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Public consultation of WP5 Joint Action Methodological Guidelines for Rapid
Relative Effectiveness Assessment of Pharmaceuticals
The Methodological Guidelines for Rapid Relative Effectiveness Assessment of
Pharmaceuticals under production by Work Package 5 Joint Action 1 were open for
public consultation during the following periods:

29 June - 10 September 2012
o
o
o
o

choice of comparator
composite endpoints
surrogate endpoints, and
applicability

3 September - 31 October 2012
o
o
o
o
o

direct and indirect comparisons
clinical endpoints
health related quality of life and utility measures
safety
internal validity of randomised controlled trials

Objective of the Guidelines
Methodological Guidelines for Rapid Relative Effectiveness Assessment (REA) of
Pharmaceuticals are guidelines on methodological challenges that are encountered by
health technology assessment (HTA) assessors while performing a rapid relative
effectiveness assessment of pharmaceuticals. The primary aim of the guidelines is to
help the assessors interpret and process the data that are presented to them as part of a
REA.

List with commentators
The lists below provides per guideline the contact information of all the organisations
that properly submitted contributions as part of the public consultation as well as all
comments that were provided including a response on how these comments were
processed.
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MSD
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10

Swedish Council
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17.
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Sten Anttilla
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N°

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
1

EFPIA

General
comments on all
documents

We refer to the EFPIA general comments to the first batch
of draft guidelines on relative effectiveness assessment,
which remain accurate for the second batch of draft
guidelines.
1) Overall, we note that the draft guidelines are a
summary of current good practices and are similar to
those found in a number of sources (e.g. ISPOR Good
Research Practices, Cochrane Handbook etc), but
recommendations are less clear.
We also underline the need to ensure alignment and
consistency with regulatory guidance, in order to avoid
any unnecessary duplication between regulatory and
relative effectiveness assessment, both at the time of
launch and over time. In this respect, we note that relative
effectiveness data is expected to develop and evolve
during a product’s life cycle. Not all of the guidelines cover
this evolution of data type and availability during a
product’s life-cycle. It would be helpful to address this
systematically in each guideline and consider how postmarketing inputs to REA could address some of the
uncertainties inevitable at initial assessment.

2) Across the guidelines it becomes clearer that the

1) Comment acknowledged. It is
correct that the basis of the work
was an overview of the “state of
the art” for each guideline topic in
each EU country. For many
topics, there is convergent view
on evidence requirements for
REA; in some areas (such as
choice of comparator with no
adequate comparator available),
divergences exist. Statements will
be introduced to highlight
situations where
recommendations are based on
consensus and where consensus
does not exist. In these cases and
more generally to discuss
evidence requirements during the
development of a health
technology, EUnetHTA has put in
place early dialogues with
technology developers and
multiple HTA bodies. Evidence
requirements for HTA in a specific
condition will be completed with
elaboration of disease-specific
guidelines for technology
development.
For REA draft guidelines including

4
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Response by author

GENERAL COMMENTS
intention of EUnetHTA is to work on REA to support
decision-making and concretely product reimbursement
decisions. This would benefit from being clarified in the
EUnetHTA mandate and recommendations, as well as to
discuss some of the implications in term of impact of
European guidelines on national decision-making. Overall,
it is important to ensure that any requirements set out by
EUnetHTA are feasible and reasonable and take into
account the difference in levels of development of
systems across Europe today.

disease-specific ones, existing
clinical, regulatory and HTA
guidelines will always be checked
and requirements aligned when
adequate. EMA-EUnetHTA
collaboration on this topic has
been put in place and will be
pursued in the framework of
EUnetHTA JA2.
Post-marketing and observational
studies are out of scope in the
JA1. Post-marketing inputs to
REA may be addressed in JA2 if
decided so by EunetHTA partners.

2) Guidelines are primarily
aimed to support HT assessors
to critically appraise
manufacturers’ submissions; in
addition, manufacturers may
take guidelines
recommendations into account
when preparing submissions.
Indeed, EUnetHTA guidelines
could contribute to alignment of
assessment process and
methodology carried out across
Europe. There is no intention to
align national decision making.

5
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GENERAL COMMENTS
2

EFPIA

General
comment

General comment

The exact goal of this guideline is not clear, as it seems to
pool findings from the guidelines on surrogate endpoints,
composite endpoints and HRQL, and would benefit from
further harmonization with these guidelines. It seems to
provide tools to “reimbursement authorities” (p.3) to
critically appraise published results of clinical trials, and
refers many times to “biases”, “strategies” or “errors” that
might need to be detected in published results. In this
framework industry would like to underline that evidence
presented to reimbursement authorities often originate
from trials designed to comply with existing regulatory
guidance, including guidance receive through early advice
provided by regulatory authorities to manufacturers which
includes recommendations on endpoints to be used in the
RCTs. Whilst EMA guidance could differ from REA
expectations, e.g. PFS/DFS vs OS, it would be helpful to
clarify how regulatory and REA processes can be
coordinated/linked (especially as regards to early advice,
and the role of the EPAR document etc.). Such a
discussion would also be the opportunity to discuss the
role of final endpoints in REA since, as already mentioned
in the EFPIA comments to previous guidelines, often final
endpoints cannot realistically be introduced in clinical
trials.
Against this background, we welcome the recognition by
the authors that the draft guideline is work in progress and
may be amended in future. We underline the importance
of a multilateral dialogue involving regulators, clinicians,
industry and patients in this discussion.

Comment acknowledged. All
endpoints guidelines will be
checked and harmonised before
final versions are issued.

See answer to comment 1 point 1.
EUnetHTA has put in place early
dialogues with technology
developers and multiple HTA
bodies in the framework of JA2.
Evidence requirements for HTA in
a specific condition will be
completed with elaboration of
disease-specific guidelines for
technology development. Types of
studies to perform and types of
endpoints relevant for REA will be
recommended. For REA draft
guidelines including diseasespecific ones, existing clinical,
regulatory and HTA guidelines will
always be checked and
requirements aligned when
adequate. EMA-EUnetHTA
collaboration on this topic has
been put in place and will be
pursued in the framework of
EUnetHTA JA2 (e.g. EMA is
observer is HTA early dialogues

6
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GENERAL COMMENTS
on drugs).
Comment acknowledged. A
multilateral dialogue will be the
part of the process.
3

GlaxoSmithKli
ne

General (All
Guidelines)

We applaud the initiative of EUnetHTA to develop
methods guidelines to support the good conduct of
relative effectiveness assessments of pharmaceuticals.
However we have some general points to raise at this
stage that are applicable to the guideline development
programme as a whole:
 Some more clarity on the purpose and intended use of
the guidelines would be helpful, in the form of a
standard introduction to each guideline. This might
include a brief rationale for the choice of topics
selected and future topics to be covered, and the
planned timing for reviews/updates of each guideline.
The status of these guidelines vis-à-vis national
guidelines on methods for HTA assessment could be
clarified.
 There guidelines should be complementary with
minimal overlap: the whole set should be reviewed
together to ensure cross-referencing, and avoidance of
duplication.
 There are a number of authoritative guidelines
developed by national and international organisations
(for example ISPOR, SMDM, Cochrane) and it would
be useful to check for overlap/consistency with these
documents. In particular it is important to check for
consistency with guidance covering the same
methodological areas developed for regulatory
assessments.

The primary objective of
EUnetHTA JA1 WP5 guidelines is
to focus on methodological
challenges that are encountered
by HTA assessors while
performing REA of
pharmaceuticals. See answer to
comment 1, point 2.
Each guideline already contains
the scope and problem statement
that was the reason for choosing a
given topic. Timings for reviews
and updates of each guideline will
be discussed and established in
JA2.
Accepted.

Partly accepted.
EUnetHTA guidelines give
EUnetHTA methodological
recommendations for REA of

7
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pharmaceuticals, so consistency
will not always be possible.
However, while elaborating new
general and disease-specific
guidelines, existing clinical,
regulatory and HTA guidelines will
be checked and requirements
aligned when adequate.
 It would be useful to highlight more clearly within the
guidelines areas where there is less consensus across
HTAs in specific methodological aspects related to
HTA (and where therefore strong recommendations
cannot be made in a guideline). For example, GSK’s
experience is that there is a divergence of views across
national reimbursement agencies in particular in the
choice of relevant comparator, the strength of evidence
from indirect and network meta-analyses and the
status of evidence for intermediate endpoints.
 The focus of these guidelines appears to be on the
evidence (largely from clinical trials) likely to be
available at the time of launch of a new medicine and
therefore potentially included in submissions to
reimbursement/HTA agencies at this stage. Valuable
relative effectiveness data, especially from
observational studies, may become available at later
stages and may be available for later submissions or
(planned) reviews that may be undertaken by HTA
organisations. Such data may indeed be collected
through managed access schemes that are agreed
with reimbursement authorities and may serve to clarify
or reduce inherent uncertainties at the time of the first

Accepted.
See answer to comment 1, point
1. Statements will be introduced to
highlight situations where
recommendations are based on
consensus and where consensus
does not exist.

Correct.
Observational studies and
pragmatic trials are not in scope of
JA1, but may be covered in JA2 if
decided so by EUnetHTA
partners.
Initiatives such as Innovative
Medicines Initiative “Incorporating
real-life clinical data into drug
development” may be helpful in
this field.

8
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GENERAL COMMENTS
appraisal. There is increasing interest in pragmatic
trials (which may make use of existing electronic data
collection systems) which if executed as Phase 3b
studies may deliver valuable information in time for
reimbursement submissions.
 Some key areas appear to be missing from this first set
of guidelines. For example: interpretation of data from
superiority vs non-inferiority studies, systematic
reviews of effectiveness and safety (which merit a
separate guideline to ‘direct and indirect comparisons’),
utility assessment (which should be separated out from
health related quality of life), prospective observational
studies of effectiveness (including registries –
especially but not only focusing on control of bias) and
retrospective observational studies (including database
analysis). Pragmatic controlled trials may also merit
special attention, as might the role of modelling in
relative effectiveness assessments.

 Some of the draft guidelines are written more in the
form of a literature review or working document than a
guideline for HTA assessors. Generally the documents
have a lengthy section 2 (Synthesis of literature) and a
relatively short Section 3 (Discussion). The Discussion

Thank you for these proposals.
Some are general methodological
issues, not specific for REA (such
as superiority vs non-inferiority
studies), some are already done
by others (systematic reviews of
effectiveness and safety) and
some are out of scope in JA1
(prospective observational studies
of effectiveness including
registries and retrospective
observational studies including
database analysis). The latter
may be covered in the JA2 if
decided so by EunetHTA partners.
Indeed, in the framework of
JA2WP7, areas where
methodology guidelines appear
useful will be identified and
stakeholders will be asked for
input. The process itself will be
discussed and elaborated at the
beginning of JA2.
See answer to comment 1 point 1.
Comment acknowledged.
Adaptations will be done where
possible.

9
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GENERAL COMMENTS
section could be expanded to focus more on the needs
of the primary customer (assessors for National HTA
organisations): what are the key issues to look for
when performing an assessment?, and provide a better
link back to the recommendations section. This might
have to be done at the expense of some of Section 2
(Synthesis of literature), which could be shortened in
some of the guidelines (especially Health Related
Quality of Life and Utility measures).
4

GlaxoSmithKli
ne

General

This document sets out definitions and issues but fails to
provide clear guidance for REA reviewers as to how to
judge the appropriateness of an endpoint used in a
submission. The selection of clinical endpoints should be
based on an understanding of the framework for value
assessment by HTA in each country (we suggest that this
should be the starting point for this guidance). This differs
by country, for example UK focuses on allocative
efficiency across all disease areas embodied in
assessment of QALYs, whereas other countries such as
Germany prefer allocation within disease areas (hence
disease specific measures of benefit). Clinical endpoints
should be assessed in terms of their (demonstrated)
relevance to each (pre-specified) country-specific concept
of value.

In general, clinical endpoints are
the main symptoms/signs of a
disease, relevant and responsive
to change, recognised and
relevant both to patients and to
physicians. Endpoints for REA
should represent a valid measure
of clinical benefit in a given
condition and for a given
pharmaceutical. Relevance and
hierarchy of the different
endpoints will depend on the
objective of REA, on the disease
itself and of the aim of treatment
assessed. At the end, the degree
and relevance of a clinical (added)
benefit of a given pharmaceutical
shown on relevant endpoints is
determined by national appraisal
committees in each country.
Value assessment is country
specific and is out of scope in the
JA1. On the contrary, concept of

10
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GENERAL COMMENTS
(added) clinical benefit is not
country specific – types and
characteristics of clinical
endpoints to assess in order to
support (added) clinical benefit
are the same.
5

GlaxoSmithKli
ne

General

We are concerned about the reliance on ‘subjective’ and
‘objective’ in this document as a fundamental
classification of clinical endpoints: the use of this
nomenclature is questionable and the distinction may not
be helpful to the reviewer of REAs. There appears to be
some bias against ‘subjective’ endpoints, which are not
treated in a balanced way compared with ‘objective’
endpoints. There is also some definitional confusion
between endpoints (especially ‘subjective’) and the
methods of assessment used to measure endpoints.
Previously published guidelines (EMEA HRQOL
Reflection Paper, FDA PRO guidance (2009), PCORI
methodology report) do not classify measures as objective
vs. subjective. The present guideline may appear
inconsistent with these guidelines, and it may be
considered misleading or even inconsiderate to patients,
advocacy groups and researchers in the field.
We do not agree with conclusive statements or
recommendations that objective endpoints are preferred
(and subjective endpoints by implication supportive at
best). What is important is to employ the appropriate
endpoint that best represents the disease process of
interest. The use of ‘objective’ endpoints may not be
possible or even the preferred way in certain disease
states where the patient is particularly symptomatic (i.e.
painful states). In reality assessments run a continuum

Comment acknowledged. The
whole concept will be revisited
and clarified,

Given examples deal with
outcomes reported by patients
(PRO), “subjective” as the
opposition to objectively
measurable. The term “subjective”
will be changed or clarified.

Indeed, relevance of the different
endpoints will depend on the
disease process itself and of the
aim of treatment assessed. It is

11
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GENERAL COMMENTS
from purely physiologic (laboratory values, survival) to
proxy/observer rated, clinician rated, caregiver rated to
patient rated, where only the patients can tell how they
feel.

agreed that appropriate endpoints
(“fit for purpose”) should be
employed for REA.

We suggest that the document includes specific guidance
on assessing the degree to which researchers provide a
rationale for their choice of assessments and endpoints
(e.g. patient reported outcomes developed with patient
input according to current, standard measurement
principles and guidelines).

Partly accepted.
Both sponsors and REA
assessors should justify the
choice and the relevance of
endpoints. A specific guidance on
assessing the degree to which
researchers provide a rationale for
their choice of assessments and
endpoints will not be included.
See answer to comment 1 point 1.

6

GlaxoSmithKli
ne

7

LEEM

8

LEEM

OVERALL

It seems important to clarify how the choice of clinical
endpoints appropriate for REA should articulate with the
process of choosing end points for regulatory approval (eg
: overall survival, the gold standard for REA but
progression free survival the end point for regulatory
approval in cancer)

9

NOVARTIS

Overall – general

Once endpoints have been accepted by regulatory
authorities, they should also be accepted, and not rechallenged by HTA agencies. This should apply for hard

General

We have no major remarks on the methodology of the 5
guidelines.
But it would be helpful to consider how post marketing
inputs to REA could address some of the uncertainties
inevitable at initial assessment. Each document could
comment on the role of observational data sources.

See answers to comments 1 and
2.
General “philosophy” has been
given in the current guideline, but
more specific input on the choice
of main endpoints will be given
during early dialogues and in
disease-specific guidelines.
There is no “automatic”
acceptance of endpoints for the
purposes of REA, even if this is

12
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GENERAL COMMENTS
endpoints as well as intermediate and surrogate
endpoints.
10

RC CEE&Ph

General

Are chapters 2.1.3---2.1.5 consistent to other guidelines
(Surrogate Endpoints, Composite Endpoints, HRQoL)? Is
it reasonable to include duplications in different
guidelines?

often the case.
See answers to comments 1 and
2.
To check before final versions are
issued.

13
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Specific comments
12

Clinic
Mathilde
Rouen

Page 5 line
38 and
page 10
line 11

For life-threatening disease we understand well that
objective endpoints like overall survival may be preferred to
subjective response like HRQoL, but in certain cases
survival benefit will be only one month advantage with
worse quality of life and worse clinical status like pain,
adverse events…In this case we can ask if overall survival
by itself is sufficient ?

This is correct. Here we may talk about “parallel” or
simultaneous assessment of survival but also HRQoL or
other patient-relevant benefit (improvement in symptoms),
and safety; hierarchy will depend on the disease itself
(life-threatening or not) and aim of treatment (curative or
not)

13

GlaxoS
mithKlin
e

P6, L6,
Summary

It appears that authors are referring to assessments, rather
than endpoints themselves when describing ‘clinical
endpoints’. The summary definition provided is somewhat
similar to ‘clinical outcomes assessments’ or PROs as per
the FDA PRO Guidance (2009). Reference should be made
to joint efforts by the Critical Path Institute / PRO
Consortium / FDA to ensure consistent language in this
field, applied to clinical trials conducted globally.

The definition used here was accepted by the wider
EUnetHTA group after discussion and amendments.

14

EFPIA

p. 6, l. 1213

“[…] a valid measure of clinical benefit due to treatment (i.e.
an objective endpoint such as mortality, myocardial
infarction or stroke).” This should not be i.e. but e.g. as
there are relevant endpoints that are patient self-reported
such as in pain, depression and other diseases.

Accepted.

15

GlaxoS
mithKlin
e

P6, LL1516,
Summary

It is unclear what is really meant here by the comment on
validity. The implication appears to be that validity is likely
to be less for patient-reported endpoints. We disagree: the
fact of an assessment being patient reported does not
affect its ‘validity’: in fact, certain kinds of assessments
coming directly from patients are more ‘fit for purpose’.
Instead of the current text we recommend noting here that
accepted measurement principles should apply in

Accepted.

14
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Specific comments
assessment of PROs/clinical outcomes assessments
whether assessed by patient, observer or clinician.
Validity may be affected by a lot of different things, not just
those listed. Suggest instead that authors consider
recommending that researchers justify why their measure is
‘fit for purpose in the context of use’.

16

GlaxoS
mithKlin
e

P6, LL1617,
Summary

17

EFPIA

p. 6, l. 1617

“Validity may be a particular issue for endpoints that are
subjectively reported by patients”. Care should be taken
here not to confuse different concepts. The fact that an
endpoint is subjectively reported by patients does not make
it less valid as an endpoint (e.g. pain reported by patients).
The way of measuring the endpoint may not be done in a
valid way, but that does not say anything about the validity
of the endpoint in itself.

Accepted (as above).

18

EFPIA

p. 6, l. 20

This is rather about precision and data collection than
validity.

These statements are not specific to validity.

19

EFPIA

p. 6, l. 21

The study result is about the estimate, not the endpoint
itself.

Sentence amended with “of the treatment effect” for
clarity.

20

HTA
SIG

Page 6
lines 25-27

The sentence suggests that objective endpoints are those
collected over a long time period or represent final
outcomes. Yet laboratory parameters collected over a
short-term period can also be objective endpoints. Suggest
this sentence is reworded to reflect a more accurate
definition of an objective endpoint.

Reference to objective and subjective endpoints has been
removed.

21

HTA
SIG

Page 6,
lines 25-43

The section on objective and subjective endpoints could be
clearer. An objective endpoint should be preferred because
it can be scientifically and precisely measured without

See answer to comment 20

Accepted.
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ambiguity. A subjective endpoint is prone to human
judgment and hence increased variability and bias. This is
the primary reason for preferring objective over subjective;
either can be linked to the disease process and both can be
short or long term, so those reasons are somewhat weaker.
22

GlaxoS
mithKlin
e

P6, LL2434,
Summary

Making the distinction that clinical endpoints are ‘objective’
or ‘subjective’ gives the latter a negative/ pejorative
connotation. Many assessments can come from a variety of
sources, including physiological measures (which may be
being referring to here as ‘objective’), however objective
endpoints are not inherently better for REA: it depends what
is being measured, whether the assessment method can
actually measure the concept of interest.
‘Subjective outcomes, on the other hand, may be indirectly
linked to the disease process’ is somewhat misleading:
suggest omission.
Evidence needs to be provided for the statement ‘clinical
significance of the improvement observed in subjective
endpoints is generally less evident’ Many reported
outcomes studies covering different disease states have
shown what are generally considered clinically meaningful
changes. There are also authoritative guidelines (FDA PRO
guidance) that suggest how to make this assessment.
We do not support a sweeping statement that objective
endpoints are preferred: ‘Preference should generally be
given to objective endpoints, particularly mortality, unless a
subjective endpoint is appropriate’. Suggest that a note is
included that, for the purpose of supporting (full) HTA
assessments, efforts should be made to link patient
reported outcomes to economic benefit.

See answer to comment 20
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23

HTA
SIG

Page 6
lines 29-34

Conversely, these sentences suggest subjective endpoints
are those collected over a short term period. Yet patient
reported outcomes, e.g pain assessments, collected over
long term periods are also subjective. Suggest these
sentences are reworded to reflect a more accurate
definition of a subjective endpoint.

See answer to comment 20

24

EFPIA

p. 6, l. 31

This sentence is unclear

Paragraph largely deleted/rewritten.

25

EFPIA

p. 6, l. 3233

References are required. In some circumstances subjective
endpoints might be more appropriate than objective
endpoints, as acknowledged in the guideline itself.

See answer to comment 20

26

EFPIA

p. 6, l. 3740

There are certain life-threatening diseases in which
subjective endpoints are critical to assess the relative
effectiveness of a treatment. Therefore the usage of
subjective endpoints should not be exclusively restricted to
non fatal diseases. Furthermore, if the study is intended to
measure HRQoL even for life threatening condition, HRQoL
can be used as the primary endpoint, e.g., in situations in
which it is well known that two therapeutic inventions have
comparable survival benefit but very different off-target AE
profiles.

See answer to comment 20

27

EFPIA

p. 6, l. 41

The correspondence of Objective versus Subjective
endpoint with Quantity versus Quality of life implies that
objective endpoints can only be a measure of reduced
mortality/extended survival and that all clinical endpoints in
non-life-threatening diseases are necessarily “subjective”.
The Objective/Subjective terminology may not be
appropriate in the context of this guideline.

See answer to comment 20

17
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28

EFPIA

p.6, l.45

This statement is much clearer.

Thank you.

29

EFPIA

p. 6, l. 46

This statement seems at odds with the current situation
where HRQoL measures are often used in some diseases
in the context of REA (see page 19, line 17). Such a
statement does not seem to be appropriate for this
guideline.

Statement removed.

30

GlaxoS
mithKlin
e

P6, LL4647,
Summary

In the statement ‘Changes in HRQoL may not be directly
linked to the treatment effect and they are susceptible to
bias’ it is not clear what type of bias is being referred to.
Suggest the following alternative: ‘Changes in HRQoL
should be linked to treatment effect: the research should be
able to show that there is a correlation between
improvement in symptoms and in the proximal effects of the
disease’.

The sentence has been rephrased to: “Changes in
HRQoL may be linked to factors other than the treatment
effect and as such they can be susceptible to bias, unless
the HRQoL instrument used has been specifically
developed to capture the direct impact of a given
pathology or its treatment”

31

EFPIA

p.6, l. 47-50

The statement that HRQoL measures are susceptible to
bias seems odd and inconsistent with the HRQoL
guidelines. We suggest rephrasing to note that generic and
disease-specific instruments can give different results
because they measure different things.

See above.

32

EFPIA

p. 6, l. 52

It would be good to get a clear overview of how subjective
versus objective fits with intermediate versus final and with
surrogate endpoints. The way the guideline describes these
is confusing.

See answer to comment 20

33

HTA
SIG
RC
CEE&P

P6L56

Intermediate outcomes can be valuable in themselves.

7/7, 15/5254

From statistical point of view count data is the same as
ordinal, binary or continuous, depending on the situation.

While intermediate endpoints are considered as endpoints
on their own right, preference is still for final endpoints.
But it is still useful to differentiate from the other types in
this context, irrespective of the statistical handling.

34
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May be it is not reasonable to mention count data as
special type of data?

35

EFPIA

p. 6/7, l.
57/1
p. 19, l. 2325
p.7, l. 7-8.

36

EFPIA

37

HTA
SIG

P7L7

This ‘general preference’ is not shared by this reviewer and
unnecessary dichotomizing of continuous or ordinal
measures loses information.

Sentence removed.

38

HTA
SIG

Page 7, line
8

It is not clear why dichotomous outcomes should be
preferred. It is agreed that measures linked to the final
outcome are preferred, but if these are continuous or
survival or categorical then information would be lost by
converting them to dichotomous.

Sentence removed.

39

EFPIA

p. 7, l. 1718

This statement is judgmental and does not provide any
guidance. It therefore does not appear appropriate for this
document.

40

EFPIA

p.7, l. 13-21
p.16, l. 2223

The document could also mention other uses of absolute
measures, besides treatment evaluation, notably policy
questions.

The statement draws attention to the fact that, depending
on how endpoints are reported, it is possible for a
relatively ineffective treatment to be made appear
effective. This is relevant and justifies the subsequent
statements.
It is not clear that this is relevant to the scope of the
current document.

This compelling evidence, if already established by
regulatory agencies, should not be duplicated by HTA
agencies but should be factored in into the REA.
It is unclear whose preferences are referred to. It should not
be a recommendation to convert original measurement into
dichotomous indiscriminately. Dischotomour measure,
while easy to interpret, tends to be less precise and less
informative. In many situations, quantitative measurement
is preferable.

That evidence should be provided to the assessors to
confirm the nature of the association or correlation
between intermediate and final endpoints relevant for
REA.
Sentence removed.
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41

EFPIA

p.7, l. 20-21
p.17, l. 1722

The document highlights several issues related to
censoring but provides no guidance on these. It would be
useful to indicate the preferred approaches to
handling/analyzing censoring, with a reference to EMA or
other guidelines.

It is outside the scope of the current document to go into
great detail on dealing with data that incorporates
censoring.

42

EFPIA

p. 7,
recommend
ation 3

This refers to the study results (the estimate) rather the
endpoint in itself.
Clinical relevance needs input of clinical experts as well as
patients.

Rephrased as “endpoint estimates should be ...”

43

HTA
SIG

P7
Recommen
dation box
3

The endpoints themselves are not ‘presented’ but the
results of analysis.
Suggest this is changed to: Analysis results should be
presented in a way which shows estimates of treatment
effect with confidence intervals, the clinical relevance of the
effect and its statistical significance

See answer to comment 42.

44

EFPIA

p.7,
recommend
ation 4

Additional clarification of what is meant by “natural units”
would be welcome. Does this include PRO scales, QALYs,
etc..

Rephrased to say “where appropriate”.

45

EFPIA

p. 7,
recommend
ation 7

This recommendation favours “intermediate” or “subjective”
endpoints which are measured over shorter time periods,
which is more reasonable in some disease areas. This
recommendation should be reflected in the summary
section. It also implies reasonable sample size within the
context of clinical studies.

It speaks to the importance of a study being both
adequately powered and to run for a long enough to
adequately measure the endpoints that it set out to
measure.

46

EFPIA

p. 7,
recommend

The current wording suggests we need to measure
endpoints perfectly, which is impossible (except perhaps for

Rephrased. See answer to comment 47.
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survival in some study designs). The study result will lead to
an estimate, which will be reported so as to be as close as
possible to the true result. Although ideally we would like to
measure endpoints perfectly, we do know there is a margin
of error for most measurements. It might therefore be useful
to rephrase to include that all standard errors should be
calculated and noted.
What should be avoided is bias.

47

HTA
SIG

Page 7
Recommen
dation 9

Suggest rewording “free from measurement or assessment
error” to “measured with minimal measurement or
assessment error”

Accepted.

48

OSTEB
A

Page 7- 8,
line 14

We suggest sorting the recommendations in the same order
as the sections of the document (i.e. Recommendation 10:
Section 2.1.7, Recommendation 12: Section 2.1.6,
Recommendation 21: Section 2.1.4.) TO REORGANIZE (to
be consistent with the document)

The ordering was chosen based on suggestions in a
previous round of consultation.

49

EFPIA

p. 8,
recommend
ation 10

Suggest adding that this approach should be taken for the
development of cut points for ordinal variables, not just
dichotomous

Accepted.

50

EFPIA

This recommendation refers to study design, rather than to
the endpoint

Accepted.

51

GlaxoS
mithKlin
e

p. 8,
recommend
ation 11
P8,
Recommen
dations 1415

We do not support these recommendations (see the
comments above). As an alternative we propose
‘Researchers should justify their rationale for kinds of
assessments used to measure certain concepts and the
endpoints used, taking into consideration how treatment
benefits can best be measured’.

See answer to comment 20.
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52

EFPIA

p. 8,
recommend
ation 15

A better definition of ‘subjectively measured endpoints’ is
needed. Is it referred to PROMs here? What about
seizures? They may be objectively visible, but they’re
‘subjectively’ counted, ie, reported by the subject. The
limitation of the use of subjectively measured endpoints to
“symptomatic, short-term, non-life threatening disease” is
inappropriate. For example, depression is potentially lifethreatening and still relies mostly on subjectively reported
symptoms of patients (either in patient self-reported form or
in interview-elicited symptoms assessment).
There seems to be some redundancy in the phrasing of this
sentence.

See answer to comment 20.

53

HTA
SIG

Subjective endpoints are not just those measured in a
short-term period

See answer to comment 20.

54

EFPIA

Page 8
Recommen
dation 15
p. 8,
recommend
ation 16

As acknowledged in the guideline on surrogate endpoints,
short-term endpoints are sometimes the only viable option
to ensure a feasible clinical study, or for diseases with
widely accepted biomarkers e.g. diabetes. Overall mortality
is also a less sensitive endpoint, in particular, when the
disease specific mortality rate is low and competing
mortality is high. In specific cases regulatory agencies have
recognized the validity of such surrogate endpoints, which
could also be used in the context of HTA. We refer to the
EFPIA comments on the guideline on surrogate endpoints
for this recommendation. Furthermore, this seems at odds
with recommendation 7, which calls for measurable
endpoints within a reasonable period of time.

The recommendation does state “where possible”,
acknowledging that long-term or final endpoints are not
always feasible.

55

EFPIA

p. 8,

When already conducted by regulatory authorities, the

That information should be available to the assessors.
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recommend
ation 17
l. 13, l. 3133

validation of such a link should not be duplicated.
In rare disease areas, the establishment of a strong
validated link is difficult; however intermediate endpoints
still have a key role to play. Further reflection would be
needed on this point.

p. 8,
recommend
ation 19
p. 8,
recommend
ation 20

Is this relevant for PRO selection?

56

EFPIA

57

EFPIA

58

EFPIA

p. 8,
recommend
ation 21

It is inappropriate to limit the value of PROs to non lifethreatening diseases. PROs may also be highly relevant in
life threatening diseases, e.g. in diseases where treatment
burden is high. They may be a direct measure of patient
harm.
Furthermore, PRO is a measurement method, rather than a
type of endpoint. It should therefore be clarified whether this
includes HRQoL. Patients may value their symptoms and/or
health-related quality of life as more important than survival
benefit. This has been demonstrated for several diseases in
conjoint analyses; or is, for example, reflected in the EQ-5D
where there are values below 0 on the utility scale
indicating health states worse than death.

Recommendation removed as it is not appropriate.

EFPIA

p.8,
Recommen
dation 22

In order to avoid the reporting bias, all of the study’s prespecified (primary and secondary) endpoints, should be
reported in the pre-specified way.

Endpoint estimates may be derived from a single study or
by evidence synthesis using multiple studies, in which
case this recommendation would be inappropriate.

HTA

P9L3

Add a definition of REA

Relative effectiveness assessment is based on the

59

60

We note that consistency across EUnetHTA guidelines
could be further increased and refer to the EFPIA
comments on the guideline on composite endpoints.

This recommendation refers to the use of numerous
[secondary] outcomes for a treatment. That can include
PROs.
It is important that composites are presented in
disaggregated form as different weights may be applied to
each of the constituent outcomes.
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SIG

definitions given by High Pharmaceutical Forum. The
reader is suggested to read this paper for further details.
Definition has been simplified.

61

GlaxoS
mithKlin
e

P9, LL3-19

These definitions are confusing as PRO is indeed a clinical
endpoint as defined here. Suggest consistency is sought
with well-established definitions such as ‘clinical outcomes
assessments’.

62

EFPIA

p. 9, l. 15

The definition of PRO is contradictory; it clarifies that it is a
measurement type which encompass various levels of
sophistication of measures, whilst stating that it most often
relates to self-reported patient health status. Across the
guideline, there is confusion between PRO and HRQoL.
This should be reviewed.

Definition has been simplified.

63

EFPIA

p. 9, l. 2324

This also infers that study sizes need to be reasonable and
manageable.

Not clear what this means.

64

EFPIA

p.9, l. 28-29

This document includes biomarkers directly in surrogate
endpoints, whereas the Surrogate Endpoints document
defines them separately. Suggest revising for consistency.

Definition revised.

65

SBU

Page 9,
lines 31-37

The term “Intermediate endpoints” is not usually found in
clinical studies, “surrogate endpoints” is better

Removed – now just surrogate endpoint.

66

HTA
SIG

P9L36

Removed – now just surrogate endpoint. If a direct
endpoint is justified then it will fit the definition of a clinical
endpoint rather than surrogate.

67

EFPIA

p.9, l. 39

We disagree that intermediate endpoints should only be
assessed as surrogates for a ‘clinically meaningful (final)
endpoint’. Many intermediate endpoints can be considered
as a valid measure of clinical benefit in themselves. For
example, delay of disease progression is a benefit to
patients independently of the extent to which it is predictive
of increased survival.
This composite endpoint definition is different from that

In what sense?
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usually established.
68

HTA
SIG

P10L4-7

As written this is not completely in line with the Scope of the
report.

It is unclear how this might be out of scope.

69

RC
CEE&P
h
HTA
SIG

10/10

effict / effect

Accepted.

P10L14

Suggest inserting “compared to some alternative under
real-world conditions” after ‘endpoint’

Accepted.

71

HTA
SIG

P11L3

It is not clear why this is written in the context of new
therapies only. REA can equally be applied to established
therapies, suggest rephrasing to refer to new and
established therapies.

Rephrased as “drug being evaluated.”

72

HTA
SIG
RC
CEE&P
h
GlaxoS
mithKlin
e

P11L8

Suggest referring to endpoint in singular context.

Accepted.

11/8

endpoints) / endpoints

Accepted.

P11, LL1113

Recommend that choice of endpoints should ideally start
with the concepts being measured (in relation to each
country’s decision framework – see ‘General points’ above),
and finding a ’fit for purpose’ assessment that can measure
that concept.

Comment at end of conclusion alludes to this point.

70

73

74

75

EFPIA

p. 11, l. 1415

“whereas subjective endpoints may be more adapted to
assess treatment benefit in non-life-threatening
symptomatic diseases”: same comment as above

See answer to comment 20

76

GlaxoS

P11, LL35-

These examples include measures/assessments which

The list has been refined. However, depending on the

25

Compilation of comments on the draft guideline on Clinical Endpoints

Organis
ation

Chapt
er

Page &
Line
number

Comment / Suggestion of rewording

Response by author

Specific comments
mithKlin
e

39

may not themselves be study endpoints. Recommend
including clearer examples of endpoints, such as ‘mean
change from baseline to week 12 in physical functioning
score on X questionnaire’.

disease and treatment, the measures listed can be study
endpoints.

77

EFPIA

p. 11, l. 37

According to the DSM IV anxiety (disorder) is defined by the
following symptoms: restlessness or feeling on edge, being
easily fatigued, difficulty concentrating, irritability, muscle
tension and sleep disturbance (a person must have at least
three of these symptoms, with some being present more
days than not for at least six months). None of those
symptoms is related to function (i.e. how a person is able to
carry out activities/participates in social life).

Example removed.

78

EFPIA

p. 11-12 / l
33-45 plus
figure

Since we find section 2.1.1 to be important for the
understanding of the rest of the document, we think that the
whole document would benefit from a greater clarity and
stringency in how common types of endpoints are
presented together with the figure here. Maybe it would
become more clear if the types of endpoints are described
in terms of what is measured (ie the concept) and how it is
measured (eg patient report, clinician Clinical Endpoints
report etc). As it now reads it is a bit confusing (eg, “rating
scales” is not an endpoint in itself) and the description of
types of endpoints and the figure does not clearly match. It
is unclear why HRQOL is not listed under morbidity,
especially as limitations in activity of daily living are
impacting HRQOL (the first listed under “morbidity”);
furthermore the guideline on HRQoL indicates that HRQoL
is used to target morbidity reduction (p. 13, l. 43).

The section has been reorganised and updated to
improve clarity and readibility.

79

SBU

Pge 12,

Looks a bit strange to count activities of daily living and

Examples removed as not necessary for understanding of
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lines 1-14,
the figure
Page 12,
lines 38-39

adverse events to morbidity

graphic.

Subjective endpoints are not only measured by patients.
The physician can for example measure joint status which
will be a “subjective measure”

See answer to comment 20

80

SBU

81

HTA
SIG

P12L39

Suggest changing ‘Patients’ to ‘patients or care-givers or
health-care professionals’

Section removed.

82

GlaxoS
mithKlin
e

P12, LL27 29

Do not confuse HRQOL with overall QOL: suggest that
attempts to measure overall QOL should be discouraged,
as overall QOL includes dimensions that are difficult to
measure and may not be affected by clinical treatments.

We are referring specifically to HRQoL.

83

GlaxoS
mithKlin
e

P12, LL3649

This whole section should be reconsidered (see General
comments above about ‘objective’ vs. ‘subjective’
endpoints. Recommend recognising that assessments lie
on a continuum rather than being black and white as
depicted here: some measures are more physiologically
based and measurable in the clinic (e.g. lab values).

See answer to comment 20

84

EFPIA

Does this statement imply that EUnetHTA recommends
disease/condition specific HRQoL measures over generic
measures? This should be clarified.

We don’t state a preference, and this can vary across
countries.

85

OSTEB
A

p. 12, l. 3034
p. 19, l. 1719
Page 12,
line 35

Replace “section IV”, by “section 2.1.4” (to be consistent
with the document)

Accepted.

86

OSTEB
A

Page 12,
line 50

Although GERD is a well-known acronym, its meaning
should be either given or included in the acronym list.

Example removed.

87

EFPIA

p. 12, l. 37

Partiality, ambiguity and links to the disease process have

See answer to comment 20
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nothing to do with objective versus subjective, which are
both observation methods that can suffer from all of those,
independently of whether they are objective or subjective.
88

EFPIA

p. 12, l. 48

Greater consistency across the document is needed. Here
PRO is referred to as “Patient relevant outcomes” when the
definition (p.9) refers to “Patient reported outcomes”.

Section removed.

89

HTA
SIG

It is clinical endpoints assessing long term outcomes that
require long-term data

Section removed.

90

EFPIA

Page 12
line 54page 13
line 4
p. 12/13

The discussion of advantages and disadvantages of
objective and subjective endpoints is confusing since it is
does not only, or even primarily, seem to be about how an
endpoint is captured (through objective or subjective
measures). Some of the distinctions between subjective
and objective seem inappropriate. It is, for example, unclear
why subjective measures should be feasible for across
disease comparisons and objective ones not. For example,
lung function parameters are useful in several lung
diseases, but disease-specific symptom measures (as
PROs) may not measure the same concept in several
diseases (and do not allow across comparisons).

See answer to comment 20

91

SPMSD

Page 13 –
surrogate
endpoints

Vaccines may be added to the examples;
For vaccines, in some cases final clinical endpoint is not
available and surrogate endpoint only can be evaluated,
e.g. immunogenicity can be measured (case of the
influenza vaccine).
If surrogate endpoints have been validated/accepted in the
framework of regulatory approval, it is because they have

But that association must be demonstrated and should be
provided to the assessors.
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been found to be good predictors of the final endpoint, and
this should not be different in the context of REA.
92

HTA
SIG

P13L2-3

The link between a long-term endpoint and mechanism of
action is often unclear and weaker than the link to a more
proximal endpoint. Eg anti-lipidemics are closely linked to
changes in LDL/HDLwith a much weaker connection to
major cardiovascular events.
Please clarify your point about dependence on clinical
practice or health system. Do you mean that definition,
detection and assessment may vary or that risk and
incidence of the endpoints will vary? Social and health-care
differences will strongly influence mortality. It is not at all
clear that assessment and detection of cardiovascular
events is any more independent of the health system than
measurements of dyslipidemia or blood pressure.

Section removed.

93

P13L4

I do not know what this means – please rewrite and clarify

Section removed.

94

HTA
SIG
GlaxoS
mithKlin
e

P13, LL517

This list is of clinical outcomes assessments, not ‘subjective
endpoints’. Clinician reported or observer reported
assessments have some subjectivity, and so not all require
an assessment by patients (line 8). Clinical relevance can
indeed be difficult to demonstrate (line 10) but the same
may be true for ‘objective’ physiological measures.

Section removed from document.

95

SBU

Page 13
lines 6-18

The same as above for subjective endpoints. Otherwise,
call it “patient assessed” endpoints

See answer to comment 20

96

HTA
SIG

P13L7

Please clarify what you mean here. I think you mean that
symptom measurements are more directly related to
disease process than overall HRQoL scales.

Section removed.
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97

EFPIA

p.13, l. 18

It is unclear why a HRQOL measure should have a weaker
link to the mechanism of action; this may only be true for
generic measures but not for disease-specific HRQOL
measures.

The statement is that they may have a weaker link, and
this depends on the nature of the disease, the treatment
and whether the HRQoL measure is generic or disease
specific.

98

OSTEB
A

Page 13,
line 21

Although MI is a well-known acronym, its meaning should
be either given or included in the acronym list.

Spelled out in text now.

99

OSTEB
A

Page 13,
line 23

Replace “section VI” by “section 2.1.3” or “section 1.1.” (to
be consistent with the document)

Accepted.

10
0
10
1
10
2

OSTEB
A
OSTEB
A
SBU

Page 13,
lines 35-39
Page 13,
line 37
Page 13
lines 39-40

Somewhat confusing wording, we suggest simplify it

Rephrased.

Replace “Where” by “where”

Accepted.

The term “Final endpoint” is not clear and could be
deleted.

Now says “endpoint of interest.”

10
3

SBU

Page 13
lines 44-46

Progression free survival is often used in oncology studies
without any clear association with overall survival

It is not suggested that progression-free survival should
be routinely accepted as an endpoint in its own right.

10
4

HTA
SIG

P13L52-53

The final sentence is unclear. Please change the first
endpoints to ‘comparisons between treatments’

Accepted.

10
5

OSTEB
A

Page 14,
line 1

Replace “section IV”, by “section 2.1.4” (to be consistent
with the document)

Accepted.

10
6
10
7

OSTEB
A
EFPIA

Page 14,
line 14
p. 14, l. 15

Add in parentheses the acronym "HRQoL"

Accepted.

“Reports and ratings of health care” does not seem to be
the construct, should it rather be “Perception of or

Accepted.
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satisfaction with health care”?
10
8
10
9

GlaxoS
mithKlin
e
GlaxoS
mithKlin
e

P14, L23

Change ‘pain killer drug’ to ‘analgesic’.

Accepted.

P14, LL2932

Recommend that researchers ‘should be required to
document the rationale for why the instrument is ‘fit for
purpose in the context of use’, providing data to support its
validity, reliability and responsiveness so that the results
can be able to be more easily interpreted’.

Accepted.

11
0

EFPIA

p. 14, l. 3031

The concept of "over-responsive" HRQoL measures is
confusion. The issue is to define and determine clinical
meaningful difference.

Have added the text “hence it is important to establish
what constitutes a clinically meaningful difference in
scores”

11
1

OSTEB
A

Page 14,
line 48

Replace “section IX”, by “section 2.1.5” (to be consistent
with the document)

Accepted.

11
2

HTA
SIG

P15L1-2

I think this sentence is unclear. Any composite endpoint
will include a selection of non-fatal event. Presumably all
events included in the composite have been evaluated. It is
impossible to evaluate ‘all non-fatal events’ – a selection
has to be made.

Rephrased as: “If non-fatal endpoints are included in a
composite endpoint, it is important to state whether all
non-fatal endpoints were evaluated or just the first one to
occur.”

11
3

HTA
SIG

P15L13-14

This is unrealistic. Any composite includes a range of
events of differing importance.

11
4

HTA
SIG

P15L15-19

This seems to be an arbitrary definition for ‘homogeneity’
and an unrealistic one. For example, if the composite
includes death, but there are only a few deaths and many
non-fatal events then the point estimate for the effect size
on death will often be outside the 50% CI for the composite

If the endpoint is not provided in disaggregated form then
one that includes endpoints of highly variable clinical
importance will not provide meaningful data for a HTA.
It also states that “The extent to which the response
should be homogeneous is open to discussion.” However,
depending on what is included in the composite,
improvements in a clinically less important endpoint could
mask disimprovements in a clinically more important
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even if the true hazard ratio is the same.

endpoint. It is clear that discrepancies must be highlighted
and explained clearly, rather than presuming that the
overall effect is sufficient information for an REA.
See above.

11
5

EFPIA

p.15, l.15

It is not immediately clear why the response needs to be
homogenous across components of a composite endpoint.
Conceivably, competing-risk outcomes in the same
endpoint could move in different directions (e.g. reduced
mortality but more infarcts).

11
6

EFPIA

p. 15, l. 30
Section
2.1.6

The use of adjudication committees should be discussed in
this context (to increase validity and reproducibility). An
adjudication committee is an independent (independent
from the investigators) body installed in clinical studies to
determine the accuracy of endpoint identification by
investigators (e.g. judged based on the patients’
documentation whether a stroke occurred, in accordance
with the definition of the study protocol). This ensures
standardization and consistency in endpoint collection in
studies that have more than one investigator.

A short paragraph has been added.

11
7

P15, LL3132

Suggested adding ‘....when there is no underlying change in
the condition’.

Accepted.

11
8

GlaxoS
mithKlin
e
HTA
SIG

P15L33-37

Inter-rater reliability cannot be assessed for PROs. There
is only one rater – but their opinion is highly relevant.

Text rephrased and clarified.

11
9

HTA
SIG

P15L42

Please delete ‘Reproducibility and validity are not
independent as’, and change aA.

Disagree, makes sentence clearer.

12
0

EFPIA

p. 15, l. 4550

The last paragraph of section 2.1.6 does not seem to fit and
be about reliability and validity, maybe better placed in one
of the later sections?

It has been moved to Section 2.3
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12
1
12
2

HTA
SIG
HTA
SIG

P15L50

Toby. The patient etc is blinded to treatment.

Accepted.

P16L4-5

I do not know what you mean or why you say that an MI
may vary in clinical interpretation.

Sentence rephrased as: “The definition of endpoints that
are binary by nature, such as myocardial infarction, may
still vary considerably across studies.”
It is the case that endpoints such as MI vary in definition
so that some cases may be borderline and be counted in
one trial but not another. Hence the need for documents
such as the Third universal definition of myocardial
infarction.
Accepted.

12
3

GlaxoS
mithKlin
e

P16, LL1718

‘Clinically interesting magnitude’ is an unusual term:
recommend use of consistent language throughout, such as
‘clinically meaningful’.

12
4

EFPIA

p.16, l. 1720

Document refers to p-values/statistical significance here
(and throughout), without mentioning CIs. It is now
standard to present results with CIs to represent
uncertainty. Suggest revising to require the presentation of
CIs for inference and modifying references to p-values. We
note that the Core Model for Rapid Assessment of Relative
Effectiveness does discuss the importance of CIs and
suggest ensuring consistency here.

Perhaps, but at the section highlighted, the text is
highlighting the need to show clinical significance and not
just statistical significance.

12
5

HTA
SIG

Page 16,
line 20

Both the effect size and the associated uncertainty should
be stated

Accepted.

12
6

HTA
SIG

Page 16,
line 22

It would be preferable to refer to relative measures, and
absolute measures, and not risk. This is because risk
refers only to adverse effects, and relative risk is a specific
statistical term relating to binary data, but this section is

Accepted.
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Specific comments
discussing more generally presentation of absolute or
relative effect measures (regardless of data type).
12
7

EFPIA

p. 16, l. 36

The same is true for the absolute risk difference if both
treatment arms contain an effective treatment (i.e. in active
comparator trials)

Accepted.

12
8

SBU

Page 17
study level
issues

It could be of value to somewhat expand the text about
statistical considerations regarding non-inferiority studies

12
9

HTA
SIG

P17L5-6

In a meta analysis it is important to choose an appropriate
endpoint. Appropriateness is not assumed, it is assessed
as part of the design of the analysis

Non-inferiority margins are not very relevant for REA as
HTA bodies are much more interested in the added
benefit of a new drug as compared to existing alternatives
than in non-inferiority margins.
Accepted. Rephrased as “An assumption of a metaanalysis is that the effect measure is consistent across
studies.”

13
0
13
1

EFPIA

Should this “time to event section” also include a discussion
of other clinically relevant events than survival?
This should explicitly state that it is overall survival data
that is a direct clinical benefit to patients (since progression
free survival, etc may be deemed a surrogate endpoint).

Reference is made to non-fatal events.

HTA
SIG

p. 17, l. 822
Page 17,
line 9

13
2

EFPIA

p.17 ly

Attention should be paid by the selection of endpoints and
the interpretation of results for oncology therapies.
The determination of overall survival as a primary endpoint
for oncology therapies often hits ethical limits and is in
many situations impossible or only possible in limited
fashion (e.g. due to different active follow-up therapies)

But the text as it stands is correct – preference is for
overall survival.

13
3
13
4

HTA
SIG
HTA
SIG

P17L21-22

Incomplete sentence

Accepted – sentence rephrased.

Page 17,
lines 24-39

It would be helpful to inform the reader to be aware of the
risk of false negatives too, for example a trial with multiple

Accepted.

Rephrased as “Survival implies a direct clinical benefit to
patients”
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positive endpoints/subgroups but one neutral one does not
necessarily mean that there is no effect on that
endpoint/subgroup.
13
5
13
6

HTA
SIG
EFPIA

Page 17
line 27
p. 17, l. 29

Typo should read “If multiple primary endpoints…”

Accepted.

“in many instances, studies put forward the endpoint(s)
where the most significant effect was observed.(31)” The
supporting evidence for this statement is outdated as
primary endpoints have to be pre-specified in trial registries
such as trial gov. Publication without this registration is not
possible for clinical studies.

Reference updated and additional reference given.

13
7

EFPIA

p. 17, l. 3132

The sentence is unclear: “To reduce reporting bias, all
relevant endpoints used in the literature should be reported
in an assessment.”

13
8

HTA
SIG

Page 17
line 32

Suggest rewording last sentence to “…all relevant
endpoints in the study should be reported.”

Rephrased as: “To reduce reporting bias, where a
systematic review is used all relevant endpoints reported
in the literature should be included in an assessment.(33)
Where a single study is used, all primary and secondary
endpoints should be included.”
See above.

13
9
14
0

HTA
SIG
HTA
SIG

Page 17
lines 38-39
P17L41-45

Suggest rewording the beginning of the sentence to “Where
possible, trials should be powered for subgroup analysis….”
True but only relevant to treatments intended to reduce
risks

Accepted.

14
1

HTA
SIG

Page 17,
lines 41-49

It may be helpful to give the reader some guidance about
how to interpret statistical power when reviewing a study
result. For example, if a study with a statistically significant
positive result has low power, it does not make that result
less valid (as it has been shown despite the challenge of
low power). However, if a study with a positive result has

We feel that the paragraph has sufficient detail for its
purpose.

But still applicable.
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very high power, the clinical relevance of that result should
be examined, as statistical significance may not imply
clinical significance.
14
2

EFPIA

p. 17, l. 52
ff

The use of an adjudication committee should be discussed
as another option when blinding is not possible/feasible (i.e.
PROBE design).

Accepted.

14
3

GlaxoS
mithKlin
e

P17, LL5354

The implication may be taken that blinding is less important
for ‘objective endpoints’, however blinding is important
regardless of the type of endpoint; a placebo response is
quite possible with ‘physiological’ measures.

Sentence removed.

14
4
14
5

SBU

Replace “benefit” with “effects”

Accepted.

HTA
SIG

Page 19.
line 2
Page 18,
lines 4-5

This information about multiple testing belongs after line 39
on page 16, not in a paragraph about missing data.

Not clear what is being referred to here.

14
6

HTA
SIG

Page 19
lines 10-11

Unclear what “Measurement of an endpoint” is referring to,
was this intended to reflect “The results of measuring an
endpoint”?

Rephrased as: “Endpoint evaluation by the patient,
investigator or treating physician should ideally be done in
a blinded fashion.”

14
7

HTA
SIG

P19L10-11

See before. Change to ‘Measurement of an endpoint by
the patient, investigator or treating physician should ideally
be done in a blinded fashion.’

Accepted (see above).

14
8

HTA
SIG

P19L24-25

Interest  interest or if the chosen endpoint is itself a
measure of clinical benefit.

If a surrogate or intermediate endpoint is itself of interest,
then it qualifies as a clinical endpoint.

14
9
15

HTA
SIG
HTA

P19L27-28

This is an incomplete sentence.

Amended.

P19L31

See comment to P15L1-2.

Rephrased as before: “If non-fatal endpoints are included
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0

SIG

in a composite endpoint, it is important to state whether all
non-fatal endpoints were evaluated or just the first one to
occur.”
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Kimberly Belsky

Email
kimberly.belsky@bausc
h.com
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Bausch + Lomb (B+L)
7 Giralda Farms, Suite 1001,
Madison NJ 07940 USA
w/ local offices at Gotthardstr. 2,
6301 Zug, Switzerland
www.bausch.com
Tel: +1 973-360-2414
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Clinic Mathilde
Rouen

Nicolas Albin
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Clinic Mathilde Rouen
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7 bd de l’Europe
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EMA
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LEEM
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Andrea Buzzi

Catherine Lassale
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pierrechirac@aol.com
classale@leem.org
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LEEM
88 rue de la Faisanderie
750156 Paris
Tel : +33 (0)1 45 03 88 04

8

Novartis

Jennifer Cain

jennifer.cain@novartis.c
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9

OSTEBA

Maider Mateos &
Itzar Etxeandia
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es
i-etxeandia@ejgv.es

Novartis
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Basel, Switzerland
Tel:+41797857397
OSTEBA
Olaguibel 38,
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Tel: +34 94516653
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Pfizer

Adam Heathfield

adam.heathfield@pfizer.
com
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GENERAL COMMENTS
1

B+L

2

Clinic
Mathilde
Rouen

All four
EUnetHTA
draft
guidelines
(comparators
, evidence,
endpoints,
composite
endpoints).
General
comment

Please clarify if EUnetHTA is planning to offer scientific advice
meetings similar to the EMA to support development of new
drugs. An opportunity to meet with EUnetHTA would provide
important value to those conducting a REA.

Yes. Scientific advice/early dialogue meetings
with technology developers and multiple HTA
bodies are the part of EUnetHTA JA2WP7
(started October 2012, coordinated by HAS).

Does all the endpoints will have the same level of importance ?
what will determine a hierarchy in endpoint ? what will determine
an endpoint to be primary secondary or composite?

In general, primary endpoint(s) are the main
symptoms/signs of a disease, relevant and
responsive to change, recognised and relevant
both to patients and to physicians. Endpoints for
REA should represent a valid measure of clinical
benefit in a given condition and for a given
pharmaceutical. Relevance and hierarchy of the
different endpoints will depend on the objective of
REA, on the disease itself and of the aim of
treatment assessed. At the end, the degree and
relevance of a clinical (added) benefit of a given
pharmaceutical shown on relevant endpoints is
determined by national appraisal committees in
each country.
Composite endpoints (as primary endpoint) are
accepted if no single primary endpoint is
appropriate. The combination of endpoints and
determination of their character (co-primary,
secondary or composite) in a given situation is

4
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closely linked to sample size calculation.
Page 6 point 8 mortality has not the same impact in adjuvant
setting or in metastatic disease, mortality is predominant in
metastatic disease PFS is predominant in adjuvant setting.
Page 8 discussion does the fact that the trial be conducted in a
timely fashion profit to the patient or to the industrial ?

3

EFPIA



1) The draft guidelines provide a good overview of some of
the differences between national REA methodologies and
therefore complement well the background review that was
conducted by EUnetHTA in 2011. At this stage however, we
consider they do not provide clear guidance on how to align
evidence requirements in areas of divergence.



2) The draft guidelines acknowledge the difficulty of alignment
especially in the context of varying aims of REA (e.g.
reimbursement or not). This legitimate concern makes it
sometimes unclear what the objective and what the target
audience of the guidelines are. In particular, it is unclear
whether recommendations are issued for the purpose of
European REA, or whether they guide national REA.
Similarly, it is sometimes unclear whether they should support
HTA assessors to critically appraise manufacturers’
submissions, whether they will impact on future modifications
of national REA guidelines, and whether manufacturers are
expected to take them into account when preparing their
submissions. The draft guidelines reviewed could contribute

Comment acknowledged. Recommendation to
include mortality in a composite endpoint refers to
a likely and relevant censoring effect of mortality
in certain diseases.
To whom the benefits of a faster conduct of
studies will be and in what amount will vary from
case to case. Discussion of this general aspect is
not considered necessary in this particular
guideline.
1) Comment acknowledged. It is correct that the
basis of the work was an overview of the “state of
the art” for each guideline topic in each EU
country. For many topics, there is convergent view
on evidence requirements for REA; in some
areas, divergences exist. In these cases and more
generally to discuss evidence requirements during
the development of a health technology,
EUnetHTA has put in place early dialogues with
technology developers and multiple HTA bodies.
Evidence requirements for HTA in a specific
condition will be completed with elaboration of
disease-specific guidelines for technology
development.
In current guidelines statements will be introduced
to highlight situations where recommendations are
based on consensus and where consensus does
not exist.
2) Guidelines are primarily aimed to support HT
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to alignment of assessment processes carried out across
Europe. For this to materialize however, these draft guidelines
need to be endorsed and implemented not only at European,
but also at national level.




3) The draft guidelines show the important role of REA
assessors to feed back into drug development. Guidance on
comparators, level of evidence and acceptability of endpoints,
will affect development decisions taken prior to phase III
development programmes. There is therefore a strong need
to align REA draft guidelines with already existing clinical and
regulatory ones. Throughout the guidelines, references to the
regulatory assessment and decision process, as well as
decisions taking place along the clinical development plan,
could be further enhanced.
4) In light of the above, we consider that EUnetHTA could set
up a further reflection process involving relevant stakeholders
to support streamlining of REA evidence requirements by:
o Discussing areas identified in the draft guidelines in
the form of e.g. a roundtable during which the draft
guidelines are reviewed one by one by a panel of
experts from various stakeholders. As a second step,
the general reflection process could be
complemented by disease-specific
discussions/guidelines (aligned with existing
regulatory ones on e.g. clinical investigation of
medicinal products used in specific disease areas),
and should also consider the role of early dialogue in
drug development.
o Discussing the role and implementation of the
guidelines at European/national level.

assessors to critically appraise manufacturers’
submissions; in addition, manufacturers may take
guidelines recommendations into account when
preparing submissions. Indeed, EUnetHTA
guidelines could contribute to alignment of
assessment process carried out across Europe.
3) Comment acknowledged. For REA draft
guidelines including disease-specific ones,
existing clinical, regulatory and HTA guidelines
will always be checked and requirements aligned
when adequate. EMA-EUnetHTA collaboration on
this topic has been put in place and will be
pursued in the framework of EUnetHTA JA2.
4) Comment acknowledged. Stakeholders
involvement in guidelines elaboration will be
further strengthened and process itself reviewed
and amended in the framework of EUnetHTA JA2.

6

Compilation of comments on 4thdraft of guideline on Endpoints used for REA of Pharmaceuticals – Composite Endpoints

N
o

Organisatio
n

Page & Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
4

EFPIA





1) As with the other methodological issues addressed in the
draft guidelines, industry considers it of utmost importance to
align any requirements in the area of composite endpoints
with regulatory requirements. In the case of rapid
assessments, the same information (i.e. studies) submitted for
regulatory approval will be used. Hence, this guideline should
also take into account the relevant guidelines, points to
consider etc. from the EMA/CHMP. Although related to
regulatory submissions, they are also a very valuable source
regarding Composite Endpoints, in particular:
o Points to Consider on Multiplicity Issues in Clinical
Trials (CPMP/EWP/908/99), 2002.
http://www.ema.europa.eu/docs/en_GB/document_lib
rary/Scientific_guideline/2009/09/WC500003640.pdf
o Guideline on Missing Data in Confirmatory Clinical
Trials (EMA/CPMP/EWP/1776/99 Rev. 1), 2010.
http://www.ema.europa.eu/docs/en_GB/document_lib
rary/Scientific_guideline/2010/09/WC500096793.pdf
o As an example of a disease-specific guideline, also
dealing with composite endpoints: Guideline on the
evaluation of medicinal products for cardiovascular
disease prevention
(EMEA/CHMP/EWP/311890/2007), 2008.
http://www.ema.europa.eu/docs/en_GB/document_lib
rary/Scientific_guideline/2009/09/WC500003290.pdf
2) In particular, it is important to clarify that elements of
composite endpoints as presented in the regulatory file cannot
be excluded from the REA dossier, as this would otherwise
undermine the power of the study and determination of the
effect size and statistical significance. This draft guideline

1) Comment acknowledged. See answer to
comment 3, point 3. EMA reference on Multiplicity
issues and on a guideline on the evaluation of
medicinal products for cardiovascular disease
prevention will be added.
2) It has already been clearly stated in the draft
guideline that all components of a composite
endpoint will be assessed in combination and
separately. So, no element will be excluded from
assessment.
The tables of how composite endpoints should be
a) constructed and b) reported has been now
combined, rewritten and relevant points are
included to the table of appraisal of composite
endpoints.
The wording of the final version of this guideline
will be modified to make clear that it is written for
REA assessors.
3) HRQoL is a multi-dimensional multi-item
concept assessing different aspects of patients’
QoL influenced by a disease and its treatment. As
such, it is not appropriate component of a
composite endpoint. This statement can be
included, as well as the reference to the HRQoL
guideline, even if detailed discussion of HRQoL in
this guideline is out of scope.
In general, the combination of objective and
subjective components should be avoided (see
recommendation 7) to minimize problems with the

7
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would best address how composite endpoints should be dealt
with when they have been used in a study. As is, the guideline
seems to be written for clinical trial sponsors rather than REA
assessors.

interpretation of results. In some diseases (e.g.
pulmonary arterial hypertension), use of such
combined endpoints could be justified but has to
be done in an explicit manner.



3) Although HRQOL as a specific form of PRO is presumably
appropriately covered in a further guideline document, it may
be useful to clarify in the introduction to this document why
HRQOL is not included in the discussion on composite
endpoints, and refer the reader to the subsequent guideline
document.

4) There´s indeed a clear preference for the use
of single endpoints when available to avoid
problems in interpreting study results.



4) From an overview of the advantages and disadvantages of
composite endpoints presented in the draft guideline, there is
a tendency to favour the single endpoints as they are
recommended as primary endpoints whenever possible.
However, it may be relevant to highlight the following
considerations in relation to composite endpoints:
o Composite endpoints tend to be considered as an
appropriate way to define composite events. One
could also think about continuous composite
endpoints (e.g. Global-Benefit Risk)
o One of the difficulties in understanding a treatment
effect on a composite endpoint is that it requires
examining treatment effect on each component, for
which individual clinical trials are usually not powered.
Hence, an increased importance of the metaanalyses typically conducted during HTA processes
that could then help demonstrating significant
treatment effects on components. This should be
highlighted in the document as it represents a
significant added value of the general HTA process

8
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compared to pure clinical research.
More focus on advantages and disadvantages of using composite
endpoints in the context of conducting REA should be put rather
than a general view (sections 2.2, 2.3, 2.4, 3).


5

6

7

5) In certain disease areas, such as CNS, clinical studies for
regulatory purposes are often not designed to show
differentiation against a comparator on primary endpoints or
key secondary endpoints as they are generally powered to
show statistical difference only versus placebo. Active
comparators are generally used as active reference to meet
regulatory requirements. Superiority versus and active
comparator in a standard primary endpoint would likely
require a very high number of patients due to the small
difference to be detected on a single primary endpoint. In this
context, the use of composite endpoints is a potential avenue
to be able to capture multiple potential benefits of a new
product within a reasonably sized clinical trial.

Comment acknowledged. The sentence on the
meta-analysis will be added; the necessity of
consistent definition of components of a
composite endpoint through trials will be
underlined.
5) This issue is too disease-specific (CNS) to be
discussed in a general methodology guideline on
composite endpoints.
The proposal to use composite endpoints in these
situations appears inacceptable, taking into
account already existing difficulties of showing
treatment difference on “single” endpoints (rating
scales)

EFSPI/PSI
HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group

General

Many grammatical/editorial issues e.g. missing articles etc.

This will be checked before final guideline is
issued.

General

There is no mention of the role of an adjudication committee to
define endpoints and to determine whether and when they occur
for each patient in a trial. This can provide an objective way
forward, provided that any such committee is blinded according to
treatment allocation.

EFSPI/PSI
HTA Special
Interest

General

It is not clear who this document is aimed at, nor at what stage of
the process it applies. Is it designed to provide “points to consider”
when the REA is being planned? If so, and if the REA is being

Comment acknowledged, even if this is a
recommendation for study conduct. Establishing
such a committee will be a good means to raise
the general quality of a study and reduce
uncertainty of the assessors concerning outcome
validity.
See answer to comment 3 point 2.
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Group

conducted as part of a clinical trial, then this would be relevant to
trial personnel, including the trial statistician. Such personnel may
not be aware of the existence of these guidelines. On the other
hand, if it is designed for after trials have been completed then a
lot of these considerations are a bit late and should have been
addressed before, especially the choice of composite. It may be
difficult to make an unbiased choice of composite endpoint if the
trial has already been conducted.

8

EMA

general

Cross link with references should be checked throughout the text

Accepted.

9

EMA

general

A sentence considering the following should be implemented in
the text (an example has been suggested already):
“composite endpoints having added value in rare diseases where
single endpoints are not so informative (e.g. ref to CHMP
guideline on PAH)”.
A composite endpoint is recommended in the CHMP guideline for
pulmonary arterial hypertension
(EMEA/CHMP/EWP/356954/2008), this could be referred in the
document.

Accepted. As suggested the sentence will be
included and the reference added.

1
0

EMA

general

A sentence considering the following should be implemented in
the text (an example has been suggested already):
high relevance of patient reported outcomes, including outcomes
reported by parents and carers for rare diseases. Health related
quality of life particularly relevant in rare diseases where disability
is major feature of the disease

Partly accepted in the context of composite
endpoints. See answer to comments 2 and 4
(point 3).

1
1

EMA

general

Composite endpoints are normally reported as time to first event.
As a sensitivity analysis time to worst event might be considered

A sensitivity analysis appears redundant as the
worst event is already considered when each
component is analysed separately.
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GENERAL COMMENTS
1
2

ISDB MiEF

General

This response has been prepared jointly by the International
Society of Drug Bulletins (ISDB) and the Medicines in Europe
Forum (MiEF).
The ISDB and the MiEF welcome the opportunity to respond
to this public consultation and would like to highlight particularly
laudable elements of the several drafts.

General comments, no particular answer needed.

Good quality draft documents. We would like to highlight the
efforts made to produce the four draft documents submitted for
public consultation. We welcome the explanatory statement on
the methodology (box on page 2 of each draft document), the
systematic documentation search strategies, the critical views
expressed, the formulation of practical recommendations, the
bibliography presented as an annex, and the other explanatory
annexes where needed. However, we deplore that only
documents in English were considered, especially when it comes
to benchmarking among several national guidelines in Europe (i.e.
draft guideline “Criteria for the choice of the most appropriate
comparator(s)”).
We would recommend the European Medicines Agency
(EMA) and National Drug Regulatory Agencies to use their
methodological
guidelines
when
reviewing
marketing
authorisation applications. Moreover, we would strongly
recommend the International Conference on Harmonisation (ICH)
to note these EUnetHTA papers and their recommendations to
produce guidelines which would be more patient-oriented 1 .
1

- Prescrire Editorial Staff “ICH: an exclusive club of drug regulatory agencies and drug companies imposing its rules on the rest of the world”Prescrire International 2010; 19 (108) :
183-186.
2
- ISDB “Declaration on the therapeutic advance in the use of medicines” Paris. November 2001: 12 pages. Accessible at: http://www.isdbweb.org/publications/view/isdbdeclaration-on-therapeutic-advance-in-the-use-of-medicines
3
Garattini S and Chalmers I “Patients and the public deserve big changes in evaluation of drugs” BMJ 2009; 338 : b1025.
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GENERAL COMMENTS
New pharmaceuticals:therapeutic advance assessments are
needed.We prefer to use the concept of therapeutic advance
instead of that of relative effectiveness. According to the ISDB
declaration,“a medicinal product can be said to have added
therapeutic value if sound clinical data indicate that it can offer
patients better efficacy, and/or better safety, and/or simpler
administration, than existing alternatives” 2 .
The current legal framework does not require medicinal
products to offer added therapeutic value to enter the European
market 3 4 . All that is needed is a satisfactory balance between
efficacy and safety. As a result, many new drugs are simply more
or less equivalent to their predecessors, if not a step back (alias
“therapeutic regression”) such as rofecoxib (Vioxx°), rosiglitazone
(Avandia°), etc. 5 6 .

Assessment of added therapeutic value is out of
scope in the current JA1.
It might be covered (if decided so by EUnetHTA
partners) in the JA2.

Yet it is essential for patients, health professionals and health
economists to know whether or not a new drug offers added
therapeutic value, so that they can make rational choices among
the available treatments. Therefore, ISDB and the Medicines in
Europe Forum encourage EUnetHTA members to publish their
assessment reports on new medicinal products to provide
the public with an analysis of the added therapeutic value
based on available data (published as well as unpublished
data).
In addition, publishing the final methodological guidelines
used and all drafts during the step-by-step procedure within
the elaboration process of new guidelines would be of great
4

- Naci H et coll. “Raising the bar for market authorisation of new drugs” BMJ 2012 ; 344:e4261 : 5 pages.
- Light D et Lexchin J “Pharmaceutical research and development: what do we get for all that money?” BMJ 2012 ; 344:e:4348 : 5 pages.
6
- Prescrire Editorial Staff "New drugs and new indications in 2011. France is better focused on patients' interests after the Mediator° scandal, but stagnation elsewhere"
Prescrire Int 2012; 21 (126): 106-110.
5
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value to academia, healthcare professionals, patients and the
public at large (NICE in the UK and IQWiG in Germany already
make all drafts preceding a final guideline publicly available).

1
3

ISDB MiEF

General

When judging whether a new intervention is a therapeutic
advance, it is crucial to consider efficacy, safety, and
convenience. The continuous evaluation of older substances is
essential so that medicines which are no longer valuable due to
better therapeutic alternatives can be eliminated, and new or
better ways of using already approved drugs can be identified 7 . A
therapeutic advance should not be seen in isolation: cost and
quality must also be considered.

The publication of ALL drafts is not foreseen.

Assessment of added therapeutic value is out of
scope in the current JA1.
It might be covered (if decided so by EUnetHTA
partners) in the JA2.

Efficacy - The efficacy of a new drug intervention should be
assessed first of all in terms of overall mortality where relevant,
morbidity, and last but not least quality of life as assessed from
the patients’ perspective. Therapies for chronic conditions require
long-term studies. Comparative trials assessing the superiority of
an intervention are required when there is an adequately tested
treatment. These requirements are consistent with the latest
version of the Declaration of Helsinki (October 2008), which
requires that "The benefits, risks, burdens and effectiveness of a
new method should be tested against those of the best current
prophylactic, diagnostic, and therapeutic methods" (Section C
clause 32) 8 .

7
- Prescrire Editorial Staff “Simplified examination of variations to the terms of purely national marketing authorisations? Yes, but first re-evaluate "old national marketing
authorisations"!” October 2011: 4 pages. Freely accessible on http://english.prescrire.org.
8
- "WORLD MEDICAL ASSOCIATION DECLARATION OF HELSINKI - Ethical Principles for Medical Research Involving Human Subjects"
http://www.wma.net/en/30publications/10policies/b3/17c.pdf : 5 pages.
9
-Prescrire Editorial Staff “Prescrire’s response to the public consultation on EMA/CHMP/QWP/180157/2011 "Draft - Guideline on Pharmaceutical Development of Medicines for
Paediatric Use": a pragmatic overview and 20 constructive proposals” Paris, 29 December 2011 : 20 pages. Freely available on english.prescrire.org.
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Safety - Improved safety compared with existing options can
qualify a new intervention as a therapeutic advance provided that
short-, medium- and long-term pharmacovigilance data are
considered. All information on drug safety (including
pharmacovigilance data) should be made public from the date of
marketing. For a new drug intervention to be accepted as a
therapeutic advance on grounds of safety, several years of active
pharmacovigilance are necessary.
The following are required:
- well designed pharmacovigilance studies, such as case-control
studies and large cohort studies, to provide a clear picture of
safety profiles, including interactions and safety in at-risk groups
(such as elderly people, children, pregnant women and patients in
renal failure);
- long-term, large, randomised controlled trials with overall
mortality as the main endpoint for assessing safety of prophylactic
interventions such as antihypertensives and lipid-lowering drugs.
Convenience - Before marketing, studies should be undertaken
to show adequate ease of use, the quality of the packaging
(evidence indicates that well designed packaging improves patient
safety, while poorly designed packaging generates medication
errors 9 ), together with studies showing that patients understand
and can use the accompanying information. If no such studies are
performed before marketing, HTA bodies could require the
marketing authorisation holders to perform them to make their
assessments possible 10 . Such assessments are needed in many
countries for the purpose of reimbursement, and this should be an
incentive.
10

- A review on methods for assessing the safety and quality of packagings is available in the EU Council report (ref. Council of Europe - Expert Group on Safe Medication
Practices "Creation of a better medication safety culture in Europe: Building up safe medication practices" 2006: 275 pages).
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GENERAL COMMENTS
1
4

ISDB MiEF

General





To evaluate the benefits of a preventive or curative
intervention, the choice of endpoints should ideally reflect the
health outcomes that matter most to patients. Surrogate
endpoints do not directly affect patients’ health but can help in
clinical situations where solid evidence demonstrates a strict
correlation between changes in the surrogate endpoint and
clinical outcome. Notwithstanding, treatments that seem
effective on a surrogate endpoint may be ineffective or even
harmful when assessed on outcomes that matter to patients.
All in all, therapeutic decisions also have to take into account
the risk of adverse effects and other therapeutic options,
based on the comparison of the harm-benefit balances.
For more details on clinical endpoints found to be relevant to
patients by independent drug bulletins, please read: Prescrire
editorial staff “Evaluation of treatment benefits: clinical
endpoints relevant to patients” Prescrire International
2008;17(98):260.
The evaluation of a treatment’s harm plays an essential role in
choosing the most appropriate treatment strategy.
When drugs are first marketed, information about their
adverse effects is limited. Knowledge about the safety profile
of a treatment, based on data from clinical trials, studies and
pharmacovigilance contributes to the evaluation of the risks to
which patients are exposed. For more details about the
evaluation of treatment risks, please read: Prescrire Editorial
Staff “Evaluation of treatment risks: taking clinical data,
pharmacology and patient characteristics into account” Rev
Prescrire 2009; 29 (312): 778-780.
This body of evidence grows slowly as more clinical
experience about the drug accumulates. Informing patients
about the potential harms of a treatment, as well as its

Comment acknowledged. The appropriate
wording will be added in relevant guidelines.
No comment appears specifically applicable to
composite endpoints guideline.
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expected benefits, enables them to assess the harm-benefit
balance of their own treatment. It facilitates shared and
informed decision-making about the most appropriate therapy.

1
5

LEEM

1
6

LEEM

1
7

Novartis

General

1
8

Novartis

Overall

We insist on the relevance and usefulness of these documents
and support efforts to move towards greater methodological
harmonization for HTA in the EU.
With 3 generals comments :
- The 4 guidelines concern more relative efficacy than
relative effectiveness
- They are very “open” with a large possibility of
interpretation by each country
- And they are not always designed for orphan drug
Overall comment: Good treatment of overall topic. Unlike the
guidelines on comparators and direct-indirect comparisons, this
topic is less subject to between-country differences and should
therefore be feasible to adopt as a pan-European guidance.
Novartis very much appreciates the opportunity to comment on
the methodological guidelines developed by EUnetHTA. These
guidelines, if jointly agreed by all stakeholders, could help
streamline HTA across Europe.
We understand that there are preliminary plans for a roundtable
discussion to take place later this year to work through the
guidelines in detail and to facilitate the alignment procedure. We
support this idea, and would be happy to have our internal experts
join the discussions.

Comment acknowledged.

We have concerns about the vague nature of this
recommendation. It is broad enough to allow HTA assessors to
pick everything that is possible. Considering the variability of
national preferences in Europe, this recommendation is offering
more confusion over a common definition for composite endpoints

See answer to comment 2. Composite endpoints
accepted by EMA cannot be automatically
accepted by HTA bodies, even if this is frequently
the case.

Correct (initial REA is close to MA).
More specific recommendation will be provided
when possible.
Correct, even if general principles apply.
Thank you.

Comment acknowledged;
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as well as a definition of “suitability”.
What we define as the most critical most critical aspect of defining
composite endpoints is that EunetHTA and HTA bodies will
accept the composite endpoints that have been approved by
EMA.

1
9

Pfizer

General

The paper very often makes recommendations that seem aimed
at trial sponsors not those conducting relative effectiveness
assessments. It is understandable that the authors might want to
make recommendations in this area, but this may not be within
the remit of EUnetHTA and won’t help those conducting RE
assessments know how to interpret or use data from alreadypublished studies. The whole paper should be re-drafted so that
its advice is for those conducting REA and how they should use
and interpret trial data based on composite end points, not on how
such trials should be designed and reported.

See answer to comment 3, point 2.

2
0

Pfizer

General

Much of the paper also addresses advantages and disadvantages
of composite endpoints in general, rather than how these
advantages and disadvantages play out in the context of
conducting a REA. These sections (2.2, 2.3, 2.4, 3) should be redrafted with much closer focus on the impact on REA rather than
a more general review.

See also answer to comment 3, point 2.
The final version of the GL will contain a united
table (p. 6/7) with recommendations / points to
consider for REA assessors dealing with study
results based on composite endpoints.
If – according to this table/list of points to consider
- there´s a single relevant problem or an
accumulation of problems associated with a
certain composite endpoint, there will be
uncertainty on the validity of study results. The
position of this study in the hierarchy of evidence
and its usefulness for REA will have to be
downgraded.
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2
1

Pfizer

General

The positive recommendations for how to make use of composite
endpoints are limited to a very small section. Given the statistical
and methodological challenges in aggregating and comparing
data on components of composite end-points, more detail on what
to do and work-arounds for the problems identified would be of
much greater value.

2
2

RC CEE&Ph

General

[Is it possible that 2 components of composite endpoint occur
simultaneously? What are the recommendations for statistical
analysis in such case? Is it to consider the more serious event
when analyzing the first event?]

2
3

Swedish
Council on
HTA (SBU)

General

Our comment concerns the lack of cost effectiveness as primary
outcome.
From our point of view Relative effectiveness assessment must
consider cost effectiveness when comparing different alternatives.
This hasn’t been addressed in any of the documents. We would
like cost effectiveness ratios to be included among the primary
endpoints.

There´s no need for REA assessors to go very
deep into methodological and especially statistical
details of this issue. They should be sensible for
the main problems and challenges related to the
assessment of clinical benefit based on composite
endpoints. In case of uncertainty in assessing
study results based on composite endpoints it is
recommended to consult the statistician /
biometric department of the HTA organisation.
Yes, this can occur. If it isn´t possible to
disentangle the events to allow reporting of the
single component/event results, the reasons
should be made clear. We share the view that the
more serious or relevant event should then be
considered for analysis of the first event.
Cost effectiveness is out of scope in the JA1.
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24

EFPIA

p. 5, l. 8-11

Comment / Suggestion of rewording

Response by author

Specific Comments
It is not clear whether reference is made primarily to timeto-event endpoints where usually time to the first is
considered or other endpoints where some or all have to
change to the better under treatment. In the latter case,
composite endpoints may not create higher event rates but
would cover different aspects of the disease. Please clarify
this point.

25

Novartis

Page 5. Line 811

It is not clear whether reference is made primarily to time-toevent endpoints where usually time to the first is considered or
other endpoints where some or all have to change to the better
under treatment. In the latter case, composite endpoints may not
create higher event rates but would cover different aspects of the
disease. Please clarify this point.

26

EMA

Page 5 lines
12-14

Lines 13 -14 (repeated within the document) “Furthermore, it has
to be considered that clinician-reported or clinically driven
outcomes such as hospitalization or need for revascularization are
clinician-dependent and therefore not totally objective, but prone
to bias.”

Comment acknowledged.
Text will be clarified and will read: “It is possible
to combine binary or time-to-event endpoints. Of
interest is either the occurrence of any event from
among a given set of events after a period of
follow-up or the time to the occurrence of the first
event.”
Surely it only makes sense to combine endpoints
pointing to the same direction.
See answer to comment 24.

This sentence has been reworded

Proposed rewording: Furthermore, it has to be considered that
clinician-reported or clinically driven outcomes such as
hospitalization or need for revascularization are cliniciandependent and therefore not totally objective. Such endpoints
therefore increase variability and opens for possible bias if studies
are not conducted under strict double-blind conditions.

19

Compilation of comments on 4thdraft of guideline on Endpoints used for REA of Pharmaceuticals – Composite Endpoints

No.

Organisation

Page & Line
number

27

EMA

Page 5 line 14
Page 9 line 14

Suggested to add the following sentence at the end of the
paragraph:” In rare diseases patient reported outcomes, including
parent and carer reported outcomes, and health related quality of
life are of special relevance in composite endpoints. This is
particularly important when disability is one of the principal
features of the disease.”

Not accepted. See also answer to comment 4,
point 3.
It is correct that HRQoL is an important endpoint
for REA, but in principle not as a part of a
composite endpoint (see answer to comment 4,
point 3). If disability is an important feature of a
disease evolution, it will certainly be assessed as
a co-primary or key secondary endpoint. In
addition, multi-item questionnaires used to
assess disability or HRQoL, difficulties in
translating results in clinically meaningful terms
and complexity of assessing added benefit based
on composite endpoints make these endpoints
unsuitable as components of composite
endpoints.
Some simple PROs like dyspnea are already part
of composite endpoints in some diseases.

28

EFPIA

p. 5, l.22-23

Poor reporting and uncertain clinical relevance is not linked
to composite endpoints; this is a general problem regarding
any endpoint.

29

Pfizer

P5 line 27

The current statement is too strong. The guidance should make
clear that well-precedented, clinically acceptable composite
endpoints exist. The role of expert clinical guidelines and
regulatory assessments in identifying what represents a relevant
end point should be acknowledged more clearly.

Even if this comment is true, poor reporting is
especially problematic in case of composite
endpoint; therefore, it is worth pointing that out in
here.
Our recommendation remains that there is no
reason to use a composite endpoint if a single
primary endpoint is available. However, we agree
that it is possible to have well-designed
composite endpoints, even if more difficult for
evaluation. The idea of acceptable well-designed
composite endpoints is included in the summary.

30

EFPIA

p. 5, l.27/28

There is no definition of a suitable single primary endpoint
provided nor is it explained which stakeholder will provide
such definition. The draft guideline could include a

Comment / Suggestion of rewording

Response by author

Specific Comments

See answers to comments 2 and 29.. The fact
that composite endpoints are used in cardiology
is mentioned in several places.
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statement that defines what are the core elements of a
suitable single primary endpoint – e.g. an endpoint where
no other endpoints would provide data on a clinically
meaningful outcome etc. In some cases a composite
endpoint might be an even better alternative compared to a
”suitable single primary endpoint”, especially in certain
disease categories such as e.g. cardiology, rheumatology.
The guidance should make clear that well-precedence,
clinically acceptable composite endpoints exist. The role of
expert clinical guidelines and regulatory assessments in
identifying what represents a relevant end point should be
acknowledged more clearly.

31

Novartis

Page 5, line 2728

This is a very rigid statement. Suggest to allow the possibility that
a composite endpoint maight be an even better alternative
compared to a ”suitable single primary endpoint”.

32

EFPIA

p. 5, l. 32

Since the evidence relied on for rapid assessment will to a
large extent be included in trials conducted for regulatory
review, it is important to bear in mind that endpoints
included in the trials will have been discussed and decided
with regulators. Regulatory approval based on a composite
endpoint should be considered sufficient evidence of
validation.

33

Novartis

Page 5, line 3435

Suggest to consider the more modern term ”clinical outcome
assessments (COA)” instead of PRO. The COA covers a broader
scope and this should influence this document. The rationale
behind this suggestion is that also the investigators evaluations
should be based on validated methodologies.

See answers to comments 18 and 32. These are
pointing out that guidelines and statements of
clinical experts and regulatory bodies (e.g. EMA)
are taken into account by EUnetHTA. However,
diverging appraisals can occur.

See responses to comments 2, 29 and 30. There
is a clear preference of a single primary endpoint
whenever adequate, even if this “single” endpoint
assessment will be completed by the assessment
of treatment effect on safety and HRQoL.
See also answer to comment 18. The approval of
pharmaceuticals based on specific endpoints /
composite measures by regulatory committees or
boards cannot automatically lead to their
acceptance by the HTA bodies collaborating in
EUnetHTA.

Clinical outcome assessment (COA) is relatively
new term. Patient reported outcomes are only
one possible clinical outcome and is therefore not
interchangeable with COA. This term may be
added to the text but can not replace PRO.
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34

EFPIA

p. 5, l. 37

Replace “HTA” with “REA”

Accepted.

35

Pfizer

P5 line 37

Delete “HTA” and replace with “REA”

Accepted.

36

EFPIA

p. 5, l. 38

There are emerging methods when it comes to reporting
composite endpoints. An example is the win ratio which
places a hierarchical order on mortality over morbidity
within heart failure. Could a general comment be included
to reflect the exploration of new reporting techniques – e.g.
new reporting techniques will be considered if proper
validation of the technique is provided and is pre-specified.
When analyzing results from a clinical trial using composite
endpoints for a relative effectiveness analysis, reviewers
should pay close attention to the effects on not only the
composite endpoint overall, but also on each component of
the composite endpoint where reported.

See also answer to comment 102. No matter
what the scientific concept behind the
combination of outcome components in
composite endpoints and their interpretation is,
only (additional) reporting of the results of the
single outcome measures (combined in a
composite endpoint) will provide transparency of
results necessary for REA.

37

Pfizer

P5 line 38-40

Replace sentence starting “When reporting…” with “When
analyzing results from a clinical trial using composite endpoints for
a relative effectiveness analysis, reviewers should pay close
attention to the effects on not only the composite endpoint
overall, but also on each component of the composite endpoint
where reported. If such data are missing or incomplete, then
accurate interpretation of the trial data may be problematic”.

Accepted. Wording will be changed following the
proposal.

38

EFSPI/PSI
HTA Special
Interest
Group
Pfizer

P. 5, L. 44

“weighed” should read “weighted”

Accepted.

P6 line 4 Table
of
“Recommendati
ons for the

Delete or preferably re-write as advice for those interpreting
composite end point trials in REA, not as recommendations for
trial sponsors. Perhaps re-draft as a hierarchy of evidence to be
included in an REA, starting with trials that meet all these

Accepted. Wording (incl. heading of the table) will
be changed following the proposal.

Comment / Suggestion of rewording

Response by author

Specific Comments

39
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construction of
composite
endpoints in
single trials”
Page 6 , line 4
number 1

requirements as the most widely relevant and useful for REA, and
ending with those that fulfill none of these as data that should
only be included in REA with caveats.
Composite endpoints should not be ”avoided” but not used as a
primary endpoint if a valid single enpoint is available.

Accepted. “avoided” has been changed to “is not
recommended”
This comment is not specific to composite
endpoints.
It has been stated that: ”no changes in the
definition of composite endpoints during a trial
should be allowed”
The probability of facing problems when
interpreting study results for a REA assessor
rises with the number of components of a
composite endpoint. An example is heterogeneity
of effects observed in the single components, a
problem which is further enhanced if the
combined outcomes have different clinical
relevance. If it is necessary to choose composite
endpoints instead of a single endpoint, the
number of components should be as small as
possible.

40

Novartis

41

Novartis

Page 6, line 4,
number 2

The time period of that standard of care can change quickly. The
comparator should be available at the beginning of a phase III
programme and not be required to shift once trials begin, even if
the standard of care has changed during phase III trials.

42

Novartis

Page 6 , line 4
number 2 and
3

Why should the components be limited? If validated by
investigators, scientific committees and ethical commissions, why
limit?

43

Novartis

Page 6. Line 4,
number 3

If the result can only be obtained from trials with long
observation/treatment times, it may be necessary to adjust based
on new information similarly to what happens in all outcome trials.

44

EFSPI/PSI
HTA Special
Interest
Group

P. 6, L. 4 (No.
3 in table)

The guide states “No changes in the definition of composite
endpoints during a trial should be allowed”: possibly
changes based on external data or new medical/scientific
insight should be allowed. For example, ACR20 (a

See also answer to comment 32
The sentence will be rewritten. The issue will be
taken up in section 1.7 to make clear under which
conditions a change in the definition of composite
endpoints might be justified.
See answer to comment 43.
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composite endpoint) was developed by the American
College of Rheumatology (ACR). If ACR proposes a more
sensitive endpoint and an ongoing trial was designed with
ACR20 as the primary endpoint, I think the trial should have
the option to change its primary endpoint from ACR20 to
the new one if no interim analysis has been conducted (i.e.,
no knowledge of how the treatments are performing in the
trial).
45

Novartis

Page 6 , line
4 number 4
Page 6. Line
4, number 6

What about including also ”economics” perspectives here?

46

Novartis

47

Pfizer

P6 line 8
Table of
“Recommend
ations for the
reporting of
composite
endpoints”

Delete or preferably re-write as advice for those interpreting
composite end point trials in REA, not as recommendations
for trial sponsors. Perhaps re-draft as a hierarchy of
evidence to be included in an REA, starting with trials that
meet all these requirements as the most widely relevant
and useful for REA, and ending with those that fulfill none of
these as data that should only be included in REA with
caveats.

Comment acknowledged.
See answer to comment 3, point 2.
Wording (incl. headings of tables) will be adapted
where possible.

48

Novartis

Page 6, line
8, number 2

Not really sure what this means. Isn’t the composite
endpoint the same thing as interpreting the components
together? In addition, the components shoudl be looked at
separately as mentioned in the Summary , last paragraph”...
In addition to the effect observed on composite endpoint,
effects on each component of composite endpoint should

The sentence will be revised to make its meaning
clearer. .

This can become tricky in particular for time to event
endpoints since one may censor others and the endpoints
are not independent of each other.
For reference see Rosenkranz, GK. Another view on the
analysis of cardiovascular morbidity/mortality trials.
Pharmaceutical Statistics, vol 10, pages 196–202, 2011

Economic aspects and cost effectiveness
perspectives are out of scope in the JA 1
That is true.
This problem will be discussed in section 2.4
“Statistical considerations …” by adding to the
paragraph about the additional analyses of the
individual endpoint on page 12 (lines 1-7):
“This may require methods for competing risks.”
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be reported separately in a clear and complete manner…
49

EFSPI/PSI
HTA Special
Interest
Group

P. 6, L. 8 (No.
6 in table)

50

EFSPI/PSI
HTA Special
Interest
Group

P. 6, L. 8 (No
9 in table)

51

OSTEBA

Page 6, line 8

There is an empty row in the table. We suggest its removal.

52

EFPIA

p.6,
construction
of composite
endpoints

General comments:
 As is the recommendations read as if they were
addressed to trial sponsors rather than REA assessors.
This would benefit from being revised.
 This table could be divided into topics that apply in
general to composite endpoints versus topics that are
disease specific
 here, the EMA guidelines and points to consider (see
General comment above) should be taken into
consideration and referenced appropriately.

See answer to comment 3, point 2.
 the wording of the revised version will be
adapted, see also answers to comments
on 37,39,47.
 Topics that are disease-specific will be
covered in disease-specific guidelines
(JA2)
 Accepted. See answer to comment 4.

53

EFPIA

p.6,
construction
of composite
endpoints,

Composite endpoints should not be ”avoided” but not used
as a primary endpoint if a valid single enpoint is available.
However, in some cases a composite endpoint is more
meaningful than a single endpoint. An alternative wording

The proposed modification of wording is
accepted.

The guide requires assessing and reporting whether the
intervention has a similar effect on all components. The
guide should acknowledge the presence of competing risk.
Some protocols may require treatment discontinuation
based on the occurrence of a component event. The latter
will invalidate analyses of treatment effect on components.
This comment is applicable to all lines related to the
evaluation of treatment effect on components.
The guide may want to mention SMQs (Standardized
MedDRA Queries). The SMQs can be considered as
composite endpoints. They are regularly used to assess
risk.

The caution will be underlined if opposite effects
have been observed on some components of a
composite endpoint.

Standardized MedDRA Queries are very valuable
for the assessment of drug safety and HTA
bodies often use this information on combined
adverse events / possible side effects. However,
it is unusual to consider this as a composite
endpoint.
Accepted.
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Specific Comments
recommendat
ion 1

could be:“If a single primary endpoint is available this
should in general be the choice. Although, if not available or
if a composite endpoint can be justified to be more suitable,
this may be chosen instead.“

54

EFPIA

p.6,
construction
of composite
endpoints,
recommendat
ion 3 and
p.11, l.5-6

If the result can only be obtained from trials with long
observation/treatment times, it may be necessary to adjust
based on new information similarly to what happens in all
outcome trials. However, the composite should not be
changed after the trial has ended.
This applies in general for any endpoint and is not specific
to composite endpoints.
See also ICH guidelines E6 Guideline for Good Clinical
Practice, E8 General considerations for clinical trials, E9
statistical principles for clinical trials, and the CONSORT
statement Recommendation 3: Instead of "no changes", the
wording should reflect that in certain specified
circumstances, there may be changes required (eg in trials
running over many years)

Comment accepted. See also answer to
comment 43.

55

EFPIA

See also Points to Consider on Multiplicity Issues in Clinical
Trials (CPMP/EWP/908/99).

Accepted. See answer to comment 4.

56

EFPIA

This is a general statement related to any clinical trial, not
related to composite endpoints.

True, but relevant also in regard to composite
endpoints

57

EFPIA

p.6,
construction
of composite
endpoints,
recommendat
ion 4
p.6,
construction
of composite
endpoints,
recommendat
ion 5
p.6,

See also Points to Consider on Multiplicity Issues in Clinical

The analysis of individual components of a
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Specific Comments
construction
of composite
endpoints,
recommendat
ion 6

Trials (CPMP/EWP/908/99); and disease-specific
guidelines.
This can become difficult in particular for time to event
endpoints since one may censor others and the endpoints
are not independent of each other.
For reference see Rosenkranz, GK. Another view on the
analysis of cardiovascular morbidity/mortality trials.
Pharmaceutical Statistics, vol 10, pages 196–202, 2011

composite endpoint is explorative as the analysis
of the composite endpoint is a primary analysis.
Hence, there is no multiplicity problem.
See also answer to comment 46.

All components of a composite endpoint should in addition
be separately defined.

58

EFPIA

p.6,
construction
of composite
endpoints,
recommendat
ion 8

It is not always known a priori which components will be
influenced by the intervention, and this should be
acknowledged in the recommendation. An alternative
wording could clarify this by stating e.g. “Inclusion of
components in which influence of the intervention is known
to be small / unlikely should be avoided. Mortality should
however be included if it is likely to have a censoring effect
on the observation of other components.”

Accepted.

59

EFPIA

p.6, reporting
of composite
endpoints

General comment: As is the recommendations read as if
they were addressed to trial sponsors rather than REA
assessors. This would benefit from being revised.
Here, the EMA guidelines and points to consider (see
General comment above) should be taken into
consideration and referenced appropriately.

Accepted, the wording of a revised version will be
adapted to better address the central target group
(REA assessors), see also answers to comments
37,39,47, 52.

60

EFPIA

p.6, reporting
of composite
endpoints,
recommendat

This can become difficult in particular for time to event
endpoints since one may censor others and the endpoints
are not independent of each other.
For reference see Rosenkranz, GK. Another view on the

See answer to comment 46.

27

Compilation of comments on 4thdraft of guideline on Endpoints used for REA of Pharmaceuticals – Composite Endpoints

No.

Organisation

Page & Line
number

Comment / Suggestion of rewording

Response by author

Specific Comments
ion 1

analysis of cardiovascular morbidity/mortality trials.
Pharmaceutical Statistics, vol 10, pages 196–202, 2011

61

EFPIA

p.6, reporting
of composite
endpoints,
recommendat
ion 2

This statement is unclear: by definition the composite
endpoint should be the same as interpreting the
components together. At the same time the draft guideline
invited assessors to look at the event of each component of
the composite separately? It seems contradictory.

See answer to comment 48

62

Novartis

Page 7,
number 1 in
lower table

The very wide definitions in the table above allows
assessors not to consider best available evidence if they
find a reason why an endpoint may have a weakness.

63

Pfizer

P7 line 4
Number 1

If the previous two tables are revised as recommended in
previous boxes to show a hierarchy of evidence not
recommendations for trial sponsors, delete: “Only
composite endpoints that are in line with the
recommendations given above should be considered for
REA” and replace with “Data on composite endpoints that
match the trial design and reporting standards for the
highest quality of composite end point data outlined above
can be used with confidence in REA. Data which meet
intermediate or lower quality criteria for composite end point
data should be interpreted and included with appropriate
caution”.

Comment acknowledged. Recommendation 17
has been added: “If – according to this table there is a single relevant problem or a significant
accumulation of problems associated with a given
CE, considerable uncertainty concerning the
validity of study results has to be concluded. The
position of this study in the hierarchy of evidence
and its usefulness for REA will have to be
downgraded”
See answer to comment 62

64

Novartis

Page 7, line 4
number 9

We should also consider patient value, health related
quality of life and patient reported outcomes.

See answers to comments 4 (point 3) and 27.
In addition to effectiveness, safety is of
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Specific Comments
outstanding importance for REA, so it was
mentioned here. In that sense we propose a
rephrasing of the given recommendation:
“Composite endpoints, if used, are encouraged to
contain components not only for efficacy but also
for other dimensions of assessment, especially
safety analysis.”

65

EFPIA

p. 7, reporting
of composite
endpoints,
recommendat
ion 8

This can become difficult in particular for time to event
endpoints since one may censor others and the endpoints
are not independent of each other.
For reference see Rosenkranz, GK. Another view on the
analysis of cardiovascular morbidity/mortality trials.
Pharmaceutical Statistics, vol 10, pages 196–202, 2011

See answer to comment 46.

66

EFPIA

Patient-reported outcomes should also be considered.

See answers to comments 4 (point 3), 27 and 64

67

EFPIA

p. 7, reporting
of composite
endpoints,
recommendat
ion 8
p.7, appraisal
of composite
endpoints,
recommendat
ion 1

For an initial appraisal which usually includes the same
information (i.e. studies) submitted for regulatory approval,
following the EMA guidelines should satisfy this condition.
Data on composite endpoints that match the trial design
and reporting standards for the highest quality of composite
end point data can be used with confidence in REA.

See answers to comments 18, 32

68

EFPIA

p.7, appraisal
of composite
endpoints,
recommendat
ion 2.b)

In these cases, it may be most appropriate to identify the
secondary endpoint common to all relevant studies.
Otherwise, if a comparison is to be made, it may need to be
a qualitative comparison.

As stated in the recommendations it is possible to
assess components of the composite endpoint
that are defined in the same way. This also
includes the opportunity to use common
secondary endpoints. This information can be
added to the present text.
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69

EFPIA

p. 8, l. 5-6

The draft guideline mentions that composite endpoints are
used to “demonstrate overall and clinically relevant
treatment effects”. This does not seem fully accurate as a
statistically significant effect of a treatment compared to its
comparator does not guarantee this difference will be
clinically relevant.

This is true. The imprecision can be avoided by
omitting “and clinically relevant”.

70

EFPIA

p. 8, l. 20-23

Switch the two sentences around so that the reason for
using composite endpoints is set out first.

Changed according to the suggestion

71

Pfizer

P8 lines 2023

Switch the two sentences around so that the reason for
using composite endpoints is set out first.

See answer to comment 70

72

Pfizer

P8 lines 2528

Add comment on what kinds of trials composite endpoints
are being used for – registrations studies? Post-marketing
studies? How much of the change is being driven by
scientific advice from regulators, and how might this be
impacting on composite end point trial design?

This point is not relevant for the assessment
process, and is out of scope.

73

EFPIA

p. 8, l. 25-28

Add comment on what kinds of trials composite endpoints
are being used for – registrations studies? Post-marketing
studies? How much of the change is being driven by
scientific advice from regulators, and how might this be
impacting on composite end point trial design?

See answer to comment 72

74

EFSPI/PSI
HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group

P. 8, L. 27

Grammar: “Special attention should be paid to the definition
of composite endpoints and of each of the individual
components; results for each component should also be
reported separately”
Does this also apply to other agents such as devices?

Changed according to the suggestion

Comment / Suggestion of rewording

Response by author

Specific Comments

75

P. 8, L. 34

Could be but JA1 WP5 covers only
pharmaceuticals
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76

OSTEBA

77

EFPIA

Page 8, line
34
p. 8, l. 36-37

78

EFPIA

79

Comment / Suggestion of rewording

Response by author

Specific Comments
Extra spacing between words ‘results’ and ‘in’.

Accepted

It is unclear what is meant with “… and on assessors
experience while performing REA”, does it refer to the
survey conducted by EUnetHTA in the framework of the
2011 background review?

No, it does not refer to a survey. The guideline is
based both on literature and on the relative
effectiveness assessment knowledge and
experience.

p. 8, l. 41-42

As the “composite endpoint” guideline should be read in
conjunction with the “clinical endpoints” and the “HRQoL”
guidelines, it would have been better to provide all three
within the same batch for consultation.

This is a good proposal for the future guideline
elaboration processes.

RC CEE&Ph

P. 9, L. 12

or different types of measures / or different types of
measures presented as events (binary variables)

80

EFSPI/PSI
HTA Special
Interest
Group

P. 9, L. 5-6

On what basis should the number of components be
restricted? Suggest rewording to “No more than 4 individual
components should be included in a composite endpoint”

81

EMA

It is not clear what this recommendation is based on.

EFPIA

Page 9 lines
5-6
p. 9, l. 6

“or different types of measures presented as
events”
could be added; it is not mandatory.
The sentence can be changed as suggested.
However, if the number of components is
increasing this might cause problems in the
interpretation of the combined endpoint results
(e.g. no effects, opposite or conflicting effects on
certain components).
See answer to comment 80

A reference supporting this statement would be useful. If
validated by investigators, scientific committees and ethical
commissions, why should the number of components be
limited?

See answer to comment 80

82

Novartis

Page 9, line 6

Why is there a restriction of to 3-4 components of an
endpoint? If more parameters are valid, why should we not
utilize them in the final composite endpoint?

See answer to comment 80

83

OSTEBA

Page 9, line

Although BP is a well-known acronym, its meaning should

Accepted. It is now included.
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16

be either given or included in the acronym list.

Response by author

Specific Comments
84

Novartis

Page 9, line
18

There are inconsistencies between the guidelines. The
guideline on applicability states that it is important to be
close to clinical practice. The guideline on composite
endpoints criticizes the validity of the endpoint on e.g.
hospitalization or revascularization is prone to bias as they
are linked to the individual decision of the physician from
his clinical practice. In daily practice the decision is made
under similar circumstances and transfers in relative
effectiveness.

85

EFPIA

p. 9, l. 18

There are inconsistencies between the guidelines. The
guideline on applicability states that it is important to be
close to clinical practice. The guideline on composite
endpoints puts into question the validity of the endpoint on
e.g. hospitalization or revascularization because it is prone
to bias as they are linked to the individual decision of the
physician from his clinical practice. In daily practice the
decision is made under similar circumstances and transfers
in relative effectiveness.

86

EFSPI/PSI
HTA Special
Interest
Group

9, 21-24

87

EFPIA

p. 9, l. 22

The guide states that patients should be monitored until the
end of the follow-up period. Does the guide advocate
following an individual even if the individual discontinued
the study medication prematurely and including offtreatment data in the analysis?
Patients who have experienced multiple events within the
composite are only counted once in the composite.

There´s a well known trade-off between the
applicability of study results and the prevention of
bias resulting from potential weaknesses in the
study design (including endpoint selection) to
raise the internal validity. So measures driven by
clinicians may not(see text) be fully objective
especially if the clinical decisions are made by
doctors who are personally and intensively
involved in the conduct of the study. This must
not always be the case. This point as a potential
source of bias should be reported clearly by
authors in conjunction with the “blinding” issues.
No text changes necessary.
See answer to comment.84

Individuals discontinuing the study medication are
not meant here, only patients who experience an
event defined as a CE component.

Yes, this is true.
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88

OSTEBA

Page 9, line
24-25

The repetition of the word ‘experience’ is redundant.
Suggested rewording: … determine whether they
experience other components of the composite endpoint or
the qualifying event for the second time.

Proposal for new wording accepted

89

EFPIA

p. 9, l.27

Since most of the composite endpoints seem to be reported
in cardiovascular trials it is worth to also take into account
the ‘Guideline on the evaluation of medicinal products for
cardiovascular disease prevention’
(EMEA/CHMP/EWP/311890/2007).

The reference of this EMA-guideline will be
inserted in this sentence.

90

OSTEBA

Extra spacing before the word ‘For’.

Accepted.

91

Are these genuinely used in composite endpoints?

In some trials, composite endpoints include
progression-free survival or disease-free survival
and overall survival.

92

EFSPI/PSI
HTA Special
Interest
Group
EFPIA

Page 9, line
28
P. 9, L. 31-32

p. 9, l. 36

Composite endpoints should be used if such endpoint
better reflects the overall benefit (efficacy) of the
intervention compared to single endpoint.

93

Novartis

Page 9, line
36

I think it is important to say something like: Composite
endpoints should be used if such endpoint better reflects
the overall benefit (efficacy) of the intervention compared to
single endpoint.

94

EFPIA

p. 9, l.43

Suggest to add the word “statistically”, i.e. change the
sentence to “… needed to show a statistically significant
hazard ratio of …” to clarify that this is within a statistical
context.

The argument as such is accepted. However,
headings should reflect the following content of
the chapter and are not a condensed summary
through rephrasing a central recommendation:
An alternative heading could be: “Reasons to
use composite endpoints”
See answer to comment 92
The following sentence has been added to 2.1.:
Composite endpoints can be considered if such
endpoint clearly better reflects the overall benefit
(efficacy) of the intervention compared to single
endpoint.
Accepted.

Comment / Suggestion of rewording

Response by author

Specific Comments
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EFSPI/PSI
HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group

P. 9, L. 44

Replace “less than ” with “fewer than”

Accepted

P. 9, L. 49

Phrasing: “…trials including very large numbers of
patients…”

Accepted

P. 10, L. 5

Grammar: “Furthermore, the use of composite endpoints
avoids the problems caused by the arbitrary selection of a
primary endpoint…”

Accepted

P. 10, L. 5

How often is the selection of a primary endpoint truly
arbitrary? Surely it would depend on not only importance to
the patient but also on the likely effects of the
pharmaceutical agent in question. In the HTA context might
it also be based on the main drivers of cost?

See answer to comment 2.

RC CEE&Ph

P. 10, L. 8;
P. 12, L. 14

[Balancing effects (positive and negative) (page 10, line 8)
seems to be not suitable to the requirement “The point
estimates of each of the components should point into the
same direction” (page 12, line 14]

100 EFPIA

p. 10, l. 8-10

It is unclear what is meant here, and the sentence might
need rewording.

Comment acknowledged. The sentence
describes what is done in practice. In order to
underline a sceptical attitude towards combining
measures of positive and negative effects in
endpoints, we propose to rephrase the second
sentence (line 10): “In such (problematic) cases it
is….”
See answer comment 99

101 EMA

Page 10 lines
10-11

The statistical analysis based upon time to first of these
does not capture all the relevant outcomes (if the stroke
comes immediately after a bleed for example) and in these
circumstances the authors give similar weight to all events

95

96

97

98

99

See answer comments 99 and 102
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Specific Comments
included – so the brief sentence here is very right but might
be expanded and a position towards these composites
could be clearly given (see below for the regulatory
reference).

102 EMA

Page 10 line
7 of the table

The document may benefit from a clear position on the socalled ”net clinical benefit” composites of safety and
efficacy, e.g in recent anti-thrombotic trials.
The recent draft regulatory guidance on AF explicitly
discourages their use (”Secondary composites of net
clinical benefit combining efficacy endpoints with bleeding
endpoints is difficult to interpret and are not encouraged.”
p4/15, Draft “Guideline on clinical investigation of medicinal
products for prevention of stroke and systemic embolic
events in patients with non-valvular atrial fibrillation”)

Discussion on net clinical benefit is out of scope
in the JA1 methodology guidelines.
See answer to comment 36:
No matter what the scientific concept behind the
combination of outcome components in
composite endpoints and their interpretation is,
only (additional) reporting of the results of the
single outcome measures (combined in a
composite endpoint) will provide transparency of
results necessary for REA.

103 EFPIA

p. 10, l. 17

2.3 Drawbacks of composite endings(endpoints?) [add] “for
relative effectiveness assessments”

Accepted

104 Pfizer

P10 line 17

2.3 Drawbacks of composite endings(endpoints?) [add] “for
relative effectiveness assessments”

Accepted

105 EFSPI/PSI

P. 10, L. 19

Rephrase for clarity: “The clinical relevance of a treatment
effect as estimated using a composite endpoint may be
difficult to interpret”.

Accepted. This sentence has been corrected
according to the suggestion

106

Page 10, line
21
Page 10, line
27
Page 10, line
30

Extra spacing before the word ‘In’.

Accepted.

Extra spacing before the word ‘Therefore’.

Accepted.

The expression ‘selective selection’ is redundant.
Suggested rewording: The selection and interpretation of…

Accepted, “selective” has been removed

HTA Special
Interest
Group
OSTEBA

107 OSTEBA
108 OSTEBA
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109

EFPIA

p. 10, l. 30-35

Focus on examples where faulty interpretation and
selection has impacted on REA.

The following examples will be added:
1. A systematic review of RCTs in the area of
cardiovascular diseases highlights that
(components of) composite endpoints had
different importance to patients (see reference 6).
The REA should take into account the fact that
endpoints of least importance to patients typically
contributed to most events.
2. A further systematic review (Cordoba G,
Schwartz L, Woloshin S, Bae H, Gøtzsche PC.
Definition, reporting, and interpretation of
composite outcomes in clinical trials: systematic
review BMJ. 2010; 341: c3920) points in a similar
direction. According to this review assessors
should proof whether the components were of
similar importance and should judge whether the
intervention was effective for all the components
of the composite outcome rather than just for the
composite.

P10 lines 3035
P. 10, L. 3739

Focus on examples where faulty interpretation and
selection has impacted on REA.
Rephrase for clarity: “It is also hard to interpret a treatment
effect based on a composite endpoint if the effects of
treatment on the individual components differ either
quantitatively (i.e. size of the effects) or qualitatively (i.e. the
direction of the effects)”

See answer to comment 109

P. 10, L. 3940

Is it always important to be able to provide a definition of
“response”? Is it not sufficient sometimes to treat the
composite endpoint as is without dichotomizing?

In cases where it is of importance to define
treatment responders this might be difficult for
assessors on the basis of results expressed by
composite endpoints with diverging partial effects

Comment / Suggestion of rewording

Response by author

Specific Comments

110 Pfizer
111 EFSPI/PSI

HTA Special
Interest
Group

112 EFSPI/PSI

HTA Special
Interest
Group

Accepted. The sentence can be changed
accordingly.
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Specific Comments
of the single components. When reporting study
results based on composite endpoints the authors
should give their definition of “response” and of
“responder” which sometimes can deviate from
the concept of “None of the included event
components”
See answer to comment 112

113 EFSPI/PSI

P. 10, L. 39

Where response is to be defined, the guide states it is
difficult to define responder based on a composite endpoint.
It is not clear why it is difficult. In the case of ACR20, a
responder is someone who meets the ACR20 criteria. For
the composite endpoint such as CV death, non-fatal MI or
non-fatal stroke, a responder will be someone who did not
experience any of the component events.

114 OSTEBA

Page 11, line
2

Although HRQoL is a well-known acronym, its meaning
should be either given or included in the acronym list.

Accepted, it has been now added to the list

115 EFPIA

p. 11, l. 5-6

In a blinded study which is done over a very long time (e.g.
4-6 years) new scientific data may lead to a need to
change. Data from such studies should be reviewed
carefully but the sentence “this practice is highly
discouraged” seems overly negative.

See answer to comment 43

116 Novartis

Page 11, line
5-6

In a blinded study which is done over a very long time (e.g.
4-6 years) new scientific data may lead to a need to
change. In blinded studies I am not sure if the bias is that
strong that it should be strictly forbidden. In open-label
studies the bias may be relevant.

See answer to comment 43

117 Pfizer

P 11 line 6

Delete “This practice is highly discouraged” and replace
with “Data from such studies should be viewed with caution
when included in REA”.

Proposal for rewording is accepted.

HTA Special
Interest
Group
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118

EFPIA

Page & Line
number

Comment / Suggestion of rewording

Response by author

Specific Comments
p.11,
Disadvantage
s of
composite
endpoints

This table describes what should be avoided when defining
composite endpoints and what problems might arise in case
the composite endpoint is not properly defined, rather than
disadvantages of composite endpoints. The title of this table
could be reworded to better reflect the content and avoid
misinterpretation.

New heading for the table could be:
Disadvantages of composite endpoints for
interpretation of study results

119 EFSPI/PSI

P. 11, L. 9

The sentence has been rewritten: .. arises when
the components of composite endpoints of
reviewed trials vary for the same disease.

120

P. 11, L. 17
(row 3 of
table)

Rephrase to remove unnecessary additional wording:
“…arises when the composite endpoints used in the trials
differ.” (Assume that if they are in a systematic review the
disease will be the same)
Rephrase for clarity: “Effects of treatment on the individual
components may not be in the same direction.”

HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group

Rephrased according to the suggestion

P. 11, L. 17
(row 7 of
table)

Rephrase for clarity: “…about the individual components.”
Regarding the statement about adjustment of the alpha
error, the guide should describe what conclusions are
referred to here, why adjustment is necessary, and provide
examples on how the adjustment can be done. See for
example the FDA Guidance on Patient Reported Outcomes
2009 which recommends using a sequential testing
approach
(http://www.fda.gov/downloads/Drugs/GuidanceCompliance
RegulatoryInformation/Guidances/UCM193282.pdf).

We recommend rephrasing:
“Alpha error must be adjusted to perform
statistical inference on the individual
components.”

122 OSTEBA

Page 11, line
17, 7th row

Full stop missing at the end of the sentence (for consistency
with the rest of the rows).

Accepted, will be changed.

123 EFPIA

p. 11, l. 17,
reference 1

A composite endpoint can be linked to the design of the
RCT. Clinically driven outcomes such as hospitalization or
need for revascularization may be valid for pragmatic
reports.

See answer to comment.84

121
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124 EFPIA

p. 11, l. 23-24

See also Points to Consider on Multiplicity Issues in Clinical
Trials (CPMP/EWP/908/99).

. Reference 17 has been included

125 OSTEBA

Page 11, line
24
p. 11, l. 28-35

Extra spacing before the word ‘The’.

Accepted

See also Guideline on Missing Data in Confirmatory Clinical
Trials (EMA/CPMP/EWP/1776/99 Rev. 1).

See answer to comment 130

127 EFSPI/PSI

P. 11, L. 2835

Comment: The presence of missing data is a problem if
observation is incomplete and none of the individual events
have been observed at the final follow up. This can lead to
bias as if at least one of the components has been
observed then the composite endpoint could at least be
estimated on that basis. The statement about there being
no appropriate way to analyse the data should perhaps be
modified to say that there is no single method of dealing
with partially missing data as it will depend on the pattern of
missing data. Possibly sensitivity analyses should be
conducted using different methods of handling the
missingness.

See answer to comment 130

128 OSTEBA

Page 11, line
30
Page 11, line
31-32

Full stop missing after word ‘treatment’.

Accepted.

This is not true in this generality. Since components of a
composite are correlated, the occurrence of one is
predictive for the occurrence of another component. This
predictive distribution could be used in case of missingness.
Would agree that these analyses are currently not routine.
What is equally important is that achievement of a non-fatal
component should not automatically lead to stop observing
a patient since information on all components is required.

See answer to comment 130.

126 EFPIA

HTA Special
Interest
Group

129 Novartis
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Page & Line
number

130

EFPIA

p. 11, l.31-35

Suggest changing the word “appropriate” to “single”.
There are a variety of appropriate ways how to address
missing values during the analysis (see e.g. Guideline on
Missing Data in Confirmatory Clinical Trials
(EMA/CPMP/EWP/1776/99 Rev. 1)) and the approach(es)
should match the type of data and the therapeutic area. It is
true that it is more complicated in case of a composite
endpoint, but the general principles are the same as for
single endpoints. In case of a clinical trial, the approach(es)
how to address missing values should be pre-specified in
the protocol (e.g. via a series of sensitivity analyses), again
following Good Clinical Practice. Since components of a
composite are correlated, the occurrence of one is
predictive for the occurrence of another component. This
predictive distribution could be used in case of missingness.
What is equally important is that achievement of a non-fatal
component should not automatically lead to stop observing
a patient since information on all components is required.
The argument of missing data as stated would be
applicable against every endpoint other than death,
irrespective of being singular or part of composite.

The statement will be rephrased as follows:
“There is no single way to analyse the data in the
presence of patients with partially missing data.
Surely, the chosen approach should match the
type of data and the therapeutic area. But even if
it becomes more complicated in the case of
composite endpoints, the general principals are
the same as the ones for single endpoints.

131 EFPIA

p. 12, l. 2-3

Other analyses exist. Suggest replacing with “Besides the
main statistical analysis of the composite endpoint, studies
involving composite end points that are most useful for REA
also include:”

Accepted.

132 Pfizer

P12 lines 2-3

Delete sentence and replace with: “Besides the main
statistical analysis of the composite endpoint, studies
involving composite end points that are most useful for REA
also include:”

See answer to comment 131.

133 EFSPI/PSI

P. 12, L. 4

How should the results of the analyses of the individual

Economic model is beyond the scope of this

Comment / Suggestion of rewording

Response by author

Specific Comments
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Page & Line
number

Comment / Suggestion of rewording

Response by author

Specific Comments
HTA Special
Interest
Group

components be interpreted? Presumably these would
provide inputs to the economic model- see also comment
for page 13, lines 8-24

guideline.
Analysing treatment effects on the single CE
components will reveal a consistent picture if the
results point in the same direction. More
problems of interpretation naturally result if the
pattern of results is characterized by significant
heterogeneity with partial effects pointing in
opposite directions. Weighting of the clinical
importance of the different composed endpoints –
especially from the patient perspective- could be
helpful then.

134 EFSPI/PSI

P. 12, L. 6

Rephrase for clarity: “The analysis of each component
separately, irrespective of whether another event which
makes up the composite endpoint has already occurred.”

Accepted.

135

P. 12, L. 9

Rephrase for clarity: “In order to demonstrate an overall
treatment effect on a composite endpoint, it is desirable that
REAs which use such an endpoint should:””

Accepted. The sentence can be changed as
suggested by the reviewer.

p. 12, l. 9

The (clinical) importance of an endpoint is not related to the
way it is reported. This would be a very difficult concept in
areas that have to rely heavily on patient-report such as in
depression and pain. For example, a composite endpoint of
patient-reported pain intensity (subjective on the patient
side) and need to adjust pain medication (subjective on the
physician and patient side) together with sleep disturbance
(e.g. as measured objectively in a sleep lab) can still be a
meaningful composite.
It is unlikely that this will be known in advance so it is not
clear of the implications of this. The choice of a composite
endpoint is a design issue and should be justified at the
planning stage. I think this section should perhaps be

We are not aware of such a composite endpoint
from reviewed submissions.

136

HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group
EFPIA

137 EFSPI/PSI

HTA Special
Interest
Group

P. 12, L. 9-16

Actually the paragraph from line 9 – 21 does not
cover statistical issues. It will be shifted to a new /
another subsection where the construction of
composite endpoints is discussed, and it is
certainly necessary to rephrase.
Paragraph should be shifted and rephrased, see
answer to comment 136. The criticism relating to
the proposed confidence interval for the main
result is accepted.
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Page & Line
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Comment / Suggestion of rewording

Response by author

Specific Comments
reworded to state that where a composite endpoint is used,
a treatment effect on the composite endpoint can only be
inferred if the treatment effects are consistent for all the
components. The current wording makes it sound as
though a post-hoc decision is being made both as to which
outcomes make up the composite and which results are
selected. Furthermore, the guide suggests a 50% CI for the
main result to define a narrow interval for similarity of effect
on components. Because of the complications discussed
earlier (e.g. competing risk, censoring), this suggestion may
be quite problematic.

138 EFSPI/PSI

P. 12, L. 15

Grammar, rephrase: “the point estimates of the treatment
effects for each component should be in the same
direction.”

Paragraph should be shifted and rephrased, see
answer to comment 136.

139

p. 12, l. 15-16

This statement needs a reference.

140 EFSPI/PSI

P. 12, L. 1821

I suggest adding possible analysis methods based on the
Win ratio presented in the paper by Pocock et al (Eur Heart
Journal, 2011) where the responses to each of the
individual components are compared between treatments
by pairing the patients according to baseline risk. The
overall treatment effect on the composite endpoint is then
estimated by the ratio of “Wins” i.e. where the test treatment
“wins” over the comparator for the matched pairs.

Paragraph should be shifted and rephrased, see
answer to comment 136.
Paragraph should be shifted and rephrased, see
answer to comment 136. The discussion of single
analysis concepts like the mentioned one
(Peacock et al. 2012) is beyond the scope of this
guideline and could be the issue of a separate
guideline in the future.

141 EFSPI/PSI

P. 12, L. 1921

Rephrase sentence for clarity and grammar: “It is tempting
then to draw conclusions based on the component which
dominates (i.e. is associated with the largest treatment
effect), but there is a risk that the power is insufficient for
that component alone.”

HTA Special
Interest
Group
EFPIA

HTA Special
Interest
Group

HTA Special
Interest
Group

Paragraph should be shifted and rephrased, see
answer to comment 136.
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142

EFSPI/PSI
HTA Special
Interest
Group

Page & Line
number

Comment / Suggestion of rewording

Response by author

Specific Comments
P. 12, L. 2527

Remove unnecessary repeated words for clarity: “If
composite endpoints are used to assess REA of a
pharmaceutical agent (or device?), then each of the
individual components should be clinically relevant to the
disease and agent being assessed.”

Changed according to the suggestion.

143 EFSPI/PSI

P. 12, L. 2932

Remove unnecessary repeated words for clarity: “When
composite endpoints are used as primary outcomes of a
trial, or REA, the overall effect of treatment should be
interpreted based on that endpoint, rather than on the
individual components. Nevertheless, the results for each
individual component should also be reported to show that
treatment effects are consistent.”

Changed according to the suggestion.

144 EFPIA

p. 12, l. 29-38

This should be refocused on REA rather than on
demonstration of efficacy.

Accepted, the wording of a revised version will be
adapted to better address issues relevant for
REA assessors, see also answers to comments
37,39, 47, 52, 59.

145 Pfizer

P12 lines 2938

Re-write paragraph to provide advice to groups trying to
conduct REA on therapeutic interventions where the data
available include composite endpoint data. Remove
recommendations on how the data should be reported.

See answer to comment 144

146 OSTEBA

Page 12, line
31
Page 12, line
31
P. 12, L. 3334

Extra spacing between ’10,’ and ’18’.

To be corrected.

Extra full stop before the expression ‘In addition’.

Accepted.

I don’t understand this sentence: if things have been prespecified then they should be reported. This sentence also
implies that analyses of individual components are not prespecified.
The guide gives an example of combining stroke and MI as

Comment acknowledged. The sentence will read:
“…in meta-analyses. It is advisable to report prespecified descriptive and inferential statistics and
also recommended to….”
It has been stated in 4th paragraph of discussion

HTA Special
Interest
Group

147 OSTEBA
148 EFSPI/PSI

149

HTA Special
Interest
Group
EFSPI/PSI

P. 12, L. 35
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Page & Line
number

Comment / Suggestion of rewording

Response by author

Specific Comments
HTA Special
Interest
Group

a composite endpoint from a more inclusive composite
endpoint. If the original composite endpoint includes
mortality (all-cause or CV), death should be part of the new
composite endpoint because death precludes stroke and
MI.

that mortality should be part of the composite
endpoint whenever adequate.

150 Pfizer

P12 line 40

“points of view”

Changed to: There are differing points of view

151 EFSPI/PSI

P. 12, L. 4047

Grammar, reword: “There are differing points of view as to
whether or not composite endpoints should be composed of
equally important components. Evidence shows that the
way results are reported can mislead readers into believing
that all components are equally important, even though they
may range from events such as dyspnea or hospitalisation
to death (1,2). It is clearly unrealistic to expect each
component to occur at the same rate, or to be equally
severe. However, composite endpoints can provide a
valuable holistic measure of outcome in that they can
incorporate relevant clinical and patient-based aspects of
complex disease processes.”

This paragraph has been changed according to
the suggestion.

152 EFPIA

p. 12, l. 40

“points of view”

Changed to: There are differing points of view

153 EFPIA

p. 12, l.42-43

The fact that the consequences of different outcomes are
more or less severe does not mean that a less severe event
does not carry information for a more severe one that has
just not yet been observed but is more likely to occur after a
milder one has happened.

This statement might be justified if evidence is
presented that such a relationship exists. If
evidence is presented this can be taken in
account for the interpretation of the trial results.

HTA Special
Interest
Group

154 Novartis

Page 12, line

True, but the fact that the consequences of different

A sentence was included to the paragraph:
Further, less severe events may carry information
for a more severe one that has not yet been
observed.
See answer to comment 153
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42-43

outcomes are more or less severe does not mean that a
less severe event does not carry information for a more
severe one that has just not yet been observed but is more
likely to occur after a milder one has happened.

155 EFSPI/PSI

P. 12, L. 4952

Changed according to the suggestion.

156 EFSPI/PSI

P. 12, L. 54

Grammar, reword: “Death is usually considered as the most
important event and should therefore be included in a
composite endpoint where relevant (i.e. life-threatening
diseases). However this can cause problems in some
diseases since it can occur relatively infrequently and may
be associated with the smallest treatment effects”.
Grammar, replace “on” with “to”: “…endpoints to the
overall…”

157

P. 13, L. 2-3

Generally speaking, dichotomizing results of a continuous
variable is not to be recommended as it can lose power. For
outcomes which are measured on an ordinal scale it is
preferable to use other methods of analysis such as
proportional odds etc. However this would clearly not be
possible within the definition of a composite endpoint, but
would apply to the analysis of the individual components.
This could of course then lead to inconsistencies between
the results of the composite and of the individual
components.
Grammar and clarity, suggested rewording: “When there is
no one primary endpoint that can adequately reflect the
overall effect of a treatment, the definition of composite
endpoints in clinical trials can prove helpful in the evaluation
of health technologies. However, the measurement
properties of each component should be taken into account
as well as their relative influence on the composite endpoint
itself. The problem of appropriate reporting and

It is true that the dichotomizing results in loss of
power; this might be addressed in section 2.3
“drawbacks of composite endpoints”.
However, if composite endpoints are used, it is
necessary to dichotomize the results of
continuous variables. Hence, the last paragraph
may be rephrased or better – be omitted
completely as it tangles an aspect of minor
importance not to be dealt with in the discussion
part.
Changed according to the suggestion.

HTA Special
Interest
Group

HTA Special
Interest
Group
EFSPI/PSI
HTA Special
Interest
Group

158 EFSPI/PSI

HTA Special
Interest
Group

P. 13, L. 8-16

corrected
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Response by author

Specific Comments
interpretation of results remains (6,11,14,19). The greatest
risk for assessors when composite endpoints have been
used is the conclusion that a treatment confers a greater
benefit than is really the case, as can occur when a large
effect on a relatively minor component dominates (1,6). It
should also be noted that a large effect on a composite
endpoint does not imply that similar large effects are to be
expected on each component separately”.

159 EFSPI/PSI

P. 13, L. 2224

160 EFSPI/PSI

P. 13, L. 824

161 EFSPI/PSI

Annexe 1 14,
8-12

HTA Special
Interest
Group

HTA Special
Interest
Group

HTA Special
Interest
Group

The conclusion rather tails off. Presumably the last
sentence means that the fact the death rates are generally
low, yet death is an important outcome, leads to problems
with the interpretation of results when death is part of a
composite. This suggests that some form of weighting of
the components should be employed, yet, as is pointed out
on page 5, line 44, the weightings could differ between
national authorities. Arguably death is the most important
so would carry a high weight, but in terms of costs this may
not be the case, with long-term sequelae of a treatment
being more costly than death.
Generally it is not clear how the guideline can be applied to
assessing the costs associated with the composite
endpoint. This follows from the previous comment where
costs associated with each component of a composite may
not correspond to the importance of that component within
the composite endpoint. It is likely that the composite may
only be useful for overall assessment of efficacy but the
individual components of the composite would provide the
data for the economic model.
A more recent version of this FDA guidance is available:
http://www.fda.gov/downloads/Drugs/GuidanceCompliance
RegulatoryInformation/Guidances/UCM193282.pdf

Comment acknowledged. The idea about
weighting is important and it has been introduced
to the last sentence: “--- and therefore weighting
of components of a composite endpoint is
considered important”.

Economic aspects and cost effectiveness
perspectives are out of scope in the JA 1

To be corrected.
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162

OSTEBA

Page 14

Repeated reference in bibliography. References 13 and 20.

To be corrected.

Annexe 2,
16, 2-10

Was the term “clinical trial” not used in the search?

No.

Response by author

Specific Comments
163 EFSPI/PSI

HTA Special
Interest
Group
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Comments have been provided by:
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Organisation
Bausch + Lomb
(B+L)

Name
Kimberly Belsky

Email
kimberly.belsky@bausc
h.com

Address
Bausch + Lomb (B+L)
7 Giralda Farms, Suite 1001,
Madison NJ 07940 USA
w/ local offices at Gotthardstr. 2,
6301 Zug, Switzerland
www.bausch.com
Tel: +1 973-360-2414

2

Clinic Mathilde
Rouen

Nicolas Albin

n.albin@wanadoo.fr

Clinic Mathilde Rouen
Unité d’oncologie et d’hématologie
Clinique Mathilde
7 bd de l’Europe
76100 Rouen
Tel: +33 2 32 81 10 89

3

EFPIA

Edith Frénoy

e.frenoy@efpia.eu

EFPIA
Rue du Trône 108
1050 Bruxelles
Tel : +32.2.62.62.548

4

EFSPI/PSI HTA
Special Interest
Group

Chrissie Fletcher

efspi@kingstonsmith.co.
uk or
fletcher@amgen.com

EFSPI
Chester House
68 Chestergate
Macclesfield UK
SK11 6DY
Tel: 01625 664549

5

EMA

Andrea Buzzi

6

HTAi Patient and
Citizen
Involvement
Interest SubGroup
ISDB & MiEF joint
comments
LEEM

Janet Wale

andrea.buzzi@ema.euro
pa.eu
socrates@qnet.net.au

Catherine Lassale

press@isdbweb.org,
pierrechirac@aol.com
classale@leem.org

7
8

Not provided
Not provided

Not provided
LEEM
88 rue de la Faisanderie
750156 Paris
Tel : +33 (0)1 45 03 88 04

9

Novartis

Jennifer Cain

jennifer.cain@novartis.c
om

10

Osteba

Maider Mateos &
Itzar Etxeandia

evaluacionosteba@ejgv.
es
i-etxeandia@ejgv.es

Novartis
Novartis Campus,
CH-4052
Basel, Switzerland
Tel: +41797857397
OSTEBA
Olaguibel 38,
01004 Vitoria Spain
Tel: +34 94516653
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Organisation
Pfizer

Name
Adam Heathfield

Email
adam.heathfield@pfizer.
com

Address
Pfizer
Walton Oaks 4-1, Reigate Road,
Tadworth, Surrey KT20 7NS UK
Tel: +44 7967 759 004

12

RC CEE&Ph

Olga Rebrova

o.yu.rebrova@gmail.co
m

RC CEE&Ph
Usievicha 15-28,
Moscow 125315, Russia
Tel: +7 910 404 23 59

13

Swedish Council
on HTA (SBU)

Sophie Werkö &
Måns Rosén

werko@sbu.se &
rosen@sbu.se

The Swedish Council on Health
Technology Assessment, SBU
Box 3657,
SE-103 59
Stockholm, Sweden
Tel: +46 (0)8 412 32 00

14

Peninsula
Medical School,
University of
Exeter

Rod Taylor &
Oriana Ciani

rod.taylor@pms.ac.uk

Peninsula Medical School,
University of Exeter
Veysey Building, Salmon Pool
Lane, Exeter, EX2 4SG
+ 44 7968 152537
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N°

Organisation

1

B+L

2

EFPIA

Chapter

Page & Line number
All four EUnetHTA draft
guidelines
(comparators,
evidence, endpoints,
composite endpoints).

Comment / Suggestion of rewording
GENERAL COMMENTS
Please clarify if EUnetHTA is planning
to offer scientific advice meetings
similar to the EMA to support
development of new drugs. An
opportunity to meet with EUnetHTA
would provide important value to those
conducting a REA.


1) The draft guidelines provide a
good overview of some of the
differences between national REA
methodologies and therefore
complement well the background
review that was conducted by
EUnetHTA in 2011. At this stage
however, we consider they do not
provide clear guidance on how to
align evidence requirements in
areas of divergence.



2) The draft guidelines
acknowledge the difficulty of
alignment especially in the context
of varying aims of REA (e.g.
reimbursement or not). This
legitimate concern makes it
sometimes unclear what the
objective and what the target

Response by author
Yes. Scientific advice/early dialogue meetings with
technology developers and multiple HTA bodies are the
part of EUnetHTA JA2WP7 (started October 2012,
coordinated by HAS).

1) Comment acknowledged. It is correct that the
basis of the work was an overview of the “state of
the art” for each guideline topic in each EU country.
For many topics, there is convergent view on
evidence requirements for REA; in some areas (such
as choice of comparator with no adequate
comparator available), divergences exist. In these
cases and more generally to discuss evidence
requirements during the development of a health
technology, EUnetHTA has put in place early
dialogues with technology developers and multiple
HTA bodies. Evidence requirements for HTA in a
specific condition will be completed with elaboration
of disease-specific guidelines for technology
development.
In current guidelines statements will be introduced to
highlight situations where recommendations are based on
consensus and where consensus does not exist.

2) Guidelines are primarily aimed to support HT
assessors to critically appraise manufacturers’
submissions; in addition, manufacturers may take
guidelines recommendations into account when
preparing submissions. Indeed, EUnetHTA guidelines
could contribute to harmonisation of the assessment

4
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Chapter

Page & Line number

Comment / Suggestion of rewording
GENERAL COMMENTS
audience of the guidelines are. In
particular, it is unclear whether
recommendations are issued for
the purpose of European REA, or
whether they guide national REA.
Similarly, it is sometimes unclear
whether they should support HTA
assessors to critically appraise
manufacturers’ submissions,
whether they will impact on future
modifications of national REA
guidelines, and whether
manufacturers are expected to take
them into account when preparing
their submissions. The draft
guidelines reviewed could
contribute to alignment of
assessment processes carried out
across Europe. For this to
materialize however, these draft
guidelines need to be endorsed
and implemented not only at
European, but also at national level.


3) The draft guidelines show the
important role of REA assessors to
feed back into drug development.
Guidance on comparators, level of
evidence and acceptability of
endpoints, will affect development
decisions taken prior to phase III
development programmes. There is
therefore a strong need to align
REA draft guidelines with already

Response by author
process carried out across Europe, but this is still too
early to know.

3) Comment acknowledged. For REA draft
guidelines including disease-specific ones, existing
clinical, regulatory and HTA guidelines will always be
checked and requirements aligned when adequate.
EMA-EUnetHTA collaboration on this topic has been
put in place and will be pursued in the framework of
EUnetHTA JA2. However, different requirements
may exist as the regulatory and HTA assessments
answer different questions.
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Comment / Suggestion of rewording
GENERAL COMMENTS
existing clinical and regulatory
ones. Throughout the guidelines,
references to the regulatory
assessment and decision process,
as well as decisions taking place
along the clinical development plan,
could be further enhanced.


4) In light of the above, we consider
that EUnetHTA could set up a
further reflection process involving
relevant stakeholders to support
streamlining of REA evidence
requirements by:
o Discussing areas identified
in the draft guidelines in the
form of e.g. a roundtable
during which the draft
guidelines are reviewed
one by one by a panel of
experts from various
stakeholders. As a second
step, the general reflection
process could be
complemented by diseasespecific
discussions/guidelines
(aligned with existing
regulatory ones on e.g.
clinical investigation of
medicinal products used in
specific disease areas),
and should also consider
the role of early dialogue in

Response by author

4) Comment acknowledged. Stakeholders involvement
in guidelines elaboration will be further strengthened and
process itself reviewed and amended in the framework
of EUnetHTA JA2.

6
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Response by author

GENERAL COMMENTS
drug development.
o Discussing the role and
implementation of the
guidelines at
European/national level.
3

EFPIA





1

2

1) In the context of the use of
surrogate
endpoints,
all
the
stakeholders involved in the health
system acknowledge that final
clinical endpoints are most relevant
and should be used whenever
possible. Nevertheless, this is not
always possible, and it is welcomed
that
the
draft
guideline
acknowledges the importance of
surrogate endpoints for REA.
Surrogate
endpoints
present
opportunities
to
accelerate
treatments into actual practice that
otherwise would take years of
follow-up in Phase III studies and
therefore bring a benefit to patients.
2) Surrogate endpoints are used in
the
framework
of
regulatory
approval, when it is proven they
can reliably predict the effect on
their respective final endpoints (e.g.
1
2
drugs to treat AIDS , diabetes ,

1) Comment acknowledged.

2) HbA1c is an acceptable surrogate for short-term
glucose control, not for long-term diabetes control. A
correlation between glucose control and mortality is
not so straightforward; in addition, different levels of
evidence might be required for regulatory approval
and for REA. Therefore, “automatic” acceptance of
surrogate endpoints (considered adequate in
regulatory context) is not possible and has to be

See adopted guideline EMEA: CPMP/EWP/633/02, Rev.1 (November 2005); see guidance FDA: “Antiretroviral drugs using plasma HIV RNA measurements.
Clinical considerations for accelerated and traditional approval.- Guidance for industry” (October 2002).
See adopted guideline EMEA: CPMP/EWP/1080/00 (May 2002).
7
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GENERAL COMMENTS
cholesterol 3 , hypertension 4 , etc.).
Where surrogate endpoints have
been well established in the
regulatory context, it is important to
avoid any unnecessary duplication
of work for validation in the context
of
REA,
especially
rapid
assessments.


3

4

3) Alignment with the regulatory
arena is also crucial for reassessments. It is welcome that the
draft guideline includes a distinction
between the data requirements for
initial
assessment
and
reassessment in terms of acceptance
of
surrogate
endpoints
and
acknowledges the difficulty that
may be encountered in drug
development to show efficacy on
hard clinical endpoints within a
reasonable timeframe. Regulatory
authorities also request further
evidence
generation
from
manufacturers post-approval, and
any requirements in the framework
of REA re-assessments should take
this into account. This is particularly
important if surrogate end points

Response by author
considered for each disease/condition.

3) Here again, alignment can not be automatic, even
if regulatory requirements are considered for RE reassessments. Discussions and general agreements
on the choice of surrogate endpoints may be done on
the case by case basis, in the framework of early
dialogues between HTA bodies and product
developers (EMA is observer) as well as while
elaborating on evidence requirements in EUnetHTA
disease-specific guidelines.

See adopted guideline EMEA: CPMP/EWP/3020/03 (July 2004). See guidance FDA: “Guidelines for the clinical evaluation of lipid-altering agents in adults and
children” (September 1990).
See adopted guideline EMEA: CPMP/EWP/238/95, Rev.2 (junio de 2004). See guidance FDA: “Principles for clinical evaluation of new antihypertensive
drugs” (Draft ICH Consensus Principle) (marzo de 2000).
8
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GENERAL COMMENTS
are used to create accelerated,
conditional approval, in which case
the terms of how to generate the
evidence must be clear and agreed
upon by all parties. Furthermore
final endpoints might not always be
used, even in re-assessments, as is
acknowledged
in
the
draft
guideline.


4) In addition to the discrepancy
between regulatory and HTA
acceptance of surrogates, the draft
guideline highlights that the
acceptability of surrogates varies
greatly across countries in Europe.
This area could be further
addressed moving forward by
members of the EUnetHTA, whilst
also aligning with regulatory
requirements. One specific area of
discrepancy between countries,
which is touched upon briefly in the
draft guideline, are patient-reported
outcome measures. There may be
situations where the patients’
perspective needs to be taken into
consideration in capturing and
measuring a drug effect in
particular in connection with high
impacting consequences that can
be fatal in some diseases. It would
be important to clarify in which
cases they can be acceptable for

Response by author

4) The distinction should be made between PRO
(patient-reported outcomes) and patient-relevant
outcomes. The latter are defined as those related to
how the patient functions, feels and survives and
correspond broadly to clinical endpoints/outcomes
which are assessed in all cases.
PRO (patient-reported outcomes) importance
depends on the disease, aim of treatment and aim of
REA.
We are not aware of a PRO being an acceptable
surrogate endpoint.

5) See answer to comment 1. Early dialogue
meetings with technology developers and multiple
HTA bodies are the part of EUnetHTA JA2WP7

9
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REA.




4

5

LEEM

LEEM

5) Moving forward, a multistakeholder dialogue could take
place on the validity of surrogate
endpoints for REA in identified
diseases. Specific consideration
should be taken in the case of rare
diseases, where greater flexibility
might be warranted.

Response by author
(started October 2012). These are indeed excellent
occasions to discuss validity and acceptability of
surrogate endpoints for REA in specific disease
areas.

6) Comment acknowledged. “Clinically relevant” will
replace “final”

6) We suggest harmonising and
streamlining the use of the terms
“final”, “clinically relevant”, and
“clinical endpoints” throughout all
sections of this guideline.

We insist on the relevance and
usefulness of these documents and
support efforts to move towards greater
methodological harmonization for HTA
in the EU.
With 3 generals comments :
- The 4 guidelines concern more
relative efficacy than relative
effectiveness
- They are very “open” with a
large possibility of interpretation
by each country
And they are not always designed
for orphan drug
Overall comment : For the developers it
is a difficult guideline : “Whether a
surrogate endpoint is acceptable for

Comment acknowledged.

Correct (initial REA is close to MA).

More specific recommendation will be provided when
possible.

Correct, even if general principles apply.
Comment acknowledged. Indeed, the acceptance or
adequacy of a surrogate endpoint is discussed for
each disease area and aim of treatment, even if

10
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REA is a matter of scientific judgment ;
there is no recommendation that can be
universally accepted”.

Response by author
general principles (given in Surrogate endpoints
guideline) apply.

6

EFSPI/PSI
HTA Special
Interest Group

General

It is not clear why the principles for use
of surrogate endpoints would differ for
REA compared to drug registration
purposes. It would be useful to add this
information.

See answer to comment 3, point 2. The principles are the
same, the acceptance may differ.

7

EFSPI/PSI
HTA Special
Interest Group

General

The piece that is not clear from this
document is exactly how an HTA would
be performed when a surrogate
endpoint is used. Is the HTA calculated
on the basis of the surrogate endpoint,
or does this need to be translated in
some way to the clinical endpoint for
any meaningful health technology
assessment?

The effect observed on a surrogate endpoint needs to be
translated to an effect that would have been observed on a
clinically relevant endpoint. A confirmation of this
supposed effect is expected at re-assessment

8

EFSPI/PSI
HTA Special
Interest Group

General

How will this guideline be implemented
at a local/country level given local HTA
methods guides? For example, some
countries may have different views on
the use of surrogate endpoints, e.g.
Germany where they have typically had
a more restricted use of surrogates
compared to some other countries

The guideline gives general principles on surrogate
endpoints relevant for REA that are easy to follow at
national levels. As judgements are done at the case by
case basis, some discrepancies may exist.

9

EMA

General

Cross link with references should be
checked throughout the text

Accepted.

10

ISDB MiEF

General

This response has been prepared

General comments, no particular answer needed.

11
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GENERAL COMMENTS
jointly by the International Society of
Drug Bulletins (ISDB) and the
Medicines in Europe Forum (MiEF).
The ISDB and the MiEF welcome
the opportunity to respond to this public
consultation and would like to highlight
particularly laudable elements of the
several drafts.
Good quality draft documents. We
would like to highlight the efforts made
to produce the four draft documents
submitted for public consultation. We
welcome the explanatory statement on
the methodology (box on page 2 of
each draft document), the systematic
documentation search strategies, the
critical views expressed, the formulation
of practical recommendations, the
bibliography presented as an annex,
and the other explanatory annexes
where needed. However, we deplore
that only documents in English were
considered, especially when it comes to
benchmarking among several national
5

- Prescrire Editorial Staff “ICH: an exclusive club of drug regulatory agencies and drug companies imposing its rules on the rest of the world” Prescrire International 2010; 19 (108)
: 183-186.
6
- ISDB “Declaration on the therapeutic advance in the use of medicines” Paris. November 2001: 12 pages. Accessible at: http://www.isdbweb.org/publications/view/isdbdeclaration-on-therapeutic-advance-in-the-use-of-medicines
7
Garattini S and Chalmers I “Patients and the public deserve big changes in evaluation of drugs” BMJ 2009; 338 : b1025.
8
- Naci H et coll. “Raising the bar for market authorisation of new drugs” BMJ 2012 ; 344:e4261 : 5 pages.
9
- Light D et Lexchin J “Pharmaceutical research and development: what do we get for all that money?” BMJ 2012 ; 344:e:4348 : 5 pages.
10
- Prescrire Editorial Staff "New drugs and new indications in 2011. France is better focused on patients' interests after the Mediator° scandal, but stagnation elsewhere"
Prescrire Int 2012; 21 (126): 106-110.
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Response by author

GENERAL COMMENTS
guidelines in Europe (i.e. draft guideline
“Criteria for the choice of the most
appropriate comparator(s)”).
We
would
recommend
the
European Medicines Agency (EMA)
and National Drug Regulatory Agencies
to use their methodological guidelines
when reviewing marketing authorisation
applications. Moreover, we would
strongly recommend the International
Conference on Harmonisation (ICH) to
note these EUnetHTA papers and their
recommendations
to
produce
guidelines which would be more
patient-oriented 5 .
New pharmaceuticals: therapeutic
advance assessments are needed.
We prefer to use the concept of
therapeutic advance instead of that of
relative effectiveness. According to the
ISDB declaration,“a medicinal product
can be said to have added therapeutic
value if sound clinical data indicate that
it can offer patients better efficacy,
and/or better safety, and/or simpler
administration,
than
existing
alternatives” 6 .
The current legal framework does
not require medicinal products to offer
added therapeutic value to enter the
European market 7 8 . All that is needed
is a satisfactory balance between
efficacy and safety. As a result, many

Assessment of added therapeutic value is out of scope in
the current JA1.
It might be covered (if decided so by EUnetHTA partners)
in the JA2.

13
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GENERAL COMMENTS
new drugs are simply more or less
equivalent to their predecessors, if not
a step back (alias “therapeutic
regression”) such as rofecoxib (Vioxx°),
rosiglitazone (Avandia°), etc. 9 10 .
Yet it is essential for patients, health
professionals and health economists to
know whether or not a new drug offers
added therapeutic value, so that they
can make rational choices among the
available treatments. Therefore, ISDB
and the Medicines in Europe Forum
encourage EUnetHTA members to
publish their assessment reports on
new medicinal products to provide
the public with an analysis of the
added therapeutic value based on
available data (published as well as
unpublished data).
In addition, publishing the final
methodological guidelines used and
all drafts during the step-by-step
procedure within the elaboration
process of new guidelines would be
of great value to academia, healthcare
professionals, patients and the public at
large (NICE in the UK and IQWiG in
Germany already make all drafts
preceding a final guideline publicly
available).
11

ISDB MiEF

General

When

judging

whether

a

new

The publication of ALL drafts is not foreseen.

Assessment of added therapeutic value is out of scope in

14
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intervention is a therapeutic advance, it
is crucial to consider efficacy, safety,
and convenience. The continuous
evaluation of older substances is
essential so that medicines which are
no longer valuable due to better
therapeutic
alternatives
can
be
eliminated, and new or better ways of
using already approved drugs can be
identified 11 . A therapeutic advance
should not be seen in isolation: cost
and quality must also be considered.
Efficacy - The efficacy of a new drug
intervention should be assessed first of
all in terms of overall mortality where
relevant, morbidity, and last but not
least quality of life as assessed from
the patients’ perspective. Therapies for
chronic conditions require long-term
studies. Comparative trials assessing
the superiority of an intervention are
required when there is an adequately
tested treatment. These requirements
are consistent with the latest version of
the Declaration of Helsinki (October
2008), which requires that "The
benefits,
risks,
burdens
and
effectiveness of a new method should
be tested against those of the best
current prophylactic, diagnostic, and

Response by author
the current JA1.
It might be covered (if decided so by EUnetHTA partners)
in the JA2.

11

- Prescrire Editorial Staff “Simplified examination of variations to the terms of purely national marketing authorisations? Yes, but first re-evaluate "old national marketing
authorisations"!” October 2011: 4 pages. Freely accessible on http://english.prescrire.org.
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GENERAL COMMENTS
therapeutic methods" (Section C clause
32) 12 .
Safety - Improved safety compared
with existing options can qualify a new
intervention as a therapeutic advance
provided that short-, medium- and longterm pharmacovigilance data are
considered. All information on drug
safety (including pharmacovigilance
data) should be made public from the
date of marketing. For a new drug
intervention to be accepted as a
therapeutic advance on grounds of
safety, several years of active
pharmacovigilance are necessary.
The following are required:
- well designed pharmacovigilance
studies, such as case-control studies
and large cohort studies, to provide a
clear picture of safety profiles, including
interactions and safety in at-risk groups
(such as elderly people, children,
pregnant women and patients in renal
failure);
long-term,
large,
randomised
controlled trials with overall mortality as
the main endpoint for assessing safety
12

- "WORLD MEDICAL ASSOCIATION DECLARATION OF HELSINKI - Ethical Principles for Medical Research Involving Human Subjects"
http://www.wma.net/en/30publications/10policies/b3/17c.pdf : 5 pages.
13
- Prescrire Editorial Staff “Prescrire’s response to the public consultation on EMA/CHMP/QWP/180157/2011 "Draft - Guideline on Pharmaceutical Development of Medicines for
Paediatric Use": a pragmatic overview and 20 constructive proposals” Paris, 29 December 2011 : 20 pages. Freely available on english.prescrire.org.
14
- A review on methods for assessing the safety and quality of packagings is available in the EU Council report (ref. Council of Europe - Expert Group on Safe Medication
Practices "Creation of a better medication safety culture in Europe: Building up safe medication practices" 2006: 275 pages).
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GENERAL COMMENTS
of prophylactic interventions such as
antihypertensives and lipid-lowering
drugs.
Convenience - Before marketing,
studies should be undertaken to show
adequate ease of use, the quality of the
packaging (evidence indicates that well
designed packaging improves patient
safety, while poorly designed packaging
generates
medication
errors 13 ),
together with studies showing that
patients understand and can use the
accompanying information. If no such
studies
are
performed
before
marketing, HTA bodies could require
the marketing authorisation holders to
perform
them
to
make
their
assessments
possible 14 .
Such
assessments are needed in many
countries
for
the
purpose
of
reimbursement, and this should be an
incentive.
12

ISDB MiEF

General



1) To evaluate the benefits of a
preventive or curative intervention,
the choice of endpoints should
ideally reflect the health outcomes
that matter most to patients.
Surrogate endpoints do not directly
affect patients’ health but can help
in clinical situations where solid
evidence demonstrates a strict
correlation between changes in the

1) Comment acknowledged. The proposed wording will be
introduced, at least partly, in the guideline on surrogate
endpoints.

17
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GENERAL COMMENTS
surrogate endpoint and clinical
outcome.
Notwithstanding,
treatments that seem effective on a
surrogate
endpoint
may
be
ineffective or even harmful when
assessed on outcomes that matter
to patients.
All in all, therapeutic decisions also
have to take into account the risk of
adverse
effects
and
other
therapeutic options, based on the
comparison of the harm-benefit
balances.
For more details on clinical
endpoints found to be relevant to
patients by independent drug
bulletins, please read: Prescrire
editorial
staff
“Evaluation
of
treatment
benefits:
clinical
endpoints relevant to patients”
Prescrire
International
2008;17(98):260.
2) The evaluation of a treatment’s
harm plays an essential role in
choosing the most appropriate
treatment strategy.
When drugs are first marketed,
information about their adverse
effects is limited. Knowledge about
the safety profile of a treatment,
based on data from clinical trials,
studies and pharmacovigilance
contributes to the evaluation of the
risks to which patients are exposed.

Response by author

2) This is a general comment, not strictly related to
surrogate endpoints.

18
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GENERAL COMMENTS
For more details about the
evaluation of treatment risks,
please read: Prescrire Editorial
Staff “Evaluation of treatment risks:
taking clinical data, pharmacology
and patient characteristics into
account” Rev Prescrire 2009; 29
(312): 778-780.
This body of evidence grows slowly
as more clinical experience about
the drug accumulates. Informing
patients about the potential harms
of a treatment, as well as its
expected benefits, enables them to
assess the harm-benefit balance of
their own treatment. It facilitates
shared and informed decisionmaking about the most appropriate
therapy.
13

Novartis

Novartis very much appreciates the
opportunity to comment on the
methodological guidelines developed
by EUnetHTA. These guidelines, if
jointly agreed by all stakeholders, could
help streamline HTA across Europe.
We understand that there are
preliminary plans for a roundtable
discussion to take place later this year
to work through the guidelines in detail
and to facilitate the alignment
procedure. We support this idea, and
would be happy to have our internal
experts join the discussions.

Comment acknowledged;
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GENERAL COMMENTS
14

Novartis

Overall

Charting a path toward harmonization is
also needed regarding surrogates as it
is However there is a concern that this
recommendation is too flexible and
opens the door to all options which
would not be adding value in a panEuropean process
What we define as the most critical
aspect of defining composite endpoints
is that EunetHTA and HTA bodies will
accept the composite endpoints that
have been approved by EMA.
It is stated in the recommendation that:
“in the REA setting, the acceptability of
surrogates for these drugs still vary in
different EU countries, and are done on
the case by case basis; negative
opinions are possible even if there are
ongoing post-marketing studies to
confirm the effect (shown on surrogate)
on final clinically relevant endpoint.”
Comment acknowledged.
If surrogate end points are used to
create accelerated, conditional
approval, the terms of how to generate
the evidence must be clear and agreed
upon by all parties.
We would like to include patient value,
health related quality of life and patient

HRQoL is a multi-dimensional multi-item concept
assessing different aspects of patients’ QoL influenced by
a disease and its treatment. As such, it is not considered
as an adequate surrogate endpoint. This statement can be

20
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reported outcomes as acceptable
surrogate endpoints as well.

Response by author
included, as well as the reference to the HRQoL guideline,
even if detailed discussion of HRQoL in this guideline is
out of scope.
We are not aware of any PRO accepted as a surrogate
endpoint.

15

OSTEBA

General

It would be a good idea to look for a
synonym for the word ‘endpoint’. Along
the text there are many sentences in
which this word is repeated several
times, making them difficult to read and
understand (e.g. page 7, line 17-19).

“Endpoint” term was chosen by EunetHTA, and will be
kept throughout the document.

16

Pfizer

General

The paper sets out many of the key
issues relating to surrogate endpoints,
and highlights the fact that such
endpoints are very important to rapid
approval of new medicines by the EMA.
Circumstances (if any) under which
views on validity of surrogate endpoints
might reasonably differ between the
EMA and bodies conducting REAs
should be more clearly specified.

Comment acknowledged. It is out of scope to provide
detailed review of possible differences in acceptance of
surrogate endpoints in different disease areas; we shall
elaborate on evidence requirements for REA in diseasespecific guidelines (EUnetHTA JA2) and this aspect will be
further developed.

17

RC CEE&Ph

General

More structured text which uses bullets
and lists is easier to read.

Accepted

18

SBU

General

Our comment concerns the lack of cost
effectiveness as primary outcome.
From our point of view Relative
effectiveness assessment must
consider cost effectiveness when
comparing different alternatives. This
hasn’t been addressed in any of the

Cost-effectiveness is out of scope in JA1.

21

Compilation of comments on 4th draft of guideline on Endpoints used in REA of pharmaceuticals - Surrogate Endpoints

N°

Organisation

Chapter

Page & Line number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
documents. We would like cost
effectiveness ratios to be included
among the primary endpoints.
19

Peninsula
Medical
School,
University of
Exeter

General

Congratulations on producing this draft
guideline.
We reviewed the document from the
perspective of University academics
with an active research interest in
surrogate outcomes in HTA.
The literature review undertaken as
background to this guideline appears
comprehensive and has identified the
key background studies in this area.

Thank you

20

Peninsula
Medical
School,
University of
Exeter

General

While generally a well presented and
easy to follow document there were
presentational aspects of the
documents that we could probably be
improved in places e.g. it would
probably make sense for the definitions
to be reordered so that surrogate
outcome follows biomarker and
intermediate.
Instead, we focused our review effort
on the recommendations section and
have attached a proposed set of
tracked edits.
We hope you find these
comments/proposed edits helpful.

Comment acknowledged.
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P2 L 23

SPECIFIC COMMENTS
NOCK / NOKC

Accepted. Change done.

P5/L7

Itself  themselves

Accepted. Change done.

23

RC
CEE&Ph
EFSPI/PSI
HTA
Special
Interest
Group
EMA

Page 5

References should be numbered

Accepted. Change done.

24

EMA

Page 5

Suggest to spell out REA earlier in the
text

Accepted, done.

25

EMA

Page 5

The methodology is briefly described in
the summary but it is not included in the
rest of the document

The methodology is described in the annex part as
agreed by WP5

26

EFPIA

p. 5, L. 1

“clinically meaningful endpoints” could be
changed to “clinical endpoints” to be
consistent with the definition provided on
page 7.

Accepted, change done.

27

OSTEBA

Page 5, line 7

We suggest the removal of the word in:
…” surrogate endpoints do not in itself
directly measure a clinical benefit.”

Accepted, changed.

28

EFPIA

p. 5, L. 13

What does “extensive documentation”
mean, what does it imply?

Please read the reference IOM for clarification of
extensive in this respect.

29

OSTEBA

Page 5, line 19-21

Suggested rewording: However, there is
still a need to determine which surrogate
endpoints can reliably predict final clinical
endpoints and be acceptable for relative
effectiveness assessment (REA)

Accepted, changed.

21
22

Chapter
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SPECIFIC COMMENTS
purposes.
30

OSTEBA

Page 5, line 22

The sentence would be clearer without
the ‘for’ at the end of the line. Suggested
rewording: … in both drug development
and relative effectiveness assessment.

Accepted, changed.

31

EFPIA

p.5, L. 19-24

Certain surrogate endpoints have already
been validated by the regulatory
authorities (see e.g. in p. 11, l. 9-13) and
therefore should not need a second
validation
(analytical
validation/qualification/utilization)
or
further evidence.

Indeed, a “second” validation of a surrogate endpoint is
not necessary. Data on all steps of validation should be
provided. Afterwards, it is a matter of judgement if the
available evidence is considered adequate or not and if
surrogacy can be accepted for REA purposes.
Treatments that are effective on a surrogate may be
ineffective or even harmful when assessed on clinically
relevant outcomes.

32

p.5, L20

That reliably can  can reliably

Accepted, change done.

p.5, L21

Delete ‘more fundamental’ – it is not
clear what it is more fundamental than

Accepted, deleted.

34

EFSPI/PSI
HTA
Special
Interest
Group
EFSPI/PSI
HTA
Special
Interest
Group
EFPIA

p. 5, L. 21

“more” fundamental scientific….; what
does “more” imply?

See answer to comment 33.

35

EFPIA

p.5, L.26

Was this a systematic literature search?

Yes

36

EFPIA

p. 5, L.31-33

Could the generally negative statement
be differentiated between biomarkers
used as surrogate endpoints on one

This guideline deals with both biomarkers and
intermediate endpoints used as surrogate endpoints.

33
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hand, and intermediate endpoints on the
other hand?
37

EFPIA

p. 5, L. 35

The use of biomarker/surrogate
endpoints should be pragmatic, weighing
the needs of patients, health systems,
the level of unmet need and the potential
for new innovation being potentially
brought to clinical practice.

Comment acknowledged.

38

RC
CEE&Ph

p. 5 L 36

[Definitions for initial (first) assessment
and re-assessment are needed.]

Not accepted. This is not considered necessary.

39

EFPIA

p.5, L.36-38

What does that mean in a situation
where an endpoint is accepted as a
surrogate by the regulatory agencies but
is then questioned later on by the HTA
agencies?
In case there is an established/validated
surrogate parameter, why might it only
be accepted in the situation of an initial
assessment; especially if it has been
accepted during the regulatory
submission?

See answer to comment 31.
Final (clinically relevant) endpoints are preferred in all
cases; validated surrogates may be accepted at initial
assessment in slowly progressive disease etc.

40

Novartis

Page 5, line 38-39

Large safety databases may be a
problem especially in niches and orphan
diseases.

Comment acknowledged. However, safety database
should be as large as possible.

41

EFPIA

p. 5, L.38-39 (as well
as p.13, L. 6)

The follow-up of safety is part of the
regulatory follow-up, in particular riskmanagement plans, and is not
necessarily different for pharmaceutical
interventions that demonstrated

Partly accepted. See answer to comment 40. Link to
EUnetHTA Safety guideline will be provided.

25

Compilation of comments on 4th draft of guideline on Endpoints used in REA of pharmaceuticals - Surrogate Endpoints

Organisation

Chapter

Page & Line number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
effectiveness based on clinical
endpoints. We would therefore suggest
adding a reference to Pharmacovigilance
systems for monitoring and control of
pharmaceuticals at the end of this
paragraph.
It should also be acknowledged that in
some disease areas, in particular niches
and orphan diseases, large safety
databases might not be feasible.
42

EFPIA

p. 5, L.41-43 & p. 6
Recommendation 5

Even in the case of re-assessment, data
on final endpoints might not be available.
Furthermore, limiting the provision of
data only on morbidity and mortality
endpoints seems narrow and does not
take into account e.g. quality of life.

We are aware of this fact, however this is already
described in the guideline and do not need to be
highlighted in the summary.

We recommend including some elements
of the main text into the summary: after
l.43 add l.52-56 on page 12 and l.1-2 on
page 13. Surrogate markers may be all
that is realistic even at the reassessment for the reasons provided.
43

EFPIA

p. 5, L. 47 (and p.12, L.
44-45)

The Summary should also reflect
possible exceptions that are highlighted
throughout the draft guideline (see last
part of recommendation 6 [page 6],
common practice in REA [page 8; lines
19-21], and other exceptions in page 10
[lines 21-23]).

See answer to comment 42, exceptions does not need to
be highlighted in the summary.

The availability of evidence based on
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final endpoints coming from postmarketing
clinical
trials
will
be
determined by the timelines for
reassessments, which are not qualified in
the text.
44

EFPIA

p. 5, L. 45

One additional consideration is the
acceptability of comparative clinical
evidence from multinational clinical trials,
which will impact the timely availability of
evidence.

This has been already covered in the text.

45

EFPIA

p.5, L. 47

Different legal frameworks in different
countries make the possibility to
undertake post-marketing/observational
trials different. This should be taken into
account in the European discussion on
evidence requirements for REA.

This is one of the reasons for this EUnetHTA guideline.

46

EFSPI/PSI
HTA
Special
Interest
Group

P6/L22

The guidance appears to make a
distinction between the first assessment
of a product and subsequent reassessment. It is too rigid, in my view, to
say that surrogates can only be used in a
first assessment. Often, an initial
assessment will need to be looked at
again because of significant new data,
but before adequate evidence from longterm studies is available.

Yes, this is true. The point of time at which the REA is
done is important; decisions may vary depending on
the maturity of data on final endpoints, for example, if
assessment is done when there is no or insufficient
information on clinically relevant endpoint as compared
to situations where there is data on both surrogate and
final endpoint. That is why final endpoints are
preferred in all cases; whereas validated surrogates
may be accepted at initial assessment in some
situations (slowly progressive disease etc.)

47

Peninsula
Medical
School,
University of

p. 6, Recommendation
1

Suggest rewriting text as follows:

Accepted and rewritten as suggested

The REA of pharmaceuticals should be
based whenever possible on final
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patient-relevant clinical endpoints (e.g.
overall mortality).

Exeter

48

Comment / Suggestion of rewording

Peninsula
Medical
School,
University of
Exeter

p. 6, Recommendation
2

49

EFPIA

p. 6, recommendation 2

The term "meaningful" should be defined

50

Pfizer

P6 line 2
Recommendation 3

[Add] “Judgments of the validity of
surrogate endpoints should be informed
by the assessments made by the
EMA/information in the EPAR.”

51

Peninsula
Medical
School,
University of
Exeter

p. 6, Recommendation
3

Suggest rewriting text as follows:

Suggest rewriting text as follows:
Both biomarkers (e.g. LDL-cholesterol)
and intermediate endpoints (e.g. exercise
endurance time) will be considered as
surrogate endpoints in REA if they are
used to substitute and predict for a
pharmaceutical treatment effect in the
absence of evidence on the final patientrelevant endpoint.

Accepted. The recommendation will read: “In the
absence of evidence on final patient-relevant clinical
endpoint that directly measures clinical benefit, both
biomarkers and intermediate endpoints will be
considered as surrogate endpoints in REA if they can
reliably substitute for a clinical endpoint and predict its
clinical benefit.

Recommendation 2 is rewritten an is no longer containing
“meaningful”
Not accepted. See answer to comment 31.

Accepted and rewritten as suggested.

If surrogate endpoints are to be accepted
for use in REA, they should normally be
validated: i.e. the surrogate-final endpoint
relationship
must
have
been
demonstrated based on biological
plausibility and empirical evidence. The
level of evidence, the uncertainties
associated and the limits of their use
should be explicitly explained.
There are exceptions where the absence
of final patient-relevant endpoints
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(without surrogate validation) might be
acceptable, such as when a clinical
endpoint is difficult or impossible to study
(very rare or delayed) or target
population is too small to obtain
meaningful results on relevant clinical
endpoints even after very long follow-up.
However, these exceptions need to be
carefully argued and agreed in advance
of an REA.
52

EFPIA

p. 6, recommendation 3

As already outlined above, the
acceptability of surrogate endpoints for
REA should take into account the
discussion previously held with
regulatory authorities.

See answer to comment 3, points 2 and 3, and to
comment 31.

53

Peninsula
Medical
School,
University of
Exeter

p. 6, Recommendation
4

Suggest rewriting text as follows:

The suggested information is already described in the
text and is not added in the recommendations, since
this guideline is not giving guidance on how to do the
validation.

Empirical evidence of surrogate
validation includes demonstration of an
observational study (‘correlational’) level
association and intervention study
(‘regression-based’) level association.
Normally observational (correlation)
evidence is considered insufficient to
validate a surrogate. Instead, evidence
should be presented to show the
association in an intervention study i.e.
association between the interventioncomparator differences in surrogate
outcome versus intervention-comparator
differences in patient-related outcome.
Whilst there is no agreed methodological
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approach to assessing the interventional
study level surrogate-final outcome
association, both individual patient data
within a single trial and aggregate level
data from multiple trials in meta-analysis
can be used.
54

EFPIA

p. 6, recommendation 4

To generally require class-specific
validation seems overly demanding. It
would require several (or very large)
studies for validation which would make
the use of surrogates in reality very
difficult. This would better be addressed
in disease-specific guidelines to be
issued in the future.

Comment acknowledged. Disease-specific guidelines will
be elaborated in JA2 WP7.

55

Novartis

Page 6,
recommendation 4

Validation needs more or less a full M&M
study with hard endpoints. They state
that surrogates are population- und
pharmaceutical class specific – so you
need several (or very large) studies for
validation which lead in the end to the
fact that use of surrogates in reality
remains difficult/impossible. Most
challenging is that some surrogates
(blood pressure, HbA1c) are accepted by
regulatory authorities but not used by
(some?) HTA bodies (e.g. IQWiG)

Comment agreed upon.

56

Pfizer

P6 line 2
Recommendation 5

After “previously clearly established” add
“in particular to the satisfaction of
medicines regulators e.g. via EMA
approval on the basis of that surrogate
endpoint”

Not accepted. See answer to comment 3, points 2 and
3, and to comment 31.
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57

EFPIA

p. 6, recommendation 5

58

Peninsula
Medical
School,
University of
Exeter

p. 6, Recommendation
5

Peninsula
Medical
School,
University of
Exeter

p. 6, Recommendation
6

59

Comment / Suggestion of rewording
SPECIFIC COMMENTS
The follow-up of safety is part of the
regulatory follow-up, in particular riskmanagement plans. We would therefore
suggest adding a reference to
Pharmacovigilance systems for
monitoring and control of
pharmaceuticals at the end of this
paragraph.
Suggest rewriting Recommendation 4 as
recommendation 5, as follows:

Response by author
The text already includes follow-up of safety and
pharmacovigilance.

Accepted and rewritten as suggested

Validation of a surrogate versus patientrelevant endpoint is normally undertaken
in a specific population and for a specific
drug intervention i.e. validation is
disease-specific, population-specific and
pharmaceutical class (technology)
specific. Demonstration of surrogate
validation both within and across drug
classes should be thoroughly justified.
Suggest adding a new Recommendation
6, as follows:

The proposed recommendation is agreed upon in
principle; however, cost-effectiveness is out of scope in
JA1.

Where a REA includes assessment of
cost-effectiveness, modelling should
provide explicit the quantification of the
assumed relationship between the
surrogate and the final outcome and take
account of the uncertainty in the
surrogate-final patient outcome
relationship.
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The availability of evidence based on
final endpoints coming from postmarketing clinical trials will be
determined by the timelines for
reassessments, which are not qualified in
the text. The timing, purpose, and
originator of the reassessment should be
clarified.

Response by author

60

EFPIA

p. 6, recommendation 6

61

Novartis

Page 6,
recommendation 6

When are re-assessment s foreseen?
M&M studies take often 4-7 years to
conduct. What is the mentioned
“reasonable timeframe”?

Will be different in different countries, usually 3 to 5
years.

62

EMA

Page 6,
recommendation 6, line
9

It is suggested to continue the sentence
with the following wording: “such as for
rare diseases/orphan designated
medicines”

Accepted, rare diseases have been added.

63

EFPIA

p. 6, recommendation 7

This should be aligned with regulatory
requirements and discussed with the
sponsor, to determine responsibilities of
generation of evidence and its feasibility
and relevance. The timing, purpose, and
originator of the reassessment should be
clarified.

See answer to comment 60. Additional evidence
generation and coordination between regulatory and
HTA authorities is in the programme of EunetHTA JA2
WP7.

64

OSTEBA

Page 6,
recommendation 7

Redundancy with ‘re-assessment’.
Suggested rewording: Re-assessment
requirements regarding relevant clinical
endpoints should be clearly defined…

Accepted an rewritten as suggested

65

Peninsula
Medical

Page 6,
recommendation 7

Suggest re-writing Recommendation 7
as follows:

Not rewritten as suggested since already contained in the
previous recommendations

The originator is the HTA body, since these are
guidelines for REA. The timing will be different in
different countries and can therefore not be given on a
general basis. The purpose is clear: To re-assess if the
effectiveness observed on surrogate endpoints can
support reimbursement.
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School,
University of
Exeter

66

Surrogate endpoints outcomes are
normally used to substitute and predict
efficacy/effectiveness final outcomes.
Evidence on safety outcomes should
therefore also be reported.

Peninsula
Medical
School,
University of
Exeter

Page 6,
recommendation 8

Peninsula
Medical
School,
University of
Exeter

Page 6,
recommendation 9

68

EMA

Page 7

Suggested to move the definition for
clinical endpoint before the subtitle
“Surrogate endpoint”

Not accepted, considered not necessary.

69

EMA

Page 7

It could be interesting to have some
expansion in the description of the
caracteristics of surrogate endpoint such

Not accepted, considered out of scope.

67

Suggest ADDING recommendation 8 as
follows:
For a drug recommended on an REA
based on evidence of a treatment effect
on a surrogate relationship, future data
should be required so that subsequent
REA reassessments can be based on
observed evidence of an intervention
benefit on final patient-relevant
outcomes.
Suggest ADDING recommendation 9 as
follows:

Accepted. The recommendation 7 will read: “Reassessment requirements for further data regarding
relevant clinical endpoints should be clearly defined when
a REA has been previously made based on surrogate
endpoints for the first assessment”.

Accepted, recommendation 8 added.

Further methodological research on the
use of surrogate outcomes is needed to
inform future REA approaches for the
handling of surrogates.
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as predictivity, justification and validation.
70

EFPIA

P. 7, L.6

Suggest adding “Clinical endpoints” to
the title as this term is defined in this
section as well.

Not accepted; text will be linked with the EUnetHTA
overarching guideline on clinical endpoints.

71

EFPIA

p.7, L7 & p.15, L.16

The citation from the ICH guideline E9 is
correct, however this guideline is not
mentioned in the Bibliography. The
guideline in the Bibliography is E8.

Thank you, we have updated the bibliography.

72

P 7, L 12

another endpoint / clinical endpoint

Changed as suggested

73

RC
CEE&Ph
EMA

Page 7 lines 33-37

What is said on lines 33 – 37 (Fleming)
with respect to requirements appears
clearly stronger than what is said later in
the document. Suggest to align.

Thank you. We have aligned these paragraphs.

74

EFPIA

p. 7, L. 34

What about biomarker where the causal
correlation to the disease is not prevalent
such as gene expression profiles?

Please read the def. of a biomarker. A gene expression
profile would not fit the definition.

75

OSTEBA

Page 7, line 44-45

Suggested rewording: An intermediate
endpoint is a clinical end-point such as a
symptom or measure of function
(disease-free survival, symptoms of
hypoglycaemia, angina frequency,
exercise tolerance) but …

Accepted.

76

OSTEBA

Page 7, line 44

end-point  endpoint (for consistency
with the rest of the text).

Rewritten as suggested

77

EFPIA

p. 7, L.52-53

As stated in lines 49-50, an intermediate
endpoint can be clinically meaningful in

Not changed, since intermediate endpoints can be
clinically meaningful endpoints in their own right. They
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itself. Clinical meaningfulness should be
considered as a separate concept since
surrogate endpoints can be clinically
meaningful.

only fall under this guidance in so far as when they are
being used as a surrogate, for some other clinically
meaningful endpoint.

What would be the classification of a
PRO or HRQoL measure? According to
the definition given in lines 9/10 one
would take these as final endpoint.

See answer to comment 14.

78

EFSPI/PSI
HTA
Special
Interest
Group

P7/L52-53.

Intermediate endpoints can be and often
are a clinically meaningful endpoint in
their own right. They only fall under this
guidance in so far as they are being used
as a surrogate, for some other clinically
meaningful endpoint.

Yes, correct.

79

EFPIA

p. 8, L. 9-12

What about using surrogate endpoints to
select the dose?

80

Novartis

Page 8, line 9-12

What about using surrogate endpoints to
select the dose?

Agreed, but we are not selecting doses in REA. In a
REA we are assessing whether a new pharmaceutical
in a given dose and for a given indication shall be
reimbursed or not
See answer to comment 79.

81

EFPIA

p.8, L.9 & L. 38 and
p.15

82

EFSPI/PSI
HTA
Special
Interest
Group

P8/L16

The reference is given as “EMA 2007”.
Does this refer to l24/25 on page 15
(bibliography)?
This paragraph is misleading. Drug
approval for hypertension, diabetes and
dyslipidemia is routinely based on
surrogates. Full approval is given, not
accelerated, but these treatments are not
principally assessed for their short term
effects on symptoms.

Yes

Accepted. The paragraph will be reworded.
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83

EMA

Page 8, line 16

Does ”no therapeutic alternative” refer to
life threatening diseases only or to these
and rare diseases? In case of the latter it
should be noted that rarity per se,
independent of the existence of
therapeutic alternatives, has been an
argument for use of surrogate endpoints.

Life threatening diseases only

84

EMA

Page 8 lines 16-17

This is not clear if the intermediate
endpoint in this situation can be seen as
a surrogate.

Correct.

85

EFPIA

p.8, L.20-21

Surrogate endpoints are not necessarily
always easy to measure, but they are
used because of the difficulty to measure
final endpoints and because they are
good proxys for them. For example,
progression-free survival in oncology is
not easy to measure; other than overall
survival, i.e. the death of a patient.

Comment acknowledged.

86

Pfizer

P8 line 29

Insert after (Fleming et al 2005). “Also,
the refusal to accept data on surrogate
endpoints has also created controversy,
particularly in some new oncology drugs
approved on the basis of surrogate
endpoints. Ethical concerns about
designing randomized trials that focus
purely on the final clinical outcome
measure are significant in terminal
conditions; cross-over studies will be
preferred by patients, clinicians and
ethical review groups for many new

Not accepted. It is true that PFS is an intermediate
endpoint that can be relevant on its own, but data only
on PFS without data on OS or at least on HRQoL or
other patient-relevant endpoints is considered
insufficient. In addition, the point of time at which the
REA is done is important; decisions may vary
depending on the maturity of data on final endpoints,
for example, if assessment is done when there is no or
insufficient information on clinically relevant endpoint
as compared to situations where there is data on both
surrogate and final endpoint.
See answer to comment 46.
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cancer drugs. It should be expected that
surrogate endpoints such as progression
free survival are the most robust data
that will be available at launch of some
new therapies.”
87

OSTEBA

Page 8, line 29

It may be illustrative to add some
examples mentioned in the article of
Fleming et al. 2005

Not accepted. The reader is invited to read the reference
for further details.

88

OSTEBA

Page 8, line 17

Redundancy with ‘treatment’. Suggested
rewording: ‘… to assess short-time use
of a symptomatic treatment’.

Accepted. Rewritten as suggested

89

EFPIA

p.8, L.26-29

This statement seems to be too general
to apply to all situations. If surrogate
endpoints have been validated/accepted
in the framework of regulatory approval,
it is because they have been found to be
good predictors of the final endpoint, and
this should not be different in the context
of REA. Refusing to accept data on
surrogate endpoints can also be
controversial. For example cross-over
studies will be preferred by patients,
clinicians and ethical review groups for
many new cancer drugs. Progression
free survival is the most robust data that
will be available at launch for some new
therapies.

See answers to comments 31, 46 and 86.

90

OSTEBA

Page 8, line 35

Misprint fulfil fulfill

Rewritten as suggested

91

EFPIA

p.8, L.40

In case there is an established/validated

See answers to comments 31 and 39.
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surrogate parameter, why might it only
be accepted in the situation of an initial
assessment; especially if it has been
accepted during the regulatory
submission?
92

EMA

Page 9

Some descriptions of the characteristics
of a surrogate endpoint and its validation
are missing such as: safe = non-invasive,
efficient (early expression), measurable,
predictive
Some other qualities of surrogate
endpoints in drug development can be
included:
1) In basic science - improve
understanding of the mechanism of
action
2) In Phase II - selection of
pharmaceutical for drug development
3) In Phase III - replacement for large
studies
Section 1.4 should be methodology and
1.5 relevant documents.

Not included in the document since we have referenced
EMA 2007 guideline.

93

EFPIA

p. 9, L. 6

What about the EMA guidance on novel
technologies for drug development?

See answer to comment 92.

94

Pfizer

P9 line 6

What about the EMA guidance on novel
technologies for drug development?

See answer to comment 92.

95

EFPIA

p.9, L.21 & L.23

As the “surrogate” guideline should be
read in conjunction with the “clinical
endpoints” guideline, it would have been
better to provide both within the same

Yes, this is true.
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batch for consultation.
96

Novartis

Page 9, line 31

Is this in harmony with the ”Critical Path
Initiative on Surrogate endpoints a few
years back?

97

EFPIA

p. 9, L. 33-37

Is the request of “full capturing and totally
reflecting the treatment effect” a realistic
one? An alternative paradigm is that the
level of “sufficient” correlation can vary
across therapy areas, indications and
markers. This paradigm seems more
consistent with the approach taken on
page 10, lines 8-11. Suggest deleting
“fully” (l. 35).

98

Pfizer

P 9 line 35

Delete “fully”.

Agreed and deleted “fully”

99

OSTEBA

Page 10, line 8-10

The sentence sound redundant. We
suggest removal the second
“comparative treatment effect on”
Suggested rewording: “…:comparative
treatment effect of the proposed drug
versus best therapeutic alternative on a
surrogate that has satisfactorily predicted
a true clinical outcome. ….”

Accepted and rewritten as suggested

100

EFPIA

p. 10, L. 8-20

We need to consider whether there is a
hierarchy of evidence when validating
surrogate outcomes. Evidence from
clinical trials is more likely to have
internal validity but observational
evidence may have greater external
validity. The key is the ability to

The guideline suggests that evidence must come from
both RCTs and observational studies in the validation
process and does not actually suggest a hierarchy

Yes, as Critical Path Initiative was based on the
Biomarkers Definitions Working Group and IOM
(Institute of Medicine) report that were referenced in
this guideline.
Agreed and deleted “fully”
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generalise from the evidence source to
the wider population.
101

RC
CEE&Ph

p. 10, L. 11

[It is not clear what is “correlation of
effects on surrogate and on clinical
endpoint of interest”. What is correlated?
Is it just correlation of surrogate and
clinical endpoints? If so then term
‘correlation’ could not be used as clinical
endpoint is usually binary variable. If it is
the effect of treatment on endpoints
(clinical or surrogate) then correlation is
inapplicable also, as treatment arm is
usually binary (or categorical) variable. It
is suggested to use common term
“association” instead of “correlation”.]

Agreed and changed

102

EMA

Page 10 line 23

Suggested to add at the end of the
sentence: “, rare disease”

Accepted.

103

EFPIA

p. 10, L.26-28 & p.14,
L.45

It is unclear which document is cited here
as there is not enough information
provided in the bibliography.
Are you referring the “General Methods”
or the “Rapid Report regarding surrogate
parameters in oncology” here?

The document is: Rapid Report; Aussagekraft von
Surrogatendpunkten in der Onkologie, IQWIG 2011

104

Novartis

Page 10, line 27

In indications where you have to treat
patients how can modification of a
surrogate without therapeutic intervention
be assessed (e.g. growth of tumor in
oncology)?

Please see: Rapid Report; Aussagekraft von
Surrogatendpunkten in der Onkologie, IQWIG 2011

105

EFPIA

p.10, L.27-28

This essentially means that once the

This is only true if the surrogate in question has been
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intervention has been shown to achieve
the surrogate endpoint that its evaluation
must continue towards the clinical
outcome. This can be unrealistic in
many clinical development programs due
to ethical reasons as patients must be
allowed to have access to a therapy once
it has shown a benefit in the surrogate
endpoint. This would cause patient
crossover which would contaminate the
final outcome results. Also a subsequent
trial could not be conducted as it would
be unethical to enrol patients into the
control arm knowing that the treatment
arm provides a benefit.
In indications where you have to treat
patients, how can modification of a
surrogate without therapeutic intervention
be assessed (e.g. growth of tumor in
oncology)?

106

107

OSTEBA

EFPIA

Page 10, line 31

p. 10, L. 37

The expression ‘degree of level of’
sounds redundant. Suggested rewording:
… taking into account the degree of
evidence:
Often level 1 evidence will not be
available (e.g. situations where the
results obtained in meta-analysis of RCT
are
not
meaningful),
and
often
observational studies will be used to
prove that a surrogate endpoint can
reliably predict a final clinical endpoint.

Response by author
validated against the clinical outcome.

Rewritten as suggested

This is not generally accepted, please see:
Rapid Report; Aussagekraft von Surrogatendpunkten in
der Onkologie, IQWIG 2011
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If validation depends on disease,
population (including all relevant age
groups, gender and all potential comorbidities) and pharmaceutical class
who can you perform a validation in
reality and not only in a theoretical
construct?
Moreover, using only pharmaceutical
class is not sufficient e.g. rosiglitazone
seem to be different from pioglitazone, so
the validation of a surrogate with one
product may not be transferable over a
class when you strictly hold to these
definitions.

Response by author

108

Novartis

Page 10, line 50

109

EFPIA

p. 10, L.50ff

If validation depends on disease,
population (including all relevant age
groups, gender and all potential comorbidities) and pharmaceutical class, it
seems difficult to perform validation in
reality.

See answer to comment 108

110

EFPIA

p. 11, L. 17-21

The follow-up of safety is part of the
regulatory follow-up, in particular riskmanagement plans. We would therefore
suggest adding a reference to
Pharmacovigilance systems for
monitoring and control of
pharmaceuticals at the end of this
paragraph.

See answers to comments 40 and 57.

Yes we agree. Validation of a surrogate versus patientrelevant endpoint is normally undertaken in a specific
population and for a specific drug intervention i.e.
validation is disease-specific, population-specific and
pharmaceutical class (technology) specific.
Demonstration of surrogate validation both within and
across drug classes should be thoroughly justified.

It should also be acknowledged that in
some disease areas, in particular niches
and orphan diseases, large safety
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databases might not be feasible.
111

EFSPI/PSI
HTA
Special
Interest
Group

P11, L23-34

It would be helpful to mention that when
a relationship between the surrogate and
final clinical endpoint has been
established, this can be used to predict
the expected benefit on the final clinical
endpoint for REA. And that it is
important when doing this to incorporate
all sources of uncertainty into this
prediction, including uncertainty around
the relationship.

Thank you, this has been mentioned in the text.

112

OSTEBA

Page 11, line 29

Suggested rewording: “…, conclusions
might still be made if the surrogate
threshold effect (STE) is considered.
(Burzykowski et al., 2005)”.

The sentence has been reworded as suggested.

113

Pfizer

P12 line 1-3

Delete bullet point, or re-write to reflect
the fact that REA should follow the
precedents set by regulatory agencies,
who may be happy to use surrogates
across classes provided safety is
established.

114

EFPIA

p.12, L.4

Acceptance or non-acceptance of a
surrogate endpoint for REA (across
countries) should be in-line with what is
accepted by regulatory agencies,
especially for initial assessments. See
e.g. the disease-specific guidelines
issued by regulatory agencies.

If validation steps of a given surrogate endpoint have
been adequately performed and data are provided in the
dossier, there is no need to re-validate a surrogate
(relationship between a surrogate and clinically relevant
endpoint) for REA needs; however, level of evidence
requirements may differ for regulatory and HTA
purposes.
See answers to comments 31, 46, 86 and 113.

115

EFSPI/PSI

P12/L10

Reasoning behindunderlying rationale

Changed as suggested

43

Compilation of comments on 4th draft of guideline on Endpoints used in REA of pharmaceuticals - Surrogate Endpoints

Organisation

Chapter

Page & Line number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS

116

HTA
Special
Interest
Group
Pfizer

P 12 line 14

117

EFPIA

p. 12, L. 14

118

EFPIA

119

Sentence to read: “if surrogate endpoints
do represent the best available data,
there are many precedents for their being
used in REA, albeit with additional
caution about how the results should be
interpreted”.
If surrogate endpoints do represent the
best available data, there are many
precedents for their being used in REA,
albeit with additional caution about how
the results should be interpreted.

Not accepted, no additional information is provided.

p. 12, L. 17-19

This is confusing. The biomarker may not
be a surrogate for the symptoms.

Accepted. Sentence deleted.

Novartis

Page 12, line 17-19

This is confusing. The biomarker may not
be a surrogate for the symptoms. In
general, the possible difference in what
patienst precieve or any clinical endpoint
and a surrogate endpoint may only tell
that the surrogate endpoint is not really a
surrogate for the ”real” endpoint.

Accepted. Sentence deleted.

120

EMA

Page 12 lines 18-20

It could be argued this is not a good
example of a surrogate – it is a
symptomatic benefit (a PRO, actually)
that is not seen as predicting any further
”more real” benefit.

Accepted. Sentence deleted.

121

Pfizer

P 12 lines 35-39

Delete. These comments refer to

Not deleted since reimbursement decisions are based on

See answer to comment 116
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SPECIFIC COMMENTS
reimbursement not relative effectiveness
assessment.

REA assessments

122

EFPIA

p. 12, L. 35-39

These comments refer to reimbursement
not relative effectiveness assessment.

See answer to comment 121.

123

EFSPI/PSI
HTA
Special
Interest
Group

P12/L41

In any REA, there will be uncertainties
about the benefits and harms of a
technology. If effectiveness is based on
a surrogate endpoint, then this implies a
somewhat larger uncertainty in the
benefits, than if the benefits are based on
direct measurements of the clinically
relevant endpoint.
The justification to require a large safety
database when the effectiveness is
based on a surrogate seems to be driven
by the experience with rosiglitazone.
This example is telling – but ‘hard cases
make bad law’.
In my opinion, this requirement is too
strong. Any REA must take account of
the uncertainties in effectiveness and
safety assessments. If this
recommendation is maintained, it will
prevent assessments being made for
REA even in cases where the risk benefit
balance is very clear – which may result
in patients being unable to access the
best treatment.

Correct. However, the text is not changed since this is
only the discussion part of the guideline and it is only
stated that safety data are important.

124

EMA

Page 12 line 42

More explanation is needed about the
large safety database - definition of large
(e.g. use of ICH definition)

See answer to comment 123.

45

Compilation of comments on 4th draft of guideline on Endpoints used in REA of pharmaceuticals - Surrogate Endpoints

Organisation

Chapter

Page & Line number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
125

EFPIA

p. 12, L.46-50

The target audience for the draft
guideline seems not to be well defined. It
seems here that a recommendation is
issued to product sponsors. Furthermore,
the reference to reimbursement does not
seem to be appropriate in a draft
guideline concerned with the validity of
surrogate endpoints for REA. Is this a
recommendation towards reimbursement
institutions?

See answer to comments 2, point 2 and 121.

126

EFPIA

p. 12, L. 50

Any post-marketing requirements need to
take
into
account
regulatory
requirements. In the framework of reassessments,
modelling
can
be
considered as a useful tool to project the
measured results on the surrogate
endpoint in terms of a final endpoint.

There is in principle no difference between
methodological requirements for 1st assessment and
re-assessments. In both cases assessments should be
done based on patient-relevant outcomes (mortality,
morbidity, HRQoL) or validated surrogates for these
outcomes.
If data based on validated surrogates was provided for
initial assessment, we shall ask for data on final
endpoints at re-assessment.

127

EFPIA

p.12, L. 54

Very rare events would also require too
large a sample size is required to detect
differences on the final endpoint, and
make it impracticable.

Correct. This has been covered in the text.

128

EFPIA

P12, L41/42

The follow-up of safety is part of the
regulatory follow-up, in particular riskmanagement plans. We would therefore
suggest adding a reference to
Pharmacovigilance systems for
monitoring and control of
pharmaceuticals at the end of this

See answers to comments 40, 57 and 110.
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paragraph.
It should also be acknowledged that in
some disease areas, in particular niches
and orphan diseases, large safety
databases might not be feasible.
129

EFPIA

p. 12, L.44-50

Even in the case of re-assessment, data
on final endpoints might not be available.
Furthermore, limiting the provision of
data only on morbidity and mortality
endpoints seems narrow and does not
take into account e.g. quality of life.

See answer to comment 126.
In addition, HRQoL is not a final outcome and is never
sufficient alone.

130

EFPIA

p.12, L.49 & p.15

The reference is given as “EMA 2007”.
Does this refer to l30 on page 15
(bibliography)?

It is the reference 22.

131

EMA

Page 12 line 56

Suggested to insert “…endpoints even
after a long period of time, such as in
rare diseases (…”

The suggestion is not inserted, since the meaning of the
text is clear enough

132

Clinic
Mathilde
Rouen

Page 13

In oncology the use of surrogate
endpoints such as progression free
survival has not the same impact in
adjuvant or metastatic disease. PFS
could be use as a surrogate endpoint in
metastatic disease probably if coupled
with quality of life assessment but not
predominantly in the adjuvant setting
where this endpoint could be more
important as compared to overall
survival.

Agreed, your suggestion has been incorporated in the
text
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Would the validation of a surrogate
according to the standard set out above
not be equally impossible in these
situations?

Response by author

133

EMA

Page 13 lines 1-2

134

EMA

Page 13 line 5-6

The recent regulatory guidance sees
Progression-Free Survival rather as a
self-standing benefit in several cancers.
Progression Free Survival is in many
cases considered a valid endpoint for full
approval, only in cancer stages with
limited overall survival, overall survival is
requested, from current draft GL:
”Convincingly demonstrated favorable
effects on overall survival (OS) are from
both a clinical and methodological
perspective the most persuasive
outcome of a clinical trial. Prolonged
progression-free or disease-free
survivals (PFS/DFS), however, are in
most cases as such considered relevant
measures of patients benefit, but the
magnitude of the treatment effect should
be sufficiently large to outbalance toxicity
and tolerability problems.”

See answer to comment 132.

135

EFSPI/PSI
HTA
Special
Interest
Group

P13/L5

There are many cancer indications where
disease progression is clinically relevant
to a patient. Thus an agent which delays
PFS implies a prolonged period of
acceptable health. Thus it is misleading
to treat PFS only as a surrogate for
overall survival.

See answer to comment 132.

See answer to comment 132.
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It is unclear which “opinions” are referred
to. Is it rather about decisions about the
place of a new pharmaceutical in clinical
practice or about reimbursement?

Response by author

136

EFPIA

p. 13, L. 8

137

EMA

Page 13 lines 15-16

Extrapolation to a different population
may not necessarily fall under the topic
of surrogate endpoints

Agreed, the sentence has been revised in the text

138

OSTEBA

Page 13, line 13

Although HPV is a well-known acronym,
its meaning should be either given or
included in the acronym list.

Accepted, the acronym has been added

139

OSTEBA

Page 13, line 19 & 20

Although CIN3 and CIN1 are a wellknown acronym, its meaning should be
either given or included in the acronym
list.

Accepted, the acronyms have been added

140

EFPIA

p.13, L. 19-20

What does “loose” mean?

“Loose” has been deleted

141

EFPIA

p.13, L.22-28

The surrogate parameter (even if being
the primary objective) is only one
variable among others. When assessing
the results of e.g. a clinical trial, all
variables have to be taken into account
during assessment and interpretation.
The description of the example does not
seem to be appropriate for a guideline
and might better be suited in the
summary of relevant literature section
rather than in the conclusion section, if it
was to be included.

The point that all parameters have to be considered for
REA is relevant and it has been made in the guideline.
We only bring examples because many readers think
they are helpful.

142

EMA

Page 14

Numbering of reference is missing

Accepted, done

The sentence is removed
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143

EFPIA

p.16 ,L.2

Was this a systematic literature search?

Yes

144

OSTEBA

Misprint. an  and.

Corrected

145

OSTEBA

Page 19, 2nd row, last
column
Page 19, 4th row, 3rd
column

When read for the first time, the question
mark doesn’t make sense. Suggested
rewording: The study aimed to answer
the following questions: which criteria
need to be fulfilled for a surrogate
parameter to be considered a valid
endpoint?...

The phrase has been reworded as suggested

146

OSTEBA

Misprint. incorporationg  incorporation.

Corrected

147

OSTEBA

Unexpected capital letter: ‘hierarchy For’

Corrected

148

OSTEBA

Page 20, 3rd row, last
column
Page 21, last row, last
column
Page 22, 1st row, last
column

end point  endpoint (for consistency
with the rest of the text). Twice.

Corrected
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Comments have been provided by
1

Organisation
Clinic Mathilde
Rouen

Name
Nicolas Albin

Email
n.albin@wanadoo.fr

Address
Clinic Mathilde Rouen
Unité d’oncologie et d’hématologie
Clinique Mathilde
7 bd de l’Europe
76100 Rouen
Tel: +33 2 32 81 10 89

2

EFPIA

Edith Frénoy

e.frenoy@efpia.eu

EFPIA
Rue du Trône 108
1050 Bruxelles
Tel : +32.2.62.62.548

3

EMA

Andrea Buzzi

4

EuropaBio

Aleksandra
Krygiel-Nael

andrea.buzzi@ema.euro
pa.eu
a.krygiel@europabio.org

Not provided
EuropaBio
Avenue de l’Armée 6
1040 Brussels Belgium
Tel : +32. 2. 739.11.82

5

GlaxoSmithKline

Mike Chambers

mike.g.chambers@gsk.c
om

GlaxoSmithKline
980 Great Wet Road
Brentford, Middlesex TW8 9GS
United Kingdom
Tel: +44 (0)7920 567818

6

7

European
Federation of
Statistics in the
Pharmaceutical
Industry (EFSPI) /
Statisticians in the
Pharmaceutical
Industry (PSI)
HTA Special
Interest Group
[EFSPI/PSIHTASI
G]
LEEM

Chrissie Fletcher,
HTA SIG Chair

fletcher@amgen.com

Address not provided
Tel: +44 1223 436264

Catherine Lassale

classale@leem.org

LEEM
88 rue de la Faisanderie
75016 Paris
Tel : +33 (0)1 45 03 88 04

8

Novartis

Jennifer Cain

jennifer.cain@novartis.c
om

9

OSTEBA

Maider Mateos &
Itzar Etxeandia

evaluacionosteba@ejgv.
es
i-etxeandia@ejgv.es

Novartis
Novartis Campus Forum 1,
CH-4052
Basel, Switzerland
Tel: +41797857397
OSTEBA
Olaguibel 38,
01004 Vitoria Spain
Tel: +34 94516653
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10

RC CEE&Ph

Olga Rebrova

o.yu.rebrova@gmail.com

RC CEE&Ph
Usievicha 15-28,
Moscow 125315, Russia
Tel: +7 910 404 23 59

11

Swedish Council
on HTA (SBU)

17.
(direct&indirect):
Sten Anttilla
18.
(clinicalendpoints)
: Sigurd Vitols
19. (safety):
Mans Rosén
20. (hrqol):
Emelie Heintz
21.
(internalvalidity):
NO NAME

17: anttilla@sbu.se

18: vitols@sbu.se

19: rosen@sbu.se
20: heintz@sbu.se
21: NO NAME

The Swedish Council on Health
Technology Assessment, SBU
Box 3657,
SE-103 59
Stockholm, Sweden
17: Tel: +46 (0)8 412 32 75
18: Tel: +46 (0)8 412 32 91
19: Tel: +46 (0)8 412 32 24
20: Tel: +46 (0)8 412 32 04
21: Tel: +46 (0)8 412 32 00

3

Compilation of comments on draft guideline on Safety

N°

Organisatio
n

Chapter

Page &
Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
EFPIA

General
comment
s on all
document
s

We refer to the EFPIA general comments to the first
batch of draft guidelines on relative effectiveness
assessment, which remain accurate for the second
batch of draft guidelines.
Overall, we note that the draft guidelines are a
summary of current good practices and are similar to
those found in a number of sources (e.g. ISPOR Good
Research Practices, Cochrane Handbook etc), but
recommendations are less clear.

1

We also underline the need to ensure alignment and
consistency with regulatory guidance, in order to avoid
any unnecessary duplication between regulatory and
relative effectiveness assessment, both at the time of
launch and over time. In this respect, we note that
relative effectiveness data is expected to develop and
evolve during a product’s life cycle. Not all of the
guidelines cover this evolution of data type and
availability during a product’s life-cycle. It would be
helpful to address this systematically in each guideline
and consider how post-marketing inputs to REA could
address some of the uncertainties inevitable at initial
assessment.

Across the guidelines it becomes clearer that the
intention of EUnetHTA is to work on REA to support

Comment acknowledged. It is correct that the basis of the
work was an overview of the “state of the art” for each
guideline topic in each EU country. For many topics, there
is convergent view on evidence requirements for REA; in
some areas divergences exist. Statements will be
introduced to highlight situations where recommendations
are based on consensus and where consensus does not
exist. In these cases and more generally to discuss
evidence requirements during the development of a health
technology, EUnetHTA has put in place early dialogues
with technology developers and multiple HTA bodies.
Evidence requirements for HTA in a specific condition will
be completed with elaboration of disease-specific
guidelines for technology development. For REA draft
guidelines including disease-specific ones, existing clinical,
regulatory and HTA guidelines will always be checked and
requirements aligned when adequate. EMA-EUnetHTA
collaboration on this topic has been put in place and will be
pursued in the framework of EUnetHTA JA2. However,
different requirements may exist as the regulatory and
HTA assessments answer different questions.
Post-marketing and observational studies are out of scope in the
JA1. Post-marketing inputs to REA may be addressed in JA2 if
decided so by EunetHTA partners.
Guidelines are primarily aimed to support HT assessors to
critically appraise manufacturers’ submissions; in addition,
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GENERAL COMMENTS

EFPIA

2

General

decision-making and concretely product
reimbursement decisions. This would benefit from
being clarified in the EUnetHTA mandate and
recommendations, as well as to discuss some of the
implications in term of impact of European guidelines
on national decision-making. Overall, it is important to
ensure that any requirements set out by EUnetHTA are
feasible and reasonable and take into account the
difference in levels of development of systems across
Europe today.

manufacturers may take guidelines recommendations into
account when preparing submissions. Indeed, EUnetHTA
guidelines could contribute to alignment of assessment process
and methodology carried out across Europe. There is no
intention to align national decision making.

Safety profiles of new pharmaceuticals are extensively
reviewed and assessed by EMA, who are in charge of
safety surveillance of pharmaceuticals marketed
across Europe. To avoid duplication of efforts/
contradictory recommendations we encourage close
collaboration with EMA on also this topic. We note that
the guideline in several instances qualified the quality
of adverse event reporting in RCTs as being poor. We
underline that due to regulatory requirements, the
safety reporting in such studies is highly standardized
and complete (as evidenced by the high overall
adverse event rates in such studies, even in the
placebo arms).

The collaboration between EMA and HTA bodies is indeed
necessary and is currently being put in place on this important
topic.

Likewise, Industry is a major stakeholder in producing,
synthesising and reporting safety information, including
in the manufacturer dossier submitted to HTA
Agencies and pricing-reimbursement bodies. There is
a clear potential for synergy, resource optimisation,
and avoided redundancy by a tri-partite EUnetHTAEMA-Industry harmonisation work.

Comment acknowledged. Stakeholders involvement will be
further strengthened and process itself reviewed and amended
in the framework of EUnetHTA JA2 productions.
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GENERAL COMMENTS
The draft guideline includes a lot of discussion on
general methodology (such as assessment of the
quality of observational studies and RCTs, reporting
standards for literature searches (e.g. section 2.5.1),
and is not focusing solely on safety aspects.
Furthermore it tends to focus on adverse events and
makes little reference to identified and potential risks.
The assessment/ interpretation of safety related
endpoints need to be carried out in the context of
exposure.
There is no reference made to exposure (definition,
collection, analysis). Since potentially different
database (e.g., clinical, surveillance, etc) are used,
different level of granularity of exposure data are
provided. Appropriate analysis and summary results
template need be provided.
Similarly AE reversibility data is missing in the
discussions of definition, quality and analysis.
Some guidance on appropriate statistical analyses of
safety data would be welcomed. For example, special
techniques are often required due to rare events. It is
proposed that the assessor should focus on
quantifying the magnitude of effect and associated
uncertainty, and not rely on under- or over-powered
statistical tests that may not reflect clinical importance.
EuropaBio
3

General

The emphasis on correct terminology and the
formatting of reporting in a REA is both useful and
appropriate.

Agreed. The text has been updated.
The text has been updated. In the paragraph 2.5.1 it has been
suggested for each study to report and take into account the
exposure to the treatment and in the paragraph 2.5.2 the
duration and reversibility of adverse effects. Definitions of
reversibility of adverse effects and exposure were not given.

Guidance on statistical analysis of safety data is out of scope of
this guideline.

Agreed.
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GENERAL COMMENTS
GlaxoSmithK
line

4

General
(All
Guidelines
)

We applaud the initiative of EUnetHTA to develop
methods guidelines to support the good conduct of
relative effectiveness assessments of pharmaceuticals.
However we have some general points to raise at this
stage that are applicable to the guideline development
programme as a whole:
 Some more clarity on the purpose and intended use
of the guidelines would be helpful, in the form of a
standard introduction to each guideline. This might
include a brief rationale for the choice of topics
selected and future topics to be covered, and the
planned timing for reviews/updates of each
guideline. The status of these guidelines vis-à-vis
national guidelines on methods for HTA assessment
could be clarified.
 There guidelines should be complementary with
minimal overlap: the whole set should be reviewed
together to ensure cross-referencing, and
avoidance of duplication.

The primary objective of EUnetHTA JA1 WP5 guidelines is to
focus on methodological challenges that are encountered by
HTA assessors while performing REA of pharmaceuticals. See
answer to comment 1, point 2.
Each guideline already contains the scope and problem
statement that was the reason for choosing a given topic.
Timings for reviews and updates of each guideline will be
discussed and established in JA2.

Accepted.

 There are a number of authoritative guidelines
developed by national and international
organisations (for example ISPOR, SMDM,
Cochrane) and it would be useful to check for
overlap/consistency with these documents. In
particular it is important to check for consistency
with guidance covering the same methodological
areas developed for regulatory assessments.

Partly accepted.
EUnetHTA guidelines give EUnetHTA methodological
recommendations for REA of pharmaceuticals, so consistency
will not always be possible.
However, while elaborating new general and disease-specific
guidelines, existing clinical, regulatory and HTA guidelines will
be checked and requirements aligned when adequate.

 It would be useful to highlight more clearly within the
guidelines areas where there is less consensus
across HTAs in specific methodological aspects

Accepted.
See answer to comment 1. Statements will be introduced to
highlight situations where recommendations are based on
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GENERAL COMMENTS
related to HTA (and where therefore strong
recommendations cannot be made in a guideline).
For example, GSK’s experience is that there is a
divergence of views across national reimbursement
agencies in particular in the choice of relevant
comparator, the strength of evidence from indirect
and network meta-analyses and the status of
evidence for intermediate endpoints.
 The focus of these guidelines appears to be on the
evidence (largely from clinical trials) likely to be
available at the time of launch of a new medicine
and therefore potentially included in submissions to
reimbursement/HTA agencies at this stage.
Valuable relative effectiveness data, especially from
observational studies, may become available at
later stages and may be available for later
submissions or (planned) reviews that may be
undertaken by HTA organisations. Such data may
indeed be collected through managed access
schemes that are agreed with reimbursement
authorities and may serve to clarify or reduce
inherent uncertainties at the time of the first
appraisal. There is increasing interest in pragmatic
trials (which may make use of existing electronic
data collection systems) which if executed as Phase
3b studies may deliver valuable information in time
for reimbursement submissions.
 Some key areas appear to be missing from this first
set of guidelines. For example: interpretation of data
from superiority vs non-inferiority studies,
systematic reviews of effectiveness and safety
(which merit a separate guideline to ‘direct and

consensus and where consensus does not exist.

Correct.
Observational studies and pragmatic trials are not in scope of
JA1, but may be covered in JA2 if decided so by EUnetHTA
partners.
Initiatives such as Innovative Medicines Initiative “Incorporating
real-life clinical data into drug development” may be helpful in
this field.

Thank you for these proposals. Some are general
methodological issues, not specific for REA (such as superiority
vs non-inferiority studies), some are already done by others
(systematic reviews of effectiveness and safety) and some are
out of scope in JA1 (prospective observational studies of
effectiveness including registries and retrospective observational

8
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GENERAL COMMENTS
indirect comparisons’), utility assessment (which
should be separated out from health related quality
of life), prospective observational studies of
effectiveness (including registries – especially but
not only focusing on control of bias) and
retrospective observational studies (including
database analysis). Pragmatic controlled trials may
also merit special attention, as might the role of
modelling in relative effectiveness assessments.

5

GlaxoSmithK
line

General

studies including database analysis). The latter may be covered
in the JA2 if decided so by EunetHTA partners. Indeed, in the
framework of JA2WP7, areas where methodology guidelines
appear useful will be identified and stakeholders will be asked for
input. The process itself will be discussed and elaborated at the
beginning of JA2.

 Some of the draft guidelines are written more in the
form of a literature review or working document than
a guideline for HTA assessors. Generally the
documents have a lengthy section 2 (Synthesis of
literature) and a relatively short Section 3
(Discussion). The Discussion section could be
expanded to focus more on the needs of the
primary customer (assessors for National HTA
organisations): what are the key issues to look for
when performing an assessment?, and provide a
better link back to the recommendations section.
This might have to be done at the expense of some
of Section 2 (Synthesis of literature), which could be
shortened in some of the guidelines (especially
Health Related Quality of Life and Utility measures).

See answer to comment 1.
Comment acknowledged. Adaptations will be done where
possible.

EPAR: It is important to establish what this Guideline
adds to existing material in relation to regulatory
process (EPAR) and on-going risk management

The aim of this guideline and the position with respect to the
regulatory authority assessment was specified at the beginning
of the document, in particular in the paragraph 1.2.

9
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GENERAL COMMENTS
planning (RMP).

6

GlaxoSmithK
line

General

COMPARABILITY: reference should be made to the
Guidance on Indirect comparisons to assess
heterogeneity and comparability across studies.

The reference has been added in the paragraph 1.4. Related
EUnetHTA documents.

GlaxoSmithK
line

General

BIAS: Observational studies are covered in a cursory
manner, but are an important source of safety data
especially after launch. The document should highlight
the methodologies that reduce bias and improve
validity of observational studies, introducing text such
as: ‘Recent developments in pharmacoepidemiologic
methods limit the potential for bias, and thus increase
the value of non-experimental comparisons of intended
drug effects. These methods include instrumental
variable methods [7,8], the new user design [9], the
use of a comparator drug with a similar indication to
that of the index drug [10], propensity scores [11], and
simple improvements such as eliminating immortal
person time [12] and reducing selection bias by not
censoring follow-up when a person stops taking a drug
[13,14].’ Reference: Stürmer T, Carey T, Poole C.
ISPOR Health Policy Council Proposed Good
Research Practices for Comparative Effectiveness
Research: Benefit or Harm? Value in Health
2009;12(8):1042-3.

We agree that observational studies have an important role and
their contribution in safety assessment and in different sections
of the document was specified. Discussing methodological
aspects not only directly related to safety assessment is out of
scope of this guideline.

GlaxoSmithK
line

General

The authors mention relative risk when comparing the
two drugs. Relative risk may not be the only effect
measure important to capture: suggest
adding/including absolute risk (difference), especially
in the case of very rare outcomes. Conceptually,

The absolute risk has already been included.

7
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GENERAL COMMENTS
population attributable risk is also important for drugs
that are widely used.
HTA SIG

General

Summaries, analyses and interpretation of safety data
should also take into account exposure to treatment. It
is recommended to add some guidance on this into the
guideline.

Among characteristics of the studies to be reported the duration
of study was mentioned. In the paragraph 2.5.1 it has been
added: “It is important to consider the patients exposure to the
treatment.”
Moreover the following sentence has been added to the
paragraph concerning the quantification of adverse effects in
terms of frequency, incidence, severity and seriousness: “The
description of adverse effects in terms of duration and
reversibility is advisable to understand their burden, taking into
account the exposure to treatment”. The Patient-years of
exposure have been added among measures to report results.

HTA SIG

General

The guideline should direct assessors to focus on
quantifying the magnitude of the comparative
difference in safety parameters between treatments,
and the associated uncertainty. It should advise them
not to rely solely on statistical tests that may not reflect
clinical significance of the findings.

In the paragraph 2.5.3 it has been reported.” The evaluation of
the clinical relevance should be performed taking into account
the condition for which the treatment is used and the comorbidities of the population”

We have no major remarks on the methodology of the
5 guidelines.
But it would be helpful to consider how post marketing
inputs to REA could address some of the uncertainties
inevitable at initial assessment. Each document could
comment on the role of observational data sources.

This guideline explained the contribution of observational studies
in safety assessment (in particular in the paragraph 2.3.3) and
stressed the importance of post-authorisation data also in the
light of the new pharmacovigilance legislation.
See also answer to comment 1.

Definitions are to be clarified (eg : “relevant”,
“important”) and some of them appear to be obsolete.
The description of PSUR seems out of date

PSUR description has been updated according to the Guideline
on good pharmacovigilance practices (GVP). Module VIIPeriodic safety update report. Data for coming into effect: 2 July

9

10

LEEM

11

LEEM
12

OVERALL
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GENERAL COMMENTS

NOVARTIS

Overall –
general

The language is written in a flexible way which can be
open to multiple interpretations. This could present
challenges for implementation at a European level,
given that soft language can be open to multiple
interpretations and biased based on HTA skill levels.

NOVARTIS

Overall technical

It remains unclear how multiple adverse events are
balanced in the end, e.g., if a new product reduces
vomiting but increases to the same extent the risk of
local skin irritation. Does that mean no benefit? How
are multiple endpoints handled in general in such
assessments? This is a relevant issue not covered.
Testing different subpopulations post-hoc increases
also the risk of artificial signals.

13

14

2012 . Available at:
http://www.ema.europa.eu/docs/en_GB/document_library/Scienti
fic_guideline/2012/06/WC500129136.pdf
Examples of “flexible language” would be useful to understand
what changes are needed.

The clinical relevance of the event and impact on the
discontinuation of the treatment should be considered. The
clinical relevance should be evaluated taking into account the
condition for which the treatment is used and the co-morbidities
of the population.
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1

RC CEE&Ph

4 / Acronyms

Please add SPC, MSAC, SOC

Accepted.

2

RC CEE&Ph

It seems better to use “frequency category” instead of
“frequency”, in order not to confuse frequency
categories and incidence.

Accepted.

3

OSTEBA

5/
Recommendatio
n1
13/8
20/28
Page 5, line 17

Although MedDRA is a quite well-known acronym, its
meaning should be either given or included in the
acronym list.

Accepted.

4

OSTEBA

Page 5, line 19

The meaning of EPAR, SPC and RMP should be either
given or included in the acronym list.

Accepted.

5

HTA SIG

Page 5, line 19

Is “rapid assessment” defined?

Yes, it is defined in the Model for REA.

6

EuropaBio

Page 5, 20-21
and 27-36

The objectives of HTA assessors when evaluating
relative safety are appropriately laid out, but the
emphasis needs to be on “relative” i.e. the last
mentioned function of comparing the safety profile of
the pharmaceutical to the safety profile of the
comparator. The REA should not attempt to duplicate
or expand on the assessment of absolute safety
already carried out by the regulator. The HTA REA
should be concerned primarily with “relativity”.

This concept seems to be stressed enough in the
document. For instance in the chapter 1.2 we
reported: “In the context of safety two different
evaluations are performed:
- The benefit-risk assessment carried out by
regulatory authorities, during the preapproval
phase
to
grant
marketing
authorisation and continuously during the
post-approval phase taking into account new
risks or changes in known risks.
- The relative safety assessment of a medicine
or a class of medicines, conducted by HTA
assessors. In this case the safety profile of a
pharmaceutical is compared to the safety
profile of the comparator(s) belonging to the
same or different therapeutic class and to the

13
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safety profile of non pharmaceutical
alternatives (when available). “
7

HTA SIG

Page 5 lines 2730

Sentences are worded to suggest this is a benefit-risk
assessment of the new treatment, which is what the
regulators would do to grant a license. Suggest
rewording “with benefits” to “..with an assessment of
the comparative benefits..” and reword “..a balanced
assessment of the pharmaceutical…” to “…a balanced
assessment of the relative effectiveness assessment
of the pharmaceutical…”

8

HTA SIG

Pages 5-7
Recommendatio
ns 1, 2, 5, 6,
and 7

Should this differentiate between a relative safety
assessment performed at launch versus one
performed post-launch? The former would be the EMA
assessment of the available evidence in the regulatory
filing (assuming minimal effectiveness data available
between filing and launch)

9

Clinic
Mathilde
Rouen

Recommendatio
n1

It is necessary to compare the safety profile of the
pharmaceutical compound with its comparator but in
certain case for ex ‘Provenge in prostate cancer” we
have to integrate the procedure in the determination of
the safety profile and not exclusively the drug. In the
case of Provenge patients have to accept harvest of
blood cells in the experimental arm and not in the
comparator arm. The harvest of blood cells may
certainly induce adverse effects.

Accepted. In the paragraph 1.2 the following
sentence has been reported: “In some cases it could
be also necessary to consider how both the
intervention and the comparator are administered
and if the different procedures may contribute to the
occurrence of adverse reactions.”

Other aspects may be helpful, such as:
- To understand the prevalence of any AE for the
duration of the study to understand the overall

Among characteristics of studies to be reported the
duration of study was mentioned. In the paragraph
2.5.1 it has been reported: “It is important to consider

10

EFPIA

p. 5,
recommendatio
n1

Accepted. The sentence has been changed as
follows: “ Finally, the assessment of relative safety
should be performed between the pharmaceutical
and its comparator(s) with special regard to the most
frequent, serious and severe adverse reactions. This
assessment together with the assessment of
comparative benefits will contribute to establish a
balanced assessment of the relative effectiveness of
the pharmaceutical and to decide upon the possible
consequences on coverage decision.”
Yes, it differentiates the first assessment for
reimbursement purposes which is close to marketing
authorisation and the re-assessment at a later phase
of the product’s life cycle.

Moreover the different procedures may have also an
impact on the probability of medical errors.
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-
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11

EMA

12

EMA

13

EFPIA

Page 5
recommendatio
n 1 first bullet
point
Page 5
recommendatio
n 1 second
bullet point
p. 5,
recommendatio
n2

impact of the AE on the population.
Also at an individual patients level not just the
frequency but also the duration of any particular
AE to better understand the overall burden of a
toxicity profile.
understand the outcome of the AE – recovered /
reversible’irreversible.
approach to analysis of AE – descriptive only in
terms of relative frequency or severity or more
formally analysed statistically for AEs of particular
relevance/interest.

the patients exposure to the treatment.”
Moreover the following sentence has been added in
the paragraph concerning the quantification of
adverse effects in terms of frequency, incidence,
severity and seriousness: “The description of adverse
effects in terms of duration and reversibility is
advisable to understand their burden, taking into
account the exposure to treatment”. The Patientyears of exposure have been added among
measures to report results.

Suggested to rephrase as follow: To identify
data on adverse reactionsthe adverse events

Accepted.

Suggested to rephrase as follow: To quantify
adverse reactionsthe adverse events in terms of…

Accepted.

It is important to take into consideration the identified
and potential risks as identified by EPARs and RMPs
(if available).
What is the recommendation for assessment of rare
adverse event which whilst infrequent may be
impactful. Would a modelling approach to both likely
incidence and impact ever deployed for these rare
events?

Accepted. The wording has been changed as
follows: “The “important identified” and “potential”
risks associated with use of the product, according
to the RMP. These should include only the
important identified and potential adverse
events/reactions, important identified and potential
interactions with other medicinal products, foods
and other substances, and the important
pharmacological class effects.”
In regard to the second comment a reference to the
guideline on direct and indirect comparison has
been given at the beginning of the document.
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14

NOVARTIS

5
Recommendatio
n2

Focusing on most frequent and serious events may
censor important differences. E.g. vomiting and
nausea may not be serious and or very frequent
(usually headache, back pain, nasopharyngitis etc.) but
relevant for patients to discontinue therapy.

15

EuropaBio

Page 6

Above point applies to recommendation 1

16

EMA

Suggested to rephrase as follow: - The most frequent
adverse reactionsevents

17

EMA

Page 6
recommendatio
n 2 first bullet
point
Page 6
recommendatio
n 2 second
bullet point

Suggested to rephrase as follow: All Sserious adverse
reactionsevents considered relevant by physicians and
patients .
Comment: How this will be determined? It should be
more predictable to consider serious adverse
reactions, since they always be relevant, and there is a
definition for their identification

18

EMA

Page 6
recommendatio
n 2 second
bullet point

This statement is too vague. I would suggest to focus
on the”important identified” and”potential” risks
associated with use of the product, according to the
RMP. These should include only the important
identified and potential adverse events/reactions,
important identified and potential interactions with

Accepted. The wording has been changed as
follows: “The “important identified” and “potential”
risks associated with use of the product, according
to the RMP. These should include only the
important identified and potential adverse
events/reactions, important identified and potential
interactions with other medicinal products, foods
and other substances, and the important
pharmacological class effects.”

Accepted

Accepted. According to the following comment the
wording has been changed as follows: “The
“important identified” and “potential” risks
associated with use of the product, according to the
RMP. These should include only the important
identified and potential adverse events/reactions,
important identified and potential interactions with
other medicinal products, foods and other
substances, and the important pharmacological
class effects.”
See answer to comment 17.
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other medicinal products, foods and other substances,
and the important pharmacological class effects.
19

20

Clinic
Mathilde
Rouen
EMA

21

SBU

Recommendatio
n3

THE Use of mEDra dictionary can be challenge by the
use of the CTCAE 4 SCALE?

The comment was not well-understood.

Page 6
recommendatio
n3
P6
recommendatio
n4

Suggested to rephrase as follow:… MedDRA
Dictionary for describing adverse reactionsevents

Accepted.

It stands that the main sources of information are RCT
and that additional sources like observational studies
could be included. For adverse events observational
studies are at least as important as RCT as you later
refer to Golder et al. The events are usually
unexpected and therefore not anticipated and less
likely to be biased. The observational studies show an
unselected population and have usually longer followup periods. These advantages are not shown in this
recommendation. Actually, the case of aprotinin shows
the overconfidence in RCT in studies of adverse
events and reluctance to observational studies. I could
give you several references.

The advantages of observational studies were
reported in the paragraph 2.3.3:
“In some cases, observational studies provide a
wider number of participants observed for a longer
period of time and may be more likely to capture rare
and
long
term
events”.
Moreover
the
recommendation 4 has been changed as follows:
“Main sources of information of HTA assessors are:
-

-

22

EuropaBio

Recommendatio
n4

Recommendation 4: Depending upon the approach
taken by the HTA agency, unpublished full study
reports (e.g. for Phase III RCTs) may be included in
the dossier.
Suggest: add a 4th bullet: unpublished full study reports

EPAR, SPC and RMP (when available)
Published and unpublished (where acceptable
under the specific HTA system guidelines)
randomised clinical trials
Manufacturer dossier
Unpublished full study reports
(where
acceptable under the specific HTA system
guidelines)
Observational studies”

Accepted.
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(where acceptable under the specific HTA system
guidelines)
23

NOVARTIS

6
Recommendatio
n4

Case reports have to be considered very carefully. As
there is no comparative group the background rate of
the AE in the overall population not taking the drug has
to be considered to avoid overestimation of the effects.
Moreover, double reporting can also not be excluded.

Limitations of the case reports had been reported in
the paragraph 2.3.4.

24

EMA

Suggested to rephrase as follow: 2.3 Identification of
adverse reactionsevents: sources of information

Accepted.

25

EMA

Page 6
recommendatio
n4
Page 6
recommendatio
n 4 third bullet
point

Suggested to rephrase as follow:
Observational studies
-Manufacturer dossier

Not accepted. Manufacturer’s dossier is a part of
assessment file and will not be deleted.
The wording has been modified as follows: “Main
sources of information of HTA assessors are:

However additional sources of information could be
included (observational studies, published case
reports, pharmacovigilance data and country
registers).

-

-

26

EFPIA

p. 5,
recommendatio
n5

When discussing bias, a cross reference to the
EUnetHTA guideline on Internal Validity could be
added, as most of the principles in that guideline apply
equally to safety data.

EPAR, SPC and RMP (when available)
Published and unpublished (where acceptable
under the specific HTA system guidelines)
randomised clinical trials
Manufacturer’s dossier
Unpublished full study reports
(where
acceptable under the specific HTA system
guidelines)
Observational studies”

To assure consistency with other guidelines, the
reference to other relevant EUnetHTA guidelines is
reported at the beginning of the document in the
paragraph 1.4.

If using spontaneous reporting regimes and real-world
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data, care has to be taken to consider the impact of
‘launch awareness’ and the fact that early adopters of
new medicines may be very different in terms of
underlying risk.
27

EMA

Page 5 line 11

Suggested to rephrase as follow: For this reason
beneficial and adverse eventsreactions/effects should
be…

Accepted.

28

EMA

Page 5 line 13

Suggested to rephrase as follow: … is well recognized
the assessment of adverse reactions/effectsevents is
still more

Accepted.

29

EFPIA

p. 5, l. 16

Could you please provide examples of “misleading and
misused” terminology?

The sentence has been deleted.

30

EFPIA

p. 5, l. 19

EPAR, SPC, RMP need to be defined when they are
first introduced in the document

Accepted.

31

EMA

Page 5 line 19

Suggested to rephrase as follow: … should be used for
describing adverse reactions/effectsevents.

Accepted.

32

EMA

Page 5 line 19
word “available”

The RMP is not a public document. Only the Summary
of the RMP and the Summary Tables of the RMP are
available.

Accepted. Following sentence was added to the
paragraph 2.3.1: “A summary of the RMP will be
publicly available according to new European
legislation.”

33

EMA

Page 5 line 20

Suggested to rephrase as follow: … rapid assessment
just after the marketing authorization of a medicine, the
…

Accepted.

34

EMA

Page 5 line 21

Suggested to rephrase as follow: … RMP (when
available), manufacturer’s dossier and published and

Not accepted. Manufacturer’s dossier is a part of
assessment file and will not be deleted
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…
35

EMA

Page 5 line 23

Suggested to rephrase as follow: … apart from the
potentialrisks of bias of studies …

36

EMA

Page 5 line 31

Suggested to rephrase as follow: … reactionsevents.
This assessment together…

37

EMA

Page 5 line 36

Suggested to rephrase as follow: … may contribute to
the occurrence of adverse reactionsevents.

38

EFPIA

p.6,
recommendatio
n2
p.13, line 22

Serious adverse events are specifically defined by
regulatory authorities. Therefore there is a need to
define “relevant” event and clarify if needs to be
relevant for one or both of patients and physicians. For
example, all serious adverse events considered
causally related by the treating physician that could
have an unfavorable impact on patients or public
health.

39

GlaxoSmithK
line

For observational studies in claims databases and
electronic health records, other terminology may be
used for AE assessment (ICD-9, ICD-10, READ).

Accepted. The sentence has been added to the
paragraph 2.2.

40

EFPIA

P6,
Recommendatio
n3
P13, Section 2.2
p.6,
recommendatio
n4
p.14, lines 15-17

Suggest adding a reference to the role of PSURs.
These examine the overall safety profile as part of an
integrated benefit-risk evaluation. Only a small
proportion of issues would be classified as important
potential or identified risks and so be included in the
RMP. However, it is acknowledged that at the time of

A reference to the role of the PSUR is given in the
paragraph 2.3.1 (data at post-approval phase).
PSUR may be available for products if authorised for
other conditions, for products belonging to the same
therapeutic category and for the comparator(s).

Not accepted. We prefer to keep the term “risk of
bias”.
Both in the Cochrane Handbook and in EUnetHTA
internal validity guideline the term “Assessing risk of
bias” is used.
Accepted.

Accepted.

Accepted. The wording has been changed as
follows: “The “important identified” and “potential”
risks associated with use of the product, according
to the RMP. These should include only the
important identified and potential adverse
events/reactions, important identified and potential
interactions with other medicinal products, foods
and other substances, and the important
pharmacological class effects.”
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rapid assessment, PSURs may not yet be available.
41

EMA

Page 6
recommendatio
n5

Suggested to rephrase as follow:
It is necessary to evaluate both the potentialrisks of
bias of sources of information and the quality of data
on adverse reactionsevents.
Methods used to assess the potentialrisk of bias
should be clearly described and results should be
reported. It should be clearly explained how the
information on potentialrisk of bias will be used in the
synthesis of data.
To assess the data on adverse reactionsevents, HTA
assessors should evaluate how the adverse events
were collected and reported in the studies.

Except for the term “adverse reactions” the proposed
changes were not accepted.
See answer to comment 35.

Useful questions to assess how the adverse events
are collected:
Were definitions given of reported adverse
effects?
How were adverse effects data collected:
prospective/routine monitoring, spontaneously reported
by patients reporting, patient checklist/
questionnaire/diary; systematic survey of patients? …
42

GlaxoSmithK
line

P6,
Recommendatio
n5

Consider adding: ‘Were specific adverse events
independently adjudicated and/or confirmed by chart
review?’ after ‘Useful questions to assess how the
adverse events are reported’. It is also important to
evaluate for effect measure modification or differences
in AE rates among patient subgroups (e.g. by gender,
age, genetics, etc.).

Accepted. Following sentence has been added to
the paragraph 2.4.2: “If adverse events are
independently adjudicated and/or confirmed by chart
review, they should be evaluated.” The second point
has been included in the paragraph 2.5.2.

43

HTA SIG

Page 6

How does this assessment differ from what EMA does

HTA assessors should assess both the risk of bias
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44

EFPIA

Recommendatio
n5

when the review the regulatory filing, is this a
duplication of efforts at launch of a new therapy?

p.6,
recommendatio
n 5 p.18, l. 4247

It may also be helpful to understand recommendations
in terms of management guidelines for particular AEs
to understand better how they were managed.

and the quality of data on adverse effects and take
them into account at the moment of reporting and
analyzing the results. Moreover, additional sources of
information other than those considered by regulatory
authority might be considered and evaluated by HTA
assessors..
Accepted. The text has been modified accordingly.

It is important to clarify if referring to “adverse effects”
(at least reasonable possibility of causal relationship)
or “adverse events” (not necessarily causal
relationship with product). The text here interchanges
both terms.
45

EMA

Page 7
recommendatio
n7

Suggested to rephrase as follow:
…
Adverse events which are common and serious should
be reported separately.
If possible, the adverse events should also be provided
by severity grade.
When adverse events are collected from different
study designs and when the degree of heterogeneity is
high the data cannot all …

Not accepted. The reason for deleting the sentence
was not well-understood.

46

GlaxoSmithK
line

Confidence intervals should also be included for
absolute risk and incidence rates.

Accepted.

47

EFPIA

P7,
Recommendatio
n7
p.7,
recommendatio
n7
p. 21, section

Patient-years of exposure is missing from the list of
measures (needed to calculate incidence rates); also
the analysis set must be reported (e.g. safety set, full
analysis set and their definitions). The use of different

The descriptions of the intervention,the
comparator(s) and the duration of treatment were
reported among characteristics of the studies. In the
paragraph 2.5.1 the following sentence has been
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2.5.2

48

RC CEE&Ph

7/
Recommendatio
n7
21/19
26/12

analysis sets can make meta-analysis of several
studies impossible.
Following the advice of Sterne and Davey-Smith (BMJ
2001), endorsed by Cox (BMJ 2001), 90% intervals
should be preferred to prevent their use as surrogates
for hypothesis tests at the 5% level. [J. A. C. Sterne
and G. Davey Smith, Sifting the evidence, BMJ, 2001,
and the remark on their paper by D. R. Cox]

What is the difference between “absolute risk” and
“incidence rate”? Could you please add definitions? If
you mean the same concept then please put synonym
to parenthesis.
By the way, in Table 6 (page 31) the term “incidence”
is not used.

49

HTA SIG

Page 7,
Recommendatio
n7

Absolute and relative risks should be presented where
appropriate based on the number of persons and/or
number of person years

50

HTA SIG

Page 7,
Recommendatio
n7

Relative risk estimates are highly unstable and
unreliable for rare events. This feature should be
explicitly stated, and further guidance should be
provided on how zero and rare event rates should be
handled in the calculation of relative risks and
confidence intervals.

reported: “It is important to consider the patients
exposure to the treatment.”
Moreover, the patient-years and the number of
events have been included among measures listed in
the recommendation 7 and in the paragraph 2.5.2.
In reference to the second comment, the analysis set
must be specified in the description of the study
design, which is required in the paragraph 2.5.1 and
in the recommendation 6.
95% interval was reported according to the HTA
agencies recommendation.
Incidence rate is the probability of developing
particular adverse effects during a given period of
time; the numerator is the number of new cases
during the specified time period and the denominator
is the population at risk during the period.
Incidence rates of COPD were estimated as the ratio
of the number
of new cases and the number of person-years at risk
(per 1,000) (De Marco et al)
The measure of patient years has been included
among measures listed in recommendation 7 and in
the paragraph 2.5.2.
The reference to the guideline on direct and indirect
comparison is given in the paragraph 1.4.
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51

HTA SIG

Page 7,
Recommendatio
n7
Page 7,
Recommendatio
n7

If the adverse event data is from an observational
study, the relative risk estimate should be adjusted for
potential confounding/effect modifying factors.
95% should not be the preferred confidence level for
safety data; 90% confidence intervals are viewed as
more appropriate [J. A. C. Sterne and G. Davey Smith,
Sifting the evidence, BMJ, 2001, and comment by D.
R. Cox]

52

HTA SIG

53

HTA SIG

Page 7
Recommendatio
n8

Would HTA assessors be expected to compile the
table comparing the safety profile of the new
pharmaceutical with the comparator or will this be a
critique by the HTA assessors of information provided
by Industry (hopefully in a standard way)?

Comment acknowledged. Indeed, information
provided by industry to report results of individual
studies will be critically analysed and commented by
HTA assessors.

54

EFPIA

p.7,
recommendatio
n8

Consider also referring to the adverse events in the
context of the disease being treated and background
incidence of comorbidities in the patient population.

55

EMA

Page 7
recommendatio
n8

Suggested to rephrase as follow:
…
HTA assessors should describe the safety profile of
the pharmaceutical in comparison to the
comparator(s), with special regard to the most
frequent, serious and severe adverse reactionsevents.
A table should be used for the comparison of the
safety profile of the new pharmaceutical and the
comparator.
HTA assessors should describe if there is a clinically
significant difference in adverse reactionsevents

It was reported in the recommendation 8 and in the
paragraph 2.5.3 where the following wording was
reported: “The evaluation of the clinical relevance
should be performed taking into account the
condition for which the treatment is used and comorbidities of the population.”
Accepted.

Accepted. The information has been added to the
paragraph 2.5.2.
See answer to comment 47.
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between the products.
In the discussion of results limitations and external
validity of the results should be investigated and
discussed, considering all factors (e.g. patient
characteristics, co-morbidities, type and severity of
disease) which may contribute to the occurrence of
adverse reactionsevents. …
56

EFPIA

p.7,
recommendatio
n9

It should be added that this has to happen in a
qualitative way (no quantitative measure exists to do
this formally, although several individual HTA agencies
have tried such quantitative measures without
supporting evidence)

The way of presenting relative effectiveness
assessment results is out of the scope of this
guideline. A possible framework was included in the
Model for REA.

57

HTA SIG

Page 7
Recommendatio
n9

Suggest rewording “..with benefits..” to “… with relative
benefits…” so as to phrase this in the context of
relative effectiveness assessments

Accepted.

58

EMA

Page 8
recommendatio
n9

Suggested to rephrase as follow:
2.5.4 Balanced discussion of benefits and risksadverse
events

Accepted. The wording has been modified
accordingly.

59

EFPIA

p. 8, l. 2

Definition regarding the reversibility of adverse event
might be of some importance.
Dawn Carnes, Brenda Mullinger, Martin Underwood;
“Defining adverse events in manual therapies: A
modified delphi consensus study”, International Journal
of Osteopathic Medicine 13 (2010) 94e98

We consider the glossary to be exhaustive enough.
However, a reference of the importance of the
reversibility has been included in the paragraph 2.5.2
“The description of adverse effects in terms of
duration and reversibility is advisable to understand
their burden, taking into account the exposure to
treatment. “

60

OSTEBA

Page 8 – page
11

Throughout all this section modify the style of source
referencing. We suggest putting them in a citation way
and add them to the bibliography

Not accepted. We prefer to maintain this style of
source referencing as it is used also in other
guidelines.
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61

EFPIA

p. 8, l. 20-24

The definition of adverse reaction appears to be
obsolete. Suggest using the updated definition in the
European Good Pharmacovigilance Practices from 22
June 2012: "Adverse reaction; synonyms: Adverse
drug reaction (ADR), Suspected adverse (drug)
reaction, Adverse effect, Undesirable effect
A response to a medicinal product which is noxious
and unintended [DIR 2001/83/EC Art 1(11)]1.
Response in this context means that a causal
relationship between a medicinal product and an
adverse event is at least a reasonable possibility (see
Annex IV, ICH-E2A Guideline).
Adverse reactions may arise from use of the product
within or outside the terms of the marketing
authorisation or from occupational exposure [DIR
2001/83/EC Art 101(1)]. Conditions of use outside the
marketing authorisation include off-label use,
overdose, misuse, abuse and medication errors."

Accepted. The previous definition (WHO Technical
Report 498 (1972), (Article 1(11) of Directive
2001/83/EC)
ICH Harmonised Tripartite Guideline. Clinical Safety
Data Management: Definitions and Standard for
Expedited Reporting E2A.) was replaced by the
definition given in Directive 2010/84/EU.

62

EFPIA

p. 8, l. 38

The comment is not well-understood.

63

EMA

Page 9 lines 2936

An important medical event is one that may require
surgical or medical intervention to prevent the
occurrence of SAE.
Should be replaced by definition included in Directive
2010/84/EU

64

EFPIA

p. 9

Consider adding an introduction sentence saying that
there are no satisfactory definitions of
intensity/gradings. Using any of them implies a value
judgement which may differ between prescribers.

This point had been already discussed in the text, in
particular in the paragraph 2.4.2.

65

EFPIA

p. 9, l. 39

Consider including that there are different ways of
assessing causality. CIOMS VI recommends a 2-scale.

Not accepted. We do not agree with the proposed
changes as the sentence is a definition.

Accepted. The previous definition was deleted.
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66

EMA

Page 10 lines 117

The severity grade proposed mixes severity and
seriousness criteria and is not in line with the
clarifications about seriousness and severity given
under the definition of serious. It practical applicability
is complex. Serious/non-serious is considered clearer

The severity grade proposed is the one of CTCAE
and it is also reported in EPARs. It is a standardised
severity scale for cancer conditions.

67

HTA SIG

Page 11 lines
50-52

The benefit-risk assessment carried out by regulatory
authorities seemed to be the focus of the
recommendations made in the previous section rather
than a focus on safety

68

HTA SIG

Page 11 line 53
to page 12 line 2

Should the guide be focused on the relative safety
assessment only with consideration with respect to
relative benefit, or rename the guide to relative benefitrisk assessment

The different role of regulatory authorities is clarified
in the paragraph 1.2. This guideline is focused on
relative safety assessment but it is important to clarify
that for relative effectiveness assessment both
benefits and adverse effects should be considered.
This guideline is focused on relative safety
assessment, but it is important to specify the
contribution of relative safety assessment in REA.

69

EMA

Page 12 lines
44-53

Suggested to rephrase as follow:
The importance of assessing both benefits and
risksadverse events with similar rigour in order to
provide balanced assessments of alternative
interventions is well recognised. , Nevertheless,
assessing adverse effectsvents continues to be difficult
because of the greater prominence given to the
beneficial effects of therapies and the ongoing
methodological issues with assessment of adverse
effectsevents. , , ,
In the context of safety two different evaluations are
performed:
- The benefit-risk assessment carried out by
regulatory authorities, during the pre-approval
phase to grant marketing authorisation and
continuously during the post-approval phase, to

Accepted. The wording has been changed as follows:

“The importance of assessing both benefits and
adverse reactions with similar rigour in order to
provide balanced assessments of alternative
interventions is well recognised.i,ii Nevertheless, ag
adverse effects continues to be difficult because of
the greater prominence given to the beneficial effects
of therapies and the ongoing methodological issues
with assessment of adverse effects.iii,iv,v,vi
In the context of safety two different evaluations are
performed: ssessin
The benefit-risk assessment carried out by
regulatory authorities, during the preapproval
phase
to
grant
marketing
authorisation and continuously during the
post-approval phase taking into account new
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monitor taking into account new risks or changes
in known risks. the benefit risk ratio of the
pharmaceutical.

risks or changes in known risks.

Depending on the database utilized in the comparison,
the drug-exposure data might be needed to be
summarized to understand the appropriate framework.
For example in using regulatory surveillance data such
as AE’s, prescription sales volume data can be used to
represent exposure.
Reference:
Ross A. Baker, Andrei Pikalov, Quynh-Van Tran,
Tatyana Kremenets, Ramin B. Arani, P. Murali
Doraiswamy ,
“ Atypical Antipsychotic Drugs and Diabetes Mellitus in
the US Food and Drug Administration Adverse Event
Database: A Systematic Bayesian Signal Detection
Analysis “ Psychopharmacology
Bulletin 2009;42(1):11-31.
Need to add to the end of the sentence “…compared
to other interventions”

Considerations of the importance to take into account
the exposure has been added in paragraph 2.5.2:
“The description of adverse effects in terms of
duration and reversibility is advisable to understand
their burden, taking into account the exposure to
treatment”. Moreover, the following sentence has
been added to the paragraph 2.5.1 : “It is important to
consider and to report the exposure of patients to the
treatment.”

Page 13 line 17

Suggested to rephrase as follow:
-identification of adverse effectsevents: sources of
information

Accepted

HTA SIG

Page 13 line 46

Reword “.. harm endpoints …” to “… endpoints
measuring harm …” although some of these endpoints
could be considered efficacy endpoints for some
diseases, e.g. in conditions where preventing bleeding
events is a key primary objective

Accepted

EFPIA

p.13, section 2.1

Consider also assessing identified or potential risks

Accepted

70

EFPIA

p. 13, l. 9

71

HTA SIG

Page 13 lines
11-12

72

EMA

73

74

Accepted
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75

EFPIA

p.13, section
2.2.

This paragraph reads as if the HTA assessor would be
able to post-hoc report adverse events by MedDRA
terms. However, assessors will only be able to
abstract this information from existing documentation
where this classification has been used. It cannot be
applied post-hoc to published data as patient-level
data access is needed for this. This would especially
be needed for re-grouping of events.

Even if the assessor abstracts information from
existing documentation he/she should be aware of
the correct terminology and of its use.

76

EFPIA

p. 14, section
2.3.

To be fully accurate, one should refer to clinical trial
reports and/or publications: “In practice, for the
identification of adverse events in the first appraisal,
the most important sources of data that are used by
HTA assessors are the EPAR, SPC, RMP (when
available), manufacturer dossier and randomised
clinical trial reports and/or publications”

Accepted

77

HTA SIG

Page 14 lines 319

Should “..identify adverse events…” be “..identify
safety endpoints…” or “… identify safety related
endpoints..? In other places where “adverse events”
are noted, same comment

Not accepted. The phrase should be read as “identify
adverse effects”.

78

EMA

Page 14 lines 525

Suggested to rephrase as follow:
In relative safety assessment of pharmaceuticals the
main objectives of the HTA assessors should be the
following:
o
To identify the adverse effectsevents
o
To quantify the adverse eventeffects in terms
of frequency, incidence, severity and seriousness
o
To compare the safety profile of the
pharmaceutical with its comparator(s)

Suggestions accepted. The text was changed
accordingly.
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Finally, in a context of Relative Effectiveness
Assessment, HTA assessors will discuss in a balanced
way the adverse effectsevents and benefits related to
the technology, in comparision with alternatives.
Within the REA, the relative safety assessment
cansignificantly contributes to coverage decisions;
because of the safety profile of a medicine, in
comparision with alternatives,safety concerns payers
can decide:
oto limit the coverage to specific population subgroups
and to specific therapeutic indications
o
to partially reimburse or to not reimburse the
pharmaceutical.
In order to carry out analyses in a systematic,
manageable and useful way the HTA assessors may
focus their investigation on the following areas:
o
the most frequent adverse effectsvents
o
all serious adverse effectvents considered
relevant by physicians and patients .
79

EFPIA

p. 14, l. 6-7

The term “Risk of bias“ has been used several times in
the guideline, however, it is not clear what is the
nature of this bias? The source bias is typically either
“Selection“and/or “Reporting”. Please clarify as
appropriate.

80

EMA

Page 14 line 25

See comments on this issue in the summary

81

EFPIA

p. 14, l. 32-5
p. 17, section
2.4.1

It is unclear how regulatory assessments (e.g. in the
US) outside the EU would be of relevance in the
EUnetHTA context.

The risk of bias is extensively described in the
EUnetHTA guideline on internal validity.
A reference to this guideline is given at the beginning
of the document.

We specified that sometimes data from different
jurisdiction may be useful for instance when
technology has different regulatory status across
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The EU-relevant context is available in the EPAR.

different jurisdictions: it could be in the approval
phase in a jurisdiction and may have been marketed
in a different jurisdiction.

82

EMA

Page 14 lines
40-43

Suggested to rephrase as follow:
terminology updates, are preferred, especially when
analyzing medical conditions involving PTs across
several SOCs.
MedDRA does not include a severity ranking. The use
of MedDRA for recording and reporting adverse
effects/reactionsevent data on marketed medicines is
mandatory in the European Union.

Accepted.

83

EMA

Page 14 line 46

Would rephrase as follow: Pharmacovigilance and risk
minimization activities

Accepted.

84

EMA

Page 14 line 47

Would rephrase as follow: Important identified risks
and important potential risks

Accepted.

85

EMA

Page 14 lines
49-52

Assessors should also determine whether risk
minimization activities (RMM) are required.

Accepted.

86

EFPIA

p. 14, l. 49-52

It is unclear if this refers to EMA-requested safety
studies

87

EMA

Page 14 line 54

The RMP, as the documented set of
pharmacovigilance activities and interventions
designed to identify, characterise, and
prevent/minimise risks associated with exposure to a
medicine, may include specific Risk Minimisation
Activities (RMM). RMM should be shown to achieve

In the text it is specified: Post-authorisation safety
studies (PASS) can be required by regulatory
authorities either as a commitment at the time of
authorisation or in the post-authorisation phase to
further assess a signal.
The aim of the comment was not well-understood.
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the desired effect of reducing the burden of ADR and
optimising health outcomes. Implementation of RMM
may involve a substantial investment of resources and
their performance in healthcare systems should be
assessed. Reference: Prieto L, Spooner A, HidalgoSimon A, Rubino A, Kurz X, Arlett P. Evaluation of the
effectiveness of risk minimization measures.
Pharmacoepidemiol Drug Saf. 2012 Aug;21(8):896-9.
doi: 10.1002/pds.3305. Epub 2012 Jun 22.
88

EFPIA

p. 14, l. 55- p.
15, l. 9

It is unclear how those reports would be relevant in the
EU setting. The documents provided by EMA are
relevant for the marketing authorization in the EU.
Additionally, up until now, the cited FDA documents
are not publicly available, unless an advisory
committee meeting had been conducted, which is not
the case for all products.

See previous answer to comment 81. These
documents will be included in the assessment when
available. For pazobanib some of these documents
were available.

89

EMA

Page 15 lines 725

Suggested to rephrase as follow:
A broad range of evidence sources may be considered
to identify adverse effects/reactionsevents relevant for
the assessment. These sources may include
regulatory sources (e.g. EPAR, SPC and RMP),
manufacturer dossier, randomised clinical trials,
observational studies, country registers and published
case reports. However, the decision to include data
sources that are at higher risk of bias will depend on
the scope of HTA assessors. Apart from the lack of
randomised clinical trials reasons for including data
sources with higher risk of bias may be long term
events, rare events, or unknown adverse events (for
the purpose of hypothesis generation in case of a new
technology) although the latter might not be the scope

Accepted.The wording of the sentence has been
changed as follow: “A broad range of evidence
sources may be considered to identify adverse
events relevant for the assessment. These sources
may include regulatory sources (e.g. EPAR, SPC and
RMP), manufacturer dossier, randomised clinical
trials, observational studies, country registries and
case reports. Various sources can bring different and
complementary information; randomised clinical trials
may inform on common risks, whereas data sources
that are at higher risk of bias (e.g. observational
studies, country registries and case reports) can give
insight on less frequent risks, long-term risks, and
risks in populations not being part of randomised
clinical trials. Singh et al used RCTs and
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of an HTA report. Various sources can bring different
and complementary information; randomised clinical
trials may inform on common risks, whereas
observational studies can give insight on less frequent
risks, long-term risks, and risks in populations not
being part of randomised clinical trials among others.
Singh et al used RCTs and observational studies to
assess the risk of heart of failure associated to
thiazolidinediones and collected complementary
information from case reports on specific
characteristics of adverse events such as dose, time
and susceptibility factors.46
In practice, for the identification of adverse
effects/reactionsevents in the first appraisal, the most
important sources of data that are used by HTA
assessors are the EPAR, SPC, RMP (when available),
manufacturer dossier and randomised clinical trials.
When possible, adverse events relevant for the
assessment should be identified in advance and
should be listed in the protocol of the HTA report.

observational studies to assess the risk of heart of
failure associated to thiazolidinediones and collected
complementary information from case reports on
specific characteristics of adverse events such as
dose, time and susceptibility factors.46
In practice, for the identification of adverse effects in
the first appraisal, the most important sources of data
that are used by HTA assessors are the EPAR, SPC,
RMP (when available), manufacturer dossier and
randomised clinical trials reports and/or publications.
When possible, adverse events relevant for the
assessment should be identified in advance and
should be listed in the protocol of the HTA report.”

90

EuropaBio

Page 15, lines
12-17

HTA agencies are also inclined to perform
“inconsistent assessments”!
Suggest replace bullet line 14 with “The safety
assessments from different regulatory authorities may
vary.”

The comment is not clear because the wording of the
sentence is: “The safety assessment from different
regulatory authorities may vary”.

91

EFPIA

p.15, l. 17 ff

This text is outdated as the data are now publicly
available (online), and have before been available to
the public upon request

Accepted. The sentence has been changed as
follows: “Data from EudraVigilance are published in
the European database of suspected adverse drug
reaction reports.”
http://www.adrreports.eu/EN/search.html
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92

EMA

Page 15 lines
19-23

Data from EudraVigilance are already published in the
European database of suspected adverse drug
reaction reports.
This website allows users to view the total number of
individual suspected side effect reports submitted to
EudraVigilance for each centrally authorised medicine.
Users can sort these reports by age group, sex, type of
suspected side effect and outcome.
http://www.adrreports.eu/EN/search.html

Accepted. The wording has been changed as
follows: Data from EudraVigilance are published in
the European database of suspected adverse drug
reaction reports.

93

EMA

Page 15 lines
24-25

This sentence is not understood. How this can be
identified in advance?

For instance, when the product belongs to a
therapeutic category for which the risks are known.

94

EFPIA

p.15, l. 17 25-27

The description of the PSUR seems out-of-date. The
PSUR examines the overall safety profile of an
integrated benefit-risk evaluation of the medicinal
product at set time periods and, as such, will consider
the overall benefit-risk profile of the medicinal product.
PSURs are now public documents that can be
requested through the EMA when the decision making
process is complete.
In general, as it relates to comparing safety profiles
across different therapeutic agents, careful
consideration should be made relative to:
 Remaining unmet need for therapeutics in this
space (even when there are a number of treatment
options)
 The nature of key product safety topics in terms of
the ease of identifying subgroups of patients at
risk, burden of monitoring requirements, required
treatments for the event if it occurs, and the
outcomes of the patients that had developed the
event

Accepted. PSUR description has been updated
according to the Guideline on good
pharmacovigilance practice (GVP). Module VIIPeriodic safety update report. Data for coming into
effect: 2 July 2012 . Available at:
http://www.ema.europa.eu/docs/en_GB/document_lib
rary/Scientific_guideline/2012/06/WC500129136.pdf
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Most importantly, factoring the perspective of the
patient with the underlying disease and their
tolerance for accepting the risk of these events

95

EMA

Page 15 lines
54-55

Suggested to rephrase as follow:
unidentified risks. A summary of the RMP will be
publicly available according to new European
legislation

Accepted. The text was changed accordingly.

96

EuropaBio

Page 16, line 20

While it is agreed that early signal detection is the role
of regulators, there should be recognition that as
regulators continue to evolve post-approval
pharmacovigilance data collection, there will be
increased interest in the utility of such data collection
for further HTA assessment, including assessment of
effectiveness and safety endpoints.

We agree on this point, In fact, data collected in the
post approval phase have been already considered
as a source of information in this guideline.

97

EMA

Page 16 lines
21-56

Suggested to rephrase as follow:
After the marketing authorisation the safety profile is
continuously monitored by pharmacovigilance systems
of regulatory agencies. Spontaneous reports of
suspected adverse drug reactions , such as
spontaneous reporting. They provide important early
signals of safety concerns and include:
At European level:
Eudravigilance database, which collects reports
received from the EU regulatory agencies and from
pharmaceutical companies. At present data are not
accessible to patients and professionals. However the
new Regulation (Regulation (EU) No 1235/2010 of the
European Parliament and of the Council of 15
December 2010) states that the data held on the

Accepted. The text was amended accordingly.

Accepted. The description of Eudravigilance
database and of Vigibase Services has been
changed as suggested: “Eudravigilance database,
which collects reports received from EU regulatory
agencies and from pharmaceutical companies. Data
from EudraVigilance are published in the European
database of suspected adverse drug reaction
reports.”
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Eudravigilance database will be made They are
publicly accessible in an aggregated format together
with an explanation of how to interpret the data.
The periodic safety update report for marketed
pharmaceuticals (PSUR) provides an overview of the
benefit-risksafety of the product, and analysesincludes
all adverse reactionsevents reported in the period
since the last PSUR. At the present time the PSURs
are not publicly available.

PSUR description has been updated according to the
Guideline on good pharmacovigilance practices
(GVP). Module VII- Periodic safety update report.
Data for coming into effect: 2 July 2012 . Available at:
http://www.ema.europa.eu/docs/en_GB/document_lib
rary/Scientific_guideline/2012/06/WC500129136.pdf

At US level:
The Adverse Event Reporting System (AERS), which
is the database which supports the FDA's postmarketing safety surveillance program for all approved
pharmaceuticals and therapeutic biological products. In
MedWatch website FDA collects information about
adverse reactions. At present data are publicly
available.
Accepted.
At international level:
Vigibase Services, which is an international collection
of spontaneous reports of suspected adverse reactions
medicine safety data, from countries participating in
WHO Program for International Drug Monitoring and is
maintained by Uppsala Monitoring Centre. National
and regional centres in all official and associate
member countries have access to the data.
Early signal detection is the task of regulatory
authorities and not really of HTA assessors. Unless
confirmed by regulatory authorities, they should not,
even if it may contribute to a re-appraisal of a

Accepted. The last sentence was changed in: Unless
confirmed by regulatory authorities, they should not
contribute to a re-appraisal of a pharmaceutical by a
HTA agency. There are other possible safety triggers
for re-appraisal of a pharmaceutical: relevant serious

36

Compilation of comments on draft guideline on Safety

Organisatio
n

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
pharmaceutical by a HTA agency. There are other
possible safety triggers for re-appraisal of a
pharmaceutical: relevant serious adverse events
observed post-authorisation that may change
benefit/harm balance or published literature data
indicating an increased risk (e.g. increased incidence
of cancer). However, this information is assessed by
regulatory authorities and, if they change the benefitrisk balance, appropriate measures are taken so that
the benefit-risk balance remains positive.

adverse events observed post-authorisation that may
change benefit/harm balance or published literature
data indicating an increased risk (e.g. increased
incidence of cancer). However, this information is
assessed by regulatory authorities and, if they
change the benefit-risk balance, appropriate
measures are taken so that the benefit-risk balance
remains positive.

98

EFPIA

p. 16, l. 23

The term “easily detectable adverse event“ is vague.
The term “detectable” is qualifying the adverse event
which has not been defined before.

The term “easily detectable adverse events” stands
for events which are easily captured in clinical trials
(e.g. common adverse effect). (Loke 2007)

99

SBU

P 16 and 17, p
18, 2.4.2

The discussion in these pages is better and more
thoughtful of RCT and observational studies and
should be more clearly formulated in the
recommendations.

The recommendations are supposed to be synthetic
statements and they should be read in conjunction
with the explanation given further in the text.
Nevertheless the 4th recommendation has been
changed in: Main sources of information of HTA
assessors are:
-

100 EMA

Page 17 lines 17

Suggested to rephrase as follow:
a restriction of conditions of use or the need of periodic

EPAR, SPC and RMP (when available)
Published and unpublished (where acceptable
under the specific HTA system guidelines)
randomised clinical trials
- Manufacturer dossier
- Unpublished full study reports
(where
acceptable under the specific HTA system
guidelines)
- Observational studies
Accepted. The sentence was changed to: However,
this information is assessed by regulatory authorities
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diagnostic procedures, among others. At re-appraisal,
identified safety concern of a pharmaceutical (e.g.
incidence of hepatotoxicity) is compared to the same
safety concern (incidence of hepatotoxicity) of a
comparator. Nevertheless, Moreover when assessing
a pharmaceutical for reimbursement decisions signals
from other countries where the technology is already in
use should be considered. the whole overall safety
picture of both medicines has to be considered, in
order to assess other advantages/disadvantages.

and, if they change the benefit-risk balance,
appropriate measures are taken so that the benefitrisk balance remains positive (a restriction of
conditions of use or the need of periodic diagnostic
procedures, among others). At re-appraisal, identified
safety concern of a pharmaceutical (e.g. incidence of
hepatotoxicity) is compared to the same safety
concern (incidence of hepatotoxicity) of a
comparator. However the whole overall safety picture
of both medicines has to be considered, in order to
assess other advantages/disadvantages.

We mean that RCTs may be not long enough to
capture adverse reactions which occur after a long
period. This terminology is widely used to describe
these types of adverse reactions (Loke 2006; Chou
2010)
The term “benefits” was used in the text in purpose to
reflect a wider context of the issue.

101 EFPIA

p. 17, l. 13

It is unclear what is meant with “long-term adverse
events”. Does it mean adverse event associated with
long-term exposure?

102 EuropaBio

Page 17, line 26

While RCTs may be considered the best standard for
evaluating efficacy, it must be remembered that these
guidelines address relative effectiveness assessment.
Suggest: Comments in this section are checked for
consistency with the guidelines on internal validity and
applicability, and an instruction given here to refer to
those guidelines also.

103 EFPIA

p. 17, l. 38

Additional strategies for detecting unpublished safety
signals should be included here.

The text states: “This kind of information may be
collected searching abstracts presented during
congresses.” Moreover it has been added: “through
the public assessment report performed by regulatory
authorities. “ More information on this issue is
provided in the paragraph 2.3.5.
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104 EMA

Page 17 lines
38-55

Suggested to rephrase as follow:
From RCTs data on well-recognised, frequent, easily
detectable adverse reactionsevent can normally be
identifiedobtained.1 Whether or not information on rare
and long term events that occur in clinical practice can
be inferred from RCT, depends on the size and other
features of the trials, but this also applies to all other
types of studies. Clinical trials are usually powered to
detect statistical significance of possible benefit(s) of a
pharmaceutical and only secondly designed to study
safety.1,2, As a result the evidence on adverse events
generated by RCTs may not be conclusive .
Patients included in clinical trials may not reflect the
features of populations who will undergo the treatment
in clinical practice affecting the external validity of the
trial.1 In fact RCTs may fail in identifying risks in
populations not included in the trial. Depending in the
design of the study, some categories of reactions such
as reactions where young or old age is a risk factor,
the effect of the medicine on other diseases, the effect
on the pregnancy, reactions related to female sex,
reactions due to genetic variations in different ethnic
groups, those associated with other uses not part of
the trial,unlabelled use of the medicines, withdrawal
effects, and unfavourable changes in death rate
because of low number of participants and short period
of observation.
Although head to head RCTs are the most direct
evidence on comparative safety, placebo-controlled
RCTs may be important to obtain information on
absolute and relative risks and more precise estimates
of adverse reactionsevents.2

Accepted. The text was amended accordingly.
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105 EMA

Page 17 line 44

This is not the consequence as whether safety is a
primary or secondary objective, but the consequence
of sample size, inclusion/exclusion criteria and study
duration

106 EMA

Page 18 lines 34

Suggested to rephrase as follow:
abstracts presented during congresses and through
the public assessment report performed by regulatory
authorities.

107 OSTEBA

Page 18, line 8

(Add an advice to) Refer to the internal validity
document and its recommendations on the use of "risk
of bias" and Cochrane Handbook

108 EMA

Page 18 lines 930

Suggested to rephrase as follow:
RCTs are considered the best standard for evaluating
benefits, but for safety assessment the use of
additional sources of information is normallycould be
necessary.2
In some cases, observational studies provide a wider
number of participants observed for a longer period of
time and may be more likely to capture rare and long
term events.11 Whether or not data from observational
studies have higher degree of external validity than
RCTs, depends on the specific question and the
design of specific studies. Nevertheless, because of
the lack of randomisation the observational studies are
more subject to potentialrisk of bias, which are
normally taken into account in the design itself or in the
data analysis.
There is debate concerning the capacity of the different
study designs (randomised controlled trials and

It was specified in the previous sentence: “Whether
or not information on rare and long term events that
occur in clinical practice can be inferred from RCT,
depends on the size, duration and other features of
trials, but this also applies to all other types of
studies.”
Accepted. The text was amended accordingly.

To assure consistency with other guidelines, the
reference to other relevant EUnetHTA guidelines is
reported at the beginning of the document in the
paragraph 1.4.
Accepted. The wording has been changed as follows:
RCTs are considered the best standard for
evaluating benefits, but for safety assessment the
use of additional sources of information could be
necessary.2
In some cases, observational studies provide a wider
number of participants observed for a longer period
of time and may be more likely to capture rare and
long term events.11 Whether or not data from
observational studies have higher degree of external
validity than RCTs, depends on the specific question
and the design of specific studies. Nevertheless,
because of the lack of randomisation the
observational studies are more subject to risk of bias,
which are normally taken into account in the design
itself or in the data analysis.
There is debate concerning the capacity of the
different study designs (randomised controlled trials
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observational studies) to yield reliable quantitative
estimate of the adverse eventreactions.
Papanikolaou et al. found that the non randomised
studies are often conservative in estimating absolute
risks. These differences were largely due to
inconsistencies in study populations. On the other
hand a recent review presented no difference on
average between estimates of adverse events from
meta-analyses of RCTs and of observational studies.
Therefore it suggested evaluating a broad range of
studies to obtain an exhaustive assessment of adverse
reactionsevents with wider generalisability. 17
Observational studies based on analyses of large
administrative database are efficient in providing
information on safety issues, since they can be
performed in shorter timeframes. They are probably
more useful for evaluating serious adverse events that
are more reliably reported and recorded than less
serious adverse events that may not? generate a
specific clinic visit or diagnostic code.2 However in
general the use of these sources requires a properly
designed study to provide the information. 11

and observational studies) to yield reliable
quantitative estimate of adverse reactions.
Papanikolaou et al. found that non randomised
studies are often conservative in estimating absolute
risks. These differences were largely due to
inconsistencies in study populations.viiOn the other
hand a recent review presented no difference on
average between estimates of adverse events from
meta-analyses of RCTs and of observational studies.
Therefore it suggested evaluating a broad range of
studies to obtain an exhaustive assessment of
adverse reactions with wider generalisability.viii
Observational studies based on analyses of large
administrative database are efficient in providing
information on safety issues since they can be
performed in shorter timeframes. They are probably
more useful for evaluating serious adverse events
that are more reliably recorded than less serious
adverse events that may not generate a specific
clinic visit or diagnostic code.2

109 EuropaBio

Page 18, line
11-12 and
following

As per comments for page 17
“While RCTs may be considered the best standard for
evaluating efficacy, it must be remembered that these
guidelines address relative effectiveness assessment.
Suggest: Comments in this section are checked for
consistency with the guidelines on internal validity and
applicability, and an instruction given here to refer to
those guidelines also.”

The term “benefits” was used in the text in purpose to
reflect a wider context of the issue.

110 EMA

Page 18 lines

all studies needs a properly designed protocol to

The sentence has been deleted.
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29-30

provide information

111 EMA

Page 18 line 33

In the text, reference is made in general to individual
case safety reports, and not only to published case
safety reports.

Accepted. The title has been changed.

112 EMA

Page 18 lines
35-46

Suggested to rephrase as follow:
Published case reports are useful to collect data on
uncommon, unexpected or long-term adverse
reactionsevents not normally which may differ from
those identified in clinical trials. One of the most
important advantages of case reports is to contribute to
signal generation which may then be confirmed by
further studies. ,
A study showed that the 90% pharmaceuticals
withdrawals from French market between 1998 and
2004 were supported by spontaneous reports of
suspected adverse reactionscase reports. This study
was in accordance with Arnaiz et al which investigated
reasons for withdrawals of pharmaceuticals in Spain
between 1990 and 1999. However it should be
pointed out that case reports present relevant
limitations, being their role the generation of signals
that need to be further confirmed. Limitations
includeing ththe lack of important information, such as
conclusive evidence and an estimate of the
incidence.11 In addition, even though they may beare
published in scientific journals they are seldom
subjected to confirmatory investigations.

Accepted. The text was amended accordingly.
However, the term “unexpected reactions” should be
kept in the text, meaning unknown risks of the
medicine and not identified in clinical trials.

113 EMA

Page 18 line 52

Suggested to rephrase as follow:
on adverse reactionsevents may be problematic.24,25,26

Accepted.
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114 EMA

Page 19 line 3

Suggested to add:
In the EU, abstracts and summary results of post
authorisation safety studies requested by regulatory
authorities to marketing authorisation holders will be
public according to new legislation.

Accepted. The text was amended accordingly.

115 OSTEBA

Page 19, line 35

Remove the source and include some annotation on
the source but after the title of the table (line 2) and
reference the source in the bibliography

Accepted. The reference was reported in the title:
Table 1. Practices to avoid in reporting adverse
events in RCTs (Ioannidis JP et al. 2004).

116 EMA

Page 19 line 9

Suggested to rephrase as follow:
HTA assessors should adequately assess the
potentialrisk o for bias of studies and the quality of

Not accepted..
See answer to comment 35.

117 OSTEBA

Page 19, lines
19-31

We suggest modifying all the section 2.4.3. to be more
consistent with the document "internal validity", where
it is generally recommended not to use scales and to
use the use of quality measurement tools, rather than
tools to improve the quality of reporting

Not accepted. Observational studies are not covered
by internal validity guideline.

118 EMA

Page 19 line 24
note (2)

Suggested to cite ENCePP. The European Network of
Centres for Pharmacoepidemiology and
Pharmacovigilance (ENCePP®) is a collaborative
scientific network coordinated by the European
Medicines Agency and developed in collaboration with
European experts in the fields of
pharmacoepidemiology and pharmacovigilance. Its
goal is to further strengthen the postauthorisation
monitoring of medicinal products in Europe by
facilitating the conduct of multi-centre, independent,
post-authorisation studies focusing on safety and on
benefit:risk, using available expertise and research
experience across Europe. This network comprises

Accepted. The link to the ENCePP has been inserted
in the paragraph 2.3.1 regulatory sources - data at
post approval phase. “The European Network of
Centres for Pharmacoepidemiology and
Pharmacovigilance (ENCePP) Database of Research
Resources which is a public, fully searchable
electronic index of the available EU research
resources in the field of pharmacoepidemiology and
pharmacovigilance. ENCePP is a collaborative
scientific network coordinated by the European
Medicines Agency and developed in collaboration
with European experts in the fields of
pharmacoepidemiology and pharmacovigilance. Its
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relevant research centres, medical-care centres,
healthcare databases, electronic registries and existing
European networks covering certain rare diseases,
therapeutic fields and adverse drug events of interest.
http://www.encepp.eu/structure/index.html

goal is to further strengthen the post-authorisation
monitoring of medicinal products in Europe by
facilitating the conduct of multi-centre, independent,
post-authorisation studies focusing on safety and on
benefit:risk, using available expertise and research
experience across Europe.”

119 EMA

Page 19 line 24
note (2)

Early 2010 saw the launch of the ENCePP Database
of Research Resources which is a public, fully
searchable electronic index of the available EU
research resources in the field of
pharmacoepidemiology and pharmacovigilance. The
research database has two components, the Inventory
of ENCePP research centres and networks, and the
Registry of EU data sources. The resources database
is complemented by one of the network's most
ambitious projects to date, the E-Register of Studies
which was released in November 2010. The ERegister provides a publicly accessible resource for
the registration of pharmacoepidemiological and
pharmacovigilance studies.

See answer to comment 118.

120 EMA

Page 19 line 25

A further milestone was achieved with the adoption by
the ENCePP Steering Group in May 2010 of the
'ENCePP Code of Conduct'. The Code of Conduct
provides a set of rules and principles for
pharmacoepidemiology and pharmacovigilance studies
as regards best practice and transparency, thereby
promoting scientific independence of such studies. In
parallel, the 'Checklist of Methodological Standards for
ENCePP Study Protocols' (now named the 'ENCePP

See answer to comment 118.
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Checklist for Study Protocols') was developed to
stimulate researchers to consider important
epidemiological principles when designing a
pharmacoepidemiological study and writing a study
protocol, to promote transparency regarding
methodologies and design used in
pharmacoepidemiological studies performed in the EU,
and to increase awareness about developments in
science and methodology in the field of
pharmacoepidemiology.
121 EMA

Page 19 lines
26-37

Suggested to rephrase as follow:
It is recommended to evaluate both the potential for
risk of bias of individual studies and the quality of data
on adverse events. For the assessment of potential
forrisks of bias several methods are available and they
may be in the form of scales, checklist or individual
components. A tool was developed by the Cochrane
Collaboration. In any case methods used to assess
the potential for risk of bias should be clearly described
and results should be reported, also in table format.
Moreover it should be explained how the information
on potential for risk of bias will be used in the synthesis
of data.44
In assessing quality of data HTA assessors should
evaluate two main aspects:
o
how adverse events were identified and
collected and
o
how they were reported.
HTA assessors should bear in mind that methods used
to monitor or detect adverse effects greatly influence
their reported e frequency of adverse events. 1,7,11 As
a result, studies using different

Not accepted.
See answer to comment 35.

Accepted.
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122 GlaxoSmithK
line

P20, LL1-4

123 GlaxoSmithK
line

P20, L5

Observational studies using database information are
mentioned, yet other sources of data are not.
Consider mentioning other sources such as primary
data collection, existing cohorts, disease registries,
medical chart abstraction, etc.

Accepted. Other sources of information were
included such as post-authorisation data from
regulatory authorities and country registries.

124 EMA

Page 20 line 13
word “some”

Not applicable to observational studies using
secondary sources of information (eg electronic
healthcare records)

The aim of the comment was not well-understood

125 OSTEBA

Page 20, lines
34-44

We suggest modifying the section 2.5.1. to be more
consistent with the document "internal validity", where
it is generally recommended to use Cochrane
Collaboration approach, rather than tools to improve
the quality of reporting like PRISMA.

Not accepted. The 2.5.1 paragraph of this guideline
provides recommendation on how to report studies
characteristics and is not related to the assessment
of risk of bias.

126 EFPIA

p. 21, l. 20

Guidance on how zero event rates should be handled
in the calculation of relative risks would be useful, as
would be guidance on what the comparator in the
relative risk calculation should be (presumably, the
comparator arm of the trial), and guidance on how to
adjust the relative risk calculation for observational
studies where there may be confounding or effect
modifying variables that occur at different frequencies
in the treatment arms.

Accepted. The reference to the guideline on direct
and indirect comparison is given at the beginning of
the document.
In reference to the second point the following
sentence has been added to the paragraph 2.5.2: “If
the adverse effects data are from an observational
study, the relative risk estimate should be adjusted
for potential confounding/effect modifying factors.”

Confusing sentence. Consider rewording: ‘It is
necessary to assess the data quality of adverse events
in observational studies. RCT information may help
inform this assessment’.

Accepted. The sentence was changed as follows: “It
is necessary to assess the quality of data on adverse
reactions in observational studies. Most of the
considerations presented for RCTs are valid and
helpful also for observational studies.”
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127 GlaxoSmithK
line

P21

Consider adding a column to the table and a bullet to
the list of items to include: description of comparator
group/arm. This may differ between studies and
directly affects interpretation of risk estimates.

Accepted. The wording has been changed:
“According to these schemes useful information to be
reported by HTA assessors are the following:
methods (study design and follow-up period);
participants for both arms (setting, age, sex and
country/geographic area, if appropriate race),
intervention and comparator(s) (for pharmaceuticals:
the name, dose, frequency, route of administration,
duration), and outcomes. It is important to consider
and to report the exposure of patients to the
treatment. Methods used to collect adverse events
should be described as well (see table 2. as an
example).”

128 EMA

Page 21 line 23

Suggested to rephrase as follow:
studies in meta-analysis. A study is judged according
to three aspects: the selection of the study

Accepted.

129 EMA

Page 21 lines
26-27

Suggested to rephrase as follow:
Also for observational studies it is necessary to assess
the quality of data on adverse reactions events
included in studies and most of considerations
presented for RCTs are valid and helpful

Accepted.

130 EMA

Page 21 line 55

Suggested to rephrase as follow:
assessors should clearly describe included sources of
information, potential forrisk of bias and

Not accepted..
See answer to comment 35.

131 EFPIA

p.23, Table 4a

Please clarify that if the “Person-year “ column refers
to on-treatment or on-study duration.

132 EFPIA

p. 22, l. 13 ff.

If composite safety endpoints have not been reported,

The column refers to per treatment. This table was
given as an example of the use of composite
endpoints in safety. For further details readers can
consult the reference.
We agree with your observation. The guideline on
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they cannot be derived by the HTA assessor, as
patient-level data would be needed for this type of
analysis. This doesn’t become clear from the text.

composite endpoints which this guideline refers to,
explains this point in more details.

133 OSTEBA

Page 23, line
11-12

Remove the source and reference the source in the
bibliography

Accepted.

134 OSTEBA

Page 25, line 13

The meaning of MSAC should be either given or
included in the acronym list.

Accepted.

135 HTA SIG

Page 25 line 11
and line 43

Reword “..together with benefits…” to “..together with
relative benefits…”

Accepted.

136 EFPIA

p. 25, l. 15-22

These considerations do not seem appropriate in this
guideline. Without considering the benefit side, no
recommendation on the coverage decision purely
based on safety can be conducted. Additionally, other
considerations (beyond safety and efficacy) become
relevant for coverage decisions, such as the type of
disease, its prevalence and the availability of other
treatment options. Restrictions due to safety concerns
are a regulatory responsibility and typically dealt with
stating cautionary statements and contraindications in
the label.

We agree that not only safety aspects can impact on
coverage decisions and that also other
considerations, other than benefits, should be taken
into account. Nevertheless, they can influence price
and coverage decisions also in comparison to other
treatments.
The sentence was changed as follows: “While
performing REA, HTA assessors should describe
possible consequences of safety appraisal on
coverage decisions:
- coverage restriction: patients with
high risk of developing a serious
adverse event may be excluded from
a coverage
- reimbursement may be lower,
restricted or not acceptable for
pharmaceuticals
with
safety
concerns”
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137 EMA

Page 26 lines
22-31

Suggested to rephrase as follow:
At this stage HTA assessors should describe the
safety profile of the pharmaceutical in comparison to
the comparator(s), with special regard to the serious
and the most frequent adverse reactions, serious and
severe adverse events.
They should evaluate if differences identified in
adverse reactionsevents between the products are
clinically relevant. The evaluation of the clinical
relevance should be performed taking into account the
condition for which the treatment is used. For instance,
in chronic diseases non- serious adverse
reactionsevents may have important implications, as
they may impair the adherence to the treatment.
The HTA assessors should describe the limitations of
the evidence and analyse how these limitations may
affect estimates of the adverse reactionsevents.2

Accepted. The text was amended accordingly.

138 GlaxoSmithK
line

P27, Annexe 1
Strobe
statement

The Strobe statement is comprehensive, but additional
factors to report include:
a) Any validation of the case definition and/or
outcomes (or absence of outcome) in the data source either as part of the ongoing study or from literature.
b) Justification of the suitability of the proposed
case/outcome definition for the safety study.

Accepted. The text has been added to the paragraph
2.4.3

139 EMA

Page 27 lines
28-54

Suggested to rephrase as follow:
benefits which are well identified, some adverse
reactionsevents associated with a pharmaceutical
intervention may not be identified in advance.7
Moreover the identification of studies with data on
adverse reactionsevents is not necessarily

Accepted. The text was amended accordingly.
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straightforward for several reasons: some studies don’t
collect and provide data on the frequency of adverse
reactionsevents and, even when adverse
reactionsevents are evaluated, the information is not
reported in the title and abstract; in some cases papers
are not assigned indexing terms for adverse
reactionsevents, even though they contain data on
adverse events frequency, making difficult the
identification of the study.17
Clinical trials are usually powered to detect statistical
significance of possible benefits of a pharmaceutical
and only secondly designed to study safety.14 As a
result the evidence on adverse eventreactions
generated by RCTs may be inconclusive.2 Depending
on the size and duration, clinical trials may fail in
capturing long term and rare adverse eventreactions;
in order to identify uncommonrare adverse
reactionsevents they should enrol a larger number of
participants impacting negatively on time needed for
development of the pharmaceutical.14
In spite of these limitations the relative safety
assessment plays an important role in the relative
effectiveness assessment. The assessment of relative
safety together with benefits contribute to establish a
balanced assessment of the intervention and of its
therapeutic value and to support the payers in making
informed decisions on the coverage of the
pharmaceutical.
For these reasons it is important to assess adverse
reactionsevents and benefits with the same
methodological rigour and accuracy. It will be important
to consider the rules laid down by the new
pharmacovigilance legislation (Regulation (EU) No
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1235/2010 Directive 2010/84/EU) and their
implications for the safety assessment in the field of
Relative Effectiveness Assessment. In this regard,
HTA can take advantage of the input of the continous
benefit risk assessments to be performed by regulatory
authorities
When conducting relative safety assessment the
objectives of HTA assessors should be first to identify
available data on the adverse reactionsevents, then to
examine data quantify the adverse events in terms of
frequency, incidence, severity and seriousness and
finally to compare the safety
140 EMA

Page 28 lines 220

Suggested to rephrase as follow:
are EPAR, SPC, RMP (when available), manufacturer
dossier and published and unpublished (where
acceptable under the specific HTA system guidelines)
clinical trials. However oOther sources of information
such as( observational studies, registries and
confirmed relevant signals are also useful when
available. published case reports, country registers
and pharmacovigilance data) could be useful. Apart
from the lack of randomised clinical trials, reasons for
including data sources with higher risk of bias may be
long term events, rare events, or unknown adverse
events.
As the quality of primary data on adverse reaction
may be heterogeneous events was often considered
inadequate, it is important that HTA assessors
evaluate, apart from the potential for risk of bias, how
adverse events were collected and reported in the
studies.
The main characteristics of sources information should

Partly accepted. Manufacturer’s dossier is a part of
assessment file and will not be deleted (see answers
to comment 25 and 34).
The sentence has been changed as follows: “In rapid
assessment primary sources of information are
EPAR, SPC, RMP (when available), manufacturer
dossier and published and unpublished (where
acceptable under the specific HTA system
guidelines) clinical trials. Other sources of information
such as observational studies, registries and
confirmed relevant signals are also useful when
available.
As the quality of primary data on adverse reactions
may be heterogeneous, it is important to evaluate,
apart from the risk of bias, how adverse events were
collected and reported in the studies.
Main characteristics of sources information should be
reported and summarised in tabular form. Results on
adverse reactions, categorised by SOC, should be
reported in terms number of participants per study
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be reported and summarised in tabular form. Results
on adverse reactionsevents, categorised by SOC,
should be reported in terms number of participants per
study arm, number of patients excluded from the
analysis dataset, number of participants with the event,
absolute risk, incidence rate, relative risk (95% CI) and
the quality of evidence for the pharmaceuticals and the
comparator(s).
Finally a description of the safety profile of the
pharmaceutical in comparison with its comparator(s)
with special regard to the most frequent, serious and
severe adverse events should be given. External
validity and heterogeneity of the included sources of
information, considering all factors which may
influence the occurrence of adverse reactionevents
(follow up period, methods used to identify adverse
effects, study design, study size and characteristics of
the population includeds),

arm, number of patients excluded from the analysis
dataset, number of participants with the event,
absolute risk, incidence rate, relative risk (95% CI)
and the quality of evidence for the pharmaceuticals
and the comparator(s).
Finally a description of the safety profile of the
pharmaceutical in comparison with its comparator(s)
with special regard to the most frequent, serious and
severe adverse reactions should be given. External
validity and heterogeneity of the included sources of
information, considering all factors which may
influence the occurrence of adverse reactions (follow
up period, methods used to identify adverse effects,
study design, study size and characteristics of the
population included), should be taken into account in
the interpretation of findings.”

i

Loke YK, Price D, Herxheimer A, Cochrane Adverse Effects Methods Group. Systematic reviews on adverse effects. framework for a structured
approach. BMC Med Res Method 2007;7:32.
ii

Chou R., Aronson N, Atkins D, Ismaila AS, Santaguida P, Smith DH,Whitlock E, Wilt TJ, Moher D. AHRQ paper 4: assessing harms when
comparing medical interventions: AHRQ and effective Health Care Program. Journal of clinical epidemiology 2010; 63: 502-512.

iii

Golder, Loke Y, McIntosh HM. Room for improvement? A survey of the methods used in systematic reviews of adverse effects. Medical
Research Methodology 2006, 6(3):1-6.
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CADTH

General

2

EFPIA

General
comments
on all
documents
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Comment / Suggestion of rewording
GENERAL COMMENTS
The recommendations in this document do not
address the appropriateness pooling HRQL data from
different instruments in meta-analysis. This might be
beyond the scope of this document, but I wanted to
take this opportunity to let you know that we are
currently working a methods project to assess the
appropriateness of this practice. At CADTH, we do not
presently endorse pooling across instruments and do
not anticipate that the results of our methods project
will support pooling across instruments. Recently
there have been a few papers suggesting methods of
pooling across instruments and our project will further
exploring the implications of such pooling.

Response by author
Thank you for this information. If your study is
published before publication of this guideline, it
can be added to the references list if appropriate.
Even if it is out of scope in the current guideline,
there does indeed not seem to be much scientific
support for pooling HRQoL data from different
instruments.

We refer to the EFPIA general comments to the first
batch of draft guidelines on relative effectiveness
assessment, which remain accurate for the second
batch of draft guidelines.

See comments and responses in the following
document “TABLEAU_HRQOL responses to
WP5 for public consultation corr MP (Aug 2012)
(incl. EFPIA)”

1) Overall, we note that the draft guidelines are a
summary of current good practices and are similar to
those found in a number of sources (e.g. ISPOR
Good Research Practices, Cochrane Handbook etc),
but recommendations are less clear.

1) There is a separate chapter with
recommendations. In each guideline, a reference
is made to the paragraph(s) where further
information can be found.

We also underline the need to ensure alignment and
consistency with regulatory guidance, in order to
avoid any unnecessary duplication between
regulatory and relative effectiveness assessment,
both at the time of launch and over time. In this
respect, we note that relative effectiveness data is
expected to develop and evolve during a product’s life
cycle. Not all of the guidelines cover this evolution of

It is correct that the basis of the work was an
overview of the “state of the art” for each
guideline topic in each EU country. For many
topics, there is convergent view on evidence
requirements for REA; in some areas,
divergences exist. Statements will be introduced
to highlight situations where recommendations
are based on consensus and where consensus
does not exist. EUnetHTA JA2 has put in place
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GENERAL COMMENTS
data type and availability during a product’s life-cycle.
It would be helpful to address this systematically in
each guideline and consider how post-marketing
inputs to REA could address some of the
uncertainties inevitable at initial assessment.

Response by author
early dialogues with technology developers and
multiple HTA bodies and elaboration of diseasespecific guidelines for technology development to
discuss possible divergences.
For REA draft guidelines including diseasespecific ones, existing clinical, regulatory and
HTA guidelines are always checked and
requirements aligned when adequate. EMAEUnetHTA collaboration has been put in place
and will be pursued in the framework of
EUnetHTA JA2.
Post-marketing and observational studies are out
of scope in the JA1. Post-marketing inputs to
REA may be addressed in JA2 if decided so by
EunetHTA partners.
However, we would like to highlight that :
- No explicit opinion is given on when
certain data can be collected.
- If considered relevant, it would be
efficient to consider the collection of
HRQoL data as soon as possible in order
to have all the necessary data in due
time (e.g. think about this when setting
up research protocols).
- Relative effectiveness assessment: do
not postpone gathering HRQoL
information to the post-marketing phase:
 problem of not having a good
comparator

2) Across the guidelines it becomes clearer that the
intention of EUnetHTA is to work on REA to support
decision-making and concretely product

2) Guidelines are primarily aimed to support HT
assessors to critically appraise manufacturers’
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reimbursement decisions. This would benefit from
being clarified in the EUnetHTA mandate and
recommendations, as well as to discuss some of the
implications in term of impact of European guidelines
on national decision-making. Overall, it is important to
ensure that any requirements set out by EUnetHTA
are feasible and reasonable and take into account the
difference in levels of development of systems across
Europe today.

3

EFPIA

General

1) This document is informative but very long and
difficult to read. It would help to reduce the text, to
make it more accessible. Readers needing detailed
background could be referred to the literature.
Furthermore, to avoid unnecessary confusion of
concepts and definitions (in relation to other guidance
documents), a glossary would be very helpful.

2) Related to the above, it is not very clear what
stakeholders should focus on or do differently after

Response by author
submissions; in addition, manufacturers may take
the guidelines’ recommendations into account
when preparing submissions. EUnetHTA
guidelines might contribute to alignment of the
methodology of assessment carried out across
Europe, although differences may remain (e.g.
relating to comparisons between indications or
only within indications). This is explained in
chapter 1.2 (it concludes with the following “In
summary, the purpose of the REA and the policy
context determine the best practice guidelines for
HRQoL measurement in the context of
REA.”)There is no intention to align national
decision making.
Product reimbursement decisions will depend on
the national context.
The goal of the EUnetHTA guidelines: be
applicable to as many countries as possible.
Therefore, differentiation between policy contexts
was sometimes necessary.
1) The text is long due to the multiple questions
received from different stakeholders for
justification and clarification. Recommendations
are summarised at the beginning in order to
make the document accessible for those who are
less interested in the background and reasons for
specific recommendations. Concepts and terms
are defined in the full report where they are being
applied for the first time.
2) See the 13 concrete recommendations.
Comment generally acknowledged. Indeed,
clinical development programme should generate
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reading the document. More concrete
recommendations and an effort to limit possibilities in
the discussion would be helpful. In particular, the
distinction between reimbursement context and
clinical context seems to be very artificial as there is
only one clinical development program generating the
needed data. All stakeholders will have the full body
of evidence available to them and selective emphasis
on certain data runs counter to other draft guidelines
where it is emphasized that all endpoints need to be
pre-specified in their hierarchy and be interpreted
accordingly (e.g. guidance on clinical endpoints and
internal validity).

Response by author
all data needed. The presentation of several
possibilities is due to “the difference in levels of
development of systems across Europe today”
(see comment 2). Drug reimbursement decisions
are currently made in different ways in different
health care systems across Europe (e.g. some
require CEA while others do not, some only make
comparisons within the same disease area while
others make comparisons across disease areas
etc). In order to make recommendations fit for the
different situations, we had to present the
requirements for each situation. It should be clear
from the guidelines, however, that to be able to
meet the requirements of all systems, a
combination of disease-specific and generic
HRQoL data will be necessary. With the
recommendations, the need to collect these two
types of information from the very beginning in
the clinical development programme has been
clearly underlined.
Hence, we do not want to selectively emphasise
on certain data, but on the contrary emphasise
the complementarities of different types of data.
“All stakeholders will have the full body of
evidence available to them”: rec. 13

3) It would be useful if the guidelines could address
how to bring features of new treatments which are of

3) Our point of view is that if features of new
treatments such as “ease of use” have an impact
on HRQoL, this should be picked up by the
regular generic or disease-specific instruments,
without adding a specific question about this
feature to the instrument to avoid framing effects.
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practical benefit to patients (e.g. oral formulations)
into the frame of HRQoL measurement.

4) We would also like to better understand the
statement that generic HRQoL is better (than diseasespecific HRQoL) to capture unexpected effects.

4

EuropaBio

General

Inevitably, the document describes the role and
measurement of utility values for purposes of
comparing VALUE across therapeutic areas and
interventions. This is moving beyond just the
assessment of relative effectiveness in economic
evaluation, but it is appreciated that in regard to
HRQOL (and generation of evidence for effect on
HRQOL) it is not practical to limit the discussion only

Response by author
If not, the specific feature may not be that
important for patients’ HRQoL and specific focus
should be avoided to avoid overestimation of the
impact of the new feature.
However, features such as ease of use may have
an impact on compliance and through
compliance on clinical endpoints. If this is
presumed to be the case, the impact should be
observed on clinical endpoints or, if not, will
remain highly uncertain. In the latter case,
confirmation of the hypothesis that compliance
will be improved, e.g. through observational
case-control studies, is required.
4) The risk of disease-specific instruments is that
they focus on items which are expected to be
improved or deteriorated through treatment.
Unexpected side-effects from new treatments
might then be omitted. A generic instrument
covers a broader range of HRQoL dimensions,
including those that might not be covered by a
disease-specific instrument. Therefore, they may
be more prone to capture also unexpected
impacts, both positively and negatively, on
HRQoL.
We fully agree. Thank you for this comment.
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Response by author

GENERAL COMMENTS
to comparisons of effectiveness alone.
5

EuropaBio

General

The document appropriately includes discussion of a
range of measurement and analysis issues.

Thank you.

6

GlaxoSmithKlin
e

General (All
Guidelines)

We applaud the initiative of EUnetHTA to develop
methods guidelines to support the good conduct of
relative effectiveness assessments of
pharmaceuticals. However we have some general
points to raise at this stage that are applicable to the
guideline development programme as a whole:

Comment acknowledged.

 Some more clarity on the purpose and intended
use of the guidelines would be helpful, in the form
of a standard introduction to each guideline. This
might include a brief rationale for the choice of
topics selected and future topics to be covered,
and the planned timing for reviews/updates of each
guideline. The status of these guidelines vis-à-vis
national guidelines on methods for HTA
assessment could be clarified.

The primary objective of EUnetHTA JA1 WP5
guidelines is to focus on methodological
challenges that are encountered by HTA
assessors while performing REA of
pharmaceuticals. See answer to comment 2,
point 2.
Each guideline already contains the scope and
problem statement that was the reason for
choosing a given topic. Timings for reviews and
updates of each guideline will be discussed and
established in JA2.
Accepted.

 These guidelines should be complementary with
minimal overlap: the whole set should be reviewed
together to ensure cross-referencing, and
avoidance of duplication.
 There are a number of authoritative guidelines
developed by national and international
organisations (for example ISPOR, SMDM,
Cochrane) and it would be useful to check for
overlap/consistency with these documents. In
particular it is important to check for consistency

Partly accepted.
EUnetHTA guidelines give EUnetHTA
methodological recommendations for REA of
pharmaceuticals, so consistency will not always
be possible.
However, while elaborating new general and
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with guidance covering the same methodological
areas developed for regulatory assessments.
 It would be useful to highlight more clearly within
the guidelines areas where there is less consensus
across HTAs in specific methodological aspects
related to HTA (and where therefore strong
recommendations cannot be made in a guideline).
For example, GSK’s experience is that there is a
divergence of views across national reimbursement
agencies in particular in the choice of relevant
comparator, the strength of evidence from indirect
and network meta-analyses and the status of
evidence for intermediate endpoints.
 The focus of these guidelines appears to be on the
evidence (largely from clinical trials) likely to be
available at the time of launch of a new medicine
and therefore potentially included in submissions to
reimbursement/HTA agencies at this stage.
Valuable relative effectiveness data, especially
from observational studies, may become available
at later stages and may be available for later
submissions or (planned) reviews that may be
undertaken by HTA organisations. Such data may
indeed be collected through managed access
schemes that are agreed with reimbursement
authorities and may serve to clarify or reduce
inherent uncertainties at the time of the first
appraisal. There is increasing interest in pragmatic
trials (which may make use of existing electronic
data collection systems) which if executed as
Phase 3b studies may deliver valuable information

Response by author
disease-specific guidelines, existing clinical,
regulatory and HTA guidelines will be checked
and requirements aligned when adequate.
Accepted.
See answer to comment 2, point 1. Statements
will be introduced to highlight situations where
recommendations are based on consensus and
where consensus does not exist.

Observational studies and pragmatic trials are
not in scope of JA1, but may be covered in JA2 if
decided so by EUnetHTA partners. (see answer
to comment 2, point 1)
Initiatives such as Innovative Medicines Initiative
“Incorporating real-life clinical data into drug
development” may be helpful in this field.
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Response by author

GENERAL COMMENTS
in time for reimbursement submissions.
 Some key areas appear to be missing from this
first set of guidelines. For example: interpretation of
data from superiority vs non-inferiority studies,
systematic reviews of effectiveness and safety
(which merit a separate guideline to ‘direct and
indirect comparisons’), utility assessment (which
should be separated out from health related quality
of life), prospective observational studies of
effectiveness (including registries – especially but
not only focusing on control of bias) and
retrospective observational studies (including
database analysis). Pragmatic controlled trials may
also merit special attention, as might the role of
modelling in relative effectiveness assessments.

 Some of the draft guidelines are written more in the
form of a literature review or working document
than a guideline for HTA assessors. Generally the
documents have a lengthy section 2 (Synthesis of
literature) and a relatively short Section 3
(Discussion). The Discussion section could be
expanded to focus more on the needs of the
primary customer (assessors for National HTA
organisations): what are the key issues to look for
when performing an assessment?, and provide a
better link back to the recommendations section.

Thank you for these proposals. Some are general
methodological issues, not specific for REA (such
as superiority vs non-inferiority studies), some
are already done by others (systematic reviews
of effectiveness and safety) and some are out of
scope in JA1 (prospective observational studies
of effectiveness including registries and
retrospective observational studies including
database analysis). The latter may be covered in
the JA2 if decided so by EunetHTA partners. The
process itself will be discussed and elaborated at
the beginning of JA2.
Depending on the context/country, utility
measures are needed (e.g. to calculate QALYs).
Therefore, a reference to utilities is already made
in the HRQoL guideline (see paragraph 2.1.3). If
a guideline would be developed specifically about
utility assessment later on, there would then at
least not be a contradiction with the HRQoL
guideline.
Comment acknowledged. Adaptations will be
done where possible.
This preference differs from person to person.
Some reviewers wanted more information, others
less. We think the current solution with a
summary is a good approach that will satisfy
most people.
By mentioning what should be used (see
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This might have to be done at the expense of
some of Section 2 (Synthesis of literature), which
could be shortened in some of the guidelines
(especially Health Related Quality of Life and Utility
measures).

7

GlaxoSmithKlin
e

General

This guideline is a rather lengthy and probably could
be compressed. There seems to be one main point:
use both disease specific and generic HRQoL
instruments. The rationale for and methods used to
derive utility measures (patient or population
preferences for health outcomes) are somewhat
distinct from general considerations of HRQoL
instruments and for clarity could be handled in a
separate guideline

8

GlaxoSmithKlin
e

General

The guideline is largely focused on clinical trials:
specific consideration of the issues relating to
inclusion of HRQoL instruments in pragmatic trials or
observational studies would be of value. HRQoL data
from unblinded treatment allocations (e.g. comparison
of devices or frequency of administration) collected
using pragmatic designs may be valuable for REA.

Response by author
recommendations), we implicitly also say what
should be looked at in an assessment. The goal
of the guideline is not to say what is e.g. a
sufficient and clinically relevant improvement
(since is impossible since this will be dependent
from many other factors).
The text is long due to the multiple questions
received by different stakeholders for
argumentation and clarification.
Recommendations are summarised at the
beginning in order to make the document
accessible for those who are less interested in
the background and reasons for specific
guidelines.
We do not entirely agree that the rationale and
methods for utility assessment are distinct from
those for HRQoL assessment. HRQoL
information is used to estimate QALYs (by
combining utilities (as a reflection of HRQoL) and
life years). Therefore, we think it is appropriate to
address utilities in this context as well.
The guideline is not about the most appropriate
research design and is not excluding any type of
study.
Discussion on the appropriate study design is out
of scope. However, it is clear that in practice the
evidence available for REA frequently comes
from clinical trials and this has indeed some
major advantages, not only for the assessment of
the HRQoL impact.
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GlaxoSmithKlin
e

General

1
0

HTA SIG

General

1
1

LEEM

Comment / Suggestion of rewording
GENERAL COMMENTS
Some consideration should also be given to the issue
that trials are not powered to detect differences in
HRQoL endpoints, yet the resulting data may be of
importance - not only as supporting evidence for
(clinical) effectiveness but also providing valuable
information on events and health states (across
treatment arms), for example for use in economic
evaluations.
Who is the target audience for this guideline? Clinical
researchers, statisticians, health economists? Is it
intended to provide guidance for the planning of
clinical trials to be used in the assessment of REA? It
may be helpful to have a statement as to the
audience it is intended for and the scope of the
guideline in terms of when it should be implemented.

We have no major remarks on the methodology of the
5 guidelines.
But it would be helpful to consider how post marketing
inputs to REA could address some of the
uncertainties inevitable at initial assessment. Each
document could comment on the role of observational
data sources.

Response by author
We recognize that even underpowered evidence
on HRQoL could provide useful information. The
data should be presented with the uncertainty
around the HRQoL estimates. (see paragraph
2.1.7) .

The target audience are the assessors who need
to evaluate HRQoL evidence provided by drug
manufacturers and clinical researchers. By
addressing the requirements for HRQoL data for
REA, we intend to influence the clinical
researchers in how they set up trials for the
demonstrating the relative effectiveness of
interventions.
A statement was added in the summary and in
the scope/objectives section.
See answers to comments 2 (point 1) and 6. This
topic is outside the scope in EUnetHTA JA1 and
HRQoL guideline (see above: the guideline is not
about the most appropriate research design or
when to gather specific data).
See statement in the summary and
scope/objectives about the purpose of the
guideline, suggesting that the guidance can help
R&D experts, setting up trials, to identify the
needs of assessors when HRQoL is to be
considered as a relevant outcome. It is important
to start in time with gathering HRQoL data (i.e.
not wait until after completion of the kay phase III
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Response by author

GENERAL COMMENTS

1
2

LEEM

OVERALL

These evaluation tools are not very well recognized in
France and a position of HAS on this topic would be
appreciate.
This document is long and difficult to read. More
concrete recommendations would be helpful.

1
3

NOVARTIS

Overall –
general

In order to discuss health related quality of life, there
must be a broader discussion on the core societal
values as a basis for methodology/instrument
selection. For example: how to value dignity of life and
impact of palliative programs in the final days of life?
In this context, a utility-based methodology, like a
QALY, is not sufficient, thus requiring a broader
discussion on societal value.

trial) and do this in an appropriate research
design (since often much is expected from
observational data and while it often cannot
provide an answer to the initial research
questions (e.g. problems with comparator group
for measuring the relative effect)
The recommendations become rather complex
because we had to take differences in
reimbursement decision making processes
across health care systems into account.
Therefore, one is supposed to know what kind of
system is prevailing in their country to know
which ‘case’ applies. For example, if economic
evaluation is not a prerequisite for obtaining
reimbursement, some recommendations become
less applicable than others. It becomes less
important to use a utility measure when costutility analysis is not required. However, some
recommendations apply to all, such as the
recommendation to use both a generic and a
disease-specific HRQoL data as complementary
sources of information.
This is true of course, but beyond the scope of
this guideline. The fundamental societal
discussion on core values is moreover countryspecific. There could in principle be as many
(societal) opinions on how to value dignity of life
as there are countries (or even individuals). They
can be part of a full HTA, where besides REA
and cost-effectiveness/utility analysis also
organisational, ethical and legal aspects are
considered. This is clearly a much broader scope
than the one envisaged here.
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GENERAL COMMENTS

1
4

NOVARTIS

Overall technical

The paper opens with an admission that there is no
agreement on what constitutes HRQoL. Accordingly,
you cite many definitions but it does not offer a clear
definition. To use this methodology in a European
context without a clear definition will be a challenge.
Some measurement cited in the background are
called HRQoL instruments although they are tools to
measure symptoms (measures of impairments),
functions (activity limitations) or some aspect of
HRQoL, or even a combination of all.
A generic HRQoL measure is a utopian concept.
There are instruments that masquerade as generic
HRQoL instruments when in fact they are heavily
biased towards measuring some aspect of activity
limitation.
For example SF-36, EQ-5D and HUI are considered
to be generic HRQoL instruments but they are heavily
biased towards functional limitations, and decision
made on the basis of their use in clinical trial can lead
to very different / contradicting findings. Also note that
the current crop of generic instruments was not
created to assess responsiveness in clinical trials
settings.

This broad discussion might take place during
EUnetHTA JA2, if decided so by EUnetHTA
partners.
The definition included in section 1.1 is “HRQoL
is a patient’s general subjective perception of the
effect of illness and intervention on physical,
psychological and social aspects of daily life.”
That is true. We mentioned them to make a clear
distinction between these measures and what we
would call HRQoL measures, which we consider
to be broader in scope than just measuring
symptoms, functions or a limited set of HRQoL
dimensions.
Supposing that there is indeed a bias towards
measuring functional limitations, the following
comment (with respect to the EQ-5D but the
same applies to the SF-6D) can be made:
The scores for the health states that can be
described by the EQ-5D are derived from the
general public. If the people from the general
public give more weight to functional limitations
than to pain/discomfort or anxiety/depression, the
impact of impairments on functioning (mobility,
usual activities, self-care) on the utility score will
be higher as well. The opposite also applies: if
they would consider pain/discomfort and
anxiety/depression relatively more important than
functional limitations, this would be reflected in
the utility scores.
The guideline does not state that the
disadvantages of the generic instruments
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Response by author

GENERAL COMMENTS

The document recommends that “authorities should
encourage researchers to always include a generic
instrument”, although the disadvantages of the
generic instruments outweighs the advantages of the
disease-specific instruments later in the document.
Whereas crude and out-of-date generic instruments
may have some utility in placebo controlled studies
their use in comparative studies should be
approached with extreme caution. When differences
between two comparators are razor-thin the most
appropriate decision making tool should be a disease
specific instrument and not a generic instrument.
Generic instruments are unlikely to detect treatment
differences (absence of evidence is not evidence of
absence).

1

SPMSD

General (for

The word “treatment” should be replaced with

outweigh the advantages of the disease-specific
instruments (disease-specific instruments have
many disadvantages as well!). It states that both
should be used as complementary sources of
information. Therefore, indeed, authorities should
encourage researchers to include both types of
instruments.
If differences between the treatment and the
comparator are razor-thin, it might indeed be the
case that the generic instrument does not pick up
any difference, but at least no deterioration would
be observed if the new intervention is better on
the disease specific outcomes than the
comparator. The societal question of the RE
assessor should then be whether an intervention
that is equally good as another one on a generic,
call it ‘rough’, HRQoL measure should be allowed
a higher price. The reimbursement will not be
denied if it is as good as the comparator, so it
becomes a price question. As price setting is out
of the scope of EunetHTA JA1 and of this
guideline (which focussed on HRQoL
measurement in the context of REA), this
decision is left open to the decision maker in
each country, who will decide what is relevant for
his country and what deserves to be reimbursed
at a higher price than a comparator; i.e. whether
they want to focus on the generic outcome or the
disease specific outcome. If only one of the two is
presented, the decision maker does not have the
opportunity to make a fully informed decision in
line with societal preferences.
Drugs or “pharmaceuticals” are aimed at
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GENERAL COMMENTS
“intervention” throughout the document as this
essentially excludes vaccination or any prevention
measures (eg screening) in this context.
Guidelines apply to 'pharmaceuticals', including other
class than drugs only.

Response by author
preventing, diagnosing and treating a disease.
The term “treatment” has been used in this
sense, but may be changed for clarity.

1
6

SBU

General

The guideline is a well-written document on a difficult
topic. It could very be useful in our organization to
educate project members about the use of HRQoL.

Thank you.

1
7

SBU

General

Much of the content has Fitzpatrick (1998) as
reference. However, there are various important and
more updated books about utility measurements that
may put some of the statements into perspective, See
for example:
Brazier et al.(2007). Measuring and Valuing Health
Benefits for Economic Evaluation. Oxford University
Press

Comment acknowledged.
Reference will be checked and included if
appropriate.

1
8

United
BioSource Corp
(UBC)

General

The report seems to make the distinction between
subjective HRQL measures and objective clinical
measures. While HRQL is based on patient reports
which are subjective, this does not preclude reliable
and valid assessment of functioning and well-being.

1
9

UBC

General

It is only when REA performed for the purpose of
informing health care professionals and patients that
the recommendation is this could be based on
disease-specific HRQoL instruments.

Comment acknowledged. It is not suggested that
HRQoL assessment could not be done in a
reliable and valid way. However, it cannot be
denied that there is a clear difference between an
objectively measurable outcome such as
mortality and an outcome for which there is no
gold standard against which its validity can be
ascertained.
Yes, that is correct. For the purpose of
reimbursement, comparisons will be needed with
other disease areas in one way or another, and
then you would need a generic instrument.
Even for a comparison within a disease, diseasespecific instruments might miss (un)expected
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Response by author

GENERAL COMMENTS
2
0

UBC

General

Although the report does not come out directly and
state that the EQ-5D is preferred, the report tends to
imply this through frequent mention throughout the
report. The report writers do mention the HUI, QWB
and other utility measures.

2
1

UBC

General

The recommendations in the report appear rather
general and don’t seem very helpful in guiding HTA
groups.

2
2

UBC

General

The report writers seem to be concerned about
common metrics across diseases and populations,
but don’t mention item banks for various health
domains (i.e., physical function, fatigue, anxiety, etc.)
which can be used across groups and treatments.
With item banks, short forms and CATs can be
developed to tailor assessment to population. The
NIH PROMIS measures represent a good example of
item banks across different health domains.

2
3

UBC

General

In general, I find that the report just reviews previous
work on HRQL and various methods issues for HRQL
outcomes. Note that most recent references are for
2009.

side effects.
See paragraph 2.1.3.2, mentioning Quality of
Well-Being Scale (QWB), the Health Utilities
Index (HUI), the SF-6D (6 dimensions of the SF36), the 15D and the AQOL

It is unclear what is meant by “HTA groups”. This
guideline is meant for assessors of the relative
effectiveness of interventions. They highlight the
requirements for valid evidence on HRQoL. (see
answer to comment 11)
Symptoms have been kept outside the scope of
the current guidelines, as for these outcomes the
clinical endpoints guidelines apply.
The potential problem with the item banks is that
they compare populations that are not
comparable and that insufficient patient details
are available for correcting for these differences.

Obviously, guidelines need to be based on what
is known from previous work and take methods
issues into account.
The draft guideline has been elaborated in 2010
including the most recent references at the time.
If there are relevant references published more
recently and providing significant new insights,
they will be included.

18

Compilation of comments on the draft guideline on Health Related Quality of Life and Utility Measures

Page &
Line
number

Comment / Suggestion of rewording

Organisation

Chapter

24

UBC

Page number
not given

Lines 3-18

25

UBC

Page number
not given

Line 25

In Line 25, it would seem more likely that the
disease-specific instrument would include domains
affected by the standard treatment and exclude ones
affected by the new treatment, rather than the other
way around as currently stated.

26

UBC

Page number
not given

Lines 4041

On a similar note, lines 40-41, utility measures are
proposed to ensure consistency of the evaluation of
REA, irrespective of whether they are able to
adequately reflect change. However, we
acknowledge that for clinical decision making disease
specific measures are recommended.

27

GlaxoSmithKline

Summary
P5, LL4-5

‘Because improvement in HRQoL is highly
subjective, it does not necessarily correlate well with

SPECIFIC COMMENTS
In the summary of the document, lines 3-18, which
sets the scene a distinction is described between
generic and disease specific measures focusing on
whether a profile or summary score is generated.
However, no mention in made as to the ability of the
respective measure to detect change is made, which
is surprising since one would assume this particular
attribute would be of high importance when a
measure is intended to demonstrate the relative
effectiveness of pharmaceuticals, the key [p-ripsoe of
this draft guideline.

Response by author

Comment acknowledged. Sentence
on responsiveness added in the
summary

That is exactly what is stated (italics
added): “disease-specific measures
[…] exclude dimensions of HRQoL
that are generally not affected by
the disease or standard
intervention, but might be affected
by the new intervention.” To
exclude dimensions that are not
affected implies that only
dimensions that are affected are
included, as you say.
Yes

Not accepted. We consider the first
sentence simpler, more complete
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28

EuropaBio

Pages 5-8

29

CADTH

P 5 lines
10 to 12

Comment / Suggestion of rewording
SPECIFIC COMMENTS
objectively measurable clinical benefits’ Recommend
either deleting or replacing with: ‘As HRQOL
assessments often ask about effects more distal to
ways in which a disease affects the way the patients
feel and function, it is sometimes difficult to
understand the treatment’s effects on HRQOL
measures. This is especially pronounced if
assessments of symptoms were not included in the
studies or if there is no correlation between
symptoms and HRQOL’
In some ways this document is more of a literature
review of the topic than a guideline. This is flagged in
the opening statement on page 2, where it is referred
to as “nonbinding recommendations”.
“A second distinction can be made based on the
result of the measurements: there are measures that
result in a HRQoL profile, with separate scores per
item or dimension of HRQoL, and measures that give
a utility index as a result.”

Response by author

and better understandable for
everybody than the second one.

Recommendations are always nonbinding, as there are so many
differences between countries in
what they consider necessary for
making reimbursement decisions.
OK

An index or overall score does not necessarily have
to be utility-based. I would recommend rewording as
…measures that give an overall index score as a
result
30

EFPIA

p. 5, l. 23

It is unclear why those would be two different
purposes. It is rather a matter of the perspective
taken than a feature of the used instrument. It is also
not specific to HRQoL measures, but such a
distinction would be true for so-called objective or
clinical measures as well.

The text reads as follows:
“Is the purpose of REA to inform
patients and health care
professionals about the HRQoL
benefit of an intervention as
compared to its comparator or is
the purpose to inform health care
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SPECIFIC COMMENTS
policy makers about the relative
value of a product?”

31

HTA SIG

Page 5,
lines 40-41

We would recommend noting that utilities should be
calculated using value sets relevant to the study
population

We agree that it is not a feature of
the used instrument. What we
argue is that the perspective taken
for REA determines the appropriate
choice of a HRQoL instrument. If
you want to make decisions about
the allocation of resources across
the healthcare system, you need
data generated with a generic
instrument. The same applies to
clinical measures indeed: if you
want to use REA for resource
allocation decisions, you need a
generic clinical outcome measure,
such as (quality-adjusted) life years
gained.
We acknowledge that this is an
approach recommended in some
countries. However, other countries
recommend using utility value sets
from the general public. Both
approaches have advantages and
disadvantages (using patientspecific utility values may have
important negative consequences
for these patient groups, especially
when coping is involved). Both
approaches have been mentioned
in the full text:
“Utilities could reflect either
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SPECIFIC COMMENTS

32

HTA SIG

Page 6,
lines 13-17

Should “coherence”,”(in)coherent” be replaced by
“consistency”, “(in)consistent”?

33

EFPIA

p.6, l.24

Disease-specific measures will not include
dimensions that are specific to the new treatment but
focus instead on overall dimensions of QoL that are
being impacted by the disease.

34

HTA SIG

35

OSTEBA

Page 6,line
28
Page 6,
line 28

patients’ preferences for specific
health states or the general public’s
preferences for these states.”
Accepted

The current text is the following:
“However, it should be noted that
the risk of focussing on diseasespecific measures is that they
exclude dimensions of HRQoL that
are generally not affected by the
disease or standard treatment, but
might be affected by the new
treatment, e.g. through side-effects
that were not present with the
standard treatment.”

Replace “the” by “to” (..important TO verify …)

So it is possible that elements that
have an impoact on HRQoL are not
reflected in the disease-specific
measure (e.g. because it is an
(un)expected side-effect of the
treatment under investigation). And
thus it was stated: “Therefore, it is
important to verify whether all
affected domains of HRQoL are
covered by the disease-specific
HRQoL instrument.”
Accepted.

Misprint. the  to

Accepted.
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36

EFPIA

p.6, l. 33

37

EFPIA

p.6, l. 41

38

UBC

Pg 7,
Summary

Comment / Suggestion of rewording
SPECIFIC COMMENTS
There are gold standards for development of PRO.
HRQoL being one of the elements that could be
measured with a PRO needs to follow these best
practices and regulatory guidelines (cf. ISPOR PO
task force, FDA, EMA).
This limitation is not specific to disease-specific
measures.
It would also be helpful to clarify that the “positively
affected” is validated and recognized as providing a
meaningful clinical benefit to the patient.

In the summary table (page 7) the recommendation
is to use generic utility measure in the interest of

Response by author

The development of PRO is out of
scope in this guideline. EMA and
FDA recommendations for PRO
development and assessment have
been referenced and should be
followed for regulatory purposes.
The text is as follows:
“Disease-specific instruments used
for reimbursement decisions within
one indication should not only
encompass dimensions expected to
be positively affected by a
treatment but also the dimensions
in which deterioration or no change
is expected. In other words, the
instrument needs to be
comprehensive in the HRQoL
domains covered.”
It would not be correct to add the
proposed sentence as it is not
always clear or validated what a
meaningful clinical benefit is to the
patient. Very often, it will be a
matter of appraisal what is
meaningful and is not, as this may
vary significantly between contexts
(effects on other endpoints, type of
disease, patient population
characteristics, type of available
treatment etc).
The recommendation is to include
both a disease- or population
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SPECIFIC COMMENTS
consistency with no mentioning of their ability to
reflect or detect change, thereby incurring a risk of
underestimating treatment benefits when used in
reimbursement applications.

39

UBC

Pg 7,
Summary
table

Similarly, the recommendation for use in resource
allocation decisions, a generic instrument is
advocated rather than a disease specific, despite the
well know fact that generic instruments are less
responsive to change. If no change is detected using
a generic measure the alleged benefit of an
intervention cannot be considered meaningful from a
societal perspective. This recommendation can be
disputed on the basis of the above weakness of
generic measures, an item that is addressed in the
draft guideline at all.

40

UBC

Pg 7,
Summary
Table

I don’t see why mapping to generic utility measures is
a problem, and in situations where the generic
preference measure is not very sensitive to treatment
effects in specific diseases, such as EQ-5D for
cataract surgery or age related macular
degeneration, disease-specific utility measures may
be needed. As an alternative disease specific
measures can be mapped to generic utility
measures.

Response by author

specific and a generic HRQoL
measure.
Remark: vice versa, diseasespecific instruments have problems
with measuring the impact on
general HRQoL:
- the treatment benefit on
general HRQoL might be
overestimated because e.g.
the influence of unexpected
side-effects is not well
taken into account, or
because the diseasespecific instrument focuses
on a specific element that
has no major impact or
importance for general
HRQoL.
- The disease-specific
measure is not always able
to tackle the impact of comorbidities on HRQoL
This is a rather strange reasoning.
Do you mean that it is better to map
a disease-specific instrument to a
generic if the generic utility
instrument itself does not show a
change in HRQoL? If the mapping
shows an impact on mapped
generic HRQoL, would that not be
an indication of the risks of
mapping; i.e. through mapping a
change in generic HRQoL could be
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Response by author

SPECIFIC COMMENTS

41

EuropaBio

Page 7,
line 7-8

This statement overlooks the body of work on use of
preference studies as an alternative approach.
Suggest more flexibility e.g. “a utility measure or
generic HRQOL instrument associated with a
reference set of utility values should be considered;
studies that derive patient preferences by other
means may also be an option”. This is supported
elsewhere in the document e.g. on page 10, lines 1617 and lines 32-34.

demonstrated while this would not
be picked up by using generic
HRQoL instrument directly?
Mapping brings in another level of
uncertainty (e.g. mapping NYHA
and EQ-5D)
Comment acknowledged. The text
was always meant to refer to direct
utility instruments as well. In the
three mentioned passages, the
term “a utility measure” was used
for this purpose. In order to add
clarity, we added either between
bracket or as an clarifying phrase
the reference to TTO and SG,
which are both examples of direct
utility measures:
“a utility measure (Time Trade-Off
or Standard Gamble) or generic
HRQoL instrument [...].”
Page 10 line 16-17 (and further):
‘Alternatively, utilities can also be
measured directly using specific
utility measurement techniques that
do not require the use of a
descriptive or evaluative HRQoL
questionnaire, e.g. by means of
the Time Trade-Off (TTO) or
Standard Gamble (SG)”.
As lines 33-35 in the previous
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Response by author

SPECIFIC COMMENTS
version refer to utility measures in
general (not specifically direct utility
measures), the text was maintained
as it was.’

42

43

EuropaBio

EuropaBio

Page 7,
line 17-21

Page 7,
line 31-35

The recommendation for countries to adopt one
specific instrument for a national reimbursement
request that is widely used e.g. EQ-5D may be too
restrictive unless further qualified. Suggest: one
specific instrument for national reimbursement
requests that is widely used e.g. EQ-5D as well
additional disease specific measure or other
preference measures where the EQ-5D may not
reflect all relevant QOL issues (e.g Alzheimer’s
Disease or oncology).

The statement indicating the benefit of an
intervention cannot be considered meaningful from a
societal point of view if no improvement is seen on a
generic HRQOL instrument is a significant concern.
For example, the EQ5-D does not reflect cognitive
and behavioural impairments in Alzheimer’s Disease.
These require a disease-specific (at least dementia
and cognition specific) instrument and changes in
these should still be considered to be “meaningful
from a societal point of view”.
Suggest: If no improvement on such generic HRQOL
instrument is observed, improvement must be
documented on a suitably validated disease specific
HRQOL measure before any benefit can be

Line 25: ‘To improve comparability
and consistency’
Suggested rewording is not
acceptable, as it would be in
contradiction with the objective of
improving comparability and
consistency. The disease-specific
instruments will by definition vary
between diseases. However, for the
generic instrument it is
recommended to use one single
generic instrument for all diseases.
Text will be slightly modified:
“REA performed for informing
resource allocation decisions
across indications should
primarily be based on HRQoL data
obtained with a generic HRQoL
instrument, encompassing all
HRQoL dimensions in which
improvements are considered
important by the general public. If
no improvement on such generic
HRQoL instrument is observed, the
alleged benefit of an intervention is
less likely to be considered
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SPECIFIC COMMENTS
considered meaningful from a societal point of view”.

Response by author

meaningful from a societal point of
view, given the range of existing
health problems between which
public resources need to be
allocated.”
Moreover, in paragraph 2.1, it is
stated (in line with your comment):
“Disease-specific instruments can
be considered relevant in the
following cases:
[...]


Assessment of the HRQoL
benefits of a product compared
to a relevant comparator for the
same indication if no effect on a
generic HRQoL instrument is
found but a HRQoL benefit is
nevertheless assumed.

And (2.1.2.)
[...]
disease-specific
HRQoL
instruments are also useful in the
context of REA for policy making
purposes. They can allow to justify
reimbursement decisions that are,
with
apparently,
inconsistent
previous decisions. For example, a
positive reimbursement decision for
a pharmaceutical with the same
effect on HRQoL than nonreimbursed
pharmaceutical
for
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Response by author

SPECIFIC COMMENTS
another indication, ceteris paribus,
might be justified by the diseasespecific HRQoL effects.
44

EFPIA

pp.7-9,
recommen
dations

45

EFPIA

p. 7,
recommen
dation 1

A fairly plausible scenario is that studies will need to
include both generic and disease-specific QoL
measures for REA. Working from this, it would be
helpful if the guidelines laid out a “base scenario” as
a reference point.
It is also unclear whether the guidance intends to
cover both, and whether the clinical decision making
wouldn’t be out of scope of this HTA guidance.

46

EFPIA

p. 7,
recommen
dation 2

The recommendation to require the use of both a
generic and a disease specific instrument does not
hold true for all cases.
“In both decision contexts, the use of other estimates
for the HRQoL benefit in the REA than in the
economic evaluation should be avoided.” This
sentence is unclear. It is acceptable that a clinical
assessment concentrates on HRQoL benefits as
reflected in a questionnaire and concentrates in the
cost-effectiveness in QALY differences derived in the

The base scenario is to include
both instruments.

As mentioned in 1.2 of the
guideline, it is of utmost importance
to consider both in the same
document, (1) to make it relevant
for all countries and (2) to make it
relevant for the different purposes
for which the evidence presented in
the document will inevitably be
used. Although the initial intention
may not be to inform clinical
decision making, it is likely that the
evidence will eventually also be
used for clinical decision making.
Here is an example to explain what
has been meant:
What should be avoided is claiming
an immense improvement in QoL in
a clinical assessment (based on a
disease-specific instrument) while
the economic evaluation does not
show any improvement in QALYs
(based on using a generic utility
measure).
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SPECIFIC COMMENTS
same study from another instrument. It is more a
matter of consistency among the data than using the
same measure. The consistency of data should also
be investigated between objective and subjective
measures and inconsistencies carefully looked at.

47

HTA SIG

Page
7,Recomm
endation 2,
item 1

We would recommend adding that country-specific
value sets should be used to derive utility scores
where available

Response by author

Therefore, the following has been
stated: “Consistency in the
application of the chosen source is
required. In both decision contexts,
the use of other estimates for the
HRQoL benefit in the REA than in
the economic evaluation should be
avoided.”
In practice, this is often not
possible.
Explanation was given at p27 l2533:
“While it is generally preferred that
utility scores are derived from the
50
country’s own population, it is
recognised that these scores are
often not available. Moreover,
primary data on patients’ individual
health state descriptions are often
also not publicly available, as a
consequence of which it becomes
impossible to assign national utility
values to patients’ reported health
states. For example, a REA might
be partly based on results of
studies published in scientific
literature, in which case the results
might not be country-specific.
Therefore, it is often allowed to use
utility scores from the general
public of other countries with similar
cultural or political backgrounds
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Response by author

SPECIFIC COMMENTS

48

SBU

Page 7,
Recommen
dation 2,
point 1, line
13

The recommendation states that ”to improve
comparability and consistency, countries might also
consider recommending the use of one specific
instrument for national reimbursement requests that
is widely used”. However, it is not discussed in the
document that different generic instruments vary in
their sensitivity to differences or changes in HRQoL
within different diseases. Since there is no gold
standard (of EQ-5D, SF-6D, HUI-3 etc.),
recommending one of these instruments may
discriminate patients with diseases for which the
recommended instrument is less sensitive. For
example, HUI-3 has been seen to be more sensitive
than EQ-5D among patients with diseases that lead
to functional impairments such as vision and hearing
impairments. If always using EQ-5D, these patient
groups may be given less priority than what they
really should when it comes to allocating resources.

and economic circumstances.52, 58,
59
”
This is recommended to improve
comparability and consistency.
A paragraph was added in the main
text about
- Responsiveness: “The
disadvantages of the
indirect methods for
assigning utilities to health
states are the same as the
disadvantages of the
generic descriptive HRQoL
instruments (see Table 2).”
(under 2.1.3.2.)
- Possible new instruments
or modifications to existing
instruments (e.g. EQ-5D5L): “Nevertheless, as
demonstrated by the
development of the EQ-5D5L (EQ-5D with 5 levels of
severity in each dimension
instead of 4), researchers
acknowledge this critique
and are looking for ways to
increase the
responsiveness of generic
HRQoL instruments, while
maintaining their advantage
of being generic.” (under
2.1.2)
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Comment / Suggestion of rewording
SPECIFIC COMMENTS
“If no improvement on such generic HRQoL
instrument is observed, the alleged benefit of an
intervention cannot be considered meaningful from a
societal point of view,”
This depends on the condition since generic
instruments are not always appropriate. For example
the NICE methods guide states: “In some
circumstances, evidence suggests that using the EQ5D may not be valid (for example in certain mental
health conditions related to psychosis, mania or
cognition, or in conditions affecting sensory functions
like vision or hearing)”.

50

NOVARTIS

Page 7
Recommen
dation 3

What are the “HRQoL dimensions in which
“improvements are considered important by the
general public”? We are not aware of literature that
outlines such dimensions applicable across various
countries / cultures.

51

EuropaBio

Page 8,
line 7-9

While it is agreed that mapping of disease specific
instruments is suboptimal compared to use of generic
instruments to obtain utility values, suggest swapping
this opening sentence to later in the paragraph and
changing “not recommended” to “is considered less
useful than the use of generic instruments”.

52

EFPIA

p. 8,
recommen
dation 7

A glossary would be helpful, as there are also other
single item measures (such e.g. a pain VAS) that
generate one score and they are used as primary
endpoint for regulatory approval and can form the
basis of the efficacy assessment in HTAs.
In some cases it could be meaningful to look at single
items in a HRQoL questionnaire, even if it does not

Response by author

See response to comment 43.
The text has been changed as
follows:
“If no improvement on such generic
HRQoL instrument is observed, the
alleged benefit of an intervention is
less likely to be considered
meaningful from a societal point of
view”

This is a consequence of how the
health states are translated to
utilities (which shows that changes
in certain dimensions have
larger/smaller impact on the utility
values)
Not accepted. “Not recommended”
is a stronger statement (and this is
also how it is meant to be).

Concepts and terms are defined in
the full report where they are being
applied for the first time. In this
recommendation we do not refer to
one element of a questionnaire. As
mentioned in this recommendation,
the following is meant: ‘Single item
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lead to a general significant improvement in the
score.

53

GlaxoSmithKline

P8,
Recommen
dation 7

For ‘Single item scores for HRQoL alone are
insufficient to demonstrate relative effectiveness
because they..’ suggest alternate wording: ‘Single
item scores for HRQoL may not completely address
a multidimensional concept/domain’.

54

NOVARTIS

Page 8
recommen
dation 7

While this is true, multi-dimensional measures are
not ideal either. The ideal instrument would be a unidimensional measure that taps into health-related
QoL matters relevant to the patients with the disease.

55

NOVARTIS

Page 8
recommen
dation 8

if suitable generic measures are available this would
be acceptable. The problem is, there is no generic
HRQoL tool available that can be used across
various diseases. There are two instruments (SF-36
7 EQ-5D) that resonates reasonably well some
disease areas but there isn’t one that is suitable
across all disease areas.

56

CADTH

P8
recommen

The wording in this recommendation is somewhat
imprecise. I would recommend rewording as follows:

Response by author

scores are scores derived from one
single question asking to value
current overall health on a specific
scale’
Not accepted. ‘Are insufficient’ is a
stronger statement than ‘may not’.
The stronger wording is preferred
“Single item scores for HRQoL
alone are insufficient to
demonstrate relative effectiveness
because they are subject to bias
and often too crude to detect
changes in health.”
It is agreed that no existing
instrument is perfect. The ‘ideal unidimensional measure’ that is
referred to does not exist for the
time being. However, this guideline
recommends the instruments that
best fit the purposes for different
contexts. Arguments are provided
in the main text.
Definition of generic measure has
been given:
“Generic HRQoL instruments
measure general aspects and are
applicable to a broad range of
indications, whereas specific
instruments are only applicable to a
specific indication, population or
intervention”
What is meant is: mapping of
results of disease-specific

32

Compilation of comments on the draft guideline on Health Related Quality of Life and Utility Measures

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
dation 8
Mapping of disease-specific or generic instruments
to preference-based instruments to obtain utility
values (if these were not collected during the clinical
trial either directly or indirectly) is generally not
recommended for REA.

57

EFPIA

p. 8,
recommen
dation 8

This recommendation is misleading as it assumes
mapping is only done from disease-specific
instruments to a generic instrument and it assumes
that mapping can be avoided. However, often
mapping is done between different generic measures
to fulfill requirements from different HTA bodies (e.g.
the widely used and cited mapping function from SF36 to EQ-5D. Or, for example, a generic instrument
may not be practical if there is already a heavy
burden on sick patients filling out multiple
questionnaires. Furthermore, in some circumstances
a generic instrument cannot appropriately capture
certain aspects of the disease. In these cases, a
disease-specific instrument (mapped to a generic
instrument for obtaining utility measurement) might
be a more appropriate tool to measure the benefits of
the interventions. For example the NICE method
guide states: “When EQ-5D utility data are not
available, these data can be estimated by mapping

instruments to (health states on
generic utility instruments to) obtain
utilities. Text has been changed
into:
“Mapping of disease-specific or
generic instruments to preferencebased instruments to obtain utility
values is generally not
recommended for REA. Authorities
should encourage researchers to
always include a preference-based
instrument in their clinical trial
protocol in order to avoid the need
for mapping.”
SF-36 is a generic HRQoL
instrument, not a preference-based
instrument. With the improvements
in the text (see answer to comment
56), this possible misinterpretation
is avoided.
Heavy burden: Preference-based
generic instruments are usually
short and easy to fill in.
P14-15, table 2: advantage of
generic instruments: “Reduced
patient burden if generic instrument
replaces (battery of) diseasespecific instruments”
If EQ-5D is not available  this
guideline tries to improve the

33

Compilation of comments on the draft guideline on Health Related Quality of Life and Utility Measures

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording
SPECIFIC COMMENTS
other health-related quality of life measures or healthrelated benefits observed in the relevant clinical
trial(s) to EQ- 5D data”.
Hence a section providing some guidance on good
statistical practice when mapping is performed would
be useful. This could cover such topics as the
characteristics, quality and size of the studies used to
derive the mapping relationship, how the mapping
relationship is modeled, use of variability in the
mapping relationship in subsequent analyses,
similarity in population and design between the
original trial and the trial being mapped, etc.

58

HTA SIG

Page 8
Recommen
dation 8

This reviewer supports the recommendation to
include a generic instrument where possible to avoid
the need for mapping. However, the need for
mapping is unlikely to be totally eliminated; for
example, a generic instrument may not be practical if
there is already a heavy burden on sick patients
filling out multiple questionnaires.
Hence a section providing some guidance on good
statistical practice when mapping is performed would
be useful. This could cover such topics as the
characteristics, quality and size of the studies used to
derive the mapping relationship, how the mapping
relationship is modeled, use of variability in the
mapping relationship in subsequent analyses,
similarity in population and design between the
original trial and the trial being mapped, etc.

59

NOVARTIS

Page 8
Recommen
dation 9

Absence of evidence from a generic measure of
responsiveness within a specific disease is not
evidence of absence. Lack of responsiveness may

Response by author

situation in the future: “Authorities
should encourage researchers to
always include a preference-based
instrument in their clinical trial
protocol in order to avoid the need
for mapping.”
Directly using the appropriate
instrument is a much better
approach than mapping (e.g.
problem of taking into account comorbidities when mapping results).
We prefer not to include advice on
mapping since this is explicitly
discouraged.

‘Absence of evidence is not
evidence of absence’ is completely
true.
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be due to irrelevance of the concepts measured (lack
of validity). Generic instruments are most unlikely to
satisfy the definition of ‘validity’. Validity defined as
‘Evidence that the instrument measures the concept
of interest including evidence from qualitative studies
that the items and domains of an instrument are
appropriate and comprehensive relative to its
intended measurement concept, population, and use’
– see definition in Appendix 3.

60

SPMSD

Page 8 –
reco 10 +
page 21

Pediatric population and how to mesure HRQoL in
children deserve a specific section and
recommendation – Use of proxy (caregiver and/or
parent) becomes a requirement (no alternative) as
young children who cannot express by themselves.

Response by author

‘Absence of evidence from a
generic measure of
responsiveness’ provides
interesting information and should
be taken into account in
assessment.
The goal is to estimate the impact
on general HRQoL, not to measure
the largest possible response. The
following sentence has been
added: “However, it should be kept
in mind that the goal is not to
measure the largest difference in
specific HRQoL outcomes, but
rather to measure the impact on
general HRQoL.“
The mentioned generic (utility)
instruments fit this purpose.
In fact, disease-specific instruments
are not able to fit this purpose.
The main text discusses the issue
of responsiveness of generic
measures and the consequences of
a possible lack of responsiveness
for the assessment process (see
paragraph 2.1.2.).
There is one part ‘Evaluation by
patients versus proxies’ that is
entirely dedicated to this issue,
even if specific concerns related to
the measurement of HRQoL in
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SPECIFIC COMMENTS
Any methodological alternative should be validated.

children are out of scope.

61

EFPIA

p. 8-9,
recommen
dation 11

This is not an issue specific for HRQoL and does
therefore not seem to be appropriate for a guideline.

62

EFPIA

This recommendation is vague and does therefore
not seem to be appropriate for a guideline.

63

NOVARTIS

p. 9,
recommen
dation 12
Page 9,
line 14

How can the appropriateness of HRQoL in decision
making be discussed when in fact we don’t know
what HRQoL is?

It is indeed not an issue specific for
HRQoL. However, as for other
endpoints, publication bias and/or
late publication are an important
issue.
Accepted. Recommendation 12 has
been deleted.
Remark not agreed upon. There is
consensus that HRQoL should be
taken into account in evaluations. It
is also acknowledged that this is a
difficult concept to capture in a
perfect way. However, it is not
because it is impossible to capture
this in a 100% perfect way that it
should be neglected in decision
making.
The current description reads:
“There is little agreement in
literature about what constitutes
3
HRQoL, even if the definition of
HRQoL has as a common basis,
being the definition of health given
by the WHO. According to the
definition of the WHO “health” is “a
state of complete physical, mental
and social well-being and not
merely the absence of disease”.”
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The statement is difficult to understand when further
down (l. 19), a definition of HRQoL is provided.

64

EFPIA

p. 10, l. 1416

65

EFPIA

p. 11, l. 1-4

It is not at all clear that those are distinct purposes. A
clinical decision may very well be done on the basis
of a relative effectiveness assessment versus an
alternative treatment option.

66

CADTH

P 10 lines
9 to 13

The language used to explain descriptive and
evaluative HRQL is confusing. Many instruments (for
example the SF-36) are used for both descriptive and
evaluative purposes. This point should be made, but
state that using HRQL measures for descriptive
purposes is beyond the scope of the guideline. I
would also recommend that following wording
change:

Response by author

The statement has been reworded
as follows: “For the description of
a population’s health status, as
for instance in national health
surveys, descriptive HRQoL
instruments are generally used.
Descriptive HRQoL instruments are
generally more comprehensive,
encompassing more items than
evaluative instruments used for
REA. Several instruments (e.g. SF36) are used for both descriptive
and evaluative purposes.
Descriptive HRQoL instruments will
not be considered further in this
guideline because the focus is on
HRQoL measurement in the
context of REA”
Those are several purposes of
REA. But that does not mean that
different instrument is needed for
every purpose (e.g. evidence based
on a utility instrument can inform
several purposes).
Accepted. The text will read:
“Descriptive HRQoL instruments
are generally more comprehensive,
encompassing more items than
evaluative instruments used for
REA. Several instruments (e.g. SF36) are used for both descriptive
and evaluative purposes because
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SPECIFIC COMMENTS
For the description of a population’s health
status, descriptive HRQoL instruments are generally
used. Descriptive HRQoL instruments are generally
more comprehensive, encompassing more items
than evaluative instruments used for REA.
Descriptive HRQoL instruments will not be
considered further in this guideline because the focus
is on HRQoL measurement in the context of REA
67

EFPIA

p 11, l. 913

The term “descriptive” HRQoL is unclear. What is
meant by “descriptive HRQoL”? And, although it is
stated that it should not be further discussed in the
document, it reappears later in the text (p 15)?

68

CADTH

P 11, line
24

I would recommend adding an example of a generic
utility measure, such as EQ-5D.

the focus is on HRQoL
measurement in the context of
REA.”

When it is used further in the text it
refers to the initial description of the
health state on a multidimensional
generic HRQoL instrument that is
then used to translate to e.g. an
index or utility score. An examples
is the EQ-5D, with its five
dimensions. It is necessary to use
this term to explain ‘direct and
indirect methods for utility
measurement’. Of course, the
descriptive part of these generic
HRQoL instruments leading to a
utility score can also be used for
the description of a population’s
health status, but this particular
purpose was not considered further
in the guideline, given the focus on
REA.
Accepted; both EQ-5D and SF-6D
were added: “generic HRQoL
instruments (e.g. EQ-5D, SF-6D,
SF-36, WHOQOL)”
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Neither AQLQ nor SGRQ can be said to be HRQoL
measures. The SGRQ user guide specify it to be an
instrument to assess health impairments, and its
items are heavily biased towards measuring physical
impairments (and some aspect of mental or social).

69

NOVARTIS

Page 10
line 26

70

EFPIA

p. 10, l. 2935

HRQoL measures are usually summary scores and
more seldom profile measures, so the main
distinction made here between profile and utility
measures is a bit confusing.

71

CADTH

P 11, lines
33 to 34

“utility measures, leading to a single score for HRQoL
on a 0 to 1 scale, where 0 is the value of death and 1
the value of perfect health (negative values are
possible for health states considered worse than
death”

Response by author

These are indeed problems for the
disease-specific instruments.
Nevertheless, they are used in
studies to assess some aspects of
HRQoL. Therefore, it is very
important to stress (both their
strengths and) their limitations.
An alternative distinction which is
maybe more clear is the following:
- Profile
- Summary score
- Utility (as a special case of
a summary score)
also it is accepted to add the
remark that some instruments can
be both profile and index measures.

The distinction is usually made between profile and
index measures. Utility measures are just one type of
index measure. Utility measures should be replaced
with index measure: a HRQL measure that produces
an overall score. Then utility measure could be
discussed as a subpoint. As well, it might be worth
noting that some instruments can be both profile and
index measures (such as the HUI which gives
individual dimension scores, in addition to the overall
score).
72

HTA SIG

Page
10,lines
46-48

Is this including VA scales (e.g. EQ-VAS)?

No. The description has been
changed into: “Single item HRQoL
questions, asking to value current
overall health on a specific scale

39

Compilation of comments on the draft guideline on Health Related Quality of Life and Utility Measures

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS

73

NOVARTIS

Page 11,
table 1

Profile:
SF-36 is not an instrument to measure HRQoL. It is
good to measure functional abilities relating to upper
extremities, and resonates well in certain diseases
such as RA. It is not, for example, responsive in most
infectious diseases .
Single overall score:
These instruments are generally used to assess the
symptoms associated with specific disease. They are
not HRQoL measures.

(e.g. a Visual Analogue Scale)
without a descriptive system
accompanying the score, are not
considered valid HRQoL measures
for REA or cost-utility analysis and
are therefore not considered further
in this guideline.” The reason is that
such single scores without a
descriptive system do not allow the
assessors to see where changes
come from. Changes in peoples’
scores over time could be due to
reasons which are unrelated to
health. By combining a descriptive
system with a summary score,
more information is provided.
This statement is incorrect. SF-36
is considered an instrument to
measure HRQoL.
A sentence on responsiveness of
generic instruments has been
added.
Single overall score: See response
to comment 71. The wording has
been changed into “summary
score” and an explanation has been
added. Summary scores are not
necessarily limited to symptoms
associated with a specific disease.
They can encompass many more
health-related dimensions (cfr EQ-
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5D, HUI)
74

75

NOVARTIS

EFPIA

Page 12,
line 6

p.12, l.2

The problems are:
1. Lack of definition of HRQoL
2. Decision makers consider any questionnaire
completed by patients to be QoL or HRQoL
assessment.
3. HRQoL measures should be disease
specific; and there are not many.
Data from any generic HRQoL must be interpreted,
especially for decision making relating to resource
allocation, with extreme caution.

This distinction of descriptive vs evaluative HRQoL
measures is unclear.

The reason behind the distinction between “profile”
and ‘single overall score” is unclear. The SF-36
provides 2 components scores which could be further
divided in the domains but does not provide any
profiling.
To our knowledge the SF-36 recall period is 4 weeks
and not 1 year (see http://www.sf36.org/faq/generalinfo.aspx).

There is no one single definition of
HRQoL.
It is considered important to use
both disease-specific and generic
(utility) instruments in complement.
For resource allocation across
diseases, disease-specific
instruments are not very helpful in
contrast to generic (utility)
instruments
Comment acknowledged. The
distinction between descriptive and
evaluative has been clarified.
Several instruments (e.g. SF-36)
are used for both descriptive and
evaluative purposes.
(
SF-36 is classified as a profile in
table 1 because it does not provide
one single summary score for
overall health, despite its two
summary scores for two HRQoL
domains.
It is one year for the single item
question about changes in health
(“Compared to one year ago, how
would you rate your health now?”).
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76

EFPIA

p.12, l. 734

Suggest revising the problem statement to make it
more succinct and understandable.

Could you please be more specific.

77

HTA SIG

Page
12,lines
11-12

There is also intra-subject variability due to timing of
HRQoL assessments relative to onset of adverse
events, and maximal efficacy, as well as changing
personal circumstances which can affect a patient’s
outlook on their condition

Indeed. The following has been
stated:
“In the context of REA, one is
interested in the change in HRQoL
due to an intervention. This implies
repeated measurement of HRQoL
in groups of patients, at least before
and after treatment and at crucial
events (e.g. occurrence of serious
side-effects or complications).”
Of course, the intention should not
be to attribute changes in HRQoL
due to non-health or interventionrelated changes to an intervention.
Therefore, HRQoL assessment
should really be limited to healthrelated QoL.

78

EFPIA

p. 12, l.2122

As mentioned this is about study design rather than
about REA.

79

EFPIA

p. 12, l. 22

Disease-specific measures have been established as
credible and useful measures.

Not accepted. The application of an
adequate study design is crucial for
the credibility of the HRQoL
assessment. The sentence
“suitable study designs are needed
to measure the effects of
interventions on HRQoL.” will be
kept.
It is not stated that disease-specific
measures are not credible and
useful.
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80

CADTH

P 12 line
26

Here and throughout the document the distinction is
made between profile and utility measures, but the
distinction should be between profile and index
measures (of which utility measures are a
subcategory).

81

EFPIA

p. 13,
section
1.2.2.

Given the diversity described, it remains unclear what
the purpose of this guidance is.

82

SBU

Page 13,

A reference is missing

The sentence is the following: “The
credibility and usefulness of any
intervention-related improvement in
HRQoL may be jeopardised by the
lack of standardisation in HRQoL
measurements.”
Thus credible and useful for certain
purposes (e.g. information for
clinicians and patients or more
detailed information about the
HRQoL impact observed on a
generic instrument) but not for
others (e.g. comparison across
diseases).
Indeed.
The following distinction will be
made:
- Profile
- Summary score
- Utility (as a special case of
a summary score)
The utility will be mentioned
separately to stress the difference
with other summary scores
“Guidelines on the way HRQoL
should be assessed are needed to
ensure that HRQoL measurements
are relevant and useful for the REA
of interventions in the context of
health technology assessment.”
See answers to comments 2 (point
2) and 6.
Correct. The reference has been
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83

OSTEBA

84

EFPIA

Discussion
(on the
problem
statement),
line 1
Page 13,
line 5
p. 13, l. 2931

added:

Missing reference number.
The distinction would benefit from being further
explained.

Comment acknowledged. The text
now reads:
“When a REA must serve at the
same time the decision makers and
the professionals and patients, it
should include the relevant
information for each of them. It can
be argued that the same
information should guide both
clinical and reimbursement
decisions. Although this is generally
true, clinicians faced with an
individual patient and different
intervention strategies may still
want more specific information on
the HRQoL dimensions affected by
a disease or its intervention.”
It is explicitly stated that the needs
of policy makers might be different
from the needs of clinicians and
patients in terms of HRQoL
evidence, but that these needs are
not necessarily conflicting:
- Policy makers that have to
take decisions across
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85

EFPIA

p. 14, l. 1940

It is welcomed that regulatory guidance is referred to
in this document. We believe that an even stronger
statement and alignment with the related documents
would be helpful.

86

UBC

Pg 15

The focus on various weighting schemes (p 15)
seems unwarranted, as there are a number of
studies that have found that weighted versus unweighted have comparable characteristics, and that
there may be little value to weighting in terms of
measurement.

87

NOVARTIS

Page 15,
line 9

The majority of instruments are designed to measure
symptoms related to a specific disease (e.g. Cystic
Fibrosis Questionnaire) or a constellation of diseases
(e.g. Skindex). There are also instruments that
measure various aspects of functioning: physical
functioning (e.g. SF-36), visual functioning (VFQ-25),
sexual functioning (IIEF) etc. These instruments do
not measure HRQoL.
Symptom assessments reported by patients are the
primary endpoints in many clinical trials (eg.
psychiatric disorders). Such assessments should not

diseases  generic utility
instrument
- Clinicians and patients 
want more details from
disease-specific
instruments
EMA and FDA recommendations
for PRO development and
assessment have been referenced
and should be followed for regulator
purposes.
See also answer to comment 36.
“Scores on separate items within a
dimension are sometimes
combined as a weighted or unweighted sum to create dimensionspecific global measures.”
This is just a description of current
practice. In some instruments, the
scores are summed up without
weighing, in others with weighing.
HRQoL is multi-dimensional
concept. Disease-specific
instruments measure several
dimensions of HRQoL affected by a
specific disease and its treatment.
Some disease-specific instruments
measure only some
aspects/dimensions of HRQoL.
Comments acknowledged.
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be confused with HRQoL.
There are also instruments available to measure
‘treatment satisfaction’ and ‘compliance’. Again,
these are not HRQoL.
Measures of symptoms address ‘impairments’; that
is, any loss or abnormality of psychological,
physiological or anatomical structure or function.
Measures assess a deviation from an individual’s
normal biomedical status, informing on symptoms
and on the adverse effects of interventions.
Examples include measures of anxiety, pain and
cough.
Activity limitation PROs address physical, social or
psychological functioning; that is, any restriction or
lack of ability to perform an activity in the manner or
within the range considered normal for a human.
Examples include assessments of activities of daily
living such as dressing, walking or personal care.
HRQL has been defined as ‘the capacity to perform
the usual daily activities for a person's age and major
social role’.[Guyett et. al. 1993] Thus, deviation from
normality results in a reduced HRQL. Its emphasis is
on the measurement of a combination of symptoms
and functioning and, as such, HRQL relates to health
status. Consequently, measures of HRQL are multidimensional, yielding a profile of scores.
88

HTA SIG

Page

If it is taken into account in powering the trial why

What we mean is that the results do
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89

HTA SIG

Page 15,
lines 38-44

Comment / Suggestion of rewording
SPECIFIC COMMENTS
would the statistical analysis mainly be descriptive? If
it is sufficiently important to contribute to powering
the study then it would be more than descriptive, and
vice versa.

Do these comments apply to instruments which have
a clearly defined and validated summary score?

Response by author

not have to be weighed in this case
because the conclusion of the
assessment for this aspect will be
relatively straightforward:
“The separate items and
dimensions can be considered
HRQoL endpoints in themselves if
they have been fully developed and
validated. The study protocol
should then ideally have specified
that a given dimension will be the
main focus of the HRQoL analyses
and have taken this into account
when determining the power of the
trial. The statistical analysis will in
that case mainly be descriptive.
Interpretation problems may arise
when an intervention performs
better than its comparator on one
item (or dimension) but worse on
another. In REA the relative
importance of the different HRQoL
domains needs to be determined in
order to draw conclusions with
respect to the ‘net’ relative
effectiveness of an intervention.”
No, this is about situations where
you leave the weighing to the
patient.
We added the word ‘implicit’ to
make this clearer:
“More frequently, researchers opt
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90

NOVARTIS

Page 16,
table 2
(related to
generic
instrument
s)

Generic scales, by definition, contain some questions
that are irrelevant to specific patient groups and miss
areas of particular importance. The use of welldesigned disease-specific scales ensures that
patients are only asked questions that are relevant,
meaningful and acceptable to them.
Selection of instruments should be based on both the
relevance of the content and the suitability of scale
psychometric and scaling properties in order to
ensure that the scale has the ability to measure
change. In particular, the continued use of older
generic scales such as the Nottingham Health Profile
(NHP), SF-36 and the EQ-5D as measures to report
the patient-perceived effects of treatment is often
questionable.
In addition to the relevance issues highlighted above,
such scales, being older, pre-date the advances in
measurement science that have taken place over the
past decade. The NHP and the SF-36 in particular,
were designed for use in cross-sectional population
studies and, as such, lack the psychometric and
scaling quality expected of modern instruments
designed to measure change.
Inviting patients to complete instruments that have
limited ability to demonstrate the perceived effects of
treatment raises serious ethical questions. The use of

for one summary item, generating a
single score for HRQoL, leaving the
implicit weighing of the different
dimensions to the individual
patient.”
Not accepted. Generic scales
contain multiple dimensions that
are important to describe general
HRQoL. It is not because one
dimension is not influenced by the
disease and/or treatment that it is
irrelevant to describe the general
HRQoL of a patient.
Disease-specific instruments
provide information relevant to
patients and clinicians in the
context of a REA of a
pharmaceutical for a specific
disease.
Indeed, the context of REA
determines which instrument is
needed.
- To provide detailed
information to patients and
clinicians  diseasespecific instrument
- To provide information to
policy makers that have to
take decisions across
diseases  generic utility
instruments
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SPECIFIC COMMENTS
poorly designed instruments may also result in
missing values.

Therefore: use them in complement
to each other.

Replace “efficiency” by “efficacy”?

No, it is about reimbursement 
efficiency of using the limited
resources
The amended text will read:
“However, even in situations where
reimbursement decisions are made
on a case-by-case basis and where
policy makers assess resource
allocations within one particular
indication rather than across
indications, generic HRQoL
instruments are useful.”
Accepted.

92

HTA SIG

Page 16,
lines 16-22

Should “coherence”,”(in)coherent” be replaced by
“consistency”, “(in)consistent”?

93

EFPIA

p. 16

The list of disadvantages of disease-specific
instruments seems to indicate a bias towards generic
instruments, and a lack of understanding of the
situations in which disease-specific instruments
would be preferable.

See answer to comment 90.
We clearly are in favour of using
both disease-specific and generic
(utility) instruments.

94

EFPIA

p. 17, l. 43

Disease-specific measures will focus on overall
dimensions of QoL that are being impacted by the
disease.

Comment acknowledged. However,
it is possible that disease-specific
instruments are not able to reflect
the impact of (un)expected side
effects (e.g. heart-related problems
by providing a drug for cancer
treatment)
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“Assessors should assess whether
all potentially relevant dimensions
are actually included in the diseasespecific instrument used to
demonstrate REA, not only the
dimensions on which an
improvement is expected following
the treatment. This is important so
that the effects of unexpected sideeffects are covered by HRQoL
outcomes.”
Indeed (RE)

95

OSTEBA

Page 17,
line 42

Is the instrument used to demonstrate relative
effectiveness assessment or just relative
effectiveness? If the latter is the case, the
abbreviation ‘REA’ should be removed.

96

OSTEBA

Misprint. Double full stop at the end of paragraph.

Accepted.

97

EFPIA

Page 17,
line 45
p.17, l. 3157

The comparison of generic and disease-specific
instruments is not consistent with the comments on
bias in generic instruments in the Clinical endpoints
document.

The two documents will be
thoroughly checked and
inconsistencies rectified before final
guideline versions are issued.

98

EFPIA

Whilst this might be true, it is unclear how it supports
the development of REA guidance.

The sentence is the following:
“Disease-specific instruments can
be considered relevant in the
following cases: To get additional
information on HRQoL during the
assessment of the risk-benefit of a
pharmaceutical for registration
purposes”

p. 17, l. 4748

Thus it provides additional (more
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detailed) information. While this
does not impact directly on the
guideline, it is mentioned here for
completeness.
99

NOVARTIS

Page 18,
line 3

The EQ-5D and SF-36 are perhaps the most
commonly used generic instruments.
Both instruments are heavily biased to measure the
impact of interventions relating to physical functioning
and pain.
While such crude measurements may be acceptable
in placebo control studies the decision based on such
crude measures in comparative trials may be heavily
impacted by the coverage provided by the
instruments.

A phrase on the responsiveness of
generic HRQoL instruments has
been added: “Generic HRQoL
instruments are believed to be less
responsive than disease-specific
instruments, although empirical
evidence confirming this belief is
often missing. However, it should
be kept in mind that the goal is not
to measure the largest difference in
specific HRQoL outcomes, but
rather to measure the impact on
general HRQoL. Nevertheless, as
demonstrated by the development
of the EQ-5D-5L (EQ-5D with 5
levels of severity in each dimension
instead of 4), researchers
acknowledge this critique and are
looking for ways to increase the
responsiveness of generic HRQoL
instruments, while maintaining their
advantage of being generic.”.
Physical functioning and pain are
clearly two important dimensions of
HRQoL. A valid generic instrument
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100

CADTH

P 18 lines
22 to 24

Scores derived from VAS’s are technically not
utilities, since they are not elicited under uncertainty.
I would recommend deleting these lines.

101

HTA SIG

Page
18,line 53

We recommend adding that the tariff used should be
country-specific where possible. If no tariff has been

is not limited to these dimensions,
however, but also includes
dimensions related to mental
health. The relative importance of
problems with physical functioning
and of pain are a matter of
appraisal. Moreover, in the case
utilities the relative importance of
each dimension is reflected in the
tariff values.
.
We are aware of this technical
difference.
However, we would prefer not to
delete the VAS in the text. The
following is preferred:
“Utilities could reflect either
patients’ preferences for specific
health states or the general public’s
a
preferences for these states. ”
With the following footnote:
a) The terms ‘preference’ and
‘utility’ are frequently used
as synonyms, although
technically, ’utilities’ are
preferences obtained by
methods that involve
uncertainty (i.e. the
standard gamble
approach).
Comment acknowledged. The issue
is indeed relevant at both locations.
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defined for a country where a study is being
conducted, then the closest relevant tariff set should
be used, based on the characteristics of the
population etc. This is mentioned later (page 28, lines
25-33) but belongs here too.

102

SBU

Page 1819, Direct
and
indirect
methods,
text about
indirect
methods

It should be mentioned that there are various tariffs
for each of the instruments and that these may give
different results.

103

SBU

Page 19,
Text about
from whom

The discussion about whether to use patient or
general public values is also related to the underlying
theory about economic evaluations, which should be

Response by author

However, the paragraph “From
whom to derive utility values”
relates more specifically to the
distinction between societal utility
values and patients’ utility values.
The paragraph on page 28 fits
within the discussion about QALYs,
where the use of the issue of
country-specific utilities is maybe
more important. Text is maintained
as it was.
Comment acknowledged.
Paragraph addressing this issue
has been added: “For some
instruments, various tariffs exist.
This is due to the fact that the
selection of the multi-attribute utility
function that will be used to
generate the tariff values is not
straightforward and is often a
matter of choice. Results of the
assessment may vary depending
on the utility function applied.
Moreover, different generic utility
instruments may yield different
results. It is therefore
recommended to select one
instrument with one tariff and apply
this to all assessments to ensure
consistency in the REA. .”
The amended text will read:
“In the context of economic
evaluations, intended to inform the
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104

SBU

Page 19,
Text about
from whom
to derive
utility
values

Comment / Suggestion of rewording
SPECIFIC COMMENTS
mentioned in the text.

Response by author

process of assessing the societal
value of an intervention, health
state utilities used have therefore
usually been derived from the
general public. This has also been
proven to be a practical approach.
However, there is no overall
consensus about whether patients’
utility values or the general public’s
values should be used. It is
recognized that both approaches
have their advantages and
disadvantages.{Brazier, 2007
#5412} Different countries may
have different opinions..”

A problem with values from the general public is that
the representatives of the general public that have
participated in the valuation process have valued
hypothetical health states for which they usually have
not had much (full?) information. Thus, it may be
very difficult for the respondents to give a valid value
for these hypothetical health states. This should at
least be mentioned.

Comment acknowledged.
There are several pros and cons of
using patient utilities, as there are
several pros and cons of using
public values.

OK
The current sentence becomes:
“The public values are derived
based on a sample of the general
public valuing hypothetical health
states described by means of the
EQ-5D.”
Guidance/preference is present

105

HTA SIG

Page
19,line 2

We would recommend adding that they are based on
a sample of the general public valuing health states.

106

EFPIA

p.19,

Again, the discussion of population- vs. patient-

See answer to comment 103.
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107

Clinic Mathilde Rouen

Page 19
recomman
dation 10

Comment / Suggestion of rewording
SPECIFIC COMMENTS
derived utility values is informative but too general to
provide guidance.
It would also be useful to add discussion on
transposability of measures across countries, in
particular how to judge when measurements from
one group of countries in a study are unlikely to be
applicable to other countries.

It is of particular interest to consider evaluation of
HRQoL from the patient feeling and not from relatives
or general public in chronic disease like metastatic
cancer. Regarding palliative care or metastatic
cancer, relatives will be generally less active in
treatment option particularly specific treatment and

Response by author

(first sentence), including the
practical limitation:
“While it is generally preferred that
utility scores are derived from the
country’s own population,50 it is
recognised that these scores are
often not available. Moreover,
primary data on patients’ individual
health state descriptions are often
also not publicly available, as a
consequence of which it becomes
impossible to assign national utility
values to patients’ reported health
states. For example, a REA might
be partly based on results of
studies published in scientific
literature, in which case the results
might not be country-specific.
Therefore, it is often allowed to use
utility scores from the general
public of other countries with similar
cultural or political backgrounds
52, 58,
and economic circumstances.
59
”
A short discussion on using tariffs
from other countries may be added.
Comment acknowledged.
We think the remark is about the
following:
“It is important to be clear about
how to handle the choice between
patient utilities and utilities of the

55

Compilation of comments on the draft guideline on Health Related Quality of Life and Utility Measures

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording
SPECIFIC COMMENTS
patient would be more prompt to receive specific
treatment.

108

109

HTA SIG

GlaxoSmithKline

Page
20,lines 23

P20, L20

We would recommend noting that different sample
populations can be used, or different generic
instruments can be used to define health states. The
only fixed health states are 0 and 1.

For ‘HRQoL measures must be valid, reliable,
responsive and acceptable’ suggest alternate
wording: ‘HRQOL measures should have data to

Response by author

general public in REA, in order to
avoid confusion with the public.”
...
“Once it has been decided to use
utilities derived directly from
patients, this approach should be
applied to all evaluations. The
feasibility of this choice, as
compared to using a generic utility
instrument, should be carefully
considered.”
See also answer to comment 103
for changes in the text.
Accepted. The text now reads:
“This problem is avoided when
using public utility values, because
the same health state description
cannot have different utility values.
It goes without saying that the use
of public utility values is not without
problems either (e.g. lack of
distributions in scores, giving a
false image of preciseness of the
utility values). The only fixed health
states are death (value of 0) and
perfect health (value of 1).”
See also changes as described in
the answer to comment 102.
The current sentence is: “To be
useful for relative effectiveness
assessment, HRQoL measures
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support their validity and reliability in the target
patient population’.

Response by author

must be valid, reliable, responsive
and acceptable.”
We prefer to include all four
concepts (which are explained in
appendix 3)

110

EFPIA

p. 21,
section
2.1.5.1

This section mixes several topics: time point of
assessment, missing data handling and interpretation
of HRQOL data using MID. Interpretation of HRQoL
data using MID deserves more attention (and a
separate section), especially describing the
difference between "within-patient changes" and
"between-patients" changes.

The discussion on the MID in the
context of HRQoL is not considered
relevant. Changes in HRQoL are
changes as detected by the
patients. The assessment of the
importance is a matter of appraisal,
taking other decision criteria into
account.

111

EFPIA

p. 21, l. 4

Interventions treating and preventing a disease
should be differentiated as regards measurements of
HRQoL. We would therefore suggest adding the
following: “For interventions treating a disease, this
implies repeated measurement of HRQoL in groups
of patients.”

Not accepted. HRQoL can also be
assessed in studies comparing
screening strategies.

112

EFPIA

p. 21, l. l 9
-12

Unclear why this should be specifically relevant for
physical functioning and not other
domains/dimensions of HRQoL?

This is indeed not specific for
physical functioning, but easier to
define in this domain. Text has
been amended.

113

EFPIA

p. 21, l. 15

Interventions treating and preventing a disease
should be differentiated as regards measurements of
HRQoL. We would therefore suggest adding: “For
interventions preventing a disease, this implies both
repeated measurements of HRQoL while the patient

The statement is not agreed upon:
“in case of acute disease, ... in
addition to healthy baseline HRQoL
measurements”
 does not take into account the
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is healthy - in order to follow baseline HRQoL
evolution in time - and measurements during the
disease episode. In case of acute disease,
measurements just after the disease episode could
also be considered as a proxy of baseline HRQoL, in
addition to healthy baseline HRQoL measurements.
The results should primarily provide information on
change from baseline to disease, in order to assess
the HRQoL improved thanks to avoided disease
onset: statistical difference between baseline and
disease state. Second, for lethal diseases, results
should also provide a robust estimate of baseline
HRQoL of the population to which prevention is
applied in order to be able to assess HRQoL
adjusted life years saved thanks to avoided mortality.
Last, the above recommendations for treatment types
of interventions apply, where relevant (e.g. when two
active prevention groups are to be compared).”

114

EFPIA

p. 21, l. 23

The sentence “When dealing with longitudinal
multidimensional HRQoL data, multilevel analysis
can be applied, with level one in the analysis being
the various HRQoL dimensions, level two being the
observations over time within a patient and level

Response by author

impact of possible co-morbidities
“results should primarily provide
information on change from
baseline to disease”
 the HRQoL can also improve
without treatment (so better to
compare with control group (and
doing assessment at several points
in time (before, after,...) than doing
a before-after comparison in one
group)
Screening: also important to include
impact of possible side-effects.
We agree that measuring before
and after is necessary. The current
text is the following:
“In the context of REA, one is
interested in the change in HRQoL
due to an intervention. This implies
repeated measurement of HRQoL
in groups of patients, at least before
and after treatment and at crucial
events (e.g. occurrence of serious
side-effects or complications).”
Has been rephrased for
clarification.
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Response by author

SPECIFIC COMMENTS
three being the patient” is unclear.
115

EFPIA

p. 21, l. 4042

Is this realistic (and would not psychometric
properties from baseline data in clinical efficacy trials
provide valuable data)? We do miss a reference to
ISPOR task force guidance (Wild et al (2009) Value
in health, 12 (4), 430-440).

It is important that translations be
validated since e.g. the meaning of
the translated words has to be
checked.
This is reference 29 in the
document.
“Therefore, translated HRQoL
instruments should be properly
validated and tested before use in
clinical studies that aim to
demonstrate improved relative
29
effectiveness of an intervention. ”
Detailed guidance on accepted
methods of linguistic
validation/cultural adaptation is out
of scope in this document.
Accepted.

116

EFPIA

p. 22, l. 2

ISPOR and FDA have provided clear guidance and
best practices on methods of linguistic
validation/cultural adaptation.

117

OSTEBA

Page 22,
line 9

When printing, two warnings appear saying that the
origin of the reference is not found. Revision
suggested.

118

OSTEBA

Pages 22
and 24

In order not to break the continuity of the text we
recommend the removal of these big blank spaces
(page breaks).

Accepted.

119

UBC

Pg 23

The report writers seem to think that CAT may have
limitations (p 23) for REA, and I fail to see how this
can be possible. Doesn’t more precise, tailored
assessment improve understanding of HRQL
outcomes?

CAT=computer adaptive testing.
Comment acknowledged. Text now
reads: “The experience with this
approach is still limited and
therefore the relevance of data
collected in this way for REA is still
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SPECIFIC COMMENTS
120

GlaxoSmithKline

P23,
Section
2.1.5.4
It should be noted clearly that use of proxies to report
on how patients feel should be discouraged, as only
the patient truly knows.

121

EFPIA

p. 23, l. 1423

Please also see ISPOR task force guidance (Coons
et al (2009) Value in health, 12(4), 419-429).

unclear.”
We agree with this as shown in our
recommendation “Evaluation of
HRQoL by “proxy judges” is not
recommended. Its acceptance
should be limited to cases where
the patient cannot contribute
him/herself or where the use of
proxies can be justified by the
nature of the judgements to be
made.(paragraph 0)”
Reference has been added.
Paragraph regarding measurement
equivalence testing has been
included: For electronic versions of
paper HRQoL questionnaires, the
measurement equivalence should
be addressed using the appropriate
techniques. The appropriateness of
techniques for measurement
equivalence testing depends on the
magnitude of modifications to the
content and format of the original
paper version of the questionnaire
required during the migration
process.{Coons, 2009 #5416}
Ideally, such measurement
equivalence testing should have
been performed before application
of the electronic version of an
originally paper questionnaire in a
clinical trial that is performed to
inform REA processes.
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In some cases new treatments may confer an
advantage over existing treatments as measured by
the costs to the carer. For example if the health state
of the patient has a major impact on the level of care
required from the carer. In such cases perhaps a
proxy evaluation may be relevant and this could be
described.

122

HTA SIG

Page 23,
lines 25-55

123

EFPIA

p. 23, l. 34

Regulatory authorities also provide guidance on the
use of proxys.

124

SBU

Page 24,
line 2-4

The meaning of this sentence is unclear.

125

UBC

Pg 24

Proxy assessments are in general to be avoided. The
report writers seem to think that proxy assessments
are not a problem for the EQ-5D (p 24).

Response by author

Comment acknowledged. However,
what you refer to is different from
proxy judgements. It relates to the
benefits of a treatment beyond
patients’ HRQoL. The discussion
on which treatment benefits should
be taken into account in a REA is
clearly beyond the scope of this
guideline on HRQoL, especially
when it relates to cost savings for
the carers. The type of costs to be
included in a cost-utility analysis
are a national choice. Countries
taking a societal perspective will
recommend including these cost
benefits to carers in the evaluation.
The original references are added
when adequate.
The sentence now reads: “In
principle, it is recommended not to
use proxy data if important
differences between patient and
proxy assessment are possible.”
Comment not agreed upon. The
text said: “There might be scope for
proxy judgments of HRQoL if the
reason for patients not contributing
is ill health and the judgments are
relatively simple. For instance, it
might be acceptable to let proxies
fill out a simple descriptive HRQoL
questionnaire such as the EQ-5D
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126

UBC

Pg 25

In the section on missing data and testing of
assumptions for non-ignorable versus ignorable
missing HRQL data, the report writers seem to be
contradicting themselves (p 25). I really don’t think
that there are good ways established to test missing
data assumptions.

and subsequently assign public
utility values to these health states
if patients are not able to fill out the
descriptive questionnaire
themselves.” The message was not
related to EQ-5D only, but referring
to ‘simple descriptive
questionnaires’ in general. It could
also be the SF-6D or any other
simple descriptive instrument for
which tariff values exist. To make it
more generic, the text was changed
into: “There might be scope for
proxy judgements of HRQoL if the
reason for patients not contributing
is ill health and the judgements are
relatively simple. For instance, it
might be acceptable to let proxies
fill out the descriptive part of a
simple generic utility instrument
and subsequently assign public
utility values to these health states
if patients are not able to fill out the
descriptive questionnaire
themselves.”
Could you please explicitly mention
where the contradiction is?
The current text reads:
“In general, it can be recommended
that missing data should be
avoided and if not, they should be
replaced in the analysis with a
value derived from hypotheses
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SPECIFIC COMMENTS
about the HRQoL of patients with
missing data.”
Could you be more specific?
Compared to the third draft version
of the guidelines, the part
comparing the regulatory and HTA
agencies’ approaches has already
been reduced significantly (i.e.
Limited to a small paragraph in the
discussion section) in the fourth
version. We presume this comment
refers to a previous version of the
guideline.
It seems rather evident that the
statistical analysis should be done
by a statistician. The text has not
been changed.

127

EuropaBio

Page 25,
line 1-52

While it is useful to point out (as in lines 3-7) the
fundamental differences in approach to HRQOL
between regulatory and HTA agencies and remits,
the remainder of this section does not seem helpful in
regard to guidance for application of HRQOL In REA
for HTA purposes and may actually be confusing
relative to the rest of the document.

128

EFPIA

p. 25, l. 14

Given that there are several important statistical
considerations when analyzing and/or interpreting
HRQoL data (missing data, longitudinal analysis,
multiple testing, etc) then the guideline could
recommend consulting a statistician, or at least an
individual with prior statistical expertise in this area.

129

HTA SIG

Page 25,
line 14

Given that there are several important statistical
considerations when analyzing and/or interpreting
HRQoL data (e.g. missing data, longitudinal analysis,
multiple testing, etc) then the guideline could
recommend consulting a statistician, or at least an
individual with prior statistical expertise in this area.

130

OSTEBA

Page 25,
line 34

Comma at the end of the paragraph. Replace it by
full stop, dots (…) or etc.

Accepted.

131

UBC

Pg 26

There seems to be a 5th approach for handling
multiple testing but left off page (p 26).

Accepted. This is corrected

63

Compilation of comments on the draft guideline on Health Related Quality of Life and Utility Measures

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording
SPECIFIC COMMENTS
Most validated instruments provide instructions as to
how to handle missing items, and this guidance
should be followed. Similar comments apply to invalid
responses to a questionnaire (e.g. two responses
given)

132

HTA SIG

Page
26,lines 111

133

EFPIA

p. 26, l. 2324

Domains scores cannot just be defined for the
purpose of reducing the number of statistical tests.
Either the scale has from the start an overall score
and testing on it is possible, or it has not.

134

HTA SIG

The sentence seems to tail off

135

EFPIA

Page
26,line 27
p. 26, l. 33

136

HTA SIG

Page
26,line 38

EuroQol also include guidelines for reporting results
of EQ-5D in their Users Manual

137

HTA SIG

Page 26,
lines 39-48

It can also be useful to plot the mean scores at each
assessment time for each group against the
dimensions (e.g. Physical functioning, mental
functioning, pain etc) to see whether the overall
pattern of response to the various dimensions differs
between treatments (see for example “Quality of Life”
by Fayers and Machin, 2000, chapters 8 and 16)

The purpose of this section (Presentation of the
results of HRQoL studies) is unclear.

Response by author

Accepted, has been added.

Accepted.
“to combine dimension scores to
create a summary score (if this is
provided for in the HRQoL
questionnaire),”
Accepted, will be corrected.
We wanted to make clear that
means and medians do not make
sense for ordinal data and should
therefore not be presented
(important for the RE assessors)
and that longitudinal data could be
presented in several meaningful
ways to make a point. We have
reduced the paragraph to better
bring the main message forward.
Accepted, this reference has been
added.
Accepted, has been added.

64

Compilation of comments on the draft guideline on Health Related Quality of Life and Utility Measures

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
138

HTA SIG

Page 26,
line 45

The confidence interval should not automatically be
at a level of 95%. It should depend on the design of
the study and the planned statistical analyses (e.g.
adjusted for multiple testing)

139

EFPIA

p. 26, l. 45

The confidence interval should not automatically be
at a level of 95%. It should depend on the design of
the study and the planned statistical analyses (e.g.
adjusted for multiple testing).

140

OSTEBA

Page 27,
line 1

We recommend putting references in title at the end
of it (just for style and aesthetics). Besides, the
reference numbers 417 and 4718 do not exist.
Revision needed.

Accepted

141

EFPIA

p. 27,
section 2.2.

As mentioned in the guideline itself, QALYs have a
number of methodological limitations which have led
a number of countries to choose against the use of
QALYs to support decision-making, such as e.g.
Germany. Furthermore, economic evaluation is
outside of the scope of this guideline, which is
concerned with REA.

Economic evaluation and the
requirements for HRQoL
measurement for economic
evaluation are out-of-scope for
those countries that do not perform
the cost-effectiveness of health
interventions when assessing the
relative effectiveness of
pharmaceuticals. However, in fine
the efficiency of resource allocation
will be taken into account, and

Comment accepted. Text has been
changed into: “For groups of
patients, the mean and the median
of a summary measure for HRQoL
can be presented or the proportion
of patients with a certain level of
HRQoL (in both cases with their
appropriate confidence interval),
depending on the properties of the
scores obtained with the HRQoL
instrument.”
see answer to comment 138
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142

HTA SIG

Page
28,line 11
Page 28,
lines 1-33

Define “base-case”?

143

HTA SIG

144

EFPIA

p.29, l.10

145

EFPIA

146

EFPIA

p.29, l. 210
p.29, l.28

This is relevant for the patients in informing them
about potential treatment benefit
The patient is missing from the stakeholder list.

147

HTA SIG

148

HTA SIG

149

OSTEBA

150

OSTEBA

151

OSTEBA

This section should perhaps be moved to 2.1.3 as it
relates directly to utility values and their derivation

hence generic measures of
effectiveness in general and
HRQoL in particular. As QALYs
happen to be a largely used generic
outcome measure, it is important to
mention the requirements with
respect to HRQoL measurement for
QALY assessment in this guideline.
“i.e. the minimally required
analysis”
Not accepted. The paragraph also
belongs here.
Accepted
Accepted

Change “Statistical analyses of HRQoL outcomes
should be of the same rigor as for efficacy endpoints”
to “Statistical analyses of HRQoL outcomes should
be of the same rigor as for other clinical efficacy
endpoints”.

Accepted

Page
29,line 45
Page 29

Typo: “wether” should be “whether”

Accepted

Should the discussion be separate from conclusions?

Page 30,
line 9
Page 30,
line 15
Page 39,
line 5

Misprint. dimenstions  dimensions

No, as the real conclusions are the
recommendations.
Accepted

Misprint. preferred  preferred

Accepted

Repetition of the word ‘based’ makes the sentence
more difficult to understand. Suggested rewording:

Accepted
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SPECIFIC COMMENTS
On a first selection, based on title and abstract, we
retained…
152

OSTEBA

For consistency with the rest of the text we suggest
changing the abbreviation Hrqol to HRQoL.

Accepted

OSTEBA

Page 41,
row related
to
construct
validity,
last column
General

153

Along the text there is no reference to appendices 1,
2, 4 and 6. When the reader looks at them it is easy
to figure out what are they for, but we think that
saying something about them previously would be a
good idea.

Accepted, has been done.

154

OSTEBA

Appendix 4

The full names of some organisations are translated
into English whereas some others are not. We
recommend following the same criteria in all the
cases.

Accepted, has been done.

OSTEBA

Appendix 4

Misprint. Capital letter missing in the full name of
UETS. Besides, there are some spelling errors and
wrongly located accent marks. The correct name is:
Unidad de Evaluación de Tecnologías Sanitarias (if
maintained in Spanish).

Accepted, has been corrected.
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Organisation
AIFA

Name

Email
a.cangini@aifa.gov.it

Bausch + Lomb
(B+L)

Kimberly Belsky

kimberly.belsky@bausc
h.com

Address
AIFA
Via del Tritone 00181
Tel: +390659784585
Bausch + Lomb (B+L)
7 Giralda Farms, Suite 1001,
Madison NJ 07940 USA
w/ local offices at Gotthardstr. 2,
6301 Zug, Switzerland
www.bausch.com
Tel: +1 973-360-2414

3

Clinic Mathilde
Rouen

Nicolas Albin

n.albin@wanadoo.fr

Clinic Mathilde Rouen
Unité d’oncologie et d’hématologie
Clinique Mathilde
7 bd de l’Europe
76100 Rouen
Tel: +33 2 32 81 10 89

4

EFPIA

Edith Frénoy

e.frenoy@efpia.eu

EFPIA
Rue du Trône 108
1050 Bruxelles
Tel : +32.2.62.62.548

5

EFSPI/PSI HTA
Special Interest
Group

Chrissie Fletcher

efspi@kingstonsmith.co.
uk or
fletcher@amgen.com

EFSPI
Chester House
68 Chestergate
Macclesfield UK
SK11 6DY
Tel: 01625 664549

6

EMA

7

ISDB & MiEF joint
comments
LEEM

8

Andrea Buzzi

Catherine Lassale

andrea.buzzi@ema.euro
pa.eu
press@isdbweb.org,
pierrechirac@aol.com
classale@leem.org

Not provided
Not provided
LEEM
88 rue de la Faisanderie
750156 Paris
Tel : +33 (0)1 45 03 88 04

9

Novartis

Jennifer Cain

jennifer.cain@novartis.c
om

10

OSTEBA

Maider Mateos &
Itzar Etxeandia

evaluacionosteba@ejgv.
es
i-etxeandia@ejgv.es

Novartis
Novartis Campus,
CH-4052
Basel, Switzerland
Tel: +41797857397
OSTEBA
Olaguibel 38,
01004 Vitoria Spain
Tel: +34 94516653
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Organisation
Pfizer

Name
Adam Heathfield

Email
adam.heathfield@pfizer.
com

Address
Pfizer
Walton Oaks 4-1, Reigate Road,
Tadworth, Surrey KT20 7NS UK
Tel: +44 7967 759 004

12

RC CEE&Ph

Olga Rebrova

o.yu.rebrova@gmail.co
m

RC CEE&Ph
Usievicha 15-28,
Moscow 125315, Russia
Tel: +7 910 404 23 59

13

Swedish Council
on HTA
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GENERAL COMMENTS
1

2

B+L

B+L

Although the Guideline on applicability of evidence
recognize the inherent different nature of studies
conducted for regulatory authorization and for REA
studies, the guideline for comparator(s) does not take
into consideration that for Rapid REA only the data
from confirmatory studies per ICH are available for the
active whereas for the comparator several sources of
information/data will be available. As such, any rapid
REA (REA assessment done within 90 days of
approval) will be biased. B+L recommends that rapid
REA should be conducted separately (with its own
methodology) for safety and efficacy outcomes and
that a different comparator could be used for each of
these outcomes.
The draft guidelines provide an essential overview of
general considerations however, the guidelines can be
enhanced by providing specific recommendations and
practical solutions on how to meet challenges faced by
industry when selecting a comparator including:


3

B+L

Creating a clear distinction on the selection of
a comparator when the assessment is for
treatment (efficacy) vs. safety vs. cost.
Industry would significantly benefit from having
guidelines that include, for example, an
algorithm when the comparator is being
selected for treatment, safety, or cost. Each of
these assessments include explicit
considerations to address during the
assessment.

It is true that several sources
of information/data may be
available for the comparator
and not only from RCTs.
However, this does not
change the way rapid REA is
conducted.
More importantly, same
comparator needs to be used for
all outcomes
no change
Cost is not considered in JA1.
In general, where cost is
considered (cost
effectiveness) same
comparator needs to be used
for all outcomes.
no change

Continuing on comment above, the guideline can be
enhanced by:
Please see answer to comment 1.
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GENERAL COMMENTS


4

B+L

Outlining a distinct methodology to select the
comparator for Rapid REA with the option that
different could be selected by a different
methodology for subsequent REAs.
Continuing on the comment above, the guideline can
be enhanced by:


5

B+L

Addressing situations when the standard of
care becomes obsolete during a trial or soon
after completion of the trial. This is particularly
difficult for reimbursement assessments when
the standard of care is replaced by a generic.

Sudden change in clinical practice
likely to be a rare event, situation
would be covered through indirect
comparisons
generic - not relevant for REA
(only for cost effectiveness)

Continuing on the comment above, the guideline can
be enhanced by:


Providing additional guidance for cases when
the standard of care is an off-label
pharmaceutical and treatment effect size is not
well established. It should be noted that
during rapid REA, treatment effect size of an
off-label use comparator cannot be reliably
assessed by statistical methods due to limited
efficacy data published on the off-label use
(even though the off-label use has became
standard practice). Conversely, safety data on
off-label use may be more accessible via
pharmacoepidemiology or pharmacovigilance
data however, these data are still not
considered “well controlled” evidence. It is
strongly recommended that off-label use
comparators be the comparator only when
there are no other viable options and that a
stringent evaluation of the quality and strength

Comment acknowledged.
This is already covered in
guideline, so no change
necessary.
Unlicensed drugs, - need for
evidence and good quality of
data – these are already
covered in guideline.
However, as REA is interested
in added clinical benefit over a
comparator (even if used offlabel), the absolute effect size
is not so important if direct
comparison is available.
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of the data publicly available be included. We
are concerned that routine use of off-label
comparators will dilute the use of approved
comparators and recommend the guideline
emphasize these points.
6

B+L

Continuing on the comment above, the guideline can
be enhanced by:


7

B+L

Providing additional guidance and criteria on
how to identify the appropriate comparator
when the standard of care varies amongst
member states. Also refer to comment below
regarding the opportunity to meet with
EUnetHTA.

This is outside EUnetHTA joint
action 1 remit.
Scientific advice/early
dialogue meetings with
technology developers and
multiple HTA bodies are the
part of EUnetHTA JA2WP7
(started October 2012).

Continuing on the comment above, the guideline can
be enhanced by:

This is outside EUnetHTA
joint action 1 remit.
See answer to comment 6.
Disease-specific guidelines
are the part of EUnetHTA JA2
where evidence requirements
for HTA in a specific condition
will be elaborated.



8

B+L

All four EUnetHTA
draft guidelines
(comparators,
evidence,
endpoints,

Considering the development of diseasespecific models to establish consistency in
assessments and create an impartial baseline
for models being employed.

Please clarify if EUnetHTA is planning to offer scientific
advice meetings similar to the EMA to support
development of new drugs. An opportunity to meet
with EUnetHTA would provide important value to those
conducting a REA.

Outside EUnetHTA joint action
1 remit for methodological
guidelines; will be addressed
in Joint Action 2.
See answers to comments 6
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9

10

Clinic Mathilde
Rouen

EFPIA

composite
endpoints).
General comments

and 7.
The difficulty seems to integrate the various country
regulations rules which can interfere with the choice of
the comparator.
The cost of the comparator has not to be so early
integrated in the process and particularly not in the
choice of the comparator. This is a two step process
first analyze the comparison with the best comparator
and secondary make a cost effectiveness analyze.
We need to re-analyze the choice of the comparator
within time.

Comment noted.



1) Aligning evidence
requirements in areas of
divergence is outside
EUnetHTA joint action 1 remit.
See answers to comments 6 and
7.



1) The draft guidelines provide a good overview of
some of the differences between national REA
methodologies and therefore complement well the
background review that was conducted by
EUnetHTA in 2011. At this stage however, we
consider they do not provide clear guidance on
how to align evidence requirements in areas of
divergence.
2) The draft guidelines acknowledge the difficulty
of alignment especially in the context of varying
aims of REA (e.g. reimbursement or not). This
legitimate concern makes it sometimes unclear
what the objective and what the target audience of
the guidelines are. In particular, it is unclear
whether recommendations are issued for the
purpose of European REA, or whether they guide
national REA. Similarly, it is sometimes unclear
whether they should support HTA assessors to
critically appraise manufacturers’ submissions,
whether they will impact on future modifications of
national REA guidelines, and whether

Described in the guideline at
the end of section 2.1; for
example in the AMNOG
(Germany) cost is a criterion
for the choice of comparator.

2) The objective is to provide
methodological advice to HTA
Assessors (i.e. the latter is the
target audience); this has
been clarified in the guideline.
In addition, manufacturers
may take guidelines
recommendations into
account when preparing
submissions. The guidelines
may contribute to the
alignment of national
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manufacturers are expected to take them into
account when preparing their submissions. The
draft guidelines reviewed could contribute to
alignment of assessment processes carried out
across Europe. For this to materialize however,
these draft guidelines need to be endorsed and
implemented not only at European, but also at
national level.





3) The draft guidelines show the important role of
REA assessors to feed back into drug
development. Guidance on comparators, level of
evidence and acceptability of endpoints, will affect
development decisions taken prior to phase III
development programmes. There is therefore a
strong need to align REA draft guidelines with
already existing clinical and regulatory ones.
Throughout the guidelines, references to the
regulatory assessment and decision process, as
well as decisions taking place along the clinical
development plan, could be further enhanced.
4) In light of the above, we consider that
EUnetHTA could set up a further reflection process
involving relevant stakeholders to support
streamlining of REA evidence requirements by:
o Discussing areas identified in the draft
guidelines in the form of e.g. a roundtable
during which the draft guidelines are
reviewed one by one by a panel of experts

assessment methodologies
used out across Europe in the
long term, but any
enforcement of this is outside
EUnetHTAs authority.
EunetHTA has set out to facilitate
collaboration across countries on
HTA.
In that way an intermediate aim
would be an REA that is
applicable
in >1 jurisdiction. This has been
made clearer in the document.
3) Comment noted. For future
REA draft guidelines including
disease-specific ones, existing
clinical, regulatory and HTA
guidelines will always be checked
and requirements aligned when
adequate. EMA-EUnetHTA
collaboration on this topic has
already been put in place in
EUnetHTA JA1 and will be
pursued in the framework of
EUnetHTA JA2.
4) Comment noted. Stakeholders
involvement in guideline
development will be further
strengthened and process itself
reviewed and amended in the
framework of EUnetHTA JA2.
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from various stakeholders. As a second
step, the general reflection process could
be complemented by disease-specific
discussions/guidelines (aligned with
existing regulatory ones on e.g. clinical
investigation of medicinal products used in
specific disease areas), and should also
consider the role of early dialogue in drug
development.
Discussing the role and implementation of
the guidelines at European/national level.

Guidelines will be further
developed in Joint Action 2
covering not only pharmaceuticals
but also other health technologies.

1) As mentioned above, we understand that the
draft guideline as it stands consists of a summary
of the current status in Europe (and elsewhere) in
terms of recommendations, criteria and rules
governing the choice of the appropriate
comparator. We therefore consider it a background
descriptive effort to understand the current
situation and outlining the challenges in identifying
one appropriate comparator across Europe. As the
authors indicate having reviewed only those
national guidelines available in English, it would be
important to also review other guidelines to
appropriately capture further potential divergences
and therefore strengthening the survey.

1) The comment is broadly
speaking correct, and it has been
made clearer in the guideline that
this is a position paper rather than
an ordinary methodological
guideline

o

11

EFPIA





2) As it is, the set of recommendations describe
and acknowledge the status quo, i.e. different
ways of identifying the appropriate comparator
across European countries. We would therefore
consider it a positive step to clarify which parties

The implementation of
methodology guidelines will be
assessed in JA2.

As in any other literature reviews,
only documents available in
English have been analysed,
including documents translated to
English. This was an agreed
policy in JA1

2) The comment is broadly
speaking correct, and it has been
made clearer in the guideline that
this is a position paper rather than
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are that decide or agree on a comparator and to
include in the draft guideline a statement of
intention on behalf of EUnetHTA members as
regards to further discussions on ways to increase
the alignment of the methodology and criteria
amongst the EUnetHTA participating organisations
based on common sound criteria, with a long-term
aim at impacting the national guidelines and
practices, while respecting existing legal
frameworks.




3) From an industry perspective it is crucial to
ensure that any consensus within the HTA
community takes into account regulatory
requirements, and the impact on the drug
development plan. The draft guideline calls for
‘good quality evidence on effect size and adverse
effects’, which is mostly to be found, especially in
the case of rapid assessments, in trials conducted
for the purpose of marketing authorisation. The
guideline mentions the reflection process within
regulatory agencies on the active control in the
marketing authorisation application, but this could
be further referenced to across the draft guideline,
in order to ensure consistency. The EMA also
considers the problem of divergent approaches to
clinical care in member states in its scientific
advice on active comparators for registration
studies for new medicines, and EUnetHTA could
learn from this experience.
4) As the draft guideline rightly points out, some
disease areas need to take into account
specificities. For example, for some medicines with

an ordinary methodological
guideline
Aligning evidence requirements
and methodological criteria is
outside EUnetHTA joint action 1
remit.
See answers to comments 6, 7
and 10, point 3.

3) Comment noted.
See answer to comment 10, point
3.
Guidelines will be further
developed in EUnetHTA Joint
Action 2.

4) Comment noted.
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no alternative treatment in current practice,
placebo can be a valid comparator (e.g. orphan
drugs, vaccines, etc.). In some rare diseases the
standard of care may not have a license, and
clinical practice needs to be taken into account in
this case. In certain complex disease areas, such
as CNS, it is worth highlighting the difficulty of the
choice of the appropriate comparator where many
options are usually available and many may be
used routinely with varying frequency from a
region to another which makes it difficult to choose
the right comparator especially in the context of
global development plans. In case the assessment
body requires a different comparator from that
used in the clinical trial, indirect comparisons are
an important tool to ensure that manufacturers can
meet the requirements of the assessment and
regulatory authorities.




5) Early advice provided by the assessment
authorities constitutes a useful tool that enables
the possibility of obtaining high quality evidence on
the appropriate comparator without imposing an
additional burden on the manufacturers.
6) EUnetHTA participants may be willing to update
current national guidelines and practices that were
reviewed and assessed through the 2011
EUnetHTA survey in the context of the REA
background review based on experience and bestpractice sharing between members of the
EUnetHTA network. Best practice sharing could for
example clarify how to address the choice of
comparator in the absence of a full set of evidence

This is included in the document,
but there is no consensus on this
issue currently.

5) Comment noted.
See answer to comment 6.

6) In general, EUnetHTA
guidelines are more complete than
national ones reviewed for topics
covered in JA1. If EUnetHTA
guidelines are followed in the
future, hopefully there will be no
missing information to perform
REA. Some EU countries are
currently implementing EUnetHTA
guidelines as standard practice,
but there is no obligation to do so
in general.
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in order to ensure that lack of evidence is not
automatically translated in lack of evidence to
support the use of the new medicine. The draft
guideline mentions that clusters of countries may
potentially have a stronger base for similar criteria
for the choice of comparators, and it would be
relevant to understand whether the authors intend
to pursue this route.


12

EFSPI/PSI HTA
Special Interest
Group

13

EFSPI/PSI HTA
Special Interest
Group
EFSPI/PSI HTA
Special Interest
Group

14

7) In this context, a further future step may be to
look into more specific guidance for different
therapeutic areas based on consolidated HTA
input from the network members. Such an exercise
would mirror the current regulatory process for
producing EU level guidelines and standards. This
exercise would also be the opportunity to clarify
the target audience for the draft guideline which is
sometimes unclear.

This document is a summary of the current status,
opinions and guidelines from some European countries
and do not include advices on how the comparator
should be chosen. Is the term “guideline” appropriate?
Would other terminology, e.g. “points to consider”, be
more relevant?
It is often unclear throughout the document which
parties are that decide or agree on a comparator. More
clarification would be beneficial.
How will this guideline be utilized at a local/country
level where the choice of comparator is very specific to
local medical practice? Could any of the
recommendations in this guideline be inconsistent with
local guidelines? If so, how are sponsor companies
expected to deal with any differences, would any local

With regards to the choice of
comparator, the comment is
noted, but there is currently no
consensus across Europe on this
matter.
7) See answer to comments 7 and
10, point 3.
HTA Assessors are the target
audience; this has been clarified in
the guideline.

The comment is broadly speaking
correct, and it has been made
clearer in the guideline that this is
a position paper rather than an
ordinary methodological guideline
Clarified and amended
accordingly
The current guidelines are aimed
to provide methodological advice
to national HTA assessors.
EUnetHTA guidelines do not
supersede established national
guidelines, unless EUnetHTA
12
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guidelines supersede advice presented in this
guideline?

guidelines are formally adopted by
member states. See also answer
to comment 11, point 6.
The comment is broadly speaking
correct, and it has been made
clearer in the guideline that this is
a position paper rather than an
ordinary methodological guideline

15

EFSPI/PSI HTA
Special Interest
Group

This document effectively presents the opinions
following a survey of the national HTA agencies. It is
therefore not so much a "guideline" but more a
summary of the current thinking across EU member
states. Nine recommendations would appear to be too
many - stakeholders would prefer to have one or two,
but no more than three, otherwise it would be simpler
to just recommend that the local national guidelines be
followed.

16

EFSPI/PSI HTA
Special Interest
Group

The guideline may be improved by presenting the
results of the survey in a table and/or a flowchart that
depicts the decision making process to be followed
when considering the choice of a comparator.

The guidelines will be further
developed in JA2 and this can be
considered then.

17

EMA

general

Cross link with references should be checked throughout the
text

Comment noted.

18

EMA

General

A lot of emphasis is given to the extent to which a
comparator needs to be established, particularly it’s
treatment effect (compared to what?). Provided that
the comparator is in routine clinical use, and provided
that the new intervention aims to improve the treatment
effect (superiority trial), is it so essential to know the
effect of the comparator in order to establish the added
therapeutic value?

It is necessary to be able to
establish the effect of the new
intervention in relation to the
comparator. This has been made
clearer in the guideline. Comment
noted. See answer to comment 5.

19

EMA

General

The GL does not address how to assess the add-on
design, comparator + investigational drug vs
comparator vs placebo.

Respective section (2.2.6)
amended accordingly. It has been
made clear that it is important to
specify this.
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20

ISDB MiEF

This response has been prepared jointly by the
International Society of Drug Bulletins (ISDB) and the
Medicines in Europe Forum (MiEF).
The ISDB and the MiEF welcome the opportunity
to respond to this public consultation and would like to
highlight particularly laudable elements of the several
drafts.
Good quality draft documents. We would like to
highlight the efforts made to produce the four draft
documents submitted for public consultation. We
welcome the explanatory statement on the
methodology (box on page 2 of each draft document),
the systematic documentation search strategies, the
critical views expressed, the formulation of practical
recommendations, the bibliography presented as an
annex, and the other explanatory annexes where
needed. However, we deplore that only documents in
English were considered, especially when it comes to
benchmarking among several national guidelines in
Europe (i.e. draft guideline “Criteria for the choice of
the most appropriate comparator(s)”).
We would recommend the European Medicines
Agency (EMA) and National Drug Regulatory Agencies
to use their methodological guidelines when reviewing
marketing authorisation applications. Moreover, we
would strongly recommend the International
Conference on Harmonisation (ICH) to note these
EUnetHTA papers and their recommendations to

Comment noted. The guidelines
will be further developed in JA2
and this may be considered then.

See answer to comment 11

Noted. Not a comment on this
guideline.
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produce guidelines which would be more patientoriented 1 .
New pharmaceuticals: therapeutic advance
assessments are needed. We prefer to use the
concept of therapeutic advance instead of that of
relative effectiveness. According to the ISDB
declaration,“a medicinal product can be said to have

added therapeutic value if sound clinical data indicate
that it can offer patients better efficacy, and/or better
safety, and/or simpler administration, than existing
alternatives” 2 .

The current legal framework does not require
medicinal products to offer added therapeutic value to
enter the European market 3 4 . All that is needed is a
satisfactory balance between efficacy and safety. As a
result, many new drugs are simply more or less
equivalent to their predecessors, if not a step back
(alias “therapeutic regression”) such as rofecoxib
(Vioxx°), rosiglitazone (Avandia°), etc. 5 6 .

Comment noted.

Not a comment on the guideline.

Comment noted.

Not a comment on the guidelines.
All EUnetHTA HTAs are publicly
available.

Yet it is essential for patients, health professionals
and health economists to know whether or not a new
1-

Prescrire Editorial Staff “ICH: an exclusive club of drug regulatory agencies and drug companies imposing its rules on the rest of the world” Prescrire International
2010; 19 (108) : 183-186.
2- ISDB “Declaration on the therapeutic advance in the use of medicines” Paris. November 2001: 12 pages. Accessible at:
http://www.isdbweb.org/publications/view/isdb-declaration-on-therapeutic-advance-in-the-use-of-medicines
3 Garattini S and Chalmers I “Patients and the public deserve big changes in evaluation of drugs” BMJ 2009; 338 : b1025.
4- Naci H et coll. “Raising the bar for market authorisation of new drugs” BMJ 2012 ; 344:e4261 : 5 pages.
5- Light D et Lexchin J “Pharmaceutical research and development: what do we get for all that money?” BMJ 2012 ; 344:e:4348 : 5 pages.
6- Prescrire Editorial Staff "New drugs and new indications in 2011. France is better focused on patients' interests after the Mediator° scandal, but stagnation
elsewhere" Prescrire Int 2012; 21 (126): 106-110.
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drug offers added therapeutic value, so that they can
make rational choices among the available treatments.
Therefore, ISDB and the Medicines in Europe Forum
encourage EUnetHTA members to publish their
assessment reports on new medicinal products
to provide the public with an analysis of the
added therapeutic value based on available data
(published as well as unpublished data).
In
addition,
publishing
the
final
methodological guidelines used and all drafts
during the step-by-step procedure within the
elaboration process of new guidelines would be
of great value to academia, healthcare professionals,
patients and the public at large (NICE in the UK and
IQWiG in Germany already make all drafts preceding a
final guideline publicly available).
21

ISDB MiEF

When judging whether a new intervention is a
therapeutic advance, it is crucial to consider efficacy,
safety, and convenience. The continuous evaluation of
older substances is essential so that medicines which
are no longer valuable due to better therapeutic
alternatives can be eliminated, and new or better ways
of using already approved drugs can be identified 7 . A
therapeutic advance should not be seen in isolation:
cost and quality must also be considered.
Efficacy - The efficacy of a new drug intervention
should be assessed first of all in terms of overall

The publication of ALL drafts is
not planned.

Not a comment on the draft
guideline

Not a comment on the draft
guideline

7-

Prescrire Editorial Staff “Simplified examination of variations to the terms of purely national marketing authorisations? Yes, but first re-evaluate "old national
marketing authorisations"!” October 2011: 4 pages. Freely accessible on http://english.prescrire.org.
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mortality where relevant, morbidity, and last but not
least quality of life as assessed from the patients’
perspective. Therapies for chronic conditions require
long-term studies. Comparative trials assessing the
superiority of an intervention are required when there
is an adequately tested treatment. These requirements
are consistent with the latest version of the
Declaration of Helsinki (October 2008), which requires
that "The benefits, risks, burdens and effectiveness of
a new method should be tested against those of the
best current prophylactic, diagnostic, and therapeutic
methods" (Section C clause 32) 8 .
Safety - Improved safety compared with existing
options can qualify a new intervention as a therapeutic
advance provided that short-, medium- and long-term
pharmacovigilance data are considered. All information
on drug safety (including pharmacovigilance data)
should be made public from the date of marketing. For
a new drug intervention to be accepted as a
therapeutic advance on grounds of safety, several
years of active pharmacovigilance are necessary.
The following are required:
- well designed pharmacovigilance studies, such as
case-control studies and large cohort studies, to
provide a clear picture of safety profiles, including

Not a comment on the draft
guideline

Not a comment on the draft
guideline

8-

"WORLD MEDICAL ASSOCIATION DECLARATION OF HELSINKI - Ethical Principles for Medical Research Involving Human Subjects"
http://www.wma.net/en/30publications/10policies/b3/17c.pdf : 5 pages.
9- Prescrire Editorial Staff “Prescrire’s response to the public consultation on EMA/CHMP/QWP/180157/2011 "Draft - Guideline on Pharmaceutical Development of
Medicines for Paediatric Use": a pragmatic overview and 20 constructive proposals” Paris, 29 December 2011 : 20 pages. Freely available on english.prescrire.org.
10- A review on methods for assessing the safety and quality of packagings is available in the EU Council report (ref. Council of Europe - Expert Group on Safe
Medication Practices "Creation of a better medication safety culture in Europe: Building up safe medication practices" 2006: 275 pages).
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interactions and safety in at-risk groups (such as
elderly people, children, pregnant women and patients
in renal failure);
- long-term, large, randomised controlled trials with
overall mortality as the main endpoint for assessing
safety of prophylactic interventions such as
antihypertensives and lipid-lowering drugs.

22

ISDB MiEF

General

Convenience - Before marketing, studies should be
undertaken to show adequate ease of use, the quality
of the packaging (evidence indicates that well
designed packaging improves patient safety, while
poorly designed packaging generates medication
errors 9 ), together with studies showing that patients
understand and can use the accompanying
information. If no such studies are performed before
marketing, HTA bodies could require the marketing
authorisation holders to perform them to make their
assessments possible 10 . Such assessments are needed
in many countries for the purpose of reimbursement,
and this should be an incentive.
 This guideline is a descriptive document explaining
the different practices in EU Member States. The
notion of therapeutic advance should be better
explained by referring to the ISDB “Declaration on
therapeutic advance in the use of medicines” Paris.
November 2001: 12 pages (Accessible at:
http://www.isdbweb.org/publications/view/isdbdeclaration-on-therapeutic-advance-in-the-use-ofmedicines).
The notion of therapeutic advance is the one that
needs to be used in choosing the comparator

Not a comment on the draft
guideline

The comment is broadly speaking
correct, and it has been made
clearer in the guideline that this is
a position paper rather than an
ordinary methodological guideline
The phrase ‘added therapeutic
benefit’ is standard wording in
HTA, during JA1 the phrase
‘therapeutic advance’ has not
been mentioned by any other
partner or stakeholder, and
without broader discussion a
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GENERAL COMMENTS




23

LEEM

24

LEEM

25

Novartis

which has a palpable clinical meaning for patients.
The comparator might be any intervention
improving patients’ health and not always another
medicine or medical device.
We deplore that only documents in English were
used, especially for benchmarking among several
national guidelines in Europe.
Throughout the document, when explaining the
different practices in EU Member States, please
state in brackets the name of the Member States
concerned.

We insist on the relevance and usefulness of these
documents and support efforts to move towards greater
methodological harmonization for HTA in the EU.
With 3 generals comments :
The 4 guidelines concern more relative efficacy than
relative effectiveness
They are very “open” with a large possibility of
interpretation by each country
And they are not always designed for orphan drug

Overall comment: The guidance is clear in terms of
“ideal circumstances” but makes a number of
concessions for “national procedural rules”.
Novartis very much appreciates the opportunity to
comment on the methodological guidelines developed
by EUnetHTA. These guidelines, if jointly agreed by all
stakeholders, could help streamline HTA across
Europe.

change of terminology is not
possible at this stage.

See answer to comment 11

EUnetHTA members have
advised that this should not be
done.

Comment noted, but not relevant
for the comparator guideline

Correct (initial REA is close to
MA).
More specific recommendation will
be provided when possible.
Correct, even if general principles
apply.
It was outside the remit of JA1 to
specifically consider orphan drugs.
Comment noted.

Comment noted.
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26

Novartis

We understand that there are preliminary plans for a
roundtable discussion to take place later this year to
work through the guidelines in detail and to facilitate
the alignment procedure. We support this idea, and
would be happy to have our internal experts join the
discussions.
The guidance concludes that in many circumstances
there is no European-wide consensus of what
constitutes standard/routine/best clinical care, and that
real life patient populations are likely to be
heterogeneous across countries. Unfortunately, as the
guidance is both vague broad, allowing for assessors
choice in all circumstances, it does not bring us closer
to a clear recommendation on the definition of a
European comparator.
The guidance should help define an approach to
broader applicability that helps chart a path to
harmonization as it is not very ‘pragmatic’ to need to
provide real world comparator trial data for each
country.

We seek to understand how these guidelines will be
interpreted and implemented in practice, e.g. selection,
handling unlabeled indications or un approved drugs,
as well as handling “best supportive care”.

It is correct that the basis of the
work was an overview of the “state
of the art” in each EU country. For
some circumstances, there is
convergent view; in others (such
as choice of comparator with no
adequate comparator available),
divergences exist. Statements will
be introduced to highlight
situations where
recommendations are based on
consensus and where consensus
does not exist.
It was not the aim to provide
recommendations for the choice of
a ‘European’ comparator or for
harmonisation of the comparator.
In fact the draft guideline outlines
when that is not possible.
Choice of an appropriate
comparator may be discussed in
early dialogues. See answer to
comment 6.
This and other EUnetHTA
guidelines refer to indirect
comparisons where direct trial
data do not exist.
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Some of these issues depend on
national policies. However, the
guidelines will be further
developed in JA2 and this may be
considered then.
27

Pfizer

General

28

Pfizer

General

29

Pfizer

General

The draft paper does a good job of setting out in a
neutral manner the different requirements for the
choice of comparator that exist in national relative
effectiveness assessments across the EU. It also
indicates clearly the areas where there is currently
agreement/common approach. The problems in
generating a single viewpoint across the EU member
states are considerable and the document does not
hide the degree of difficulty this represents.
Companies developing new medicines are concerned
that in some EU countries the absence of evidence on
the preferred comparator chosen by national relative
effectiveness bodies or the absence of a head-to-head
study in the exact population are being used to say
that a new medicine “lacks evidence to support its
use”. The EUnetHTA paper acknowledges that gaps
are likely to exist between the data available and the
ideal situation that national REA groups might like to
see. However, it could go further to set out a hierarchy
of approaches to the choice of comparator that
national agencies should consider. The absence of the
“perfect” data should not halt the process of conducting
relative effectiveness assessments.
Divergent approaches to clinical care in member states
are a problem that the EMA also needs to resolve in its
scientific advice on active comparators for registration
studies for new medicines. The EUNetHTA document

Comment noted.

There is currently no consensus
on this issue across Europe.

This and other EUnetHTA
guidelines refer to indirect
comparisons where direct trial
data do not exist.

It was not the objective to provide
recommendations for the choice of
agreed Europe-wide reference
comparator for HTA. The draft
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acknowledges this but could go further to set out the
reasons why – in the absence of agreed Europe-wide
reference comparators – the active comparator used in
EU registration studies should not be an acceptable
choice for relative effectiveness assessments.
There needs to be consistency on whether the
comparator should be the best standard of care or
routine care. Ideally these would coincide, but in
practice may not. Focusing on established routine care
would be positive in making relative effectiveness
assessments more pragmatic, but may generate more
problems in establishing single EU-wide comparators.

30

Pfizer

General

31

RC CEE&Ph

General

[As this Guideline is the review of national approaches,
the Annexe with the table including main aspects of
national (or clusters of countries) approaches seems to
be useful to prepare]

32

SBU

General

Our comment concerns the lack of cost effectiveness as
primary outcome.
From our point of view Relative effectiveness assessment
must consider cost effectiveness when comparing different
alternatives. This hasn’t been addressed in any of the
documents. We would like cost effectiveness ratios to be
included among the primary endpoints.

guideline outlines why that is not
possible.
For scientific advice, see answer
to comment 6.
Comment noted and clarified in
the section 2.1.
The majority of countries stated
‘best standard care’ as the
comparator, but further analysis
indicated this to be similar to
routine care. Also there is an issue
with defining the criteria for what
‘best ‘means, it could be lowest
cost, most cost effective, or most
clinically effective. For that reason,
it is preferable to avoid this
phrase.
The detailed results are separately
published and referenced
accordingly.
Comment noted, but the remit of
JA1 was limited to REA.
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33

Novartis

Page 5, Line 3

34

EFPIA

p. 5, L. 5

35

EFSPI/PSI
HTA Special
Interest Group

P5, L5

36

AIFA

Pag 5, Line 5/9

37

EFPIA

p. 5, L. 13-14

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
Is there a clear definition of new pharmaceuticals? First approval? What about
extensions of indications?

‘New’ has been removed to make text
more generic.

It is important to ensure that the concept of “added therapeutic benefit” clinical
aspects beyond pure efficacy as there might be situations where the new
pharmaceutical has a similar efficacy/safety profile but offers other advantages
which might result in better quality of life or fewer administration barriers.
Therefore the sentence could be refined by referring to “A comparator in a
relative effectiveness assessment (REA) is a health care intervention or other
technology with which a new pharmaceutical is compared in order to establish
the relative therapeutic benefit of the new pharmaceutical”. This would be in line
with the High Level Pharmaceutical definition of relative effectiveness.

This has been clarified in the text.

“added therapeutic benefit” – although this is true in most of the cases, there
might be situations where the new pharmaceutical has a similar therapeutic (i.e.
similar efficacy/safety) benefit but offers other advantages which might result in
better QoL and lower associated cost (e.g. different route of administration). Are
these scenarios also captured by the above wording?
Such comparator could be another pharmaceutical, but also a medical device, a
procedure or a psychological approach, a radiotherapy, a physiotherapy, a
surgery or, if appropriate, a providing advice, for example advice on diet or
smoking,(correct lifestyle) a combination of health care interventions carried out
simultaneously or in sequence, or “watchful waiting” (no intervention).

Amended and clarified accordingly.

It seems counterintuitive to indicate that there is broad agreement across
countries about what should be the comparator(s) in the context of REA whilst
at the same time acknowledging the many differences that exist in terms of the
selection of comparator. From industry’s expertise the lack of alignment across
countries on the choice of comparator(s) is a significant issue. Work by
EUnetHTA, together with other key players such as industry and regulators,
could try and tackle this challenge.

The phrasing of ‘added therapeutic
benefit’ is commonly used by a large
number of organisations and is well
understood in the medical and lay
community. The international debate of
the wording (relative, comparative) has
not yet been resolved.

‘Correct lifestyle’ is a concept coming
from a value judgement, and it would
not be appropriate for EUnetHTA to
include this.
This has been clarified. The agreement
lies in the definition of the comparator
(=routine, standard care), but the
differences in the choice of comparator
lie in the fact that routine care is
considered different in different
countries.
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38

39

EFSPI/PSI
HTA Special
Interest Group
EFPIA

40

EFPIA

41

42

43

EFSPI/PSI
HTA Special
Interest Group
EFSPI/PSI
HTA Special
Interest Group
EFPIA

P5, L14

"….place of a new pharmaceutical…" suggest change to …"where a new
pharmaceutical would be used…."?

Amended accordingly

p. 5, L. 14-17, and p.
6

The qualification here is crucial that the reflection process is about REA in the
context of making decisions about the place of a new pharmaceutical in clinical
practice or about reimbursement. It would benefit from being highlighted earlier
in the document. In the context of reimbursement choosing what would be
replaced as the appropriate comparator does allow reflecting the opportunity
cost of changing practices.

This has been placed in the Summary
and early in the document.

p. 5, L. 18 -30

It remains unclear what the exact objective of the draft guideline is. Whilst there
is an intention to discuss better alignment of REA across Europe or European
REA, the guideline discusses differences across Europe. As indicated in the
general comments, some acknowledgement by the authors of next steps to
agree on convergence where feasible would be beneficial and more comment
about the anticipated role of EUnetHTA guidance in examples where no
convergence is possible. Alternatively the current set of recommendations in the
draft guideline could be clarified by specifying the distinction between a
comparator appointed in a local REA in one single country and a comparator
applicable for EU REA.

Objectives are described in section 1.3
See answers to comments 26 and 29.

This has not been an explicit or implicit
objective of the document and is
outside the remit of JA1. Early
dialogues, piloted in EUnetHTA JA2,
may be useful to discuss situations
where no convergence on the choice of
endpoint is anticipated.
There is no “EU REA”. The EUnetHTA
aim is to provide common “core” HTA
information as the basis for national
REA.
The definition of quality measures is
covered in other guidelines.

P5, L19

“high-quality” – is there consensus on what that means in this context and how
this is defined?

P5, L20

Suggest replacing "…effect size and adverse events…" with "…efficacy and
safety profile…."

Amended accordingly

p.5, L.19-22

Throughout the draft guideline, reference is made to the need to rely on “highquality” guidelines, or evidence. It would be interesting to better understand how
high-quality is defined in this context. In certain cases clinical practice guidelines
may have limitation since they consider older treatments which might not

The definition of quality measures is
covered in other guidelines.
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44

EFSPI/PSI
HTA Special
Interest Group

P5, L23-28

45

AIFA

Pag 5, Line 26/28

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
coincide with comparators used in clinical trials. This could be acknowledged in
the text l. 22.

amended accordingly

This provides the current state and explains why there might be differences
between countries in the choice of the comparator(s). In a clinical development,
it might be too complicated/costly to include all comparators that would ideally
be defined by each European country. Could this EUnetHTA “guideline”
address this issue and provide some guidance?

The document is not about comparators
in clinical trials, but in HTA/ REA.
Document has been amended to clarify.

The following concept needs more clarification: it is governed by the purpose to
gain as much insight as possible about the new pharmaceutical; for this, the
comparator needs to be from a similar pharmaceutical class.

This has been clarified:
If the comparator is to be another
pharmaceutical, some countries specify
that it should have similar
pharmacological properties or a similar
pharmacological mechanism of action
as the pharmaceutical to be assessed.

Suggested to add the following sentence: In the case of Orphan medicines the
legislation offers a framework for defining standard of care thereby creating a
consensus mechanism on this issue specifically for Orphan medicines.
If the intention is here to underline the different objectives in the use of REA in
different countries, we would suggest to add “in that country” at the end of the
sentence for clarification.

The EMA and EC legislation has now
been referred to.

46

EMA

Page 5 Line 28

47

EFPIA

p. 5, L.30

48

EFSPI/PSI
HTA Special
Interest Group
EFPIA

P5, L30

Suggest to add “in that country” at the end of the sentence for clarification.

amended accordingly

p. 5, L. 31-32

Whereas it seems that the intention would be for EUnetHTA members to agree
on a set of principles for the choice of comparator, it remains unclear at which
level convergence is possible (i.e. whether a European convergence is
possible). It is also unclear exactly who the addressee is, i.e. who will finally
choose the most appropriate comparator. Although at the beginning of the draft
guideline reference is made to HTA assessors, who is responsible for designing
an HTA system will differ from one country to the next. Some acknowledgement
and reflection on practicalities of convergence would be beneficial to ad here.

Convergence or harmonisation has not
been an explicit or implicit objective of
the document and is outside the remit
of JA1.
See answers to comments 26, 29 and
40.

P5, L31/32

It is unclear to who this document is for, i.e. who should finally choose the most
appropriate comparator.

It has now been stated that the target
audience for this document are HTA

49

50

EFSPI/PSI
HTA Special

amended accordingly
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Interest Group

Assessors.
Section 2.3 explains who is involved
with the comparator selection.
Amended to assessment question

51

EFPIA

p. 6, L.3-4

It seems more appropriate here to refer to the objective of the REA (e.g. making
decisions about the place of a new pharmaceutical in clinical practice or about
reimbursement) rather than to the research question. The research question will
then be derived from the objective of the REA.

52

EFSPI/PSI
HTA Special
Interest Group

P6

Recommendation 1 states the need for "…evidence on effect size and adverse
events…" whereas recommendation 4 requires "…clear efficacy data and
known effect size…". These would need to be consistent.

amended accordingly

53

P6, L3-4

Is "specific research question" meant or "specific REA". I assume the latter

amended accordingly

54

EFSPI/PSI
HTA Special
Interest Group
Novartis

Please state that the dosing should be within the label.

amended

55

AIFA

Page 6, Line 6,
number 5
p. 6 – p. 7
Recommendations

Please take into account that no recommendations have been highlighted
regarding:
It should be clarified that direct comparisons (Head to head) instead of indirect
comparison are preferred.
Non inferiority studies should be avoided.

56

Clinic
Mathilde
Rouen

Page 6,
recommendation 1
“high-quality clinical
practice guidelines”

57

EMA

Page 6
recommendation 1

58

EFSPI/PSI
HTA Special
Interest Group

P6,
recommendations 1
and 7

High quality guideline has to be well defined, in oncology guidelines varies
enormously in quality, for example NICE or NCCN guidelines seem to be high
quality level as opposed to ESMO guidelines. Conflicts of interest of physicians
involved in the preparation of guidelines have to be analyzed and discuss. The
quality of the guideline is critical in the process of the choice of the comparator.
Suggested to add the following sentence at the end of the paragraph: In the
case of Orphan Medicinal Designation the legislation offers a framework to
identify this.
The last part in Recommendation 1 “, and with an EU marketing authorisation
for the respective indication and line of treatment” seems redundant with
Recommendation 7. Should Recommendation 1 be shorten?

Document has been amended to
include that although not explicitly
stated in many national guidelines head
to head comparisons are preferred by
many assessment agencies and
decision makers. Indeed, non-inferiority
studies are not of much interest for the
assessment of added therapeutic
benefit.
Not a specific comment on this
document.

document amended

document amended
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SPECIFIC COMMENTS
It is unclear at which level the recommendations are given. Is recommendation
1 for a European REA? Does recommendation 2 provide local
recommendations in case no European REA is possible?

Response by author

59

EFPIA

p. 6,
recommendations
1&2

60

P6, recommendation
2, first bullet point

“evidence needs to be presented” – presented by whom?

61

EFSPI/PSI
HTA Special
Interest Group
EMA

Page 6
recommendation 2

Suggested to add a third bullet point as follow: Orphan Medicinal Designation
endorses a consensus position on standard of care in rare diseases.

Reference to the EMA and EU
legislation has now been included.

62

EFPIA

p. 6,
recommendations
2&3

Defining the routine use is difficult especially when in many disease areas, there
may be situations where clinicians have a choice from among several options.
Section 2.2.6 which deals specifically with this kind of situation states that “there
is no advice to what approach should be taken”. It would be interesting to get
advice of how to handle such situation.

Comment noted. The guidelines will be
further developed in JA2 and this may
be considered then.

When the comparator is a pharmaceutical, being licensed for the indication in
question would be preferable, as this comes with a better knowledge and
evidence base of the product. Furthermore, a product with a marketing
authorisation has proper prescribing information and, where applicable, patient
leaflet, maximising the likelihood of an appropriate administration, which has a
direct impact on effectiveness.
63

EUnetHTA has not introduced the
concept of a European REA anywhere
in its documentation or its work plan.
EunetHTA has set out to facilitate
collaboration across countries on HTA.
See also answer to comment 40
Clarified, wording changed to
‘available’.

Already covered in the document.

P6, recommendation
2, second bullet
point
p.6,
recommendation 2

“validated” – is it meaning of “validated” clear; how is it defined?

No further clarification is considered
necessary.

64

EFSPI/PSI
HTA Special
Interest Group
EFPIA

The terminology “evidence needs to be presented” makes it unclear whom this
is addressed to. It would benefit from rewording.

Clarified, wording changed to
‘available’.

65

EFPIA

p. 6,
recommendation 3

It is unclear from the recommendation how the evidence should be collected:
should it be the manufacturer, or the HTA assessor?

The recommendations do not aim to
prescribe specific processes, as these
are under national authority. See
Section 2.3

Other sources of evidence of routine clinical care could include, e.g. guidelines
from valid scientific associations, official gazettes and validated clinical
protocols. From the list provided, it would be useful to understand what is
considered the best source of evidence. For some disease categories such as

List in recommendation 3 has been
amended.
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rare diseases, surveys ad reimbursement lists might not be appropriate.
Since the understanding seems to be that the product sponsor would present
evidence from these sources, the product sponsor and relevant experts should
have an input into the discussion.
Who makes the decision about the
comparator and when this is done
depends on national processes.
66

Clinic
Mathilde
Rouen

Page 6,
recommendation 3

It will be useful to add clinical guideline as evidence that the intervention is used
in routine
The quality of websites has also to be established before using as a proof of
evidence that the intervention is used in routine.

This is covered by recommendation 1.

67

EMA

Page 6
recommendation 3

Suggested to add a seventh bullet point as follow: Orphan Medicinal
Designations

Not accepted. Orphan Drugs are not
specifically covered in the guideline

68

LEEM

P.5
Recommendation 3

Internet searches in the absence of any of the listed data sources are unlikely to
be reliable.

This is correct and the order of
preference has been indicated.

69

Novartis

Page 6,
recommendation 3

This is covered by recommendation 1.

70

Novartis

71

LEEM

Page 6
recommendation 3
P5.
Recommendation 4

May guidelines also be an indicator for routine clinical care? For rare/orphan
diseases ICD-10 codes do no allow to differentiate and make also surveys and
reimbursement list problematic.
What about considering also other sources as: guidelines from valid scientific
associations, official gazettes and validated clinical protocols?
Suggestion : Add “Comparators should not be requested if there is limited or
poor quality data available to support the comparison”.

72

EFPIA

There are instances where this recommendation will not be applicable, e.g.
orphan drugs, best supportive care, etc. Furthermore the second part of the
recommendation seems overly restrictive, as it refers only to part of the
evidence that can be delivered. Whilst industry underlines the importance of
pragmatic trials and observational studies for the demonstration of effectiveness
of available treatments, other sources of evidence, including RCTs where
available, should not be excluded (as referred to on p. 11, l. 39-40, referring to
RCTs and indirect comparisons).

RCTs have been included. Indeed,
methodological guidelines on REA of
pharmaceuticals cover mostly data from
RCTs; pragmatic and observational
trials were out of scope in JA1 but may
be considered in JA2.

p. 6,
recommendation 4

Accepted and amended accordingly
This is implicit in the wording of the
current recommendations.
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SPECIFIC COMMENTS
If different doses or scheduled are used in different countries, any guidance on
how it should be addressed in the clinical development?

This question aims at scientific advice,
rather then HTA.

EFSPI/PSI
HTA Special
Interest Group
EFPIA

P6, recommendation
5
p. 6,
recommendation 5

In general, manufacturers are obliged to dose comparators in trials according to
their approved labelling.
Uncertainty can arise when utilisation of the comparator in clinical practice
differs substantially from that approved labelling, when several dosages of the
comparator are available, and when there are variations of dosage between
countries (especially where there are national marketing authorisations).
Dosage is therefore best in line with marketing authorization or high-quality
clinical practice guidelines. Where there is uncertainty, discussion between the
HTA assessor and applicant could take place to define how to best address it.
In general, a relative effectiveness assessment should account for different riskbenefit profiles rather than recommending one particular dosage.

Comment noted. Some of the
suggested text has been included in
section 2.2.2

Page 6,
recommendation 5

Not available if the comparator is not a drug.

Amended.

76

Clinic
Mathilde
Rouen
Novartis

Its not clear how the “optimal” dose is defined and by whom.

77

Novartis

Page 6
recommendation 5
Page 6,
recommendation 5

Amended.
See answer to comment 78
Amended

78

Pfizer

Page 6,
recommendation 5

Recommendation 5 The comparator should be optimally dosed or scheduled
[add] “in line with its marketing authorization or high-quality clinical practice
guidelines.”

Amended

79

EFSPI/PSI
HTA Special
Interest Group

P7,
Recommendation 6

When this states that different comparators may be used for evaluation of
different subgroups it is suggested to add some mention of how the reliability of
direct v indirect comparisons should be considered as part of this. This
comment also applies to section 2.2.4 where although this is touched on it is not
that explicit.

It is not the role of this guideline to
comment on the value of indirect
comparisons. See EUnetHTA guideline
on levels of evidence: direct and
indirect comparisons..

80

EFPIA

p. 7,
recommendation 6

It needs to be carefully considered how subgroups and sub-indications are
defined. Ideally these should be agreed at the stage of trial design, as otherwise
trials would not be powered enough for statistically meaningful sub-group
analyses.

Comments aim at trial design not HTA.

74

75

It is often controversial what an optimal dose or schedule is. Dominant use in
reality should also be considered as highest doses are often not used in daily
practice and the optimal dose may therefore be lower.
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SPECIFIC COMMENTS
Here it would be relevant to make a link to the regulatory discussion and
specifically to the EMA consultation paper on the importance of an active control
in the marketing authorisation application (referred to in the problem statement,
Section 1.2.1 (p8).
81

EFSPI/PSI
HTA Special
Interest Group

P7

Recommendations 7, 8, and 9 - here are examples of where it may be easier to
just consult the national agencies in the first place. It would be nice to have
seen recommendations over and above those of the member states.

Aligning evidence requirements and
methodological criteria is outside
EUnetHTA joint action 1 remit.
See answer to comments 6,7,10,11,26
and 40.

82

EFPIA

p. 7,
recommendations 7
to 9

These recommendations are applicable at national level only. It is unclear to
what extent they would apply also to European REA and what impact it would
have on requirements and potential duplication. These recommendations make
it unclear whether the draft guideline is concerned with European REA or
recommendations for national REA.

EUnetHTA has not introduced the
concept of a European REA anywhere
in its documentation or its work plan.
EunetHTA has set out to facilitate
collaboration across countries on HTA
with providing methodology standards
and core HTA information for national
REAs.

83

Pfizer

7 to 9

Recommendations 7, 8 and 9 do not really represent recommendations other
than for national agencies to comply with local regulations and could be deleted
from this section. Retaining the information to indicate the constraints on
providing single guidance that is valid across EU countries may be valuable, but
not as recommendations.

It is felt important to include these as
specific recommendations, but it has
been made clear that these are specific
to some countries.

84

Pfizer

Recommendations

Add recommendation on sources used to specify the comparator:
The product sponsor, key stakeholders (inc patients), those developing
clinical guidelines and (international) methodological guidelines should
have an input into the choice of comparator.

85

EFPIA

p. 7,
recommendation 7

This recommendation is restrictive as it does not take into account that the most
appropriate comparator might not be a medicinal product. Where the
comparator is a medicinal product, the principle should indeed be to use it

This is already covered in 2.3, and has
been slightly amended.
Because of the variation between the
national processes it was not felt that a
clear recommendation could be given.
Amended to include: ‘...or if not a
pharmaceutical, another form
recognised regulatory approval, for the
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SPECIFIC COMMENTS
according to their label, which has been well researched and demonstrated in
the framework of regulatory approval, except where an unlicensed
pharmaceuticals might be required for example in rare conditions.

appropriate indication and line of
treatment...’.

86

Pfizer

p. 7,
recommendation 7

Recommendation 7 should account for the fact that not all comparators will be
medical products, so may not be eligible for marketing authorizations.

Accepted. The text will be amended

87

Pfizer

p. 7,
recommendation 8

Recommendation 8 should be deleted or explained in more detail. Focusing on
comparators that are in routine clinical use may mean that the relevant
comparator is the cheapest available, but the focus must be on relevance not
cost.

Some national processes (for example
ANMOG in Germany) stipulate criteria
for the choice of comparator related to
cost. Document amended to make this
clearer.

88

EFPIA

p. 7,
recommendation 8

Considering the cost in the choice of comparator does not seem to be in line
with the objective of determining the relative therapeutic benefit of a new
pharmaceutical in comparison to routine clinical care. As acknowledged in WP5,
economic considerations are excluded from this Work Package and follow in
other parts of the HTA process where required. Furthermore, it is unclear which
costs are referred to, and how the cost of therapy (rather than only the cost of
acquisition of the comparator) should be determined. As a general comment, we
would like to underline that any European guidance should foster on best
scientific methods and not be limited by current national procedural rules.

Some national processes (for example
ANMOG in Germany) stipulate criteria
for the choice of comparator related to
cost. Document amended to make this
clearer.

89

Clinic
Mathilde
Rouen

Page 7,
recommendation 8

This is probably a two step process, first the best comparator has to be
establish and used as a comparator for the new procedure secondary once the
comparison is done the price or the cost has to be integrated in the decision.
Using cost before real and scientific comparison introduce bias in the analyze of
the effectiveness.

Some national processes (for example
ANMOG in Germany) stipulate criteria
for the choice of comparator related to
cost.
Document amended to make this
clearer.

90

Novartis

91

Novartis

Page 7
recommendation 8
Page 7
recommendation 9

It should be clear here that “costs” are not “prices”. If costs are included, it
should include the societal element as well.
How is the class defined? Again on ATC 4 level? The indication must be
labeled.

Some national processes stipulate
criteria related to comparator cost.
One country has specified that a
comparison to the most similar drug is
carried out to see if there are
differences with a new one.
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It is unclear how a pharmaceutical class is here defined. Again, this seems to be
at odds with the objective of the draft guideline to look at comparisons of new
pharmaceuticals with standard routine care, which might not be a
pharmaceutical.

One country has specified that a
comparison to the most similar drug is
carried out to see if there are
differences with a new one.

92

EFPIA

p.7,
recommendation 9

93

Clinic
Mathilde
Rouen

Page 7,
recommendation 9

This is not possible each time particularly with specific therapy use in oncology
for example anti EGFR like Iressa or Tarceva have been compared to standard
second generation chemotherapy regimen like Taxoids / platine association.

Comment noted. Section 2.2.1 has
been amended to include reference to
this comment.

94

EFPIA

p.7,
recommendations

An important consideration about at “what stage of the process the comparator
should be best defined” (problem statement (1.2.2.)) could also be reflected in
the recommendations. From a drug development perspective it is important to
factor this in much earlier before the start of the assessment. A PICO table like
approach could be started at any given point in time initiated by any stakeholder
having a specific comparator decision problem for a given population,
intervention, group of possible comparators, and outcome. Any further change
would than be made in relation to the initial decision based on additional
evidence.

Comment noted.
However, an additional general
recommendation has been given.

95

EFPIA

p. 8, L. 7-8

No intervention is indirectly defined in the guidelines as “providing advice, for
example advice on diet or smoking”, or “watchful waiting”. Placebo can also be
a comparator and no intervention could mean no treatment of any kind.

Comment noted. Already included in
section 1.1

96

Novartis

Page 8, Line 36-37

It remains controversial and unclear how to balance different benefits vs. harms.
If a drug reduces strong pain by 50% with 50% diarrhea as harm – is there still a
positive relative efficacy/effectiveness?

Comment not specific to the choice of
comparator.
In general, the Pharmaceutical Forum
definitions imply some form of
integration or balancing of benefits and
harms, but without providing advice on
how to do this. A formal algorithmic
integration of benefits and harms is
currently only carried out in countries
that perform economic modelling, and
this is mentioned at the end of section
1.2.1.

97

AIFA

Pag 8, Line 49/50

translation of surrogate endpoints into long term clinical outcomes

Amended accordingly
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The IMI call on ‘Incorporating real-life clinical data into drug development’ (call
text available at
http://www.imi.europa.eu/sites/default/files/uploads/documents/7th_Call/Call7_F
inalCallText.pdf) is looking into pre-launch real-life data generation. For a later
REA based on empirical real-life data, it is important to discuss how the data will
be generated, and how responsibilities will be shared between the manufacturer
and the health system.

Response by author

98

EFPIA

p. 8, L. 49 to p. 9, L.
2

Comment noted. The guidelines will be
developed further in joint action 2, and
this topic may be considered then.

99

EMA

Suggested to add the following sentence/bullet: Orphan Medicinal Designation
offers a framework for identifying standard of care at the European level.

It has been added where felt most
appropriate.

100

EFPIA

Page 8 Line 49
Page 9 Line 34
Page 11 Line 21
Page 12 Line 30
Page 13 Line 33
Page 15 Line 9
p. 9, L. 28

The following questions should be added: “what to do in situations where there
is no alternative treatment (e.g. orphan drugs, vaccines, etc): could placebo be
used as a comparator?” and “what to do in situations where the standard of
care is a treatment combining different technologies?”

The definition of comparator also
include a do nothing option (see section
1.1), the option of a combination of
technologies has been added to 1.1. It
does not make sense to refer to
placebo itself as a possible comparator,
as placebo is not provided in standard
care. However, in how much the
placebo arm of a trial can be used as
proxy for standard care depends on the
circumstances.

101

Pfizer

P9 Line 32

Add new bullet point:
The timeline required for making the assessment e.g. rapid REA.

102

EFPIA

p. 9, L. 32-34

103

EFPIA

p. 9, L.35-43

It does not seem practicable to define the comparator during the assessment,
as data needs to be generated beforehand and, especially for rapid REA, data
will stem from phase III studies. A reference to early dialogue here would be the
opportunity to underline the potentials to discuss and agree on appropriate
evidence generation upfront.
As the draft guideline’s intention is “if it is possible to provide a set of
internationally agreeable recommendations for the selection of the most
appropriate comparator when completing a REA”, it would be good to outline

Not accepted. It is not clear how the
timeline required for making the
assessment affects the choice of
comparator.
Further explained in 2.4, and amended
to avoid confusion. Also an additional
recommendation has been added to
cover this.
During Joint Action 2 it will be explored
if an agreed reference comparator can
be agreed between countries before the
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SPECIFIC COMMENTS
what the EUnetHTA intends to do next in order to achieve that goal. For this it
needs to be clarified whether it is possible to have one EU agreed reference
comparator and if not, should there be multiple reference comparators.

assessment. This will be done during
early dialogues between developers
and several HTA bodies.

104

EFSPI/PSI
HTA Special
Interest Group

P9, L39-41

“this document will explore if it is possible to provide a set of internationally
agreeable recommendations for the selection of the most appropriate
comparator when completing a REA” – Has this been covered?

A set of recommendations has been
developed.

105

EMA

Page 9 Line 43

After the point suggested to add the following sentence: Consideration should
be given to special areas where legislation creates a framework for identifying
standard of care such as in rare diseases.

Amended accordingly.

106

Novartis

Page 10, Line 16

The wording is unclear - what does ”English speaking” refer to? There are only
a few English-speaking countries in Europe. As worded it looks like the
examples are very important since hey come from very many countries. Specify
please the countries or mention the number.

Details of the countries included were
(and are) available in the appendix, but
have added here.

107

P10, L6-13

Is this text needed? Start paragraph with line 16.

Accepted. Text amended.

108

EFSPI/PSI
HTA Special
Interest Group
Novartis

Page 10, Line 32

What is the “same” indication? 100% the same or is similar enough? Even in
generics the indications may be different from the original drug for regulatory
modifications.

Wording amended to same or
equivalent therapeutic indication.

109

Pfizer

P10 Line 47

“question” not “questions”

Amended.

110

EFSPI/PSI
HTA Special
Interest Group
Novartis

P11, L3-4

Replace text with "….some countries specify that it should have similar
pharmacological properties as the pharmaceutical to be assessed."

Amended

Page 11, Line 8

It is not clear that the dose selected, always have to be within the label.

Pfizer
EFSPI/PSI
HTA Special
Interest Group
EFPIA

P 11 Line 8
P11, L8-10

Delete “active”
The sentence is not complete.

This is already covered towards the end
of 2.2.2
amended
The sentence has been completed.

p. 11, L. 12-13

As outline above (comment on recommendation 5), in general, manufacturers
are obliged to dose comparators in trials according to their approved labelling.
However, where there is uncertainty, discussion between the HTA assessor and

Comment noted. Some of the
suggested text has been included in
section 2.2.2

111
112
113

114
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applicant could take place to define how to best address it. In general, a relative
effectiveness assessment should account for different risk-benefit profiles rather
than recommending one particular dosage.
115

Novartis

Page 11, Line 24

A comparator that is not approved would not be acceptable as it is questionable
that the available data has an adequate standard which is seen in registration
studies. Data from such sources may also not publicly accessible (like an
EPAR) to use it for comparisons.

This is already covered towards the end
of 2.2.2. Also, it is recommended that
only com'parators supported by good
quality evidence should be chosen.

116

P11, L32-46

This is a nicely written section.

Comment noted.

117

EFSPI/PSI
HTA Special
Interest Group
AIFA

Pag 11, Line 41

the way of administration

amended

118

Novartis

Page 11, Line 44

It remains unclear what HTA bodies expect as “high quality observational
studies and registries”. This leaves it up to them to censor such data. There is a
discrepancy to ask for “wide applicability” but in the end only acceptance of
RCTs.

119

EFPIA

p. 12, L. 11

Suggest changing into “at the point of decision making, routine clinical care may
have changed”

The acceptability of observational data
varies across European agencies. The
guidelines will be further developed in
Joint Action 2 and this topic may be
considered then.
amended

120

Pfizer

P 12 Line 11

121

Pfizer

P12 Line 14

122

EFPIA

p. 12, L. 14

Delete “appropriate comparator” and substitute “theoretically preferred
comparator from a clinical point of view”
Delete “particularly for manufacturers (and other stakeholders) contributing to
any REA because they may not have access to effectiveness data for the
recently licensed pharmaceuticals”
Replace with “for those conducting or contributing to a REA because the data
may not exist to support either direct or indirect comparison of effectiveness
with the most recent/emerging comparator”.
Suggest changing “particularly for manufacturers (and other stakeholders)
contributing to any REA because they may not have access to effectiveness
data for the recently licensed pharmaceuticals” into “particularly for those
conducting or contributing to a REA because the data may not exist to support
either direct or indirect comparison of effectiveness with the most
recent/emerging comparator”.

Amended as suggested by comment
above.
Accepted. The text has been amended.

Accepted.
The text has been amended.
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The following concept needs more clarification: This situation happens regularly
in ‘fast moving‘ therapeutic areas, such as cancer treatments, and it can be
difficult to come to a unanimous decision about the comparator.

123

AIFA

Pag 12, Line 19/20

124

P12, 21-33

This section would be more useful if it provided some guidance.

125

EFSPI/PSI
HTA Special
Interest Group
EFPIA

p. 12, L. 38-39

As this has the potential to lead to multiple comparisons, it needs to be carefully
discussed with the manufacturer in order not to unnecessarily burden data
requests. For rapid assessments, if subpopulations are not agreed upfront at
the stage of trial design, data generated might not be sufficient enough to show
any statistically meaningful effect. Furthermore, approved or adequate
comparator therapies might not necessarily be available for all newly defined
sub populations.

126

Novartis

Page 12, 39-41

127

EFSPI/PSI
HTA Special
Interest Group

P12, L40

This results in may subgroups and slicing of the clinical trial data. In the end, the
sub-groups get to small to have enough statistical power to reach statistical
significance. Every study can become irrelevant from the view of the HTA
bodies if they manage to request enough sub-populations.
Suggest to change text to "In this case it may be necessary to define
comparator…"

128
129

OSTEBA
OSTEBA

Page 13, Line 7
Page 13, Line 7-8

130

131

EFSPI/PSI
HTA Special
Interest Group
OSTEBA

Misprint. In additions  In addition
The sentence sounds repetitive. Suggested rewording: In addition, other

Response by author
Reworded to: This situation happens
regularly in therapeutic areas with rapid
development of new treatments, such
as oncology, and it can be difficult to
come to a unanimous approach about
the comparator, and this is usually
resolved through a case-by-case basis.
Because of the variation between the
individual national processes it was not
felt that more guidance could be given.
Comment noted, and all other
recommendations apply here too.
Qualification (‘ depending on the
evidence available’) added.

Comment noted, and all other
recommendations apply here too.
Qualification (‘ depending on the
evidence available’) added.
Comment noted, and all other
recommendations apply here too.
Qualification (‘ depending on the
evidence available’) added
Accepted. The text has been amended
Accepted. The text has been amended

involved in the choice of comparator included experts and internal technical
teams in the assessment body as well as the decision maker itself.

P13, L8

It is not clear who is meant by the "decision maker" in this context.

Page 13, Line 9-10

The sentence is written as if we knew that there are exactly three countries in
which the sponsor is not involved but it has not been said before. If this is true,
it should be stated before and, if not, a small change is needed. Besides, the

Slight amendment. In many European
Countries the assessment is separate
from the appraisal.
Amended similar to option 1.
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word ‘involved’ is repeated several times in less than two lines making the
sentence sound repetitive. We suggest two possible rewordings:
1. However, in three countries the product sponsor is never involved; in

one of these only the HTA agency takes part while in the other two
experts are implicated and clinical guidelines…
2. However, in some countries the product sponsor is never involved; in
one of these only the HTA agency takes part, in another two countries
experts are implicated and clinical guidelines…
Number better written in with letters. Suggested rewording: Only in one
country…

132

OSTEBA

Page 13, Line 11

133

P13, L11-12

I find this sentence hard to read.

Amended HOW

134
135

EFSPI/PSI
HTA Special
Interest Group
AIFA
EMA

Pag 13, Line 12
Page 13 Line 43

Accepted. The text has been amended
Unclear what this refers to as there is
no line 43 on page 13.

136

EMA

Page 14 Line 14
Page 14 Line 34

137

EFPIA

p. 14, L.17

of comparator is limited
Suggested to add the following sentence after the full stop: Orphan Medicinal
Designation offers a framework for identifying subpopulations who could benefit
at the European level.
Suggested to add the following sentence after the paragraph ending in line 14:
“Orphan Medicinal Designation offers a framework for identifying sources used
to specify the comparator at the European level.”, and in line 34: “In the case of
rare diseases Orphan Medicinal Designation offers a framework for specifying
the choice of comparator at the European level.”
Work already carried out to define the best active comparator by the EMA
should also be taken into account

138

EFPIA

p. 14, L. 25

The reference to the establishment of reference price groups does not seem to
be appropriate in a scientific guideline concerned with the selection of the most
appropriate comparator from a clinical point of view.

The choice of the comparator is from a
healthcare system point of view. Some
countries have specific criteria
embedded in the legislation, for
example in AMNOG (Germany)

139

Pfizer

P14 Line 31

Insert wording: …require additional time and resources “and could duplicate
work already carried out to define the best active comparator by the EMA”

The following has been included:
However, it may be useful to also take
into account the best active comparator
identified by the EMA, although
ultimately this may not be an
appropriate comparator for all

Accepted. The text has been amended

This has been added earlier in the
document.

Comment noted. Text has been
amended.
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SPECIFIC COMMENTS
countries.
Comment noted. Because of the
variation between the individual
national processes it was not felt that
more guidance could be given.

140

Novartis

Page 14, Line 32

This allows every single HTA body to stick to their preference and the inability to
avoid multiple studies for the companies. This is not a sustainable or achievable
recommendation.

141

EFPIA

p. 14, L. 35

Any such consideration needs to take into account proportionality of
requirements

Comment noted.

142

Pfizer

P14 Line 35

Add wording after ….one large multi-comparator REA. [Add] “However, in both
cases it would need to be demonstrated that these approaches would genuinely
inform national decision making and generate efficiencies. Otherwise, they
clearly risk just adding more bureaucracy and generating unhelpful and complex
analyses.”

Accepted. The text has been amended

143

EMA

Page 15 Line 39

Suggested to add the following sentence after the full stop: An exception exists
with rare diseases where Orphan Medicinal Designation offers a framework for
identification and endorsement of a European position on standard of
care/comparator which can be used to assist in the establishment of REA.

Accepted. The text has been amended

144

OSTEBA

Page 17, Line 43

The word years could be included for better understanding. Suggested
rewording: The search was restricted to the years 2000 to 2010.

Accepted. The text has been amended
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GENERAL COMMENTS
1. EFPIA

General
comments on
all documents

We refer to the EFPIA general comments to the first batch of
draft guidelines on relative effectiveness assessment, which
remain accurate for the second batch of draft guidelines.
Overall, we note that the draft guidelines are a summary of
current good practices and are similar to those found in a
number of sources (e.g. ISPOR Good Research Practices,
Cochrane Handbook etc), but recommendations are less
clear.
We also underline the need to ensure alignment and
consistency with regulatory guidance, in order to avoid any
unnecessary duplication between regulatory and relative
effectiveness assessment, both at the time of launch and
over time. In this respect, we note that relative effectiveness
data is expected to develop and evolve during a product’s
life cycle. Not all of the guidelines cover this evolution of data
type and availability during a product’s life-cycle. It would be
helpful to address this systematically in each guideline and
consider how post-marketing inputs to REA could address
some of the uncertainties inevitable at initial assessment.

Across the guidelines it becomes clearer that the intention of
EUnetHTA is to work on REA to support decision-making

1) Comment acknowledged. It is correct that the
basis of the work was an overview of the “state of
the art” for each guideline topic in each EU country.
For many topics, there is convergent view on
evidence requirements for REA; in some areas
divergences exist. Statements will be introduced to
highlight situations where recommendations are
based on consensus and where consensus does
not exist. In these cases and more generally to
discuss evidence requirements during the
development of a health technology, EUnetHTA
has put in place early dialogues with technology
developers and multiple HTA bodies. Evidence
requirements for HTA in a specific condition will be
completed with elaboration of disease-specific
guidelines for technology development.
For REA draft guidelines including disease-specific
ones, existing clinical, regulatory and HTA
guidelines will always be checked and
requirements aligned when adequate. EMAEUnetHTA collaboration on this topic has been put
in place and will be pursued in the framework of
EUnetHTA JA2.
Post-marketing and observational studies are out
of scope in the JA1. Post-marketing inputs to REA
may be addressed in JA2 if decided so by
EunetHTA partners.
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GENERAL COMMENTS
and concretely product reimbursement decisions. This would
benefit from being clarified in the EUnetHTA mandate and
recommendations, as well as to discuss some of the
implications in term of impact of European guidelines on
national decision-making. Overall, it is important to ensure
that any requirements set out by EUnetHTA are feasible and
reasonable and take into account the difference in levels of
development of systems across Europe today.

2. EFPIA

General

2) Guidelines are primarily aimed to support HT
assessors to critically appraise manufacturers’
submissions; in addition, manufacturers may take
guidelines recommendations into account when
preparing submissions. Indeed, EUnetHTA
guidelines could contribute to alignment of
assessment process and methodology carried out
across Europe. There is no intention to align
national decision making.

The current draft guideline is very informative, and is in many
instances a summary of current good practices and are
similar to those found in a number of sources (e.g. ISPOR
Good Research Practices, Cochrane Handbook, NICE
Decision Support Unit guidance etc). The recommendations
however do not provide a clear guidance about the extent to
which direct and indirect comparisons are applicable and
acceptable in relative effectiveness assessment. It would be
helpful for EUnetHTA to clarify the interaction of the draft
guidelines with the core model and any template approach,
dossier format etc that may develop in association with these
documents.

The guidelines have a number of recommendations
on the use of direct and indirect comparisons (#6 #11). The appropriateness of either approach is
highly context specific and the extent to which
indirect comparisons are accepted is not uniform
across jurisdictions.
The interaction of guidelines with the core model is
in development and will be further pursued in
EUnetHTA JA2 WP5.

The Relative Effectiveness Assessment (REA) exercise
usually includes three main steps: the literature search, the
extraction of data and the analysis itself. The largest part of
the current draft guideline is exclusively dedicated to the
analysis part. Although the literature search is mentioned in
the “publication bias” section, the extraction of data is never

The purpose of the guideline was to address
methods of direct and indirect comparison, and not
necessarily the steps preceding an analysis. Some
discussion is included on topics such as publication
bias, but mainly because their assessment is
typically part and parcel of the meta-analysis.

5
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GENERAL COMMENTS
mentioned, while the quality of the work done at this specific
step will impact the quality of the whole results. Several
studies (see for instance Gøtzsche PC, Hróbjartsson A,
Maric K, Tendal B. Data extraction errors in meta-analyses
that use standardized mean differences. JAMA 2007 Jul 25;
298(4): 430-7) have been published that report the amount
of data extraction errors found in published meta-analyses.
Specific section should be added to the document to
emphasize the importance of this step in the REA exercise,
and to recommend conducting quality control evaluations (or
even double independent data extraction followed by a
reconciliation step). Some additional guidance on the
planning stages of a systematic review and the subsequent
direct or indirect comparison analysis of the results could be
useful, as this has a large influence on the quality and
reliability of the findings. At minimum, the guideline should
state that the researcher should write a protocol or analysis
plan in advance stating:
 The set of research questions being addressed
(preferably following the PICOS principles described in
the Cochrane handbook)
 The literature search strategy (including the
inclusion/exclusion criteria used to select studies, and
databases to be searched)
 Methods that will be used for assessing bias and
heterogeneity of selected studies
 Statistical methods that will be used for
direct/indirect/mixed treatment comparisons, including
sensitivity analyses
The use of Individual Patient Data is largely overlooked in
the current version of the draft guideline. Reason for this is

The suggestion of a protocol or analysis plan is
very useful, although this may be very difficult to
implement in practice, particularly for submissions
received.

The reference to IPD methods in section 2.2.1 has
been expanded and the remark on expensive and
time-consuming has been rephrased.
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provided on top of page 11 (“collection of individual patient
data is expensive and time-consuming and it may not be
possible to acquire data from all relevant studies”). While the
second part of this sentence, related to the difficulty of
access to data, makes perfect sense, the first one is counter
intuitive given the context (if data are available at study- or
treatment-level, it means they were originally generated from
individual patient data). Also, this lack of consideration for
individual patient data leads to the non-consideration for
“hybrid” methods that combine both aggregate data and
individual patient data (see for instance Signorovitch JE,
Sikirica V, Erder MH, Xie J, Lu M, Hodgkins PS, Betts KA,
Wu EQ. Matching-adjusted indirect comparisons: a new tool
for timely comparative effectiveness research. Value Health.
2012 Sep; 15(6): 940-7).
The wording related to the assumptions behind fixed and
random effect models should be revised throughout the
document to improve accuracy of the draft guideline. On
page 12, it is stated that “A Bayesian MTC assumes that the
true effect of a given treatment is the same in all trials”,
which is true only if fixed effect is assumed for the MTC (but
not in the case of random effects). On page 15, “In a random
effects meta-analysis the treatment effect in each study is
assumed to vary around an overall average treatment effect”
could be replaced with “In a random effects meta-analysis
the treatment effect in each study is assumed to be drawn
from one common distribution”. These are just selected
examples, but highlight the need for revising wording and
accuracy throughout the whole document. One angle that
could also be adopted to make this specific point on fixed
and random effects more understandable could be to explain

The sentence referring to Bayesian MTC has been
removed, as it applies only in the fixed effect
situation.

Heterogeneity is a contentious issue – both in
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it in terms of within-study and between-study variance.

terms of identifying the causes and deciding when
it is too high for the data to be trusted.

Moving forward, heterogeneity (assessment of, and dealing
with) is suggested as a potential topic for a future guideline.
It is not covered in detail in the current Direct and Indirect
Comparisons guideline.
3.
GlaxoSmithKline

General
(All
Guidelines)

We applaud the initiative of EUnetHTA to develop methods
guidelines to support the good conduct of relative
effectiveness assessments of pharmaceuticals. However we
have some general points to raise at this stage that are
applicable to the guideline development programme as a
whole:
 Some more clarity on the purpose and intended use of the
guidelines would be helpful, in the form of a standard
introduction to each guideline. This might include a brief
rationale for the choice of topics selected and future
topics to be covered, and the planned timing for
reviews/updates of each guideline. The status of these
guidelines vis-à-vis national guidelines on methods for
HTA assessment could be clarified.

 There guidelines should be complementary with minimal
overlap: the whole set should be reviewed together to
ensure cross-referencing, and avoidance of duplication.
 There are a number of authoritative guidelines developed
by national and international organisations (for example
ISPOR, SMDM, Cochrane) and it would be useful to

The primary objective of EUnetHTA JA1 WP5
guidelines is to focus on methodological challenges
that are encountered by HTA assessors while
performing REA of pharmaceuticals. See answer to
comment 1, point 2.
Each guideline already contains the scope and
problem statement that was the reason for
choosing a given topic. Timings for reviews and
updates of each guideline will be discussed and
established in JA2.

Accepted.

Partly accepted.
EUnetHTA guidelines give EUnetHTA
methodological recommendations for REA of

8
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check for overlap/consistency with these documents. In
particular it is important to check for consistency with
guidance covering the same methodological areas
developed for regulatory assessments.

 It would be useful to highlight more clearly within the
guidelines areas where there is less consensus across
HTAs in specific methodological aspects related to HTA
(and where therefore strong recommendations cannot be
made in a guideline). For example, GSK’s experience is
that there is a divergence of views across national
reimbursement agencies in particular in the choice of
relevant comparator, the strength of evidence from
indirect and network meta-analyses and the status of
evidence for intermediate endpoints.

 The focus of these guidelines appears to be on the
evidence (largely from clinical trials) likely to be available
at the time of launch of a new medicine and therefore
potentially included in submissions to reimbursement/HTA
agencies at this stage. Valuable relative effectiveness
data, especially from observational studies, may become
available at later stages and may be available for later
submissions or (planned) reviews that may be undertaken
by HTA organisations. Such data may indeed be collected
through managed access schemes that are agreed with
reimbursement authorities and may serve to clarify or

pharmaceuticals, so consistency will not always be
possible.
However, while elaborating new general and
disease-specific guidelines, existing clinical,
regulatory and HTA guidelines are checked and
requirements aligned when adequate.

Accepted.
See answer to comment 1, point 1. Statements will
be introduced to highlight situations where
recommendations are based on consensus and
where consensus does not exist.

Correct.
Observational studies and pragmatic trials are not
in scope of JA1, but may be covered in JA2 if
decided so by EUnetHTA partners.
Initiatives such as Innovative Medicines Initiative
“Incorporating real-life clinical data into drug
development” may be helpful in this field.

9
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reduce inherent uncertainties at the time of the first
appraisal. There is increasing interest in pragmatic trials
(which may make use of existing electronic data collection
systems) which if executed as Phase 3b studies may
deliver valuable information in time for reimbursement
submissions.
 Some key areas appear to be missing from this first set of
guidelines. For example: interpretation of data from
superiority vs non-inferiority studies, systematic reviews of
effectiveness and safety (which merit a separate guideline
to ‘direct and indirect comparisons’), utility assessment
(which should be separated out from health related quality
of life), prospective observational studies of effectiveness
(including registries – especially but not only focusing on
control of bias) and retrospective observational studies
(including database analysis). Pragmatic controlled trials
may also merit special attention, as might the role of
modelling in relative effectiveness assessments.

 Some of the draft guidelines are written more in the form
of a literature review or working document than a
guideline for HTA assessors. Generally the documents

Thank you for these proposals. Some are general
methodological issues, not specific for REA (such
as superiority vs non-inferiority studies), some are
already done by others (systematic reviews of
effectiveness and safety) and some are out of
scope in JA1 (prospective observational studies of
effectiveness including registries and retrospective
observational studies including database analysis).
The latter may be covered in the JA2 if decided so
by EunetHTA partners. Indeed, in the framework of
JA2WP7, areas where methodology guidelines
appear useful will be identified and stakeholders
will be asked for input. The process itself will be
discussed and elaborated at the beginning of JA2.

See answer to comment 1 point 1.
Comment acknowledged. Adaptations will be done
where possible.

10
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have a lengthy section 2 (Synthesis of literature) and a
relatively short Section 3 (Discussion). The Discussion
section could be expanded to focus more on the needs of
the primary customer (assessors for National HTA
organisations): what are the key issues to look for when
performing an assessment?, and provide a better link
back to the recommendations section. This might have to
be done at the expense of some of Section 2 (Synthesis
of literature), which could be shortened in some of the
guidelines (especially Health Related Quality of Life and
Utility measures).
This guideline provides a good top-line review of methods
used to synthesize evidence from RCTs (ie the ‘how to’), but
fails to address many of the important issues that need to be
addressed by HTA assessors when reviewing this type of
evidence. In particular the focus is on describing specific
analytical techniques rather than how to assess whether an
appropriate analysis has been undertaken (to a good
standard).

4.
GlaxoSmithKline

General

5.
GlaxoSmithKline

General

The title ‘direct and indirect comparisons’ may be misleading.
Single trials are direct comparisons – the focus of this
guideline is quantitative evidence synthesis (or metaanalysis), with the majority of the text of most relevance to
indirect or network indirect comparisons. It might be valuable
to explicitly exclude pooled analyses (of trial data) across
trials from this guideline (NB these are often referred to as
meta-analyses e.g. of safety data) and focus the guideline on
meta-analyses of published aggregate results.

The start of the summary clearly states: “To make
the best use of available evidence on the efficacy
of a treatment, it is common to combine results
from several randomised controlled trials (RCTs) in
a meta-analysis.”

6.
GlaxoSmithKline

General

The focus is on RCT evidence developed at the time of
launch of a new medicine. The synthesis of post-launch

Although primarily aimed at the synthesis of data
from RCTs, the guidelines do not preclude the use

The guideline makes clear recommendations on
where certain methods may not be appropriate. As
analyses are highly context specific, it is difficult to
give any sort of general guidance on what
constitutes an appropriate analysis.
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evidence (RCT and/or observational studies) is importance
to HTA and should be addressed in the guideline.

of other data, such as observational studies.

7.
GlaxoSmithKline

General

There is very limited discussion of systematic reviews that
should precede any meta-analysis. Developing the criteria
for inclusion and exclusion of constituent studies and
executing the search for studies has significant potential for
introducing bias or lack of alignment with HTA assessments.
We suggest that systematic reviews should be the subject of
a separate guideline, or reference made to existing
authoritative guidelines for good conduct of systematic
reviews, such as those from the Cochrane Collaboration or
NHS Centre for Reviews and Dissemination.

The guideline now states “The planning stages of a
systematic review are not covered here” at the
outset. We agree that the data collection phase is
very important and the use of the Cochrane
methodology is probably the most appropriate
guide.

8.
GlaxoSmithKline

General

More consideration should be given to differences between
synthesis of efficacy and effectiveness results: in the latter
case (of greater interest to HTA) there may be more
heterogeneity issues, such as differences in endpoint
measurement, population characteristics or use of
concomitant therapies. There could be a more detailed
consideration of how heterogeneity across studies leads to
selection of studies and the grouping of studies for metaanalysis.

The emphasis is on appropriate reporting of
heterogeneity and what steps were taken to deal
with (e.g. subgroup analysis). A previous point
suggested that heterogeneity could be the basis for
a separate guideline.

9.
GlaxoSmithKline

General

It is GSK’s experience that HTA organizations in different
countries differ in their interpretation of the strength of
evidence from indirect comparisons (compared with direct
comparisons). This does not come across in the guideline:
there should be a section on interpretation of results.

10. HTA SIG

General

Some additional guidance on the planning stages of a
systematic review and the subsequent direct or indirect

The guideline cannot dictate the strength of
evidence from indirect comparisons. As pointed
out, there is variation across jurisdictions and, in
any event, decisions are context specific. The
emphasis is on clearly supporting the analysis
decisions in a particular case.
As stated previously, the suggestion of a protocol
or analysis plan is very useful, although this may

12
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11. HTA SIG

12. LEEM

General

comparison analysis of the results could be useful, as this
has a large influence on the quality and reliability of the
findings. At minimum, the guideline should state that the
researcher should write a protocol or analysis plan in
advance stating:
The set of research questions being addressed (preferably
following the PICOS principles described in the Cochrane
handbook)
The literature search strategy (including the
inclusion/exclusion criteria used to select studies, and
databases to be searched)
Methods that will be used for assessing bias and
heterogeneity of selected studies
Statistical methods that will be used for direct/indirect/mixed
treatment comparisons, including sensitivity analyses

be very difficult to implement in practice,
particularly for submissions received. Also, good
guidelines already exist regarding the conduct of a
systematic review and data extraction (see
Cochrane).

The guide is focused on indirect comparisons of efficacy
data and there is no reference made to safety data. We
assume that safety comparisons are not within scope of the
guide given there are normally many more sources of safety
data for consideration other than clinical trial data. However,
we think for clarity it would be appropriate to include a note
indicating that indirect comparisons on safety data are not
(or is) recommended.

The guideline does not preclude the application of
direct or indirect comparison techniques when
analysing safety data. In many cases it may not be
appropriate but that will be dictated by the
circumstances – such as whether the trials were
measuring the same outcomes.

We have no major remarks on the methodology of the 5
guidelines.
But it would be helpful to consider how post marketing inputs
to REA could address some of the uncertainties inevitable at
initial assessment. Each document could comment on the
role of observational data sources.

This is a wider guideline issue. Observational data
sources are out of scope in JA1.

13

Compilation of comments on the draft guideline on Direct and Indirect Comparisons

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
13. LEEM

OVERALL

HAS guideline is not referenced

Accepted. This was corrected

14. NOVARTIS

Overall –
general

Very technical and difficult to grasp unless by our internal
statisticians. Is the language fully accessible by all
stakeholders?

We have attempted to strike a balance between
technical and readability.

Indirect comparison is a valuable and important method of
comparing two agents. We hope that EUnetHTA will take a
stronger stance to validate indirect comparisons, providing
sound methodology. One way this can happen is to accept
what EMA has deemed as an appropriate comparator. That
is to say that if EMA accepts an indirect comparison in a
registration file, HTA, including EUnetHTA should also
accept the same indirect comparison.

A EUnetHTA guideline cannot dictate the
acceptability or otherwise of indirect comparisons
in the member countries. Hence, an analysis that is
accepted by one organisation will not necessarily
be accepted by another.

15. RC CEE&Ph

General

Why “fixed effects”, not “fixed effect” all over the text? Is it
correct?

Text corrected.

16. RC CEE&Ph

General

May be it could be better not to use abbreviation MTC for
mixed TC, because multiple TC can be confused with it?

Previous review rounds did not have a problem
with this terminology.

17. RC CEE&Ph

General

List of software (as Annexe) for direct and indirect
comparisons will be very useful. CVZ already asked to
include software list but authors refused because they are
afraid that it can be taken as recommendation what to use.
Nevertheless such list may be presented as examples, not
recommendations, and appropriately commented.

While we appreciate that this may be useful, we do
not wish to make what may be seen as an
endorsement of particular programs. Furthermore,
as development is relatively rapid, such a list may
become obsolete rather quickly.

18. SPMSD

General
(for direct
& indirect,
HRQoL, &

The word “treatment” should be replaced with “intervention”
throughout the document as this essentially excludes
vaccination or any prevention measures (eg screening) in
this context.

Not accepted. The term “treatment” was previously
accepted by EUnetHTA partners and shall be kept.
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19. SBU

clinical
endpoints)

Guidelines apply to 'pharmaceuticals', including other class
than drugs only.

Whole
Document

“relative effectiveness” replace with “comparative
effectiveness” (established term, no risk of confusion of
relative in the sense of ratio, semantically more close to
“direct comparison” follow link
(http://effectivehealthcare.ahrq.gov/index.cfm/what-iscomparative-effectiveness-research1/)

Not accepted. Relative effectiveness is the core
topic of the WP 5.
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20. SBU

Recomme
ndation 2,
p.2
Recomme
ndation 2,
p.2
Recomme
ndation 7,
p.2
p. 5, l. 9

“comparable studies” replace with “sufficiently similar studies”
(everything is comparable)

Not accepted. “Comparable studies” is the common
terminology.

“differ significantly” replace with “differ substantially” (not to
confuse with statistical significance)

Accepted, change has been made.

Last sentence beginning with “There is no consensus…”
(erase, not a recommendation)

Reworded.

Definitions of these two approaches are needed. E.g. The
frequentist approach treats the observed data as random,
and the true population mean as a single fixed value. The
Bayesian approach treats the observed data as fixed, and the
true population mean as an abstract probability.

The frequentist and Bayesian approaches applied to
direct (comparisons?) are described at pag.9-10.
At pag.5 is reported a summary of the whole
document.

24. OSTEBA

Page 5,
line 11

Repetition of the word ‘technique’ very close in a sentence
makes it sound repetitive. Suggested rewording: Bayesian
methods offer more sophisticated techniques than frequentist
ones to incorporate data…

Accepted, the suggested change has been made;

25. EFPIA

p. 5, l. 1112

Bayesian methods offer some additional positive properties
like greater flexibility, and we therefore suggest replacing
“Bayesian methods offer more sophisticated techniques than
frequentist techniques to incorporate data from other sources
such as observational studies” with “In addition, Bayesian
methods offer techniques to incorporate data from other
sources such as observational studies”.

Not accepted. A previous critique was that frequentist
techniques do not preclude the use of observational
data, so such a wording is not advised.

26. EFPIA

p. 5, l. 12

It would be clearer to state explicitly that this data is
incorporated into the prior, to avoid confusion with combining
results of observational and randomized controlled trials

Not entirely clear what is meant by this.

21. SBU

22. SBU

23. EFPIA
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together in the data
27. HTA SIG

p. 5, l. 12

It would be clearer to state explicitly that this data is
incorporated into the prior, to avoid confusion with
combining results of observational and randomized controlled
trials together in the data

See answer to comment 26.

28. HTA SIG

Page 5,
line 12

It would be helpful to state that Bayesian methods can be
more complicated to implement, and choice of priors can be
non-transparent

Recommendation 12 deals with the choice and
impact of priors.

29. EFPIA

p. 5, l. 29

This is only true when using a fixed-effects model, not a
random-effects model.

Sentence rephrased.

30. EFPIA

p.5, l. 30

It is important to highlight the two types of heterogeneity –
statistical heterogeneity in results, and clinical heterogeneity
in trial design and patient characteristics. Either can make
meta-analysis inappropriate.

Heterogeneity is addressed in a specific paragraph
(2.6.1.Heterogeneity).

31. HTA SIG

Page 5,
line 30

It is important to highlight the two types of heterogeneity –
statistical heterogeneity in results, and clinical heterogeneity
in trial design and patient characteristics. Either can make
meta-analysis inappropriate.

Heterogeneity is addressed in a specific paragraph
(2.6.1.Heterogeneity).

32. NOVARTIS

Summary,
page 5,
lines: 3034

How reliable the heterogeneity parameter is in cases that we
have small number of trials?

In the absence of alternative measures, it is the best
we have available. However, in undertaking a metaanalysis, particularly with small numbers of studies,
careful inspection of the data is always
recommended.

Should always a random effect model be preferred compared
to a fixed one in meta-analyses that we have a large # of
trials?

A large number of trials do not necessitate the use of
random effects meta-analysis, but it certainly
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33. EFPIA

p. 5, l. 33

A random effects model may also be preferable, even without
substantial heterogeneity.

34. HTA SIG

Page 5,
line 34

Suggest to cross reference the EUNetHTA guideline on
Internal Validity here and in other places where bias is
discussed

becomes more difficult to support the assertion that
they are all measuring the same effect.
Indeed, there may be substantial clinical
heterogeneity with no statistical heterogeneity. This is
covered in section 2.6.1
In this guideline, bias is generally referring to a
narrower context than covered by the guidelines on
internal validity.

35. RC
CEE&Ph
36. EFPIA

5/34

such a / such as

Accepted.

p. 5, l. 34

Egger's plot or Begg's funnel plot can be used to determine
the probability of potential publication bias. It would be useful
to cross reference the EUnetHTA guideline on Internal
Validity here and in other places where bias is discussed.

See answer to comment 34.

37. HTA SIG

Page 5,
lines 4041

What does “in general” mean for the HTA authorities?
Further clarification would be useful.

38. EMA

Page 5
line 41

It would be important to clearly state in the summary that
indirect comparisons are potentially problematic (though may
be necessary of course) – or at least that there represent a
second class of evidence because of the methodological
weaknesses.

At registration level, none of the agencies has
declared its position on the choice/acceptability of
indirect comparisons. The standard approach is
direct comparison (HAS guideline).
Different recommendation deals with different
problematic aspects of indirect comparisons.

39. EMA

Page 5
line 45
Page 5
line 46

Also possible outside the Bayesian framework

40. EMA

Should not only refers to the data available, but also to the
research question of interest, the internal and external validity
of the data sources, and the homogeneity or otherwise.

Yes, but the Bayesian framework allows greater
flexibility.
These aspects are included in “context specific”.
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41. HTA SIG

Pages 6-7

42. SPMSD

Recomme
ndations
pages 6-7
+ general

43. NOVARTIS

Recomme
ndations,
page 6
line 2

The order of the recommendations is not straightforward.
Recommendations grouped by topic (e.g. general, method,..)
could improve the understanding of these recommendations.
For example, recommendations #9, #3 and #13 addresses
different points of the same topic: the choice of the model.
Heterogeneity is discussed in recommendation #3, 10 and 11
and recommendation 5 discussed outliers and inconsistency
is discussed in recommendation #7, 10 and 11. Could some
of these recommendations be reformulated to take into
account all aspects of a given topic (i.e. heterogeneity)?
1)

Bayesian methodologies can fit well when analysing
vaccination data. This is often more optimal than
standard frequentist techniques due to the
preventative nature of vaccination.
2) The choice of priors for vaccination can be
particularly sensitive and thus extensive sensitivity
testing is always needed.
3) Properly accounting for between dose efficacy is
important for vaccination and within the context of a
meta-analytic approach.
4) Knowing precisely what is being meta-analysed has
amplified importance for vaccination as often we
need to specifically analyse data from an
epidemiological point of view in terms of strains,
types and serotypes. Methodologies need to be
adapted to this need.
Is there any recommendation on the minimum # of trials used
and/or the minimum # of subjects/trial, etc.? In other words,
when such an indirect comparison can be performed?

Now recommendations are ordered in a logical way.
Fist pre-requisite, then choice of the appropriate
method, afterward interpretation of results. Last
recommendation focuses on “general issues” such as
transparent methods, homogeneity, and balance
among complexity and clarity/transparency.

The guideline should be applicable to all
pharmaceuticals, including preventive ones.
References to context and technology under study
are already present in the full guideline.

No, this a context specific decision influenced by the
treatment, disease, and quality and quantity of
studies available.

19

Compilation of comments on the draft guideline on Direct and Indirect Comparisons

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
44. EFPIA

p. 6,
recomme
ndation 2

In which cases should it be considered that studies differ
significantly and therefore should not be combined?
Please provide a reference for the statement that there is
reduced power to detect event differences with metaregression. Given the reduction in variability compared to
standard analysis without incorporation of covariates, this
seems counter-intuitive.

Recommendations 2 and 10 move from different
point of view. Recommendation 2 declares which
data are necessary to have to conduct direct/indirect
comparisons. While recommendation 10 is specific
for indirect comparisons and enlighten how data
available determine result’s reliability.

Furthermore recommendations 2 and 10 seem redundant.
45. EMA

46. HTA SIG

47. NOVARTIS

Page 6
recomme
ndation 2
Page 6,
Recomme
ndation 2

“although the power to detect effect differences is reduced.”
This sentence is unclear – suggested to revise.

It is a general statement. The extent to which power
is reduced by is context specific.

Please provide a reference for the statement that there is
reduced power to detect event differences with metaregression. Given the reduction in variability compared to
standard analysis without incorporation of covariates, this
seems counter-intuitive.

In Recommendations references are voluntary
excluded. At pag. 11 line 40-43 references are
present (10-11-12).

Page 6,
recomme
ndation 2

Any recommendation regarding studies with different study
designs (for example cross-over, dose-finding, sequential,
etc.?). Can be also combined and in which situations?

In the full guideline in the paragraph 2.6.1.
Heterogeneity a reference is provided for different
study design (22).
Study combination is discussed when it’s appropriate
to be performed.
Dropping studies has impact on comparison’s results.

Will there be recommendations on studies with different
rating scales, different times of assessment? Do we
compromise power by simply dropping them from the
analysis?
48. NOVARTIS

Page 6
Recomme
ndation 3

The choice between a fixed vs. random effect model should
be also based on the number of studies taking part in the
meta-analysis. If they are few then a fixed effect model might

Not accepted; one would not make the decision
solely on the quantity of evidence available.

20

Compilation of comments on the draft guideline on Direct and Indirect Comparisons

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
be more appropriate as long as the results of the trials are
reasonably consistent. If a larger number of studies is
involved then a random effect model is a better option
because A) results are considered more generalizable B)
allows the between-study variability in the treatment
differences estimates to influence the overall estimate
precision
49. HTA SIG

Page 6,
Recomme
ndation 3

We suggest changing “strongly differing sample sizes” with
“where sample sizes vary considerably”. Same change to
me made on page 15, line 33.

50. EFPIA

p. 6,
recomme
ndation 3

Fixed effects model are not always best when there are few
studies with different sample sizes.

Accepted, the change has been made.

We suggest changing “strongly differing sample sizes” with
“where sample sizes vary considerably” (change also on
page 15, line 33).

Accepted. See answer to comment 49.

51. EMA

Page 6
recomme
ndation 3

Suggested to introduce this modification:
Where a random effects model is preferred, results from a
fixed effects model can still be presented, in particular where
there are in special situations (e.g. in special situations (e.g.
few studies and strongly differing sample sizes ).

Not accepted; the existing wording is considered
appropriate.

52. EMA

Page 6
recomme
ndation 3
last line

There is a fine balance here on which no guidance is given in
the document. The balance is between accepting a random
effects analysis because of some heterogeneity and rejecting
any meta-analysis because of excessive heterogeneity (see
Rec 2, 5, 10, 11). What guidance for setting this balance?

The guideline cannot dictate what individual
organisations may accept as “too much
heterogeneity”.

53. HTA SIG

Page 6,

Typographic error; change “Potentially” to “Potential”

Accepted, change has been done.
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54. HTA SIG

55. EFPIA

Recomme
ndation 4
Page 6,
Recomme
ndation 5
p. 6
recomme
ndation 5

Outliers and influential observations should not be removed
from the primary analysis result, however, without good
justification.
Unclear wording, does outliers refer to individual patients or
whole studies that are outliers? Also un-clarity about the word
influential observations, are not all observations influential?
Regardless, these should only be removed with good
justification. Also, efforts need to be made to understand the
nature and rationale for outlying and not assuming that must
be deviation from the truth.

56. EMA

Page 6
recomme
ndation 7

This seems to be neither recommendation, nor guidance.
Suggested that this should be deleted and recommendation
7 merged with recommendation 6

57. EFPIA

p. 6
recomme
ndation 8

58. EMA

Page 6
recomme
ndation 8
p. 6
recomme
ndation 9

Only adjusted methods of indirect comparison that maintain
randomization should be used. Pleaser clarify what this refers
to, are there methods which do not maintain randomization?
The words “adjusted” and “unadjusted” usually refer to the
use of covariates.
Would benefit from some additional explanation

59. EFPIA

On what grounds should Butcher’s method be favoured
(whenever possible)? Such a statement would be in
contradiction with the summary (page 5) and with current
practice standards (see page 14).

To remove observations isn’t recommend. It is
suggested to conduct a sensitivity analysis to
evaluate the impact on result of outlier and influential
observations.
A specific paragraph is dedicated to 2.6.4. Outlier
analysis and influential studies.
Studies could be outliers as discussed in the full
document. Forest plot and/or metrics help to identify
them. See paragraph 2.6.4.

Not accepted. Recommendation 6 “guides” the
choice of comparison to conduct. Recommendation
7 “guides” the interpretation of already available
comparisons.
In the full report these terms are clarified. See
paragraph 2.3.1. Unadjusted indirect comparison
AND 2.3.2. Bucher’s method of adjusted indirect
comparison.
Explanation is provided in the guideline text.

Bucher’s method is preferred for its transparency.
Despite the increasing popularity of Bayesian MTC,
according to some studies results are similar.
Therefore, Bucher’s method given that is more
transparent and provides similar results is
recommended.
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60.
GlaxoSmithKlin
e

61. EFPIA

P6,
Recomme
ndation 9;
P7,
Recomme
ndation
13
p. 6
recomme
ndation
10

We do not support a sweeping statement. The choice of
method (ie between Bayesian and Bucher) is not only driven
by the need for transparency but more importantly on the
robustness of assumptions. Likewise: ‘.....whose assumptions
can be justified’ could be added to Recommendation 13 p7.

Recommendation 9 has been amended to read:
“available (i.e. one should favour Bucher’s method of
adjusted indirect comparison over MTC if the data
permit its usage and the appropriate assumptions are
satisfied).”

It is suggested that it is not just the data, but also the study
designs and patient characteristics that should be consistent
between studies. It is not always possible to compare data
across studies in an indirect or mixed treatment comparison,
as not all studies contain all treatments. Therefore other
aspects of trial homogeneity become very important.

The recommendation includes the phrase
“comparable studies” referring to similarity of setting,
population, etc.

Recommendations 2 and 10 move from different
point of view. Recommendation 2 declares which
data is necessary to have to conduct direct/indirect
comparisons. While recommendation 10 is specific
for indirect comparisons and enlighten how data
available determine result’s reliability.
See answer to comment 61.

62. EMA

Page 6
recomme
ndation
10

This recommendation looks like the same as
Recommendation 2

63. HTA SIG

Page 6,
Recomme
ndation
10

It is suggested that it is not just the data, but also the study
designs and patient characteristics that should be consistent
between studies. It is not always possible to compare data
across studies in an indirect or mixed treatment comparison,
as not all studies contain all treatments. Therefore other
aspects of trial homogeneity become very important.

64. SBU

Recomme
ndation
10, p.6
Recomme
ndation

“comparable studies” replace with “sufficiently similar studies”
(everything is comparable)

Not accepted. Comparable is the common
terminology in that case.

Care must be taken to avoid population characteristics
adjustment, (e.g. Hba1C at baseline, etc.) to allow for

The statement “avoid population characteristics
adjustment” is unclear. In recommendation 10 no

65. NOVARTIS
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10

comparison

elaboration is suggested.

66. HTA SIG

Page 7,
Recomme
ndation
11

It is the relative effectiveness of two treatments that is
assumed to be the same across all studies, regardless of
whether the studies included those two treatments directly or
not.

As stated, the assumption is on the relative
effectiveness of a treatment across all trials used in
the comparison. The topic is linked to 2.6.1.
Heterogeneity

67. EFPIA

p. 7,
recomme
ndation
11

It is the relative effectiveness of two treatments that is
assumed to be the same across all studies, regardless of
whether the studies included those two treatments directly or
not.

Recommendation 11 states: “A general assumption
of indirect comparisons is that the relative
effectiveness of a treatment is the same across all
studies included in a meta-analysis.”

68. EMA

Page 7
recomme
ndation
11

“It is assumed that…” May need re-wording. It may be
inferred that this will be the assumption of the reviewer – or
an assumption that the sponsor should make.
Moreover, to what extent does this differ to recommendations
2 and 10?

69. EFPIA

p. 7,
recomme
ndation
12

The length of burn in, length of run, and convergence should
also be documented for a Bayesian analysis. It is
recommended to check convergence using multiple sets of
starting values.

Reworded.
Recommendations 2- 10-11 move from different point
of view. Recommendation 2 declares which data is
necessary to have to conduct direct/indirect
comparisons. While recommendation 10 is specific
for indirect comparisons and enlighten how data
available determine result’s reliability.
Recommendation 11 supports the need to state the
assumption at the base of comparisons.
These are issues specific of Bayesian analysis and
models.

70. HTA SIG

Page 7,
Recomme
ndation
12

The length of burn in, length of run, and convergence should
also be documented for a Bayesian analysis. It is
recommended to check convergence using multiple sets of
starting values.

See answer to comment 69.

71. EMA

Page 7

Is the “Parsimonious” term in mainstream use?

It’s used in literature and seems to authors of
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72.
GlaxoSmithKlin
e

recomme
ndation
13
P8, LL3-4

immediate comprehension.

Direct and indirect comparisons are used for safety as well as
effectiveness. The use of ‘pooled’ generally refers to
individual level analyses (combining trial data).

Guideline’s focus is on relative effectiveness.
Here pooled refer to studies.

Not accepted. At least 3 treatments are required
given that comparison compares other treatments
apart the two on which analysis is conducted.
Otherwise we had already available direct
comparison studies.
The guideline was prepared within the predefined
scope.

73. EFPIA

p.8, l. 11

Mixed treatment comparisons can also only compare two
treatments; this may be necessary because several studies
used comparators not common to the other compound. MTC
therefore are not only for 3 or more products to be compared.

74. HTA SIG

Page 8,
Section
1.3
General
comment
Page 8,
line 20

It would be appreciated if this document was providing
guideline on how these recommendations apply to the HTA
appraisal context.

76. EFPIA

p. 8, l. 20

extrapolate meaning “estimate” the relative effectiveness

77. EFPIA

p. 8, l. 23

This problem statement is correct if the intention of the
guideline is to provide a summary of the methods currently
available. However, in the framework of providing guidance
to underpin European collaboration on HTA, the question
should rather concern which methods are acceptable for the
purpose of relative effectiveness assessment, and what has
to be considered.

The choice of methods depends on many issues
(study comparability, heterogeneity etc.). Discussed
methods are all acceptable except if otherwise
stated.

78. OSTEBA

Page 8,

The word ‘weakness’ should appear in plural. Suggested

Accepted.

75. HTA SIG

Change “extrapolate the relative effectiveness” to “estimate
the relative effectiveness”

Sentence rephrased to: “Where direct head-to-head
evidence is lacking, indirect evidence can be used to
supplement the relative effectiveness data from the
direct comparisons available”
See answer to comment 75.
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line 34

rewording: ... the main strengths and weaknesses of the
methodologies.

79. EMA

Page 8
line 39

Cross refer to the Internal validity document should be
considered

80. HA SIG

Pages 919

Well written text very similar than the HIQA guidelines for
Evaluating the Clinical Effectiveness of Health Technologies
in Ireland (Nov 2011)

81. EMA

Page 9
line 3

Suggested to refer to the ’efficacy’ of two treatments. This
because “relative effectiveness” usually refers to usual
circumstances of healthcare practice, efficacy – under ideal
circumstances

82. EFPIA

p. 9, l. 3

Relative effectiveness as per definition of the EU High Level
Pharmaceutical Forum, is measured “under the usual
circumstances of health care practice”, whereas RCTs are
generally considered as “ideal circumstances” corresponding
more with the definition of “relative efficacy”.

In this guideline, bias is generally referring to a
narrower context than covered by the guidelines on
internal validity.
Indeed, HIQA guideline was prepared by one of the
authors of this guideline.
Please note that this guideline reflects EUnetHTA
position on the topic.
This is a more general remark on whether the data
available constitute efficacy or effectiveness. In
essence we use efficacy data as a proxy for
effectiveness.
See answer to comment 81.

Therefore, and consistent with the text below “estimated”
seems more appropriate.
83. EMA
84. EFPIA

85.
GlaxoSmithKlin
e

Page 9
line 24
p. 10, l.
13

The legend should be provided here.
Is ease of application the only reason to utilise the frequentist
method?

Legend is already provided at the end of graphs
sequence.
Frequenstist method pros and cons are discussed in
more details in following paragraph.

P10,
LL18-35,
Section

There should be more guidance on which analytical method
is preferred in different situations. Many of the original
methods (e.g. Mantel-Haenszel, Peto) were approximations

This is meant to be a relatively brief guideline; a
detailed guidance on analytical methods is out of
scope. More detailed guidance can be found in a
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2.2.1

which are now not necessary as we have easy access to
algorithms that fit the underlying model (effectively the
DerSimonian-Laird mixed effects model with or without
random effect).

range of statistical textbooks.

Page 10,
line 19 &
Page 10,
line 22
Page 10,
line 20

Misprint: Mantel-Haenzel  Mantel-Haenszel

Accepted.

Even though it is easy to assume, in order to avoid
misunderstandings, we suggest indicating that the weights
are proportional to the inverse of the variance. Suggested
rewording: … and weights are inversely proportional to the
squared standard errors…

Accepted.

88. EFPIA

p. 10, l.
20

We suggest replacing “weights are proportional to the
squared standard errors of the studies” with “weights are
proportional to the inverse of the squared standard errors of
the studies”, which would be more accurate.

Accepted.

89. NOVARTIS

Page 10,
section
2.2.1,
lines 2123

With respect to statement that “The Mantel-Haenzel method
provides more robust weighting when data are sparse”
should be also mentioned that in the case of very small
number of events or no-events, the credibility of the method
is lower.

Accepted.

90. NOVARTIS

Page 10,
section
2.2.1,
lines 2935
p. 10, l.

One disadvantage of the DerSimonian and Laird method is
related to heterogeneity but another one is related to a very
small number of events (i.e. close to zero). Then, the
credibility of the method is lower.

See answer to comment 89.

Given the importance, it would be helpful to also highlight the

The text on IPD has been expanded in the main

86. OSTEBA

87. OSTEBA

91. EFPIA
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44-46 and
p. 11, l. 12
PP,LL1011,
Section
2.2

potential use of individual patient data in “Summary and
recommendations” on page 5.

section

It would make more sense to describe methods for direct
comparisons before introducing evidence networks. In the
case of direct methods the work of the Cochrane
collaboration should be referenced more strongly and more
attention should be given to how direct meta-analyses are
conducted and reported.

Direct comparisons are reported at page 9.

93. EFPIA

p. 11, l. 2

At the end of this paragraph, it would be useful to
acknowledge that there are newer methods being developed
which enable individual patient level data to be combined
with trial summary data. An example is “Matching-Adjusted
Indirect Comparisons: A New Tool for Timely Comparative
Effectiveness Research” by Signorovitch et al, Value in
Health 15 (2012) 940-947.

The text on IPD has been expanded.

94. HTA SIG

Page 11,
line 2

At the end of this paragraph, it would be useful to
acknowledge that there are newer methods being developed
which enable individual patient level data to be combined
with trial summary data. An example is “Matching-Adjusted
Indirect Comparisons: A New Tool for Timely Comparative
Effectiveness Research” by Signorovitch et al, Value in
Health 15 (2012) 940-947

See answer to comment 93.

95. EFPIA

p. 11, l. 8

It is suggested that, for a systematic review, there is an
additional type of bias, caused by including studies that are
addressing a slightly different question to the research
question of the review (e.g. if most studies exclude elderly
patients but the review question addresses all ages).

Not accepted; fully cover systematic review bias isn’t
in the scope of the guideline.

92.
GlaxoSmithKlin
e
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96. OSTEBA

Page 11,
line 10

97. EMA

Page 11
lines 1213
comments
to word: –
in some
instancesPage 11,
section
2.2.2,
page 1415

98. NOVARTIS

It seems that something is missing in the sentence.
Suggested rewording: The latter are based on some prior
knowledge and have a stronger influence on the posterior
distribution…
Will need to give some idea as to when.

Accepted

Sentence rephrased: “However, in some instances
(e.g. expert opinion available in absence of collected
data) it may be appropriate to form informative priors
by way of other data”

The statement that the use of informative priors is likely to
generate results that depend on the choice of prior
distribution and may differ to those from a frequentist
approach is definitely true for meta-analyses with a small
number of trials. Otherwise the amount of information
considered from the studies will overwhelm any prior
information.

No response required.

99. EMA

Page 11
lines 2021

Non-transparent implies that the source/derivation of the prior
is unclear. In fact, a greater problem will be that priors could
be constructed in a ’biased’ manner, favouring the outcome
of interest, e.g. through selective presentation of supporting
data.

Sentence amended to include “biased”.

100. EFPIA

p. 11, l.
22

A further weakness of Bayesian methods is that they can be
complex to implement.

To complexity of the model is given visibility even in
Recommendations.

101. HTA SIG

Page 11,
line 22

A further weakness of Bayesian methods is that they can be
complex to implement, and hence more time consuming and
prone to errors

See answer to comment 100.

29

Compilation of comments on the draft guideline on Direct and Indirect Comparisons

Organisation

Chapter

Page &
Line
number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
102.
GlaxoSmithKlin
e

P11,
LL24-28,
Section
2.3

The rationale given for performing indirect comparisons is
when direct comparisons are absent. However indirect
comparisons can be informative even in the presence of
direct comparisons (what does the totality of evidence say?),
and direct comparisons may be included in evidence
networks (mixed treatment comparisons).

The presence of direct and indirect comparison is
discussed and topic summarized in Recommendation
7.

103. EFPIA

p. 11, l.
35

It may be helpful to note that trials of more than two arms
require an adjustment to the calculation methods.

104.
NOVARTIS

Page 11,
section
2.3.1, line
42

This is not clear, is it possible that there is a typo here? I can
only understand the comment “resulted in a large number of
discrepancies in the significance and direction of relative
effectiveness” for unadjusted Indirect comparisons.

This is considered out of scope, we do not comment
generally on the specific details of model
construction.
Accepted – typo.

105.
NOVARTIS

Page 11,
section
2.3.2

Is it also true and should we state that ”Bucher’s method
rests on the assumption that the trials or subgroups within
trials are sufficiently similar with respect to potential clinical
and methodological modifiers of relative treatment effects,
such as patient characteristics, intervention characteristics,
follow-up time, outcome definitions and ascertainment
(clinical moderators), and randomization and blinding
(methodological moderators).”
Schneeweiss et al (2012).Circ Cardiovasc Qual Outcomes;
5:00-00.

The standard assumption of similarity of studies.

106. EMA

Page 11
line 43

Suggested to add “theoretically” as follow: “Although
theoretically unbiased, …”

Accepted.

107.
GlaxoSmithKlin
e

P12,
LL13-31

There is some confusion of terminology between ‘Network
Meta-analysis’ and ‘Mixed Treatment comparison’, which
might cause some confusion. The Bayesian method is often

Text added at the point of the method being
introduced: “In the subsequent text, ‘network metaanalysis’ refers specifically to the Lumley method..”
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referred to as network meta-analysis as it draws from an
evidence network such as that described in section 2.1,
however in this document ‘network meta-analysis’ appears to
refer specifically to the less used method of Lumley.
108.
GlaxoSmithKlin
e

P12,
LL32-49
Section
2.4.2

The section on Bayesian MTC fails to explain what this
approach actually consists of, and so may not be very clear
to non-specialist readers. The use of ‘Bayesian’ in this
context is not very helpful: many analyses are performed with
uninformative priors. However this might take more space
than is available in the guideline.

It is not within the scope of this guideline to give a
detailed description of how each of the methods
should be implemented.

109. HTA SIG

Page 12,
line 35

It may be helpful to note that trials of more than two arms
require an adjustment to the calculation methods

We do not give detailed descriptions of how any of
the models are constructed or computed.

110. HTA SIG

Page 12,
line 45

This assumption is the same for Bucher, Lumley, and
Bayesian MTCs. It would help to make this clearer.

Accepted and amended.

111. EFPIA

p. 12, l.
45

This assumption is the same for Bucher, Lumley, and
Bayesian MTCs. It would help to make this clearer.

See answer to comment 110.

112. EFPIA

p. 12, l.
47

This assumption holds for any type of data and treatment
effect measure on the appropriate scale, not just binary data
event rates on the logit scale.

Accepted, but no need to change text.

113. HTA SIG

Page 12,
line 47

This assumption holds for any type of data and treatment
effect measure on the appropriate scale, not just binary data
event rates on the logit scale

See answer to comment 112..

114. EFPIA

p. 12, l.
52

If a whole study is not reported (publication bias), this can
lead to bias in a systematic review, but it is not relevant to the
internal validity assessment of individual study results. It may

References to bias are generally restricted to the
narrow cases relating to data used in the
comparison.
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help to make this clear.
115. EFPIA

p. 13, l.
11

GLMMs do not require individual patient data. The Bayesian
MTC framework can be implemented using GLMs and
GLMMs of study level results in a frequentist approach. See
Byron et al 2011.
Jones B et al. Statistical approaches for conducting network
meta-analysis in drug development. Pharm Stat. 2011 NovDec;10(6):523-31.

Accepted; text amended.

116. HTA SIG

Page 13,
line 11

GLMMs do not require individual patient data. The Bayesian
MTC framework can be implemented using GLMs and
GLMMs of study level results in a frequentist approach. See
Byron et al 2011.

See Answer to comment 115.

Jones B et al. Statistical approaches for conducting network
meta-analysis in drug development. Pharm Stat. 2011 NovDec;10(6):523-31.
Individual patient level data is no longer “impossible” to
obtain. Each year, more and more patient-centric databases
are emerging.

117. EFPIA

p. 13, l.
13

118. EMA

Page 13
line 31

Need to define “mixed models”? Not previously mentioned in
the document

Accepted. The definition has been added.

119. EFPIA

p. 14, l.
10
14/12

A graph could be useful here.

Not clear what is being referred to.

[Why 2009 is the last year included?]

Guideline was started in 2010.

PP14-16,
Section
2.6

Consider adding a sub-section on handing differential timing
of endpoints. The Cochrane collaboration recommends
selecting a single time-point (Higgins JP, Steg PG. Cochrane

Thank you for having raised this point. We suggest
that this may be incorporated when the guideline is
decided to be reviewed/revised at the later stage.

120. RC
CEE&Ph
121.
GlaxoSmithKlin
e

Reworded in “The application of GLMMs requires
individual level patient data which can be difficult to
obtain”. Page 12, line 13.
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Handbook for Systematic reviews of Interventions Version
5.1.0. The Cochrane Collaboration 2011). There are other
techniques for combining data from more than one time point
such as fractional polynomials (Jansen JP. Network metaanalysis of survival data with fractional polynomials. BMC
Med Res Method. 2011;11;61) and at multiple time-points (Lu
G, et al. Meta-analysis of mixed treatment comparisons at
multiple follow-up times. Stat Med 2007 Sep 10;26(20):368199).
122. EMA

Page 14
line 34

A discussion seems to be missing in this section about the
possibilities for, and benefits of, pre-specification.

This does not appear necessary.

123. EMA

Page 14
line 36
comments
to word: key
issues Page 14
lines 4142
comment
to words:
- Three
broad
forms of
heterogen
eity …Page 14
lines 4648

Whether there is a need for specific comment/section on the
challenges posed with regards to small populations of
patients

This does not appear necessary.

These are not mutually exclusive.

Exclusivity is not supposed here.

Recognizing this is a methods paper, it would have been
beneficial to see a bit more discussion regarding these
important variables, particularly study design and inclusion-

Comment acknowledged; however, this is beyond the
scope of the guideline.

124. EMA

125. EMA
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exclusion criteria.
126.
GlaxoSmithKlin
e

P14,
LL54-55,
Section
2.6.1

Rather than saying that MTC ‘incorporates’ a measure of
consistency, it may be better to say that there are (various)
approaches to measuring consistency, and the approaches
could be outlined as a separate paragraph in this section (eg.
back-calculation and node-splitting: Dias S, Welton NJ,
Caldwell DM, Ades AE. Checking consistency in mixed
treatment comparison meta-analysis. Stat Med 2010 Mar
30;29:932-44).

Accepted rephrasing. Further detail on approaches
not warranted within this guideline.

127. EFPIA

p. 14, l.
54
onwards

It is agreed that it is helpful to assess inconsistency, where
possible. However, such evaluations are limited, as they can
be underpowered, and in some cases not possible as both
direct and indirect evidence for a comparison may not exist.
Hence it is not possible to definitively prove that there is no
inconsistency.

Perhaps, but these are still useful tools.

128. HTA SIG

Page 14,
line 54
onwards

It is agreed that it is helpful to assess inconsistency, where
possible. However, such evaluations are limited, as they can
be underpowered, and in some cases not possible as both
direct and indirect evidence for a comparison may not exist.
Hence it is not possible to definitively prove that there is no
inconsistency.

See answer to comment 127.

129. RC
CEE&Ph
130. OSTEBA

15/13

can difficult / can be difficult

Accepted.

Page 15,
lines 1314

The sentence is difficult to understand. Suggested rewording:
Understanding the cause or source of inconsistency in a
complex network can be difficult to determine, which raises
questions about how elaborate an evidence network should
be in order to be accepted for analysis.

Accepted.
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131. EFPIA

p. 15, l.
20-33

An acknowledgement of the limitations of statistical tests and
quantifications of heterogeneity is needed. Statistical tests
for heterogeneity based on Q are very often underpowered
(unable to detect heterogeneity that exists), so that a lack of
significance does not indicate a lack of heterogeneity. Less
commonly, they could be overpowered, so that heterogeneity
is detected but not at levels that are clinically important. Isquared values can be imprecise if the number of studies
included in the calculation is small. So these quantities
should not be interpreted in isolation to decide whether
statistical heterogeneity exists.

Investigate in details heterogeneity is beyond the
scope of the guideline.

132. HTA SIG

Page 15,
lines 2033

An acknowledgement of the limitations of statistical tests and
quantifications of heterogeneity is needed. Statistical tests
for heterogeneity based on Q are very often underpowered
(unable to detect heterogeneity that exists), so that a lack of
significance does not indicate a lack of heterogeneity. Less
commonly, they could be overpowered, so that heterogeneity
is detected but not at levels that are clinically important. Isquared values can be imprecise if the number of studies
included in the calculation is small. So these quantities
should not be interpreted in isolation to decide whether
statistical heterogeneity exists.

See answer to comment 131.

133. EFPIA

p. 15, l.
35-46

Clinical trial registers are mentioned as an alternative data
source to be examined in order to make the systematic
review as comprehensive as possible. Would additional data
sources (such as EPAR statements, for instance) be worth
mentioning in addition to registers?

The document is not intended to give a
comprehensive overview of data acquisition, rather it
draws attention to the fact that a failure to include all
studies is likely to introduce bias.

It would it be useful to refer to search for sources of
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unpublished data.
134. EFPIA

p. 15, l.
40

Asymmetry in a funnel plot may also reflect heterogeneity,
and not bias (e.g. if smaller studies were done further back in
time and treatment practice has changed, or smaller studies
recruited different patients or had other differences compared
to larger studies).

We do state “may indicate publication bias” and do
not rule out other causes of asymmetry.

135. HTA SIG

Page 15,
line 40

Asymmetry in a funnel plot may also reflect heterogeneity,
and not bias (e.g. if smaller studies were done further back in
time and treatment practice has changed, or smaller studies
recruited different patients or had other differences compared
to larger studies)

See answer to comment 134.

136. HTA SIG

Page 15,
line 46

At the end of section 2.6.3, it would it be useful to refer to
search for sources of unpublished data

See answer to comment 133.

137. SBU

p. 15, line
47

Duval & Tweedie’s (2000) Trim and Fill could be mentioned

138. EFPIA

p. 16

There seems to be some confusion between (un)certainty
(variability, lack of precision) and bias (deviation from the
truth) in this section. These are different issues with different
impacts. Perhaps “reliability” is a more accurate term than
“certainty”.

Suggested reference considers publication bias. We
suggest (24) instead in the paragraph 2.6.3.
Publication bias, which considered alternative
methods.
Cannot find “certainty” in the guideline – so reference
is not clear.

139. EMA

Page 16
line 5
comments
to words:
- use of

This is theoretically possible of course, but the concept of an
informative prior is not always easy to reconcile in the context
of a meta-analysis (which is more a quantitative summary of
all available trial data)

The use of informative priors is relatively limited, but
it should be highlighted.
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140. EMA

priors Page 16
line 17

As other aspects of the study design are not discussed in any
detail, this section is out of keeping with the rest of the paper
and could be deleted – see comment for page 14 lines 46-48
It is a little confusing to the reader because there is a
recommendation to not use quality scales here, but on page
15 the use of quality indexes for reviews is supported.
Reliance on single aggregated scores to assess the quality of
studies and reviews can be very misleading. Often, the
individual elements of the tools are informative, and some
elements may be more important than others in different
disease settings. Therefore these tools can be useful, but a
single score should not be used as the sole method of
assessing quality, and that looking at individual elements or
indexes or checklists can be more informative than aggregate
scores.

Not clear what is being referred to.

It is not proposed to decide on whether or not to
conduct a comparison on the basis of quality scores.
The use of a quality score gives context at the point
of interpreting the results of data synthesis.

141. EFPIA

p. 16, l.
17

142. EFPIA

p. 16, l.
20

Clarification of what is meant by “In sponsored trials” is
needed. Trials sponsored by pharmaceutical companies
follow strict rules and are authorized by relevant bodies and a
general statement concerning potential bias is inappropriate.

It is only stated that there is a risk of bias, on there is
plenty of documentation supporting this concern.

143. HTA SIG

Page 16,
line 20

Clarification of what is meant by “In sponsored trials” is
needed. For example, was this intended to refer to Industrysponsored trials?

See answer to comment 142.

144. HTA SIG

Page 16,
line 23

We suggest rephrasing “the equivalence of treatment
regimens” to the more appropriate “the comparability of
treatment regimens” since treatment regimens are unlikely to
ever be absolutely equivalent.

Accepted.

145. EFPIA

p. 16, l.

We suggest rephrasing “the equivalence of treatment

See answer to comment 144.
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146. EFPIA

p. 17, l. 1

147. EFPIA

p. 17, l. 917

regimens” to the more appropriate “the comparability of
treatment regimens” since treatment regimens are unlikely to
ever be absolutely equivalent.
It is important not to confuse poor quality reporting with high
risk of bias. It simply makes the assessment of risk of bias
difficult.
The ‘Summary and Recommendations’ and section 2.6.3
both refer to unpublished studies which may be worth
repeating in the ‘Discussion’ paragraph.

Reference not clear.

Accepted.

Sentence to read: “The use of indirect and mixed treatment
comparisons highlights the importance of a thorough
literature search and identification of all relevant studies,
including observational studies and unpublished data.”
148. HTA SIG

Page 17,
lines 9-17

The ‘Summary and Recommendations’ and section 2.6.3
both refer to unpublished studies which may be worth
repeating in the ‘Discussion’ paragraph.

See answer to comment 147.

Sentence to read: “The use of indirect and mixed treatment
comparisons highlights the importance of a thorough
literature search and identification of all relevant studies,
including observational studies and unpublished data.”
149. EMA

Page 17
lines 1012

This statement is not fully reflected in the conclusion – see
lines 17-18 on page 19

Here ( “However, more recent developments suggest
that the combination of direct and indirect evidence
may achieve a more accurate and comprehensive
analysis.(28)” ) are reported recent developments or
alternative point of view. That doesn’t mean that
“There is no consensus on the best approach to
comparisons, particularly when both direct and
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indirect evidence are available”.
Previous rounds of consultation did not raise any
difficulty with this phrasing.

150. EFPIA

p. 17, l.
58-59

We suggest replacing “The mixed treatment comparison
incorporating direct evidence could be considered the ‘gold
standard’ approach of carrying out indirect comparisons” with
“The mixed treatment comparison incorporating direct
evidence is considered by some as the best approach of
carrying out indirect comparisons”.

151. EFPIA

p. 18, l. 46

It should be clarified whether this is a EUnetHTA
position/recommendation that would, nevertheless, contradict
current practice standards (see page 14)

152. EFPIA

p. 19, l. 6

Suggest change “transparent systematic review” to
“transparent systematic literature review”

153. HTA SIG

Page 19,
line 6

Suggest to change “transparent systematic review” to
“transparent systematic literature review”

Accepted.

154. EFPIA

p. 19, l.
12-14

It should be clarified whether the statement constitutes the
EUnetHTA position or, on the other hand, it is only a
suggestion provided by a number of commentators (as
shown in the text).

EUnetHTA position is summarized in
Recommendation 13.

155. EFPIA

p. 19, l.
19-22

The third paragraph from the conclusion section should be
rephrased as it seems to include redundant material. A third
limitation could be added at the end of the fifth paragraph in
the conclusion section, which is that Bayesian methods are
not always accepted.

Not clear what the redundant material is. Do not have
evidence to say that Bayesian methods may not be
accepted.

156. OSTEBA

Page 19,
line 33
p. 20

Missing full stop at the end of the paragraph.

Accepted.

Some additional potential sources of bias that could be

Full considerations of sources of bias are covered in

157. EFPIA

EUnetHTA recommendations are in line with current
practice. Guideline discusses also other positions in
order to provide a broader view on the scenario of
direct/indirect comparisons.
Accepted.
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added include whether the outcome was assessed in the
same way for the two arms (e.g. assessment schedule),
whether important patient characteristics were balanced
between the two arms, and whether analysis methods (such
as how missing data was dealt with) may have favoured one
arm over the other.

the guideline on internal validity.

158. EFPIA

p. 20, l.
44

The authors may wish to look at ” Clinical Epidemiology and
Biostatistics: A Primer for Clinical Investigators and DecisionMakers by Michael Kramer (published July 2012).

Not deemed necessary in this context.

159. EFPIA

p. 21,
l.10-12

The literature search algorithm provided on page 21 does not
include the specific term “meta-regression”. This might have
led to omission of relevant publications to an extent that is
not evaluable. For example, the following article – although
relevant for the topic of interest – was not identified: Eckert L,
Falissard B. Using meta-regression in performing indirectcomparisons: comparing escitalopram with venlafaxine XR.
Curr Med Res Opin. 2006 Nov; 22(11):2313-21.

Literature search was able to detect meta-regression.
Studies were selected in relation to guideline’s
scope.

160. EFPIA

p. 22, l. 1

It would be useful to use these references more frequently as
in-text citations to support various methodological
recommendations.

161. OSTEBA

Page 22,
lines 3335
Page 23,
lines 1-3

Repeated reference. Reference (15) is the same as
reference (4).

In Recommendations section references are
voluntary excluded. Annex 2 references are all
mentioned in the guideline. Annex 3 references are
reported to provide all materials authors considered
and selected.
Fixed.

Repeated reference. Reference (18) is the same as
reference (6).

Fixed.

PP25-36,

The role of this extensive bibliography within the guideline is

Annex 2 reports References. Anne x reports

162. OSTEBA

163.
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GlaxoSmithKlin
e
164. OSTEBA

Annexe 3

unclear.

Literature search results.

Page 26,
line 17

Letters ö and ü not recognized. It can be due to differences
on software versions but in some other parts on the same
document these letters appear correctly. Revision suggested.

We believe this has been fixed, although there may
be instances that we did not identify.

165. OSTEBA

Page 27,
line 55

Misprint. Author’s name is Abou-Setta instead of bou-Setta.
Letter A is missing.

Accepted.

166. OSTEBA

Page 33,
line 26

Letter ü not recognized. It can be due to differences on
software versions but in some other parts on the same
document this letter appears correctly. Revision suggested.

We believe this has been fixed, although there may
be instances that we did not identify.

s167. OSTEBA

Page 35,
line 42

Letter ö not recognized. It can be due to differences on
software versions but in some other parts on the same
document this letter appears correctly. Revision suggested.

We believe this has been fixed, although there may
be instances that we did not identify.

168. OSTEBA

Page 35,
line 44
Page 36,
line 24

Misprint. Schomig  Schömig

Accepted.

Misprint. van PB  van Pinxteren

Accepted.

169. OSTEBA
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GENERAL COMMENTS
1

EFPIA

General
comments
on all
documents

We refer to the EFPIA
general comments to the
first batch of draft
guidelines on relative
effectiveness assessment,
which remain accurate for
the second batch of draft
guidelines.
Overall, we note that the
draft guidelines are a
summary of current good
practices and are similar
to those found in a
number of sources (e.g.
ISPOR Good Research
Practices, Cochrane
Handbook etc), but
recommendations are less
clear.
We also underline the
need to ensure alignment
and consistency with
regulatory guidance, in
order to avoid any
unnecessary duplication
between regulatory and
relative effectiveness
assessment, both at the
time of launch and over
time. In this respect, we
note that relative
effectiveness data is
expected to develop and
evolve during a product’s

General comment, not specific to internal validity guideline

Comment acknowledged. It is correct that the basis of the work was an overview of the “state of
the art” for each guideline topic in each EU country. For many topics, there is convergent view on
evidence requirements for REA; in some areas (such as choice of comparator with no adequate
comparator available), divergences exist. Statements will be introduced to highlight situations
where recommendations are based on consensus and where consensus does not exist. In these
cases and more generally to discuss evidence requirements during the development of a health
technology, EUnetHTA has put in place early dialogues with technology developers and multiple
HTA bodies. Evidence requirements for HTA in a specific condition will be completed with
elaboration of disease-specific guidelines for technology development.
For REA draft guidelines including disease-specific ones, existing clinical, regulatory and HTA
guidelines will always be checked and requirements aligned when adequate. EMA-EUnetHTA
collaboration on this topic has been put in place and will be pursued in the framework of
EUnetHTA JA2.
Post-marketing and observational studies are out of scope in the JA1. Post-marketing inputs to
REA may be addressed in JA2 if decided so by EunetHTA partners.

Guidelines are primarily aimed to support HT assessors to critically appraise manufacturers’
submissions; in addition, manufacturers may take guidelines recommendations into account
when preparing submissions. Indeed, EUnetHTA guidelines could contribute to alignment of
assessment process and methodology carried out across Europe. There is no intention to align
national decision making.
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life cycle. Not all of the
guidelines cover this
evolution of data type and
availability during a
product’s life-cycle. It
would be helpful to
address this
systematically in each
guideline and consider
how post-marketing inputs
to REA could address
some of the uncertainties
inevitable at initial
assessment.
Across the guidelines it
becomes clearer that the
intention of EUnetHTA is
to work on REA to support
decision-making and
concretely product
reimbursement decisions.
This would benefit from
being clarified in the
EUnetHTA mandate and
recommendations, as well
as to discuss some of the
implications in term of
impact of European
guidelines on national
decision-making. Overall,
it is important to ensure
that any requirements set
out by EUnetHTA are
feasible and reasonable
and take into account the
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GENERAL COMMENTS
difference in levels of
development of systems
across Europe today.
2

EFPIA

General

This EUnetHTA guidance
document is put up to give
recommendations on how
to assess the internal
validity of RCT and
systematic review. We
encourage however the
EUnetHTA to consider
giving recommendations
on the related
conclusions, namely on
the level/threshold to
consider that the evidence
is actually the reality.
The focus of this paper on
eliciting “bias” in RCTs
fails to consider that
internal validity exists
along a continuum and is
balanced against external
validity. Further the
Guidance relies heavily on
the Cochrane
Collaboration approach
and should broaden
perspectives to include
fundamentals of research
design.

3

EMA

General

This GL is a generally
well-written and

The statement ‘that internal validity exists along a continuum and is balanced against external
validity’ is not accepted as:
There is a clear qualitative difference between RCTs and non-RCTs: non-RCTs
inevitably carry a high risk of selection bias.
Internal and external validity are no antipodes and are not to be balanced against each
other. A study may have both high internal and high external validity. External validity is
not a matter of (random) allocation of treatments, but rather a matter of in- and exclusion
criteria.
EFPIA refers later within its comments to an IMI project (‘Incorporating real-life clinical data into
drug development’) and suggests acknowledging it. We are grateful for this information because,
in the corresponding document
(http://www.imi.europa.eu/sites/default/files/uploads/documents/7th_Call/Call7_FinalCallText.pdf),
excellent roles are defined for observational research and so-called pragmatic (randomized)
controlled trials (PCTs):
‘Observational research: retrospective (database) studies and prospective non-interventional
studies, providing information on the existing standards of care and practice patterns.
Pragmatic controlled trials (PCTs): designed to minimise the effect of study protocol on patient
care and treatment outcomes, generally characterised by diverse study populations (approaching
those encountered in routine clinical practice), limited exclusion criteria, no blinding of treatment,
and an observational style follow-up. They therefore provide a higher degree of external
validity, yet maintain internal validity through the benefits of randomization.’
We believe that these definitions correspond well to our approach in the guideline.

Thank you, no response needed.
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GENERAL COMMENTS
uncontroversial document.
4

GlaxoSmithKline

General
(All
Guidelines)

We applaud the initiative
of EUnetHTA to develop
methods guidelines to
support the good conduct
of relative effectiveness
assessments of
pharmaceuticals.
However we have some
general points to raise at
this stage that are
applicable to the guideline
development programme
as a whole:

General comments, not specific to internal validity guideline

 Some more clarity on
the purpose and
intended use of the
guidelines would be
helpful, in the form of a
standard introduction
to each guideline. This
might include a brief
rationale for the choice
of topics selected and
future topics to be
covered, and the
planned timing for
reviews/updates of
each guideline. The
status of these
guidelines vis-à-vis
national guidelines on
methods for HTA
assessment could be

Accepted.

The primary objective of EUnetHTA JA1 WP5 guidelines is to focus on methodological
challenges that are encountered by HTA assessors while performing REA of pharmaceuticals.
See answer to comment 1.
Each guideline already contains the scope and problem statement that was the reason for
choosing a given topic. Timings for reviews and updates of each guideline will be discussed and
established in JA2.

Partly accepted. EUnetHTA guidelines give EUnetHTA methodological recommendations for
REA of pharmaceuticals, so consistency will not always be possible.
However, while elaborating new general and disease-specific guidelines, existing clinical,
regulatory and HTA guidelines will be checked and requirements aligned when adequate.
Accepted. See answer to comment 1. Statements will be introduced to highlight situations
where recommendations are based on consensus and where consensus does not exist.

Correct.
Observational studies and pragmatic trials are not in scope of JA1, but may be covered in JA2 if
decided so by EUnetHTA partners. Initiatives such as Innovative Medicines Initiative
“Incorporating real-life clinical data into drug development” may be helpful in this field.
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clarified.

 There guidelines
should be
complementary with
minimal overlap: the
whole set should be
reviewed together to
ensure crossreferencing, and
avoidance of
duplication.

Thank you for these proposals. Some are general methodological issues, not specific for REA
(such as superiority vs non-inferiority studies), some are already done by others (systematic
reviews of effectiveness and safety) and some are out of scope in JA1 (prospective observational
studies of effectiveness including registries and retrospective observational studies including
database analysis). The latter may be covered in the JA2 if decided so by EunetHTA partners.
Indeed, in the framework of JA2WP7, areas where methodology guidelines appear useful will be
identified and stakeholders will be asked for input. The process itself will be discussed and
elaborated at the beginning of JA2.

See answer to comment 1.
Comment acknowledged. Adaptations will be done where possible.

 There are a number of
authoritative guidelines
developed by national
and international
organisations (for
example ISPOR,
SMDM, Cochrane) and
it would be useful to
check for
overlap/consistency
with these documents.
In particular it is
important to check for
consistency with
guidance covering the
same methodological
areas developed for
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regulatory
assessments.

 It would be useful to
highlight more clearly
within the guidelines
areas where there is
less consensus across
HTAs in specific
methodological
aspects related to HTA
(and where therefore
strong
recommendations
cannot be made in a
guideline). For
example, GSK’s
experience is that
there is a divergence
of views across
national
reimbursement
agencies in particular
in the choice of
relevant comparator,
the strength of
evidence from indirect
and network metaanalyses and the
status of evidence for
intermediate
endpoints.
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GENERAL COMMENTS
 The focus of these
guidelines appears to
be on the evidence
(largely from clinical
trials) likely to be
available at the time of
launch of a new
medicine and therefore
potentially included in
submissions to
reimbursement/HTA
agencies at this stage.
Valuable relative
effectiveness data,
especially from
observational studies,
may become available
at later stages and
may be available for
later submissions or
(planned) reviews that
may be undertaken by
HTA organisations.
Such data may indeed
be collected through
managed access
schemes that are
agreed with
reimbursement
authorities and may
serve to clarify or
reduce inherent
uncertainties at the
time of the first
appraisal. There is
increasing interest in
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GENERAL COMMENTS
pragmatic trials (which
may make use of
existing electronic data
collection systems)
which if executed as
Phase 3b studies may
deliver valuable
information in time for
reimbursement
submissions.
 Some key areas
appear to be missing
from this first set of
guidelines. For
example: interpretation
of data from superiority
vs non-inferiority
studies, systematic
reviews of
effectiveness and
safety (which merit a
separate guideline to
‘direct and indirect
comparisons’), utility
assessment (which
should be separated
out from health related
quality of life),
prospective
observational studies
of effectiveness
(including registries –
especially but not only
focusing on control of
bias) and retrospective
observational studies
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(including database
analysis). Pragmatic
controlled trials may
also merit special
attention, as might the
role of modelling in
relative effectiveness
assessments.

 Some of the draft
guidelines are written
more in the form of a
literature review or
working document than
a guideline for HTA
assessors. Generally
the documents have a
lengthy section 2
(Synthesis of literature)
and a relatively short
Section 3 (Discussion).
The Discussion section
could be expanded to
focus more on the
needs of the primary
customer (assessors
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for National HTA
organisations): what
are the key issues to
look for when
performing an
assessment?, and
provide a better link
back to the
recommendations
section. This might
have to be done at the
expense of some of
Section 2 (Synthesis of
literature), which could
be shortened in some
of the guidelines
(especially Health
Related Quality of Life
and Utility measures).
5

GlaxoSmithKline

General

This guideline is focused
on RCTs, and should be
read in conjunction with
the guideline
‘Applicability’, which deals
with external validity and
transferability of results. If
used on its own then it is
questionable how much
the assessment it refers to
adds to the EMA review
and EPAR development
on which licensing
decisions are based, and
it will tend to direct the
attention of HTA

We disagree that ‘there is an important trade-off to be made between internal (i.e. elimination of
bias) and external validity (i.e. value of information for decision making)’.
-> see answer to comment 2.
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GENERAL COMMENTS
assessors towards more
traditional conservative
RCT designs with high
internal validity. A more
balanced approach should
be encouraged: HTA
assessors need to
recognise that there is an
important trade-off to be
made between internal
(i.e. elimination of bias)
and external validity (i.e.
value of information for
decision making), which is
not addressed in the
document.
6

GlaxoSmithKline

General

We understand that a
separate guideline will be
developed for nonrandomized studies.
However it is of particular
importance that HTA
assessors are able to
consider the relative
strengths of RCT and non
RCT evidence, and where
appropriate combine
and/or explicitly weight
results across different
study types in order to
inform reimbursement
decision-making. There
does not appear to be any
guidance in development
to cover this.

Because non-RCTs inevitably carry a high risk of selection bias a strong preference exists for the
consideration of RCTs within REA, which is implicitly given in the guideline.
Nevertheless, we appreciate the suggestion to give guidance on when evidence from non-RCTs
may be considered within REA. However, such guidance might be better located within the
guideline for non-RCTs.
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GENERAL COMMENTS
7

HTA SIG

General

We suggest a clear
articulation of the question
of interest should be
described as the first step,
and to define the true
effect upon which bias in
estimation may be acting.

We agree with the statement that ‘a clear articulation of the question of interest’ is the first step to
be undertaken in an REA. However, this is clearly formulated in the EUnetHTA Core Model
Handbook (https://fio.stakes.fi/htacore/HTACoreModel_Handbook_2012-09-17.pdf), section 2.2.1
project scoping.

8

HTA SIG

General

It is good practice to
document the research
question(s) and approach
that will be applied to
evaluating and minimising
bias prior to undergoing
any assessment of
internal validity, using a
protocol or analysis plan.

We agree with the statement that ‘it is good practice … using a protocol or analysis plan’.
However, this is clearly formulated in the EUnetHTA Core Model Handbook (see above).

9

HTA SIG

General

It is difficult to address
issues of bias without also
addressing heterogeneity.
Will heterogeneity be
covered in a future
guideline?

We do not understand this comment from HTA SIG because another comment from HTA SIG
(referring to page 14, lines 25-34) suggests the opposite (‘This is a discussion of heterogeneity,
not bias, and hence out of scope’).

10

LEEM

We have no major
remarks on the
methodology of the 5
guidelines.
But it would be helpful to
consider how post
marketing inputs to REA
could address some of the
uncertainties inevitable at
initial assessment. Each

Observational studies and pragmatic trials are not in scope of JA1, but may be covered in JA2 if
decided so by EUnetHTA partners. Initiatives such as Innovative Medicines Initiative
“Incorporating real-life clinical data into drug development” may be helpful in this field.
See answer to comment 4.
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GENERAL COMMENTS
document could comment
on the role of
observational data
sources.
11

LEEM

OVERALL

Assertion that RCTs are
the most relevant trials for
REA is misplaced, it is
inappropriate to limit REA
to randomized studies.

The present guideline on internal validity does not limit REA to RCTs. Nevertheless, we are
convinced that RCTs are in fact the most relevant trials for REA. This belief is in accordance with
international standards of drug approval, evidence-based medicine, clinical epidemiology, etc..

12

RC CEE&Ph

General

Internal validity depends
also on correctness of
statistical analysis.
Incorrect statistical
analysis (descriptive and
inference statistics) can
be the cause of biased
conclusions. In guidelines
it is not mentioned, and
there is no suggestions
how to manage with RCT
with bad statistical
analysis.

Thank you for the suggestion. Incorrect statistical analysis was added as an example of ‘other
sources of bias’ (chapter 2.2.2).
The best way to deal with incorrect statistical analysis is to perform correct analyses as far as the
data are available.

16

Compilation of comments on the draft guideline on Internal Validity

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
13

EuropaBio

Page 5

The summary states that RCTs are the most relevant trials for
relative effectiveness assessment.
This should be further qualified as being most true for relative
efficacy assessment and that some transformation is required to
obtain assessment of relative effectiveness (usually modelling to
extend applicability). This statement can then link with lines 8-9 re
future guideline non-randomized and diagnostic accuracy studies.
Likewise, while there is rightly lengthy discussion on dealing with
bias, it would be useful to at least acknowledge the trade off
between internal validity (very rigid control or elimination of bias)
versus external validity.

Efficacy and effectiveness are not different with
regard to the need for minimizing the risk of bias.
In this respect, RCTs are the most relevant trials
for both relative efficacy assessment and relative
effectiveness assessment.
We disagree that there is ‘a trade off between
internal validity (very rigid control or elimination
of bias) versus external validity’. -> see above
(response to EFPIA – General comment)

14

EFPIA

p. 5, l. 4

Internal validity could also be described as the degree to which the
intervention under investigation was truly the cause of the effects
assessed in the study.

15

EMA

Page 5 lines
4-5

Comment 1: Internal validity is not a concern per se, unless of
course there are issues - statement should be revised in line with
the definition on page 7
Comment 2: By definition, the scope of this document only refers to
internal validity; the concept of external validity (suitability of the
study for extrapolation to the population to be treated) is not
covered. Perhaps this should be stated explicitly – indeed some
sections below seem to risk confusing these concepts.

This definition does not fully cover the problem:
a bias can also diminish an in fact existing effect
of an intervention.
Nevertheless, the definition was changed
according to the suggestion below.
Comment 1: Thank you for the suggestion. The
statement was revised.

16

EFPIA

p.5, l. 7
p. 8, l. 27

We consider it is inappropriate to limit REA to RCTs, which will
mainly produce information on the efficacy of products. As
acknowledged in other draft EUnetHTA guidelines, e.g. Applicability,
Surrogate Endpoints, effectiveness information can to some extent
be modeled from efficacy data produced by RCTs, and efficacy data
is a necessary input to an REA (“effectiveness” assessment ).
However other sources of data are needed. Likewise, the Core
Model for Rapid Assessment of Relative Effectiveness
acknowledges the limitations of RCTs, but suggests that little else
may be available at the time of rapid assessment. There is a

Comment 2: Thank you for the suggestion. It
was made clear in several places that the
concept of external validity or applicability is not
covered by the present guideline.

The present guideline on internal validity does
not limit REA to RCTs.
We are grateful for the information on the IMI
project because in the corresponding document
(http://www.imi.europa.eu/sites/default/files/uplo
ads/documents/7th_Call/Call7_FinalCallText.pdf
) excellent roles are defined for observational
research and so-called pragmatic (randomized)
controlled trials (PCTs). However, because
neither non-RCTs nor applicability are topics of
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commitment from industry and other stakeholders to improving the
availability of the right information at the time of launch (such as
through the IMI project on ‘Incorporating real-life clinical data into
drug development’, see topic text available online at
http://www.imi.europa.eu/sites/default/files/uploads/documents/7th_
Call/Call7_FinalCallText.pdf) and this could be referred to and
acknowledged in the documents.

the present guidance, we do not refer to this
document.

Because the acknowledgement of the GRADE
approach is a minor topic of the present
guidance we do not think that it is appropriate to
mention it within the summary.
We agree with the statement that ‘the datadriven selection of outcome variables and
analysis methods also represents a risk of bias’.
However, this is mentioned within the body of
the present guideline (section 2.2.2, other
sources of bias).
This is a general question on how to perform
quality assurance within an REA, e.g. by
undertaking important review steps (for example
study selection, data extraction, risk of bias
assessment) by two independent reviewers.
Therefore, it is not mentioned in the present
guideline.
Thank you for the suggestion. The 2
recommendations were combined.

17

EuropaBio

Page 5, line
16-17

The body of the document acknowledges the usefulness of the
GRADE approach – perhaps it should be mentioned here also as a
valid alternative to the Cochrane Collaboration tools.

18

EMA

Page 5 lines
20-23

Another consideration is that of pre-specification. Arguably, the
data-driven selection of outcome variables and analysis methods
also represents a risk of bias (= a systematic deviation from the
truth).

19

EFPIA

p.5, L27-8

The assessment of risk of bias should be performed by two
independent reviewers.

20

HTA SIG

Would it be worth combining these 2 recommendations into one?

21

EFPIA

Page 6
Recommend
ations 1 and
2
p. 6,
recommenda
tion 2

22

EMA

Page 6
recommenda
tion 4

It is important that the “Cochrane handbook” is correctly referenced
in order to be easily located.
The qualification “if you feel unfamiliar with the risk of bias concept”
does not seem appropriate here.

Thank you for the suggestions. The ‘Cochrane
handbook’ is now correctly referenced (Higgins
& Green 2011). The qualification was deleted.

Both (ii) and (iii) could be used for the same REA

Thank you for the suggestion. A combination of
option (ii) and (iii) was added as a fourth option.
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23

EMA

Page 7 line 5
word “the
truth”

What is the ’truth’ – the true effect within the trial, or the true effect in
the population – which also requires consideration of external
validity?

Thank you for the suggestion. It was clarified
that ‘the true effect within the trial’ (or in the trial
population) is meant here.

24

EMA

This seems not to be a definition.

25

EFPIA

Page 7 line
8-9
p.7, l. 5
p.8, l. 4, 9-10

Thank you for the suggestion. The sentence was
added to the definition of ‘bias’.
Thank you for the suggestion. It was clarified
that ‘the true effect within the trial’ (or in the trial
population) is meant here.
However, we cannot detect the logical
contradiction.

26

EFPIA

p. 7, l. 16-21

Why do you not refer to the EUnetHTA definition here?
http://www.eunethta.eu/Public/About_EUnetHTA/HTA/

Thank you for the suggestion. The definition
from the EUnetHTA (FAQ) website is now used.

27

EFPIA

p.8, l. 3-6

The problem statement does not limit the guidelines to RCTs,
although this is stated later (line 27). Suggest rephrasing to limit the
scope to RCTs only, meaning that non-RCT will be dealt with in
other guidelines.

28

EMA

Page 8 lines
5-6

As reported in previous comments - this would also seem to need
consideration of external validity - it is possible to have an unbiased
answer to a question that is not externally valid.
It is presumed this is the point of the reference in 1.4 – but it could
be stated explicitly.

29

EuropaBio

Page 8, line
19-27

Good that the GRADE approach is referenced here – “virtually no
difference in assessing internal validity between the approaches.

Because section 1.2.1 reflects the first
introduction of the problem we do not believe
that it is necessary to limit the scope here. In
various places in the present guideline it is
stated that the guideline focuses on RCTs.
Thank you for the suggestion. The fact that the
present guideline does not deal with the
assessment of external validity – or better –
applicability has now been explicitly stated, but
in other places in the document (e.g. the
following paragraph).
Thank you, no response needed.

30

EFPIA

p.8, l. 27-42

As the document’s scope is RCTs, this paragraph could be deleted.
If it is kept, suggest revising it to be more accurate in its analysis of
observational studies’ biases and the approaches to offset them.

Many epidemiologists and HEOR modelers would feel
uncomfortable with references to the “truth”. Truth is conditional on
the context of the study, e.g. the “truth” in a perfect RCT in one
population may be different from the “truth” in a perfect RCT in
another population. Suggest referring only to internal validity, which
is a well defined concept.
It is also logically contradictory to state that the truth can never be
assessed, and so recommend talking about potential for bias
(understood as deviation from the truth…which can never be
assessed).

The suggestion to delete this paragraph is in
contrast to EFPIA’s suggestions above. The
following suggestion for revision is in our opinion
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31

EuropaBio

Page 8, line
28-43

Good discussion of role of forms of study other than RCTs in
determining relative effectiveness. Some of this could be brought
into the summary.

32

SPMSD

Pages 8 and
12

While the Intention To Treat (ITT) principle is the most important
instrument to deal with possible attrition bias, this method is not
appropriate in the context of preventive pharmaceuticals, esp.
vaccines.
Indeed, the aim of vaccines is to prevent clinical serious outcomes
of infections (i.e. morbidity and mortality). Vaccines do not treat an
already established infection.
Efficacy data from phase 3 placebo controlled randomized clinical
trials are obtained by comparing the number of cases of a given
clinical event (infection or disease) occurring during the same period
of time in a group of subjects who received the vaccine versus the
number of the clinical events occurring in a group who do not
receive the vaccine (placebo).
To establish prophylactic vaccine efficacy and because vaccines
work by preventing infection, the 2 groups should receive the
candidate vaccine or the placebo before being infected or being
sick. Analyses done in subjects not infected at their entry in the trial
are called per protocol (PP) analyses. For instance, let's consider 2
groups of each 100 healthy subjects at the beginning of a trial. If the
number of subject infected / sick observed at the end of the trial is 1
in the vaccine group and 10 in the placebo group, vaccine efficacy
(VE) is 90%. This PP analysis of vaccine efficacy (in our example
VE = 90%) needs to be understood as the true intrinsic vaccine
efficacy (= capability of the vaccine to prevent infection and its
consequences).

not specific enough. It is not the goal of the
present guideline to elaborate in detail the
‘analysis of observational studies’ biases and the
approaches to offset them’.
In addition, see next comment, which
appreciates this paragraph.
Thank you. Because it is not the goal of the
present guideline to elaborate the assessment of
the internal validity of non-RCTs, we do not think
that it is appropriate to place too much weight on
this issue in the summary.
We appreciate the acknowledgement that ‘the
Intention To Treat (ITT) principle is the most
important instrument to deal with possible
attrition bias’, which is our statement on page 12
(line 25/26).
However, we disagree with the statement that
‘this method is not appropriate in the context of
preventive pharmaceuticals, esp. vaccines’.
The ITT principle is a pragmatic approach to
reflect the situation of clinical decision making. In
this situation it is often unknown whether the
treatment is appropriate or inappropriate for the
patient because, for example, the initial
diagnosis was incorrect. Hence, there is no
difference between therapeutic and preventive
(vaccine) trials, where – at the time of
vaccination – it is unknown whether the patient
is infected or not. An effect derived from an ITT
analysis provides a good (conservative) estimate
of the real benefit (and harm!!) of an intervention
for patients.
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Since a decade now, in addition to PP analysis, ITT analyses are
also performed for assessing vaccine efficacy. Some ITT analyses
are performed on already infected / sick subjects. If we go back to
the above example, with the same vaccine but we include 10
subjects already infected / sick at the beginning of the trial, then the
calculated vaccine "efficacy" is ~ 50%. (Number of subjects at the
end of the trial in the vaccine group = 11 (10+1) and = 20 (10+10) in
the non vaccinated group, no vaccine effect on infected/sick
subjects).
Clearly the calculated 50% VE in an ITT analysis does not reflect
the true prophylactic capability of the vaccine to prevent the targeted
infection and its consequences in a healthy population, which is
actually 90% as demonstrated by the PP analysis. ITT analyses for
prophylactic vaccines should rather be considered as analysis of
reduction of disease burden in a mixed healthy and infected
population.
Therefore ITT analyses are driven by the existing burden in a
population, while PP analyses give the true efficacy of a vaccine in a
targeted non infected population.
Vaccine efficacy data from both PP and ITT analyses (as including
in an SPC as today) may be confusing when assessing benefits of
vaccine:

At population level: one may falsely consider that ITT data
reflect the expected impact of the immunization program, which
is wrong, e.g. if the prevalence of a disease is 10% and the PP
VE = 90% then the expected impact of the program is ~ 80%
(90%x90%)

At individual level, one may falsely consider that the true
vaccine efficacy is 50% instead of 90% for their patients. In fact,
the vaccine efficacy is 0 in already infected / sick people and
90% in healthy people.
Revisiting the relevance of data from ITT analyses for vaccine
efficacy assessment and their inclusion in vaccine HTAs in addition
to data from PP analyses should be considered.
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33

EFPIA

p.11, l. 18

Suggest rephrasing to state “In addition, observed treatment effects
may be diminished by confounding”. Actual treatment effects should
stay the same regardless of confounding in a given study; the
measurement of the effects is biased.

Thank you for the suggestion. The sentence was
rephrased: ‘In addition, observed treatment
differences may be diminished by confounding’.

34

EFPIA

p.11, l. 19

Suggest rephrasing to state “selection bias can be minimized if the
allocation of the patients”, as randomization does not ensure that
selection bias will be avoided.

Thank you for the suggestion. The sentence was
rephrased accordingly.

35

EFPIA

p.11, L 34-9

It is suggested that the term “triple blind” be added here

Triple blind is blinding of subjects (patients), investigators
(treating physicians, including those who administer treatment),
outcome assessors, and those involved in data
management(i.e., data managers and biostatisticians) (Miller
et.al, 2010)

“Single blind” is defined only for studies where subjects, but not
investigators or outcome assessors, are blinded.

“Double blind” is defined for studies where subjects, the
investigators (including those who administer treatment) and
outcome assessors, are blinded.

Thank you for the suggestion. The terms tripleblind and single-blind were added.

36

EFPIA

p. 11, l. 3940

It is mentioned that "A trial without any blinding is usually designated
as an open (label) trial". This is a strict definition since an open label
trial can also include blinded raters.

Nevertheless, we think that this is an appropriate
definition.

37

EMA

Page 11
lines 35-42

Not sure this statement is necessary for the intended readership of
this document

38

EMA

Page 12 line
3 word
“Blinding”

Also be defining and adhering to clear schedules and standards for
assessment (e.g. in a protocol)

Because there is sometimes confusion with all of
these terms, we think that the explanations are
relevant for the intended readership.
This is already considered in the last sentence of
the corresponding paragraph (‘If some specific
investigations at follow-up(s) are necessary to
assess this event in such a situation (e.g.
assessment of progression-free survival in
oncology), it is essential to guarantee some
standardization and ensure that the timing of
follow-up(s) is equal between the treatment
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groups in open trials [EMA 2011])’.
Thank you for the suggestion. Independent
adjudication committees were added.

39

EFPIA

p. 12, l. 10

Independent adjudication committees should be mentioned here as
a remedy to detection bias that need investigator interpretation (e.g.
central independent adjudication committee review of radiographic
images to determine whether the pre-defined definition of an
outcome/adverse event was fulfilled).

40

EMA

Page 12
lines 21-23

This is contentious and represents a difficulty with many ‘guidance’
documents. It is attractive to present a number as a guide to
translating the written guidance into a practical solution – but the risk
is that the number is inappropriate for a particular situation –
perhaps an outcome may be ‘not valid’ with only 20% not included –
or could still be valid with 40% not included. The validity depends on
the therapeutic area and on the precise question being addressed in
the trial – also the robustness of the methods used for
imputation/modeling of missing information.

We appreciate this comment. However, we feel
that some orientation should be provided.
Nevertheless, we added 2 sentences to highlight
the necessary acknowledgment of some
individual cases.
We interpret imputation/modelling of missing
information as part of an ITT strategy, which is
addressed below in the paragraph.

41

EFPIA

p.12, l.25

Suggestion to add:
The importance of particular rates of loss to follow-up is dependent
on the relation between loss to follow-up and number of events in
intervention and control groups. The threat of bias is great, when the
proportion loss to follow-up in relation to intervention and control
event rates, and the differences between two groups is high. (Guyatt
et.al 2011)

Thank you for the suggestion. We added the first
sentence.

42

EFPIA

p.12, l. 25-26

The assertion that “the most important instrument to deal
with…attrition bias is the ITT principle” is surprising as it cannot
handle loss to follow-up leading to missing outcome data. Suggest
revising to include other validated and widely-used analytical
techniques for handling loss to follow-up, e.g. inverse-probability
weighting, multiple imputation, etc. May also be useful to add that
ITT analysis is a conservative analysis in case of treatment
switching between arms.

This is already considered in the following
sentence of the corresponding paragraph.
It would exceed the scope of the present
guideline if specific approaches for replacement
strategies and sensitivity analyses were
mentioned and discussed.

43

EFPIA

p.12, l. 30-32

Document recommends that techniques to address missing data
should be chosen so that they bias towards the null. This is very
conservative and does not sit well with modern approaches in

Thank you for the suggestion. The sentence was
re-phrased in the sense that anti-conservative
estimates should be avoided.
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modeling. Suggest reviewing this, particularly to address alternative
approaches which are statistically valid and less biased (e.g. MICE,
IPW). The conservative analysis could be moved to the section on
sensitivity analyses which follow.

It would exceed the scope of the present
guideline if specific approaches for replacement
strategies and sensitivity analyses were
mentioned and discussed.
Thank you for the suggestion. A corresponding
sentence was added. However, it was also
noted that such a pre-specification may not
always be possible or useful.
Thank you for the suggestion. A corresponding
explanation was added.

44

EFPIA

p. 12, l. 40ff

It should be mentioned that the different sensitivity analyses should
be pre-specified (i.e. planned handling of missing data)

45

EFPIA

p. 13, l. 14

In “2.2.2. Assessment”, it is important that EUnetHTA provides
guidance on how to proceed when the stated domains are not
properly reported in the publication. As an example, sometimes
there is a lack of description of treatment allocation in the literature
and it is important to understand how to deal with the missing
information.

46

EMA

Page 13 line
17 word
“bias”

Pre-specification is also an important tool to avoid bias in selection
of outcome variables and analysis methods. There is increased
potential for ‘bias’ (admittedly a different type of bias) if selection of
methods is data-driven.

This problem is addressed in the paragraph
before section 2.2.2 and with regard to ‘other
sources of bias’.

47

EFPIA

p.13, l. 31-33

Assessing the level of bias is very subjective. Although it is not
possible to set hard criteria, additional guidance on how REA
reviewers should assess the importance of bias would be useful.

48

EFPIA

p. 14, l. 2-3

It is indeed true that no simple rule exists. Thus it would be very
useful and expected that EUnetHTA gives its analysis and guidance
on how to draw an overall conclusion reflecting a general consensus
between the different HTAs.

At the end of section 2.2.2 a reference is made
to the Cochrane Handbook, in particular to
chapter 8.5 and table 8.5.d, which provide very
helpful support for judgment.
In addition, Annexe 2 provides a proposal for a
standardized extraction sheet with instructions
for completion. Furthermore, Annexe 3 provides
an example of a risk of bias assessment from an
IQWiG report.
As no simple or general rule exists no definitive
guidance can be provided.
However, at the end of section 2.2.2 a reference
is made to the Cochrane Handbook, in particular
to chapter 8.5 and table 8.5.d, which provide
very helpful support for judgment.
In addition, Annexe 2 provides a proposal for a
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49

HTA SIG

Page 14,
Lines 25-34

This is a discussion of heterogeneity, not bias, and hence out of
scope.

50

EMA

Page 14
lines 32-34

Given the title of the document this will be interpreted as ‘guidance’
– but it seems that the P>0.2 may result in a dangerous oversimplification.

51

EFPIA

p.14, l. 42-47

The underlying classical scenario for the 2-trials rule is the first
submission of a new compound based upon placebo-controlled
trials with clinically relevant, but not clinically hard endpoints. The
underlying concept applied by regulatory agents is the requirement
for “substantial evidence”/“confirmatory evidence”.
However, please note the following:

In the context of clinical hard endpoints, the 2-trials rule typically
does not apply (see FDA Guidance” Providing Clinical Evidence
of Effectiveness for Human Drugs and Biological Products”
1998. See also EMA PtC on Applications with 1. MetaAnalyses; 2. One Pivotal Trial” from 2001 )

In general, both cited guidance lay out various scenarios, which
allow for “confirmatory evidence / substantial evidence” to be
based on one pivotal trial.

The overall pre-requisite, which allows manufacturers to
address those requirements during clinical development, are
common harmonized regulatory standards and the ability to
pre-discuss the submission programs with the key regulatory
agents.
For HTA evaluations we are in the context of comparative
effectiveness and re-imbursement, which is based on a successful
regulatory approval; i.e. “confirmatory evidence / substantial

standardized extraction sheet with instructions
for completion. Furthermore, Annexe 3 provides
an example of a risk of bias assessment from an
IQWiG report.
We do not understand this comment from HTA
SIG because another comment from HTA SIG
(general comment) suggests the opposite (‘It is
difficult to address issues of bias without also
addressing heterogeneity’, see above).
We disagree that this p>0.2 could be interpreted
as (definite) ‘guidance’, as it is clearly stated as
an example and suggestion from one HTA
agency.
This comment addresses the so-called 2-trials
rule. It is interesting to note that the reviewers
concurrently refer to the regulatory process of
drug approval and to the specifics of HTA
evaluations within one comment.
It is also of interest to note that the reviewers
refer to the EMA PtC on ‘Applications with 1.
Meta-Analyses; 2. One Pivotal Trial’ from 2001.
In this document it is clearly stated that ‘there is
a general demand for replication of scientific
results’ and ‘there are many reasons why it is
usually prudent to plan for more than one study
in the phase III program’ (section III.1, need for
replication). No exception to this ‘rule’ is
mentioned for the case of ‘clinical hard
endpoints’.
Altogether, we believe that our statement ‘For
derivation of “proof”, in general results from at
least 2 independent trials are required’ holds
true as a general scientific rule. The formulation
‘in general’ implies that there are possible
exceptions.
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evidence of efficacy” has been granted.
In the HTA context, the review focus typically is not identical to
those of regulatory agents. I.e., the HTA focus is on new
comparators, different outcomes and even potentially different
patients. Therefore, the statistical standards to assess the degree
of evidence should reflect the specific HTA objectives and the
specific post-hoc evaluation situation, rather than to just mimic the
regulatory viewpoint. The corresponding statistical principles are
“synthesis of evidence” and “borrowing strength of evident from
other trials”, which is already reflected in some HTA guideline by the
emphasis on meta-analyses, network-meta analysis and Bayesian
methods. I.e. the 2-trials rule would be a clear methodological step
back and would not address the specific HTA evaluation framework.
52

HTA SIG

Page 14
lines 45-47

EMA allows 1 pivotal randomized controlled trial to be considered
for a regulatory approval, should there be reference to the CHMP
points to consider document on this topic?

See answer to comment 51.

53

SBU

14:45-47

The requirement regarding “2 independent trials” can certainly be
challenged (see EMA guideline regarding single pivotal trials).

See answer to comment 51.

54

SBU

15:19ff

Shouldn´t the instrument AMSTAR version 2 be recommended?

55

HTA SIG

Page 16

Uncertainty usually means variability/imprecision, but this section
seems to be addressing accuracy and reliability rather than
precision, so it is a little confusing.

56

EMA

Page 16 line
21 word
“Judgment”

Full agreement – suggested to stress this point elsewhere in the
document (i.e. summary and conclusions).
Suggested to add Informed before the word judgment.

Unfortunately we have not been able to identify
an AMSTAR version 2 up to now (28/12/12).
Please provide specific reference.
We intended to express ‘uncertainty’ by using
the term ‘uncertainty’. Uncertainty may result
from both low accuracy and low precision,
whereby accuracy represents a qualitative
component, and precision a quantitative
component.
If our explanation is confusing, could you please
provide concrete suggestions for improvement?
We made a reference to a publication; hence,
we prefer not to change the (original) wording.
Please look at the publication for discussion of
this point.
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57

EFPIA

Annexes 3
and 4

Rather than selecting 2 examples on an unclear basis, a broader
synthesis of the Authors’ experience would be appreciated.

58

SBU

20ff

The structure of Annex 2 needs some revision. I suggest that the
structure on page 11:9-13 is followed

Examples have an illustrative purpose. The
present guideline refers mainly to the Cochrane
Handbook. The Cochrane Handbook represents
a (broad) synthesis of the experiences of
numerous reviewers across the world.
Please give a concrete rationale why the
structure of Annexe 2 needs some revision. The
structure is oriented on the risk of bias domains
as explained in section 2.2.2. Furthermore, it is
explicitly stated that Annexe 2 represents a
proposal, which can be modified according to
one’s own needs.
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a.cangini@aifa.gov.it

Bausch + Lomb
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Kimberly Belsky

kimberly.belsky@bausch
.com

Address
AIFA
Via del Tritone 00181
Tel: +390659784585
Bausch + Lomb (B+L)
7 Giralda Farms, Suite 1001,
Madison NJ 07940 USA
w/ local offices at Gotthardstr. 2,
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www.bausch.com
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EFPIA

Edith Frénoy
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Chrissie Fletcher
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Andrea Buzzi
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Aleksandra
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EuropaBio
Avenue de l’Armée 6, 1040
Brussels Belgium
Tel : +32 2 739 11 82
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8
9

HTAI Patient and
Citizen
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Interest Subgroup
ISDB & MiEF joint
comments
LEEM

Janet Wale

socrates@qnet.net.au
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Not provided

Catherine Lassale

press@isdbweb.org,
pierrechirac@aol.com
classale@leem.org

LEEM
88 rue de la Faisanderie
750156 Paris
Tel : +33 (0)1 45 03 88 04

10

Novartis

Jennifer Cain

jennifer.cain@novartis.c
om

11

OSTEBA

Maider Mateos &
Itzar Etxeandia
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es
i-etxeandia@ejgv.es

Novartis
Novartis Campus,
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Pfizer

Adam Heathfield

adam.heathfield@pfizer.
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Pfizer
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Usievicha 15-28,
Moscow 125315, Russia
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Swedish Council
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Sophie Werkö &
Måns Rosén
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Technology Assessment, SBU
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3

Compilation of comments on 4th draft of guideline on Applicability of Evidence in the Context of a Relative Effectiveness Assessment of Pharmaceuticals

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
1

AIFA

n/a

General comment: RCTs and Meta-analysis are usually the
most available sources of information in the context of the
Rapid Assessment of Relative Effectiveness, but this
guideline seems to rule out any other sources of information
which could be used to obtain an estimate of treatment effect
of the intervention. Initially, reliable comparative evidences
on clinical effectiveness on a new medicine are not
available. Instead, HTA assessors frequently must decide on
preliminar evidences emerging from pharmacoeconomics
modellization based on registrative RCTs. Although a
pragmatic approach may be the best standard to evaluate
relative effectiveness, it could not be applicable to every
therapeutic area. Furthermore, the guideline seems to
completely exclude the role of observational study that may
be a useful source of information on relative effectiveness
(especially the prospective cohort study).
Therefore, this guideline doesn't provide tools and
recommendations for HTA assessors which have to evaluate
also these sources of information, if available.
Although the exclusion of both pharmacoeconomics
modeling and prospective cohort study appear serious, the
explanation of reasons of the exclusion could be useful.

The following explanation has
been included in section 1.3
regarding the exclusion of
observational studies and
pharmacoeconomic modelling.
(scope/objectives):
Exclusions from the scope:
The current guideline focuses on
evidence from controlled trials as
this type of evidence is most
commonly available soon after
market authorisation. Hence, this
guideline does not address
evidence from observational
studies.
Whereas the use of modelling
techniques is common for
pharmacoeconomic analysis, it is
not common to use them for
relative effectiveness
assessments (this resulted from
the literature review for this
guidelines as well as the WP5
background review). Therefore
modelling techniques to
address applicability are not
discussed in this version of the
guideline. Interpretation of
statistical methods to address
effect modification is discussed in
Annexe 2.
The role of observational studies
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2

B+L

3

EFPIA

All four
EUnetHTA draft
guidelines
(comparators,
evidence,
endpoints,
composite
endpoints).

Please clarify if EUnetHTA is planning to offer scientific
advice meetings similar to the EMA to support development
of new drugs. An opportunity to meet with EUnetHTA would
provide important value to those conducting a REA.



1) The draft guidelines provide a good overview of some
of the differences between national REA methodologies
and therefore complement well the background review
that was conducted by EUnetHTA in 2011. At this stage
however, we consider they do not provide clear
guidance on how to align evidence requirements in
areas of divergence.

in the applicability assessment
may be addressed in JA2 (WP7)
Yes. Scientific advice/early
dialogue meetings with
technology developers and
multiple HTA bodies are the part
of EUnetHTA JA2WP7 (started
October 2012)

1) Comment acknowledged.
Drafting these guidelines is work
in progress. A first step has been
taken, but we agree that there are
many areas that can be explored
or become more detailed in the
future.It is correct that the basis of
the work was an overview of the
“state of the art” for each
guideline topic in each EU
country. For many topics, there is
convergent view on evidence
requirements for REA; in some
areas divergences exist. In these
cases and more generally to
discuss evidence requirements
during the development of a
health technology, EUnetHTA has
put in place early dialogues with
technology developers and
multiple HTA bodies. Evidence
requirements for HTA in a specific
condition will be completed with
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2) The draft guidelines acknowledge the difficulty of
alignment especially in the context of varying aims of
REA (e.g. reimbursement or not). This legitimate
concern makes it sometimes unclear what the objective
and what the target audience of the guidelines are. In
particular, it is unclear whether recommendations are
issued for the purpose of European REA, or whether
they guide national REA. Similarly, it is sometimes
unclear whether they should support HTA assessors to
critically appraise manufacturers’ submissions, whether
they will impact on future modifications of national REA
guidelines, and whether manufacturers are expected to
take them into account when preparing their
submissions. The draft guidelines reviewed could
contribute to alignment of assessment processes carried
out across Europe. For this to materialize however,
these draft guidelines need to be endorsed and
implemented not only at European, but also at national
level.

3)The draft guidelines show the important role of REA
assessors to feed back into drug development.
Guidance on comparators, level of evidence and
acceptability of endpoints, will affect development

elaboration of disease-specific
guidelines for technology
development.
In current guidelines statements
will be introduced to highlight
situations where
recommendations are based on
consensus and where consensus
does not exist.

2) The objective of the
guidelines is to guide
assessors in doing REA
assessments, whether it is a
cross-boarder or national
REA. However, the status of
the guidelines is non-binding
and it is therefore up to the
members states to decide
whether they want to use
them. In addition,
manufacturers may take
guidelines recommendations
into account when preparing
submissions. Indeed,
EUnetHTA guidelines could
contribute to harmonisation of
the assessment process
carried out across Europe,
but this is still too early to
know.

6
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decisions taken prior to phase III development
programmes. There is therefore a strong need to align
REA draft guidelines with already existing clinical and
regulatory ones. Throughout the guidelines, references
to the regulatory assessment and decision process, as
well as decisions taking place along the clinical
development plan, could be further enhanced.



4) In light of the above, we consider that EUnetHTA
could set up a further reflection process involving
relevant stakeholders to support streamlining of REA
evidence requirements by:
o Discussing areas identified in the draft
guidelines in the form of e.g. a roundtable during
which the draft guidelines are reviewed one by
one by a panel of experts from various
stakeholders. As a second step, the general
reflection process could be complemented by
disease-specific discussions/guidelines (aligned
with existing regulatory ones on e.g. clinical
investigation of medicinal products used in
specific disease areas), and should also
consider the role of early dialogue in drug
development.
o Discussing the role and implementation of the

3) Comment acknowledged.
Existing clinical, regulatory
and HTA guidelines have
been included in the basic
searched for drafting these
guidelines. We agree that
there is room for
improvement regarding
referencing. This may be
improved in the future.
EMA-EUnetHTA
collaboration on this topic
has been put in place and
will be pursued in the
framework of EUnetHTA
JA2.
However, different
requirements may exist as
the regulatory and HTA
assessments answer
different questions.

4) Comment acknowledged. A
first step in such a direction will be
taken on February 12, 2013 when
the guidelines authors will discuss
some guidelines with
representatives from EFPIA and
other stakeholders. Stakeholders
involvement in guidelines
elaboration will be further
strengthened and process itself
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guidelines at European/national level.

reviewed and amended in the
framework of EUnetHTA JA2.

8

Compilation of comments on 4th draft of guideline on Applicability of Evidence in the Context of a Relative Effectiveness Assessment of Pharmaceuticals

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
4

EFPIA



1) We understand that the draft guideline is concerned
with providing the tools for HTA assessors to identify
whether the evidence provided by the manufacturer as
part of its HTA submission file (which, for a rapid
assessment, is mainly based on phase III trials
concerned with proof of efficacy) is appropriate to enable
decisions about the place of a new pharmaceutical in
clinical practice or about reimbursement (which ideally
would rely on proof of effectiveness). We therefore
understand that one of the main concerns of the draft
guideline is to reflect on the efficacy-effectiveness gap,
as addressed e.g. in the paper by Eichler et al (2011).



2) It is important to acknowledge the uncertainty linked to
the efficacy-effectiveness. It is also important to ensure
that this uncertainty is appropriately addressed, and that
absence of evidence is not interpreted as evidence of
absence of effect.



3) Industry underlines the importance of maintaining
realistic evidence requirements in drug development.
The draft guidance rightly points to the need to establish
causality between treatment and outcome (internal
validity, which is established at the stage of regulatory
approval). As outlined in the draft guidance however,
explanatory trials conducted for this purpose might not
be appropriately designed to generate effectiveness
information (conflict between internal and external
validity). Furthermore, external validity might differ from
one setting to another, because of different practice
patterns, for example. There is also an inherent tension
between the pharmaceutical being assessed and its



1) Comment acknowledged



2) Comment acknowledged.
We agree that absence of
evidence should not be
interpreted as evidence of
absence of effect.

 3) Comment acknowledged.
We agree that evidence
requirements should be
streamlined where ever
possible. However this does
not mean that sometimes
this is not possible and other
goals require different types
of evidence.
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comparator, as the comparator might have established
external validity but not the pharmaceutical being
assessed, which will impact on the results of the REA.
Industry calls for further guidance to ensure that
evidence requests do not add but are streamlined where
relevant.


4) A number of other factors impact the applicability of
evidence, and would warrant particular discussion:
o How to consistently arrive at an assessment of RE
based on factoring in overall benefit-risk as the
stated RE definition involves having a benefit which
is greater than harm.

o

o

o

The design and primary objective needs to be
considered and further discussed (ie: a noninferiority or superiority versus an active comparator,
is a placebo arm needed if non-inferiority is used,
etc).
Patients consenting to participate in a clinical trial are
not a random sample of the total patient population
that would warrant to obtain treatment. Therefore
compliance may be different in the study as
compared to outside a study. It would therefore be
advisable to try to design studies in such a way that
the ”absolute” (maximal) effectiveness under full
compliance can be determined and be related (and
extrapolated) to the effectiveness in less compliant
patients. This would help to extrapolate from the
studie(s) to the ”real world”.
The ‘real’ patient population might be impacted by

4) Comment unclear. The
guideline emphasises that
applicability can be different for
benefit and harms and should be
addressed per outcome

Comment acknowledged. These
aspects are indeed relevant for
assessing the individual trials
Accepted. Compliance is
addressed in the table in Annexe
1 in ‘monitoring practices or visit
frequency…..’

Accepted. The relevance to
address the local context is
emphasised in the last sentence
of the summary as well as

10
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local practices which might explain divergences in
the selection of patients with an impact on
effectiveness.

o

o

o

Reference is made to performing meta-analyses but
standards for this approach should be elaborated

The pros and cons of pursuing RCT’s versus
pragmatic trials could be expanded somewhat
relative to the discussion of applicability

The draft guidance focuses on the approach to an
individual trials RE but the real need may be how to
weight the various different assessments (ie: RCTs,
pragmatic trials, non-interventional trials, electronic
health record analyses, real world clinical experience
in the RE assessment).

recommendation 5

It is emphasised in the guideline
that the section included (Annexe
2) only focuses on assessors can
interpret analysis/models that are
already available. As assessors
in general do not perform a
meta-analysis themselves as
part of a rapid assessment,
standards of doing meta-analysis
is considered out of scope for
this guideline
This is considered out of the
scope of the guideline. In
addition it is emphasised that
there are no pragmatic trials.
There are trials that have a
pragmatic nature (can be RCTs)
Indeed the guidance focuses on
the approach to individual RCTs
as for a rapid assessment short
after market authorisation this
mostly is the evidence base
available. We agree that it
would be interesting to discuss
how to weight different types of
evidence but for this guideline it
is considered out of scope.
Hopefully subject will be taken

11

Compilation of comments on 4th draft of guideline on Applicability of Evidence in the Context of a Relative Effectiveness Assessment of Pharmaceuticals

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
forward in JA2.
However, it should also be
noted that evaluating the
applicability of the evidence is
not a cook-book exercise.
Depending on the topic
interpretation of the applicability
may vary. Regardless of the
topic it is very relevant that the
considerations are transparently
reported




5) To address the concerns on levels of evidence,
industry believes that the evidence included in a REA
should come from a broad range of sources, including
RCTs, pragmatic trials, and observational studies. The
draft guideline only seems to be referring to explanatory
and pragmatic trials. As the draft guideline rightly points
out, there are no pure pragmatic or explanatory trials, as
any trial includes elements of both kinds and can be
located between both extremes.

6) There are ways to ensure that the right evidence is
generated at the time of launch, by e.g.:
o Using modelling techniques to estimate
effectiveness from efficacy data at the time of
launch. This type of modelling can usefully

5) Indeed the guideline does not
categorise into RCTs, pragmatic
trials etc as we believe that trials
include elements of both
extremes (pragmatic or
explanatory). The role of
observational studies was
excluded from the scope. We
agree that it would be useful to
further develop the guideline in
the JA2 to include observational
studies

6) Whereas the use of these
modelling techniques is common
for pharmacoeconomic analysis,
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o

o

o



inform all components of applicability:
Population (e.g. baseline risk), Intervention &
Comparator (e.g. indirect comparisons),
Outcome (e.g. surrogate vs. final), and Setting
(e.g. patients management schemes across
countries). Given the importance and wide use of
these modelling techniques, we suggest to i)
include a presentation and discussion of these
techniques in this guideline, and to ii) crossreference to other guidelines where such models
are addressed (Indirect comparisons, surrogate
endpoints, etc.).
Generating effectiveness data prior to launch: An
IMI project is currently launching a reflection
process in this area (see ‘Incorporating real-life
clinical data into drug development’).
Ensuring an iterative dialogue between
authorities and manufacturers by e.g. conducting
scientific advice at various points during the drug
development based on specific questions related
to the development plan of a product, can help to
agree on realistic requests for evidence
generation. Where relevant, this could also be
coordinated with regulatory advice, to avoid any
unnecessary duplication.
Involving clinical experts in the review of
applicability of evidence.

7) This guideline is focused on the applicability of
evidence in the context of REA of pharmaceuticals and
therefore does not take into consideration the

it is not common to use them for
relative effectiveness
assessments (this resulted from
the literature review for this
guidelines as well as the WP5
background review). Therefore
these techniques are not
addressed in this guideline.

Thank you for bringing this
information forward, we are
aware of this project. EUnetHTA
members will be participating in
the project.
WP7 of Joint Action 2 is doing
pilots on early advice for all
health technologies,
collaboration with European
Medicines Agency is put in place
for pharmaceuticals.

Accepted; it is relevant to involve
clinical expertise in assessing
the applicability.
7) Comment acknowledged.

13

Compilation of comments on 4th draft of guideline on Applicability of Evidence in the Context of a Relative Effectiveness Assessment of Pharmaceuticals

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS



specificities of vaccines. For instance for vaccines:
o For new antigens evidence of additional benefits are
often not seen until after large scale implementation.
For this reason definitive evidence could at times be
limited.
o For the rapid/early assessment access to population
data bases is needed and agreement on different
methodologies/models to evaluate vaccine benefits
(such as the WHO guide for standardization of
economic evaluations of immunization programmes),
especially as most of these benefits are delayed, so
not accessible to observation in the first years after
vaccine implementation.
o The relevance of the table on applicability of
evidence for vaccines is questioned. In general the
target usage of vaccines is at population level within
relevant age groups. The inherent variability within
the population is potentially considerable. However,
this variability impacts on the total benefit for the
population (in a universal vaccination programme)
which is unlikely to be of a similar magnitude.

Indeed the guideline does not
consider the specificities of
vaccines, nor was this the
intention to do so.

8) We would suggest that the draft guideline proposes
concrete actions to be taken forward in the framework of
EUnetHTA in order to address the problems outlined
above. For instance, the draft guideline notes in several
instances that currently, generalisability of trial data is
only sometimes considered, and that only relatively few
clinical trials are designed with applicability in mind.
There should be a joint discussion with regulators, HTA,
and industry on how to act on this point. As with any
area where judgements are required, it is advisable for
decisions on applicability of evidence to be open to

8) It is agreed that such a
discussion would be worthwhile.
It will be explored if such an
initiative could be put in place
during EUnetHTA JA2.

14

Compilation of comments on 4th draft of guideline on Applicability of Evidence in the Context of a Relative Effectiveness Assessment of Pharmaceuticals

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

GENERAL COMMENTS
consultation and wider input, including from those
organizations and companies who may have generated
the data in question.


9) A glossary of terms would be beneficial for the clarity
in the document.

9) A list with definitions is
presented in section 1.1

5

EFSPI/PSA HTA
Special Interest
Group

It is important to highlight that effect modification is only
relevant for the outcome of interest, which is usually the
relative comparison between the intervention and
comparator. For example, males may have a score that is
10 units higher than females, but if this is true for both
intervention and comparator then the comparative difference
between intervention and comparator is the same for males
and females (effect modification on the individual arm
outcome but not the comparative outcome).

Comment acknowledged. We
agree. The following section has
been added to the discussion:
The summary report should
mainly focus on the relative
comparison between the
intervention and comparator. For
example, males may have a
score that is 10 units higher than
females, but if this is true for both
interventions, then the
comparative difference between
intervention and comparator is
the same for males and females.

6

EFSPI/PSA HTA
Special Interest
Group

It would be helpful to include some guidance on whether and
how to adjust the observed treatment effect to reflect the
population of interest if effect modification is expected.

This is considered out of scope
for this guideline. We agree that
this would be helpful, however
the focus should in that case be
how assessors can assess
whether appropriate techniques
have been used for adjusting the
observed treatment effect.

7

EFSPI/PSA HTA
Special Interest

Consideration of applicability is clearly important, but the
element that seems to be missing it the fact that any potential

Not accepted. The
recommendation 2 and section
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Group

biases or methodological issues with a ‘pragmatic’ trial must
also be considered - if these elements are introduced such
trials could be less informative than an RCT with some
questions regarding applicability

2.1. clearly emphasise that
‘internal validity is a pre-requisite
of applicability

8

EMA

Cross link with references should be checked throughout the
text

Comment acknowledged. The
references have been checked.

9

EMA

It is stated that a useful instrument to test applicability is
meta-analysis. The justification for this statement should be
clarified. A meta-analysis of (non-pragmatic) would still be a
non-pragmatic meta-analysis. Equally, a meta-analysis of
pragmatic and non-pragmatic trials may estimate
heterogeneity but the more interesting trial would still be the
pragmatic ones. Why would one be interested in
heterogeneity if one has the pragmatic trial already? It is only
in the unlikely event of many pragmatic trials that one could
use a meta-analysis to better estimate the “applicable”
treatment effect.

The aim of exploring
heterogeneity through a metaanalysis is to seek for clues on 1)
factors influencing the size or,
more rarely, the direction of the
effect of interest; 2) the shape of
the effect model.
It is not within the scope of this
guideline to elaborate on the
quality standard of published
meta-analysis.

10

ISBD & MiEF

General

This response has been prepared jointly by the
International Society of Drug Bulletins (ISDB) and the
Medicines in Europe Forum (MiEF).
The ISDB and the MiEF welcome the opportunity to
respond to this public consultation and would like to highlight
particularly laudable elements of the several drafts.

1

- Prescrire Editorial Staff “ICH: an exclusive club of drug regulatory agencies and drug companies imposing its rules on the rest of the world” Prescrire International 2010; 19 (108)
: 183-186.
2
- ISDB “Declaration on the therapeutic advance in the use of medicines” Paris. November 2001: 12 pages. Accessible at: http://www.isdbweb.org/publications/view/isdbdeclaration-on-therapeutic-advance-in-the-use-of-medicines
3
Garattini S and Chalmers I “Patients and the public deserve big changes in evaluation of drugs” BMJ 2009; 338 : b1025.
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Good quality draft documents. We would like to
highlight the efforts made to produce the four draft
documents submitted for public consultation. We welcome
the explanatory statement on the methodology (box on page
2 of each draft document), the systematic documentation
search strategies, the critical views expressed, the
formulation of practical recommendations, the bibliography
presented as an annex, and the other explanatory annexes
where needed. However, we deplore that only documents in
English were considered, especially when it comes to
benchmarking among several national guidelines in Europe
(i.e. draft guideline “Criteria for the choice of the most
appropriate comparator(s)”).

Thank you for the comment.
Within the limited timeframe of
the Joint Action, it was not
feasible for all guidelines to
identify AND translate nonEnglish documents. In general,
the authors of the guideline do
not think they have missed
essential additional
documents/literature because of
this exclusion criteria.

We would recommend the European Medicines Agency
(EMA) and National Drug Regulatory Agencies to use their
methodological guidelines when reviewing marketing
authorisation applications. Moreover, we would strongly
recommend the International Conference on Harmonisation
(ICH) to note these EUnetHTA papers and their
recommendations to produce guidelines which would be
more patient-oriented 1.

General comment, no particular
answer needed.

New
pharmaceuticals:
therapeutic
advance
assessments are needed. We prefer to use the concept of
therapeutic advance instead of that of relative effectiveness.
According to the ISDB declaration,“a medicinal product can
be said to have added therapeutic value if sound clinical data
indicate that it can offer patients better efficacy, and/or better

Assessment of value is out of
scope in the current JA1; it is up
to the member state to determine
the ‘value’ of a specific
pharmaceutical in their national
context.
The assessment of added

4

- Naci H et coll. “Raising the bar for market authorisation of new drugs” BMJ 2012 ; 344:e4261 : 5 pages.
- Light D et Lexchin J “Pharmaceutical research and development: what do we get for all that money?” BMJ 2012 ; 344:e:4348 : 5 pages.
6
- Prescrire Editorial Staff "New drugs and new indications in 2011. France is better focused on patients' interests after the Mediator° scandal, but stagnation elsewhere"
Prescrire Int 2012; 21 (126): 106-110.
5
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safety, and/or simpler administration, than existing
alternatives” 2.
The current legal framework does not require medicinal
products to offer added therapeutic value to enter the
European market 3 4. All that is needed is a satisfactory
balance between efficacy and safety. As a result, many new
drugs are simply more or less equivalent to their
predecessors, if not a step back (alias “therapeutic
regression”) such as rofecoxib (Vioxx°), rosiglitazone
(Avandia°), etc. 5 6.
Yet it is essential for patients, health professionals and
health economists to know whether or not a new drug offers
added therapeutic value, so that they can make rational
choices among the available treatments. Therefore, ISDB
and the Medicines in Europe Forum encourage EUnetHTA
members to publish their assessment reports on new
medicinal products to provide the public with an
analysis of the added therapeutic value based on
available data (published as well as unpublished data).
In addition, publishing the final methodological
guidelines used and all drafts during the step-by-step
procedure within the elaboration process of new
guidelines would be of great value to academia, healthcare
professionals, patients and the public at large (NICE in the
UK and
IQWiG in Germany already make all drafts
preceding a final guideline publicly available).
11

ISBD & MiEF

General

When judging whether a new intervention is a therapeutic
advance, it is crucial to consider efficacy, safety, and
convenience. The continuous evaluation of older substances
is essential so that medicines which are no longer valuable

CLINICAL benefit might be
covered (if decided so by
EUnetHTA partners) in the JA2.
.

Pilot reports (rapid assessment
of relative effectiveness) to be
produced in WP5 Joint Action 2
will be publically available. In
addition, we would like to note
that most of the individual
member states publish their
national reports as well.
The 4th draft versions are
publically available and so will be
the final versions (5th version). In
addition, all comments provided
during the public consultation
including a response by the
authors on how they were
handled will be publically
available.

The current WP5 only focuses
on relative effectiveness
assessment (based on the
recommendations by the High
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due to better therapeutic alternatives can be eliminated, and
new or better ways of using already approved drugs can be
identified 7. A therapeutic advance should not be seen in
isolation: cost and quality must also be considered.

Efficacy - The efficacy of a new drug intervention should be
assessed first of all in terms of overall mortality where
relevant, morbidity, and last but not least quality of life as
assessed from the patients’ perspective. Therapies for
chronic conditions require long-term studies. Comparative
trials assessing the superiority of an intervention are required
when there is an adequately tested treatment. These
requirements are consistent with the latest version of the
Declaration of Helsinki (October 2008), which requires that
"The benefits, risks, burdens and effectiveness of a new
method should be tested against those of the best current
prophylactic, diagnostic, and therapeutic methods" (Section
C clause 32) 8.

Level Pharmaceutical Forum).
Considerations such as costs are
explicitly excluded from the
scope. The reason to first focus
on relative effectiveness is that it
is perceived that there is the
most common ground in this
area between the member
states. However, this does not
mean that the national
reimbursement decision does not
include other consideration (they
do).

Comment acknowledged. For
more details regarding clinical
outcomes please refer to the
guideline on ‘clinical endpoints’

7

- Prescrire Editorial Staff “Simplified examination of variations to the terms of purely national marketing authorisations? Yes, but first re-evaluate "old national marketing
authorisations"!” October 2011: 4 pages. Freely accessible on http://english.prescrire.org.
8
- "WORLD MEDICAL ASSOCIATION DECLARATION OF HELSINKI - Ethical Principles for Medical Research Involving Human Subjects"
http://www.wma.net/en/30publications/10policies/b3/17c.pdf : 5 pages.
9
- Prescrire Editorial Staff “Prescrire’s response to the public consultation on EMA/CHMP/QWP/180157/2011 "Draft - Guideline on Pharmaceutical Development of Medicines for
Paediatric Use": a pragmatic overview and 20 constructive proposals” Paris, 29 December 2011 : 20 pages. Freely available on english.prescrire.org.
10
- A review on methods for assessing the safety and quality of packagings is available in the EU Council report (ref. Council of Europe - Expert Group on Safe Medication
Practices "Creation of a better medication safety culture in Europe: Building up safe medication practices" 2006: 275 pages).
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Safety - Improved safety compared with existing options can
qualify a new intervention as a therapeutic advance provided
that short-, medium- and long-term pharmacovigilance data
are considered. All information on drug safety (including
pharmacovigilance data) should be made public from the
date of marketing. For a new drug intervention to be
accepted as a therapeutic advance on grounds of safety,
several years of active pharmacovigilance are necessary.
The following are required:
- well designed pharmacovigilance studies, such as casecontrol studies and large cohort studies, to provide a clear
picture of safety profiles, including interactions and safety in
at-risk groups (such as elderly people, children, pregnant
women and patients in renal failure);
- long-term, large, randomised controlled trials with overall
mortality as the main endpoint for assessing safety of
prophylactic interventions such as antihypertensives and
lipid-lowering drugs.
Convenience - Before marketing, studies should be
undertaken to show adequate ease of use, the quality of the
packaging (evidence indicates that well designed packaging
improves patient safety, while poorly designed packaging
generates medication errors 9), together with studies showing
that patients understand and can use the accompanying
information. If no such studies are performed before
marketing, HTA bodies could require the marketing
authorisation holders to perform them to make their
assessments possible 10. Such assessments are needed in
many countries for the purpose of reimbursement, and this
should be an incentive.

Comment acknowledged. For
more details regarding safety
assessment please refer to the
guideline on ‘safety’

Comment acknowledged. For
more details regarding endpoints
please refer to the guideline on
‘clinical endpoints’ and ‘health
related quality of life’
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12
13

ISBD & MiEF
LEEM

This document is clear and accurate.
We insist on the relevance and usefulness of these
documents and support efforts to move towards greater
methodological harmonization for HTA in the EU.

With 3 generals comments :
- The 4 guidelines concern more relative efficacy than
relative effectiveness
- They are very “open” with a large possibility of
interpretation by each country
And they are not always designed for orphan drug

14

LEEM

Overall comment: The guidelines could address other
sources of non-RCT data, e.g. post-marketing observational
studies at reassessment.

Thank you
It should be noted that the
guidelines currently developed
are the first step. Therefore they
may be considered rather basic
than very advanced. Further
improvement of the guidelines
will be pursued in the course of
Joint Action 2 WP7.

Correct (initial REA is close to
MA).
More specific recommendation
will be provided when possible.
Correct, even if general
principles apply.
Indeed the guidance focuses on
the approach to individual RCTs
as for a rapid assessment short
after market authorisation this
mostly is the evidence base
available. The role of
observational studies was
excluded from the scope. We
agree that it would be
recommendable that the
guideline would be further
developed to include
observational studies as well.
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15

Novartis

16

Novartis

Novartis very much appreciates the opportunity to comment
on the methodological guidelines developed by EUnetHTA.
These guidelines, if jointly agreed by all stakeholders, could
help streamline HTA across Europe.
We understand that there are preliminary plans for a
roundtable discussion to take place later this year to work
through the guidelines in detail and to facilitate the alignment
procedure. We support this idea, and would be happy to
have our internal experts join the discussions.
We support the principle of becoming more consistent and
data driven in the overall approach to relative effectiveness
(RE). However, even if this approach is utilized to discern
applicability, other factors need to be considered that impact
the applicability of RE, some which have agreed upon
guidelines and others which currently lack consensus. Areas
for additional emphasis include:
1. How to consistently arrive at an assessment of RE based
on factoring in overall benefit-risk as the stated RE definition
involves having a benefit which is greater than harm.

2. The design and primary objective needs to be considered
and further discussed (ie: a non-inferiority or superiority
versus an active comparator is a placebo arm needed if noninferiority is used, etc). This would definitely impact the
applicability to discern real world effectiveness
3. Patients consenting to participate in a clinical trial are not a
random sample of the total patient population that would
warrant obtaining treatment. Therefore compliance may be

WP5 welcomes the discussion
with stakeholders. An expert
meeting with EFPIA and other
stakeholders is organised in the
beginning of 2013. Discussion
with stakeholders will be pursued
in future in the framework of JA2.

Comment acknowledged.

1. The RE definition is a
limitation to consistently arrive at
an assessment of RE as the
definition refers to the extent to
which an intervention does more
good than harm

2. Comment acknowledged.
These aspects are indeed
relevant for assessing the
individual trials results

3. It is agreed that patient
compliance should be
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different in the study as compared to outside a study. It
would therefore be advisable to try to design studies in such
a way that the ”absolute” (maximal) effectiveness under full
compliance can be determined and be related (and
extrapolated) to the effectiveness in less compliant patients.
This would help to extrapolate from the studie(s) to the ”real
world”. The pragmatic trial as such is not enough.
4. Reference is made to performing meta-analyses but
standards for this approach should be elaborated on as the
literature is replete with examples of improperly conducted
meta-analyses

5. The pros and cons of pursuing RCT’s verse pragmatic
trials could be expanded somewhat relative to the discussion
of applicability

6. The guidance focuses on the approach to an individual
trials RE but the real need may be how to weight the various
different assessments (ie: RCT’s, pragmatic trials, noninterventional trials, EHR analyses, real world clinical
experience in the RE assessment

considered. Patient compliance
is referred to in annexe 1 as one
(monitoring practices or visit
frequency not used typically in
practice) of the relevant items
that should be considered.

4. Comment acknowledged. A
number of published metaanalyses do not reach a
minimum quality standard.
However, it is not the scope of
the current guidelines to address
this issue.
5. A “clear” distinction between
RTCs and pragmatic trials is not
so obvious. The difference
between explanatory and
pragmatic approach is a
continuum rather than a
dichotomy between trials and
every trial can be positioned
somewhere between the
extremes and has its pragmatic
and explanatory elements. This
is discussed in section 2.1
6. Indeed the guidance focuses
on the approach to individual
RCTs as for a rapid assessment
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17

Osteba

The document seems quite repetitive while reading. There
are several sentences repeated word by word even three or
four times along the text.

18

Pfizer

The paper summarises the position clearly. There are many
practical limits to the kinds of data that are available for
evaluation, and pragmatic approaches to evaluation are
required. A key aim should be to support efforts to make

shortly after market authorisation
this mostly is the evidence base
available. We agree that it would
be interesting to discuss how to
weight different types of
evidence but for this guideline it
is considered out of scope. The
authors hope that this subject will
be taken forward in JA2.
However, it should also be noted
that evaluating the applicability of
the evidence is not a cook-book
exercise. Depending on the topic
interpretation of the applicability
may vary. Regardless of the
topic it is very relevant that the
considerations are transparently
reported
Comment acknowledged. This is
due to the format of the guideline
which includes
recommendations, summary and
a discussion. Naturally these
three have overlaps. Still we feel
that this is the best way of
presenting the results as the
recommendations, summary and
discussion should also be
readable in itself.
Comment acknowledged.. The
pilot assessments in WP5 JA2
will include consultation of the
draft assessment by the
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19

Swedish Council
on HTA (SBU)

valid comparisons between the available data and to avoid
REA approaches which dismiss evaluations based on
anything other than exactly applicable evidence. As with any
area where judgements are required, it is advisable for
decisions on applicability of evidence to be open to
consultation and wider input, including from those
organizations and companies who may have generated the
data in question.

marketing authorisation holder.

Our comment concerns the lack of cost effectiveness as
primary outcome.
From our point of view Relative effectiveness assessment
must consider cost effectiveness when comparing different
alternatives. This hasn’t been addressed in any of the
documents. We would like cost effectiveness ratios to be
included among the primary endpoints.

Cost-effectiveness was explicitly
excluded from the remit of WP5
based on the recommendation of
the High Level Pharmaceuticals
Forum: ‘The High Level
Pharmaceutical Forum
acknowledges the distinction
between the scientific
assessment of the relative
effectiveness of medicinal
products and health-economic
assessments of their costs and
benefits’
Therefore cost-effectiveness has
not been included as an outcome
in the WP5 guidelines.
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20

EuropaBio

21

Osteba

22

EFPIA

Page 5

Page 5, line 4
Summary

p.5, l.4-6

As with the guideline on internal validity, it is important that
the discussion notes the challenges of working with
traditional phase III RCTs as the basis for determining
relative effectiveness. The internal validity guideline is
focused on controlling bias, whereas this guideline discusses
the ideal / preference for more pragmatic trials, while
acknowledging the challenges associated with lack of such
data in many cases. These two perspectives might be better
acknowledged in each of these two guidelines. Currently they
stand alone somewhat.
A further key point, acknowledged in the document, is the
constraints on time and resources to fully explore some of the
variables identified. In this respect, the REA itself must be
somewhat “pragmatic”.

The guideline acknowledges
(recommendation 2) the fact that prior to
assessing the applicability, causality
between treatment and outcome should
be established (internal validity is a prerequisite of applicability).

Further, it might be useful to acknowledge that the actual
detail of applicability consideration must be a country (or
regional) consideration – the very nature of applicability
considerations means that it cannot be determined on a panEuropean scale (for example). However, the approach to
applicability can and should be harmonised, and presumably
this what is intended via this guideline.

It may be that some aspects of
applicability are context specific. This is
also acknowledged as part of
recommendation 5: It should always be
considered and addressed whether a
specific element that is relevant for the
applicability can be assessed in general
or whether this should be done in the
local (national) context.
However, there are elements that are
less context specific.
Accepted; the change has been made

generalizability  generalisability (for consistency with the
rest of the text)
The reference to published studies might limit the evidence
base, which continues being complemented along the life-

We agree that assessing applicability is
to inform REA and not to overwhelm it.
However we do not think that filling in
table 3 is that labour intense. This will be
further tested in the WP5 JA2 pilots on
pharmaceuticals.

Accepted. The suggested change has
been made throughout the document.
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cycle of products. We would therefore suggest referring to
‘clinical studies’ rather than ‘published studies’.
23

EFPIA

24

Pfizer

25

EFPIA

Summary

p.5, l. 13-15

26

HTAi Patient and
Citizen
Involvement
Interest Sub
Group

Summary,
also in
recommend
ation 5

Page 5, line 30:
Step 1

27

HTAi Patient and
Citizen
Involvement
Interest Sub
Group
HTAi Patient and
Citizen

28

Summary

p. 5, l. 7

Suggest to insert "or study" after "(RCT)" since internal
validity also applies to studies beyond RCT.

P5 lines 8 and 9

Delete “Bias is defined as the systematic distortion of the
estimated intervention effect away from the “truth”
We agree that pragmatic trial, where available, should be
considered. However the evidentiary requirement needs to
be appropriate and not too burdensome. Furthermore and as
stated in the draft guideline, pragmatic trials may be affected
by local clinical practice resulting in limited transferability and
generalisability to other (local) settings” (page 11 & 26-28).
More discussion is therefore needed on the generation of
evidence through pragmatic trials. The IMI project referred to
above is concerned with this aspect.
Say: DEFINE THE TARGET POPULATION and then
determine the most important factors’’’

It is confusing that these steps are based on PICOS, clearly
stated in line 28, but yet the Steps cannot be related back to
PICOS They actually follow a carefully thought through
‘process’
Page 5, line 35:
Step 3

Would be good to clearly relate the limitations back to the
patient population, that is ‘the issue, why it is a limitation’

Not accepted. The suggested change has
not been made as in this case we refer to
the internal validity of RCTs in specific
WHAT?
Not accepted. The statement is
considered useful and will be kept.
It is agreed that further discussion on the
generation of evidence through trials with
a pragmatic approach is useful.
EUnetHTA members will be participating
in the IMI project, and look forward to the
discussions and further development of
methods.

The sentence has been reworded as
follows: In order to address the
applicability in an assessment report a 4step process is recommended, after
carefully defining the target population.
In addition a sentence has been added to
recommendation 5.
The concept developed by Atkins et al is
based on PICOS as the elements Patient,
Intervention, Comparator, Outcome,
Setting that should be considered when
systematically assessing the applicability.
Indeed the target population is the
starting point, but the limitations can also
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Involvement
Interest Sub
Group
29

EFPIA

Summary

p.5, l.39-41

It is unclear to whom the recommendation “(…) a summary
table of the applicability of evidence based on the PICOS
framework should at least be presented in each REA (…)” is
addressed since the draft guideline also acknowledges that
the agencies surveyed generally do not refer to or
recommend a specific instrument to be used to assess the
applicability of a trial (on p. 12, l. 34-35).

30

EMA

Summary

Pag 5 line 41

Suggested to add the following sentence: Certain
circumstances may require additional considerations such as
rare diseases because of special considerations regarding
data generation and analysis.

31

Osteba

Page 5, line 47-48

Replace the word "the" by “PICOS”. Suggested rewording:

relate to the intervention, comparative
treatment, outcomes or setting. Further
guidance on how to present the results is
provided in Table 1.
The recommendation is part of a WP5
EUnetHTA guideline. Therefore, the
recommendation is applicable to pilot
reports that will be produced by WP5. It is
up to the members states themselves to
decide whether they implement the
recommendation in their national setting.
Comment acknowledged. The following
sentence has been added to the
discussion and the recommendations
(recommendation 6):
It should be noted that evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
vary. For example, for a rare disease
other considerations and requirements
may be relevant compared to a non-rare
disease. Regardless of the topic it is very
relevant that the considerations are
transparently reported.
The following sentence has been added
to the summary: Evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
vary.
Accepted. The word has been added.
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Recommen
dations

p.6,
recommendation
5

“… a summary table of the applicability of the evidence
based on PICOS framework should always be presented.
Further clarification is needed as to what is considered as
“ideal evidence”.

32

EFPIA

33

Pfizer

P6 line 3
Recommendation
5 step 3

Add “consult with external groups and experts on judgments
being made that have significant impact on the REA”.

34

EuropaBio

Page 7

The table adapted from Atkins is useful, but it should be
acknowledged that the activities described under reach of the
PICOS domains may in fact be extensive and resource
intensive, and that a more pragmatic approach to limit those
activities should be possible.
This implies that activities related to applicability should be

For clarification please refer to the
definition of relative effectiveness:
Evidence that shows the extent to which
an intervention does more good than
harm compared to one or more
intervention alternatives for achieving the
desired results when provided under the
usual circumstances of health care
practice
The suggested changed has not been
made. The authors agree that clinical
expertise is relevant to assessing the
applicability. This is also referred to on
page 12 of the guideline: Apart from
statistical methods to determine the
applicability, determinants of the
applicability of an RCT requires clinical
rather than statistical expertise, and often
depends on a detailed understanding of
the particular clinical condition under
study and its management in routine
clinical practice’. However the guidelines
are about the content and not about the
process on which stakeholders should be
involved.
We agree that assessing applicability is
to inform REA and not to overwhelm it.
However we do not think that filling in
table 3 is that labour intense. This will be
further tested in the WP5 JA2 pilots of
Strand A.
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35

EMA

36

Osteba

37

HTAi Patient and
Citizen
Involvement
Interest Sub
Group

38

HTAi Patient and
Citizen
Involvement
Interest Sub
Group

Recommen
dations

Table 3

Pag 7
recommendation
1

Page 7, 1st table,
last point
Pages 7 and 14:
Outcomes

Pages 7 and 14:
Setting

designed to inform the REA, not overwhelm it.
Suggested to add at the end of the paragraph the following
sentence: Rare diseases may be associated with special
considerations which may need a different approach.

Grammatical mistake. consider  considered
Also add ‘and the use of patient-reported outcomes as well
as clinician reported outcomes to address other relevant
factors for the target population’

Add ‘model of care’

Comment acknowledged. The following
sentence has been added to the
discussion and the recommendations
(recommendation 6):
It should be noted that evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
vary. For example, for a rare disease
other considerations and requirements
may be relevant compared to a non-rare
disease. Regardless of the topic it is very
relevant that the considerations are
transparently reported.
The following sentence has been added
to the summary: Evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
Accepted; this has been corrected.
Not accepted. The suggested change has
not been made as both patient-reported
and clinician reported outcomes make
part of clinical benefits and harms. For
details see guideline on clinical
endpoints.
Not accepted. The suggested change has
not been made as this is already reflected
in ‘the settings in which the intervention
will he typically used’
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39

40

EMA

Recommen
dations

Pag 8
recommendation
5

Suggested to add the point f) with the following text: Rare
disease may require special considerations regarding
applicability due to the small size of the populations and
difficulties in generating data for assessment.

HTAi Patient and
Citizen
Involvement
Interest Sub
Group

Introduction
; also
recommend
ation1, 2nd
line

Page 8, line 4:
definition of
applicability

This would better read: …expected result when THE
EVIDENCE FOR a specific intervention is applied…
[To say that an” intervention is applied to a population” is not
inclusive of the principles of person centred care, partnership
in care and shared, informed decision making.

EFPIA

1.1

p.8, l. 5-6

The term ”population of interest” needs to be defined.

Comment acknowledged. The following
sentence has been added to the
discussion and the recommendations
(recommendation 6):
It should be noted that evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
vary. For example, for a rare disease
other considerations and requirements
may be relevant compared to a non-rare
disease. Regardless of the topic it is very
relevant that the considerations are
transparently reported.
The following sentence has been added
to the summary: Evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
‘published studies’ has been changed
into ‘clinical studies’

The population of interest refers to the
patient population that is being assessed
in the relative effectiveness assessment.
The following sentence has been added
to the summary and page 10: In case of a
relative effectiveness assessment (REA),
the population of interest refers to the
patient population that is being assessed
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41
42

as part of the REA.
See answer to comment 40.
Not accepted. This definition is adopted
from the High Level Pharmaceuticals
Forum, hence it is not appropriate to
change the wording

1.1
1.1

Page 8, line 5-6
Page 8, line 8:
definition of
relative
effectiveness

The term ”population of interest” needs to be defined.
Would read better as: …achieving the desired results IN
HEALTH CARE when provided…
As it is now one can read it as the ‘harms’ are also desired.

43

Novartis
HTAi Patient and
Citizen
Involvement
Interest Sub
Group
EFPIA

1.1

p.8, l. 19

Replace "standard care" with "standard of care"

44

EFPIA

1.2

p.8, l. l. 29

Reduction in bias pertains to design and conduct features to
achieve internal validity but not what internal validity means.

45

HTAi Patient and
Citizen
Involvement
Interest Sub
Group

1.2 Context

Page 8, Problem
statement line 31

Would add: ….result must be applicable to a definable group
of patients in a particular clinical setting FOR WHICH THE
HTA ASSESSMENT IS REQUIRED…
This then brings the problem into context.
We are not just talking about treatment setting but also
models of care within those settings; and this guideline is
specifically for HTA assessment.

46

Novartis

1.3
Scope/Obje
ctives

Page 9, line 3-4

This line mentions clinical studies but in line 6 “relative
effectiveness”. In the guideline on comparators it is
mentioned that clinical trials would lead to relative efficacy.
There is a risk that some HTA bodies may want to exclude
observational studies from the relevant evidence that is
submitted.

From the authors point of view the term
clinical study can refer to
experimental/controlled studies, but also
observational studies or case series.

47

EMA

1.2

Pag 9 line 34
Pag 12 line 44

Suggested to add: Rare diseases may offer special
considerations regarding the applicability of the data
available for assessment.

Comment acknowledged.. The following
sentence has been added to the
discussion and the recommendations
(recommendation 6):
It should be noted that evaluating the
applicability of the evidence is not a pre-

Accepted. The suggested change has
been made
Accepted. We have deleted the sentence
in brackets: (i.e., design and conduct
must reduce the possibility of bias)
Accepted. The suggested change has
been made
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48

Osteba

49

EFPIA

50

EMA

Page 10, line 7

Misprint: fulfil fulfill

2.1

p.10, l. 10-12

The challenges to the approach recommended on the
question of applicability of existing (published) evidence to
the population of interest (as referenced to David Atkins et al)
also need to be captured.

2.1

Pag 10 line 4

Suggested to add the following sentence at the end of the
paragraph: To indicate that rare diseases may require special
considerations due to the difficulties in generating evaluable
data.

defined formula. Depending on the topic
interpretation of the applicability may
vary. For example, for a rare disease
other considerations and requirements
may be relevant compared to a non-rare
disease. Regardless of the topic it is very
relevant that the considerations are
transparently reported.
The following sentence has been added
to the summary: Evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
Vary.
Fulfil is British English, fulfill is American
English. The guideline is written in British
English.
Comment unclear.

Comment acknowledged. The following
sentence has been added to the
discussion and the recommendations
(recommendation 6):
It should be noted that evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
vary. For example, for a rare disease
other considerations and requirements
may be relevant compared to a non-rare
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51

Novartis

2.1 / Box 1

Page 10, line 2542

We suggest clarifying if the population treated in the clinical
setting referred to here also includes treatment off label.

52

EFPIA

Box 1.

p.10, l. 25-42

Suggest making it clear if the population treated in the clinical
setting referred to also include treatment off label.

53

Osteba

54

Osteba

Page 10, line 3940
Page 10, line 53

Grammatical mistake. which it defines as  which is defined
as
establishes  establishing (for consistency with ‘aims at’)

55

Osteba

Page 11, line 1

Misprint: an  a (In the context of a HTA researchers)

56

EuropaBio

Page 11, line 3334

57

EuropaBio

Page 11, line 4647

58

EFPIA

Agree that defining the target population is important as a
first step. Failure to do so may result in considerable wasted
resources not relevant to the actual HTA decision.
An important point is made here, that understanding of the
clinical setting and context is very important. This perhaps
should be given some prominence in the actual
recommendations.
It should be noted that to explore the variation of treatment
effects across sub-populations, interaction analyses are very

2.1.1

p.11 Section 2.2.1

disease. Regardless of the topic it is very
relevant that the considerations are
transparently reported.
The following sentence has been added
to the summary: Evaluating the
applicability of the evidence is not a predefined formula. Depending on the topic
interpretation of the applicability may
vary.
Not accepted. This is considered out of
scope for this guideline. In the Model for
Rapid REA of pharmaceuticals it is
mentioned that ‘Assessments should
usually not evaluate and thus support
decisions about off-label use’.
See answer to comment 51.

Accepted. The suggested change has
been made
Accepted. The suggested change has
been made
Accepted. The suggested change has
been made
Comment acknowledged.

Comment acknowledged. The issue is
considered to be addressed well.

Access to individual data is a must for
both seeking for modulators of treatment
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likely to be more appropriate than subgroup analyses (formal
estimation of the difference in treatment effect between
subgroups, possibility to compare subgroups between
treatments and treatments between subgroups). While metaanalyses can be performed using aggregated data, subgroup
analyses do require individual-patient data. Here, the
potential role of the manufacturer may be of significant value.

effects and (almost the same) effect
model estimate. The point is mentioned is
the new version of the guideline.

‘… to determine applicability, determinants of the applicability
of…’ sound repetitive. Suggested rewording: Apart from
statistical methods to assess the applicability, determinants
of applicability of an RCT…
The point that separate issues may apply when considering
benefits or harms is an important one, and implies different
types and sources of data may be relevant to each. The
example is a good one and the issue (perhaps with the
example) could be brought forward to the Summary and
Recommendations.
Attention should be given to the fact that the use of the PICO
framework to every potential subgroup of patients might lead
to a multiplicity of comparators which will make it difficult to
derive statistically significant results. Evidentiary
requirements should be proportionate in order not to impede
development programmes.

Accepted. The suggested change has
been made

59

Osteba

Page 12, line 2

60

EuropaBio

Page 13, line 1-8

61

EFPIA

62

Novartis

Page 13, table 3,
comparators

If PICO is used for every potential subpopulation it ends up
with a situation that many different comparators may be
requested depending on age, gender, co morbidities etc. This
may make it impossible to provide the respective data.

63

Osteba

Page 14, line 7

Full stop missing at the end of the sentence.

Table 3

p.13, table 3

Comment acknowledged. It is a relevant
issue as expressed in recommendation 5.
However, we do no think it has to be
addressed separately in the summary
and elaborating on an example fits best in
section 2.2.2.
Comment acknowledged. We agree that
evidence should be interpreted as
appropriate. In general, for a rapid
assessment a clear target population is
defined. Hence the applicability
assessment will focus and limit it’s scope
to this target population.
Comment acknowledged.. We agree that
evidence should be interpreted as
appropriate. In general, for a rapid
assessment a clear target population is
defined. Hence the applicability
assessment will focus and limit it’s scope
to this target population.
Accepted, the suggested change has

35

Compilation of comments on 4th draft of guideline on Applicability of Evidence in the Context of a Relative Effectiveness Assessment of Pharmaceuticals

Organisation

Chapter

Page & Line
number

Comment / Suggestion of rewording

Response by author

SPECIFIC COMMENTS
64

RC CEE&PH

14/9; 15/last line

65

Osteba

Page 14, line 11

66

Osteba

67

EMA

3

Page 15, 1st
paragraph, 2nd
line
Pag 15 line 10
Pag 16 line 32

68

EFPIA

3

p.16, l. 6-8

[The term “effect size of effect modification’ is rather unclear,
we suggest to use the term ‘size of effect modification”]
Extra full stop.
Misprint. transposibility  transposability.

Suggested to add the following sentence: “In the case of rare
diseases this approach may need to be reconsidered due to
the challenge posed by the applicability of the small datasets
submitted for assessment.“ In general, special consideration
should be given to these issues when establishing the
applicability of the results. The Orphan Medicinal Designation
process and the Summary Report endorsed by the COMP
may offer further information regarding these concerns.

The implication needs to be carefully considered, in order not
to lead to additional evidentiary requests in the context of a
European REA.

been made
Accepted, the suggested change has
been made
Accepted, the suggested change has
been made
Accepted, the suggested change has
been made
Comment acknowledged. The following
sentence has been added to the
discussion and the recommendations
(recommendation 6):
It should be noted that evaluating the
applicability of the evidence is not a cookbook exercise. Depending on the topic
interpretation of the applicability may
vary. For example, for a rare disease
other considerations and requirements
may be relevant compared to a non-rare
disease. Regardless of the topic it is very
relevant that the considerations are
transparently reported.
The following sentence has been added
to the summary: Evaluating the
applicability of the evidence is not a cookbook exercise. Depending on the topic
interpretation of the applicability may
vary.
Comment acknowledged. We understand
the concern however, it may be
necessary for a member state to consider
specific elements that may not be
relevant for another member state.
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69

EuropaBio

Page 20-22

70

Osteba

71

Osteba

72

Osteba

73

Osteba

74

Osteba

75

EFPIA

Annex 2

Page 20, 2nd row,
3rd column
Page 20, 4th row,
3rd column
Page 20, 5th row,
last column
Page 21, 4th row,
3rd column
Page 21, 7th row,
3rd column
p.23-25, Annex 2

76

EFPIA

Annex 2

p.23, ‘effect
model’

The examples extracted from Atkins are excellent and
deserve prominence. Perhaps should be referred to explicitly
in the Summary and Recommendations.
’…13 the trial…’ What does this ‘13’ mean?

We agree, however the summary and
recommendation 5 already refer to the
table.
13 has been deleted

Warning from the word processor: Not defined marker.

Footnote has been restored

Warning from the word processor: Not defined marker.

Footnote has been restored

Warning from the word processor: Not defined marker.

Footnote has been restored

‘… dose study20 …’ What does this ‘20’ mean?

20 has been deleted

The annex provides some additional valuable information but
may be better structured.

Comment acknowledged. No change has
been made as the authors feel that the
Annexes are now structured in order of
relevance for doing the rapid assessment
(to accommodate assessors)
Indeed techniques and outcomes are not
the same when effect model estimate is
performed from aggregated or,
preferably, from individual data. The
following section has been added:
Techniques and outcomes are not the
same when effect model estimate is
obtained from aggregated or from
individual data. In the latter case, pooling
data from all the trials is even better than
working on a single data set. It allows
more precise estimates and more
relevant model validation. As a third
option, the effect model can be obtained
from simulation with a mathematical

We suggest differentiating effect models within a study, from
effect models across studies. For example, figures 1 and 2
refer to multiple studies whereas Figure 3 refers to patients
within one study.
For within-study models, please clarify whether an effect
model analysis differ from the pre-specified statistical
analysis of the trial in terms of statistical significance and size
of the effect?
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77

RC CEE&PH

23/Paragraph 5

[It is not clear what are Rt and Rc in case of individual patient
data. Some explanation is needed.]

78

RC CEE&PH

23/last line

Figures 2 / Figure 2

79

EFPIA

p.25, ‘multivariate
modelling’ &
annex

The annexe mentions that “alternatively, if meta-analysis
based on individual-patient data is generally more powerful in
terms of statistical unit, it rarely allows completeness and is
often limited by inadequate reporting”. This sentence does
not seem fully accurate as, by definition, individual-patient
data are the most complete source of information (includes

Annex 2

model of the disease and drug
interactions with the body. This allows to
taking into account patient descriptors
that are potential treatment effect
modulators that have not been measured
in clinical trials.
Although statistical tools are the same as
for multivariate statistical analysis of data,
in effect model estimate they are not
used with the same approach (adapted
analytical strategy).
With individual patient data, Rt and Rc
are probabilities (predictions) of outcome
rather than frequencies (observed). They
are obtained with appropriate statistical
modelling or mathematical modelling of
both the disease and the drug-body
interactions. The following sentence has
been added: When the effect model is
estimated from individual data (from a
single trials or pooled from all trials), the
Rc and Rt are obtained as prediction with
appropriate statistical techniques rather
than as frequency when aggregated data
from all trials are used.
Accepted, the suggested change has
been made
Comment acknowledged. The text will be
corrected. Actually, the problem is not
inaccurate reporting but that the collected
data are not relevant. Often, if not always,
collected data cannot explain all the
variance (to use the analogy with
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everything that was assessed during a given study).
In general, study-level meta-regressions do not seem to be
applicable in the context of a pre-launch (or immediate postlaunch) Rapid Assessment of REA. These methods are
typically helpful for Full Assessment of REA.
80

Osteba

81

Osteba

82

Osteba

83

Osteba

84

Osteba

85

Osteba

86

Osteba

87

Osteba

Page 25, 1st
paragraph on
multivariate
modeling, 7th line
Page 27,
paragraph on
results of
research, 1st line
Page 28, 4th
column, 2nd
paragraph
Page 28, 5th
column, 1st
paragraph
Page 28, 5th
column, last
paragraph
Page 28, 5th
column, last
paragraph
Page 28, last
column,
paragraph D
Page 30, 5th
column, 2nd
paragraph

ANOVA) because an inadequate
selection of variable to document during
the trial. This issue could be addressed
by prior modelling of the disease and the
treatment effect.

Misprint. scenarii  scenario

Accepted, the suggested change has
been made

Misprint. Methodoly  Methodology

Accepted, the suggested change has
been made

The word ‘generalizability’ should go in bold. Besides, for
consistency with the rest of the text ‘generalisability’ should
be used.
Misprint. eligability  eligibility

Accepted, the suggested change has
been made

Misprint. amd  and.

Accepted, the suggested change has
been made

Misprint. ypes  types.

Accepted, the suggested change has
been made

Misprint. Representativenes  Representativeness.

Accepted, the suggested change has
been made

Misprint. repsponse  response.

Accepted, the suggested change has
been made

Accepted, the suggested change has
been made
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88

Osteba

th

Page 30, 5
column, 3rd
paragraph

Misprint. teatment  treatment.

Accepted, the suggested change has
been made
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