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Appendix A: Feedback from Dedicated Reviewers

A STANDARDISED FORM FOR THE DEDICATED REVIEWERS
FOR REVIEWING THE ASSESSMENT

Abbreviations:
ZIN = Zorginstituut Nederland, The Netherlands
SMC = Scottish Medicine Consortium, Scotland (Section 3 + 4)
NOKC = Norwegian Knowledge Centre (Health Domain)
SAGEM = SAGEM HTA, Turkey
MoH Malta = Ministry of Health Malta (Tech Domain)
AETSA = Andalusian Agency for Health Technology Assessment
FIMEA = Finnish Medicines Agency (EFF Domain)
MoH Slovakia = Ministry of Health of the Slovak Republic
HAS = Haute Autorité de Santé, France
AIFA = Italian Medicine Agency
NHS = National Health Service Latvia
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1.1

Yes

Partly (please specify)

No (please
specify)

Other (please
specify)

Part I: Scope (see Chapter 1 of the pilot assessment)
1. Was there a need to deviate from the Project Plan (protocol) in
terms of clinical problem, population, intervention(s), comparison(s)
and outcome(s)? If the answer is NO, please move directly to the Part
II of the reviewer form.

SAGEM,
HAS: Yes

2. Was a rationale included for the deviation of the scope that was
proposed in the project plan?
SAGEM,
MoH
Slovakia,
HAS,
SNHTA: Yes

FIMEA: NMA was not
performed due to justified
reasons. Also some
evaluation tools were
adapted by authors.
MoH Slovakia: The
evidence did not allow
authors to pool studies
nor to conduct a network
meta-analysis

NOKC: No
deviations specified
in the assessment

SNHTA

MoH Malta, AETSA,
AIFA, NHS: No

ZIN:Network-analyses =
explained;
Outcomes = not all
outcomes (effectiveness)
are discussed in the report
FIMEA: NMA was not
performed due to justified
reasons. Also some
evaluation tools were
adapted by authors.

MoH Malta: N/A

Part II: Methods (see Appendix 1 of the pilot assessment and methodological guidelines:
1. If there was a need to deviate from the Project Plan (protocol) in
terms of methods used, is it described in the Method’s section of the
pilot?

Dec 2015

ZIN,
SAGEM,
MoH Malta,
FIMEA,
MoH
Slovakia,

AETSA: Next sentence is
not well understood.
“we did not use
assessment tools for
observational studies as
the tools were designed
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2. If there was no manufacturer’s submission file available or the
received submission file was incomplete, biased or outdated, did the
authors conduct a more detailed search?

3. Are inclusion/exclusion criteria for selection of the studies
described in appropriate detail?

4. Are the quality appraisal tools appropriate?

Dec 2015

Yes

Partly (please specify)

HAS, NHS,
SNHTA: Yes

for comparative studies”...

No (please
specify)

SAGEM,
MoH Malta,
MoH

Other (please
specify)

AIFA: The Authors stated
that on the base of nature
of available evidence
neither a classic nor a
network meta-analysis was
possible
FIMEA: The authors
performed a detailed
search. The role of MAH
submission file was not
clearly reported

SAGEM,
MoH Malta,
AETSA,
MoH
Slovakia,
HAS, NHS,
SNHTA: Yes

SAGEM,
MoH Malta,
FIMEA,
MoH
Slovakia,
HAS, NHS
SNHTA: Yes

WP5

AIFA: The Authors
conducted a search but
with some
methodological
limitations.
(see comments below)
ZIN: They are reported;
but it took me a while to
find them
AETSA: Detailed inclusion
and exclusion criteria are
not given in the section of
methodology. It could be
considered to add this
information in this section
of the report.

AIFA: The Authors
should report the
eligibility criteria for
the studies on the
PICO model

AETSA: Which tool was
used for observational

© EUnetHTA, 2015. Reproduction is authorised provided EUnetHTA is explicitly acknowledged
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5. Is the type/presentation of evidence (e.g. Meta analysis,
qualitative synthesis, GRADE) appropriate for this analysis?

Yes

Partly (please specify)

Slovakia,
HAS, NHS,
SNHTA: Yes

studies?

ZIN,
SAGEM,
MoH Malta,
MoH
Slovakia,
HAS, NHS,
SNHTA: Yes

6. Is the risk of bias sufficiently assessed, both on study level and on
an outcome level?

SAGEM,
MoH Malta,
AETSA,
MoH
Slovakia,
HAS, NHS,
SNHTA: Yes

7. Is the choice of study types appropriate to the population,
intervention(s), comparison(s) and outcome(s)?

ZIN,
SAGEM,
MoH Malta,

Dec 2015

No (please
specify)

Other (please
specify)
questionnaire that was
designed for RCTs?

AIFA: The quality of
appraisal tools are
appropriate but not well
applied nor described.

FIMEA: The authors
point out the problems
related to GRADE
approach since the bulk
of evidence was
consisted of non
comparative studies.
Furthermore, RoB was
applied in an adapted
way

AETSA: May be clearer
conclusions cannot be
drawn from the HTA
report as there are not
indirect comparisons

FIMEA: Applying
qualitative synthesis is
justified. The
presentation of the data
probably requires more
verbal input and
explanation of the
results

AIFA: The retrieved
evidence is not clearly
reported, in the methods
section, even in the
results.
ZIN: Cannot check. Risk of
bias tables are not easy to
find in the appendix.
Suggest making 1 figure
which includes all data of
all studies that are
included.

WP5

AIFA: The RoB is not
assessed
systematically
across the retrieved
studies
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6

EUnetHTA JA2

New pharmaceuticals for the treatment of chronic hepatitis C – Appendix: Feedback from Dedicated Reviewers and Public Consultation

Yes

Partly (please specify)

No (please
specify)

WP5

Other (please
specify)

AETSA,
FIMEA,
MoH
Slovakia,
HAS, AIFA,
NHS,
SNHTA: Yes
8. Are the types of studies to be included (randomised trials, quasirandomised trials or other designs) described?

ZIN,
SAGEM,
MoH Malta,
AETSA,
FIMEA,
MoH
Slovakia,
HAS, NHS,
SNHTA: Yes

AIFA: The Authors should
add more details in the
Methods section

9. If it was relevant to include data from indirect comparisons, is this
step justified and the methods of indirect comparisons sufficiently
described?

AIFA: The Authors
only stated that on
the base of nature
of available
evidence neither a
classic nor a
network metaanalysis was
possible without
any documented
justification.

SAGEM,
AETSA,
MoH
Slovakia,
NHS,
SNHTA: Yes

10. Are appropriate methods of measuring each outcome and
appropriate time points for measurement identified?

Dec 2015

SAGEM,
MoH Malta,
AETSA,
FIMEA,
MoH
Slovakia,
AIFA, NHS,

MoH Malta, HAS: N/A
FIMEA: NMA was
considered but the
evidence did not allow
pooling studies or to
conduct NMA

HAS: Not done for
progression of liver
fibrosis, incidence of
decompensated liver
disease, health-related
quality of life and
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Yes

Partly (please specify)

SNHTA: Yes

mortality

No (please
specify)

WP5

Other (please
specify)

11. Details on sources of information and literature search strategies provided?
Search strategy

Databases

Year range

Language restriction

Primary data

Other kind of information
resources

ZIN, SAGEM, MoH
Malta, AETSA, FIMEA,
MoH Slovakia, HAS,
NHS: Yes AIFA: Partly

ZIN, SAGEM, MoH
Malta, AETSA,FIMEA,
MoH Slovakia, HAS,
AIFA, NHS: Yes

ZIN, MoH Malta,
AETSA,FIMEA, MoH
Slovakia: Yes
HAS, AIFA, NHS: No

ZIN, FIMEA, HAS, NHS:
No
MoH Slovakia, AIFA:
Yes

SAGEM, MoH Malta,
AETSA, FIMEA, MoH
Slovakia, NHS: Yes
HAS: No
AIFA: Partly

ZIN: No
SAGEM, MoH Malta,
AETSA,FIMEA, MoH Slovakia,
HAS, AIFA, NHS: Yes

12. Information on basis for the assessment and interpretation of selected data and information?
Method of data extraction described?

Critical appraisal method (for quality assessment of
the literature) described?

ZIN, SAGEM, MoH Malta, AETSA, FIMEA, MoH
Slovakia, HAS, NHS: Yes
AIFA: Partly

ZIN, SAGEM, MoH Malta, AETSA, FIMEA, MoH
Slovakia, HAS, NHS: Yes
AIFA: Partly
Yes

13. Do you agree on the selection of the assessment elements and the justification for
not including specific elements?

14. If there was a need to deviate from the Project Plan in terms selection of
assessment elements, is the change justified?

Dec 2015

Method of data synthesis described?
ZIN, SAGEM, MoH Malta, FIMEA, MoH Slovakia, HAS:
Yes
AETSA: There is no qualitative synthesis nor metaanalysis
AIFA, NHS: No
Other (please
Partly (please
No (please
specify)
specify)
specify)

ZIN, SAGEM,
MoH Malta,
AETSA,
FIMEA, MoH
Slovakia,
HAS, AIFA,
NHS, SNHTA:
Yes
ZIN, SAGEM,
MoH

AETSA: There could
be a more

© EUnetHTA, 2015. Reproduction is authorised provided EUnetHTA is explicitly acknowledged
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Slovakia,
HAS, SNHTA:
Yes

extended
explanation about
not using NMA for
interferon free
combinations

WP5

deviation from
the Project Plan
in terms of
selection of
assessment
elements

Part III: Description of the evidence (see appendix 1 of the pilot assessment)
1. Do you agree on the data extracted from the included
studies? Characteristics of the randomized controlled
studies and Table [X].

SMC, SAGEM, MoH
Malta, MoH Slovakia,
HAS, NHS, SNHTA: Yes
FIMEA: We agree but it
would be impossible to
check the tables
completely for errors
within the timeframe

AETSA: All the data
extraction should be
standardized. In some
cases, the raw tables
from the publications
can be found in the
appendix
AIFA: Please see the
specific comments
below.

2. Do you agree on the risk of bias tables?

SMC: Not included
SAGEM, SNHTA, MoH
Malta, MoH Slovakia,
HAS, NHS: Yes

3. Do you agree on the applicability tables?

Dec 2015

SMC: Not included

SNHTA.

AIFA: The risk of
bias tables are
poorly readable. In
some cases they are
missing.

FIMEA: Body of
evidence includes
mostly other study
types than RCTs. We
are not quite
convinced that these
other study types
should be assessed at
all using RoB. At least
the outcome of the
RoB assessment is
not very useful for
example with singlearm studies

AIFA: The tables are

ZIN: The table is
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SAGEM, MoH Malta,
MoH Slovakia, HAS,
NHS: Yes

FIMEA: These are useful
tables but no
applicability evaluation is
included. This is
understandable since
applicability is partly a
national issue but some
comments on the
applicability of the
evidence would be
appreciated.

missing

WP5

empty.
AETSA: They have to
be done

Part IV: Results (See Domain Reports of the pilot assessment)
Health problem and current use of the technology
1. Does the section describe the health issue including
incidence and prevalence, how it occurs, who is affected
(including high-risk groups, vulnerable/disadvantaged
populations, where it occurs, how it is diagnosed, symptoms
and consequences)?

NOKC, ZIN, SAGEM,
MoH Slovakia, HAS,
NHS, SNHTA: Yes

AIFA: Please see
comments below

FIMEA: We did not
review this domain.

2. Are the supporting references current?

NOKC, ZIN, SAGEM,
MoH Slovakia, HAS,
NHS, SNHTA: Yes

AIFA: Please see
comments below

FIMEA: We did not
review this domain.

3. Do the supporting references provide an international
picture of the problem?

NOKC, ZIN, SAGEM,
MoH Slovakia, HAS,
NHS, SNHTA: Yes

AIFA: Please see
comments below

FIMEA: We did not
review this domain.

Description and technical characteristics of the technology
4. Does the section describe the intervention under review
including how it works and how it may have an impact on
potential recipients?

Dec 2015

SAGEM, MoH Malta,
AETSA, MoH Slovakia,
HAS, AIFA, NHS,
SNHTA: Yes

ZIN: Insufficient data on
duration of use
Please see on p.19, 21,
23, 26, 27, 29, 32, 34,
37, 40, 42, 44, 46, 47,
App.1: Recommended
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duration of treatment
SMC: Some additional
detail/consistency
required (see comment
below)
Data is sufficient for
our purpose.
5. Does the section describe the comparator(s) under review
including how it works and how it may have an impact on
potential recipients?

6. Are the supporting references current and do they provide
an international picture of the problem?

SAGEM, MoH Malta,
AETSA, MoH Slovakia,
HAS, AIFA, NHS,
SNHTA: Yes

ZIN: Insufficient data on
duration of use
SMC: Some additional
detail/consistency
required (see comment
below)

ZIN, SAGEM, MoH
Malta, AETSA, MoH
Slovakia, HAS, AIFA,
NHS, SNHTA: Yes

FIMEA: We did not
review this domain.

FIMEA: We did not
review this domain.

Safety and effectiveness
7. Is the risk of bias clearly reported?

ZIN: it would help if all
data was in one table.

SAGEM, AETSA, MoH
Slovakia, HAS, NHS,
SNHTA: Yes

FIMEA: Some overall
summary comments on
risk of bias could be
added to clinical
effectiveness domain
AIFA: Risk of bias and
quality of studies are
partially reported in the
discussion. However
some relevant limitations
of the included studies

Dec 2015
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are not addressed.
8. Is quality of data sufficiently evaluated?

AETSA: Some tables bias
risk assessment are
incomplete (Tables A41,
A44, A51)

SAGEM, MoH Slovakia,
HAS, NHS, SNHTA: Yes

FIMEA: There are some
limitations in GRADE
approach in this case
since non-comparative
evidence is extensively
included. These
limitations were
mentioned in the report.
A summary of grade
approach was presented.
However, we remain
unaware of the outcome
of this exercise
AIFA: See the previous
comment (point n.7)

9. Are both relative and absolute effect measures presented
for each dichotomous outcome?

ZIN, AETSA: Not
applicable
SAGEM, MoH Slovakia,
AIFA, SNHTA: Yes

10. Are continuous data reported according to appropriate
statistics (e.g. ‘standardised mean difference’ or ‘weighted
mean difference’)?
11. In case of time-to event analysis, are hazard ratios (HR)

Dec 2015

HAS: Partly for RR

FIMEA: These were
reported whenever
meaningful. However,
mostly descriptive
data were presented
for justified reasons

SAGEM, MoH Slovakia,
SNHTA: Yes

ZIN, AETSA, FIMEA,
AIFA: Not applicable

SAGEM, MoH Slovakia,

ZIN, AETSA, FIMEA,
HAS, AIFA: Not
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and ratios of medians presented

applicable

SNHTA: Yes

12. Are measures of the precision of the effect estimates
presented or, in case of absence of this essential
information, is this fact reported
13. Is frequency of adverse events, frequency of occurrence,
relative risk or number needed to harm (NNH) presented for
the safety data

WP5

ZIN, SAGEM, AETSA,
FIMEA, MoH Slovakia,
HAS, AIFA. NHS,
SNHTA: Yes
HAS: Partly for RR and
not for NNH
ZIN, SAGEM, MoH
Slovakia, SNHTA: Yes

FIMEA: We did not
review safety domain

AIFA: See comments
below
NHS: No NNH presented

14. In case where adverse events are incorporated in utility
values of quality of life, is the source of quantification
accessible?

SAGEM, MoH Slovakia:
Yes

15. Do you agree that the results of this REA do not contain
any errors or deficiencies?

HAS: Impact on
quality of life not
discussed (impact
on extra-hepatic
manifestations)

SAGEM, MoH Slovakia,
NHS: Yes

Dec 2015

NHS, SNHTA: No

AIFA: The Clinical
Effectiveness
domain reported is
not suitable and
does not fit with the
EUnetHTA
Assessment
template. The
present report on
clinical
effectiveness is
restricted to be a
list of tables
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ZIN, HAS, AIFA: Not
applicable
FIMEA: We did not
review safety domain
ZIN: Cannot check
due to the limited
time to review this
document; not all
information is
available
AETSA: Although it is
said that “indirect
comparison of
treatment arms using
individual data fell
out of the scope of
this study”,
maybe it could have
been desirable to
obtain indirect
comparisons or to
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summarizing results
from different
studies and
different treatment
strategies.

WP5

consider the new
CADTH report´s
methodology in order
to obtain clearer
conclusions
FIMEA: Unfortunately
we do not know.
However, we rely on
the authors
performance on this
issue
SNHTA.

16. If applicable, was the transformation of the surrogate
outcomes into patient-relevant final outcomes considered?
ZIN, SAGEM, MoH
Slovakia, HAS, SNHTA:
Yes

AIFA: In the discussion,
the Authors tried to
assess the issue of
clinically relevant
outcomes, however the
discussion mainly
focused on the IFN-based
therapies.

ZIN: Only for SVR12
FIMEA: N/A

General
17. Do you agree that the data extracted are relevant to the
research questions formulated in the beginning and that
analysed and synthesised data still answer the question?

ZIN: Data is missing
(only SVR 12 is report in
the effectives domain)

SAGEM, MoH Slovakia,
HAS, NHS, SNHTA: Yes

Dec 2015

FIMEA: Clinical
effectiveness domain
focused on SVR
outcomes. Assessment
elements and PICO
points out other
important outcomes as
well, such as QoL etc.
These were not
extensively covered in
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would have been able
to obtain more
certain or ultimate
conclusions
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the report.
AIFA: Please see
comments below
18. Can the results be applied to the intended population?

ZIN, SAGEM, AETSA,
MoH Slovakia, HAS,
NHS: Yes

FIMEA: Results provides
a framework for applying
these to the intended
population. However, the
reader would benefit
from more conclusive
summaries of the results

SNHTA.

AIFA: Please see
comments below
19. Is the assessment sufficiently transparent and evidence
(‘facts’) distinguished from judgements (including values
and preferences)?

SAGEM, AETSA, FIMEA,
MoH Slovakia, HAS,
NHS, SNHTA: Yes

AIFA: Please see
comments below

ZIN: Not sure yet;
there is no summary

Part V: Summary of Relative Effectiveness
1. Does the summary present a balanced representation of
the content of the report?
2. Does the discussion of the summary clearly address the
uncertainty in the available evidence, the evidence gaps and
the applicability of the evidence?

ZIN, AETSA, AIFA,
FIMEA: No summary
available

SAGEM, MoH Slovakia,
HAS, SNHTA: Yes

ZIN, FIMEA, AIFA: No
summary available

SAGEM, MoH Slovakia,
HAS, SNHTA: Yes

AETSA: Evidence gaps
and applicability are
missing

Part VI: Other Considerations
1. Have all relevant ethical, organisational, social and legal
aspects been considered? (See Appendix 3 of the Pilot
assessment)

Dec 2015

SAGEM, MoH Malta,
AETSA, MoH Slovakia,
HAS: Yes

SNHTA.

ZIN: Not applicable

AIFA: Please see
comments below

FIMEA: We did not
review this part.
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FURTHER GENERAL AND SPECIFIC COMMENTS FOR THE AUTHOR

Page

Line/Section

Comment
from

Comments

Comments from the author

General

NHS

No consistency in abbreviation for medications: Simeprevir as SIM and SMV, pegylated
interferon and ribavirin as PR and Peg‐INF/RBV, Ribavirin as R and RBV etc.

The second document includes a list of abbreviations,
and congruency will be checked in the final version.

General
comment on
the whole
document

AIFA

The assessment report received seems to be at an early stage of development. The
document needs to be completed and partly re‐arranged in a more harmonized and
readable way.

The second version has been rearranged, and more
consistency between the domains has been created.

In addition, we suggest to:




check the figures‘ titles for suitability throughout the document
harmonize the reporting of the research question tables across the domains
report the research question also in the results. Please add the element ID as a
reference also in the main text.
 check the completeness of the tables included in Appendixes (including
numeration)
 add the sources used and abbreviations for all tables reported in the document.
 standardize and harmonize the tables on the basis of the reported information
 add a reference in the text for each table included in the main document and in
the Appendixes.
Check all the references both in the text and the list at the end of document.
General
comment

FIMEA

We appreciate a huge amount of effort put into this project by authors. We considered
mostly the clinical effectiveness domain in our review.

Table titles and numbers have been checked for in the
main report. Both the main document and the appendix
have now more congruent layout, and references have
been added in relevant places.

The second version now includes a summary section.

Overall, the report is very complete from the point of view of data related to SVR
responses. However, other clinical aspects are only shortly covered (if at all). The current
version of the report unfortunately did not include summary section. This is
understandable due to huge work load. The lack of summary section made also the
review somehow difficult since we did not get a clear picture of the final outcome of this
assessment. We emphasize authors to put extensive effort to summary section. The
summary should be clear and straightforward. Comprehensive and straightforward

Dec 2015
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summary section could also help in case of national adaptations of this REA.
General
comment

FIMEA

Overall, the report is inclusive (from certain aspects) and includes massive amounts of
By layouting and rearranging the document we have
detailed information. This can be useful and it may be even required to include all of this hopefully increased its readability (e.g. table of contents
by some agencies. However, the report would benefit from more reader friendly
is included, congruency between the tables).
approach.

General
comment

FIMEA

It remains unclear to us, what was the role of the material submitted by MAHs, if any?
This should be clarified in the report.

We received only material from one MAH, we explained
this in the text.

All

NOKC

There are of course parts that are well formulated, consice and well done.
Unfortunately, as in most peer‐review I don’t comment on them.

Thank you for this positive feedback.

NOKC

Use of references: at least in Assessment template strand A v1.2 it is suggested that
The second version contains an updated reference list
references should be in a numbered format ex (1). So sentences like „While in [Cornberg and a more congruent format.
2011], a prevalence rate of 5.2% in adult population is reported.” will be hard to
understand. Suggested rewrite: Cornberg and co‐workers report a prevalence rate of
5.2% in adult population (1).

All sections

NOKC

I lack (or have overlooked) a short descripion of compensated cirrhosis and its
diagnosis.

Please consider A0004 and Appendix 5.

General

SMC

Throughout the document although abbreviations (eg European Medicines Agency
[EMA]) are included they are not used subsequently. Consider using abbreviations
throughout once they have been defined the first time.

This second version contains a list of abbreviations. In
the final version the use of abbrevations will be
improved.

General

SMC

Need consistency in the way decimal point is indicated (in document comma (,) and
fullstop (.) are used).

Medical editors will fix this issue in the second version.

General

SMC

Consistency in abbreviations for peginterferon and ribavirin; PegIFN and RBV or PR)

The second document includes a list of abbreviations,
and congruency will be checked for in the final version.

All section

Ex p53 line 30‐
31

all

‐

ZIN

I wonder whether the standard lay‐out of the rapid REA reports is sufficient for this
report. In my opinion the reports consists of too much information that is not critical for
the assessment. I would suggest adding more data in the appendix (specific suggestions
are written below).

For this second version, we appraised the available
information and moved non‐critical tables to the
appendix.

all

‐

ZIN

Suggest combining the data in the report of dasabuvir with Viekirax®. Reason =

We have decided to keep them separate because of

Dec 2015
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title

ZIN

WP5

dasabuvir is approved in combination with Viekirax®.

separate market authorizations.

Suggest: changing the title in “Rapid … assessment of recently marketed
pharmaceuticals…”

Our focus is on pharmaceuticals that have recently
received market authorization. However, we have not
adapted the title.

Otherwise is it possible to add the drug that is currently being reviewed by EMA
(Grazoprevir / elbasvir)?
B0010

(Lines 11‐ 18)

NHS

Information mostly related to previous section C0005 about susceptible patient groups,
concomitant use of other medicines or co‐ infections or decreased functions

In the second version this information has been updated
and data on risk of management plans can be found in
the appendix.

4

Table of
contents, line
20

AETSA

Typo: “technical characteristics of technology” instead of “technical characteristics of
THE technology”.

This second version has been edited by medical editors.

8

PICO table

FIMEA

“Sofosbuvir is a uridine nucleotide analogue that inhibits HCV nonstructural protein (NS)
5B RNA‐dependent RNA polymerase, preventing viral replication. Genotypes: 1 to 6.
Sofosbuvir is administered orally»

To be complete we have kept the information in the
PICO.

All these details could be removed from here and presented at domain 3 to make the
PICO table shorter and more readable.
9 + 10

‐

ZIN

What I miss in the document is a good overview of the comparator(s) for the different
genotypes.

In next and final version these data were provided in
main document and appendix.

10

‐

ZIN

In the effectiveness domain; only data SVR12 is reported. No rational is provided for this
deviation

In the second version the argumentation has been
expanded and information is added in a separate
paragraph.

11

‐

ZIN

What do the authors mean with the term “prospective uncontrolled trials”? Is this a
single‐armed trial? Could the authors clarify the term?

Yes, exactly.

11

‐

ZIN

In the scope it is not mentioned that the authors wanted to conduct a (network) meta‐
analysis.

In the final version this is mentioned in the methods and
summary section.

11

Study design

AETSA

Specify also systematics reviews, meta analyses and HTA

No change, abbreviations are included in abbreviation
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list.
12

2.2 Search

AETSA

Specify the date of search here, rather than in the Appendix.

This information has been added in section 2.2.

12

2.2 Search

AETSA

Detailed inclusion and exclusion criteria are not given in the section of methodology. It
could be considered to add this information in this section of the report.

In the appendix detailed information on the search
strategy can be found.

12

2.4 Quality
rating of
studies

AETSA

There is no assessment tool for observational studies.

We explained this in the final version.

12

3

AIFA

The table is not clear. It is not specified who is the author of ethical, organisational,
social and legal domains.

In this second version, A. Gemelli was responsible for
chapter 7 the checklist.

Please detail better the distribution of the work among participants.
12

5

AIFA

We suggest to indicate what kind of source of information the Authors searched for the
assessment for example bibliographical search, European Public Assessment Report
(EPAR), Summary of Product Characteristics (SmPC), etcetera...

In the appendix detailed information on the search
strategy can be found.

12

5

AIFA

We suggest to add more details to the section “Methods and Evidence included” (in
particular for the search strategy and selection process). In order to do this consider to
add:

This section has been updated and expanded in the
second version, given the size of the search strategy and
selection process we have decided to place some
information in the appendix.



12

Dec 2015

5

AIFA

keywords or MeSH terms (including limits possibly) used to perform the
bibliographical search
 the range of publication dates (from year XXXX to year YYYY) for each database
 a list of inclusion/exclusion criteria for the studies in both text and flow‐chart
(Figure 1) in order to gather better information on the selection process of the
studies (n. of studied excluded for which reason according to PRISMA diagram).
 specify the other sources of information searched for additional records, e.g.
Google Scholar.
 search other clinical trial registers, including the EU Clinical Trials Register,
ClinicalTrials.gov, and the International Standard Randomized Controlled Trial
Number Register (ISRCTN).
A brief description of the results of the performed searches for the evidence to be
included in the assessment should be provided.

Given the size of the searches we have decided to put
most of the information (such as ongoing studies) in the
appendix instead of the main text. The trial registry
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Please add a section with the description of the main results of bibliographical search
and selection process in terms of number of clinical trials and systematic review or
meta‐analysis retrieved. Please add a table with the main characteristics of the studies
included in the qualitative synthesis (as reported in the EUnetHTA assessment
template).

WP5

search provides an overview of this.

A description of ongoing studies should be added too (for more information you can add
a reference to the table “List of ongoing and planned studies” included in the Appendix
1).
13

Figure 1. Flow
chart

AIFA

Please add more details to selection process (as described by PRISMA diagram). What do We did an update, as explained, and integrated the
you mean with the sentence “On 2 studies in transplant patients will be reported after
results in the report.
the first update”?

13

figure 2.3

ZIN

There could be a more extensive explanation about not using NMA for interferon free We understand that it would suit everybody if a NMA
was done and that it would make the reporting much
combinations.
easier and make everybody happy.
For example, CADTH HTA report (see draft for consultation, July 2015:
https://www.cadth.ca/sites/default/files/pdf/TR0008_Hep_C_Clinical_Report_Draft.pdf) We maintain however the position that lack of a
has performed NMA. They have also made adjustments to conventional NMA common comparator makes an NMA impossible or at
least very unsafe. Innovative approaches, such as
methodology in order to incorporate the single arm evidence.
selecting arms based on similarities in identified
We think it would be difficult to make conclusions if no NMA are performed.
confounding factors, using individual‐based data to
adjust for confounders, or a mix of these approaches,
artificially create randomised controlled trials out of
what in reality are only single arm trials. This violates
the basic ideas and assumptions underpinning network
analysis ‒ a recent methodology where the results of
different RCTs, where all biases are addressed by the
randomisation procedure, are combined, using the
assumption that both intervention and control arms are
sufficiently similar to have an acceptable transferability
(transitivity in the NMA jargon) of the treatment effects
over the study arms.
What CDATH in their NMA essentially does is creating
virtual studies, based on expert opinion, as described
here, by themselves:
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‘Based on clinical experts’ advice, comprehensive
baseline characteristics including previous treatment
experience, previous response type, METAVIR score,
cirrhosis status, baseline viral load, liver transplant,
IL28B, genotype, HIV, renal function, age and male sex
were considered when matching a comparator arm from
the randomized studies to an arm from single‐arm
studies. A summary score of baseline characteristics was
derived for treatment‐experienced and naive patients
separately using a scoring scheme (Table 4). Based on
discussions with the clinical experts, weights of 100%,
50%, and 10% were assigned to each baseline variable in
the summary score according to the high, moderate and
low clinical importance for matching on the baseline
variable.
For each subgroup network analysis, a comparator arm
from the included randomized studies with the closest
summary score of baseline characteristics was selected
for an arm from single‐arm studies to create a virtual
study.’
The matching criteria are very crude, we already stratify
for most of them, and for some there is not even proof
that they actually are associated with the outcome. PR
48, Pegylated interferon + ribavirin, the control arm
finally chosen in most analyses, is much longer, with
more side effects, and requires much more motivation
to complete. It is likely that this leads to selection biases
that cannot be solved by adjusting for measured
confounders and the judgement that this is a suitable
comparison arm for turning a single arm study into an
virtal RCT, based on a self‐created and not validated
summary score is highly speculative at best.
The added value of this expert opinion based NMA, to
simply looking at the the single arms, is limited, and
hides the real uncertainties and biases in a cloud of fancy
statistics. The method is not described neither in the
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Cochrane nor the EUneTHA guidance and is highly
debatable, untested and unsafe.
13

10

ZIN

Misspelling of the word EUnetHTA.

The second version has been edited by medical editors.

13‐14

Paragraph 2.4

AIFA

The paragraph doesn’t seem consistent with what reported as results in the Appendix 1.

We provided RoB tables for each evidence table.

Although an adaptation of RoB is necessary on the base of the available evidence, all
retrieved studies should be assessed for the quality rating.
If studies’design is heterogeneous and no quantitative synthesis is possible, then a less
detailed quality assessment can nevertheless serves the purposes of illustrating the
heterogeneity and informing interpretation of the findings of the review. This approach
forces the reviewer to be systematic in their study assessments and attempts to ensure
that quality judgements are made in the most objective manner possible. (Higgins JPT
and Sally Green S, Cochrane Handbook for Systematic Reviews of Interventions, Version
5.1.0updated March 2011). The Grade approach paragraph (lines 19‐24) should be
integrated with the first paragraph on Quality rating of the studies.
14

27‐32

AIFA

You should say: “We only used a systematic review for interferon included in a recent
HTA report…”. Is the quality assessment through Amstar tool performed by the Authors
of the HTA report?

In the final version this has been reformulated and
quality assessment through Amstar toll was performed.

14

GRADE

AETSA

If, finally, grade methodology is not used, it could be eliminated from the appendix 4.

We explained the problems that arise using GRADE in
this specific context. In order to better understand this a
short summary of the whole approach is useful.

14

22‐24

ZIN

Suggest deleting this sentence. GRADE is good for transparency reason. How you deal
with low level of evidence is not a limitation of GRADE. It supposes to makes policy
makers aware of the amount of evidence that is available for a reimbursement decision
and the confidence. The grading system does not degrade lower level evidence when
deciding recommendations if the results are consistent.

We gave a more extensive explanation on GRADE and
the problems that arise when you try to use it in this
specific context.

AIFA

We believe that safety information should be deleted because not related to the
content.

d

Dec 2015

We disagree and the data is not deleted. The additional
information is not relevant. For the route and method of
administration please see tables 3.2.1. and 3.2.2, and
We suggest to delete the following information reported in the tables (summary data on Appendix 1.
technology according to the EMA), even in the text (see EUnetHTA assessment
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template):
 Contraindications
 SAEs
 Special warnings and precautions
And add
 Description of packaging
 Total volume contained in packaging for sale
 Route and method of administration
Please cite in the text the number of the related tables for each technology.
15

3.1

NHS

Research question A0020 ‐ suggestion after the word "....simeprevir” add "and
comparators“ received marketing authorisation.

We have adapted this sentence.

15‐50

Domain
“Description
and technical
characteristics
of technology“

AETSA

Too long. We suggest summarizing the element B0001.

We disagree, therefore, the data is not deleted.

15‐50

Domain
“Description
and technical
characteristics
of technology“

AETSA

For all the drugs it is said: “ further details on administration and dosing, according to
the EMA could be found in Appendix 1“.

We decided to keep the information to provide a wider
insight.

15‐50

Domain
“Description
and technical
characteristics
of technology“

AETSA

For questions B0001 and A0020, which criteria has been follow for the order of
exposition of the different drugs?

Following research and assessment element questions,
and timelines of marketing authorisation.

15

12

SMC

Describe the combination products consistently throughout the document

This has been corrected.

We think it is not neccesary to add more info about that.
Also,“ detailes“ is misspelled.

eg sofosbuvir + ledipasvir; ombitasvir + paritaprevir + ritonavir

Dec 2015

© EUnetHTA, 2015. Reproduction is authorised provided EUnetHTA is explicitly acknowledged

23

EUnetHTA JA2

New pharmaceuticals for the treatment of chronic hepatitis C – Appendix: Feedback from Dedicated Reviewers and Public Consultation

WP5

(and not ombitasvir, paritaprevir, ritonavir)
15

15

SMC

I am not clear whether this sentence refers to the approach for the REA. I would
recommend not uisng compare as it suggests a comparison rather than presenting
results for each treatment.

This sentence has been reformulated in the final version.

Suggest changing to:
The REA aimed to present SVR12 data for these new treatment options are compared to
the options that have been are longer on the market (peginterferon alfa‐2a,
peginterferon alfa‐2b, ribavirin, telaprevir, boceprevir) (Table 3.2.2) but was also aim to
compare to each other.
16

Table 3.2.1

AETSA

ATC code ombitasvir/paritaprevir/ritonavir is J05AX67

This has been adapted.

16

Table 3.2.1

AETSA

ATC code dasabuvir is J05AX16

This has been adapted.

16+17

tables

ZIN

My suggestions would be to move tables 3.2.1 and 3.2.2 to the appendix.

We will keep it here in several questions above Route of
administration were needed.

16

Table 3.2.1.
and Table
3.2.2.

AIFA

Under the active substance the authors should report the chemical nomenclature (not
the non‐proprietary name again).

We will delete this row.

For Sovaldi please see section 2.2.2 of the CHMP Assessment report
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_‐
_Public_assessment_report/human/002798/WC500160600.pdf
17

Table 3.2.2.

AIFA

Peg‐interferon alfa‐2a column, Pharmaceutical Form row: Please add the route of
administration for the 135 µg or 180 µg solution for injection.

This has been adapted.

18

18–26

FIMEA

Please consider moving this info to safety.

We decided not to move.

18

23

SMC

Are these data referring to a particular study? If so, then should the study be
summarised before presenting these specfic data?

Data from the studies was deleted in the next versions of
the text.

18 to 48

‐

ZIN

In this section data is included on effectiveness and safety of hep C drugs (data from
SPC). My suggestions would be to delete this data and incorporate it in sections 5
(clinical effectiveness) and 6 (safety).

Some of the information has been deleted.
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ZIN

WP5

Mostly accepted.
I wonder whether all information in the tables are critical for the assessment. E.g. ATC‐
codes. And SAEs could be discussed in section 6 (safety). Is it possible to add the relevant
information in the text and put these tables in the appendix?
Furthermore, I would only use generic (not brand) names.

18 to 48

‐

ZIN

I would prefer to have one table with all relevant information on the recommended
duration of treatment per genotypes. (which is currently in section 4). Only data of the
comparators need to be added.

Duration of treatment is not a key parameter for
choosing one of these drugs.
We decided to keep data as such; in new revised
versions data on treatment durations are clearly visible,
especially in assessment element A0020.

19

2

SMC

Summary data tables (3.2.3 etc)

This has been adapted, and clearly visible through the
text.

Under approved indication should the full indication be included here (rather than Yes)?
19

19

2

SMC

2

Consider adding recent EMA advice concerning avoidance of certain hepatitis C
medicines and amiodarone together.
SMC + AIFA Table 3.2.3

Table 3.2.3

Table 3.2.3

This information has been added to the final report

The table numbering and references have been checked
and adapted if needed.

under adult dosing there is reference to table 1: I am not clear what table this is.

20

14

SMC

Are these data referring to a particular study? If so, then should the study be
summarised before presenting these specfic data?

Not, but this is deleted.

19‐21

‐

ZIN

Would it be possible to discuss the data of sofosbuvir before sofoabuvir/ledipasvir?

Yes, changed.

22

2

FIMEA

“Daclatasvir is a first class direct acting antiviral agent”

“in” missed, so, first in class.

What does this mean?
22

11–20

FIMEA

Please consider moving this info to safety.

Please see above; data from the studies was deleted in
the next versions of the text.

23

2

SMC

Table 3.2.5

This information has been added to the final report.

Dec 2015

© EUnetHTA, 2015. Reproduction is authorised provided EUnetHTA is explicitly acknowledged

25

EUnetHTA JA2

New pharmaceuticals for the treatment of chronic hepatitis C – Appendix: Feedback from Dedicated Reviewers and Public Consultation

WP5

Consider adding recent EMA advice concerning avoidance of certain hepatitis C
medicines and amiodarone together.
23

2

SMC

Table 3.2.5

Information has been added.

Under recommended duration of treatment, I suggest the following amendment to
improve consistency:
12‐24 weeks depending on patient population and viral genotype.
24

12

SMC

I suggest the following amendment for clarification:

Has been added.

Ombitasvir/paritaprevir/ritonavir are administered in combination with dasabuvir or
ribavirin or in combination with both dasabuvir and ribavirin depending on genotype
and presence/absence of cirrhosis.
24

16

SMC

Are these data referring to a particular study? If so, then should the study be
summarised before presenting these specfic data?

Not, but this is deleted.

24

13–23

FIMEA

Please consider moving this info to safety.

Data from the studies was deleted in the next versions of
the text.

25

Table 3.2.6.

NHS

Whereas Viekirax contain ritonavir it should be emphasize special warning and
Not all data could be listed, but SmPC should be used
precautions for use regarding patients with HIV‐coinfection ‐ Low dose ritonavir, which is instead.
part of the fixed dose combination Viekirax, may select for PI resistance in HIV co‐
infected patients without ongoing antiretroviral therapy. HIV co‐infected patients
without suppressive antiretroviral therapy should not be treated with Viekirax.
SPC http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_‐
_Product_Information/human/003839/WC500183997.pdf

26
26

17‐26

FIMEA

Please consider moving this info to safety.

Please see above.

SMC

Table 3.2.6

Revision was made.

Missing information after this sentence:
Co‐administration with other direct‐acting antivirals against HCV (other than dasabuvir
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and/or ribavirin); ?
26

12

SMC

I suggest the following addition to improve consistency:

Accepted.

Dasabuvir is administered in combination with ombitasvir + paritaprevir + ritonavir.
28

SMC

Table 3.2.8

Please see assessment element A0020.

This table is helpful; consider including similar tables for other medicines to provide
clear information in treatment and duration.
29

SMC

Table 3.2.9

For all pharmaceuticals under assessment the most
recent SmPC was used for update in final version.

Adult dosing and recommended duration of treatment is incorrect.
Treatment duration should be 12‐ 48 weeks, depending on treatment regimen and
patient population.
29

Table 3.2.9

AETSA

Recommended duration of treatment, add: “depending on patient population”.

This information has been added.

30

Line 13

NHS

Peginterferon alfa 2a can be used as monotherapy, bitherapy with ribavirin or triple
therapy (with ribavirin and telaprevir or simeprevir or sofosbuvir). In line 13 mentioned
only monotherapy and bitherapy.

Has been added.

SMC

Tables 3.2.10, 3.2.11, 3.2.12, 3.2.13 and 3.2.14

We made some revision, but this is specific for each
pharmaceutical and some of comparators need more
details.

32

The information included under recommended duration treatment is more detailed in
the comparator tables than for previous tables. Consider changing to improve
consistency.
32

Table 3.2.10.

NHS

Changes in recommended duration of treatment taking into account

For all pharmaceuticals under assessment the most
recent SmPC was used for update in final version.

triple therapy (adding telaprevir, simeprevir, sofosbuvir)
32

Dec 2015

Line 21

NHS

Peginterferon alfa 2b can be used as monotherapy, bitherapy with ribavirin or triple
therapy (with ribavirin and boceprevir or simeprevir). In line 13 mentioned only
monotherapy, bitherapy.and only triple therapy with boceprevir.

Corrected.
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35

Table 3.2.11.

NHS

Changes in recommended duration of treatment taking into account triple therapy
(adding simeprevir).

35

Lines 21‐23
and Lines 31‐
32

NHS

Add telaprevir, simeprevir, sofusbovir, daclatasvir, Viekirax, dasabuvir regarding patients Corrected.
population

37

Table 3.2.12

NHS

Please add telaprevir, simeprevir, sofosbuvir, , daclatasvir, Viekirax, dasabuvir dosages in For all pharmaceuticals under assessment the most
„Adult dosing“ and triple therapy duration in „Recommended duration of treatment“
recent SmPC was used for update in final version.

SMC

Table 3.2.15 / 3.2.16 /3.2.17 / 3.2.19

42

For all pharmaceuticals under assessment the most
recent SmPC was used for update in final version.

This has been adapted.

Proprietary names are used; consider using generic name for consistency.
44

Table 3.2.17

AETSA

Add: “Genotype 1 or 4 compensated cirrhosis”/”Daklinza+sofosbuvir”/”24 weeks.
Shortening treatment to 12 weeks....”

For all pharmaceuticals under assessment the most
recent SmPC was used for update in final version.

45

23

SMC

Consider adding the following sentence for consistency:

For all pharmaceuticals under assessment the most
recent SmPC was used for update in final version. This is
now visible through text.

Ombitasvir/paritaprevir/ritonavir should be used in combination with other medicinal
products.
46

SMC

Table 3.2.18

This has been adapted.

Proprietary names are used; consider using generic name for consistency.
47

Tabla 3.2.19

AETSA

It is not well understood.

For all pharmaceuticals under assessment the most
recent SmPC was used for update in final version.

Add treatment‐naïve patients as candidates for treatment with Olysio + sofosbuvir (+/‐
ribavirin).
47

SMC

Consider adding the following sentence for consistency:
Simeprevir should be used in combination with other medicinal products.

48

Dec 2015

31‐33

AIFA

We suggest to replace “claimed benefit” with “expected benefit”, due to the lack of
manufacturer’s submission file.

For all pharmaceuticals under assessment the most
recent SmPC was used for update in final version. This is
now visible through text.
We have adapted this.
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48

34‐45

AIFA

The answer is not complete because it addresses only the claimed benefit of the direct
acting antivirals (DAAs) in comparison to the comparators but not that in comparison to
each other.

This information is not available due the lack of head to
head data.

48

38/3.2

HAS

We propose “8, 12 or 24 weeks” instead of “12 or 24 weeks”

This is written in line with marketing authorization data.

49

31

AIFA

Rephrase: “inject abuse drug”

Language has been reviewed by a medical editor in the
second version.

49‐50

B0008

AIFA

The answer to research question seems to be relevant. However, we suggest to check
the consistency with assessment element G0101 in section 7 (potential organisational
aspects).

This has been noted.

50

14‐15/3.2

HAS

This recommendation is valid for others DAA (particularly OLISIO and VIEKIRAX).
Therefore, we propose to have “HCV/HIV‐coinfected persons who require HIV therapy
should be treated with compatible ART” instead of “HCV/HIV‐coinfected persons treated
with PEG‐IFN/RBV and a first‐generation PI who require HIV therapy should be treated
with compatible ART”.

The text is written according guidelines and references
listed in the text. Not all details could be listed in this
assessment, so SmPC of each drug must be used
accordingly.

50

16‐17/3.2

HAS

The statement that “Regular clinical examination and monitoring of serum bilirubin,
albumin and blood clotting profile (INR) is necessary in persons with cirrhosis on IFN‐
based treatment in order to detect decompensated disease.” is also valid with DAA,
especially simeprevir and daclatasvir. Therefore, we suggest to change the sentence
accordingly.

The text is written according guidelines and references
listed in the text. Not all details could be listed in this
assessment, so SmPC of each drug must be used
accordingly.

50

47‐49

AIFA

Please add a reference to the Table 119 – Reimbursement status included in Appendix 2
(page 382)

No change, this information is not available.

50

2

SMC

PEF‐IFN abbreviation used; write in full

Abbreviations have been checked and updated in the
final version.

(also later peginterferon ribavairin is abbreviated as PR)
50

3

SMC

RBV abbreviation used; write in full

Abbreviations have been checked and updated in the
final version.

(also later peginterferon ribavairin is abbreviated as PR)
50
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47‐50

ZIN

My suggestion would be to delete this question or add data about the reimbursement

This information is not available, but the question is still
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50

Line 50

AETSA

There is no discussion for the domain technical characteristics of technology.

This is now included in the report.

51

9

AIFA

Even if controversial, please consider to discuss hepatitis G.

We have now mentioned the six main hepatitis viruses,
including G.

52

10‐13

NOKC

Delete or move text on legislation. It divides an otherwise fluent information on hepC
infection and detection.

Sentence is now simplified and moved at the end of
A0002: ‘At the European level, the Commission Decision
of 28 April 2008 [EU 2008/426/EC] defined criteria for
HCV identification’.

52

16‐19 and 20‐
25

NOKC

It seems like it contain overlapping information, but by two different sources. Now both
sections include the same information, that there are 7 genotypes and several
subgrupes. If poosible rewrite to avoid duplicate information.

“Different genotypes (numbered 1 through 7) and
subtypes have been identified.” is deleted.

52

35

NOKC

HBV, typing error or do you mean hepB?

Typing error, this has been corrected

52‐53

30‐42,1‐35

NOKC

Is the essence that ECDC is collecting data, but at the moment the data set has variable
completeness for different vaiables, such as gender and stage of HCV infection and not
from all EU countries?

Table is moved to Appendix. Text is simplified.

The text seem to include overlapping information based on different sources. Would it
be possible to extract the essence into a more compact text, like just the range of
prevalence and incidence across EU and short comment as to which countries are in the
high and low end (refer to fig 3.1). Details for specific countries could be presented in
tables and/or appendix
53

6

NOKC

Relevance of HepD cases?

Typing error, this has been corrected.

53

36, table

NOKC

Consider moving table 3.1 to appendix.

Table is moved to Appendix.

For all tables that cover more than one page, it would be nice to repeat the heading/first
row on each side
53 to 55

Dec 2015

‐

ZIN

My suggestion would be to put table 3.1 in the appendix.

Table is moved to Appendix.
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53

28‐29

AIFA

Due to the uncertainties of estimates so far produced regarding the Italian prevalence
please rephrase the sentence as follows:” For Italy it has been reported a high
prevalence (3.2%) with.. “

Accept: ‘For Italy was been reported to have a high
prevalence (3.2%) of HCV ,with 1,923,136 infected
individuals in 2010 according to [Lavanchy 2011]’.

53

Line 34‐35

AIFA

Methods to collect published studies related to HCV epidemiology should be described.
In the methods section it should be reported how studies for prevalence were collected,
even in the case of a non‐systematic search.

Our aim was to provide updated and reliable HCV
epidemiological data at national and European level, as
well as a reliable description of HCV natural history.
A first PubMed search was made using the MeSH
descriptor [Hepatitis C, Chronic],
in combination with ‘‘epidemiol*,
‘‘inciden*, ‘‘prevalen*, geno*’’, and Europe.
Identification of country specific data required a further
search with each of the European country names.
A specific search was conducted for HCV natural history
using the MeSH descriptor [Hepatitis C, Chronic], in
combination with “natural history”, “fibrosis
progression” “cirrhosis progression”, “decompensated
cirrhosis”, “occult HCV infection”.
References of most relevant papers were checked to
retrieve other relevant publications or data sources.
A further ad hoc search was conducted of web sites of
European and national Institutions with competence on
HCV.
Support was request to WP5 members to provide
national HCV guidelines and utilization data.

55

Dec 2015

Line 7‐8

AIFA

The prevalence data reported are referred both to high risk populations (e.g. IDUs) and
Accept: The ECDC provided estimates of the prevalence
not at high risk populations (e.g. first time blood donors, pregnant women), According to of chronic HCV in specific subpopulations (A0003)
including..
OECD report please rephrase as follows: “[ECDC 2010b] provided estimate of chronic
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HCV prevalence in specific sub‐populations. [...]”
55

7‐8, 9‐

NOKC

I don’t understand if the provided estimates are for high risk populations only. I would
not expect high risk population to be able to be blood‐donors?

Accept, see previous comment.

56

28

ZIN

My suggestion would be to add the word annual (mortality rate) in the title.

Accept, the title has been updated.

57

2‐5

NOKC

Two quite different rates appear for Hungary

According [ECDC 2010b] they are the actual rates for
women and men: ‘' In women, the mortality rate for
cirrhosis ranged from 1.02 per 100,000 population in
Malta to 20.91 per 100,000 in Hungary, and in men, from
4.4 per 100,000 population in the Netherlands to 68.27
per 100,000 in Hungary.

NOKC

Please check text for clarity. It is sometimes difficult to understand which numbers refer
to total HCV related deaths, HCC deaths or cirrhosis deaths.

Accept. All section on “What is the mortality due to HCV
and its complications?” was reviewed.

56‐57

57

Line 9 and 19‐
20

NOKC

Duplicate information?

Accept. The information is reported now only in former
line 19‐20.

58

19

NOKC

Gender?, The rate appears lower in women based on pregnant women. Compared to
what? In the next sentence you state that cross‐sectional studies don’t support that

Accept. Sentence is rephrased.

58

24‐25

NOKC

If possible and important, add range for the rates

Accept. Where possible rates and further details for risk
factor of HCV and chronic HCV are reported.
Rates are reported when they are reliable and robust.

58

33‐40

NOKC

These results seem consistent in one direction?

Accept. Where possible rates and further details for risk
factor of HCV and chronic HCV are reported.
Rates are reported when they are reliable and robust.

58

10

ZIN

Is intranasal cocaine use a risk factor or use of straws for drug inhalation? (Data is also
reported on page 82; line 42).

Accept:
Intranasal drug use. Intranasal transmission of HCV via
contaminated shared drug‐sniffing implements is a
potential source of viral infection. Blood and HCV
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particles can be transferred onto sniffing implements
(i.g., straws).
59

49

AIFA

Please rephrase as follows: sexual (high risk activities, e.g. men with men), perinatal
transmission.

Sexual is the route of transmission, while “high risk
sexual activities, e.g. men with men” is a risk factor.
High‐risk sexual activity is already listed as a risk factor
for HIV transmission in A0003.

62

‐

ZIN

I can not read table 3.3. Is it possible to insert a better version of the table?

Accept. Table is now in the appendix (Table A168.
Scoring systems for HCV histology assessment) in Word
format.

65

5

FIMEA

Including the cost data will support economic analysis locally. This is useful. Thank you
for this input.

Cost data is out of the scope of the question. In
references are available more data on costs at the base
of the estimated of HCV burden of disease.

65

9‐29

NOKC

Please maked sure you have units for the costs, ex per patient, per year, for xx country,
for EU, per treatment etc

Accept.
For each reference, the units of costs are now specify
(per patient or total).

And all
document
65

31

HAS

A table summarizing the budget impact of HCV in countries where data are available A table would hide differences in methods, HCV drug
could be useful.
considered, epidemiology, and costs.

67

23

AIFA

We suggest to add the following useful information: “Identifying patients with cirrhosis Accept. The text has been updated.
or advanced (bridging) fibrosis is of particular importance, as the post‐treatment
prognosis depends on the stage of fibrosis. [EASL 2015]“

67

26

AIFA

We suggest to add the following useful information: “Also, histology may be required in Accept.
cases of known or suspected mixed aetiologies (e.g. HCV infection with HBV infection,
metabolic syndrome, alcoholism or autoimmunity). [EASL 2015]“

68

9

AIFA

Please, check the sequence number of tables.

Accept. Table is now in the appendix (Table A1.
Overview of guidelines).

68

Table A1

AIFA

Please update the table according to the updated version of AISF guidelines.

Accept. Table A1 and references are updated.
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NOKC

Depending on time: The table would probably be easier to read if the
reference/guideline name was in the first column, not in every other row. You could tilt
the heading row to vertical and adjust coulmn with. AISF and AFEF appear for both 2014
and 2015?

WP5

Table is now in the appendix (Table A1. Overview of
guidelines).

It looks very simlar to table A1 in appendix. Consider if it is necessay to have it both
places or if they could be combined.
Consider rephrasing „ please see appendix 1 for a summary of…“ that made me expect a
narrative summary
68

‐

ZIN

The Dutch guideline referenced in table A is no longer up to date. In our assessment
reports we mention the AESL guideline and AASLD/IDSA guidelines. For HIV patients a
new guideline was recently published in the Netherlands:
http://www.nvhb.nl/richtlijnhiv/images/7/74/HCV_richtsnoer_Final_2015‐07‐01.pdf

Accept. Table A1 and references are updated.

Is it possible to update the information?
70

22‐25

NOKC

Move the information on ongoing trials elsewhere? Now it divides guideline information. Accept. Text on ongoing studies (even if mentioned in
EASL 2015) is deleted.

70

31

AIFA

Please, check the sequence number of tables.

Accept.

NOKC

Duplicate information in bullet points and table heading.

Accept, the wording has been adapted.

70‐74

Suggested wording for p71 line 2 The EASL treatment recommendations for HCV‐
monoinfected or HCV/HIV cointected patients depending on diagnosis are reported in
tables 3.5 to 3.7
71 to 75

‐

ZIN

My suggestion would be to deletes the tables in section 4 and add them in section 3.

The REA model was followed.

74

5

AIFA

Some information about stopping (futility) rules should be reported, if available.

Accept. A paragraph is dedicated to futility rules
reported in EASL 2015 guidelines.

SMC

Table 3.8

Accept.

74/75

Abbreviations used; watch for consistency throughout the document.
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(eg ribavarin and peginterferon are referred to differently throughout the document)
75

‐

ZIN

Table 3.8; data dasabuvir. Is this not redundant? (Data is a duplication of the two rows
above).

Accept, See table Table A169. Technologies’ target
population.

76

1‐10

NOKC

Duplicate information as p70. Tab.3.4?

Accept, The EASL also recommends that treatment
should be prioritszed (A0025), subject to modifications
according to local and/or societal considerations for
specific groups of patients listed in Table 4.2.

76‐79

‐

ZIN

I would change the order of the questions. Is it possible to start with question A0002 and Accept.
then answer question A0023 (instead of answering question A0023 almost at the end)?

80‐82

‐

ZIN

Is question A0011 critical for the assessment? Is it maybe an option to delete this
question or put the data in the appendix?

80

Figure 3.4

AIFA

Please consider to delete the figure 3.4; it is obsolete and not informative (it refers to an Accept. Table eliminated.
analysis on 2005).

81

16‐19 figure
3.5

AIFA

Please consider to delete the figure 3.5; it is not relevant since it refers to USA and it Accept. Figure eliminated.
doesn’t include all treatments under assessment.

81

16‐17+figure

NOKC

Triplicate information, combine to one sentence

81

20

NOKC

You state that we expect an increase….. Could you please state why and add a reference. Accept. Given their recent market approval, an increase
in the number of patients receiving treatment with the
new DAAs is expected.

82

13

AIFA

Some data about the adherence of these new treatments may be useful to better As from the REA Model, in A0011 is to “Provide national
investigate the utilization aspects, especially with their comparators utilized.
estimates for current and future utilisation rates,

The relevance of this assessment elements is strongly
linked to the available data. More data is provided on
national utilization data, more relevant it’s. If no further
data will be available, A0011 could be moved in
Appendix.

Accept. Figure eliminated.

for both the technology under assessment and its
comparators.”
As stated in the REA Model “Variations in utilisation
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reflect market access, sales figures, actual usage in
hospital level and adherence to the use of the
technology”.
We agree on the importance of adherence. It would be
useful to have real world adherence data. Given current
difficulties in finding utilization data, we concentrate on
that aspect.
A sentence is added in the Discussion on relevance of
adherence.
83

17

AIFA

Due to the uncertainties of estimates so far produced regarding the Italian prevalence
please rephrase the sentence as follows:” while for Italy it has been reported a high
prevalence (3.2%) with.. “

Accept. Discussion is updated.

82‐84

Discussion

NOKC

The section is more of a summary than a discussion. Please consider revising depending
on time/resources.

Accept. Discussion and Summary are updated.

85‐96

‐

ZIN

There are several deviations from the Project Plan without an explanation for the
deviations. The deviations I noticed are:

Most studies only reported SVR12, studies were too
short to measure late relapses.

-

85‐96

‐

ZIN

from the outcomes listed in the PICO only SVR12 data are reported
data from studies of the comparators are not included (e.g., genotype 1
telaprevir and boceprevir (the data of the SPRINT‐2; ADVANCE; ILLUMINATE;
Sulkowski et al. etc studies).

Because data is subdivided into several possible combinations it is hard to compare
SVR12 results among agents. Is there really a need to put data where no and were a
direct comparison could be made in to different sections?

We did not include studies that contain comparators
alone, as this was not feasible, but limited to studies that
at least contained where at least one arm contained one
of intervention under scrutiny.
We made subdivisions for data on PR and not PR
containing combinations.

I would prefer to see first all available data in one table for genotype 1 (perhaps by
adding a column where you can state which patients were included and a column for
whether the regiment was interferon‐free). Than stratify data per subgroups and then
discuss the direct comparisons that could be made. Then a short conclusion per
genotype. And do the same for genotype 2, etc.
85‐96

‐

ZIN

I would prefer to only see the data of registered (and preferred) duration of use (data in
the SPC). All other data I would put in the appendix.

We made now a summary of the results.

E.g. in table 1 on page 86. I would report the data of all studies with LDV/SOF12 and
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then put in italic the data (of the less preferred option), namely LDV/SOF8 and
LDV/SOF24.
In my opinion this will make it easier to interpret the data. It would also help if you could
summarize the main results under the table.
86‐95

FIMEA

Please consider just reporting only the most essential information here in the domain
section and consider including the detailed tables into the appendix. This could be one
option to increase reader friendliness.

We made now a summary of the results.

We included them now.

85‐96

‐

ZIN

Why are results of studies that are only reported in the EPAR not included in the tables?

85‐96

‐

ZIN

In the Netherlands we received data from the manufacturer (e.g., of Harvoni) of interim‐ We did not have time to do so.
analyses. They are reported in our assessment reports. It might be worthwhile to check
whether there is additional data in published HTA assessment reports or ask HTA
agencies to supply this data?

85

8

SMC

A clear definition of SVR12 should be included.

We provided this.

85

5.2 Results

AETSA

Specify a list of included studies and its design in a table.

We provide a list of included publications.

When reading the begining of the results, it is not known the studies which have been
included.
85

5.2 Results

AETSA

The questions, before each of the results, are missing

85‐100

Results

AETSA

Nor results nor justification of other outcomes for effectiveness described in the scope We provided more explanation.
section appear: development of resistance, relapse rate after SVR, health related quality
of life (short terms outcomes)

85

5.2 Results

AETSA

There is no text to introduce/understand results for “treatment naive“ patients. There is
no explanation for included studies

We provided an explanation at the end of the tables.

85

Line 4 table

AIFA

According to the Core Model for Rapid REA, all the assessment elements that were
deemed relevant should be first translated from generic issues into actual research
questions and then adequately answered. Please, if answered, translate AEs D0001 and
D0005 in specific research questions.

No sufficient data was available to answer these
questions.
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From Table 1
to Table 12

General
comment on
efficacy
86

5.2 Results.
Line 11.

86

WP5

AIFA

Please numbers

In the second version we have adapted the layouting and
checked the table numbers.

AIFA

Please report the research question also in the results text together with the element ID
(e.g. [D0001]).

No change.

AETSA

Specify included studies in update.

We finally did and documented a completely new
search, after the public consultation.

SMC

Tables of results

We did so now.

In all tables of results I would suggest making it clear which regimens are licensed (ie
included in marketing authorisations).
86

SMC

Tables of results

Report was edited.

I think some explanation of abbreviations of treatment regimens is required, eg R12 =
ribavirin for 12 weeks
86

SMC

Tables of results

In the summary we did so.

I think standard nomenclature for upper and lower 95% condfidence intervals should be
used (i.e have one column headed 95% CI, rather than two columns headed as %_LL95CI
and %_UL95C)
86

SMC

Tables of results and text

Report was edited.

Suggest beng consistent in the way decimal point is indicated (comma or full‐stop)
86

SMC

Table 2 and 3
Why have data from OPTIMIST 1 and 2 studies not been included in these tables? There
are data on page 96 but I am unclear why the data are not included in the tables.

86

Dec 2015

Table 1

ZIN

I miss data of the following study in this table: ERADICATE (pt. co‐infected with HIV)

Initially because no peer reviewed publication was
available, apart from an abstract. We decided finally to
include it anyway because the MAH provided more
detail.
ERADICATE is included, but the acronym is not used in
the principal publication, we assume because the
acronym is also used for a number of other not related
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trials.
86

Table 1

ZIN

In this table is the study of Mizokami et al. included. This was a study that was
performed in the Japan. Would it be possible to add a footnote that this study was only
conducted in Asia? Reason: one can question whether the results of this study are
generalisable to patients in Europe. (Note: this study is also mentioned in other tables.)

We put this in the discussion.

87

Table 4

ZIN

I miss data of study ION‐2 in this table. It might also be worthwhile to mention that in
this study patients were included with insufficient response to treatment with telaprevir
and boceprevir.

We included it in the table.

87

Table 4

ZIN

In this table is the study of Osinusi et al. included. This was a study that was performed 1 We put this in the discussion.
centre the US. Would it be possible to add this information in a footnote? Reason: one
can question whether the results of this study are generalisable to patients in Europe.
Please also note the misspelling in the first author’s name. (Note: this study is also
mentioned in other tables.)

SMC

Table 3

87

We removed PR containing regimens.

A regimen including PR is included in this table; is this because the other arms of the
ELECTRON study were non‐PR containing regimens?
87

5.2 Results

AETSA

There is no text to introduce/understand results for “treatment experienced“ patients.
There is no explanation for included studies

We put an explanation at the end.

88

Table 8

AETSA

Add study PEARL‐II (included in Appendix 1).

Done.

88

Table 6

AETSA

We think it may be a mistake: SAPHIRE I study of Table 6 is the SAPHIRE II study
NCT01715415.

We corrected.

SMC

Table 4 / Table 8

We removed all PR containing arms now.

88 / 89

A regimen including PR is included in this table; is this because the other arm of the
ELECTRON study was a non‐PR containing regimen?
88

Dec 2015

Table 7

ZIN

In this table is the study of Pearlman et al. included. This was a study that was
performed in 2 centres the US. Would it be possible to add this information in a
footnote? Reason: one can question whether the results of this study are generalisable

We put the limitation in the discussion.
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to patients in Europe.
89

89

Tables 9‐10

SMC

Genotype spelt incorrectly.

The second version of the report has been checked by a
medical editor.

AETSA

We do not know why it has not been included the study FISSION NCT01497366.

Published in NEJM in tandem with NEUTRINO Trial.
So we included it now under the name FISSION.

89

Table 9

AIFA

References n.10 and n. 15 are wrong, since the corresponding studies were performed
We corrected this.
ONLY on HCV genotype 1. The appropriate reference for the VALENCE Study is Zeuzem S,
Dusheiko GM, Salupere R, et al. Sofosbuvir and Ribavirin in HCV Genotypes 2 and 3 NEJM
2014.

89

Table 10

AIFA

Reference n.10 is wrong, since the corresponding study was performed ONLY on HCV
genotype 1. The appropriate reference for the VALENCE Study is Zeuzem S, Dusheiko
GM, Salupere R, et al. Sofosbuvir and Ribavirin in HCV Genotypes 2 and 3 NEJM 2014

We corrected this.

Reference n. 22 should be updated, since the full paper has been published (Hepatology
2015 Apr;61(4):1127‐35)
90

Table 13

NHS

Not indicated literature references.

We updated the references.

90

Table 12:

AIFA

On March 2015, Hézode C. and colleagues published on the Lancet the results form
PEARL‐I, the largest randomised, open‐label combination trial on genotype 4 chronic
hepatitis C virus infection. Since the search seems to have been conducted in May 2015
(but it is not clearly stated in the Report!), this reference should be added.

We included it now.

90

Table 12

AETSA

We think it may be a mistake: PEARL‐III study of Table 12 is PEARL‐I.

We corrected.

90

Line 5

AETSA

Add the results NEUTRINO study in genotypes 5 and 6 patients.

There is only information on for a couple of patients.

90

Line 7‐12

AETSA

About the systematic review done by the CADTH: We think the methodology for the See explanation above.
indirect comparisons could have been considered and the results would add value as
they compare all drugs to each other.

90

Line 13

AETSA

It should be explain with a tittle, that following results are from the systematic review

Dec 2015

We did that now.
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done by the CADTH
90

Line 6

90

AETSA

We consider the Summary of the CADTH systematic review should be included in this
section, not only in the Appendix

We did that now.

SMC

Table 11

We removed the PR containing arm.

Regimens including PR is included in this table; is this because the other arms of the
ELECTRON study were non‐PR containing regimens?
90

SMC




Define the abbreviation; CADTH
Provide more detail of the CADTH therapeutic review of direct‐acting antiviral
agents for chronic hepatitis C genotype 1. The explanation in lines 7 to 12 is not
sufficiently clear.

Why is NMA mentioned as I cannot find any result from the NMA
In this table is the study of Ruane et al. included. This was a study that was performed 1
centre the US. Would it be possible to add this information in a footnote? Reason: one
can question whether the results of this study are generalisable to patients in Europe.

We expanded the explanation on the review.

90

Table 12

ZIN

We explained in the discussion.

90‐91

Tables 14‐17 +
19

ZIN

Why are in these tables the data presented of the control‐arm, while the data is not
included in the other studies?

We removed the PR containing arm.

91

Tables 14.‐20.
22.‐25.

NHS

Not indicated literature references.

In the final version the literature references have been
updated.

91

Line 10‐13

AETSA

Specify that the two regimens are SIM+PR vs. PR

Follows from the table.

92

Line 2

AETSA

It should be explain with a tittle, that following results are from the update of the
systematic review done by the CADTH

We gave a more clear explanation.

92

Line 6

AETSA

It should be explain with a tittle, that following results are from the systematic review
done by the CADTH

We gave a more clear explanation.

92

16

SMC

First sentence should read:

We corrected this.

A direct pairwise comparison of the SVR24 rate between SIM12+PR for 48 weeks and PR
for 48 weeks including one study of 132 393 patients showed a risk difference of 44%
(95% CI 29 to 59) and a relative risk of 2.93 (95% CI 1.82 to 4.72) in favour or SIM+PR;
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both were statistically significant (p<0.001).
92

19

SMC

Second sentence should read

We corrected this.

A direct pairwise comparison of the SVR12 rate of SIM12+PR for 24 or 48 weeks
compared to PR for 48 weeks including 1 trial of 393 132 patients yielded a risk
difference of 42% (95% CI 33 to 52) and a relative risk of 2.15 (95% CI 1.71 to 2.71) in
favour of SIM+PR; both were statistically significant (p<0.001).
93

5

SMC

Is there one or two studies in genotype 4 (two studies are included in table 21).

Information has been checked.

93

Line 2

AETSA

It should be explain with a tittle, that following results are from the update of the
systematic review done by the CADTH

We gave a more clear explanation.

93

Line 4

AETSA

Comparative results from study ATTAIN should be included.

Data from ATTAIN has been included in the final version.

Difference between treatment groups (95% CI)
(SVR12)= –,11 (‐7,8 to 5,5) (simeprevir vs. telaprevir)
93

Line 5

AETSA

We do not know why it has not been included results COMMAND1 study in genotype 1
patients.

We did now.

94

Line 2

AETSA

It should be explain with a tittle, that following results are from the systematic review
done by the CADTH

We gave a more clear explanation.

94

5.2. Results.
Line 11

AETSA

We suggest rewording “A direct pairwise comparison of the SVR12 rate between
SOF12+PR for 24 or PR 48 weeks”

Done.

94

Line 15

AETSA

It should be explain with a tittle, that following results are from the update of the
systematic review done by the CADTH

We explained this better.

94

1

SMC

I suggest not using abbreviatons for sofosbuvir in the heading for consistency;ie should
read: Sofosbuvir +PR

Text was edited.

SMC

Table 23: Is the RD correct?

Yes, this was intended.

Dec 2015
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94

20

AIFA

95

Line 2

AIFA

95

Table 25

AETSA

We think it may be a mistake: the file designated as Dietrich study and SOF12 + PR12, is
the Rodriguez‐Torres 2015 study (included in Appendix 1).

We corrected this mistake.

95

Table 25

AETSA

We do not know why it has not been included the study TURQUOISE‐I.

We included it now, after the update.

96

Lines 4‐40

AETSA

There should be any comment about the validity of subgroups results

We expanded the discussion.

96

5.3 Discussion.
Lines 4‐51.

AETSA

We suggest giving greater emphasis on those results from direct comparisons.

We expanded the discussion.

96

5.3 Discussion.
Other
genotypes.

AETSA

We suggest expanding this section and specify the low rates of SVR with some
combinations.

We expanded the discussion.

96‐97

5.3. Discussion

AETSA

All the results for SVR are given together, without making any comment related to the
quality

We restructured the discussion.

96

11

SMC

Why are the data from OPTIMIST studies not included in tables 2 and 3 (page 86/87)

One study was only reported in the report submitted by
the MAH, therefore initially we did not select it but
discussed it in the discussion. We finally decided to
remove it from the discussion and to put it in the results
section.

Dec 2015

We adapted and corrected this.
Rewording the header of the table 25: “SVR12 and confidence interval in HCV‐HIV
coinfected persons”

References “(33‐35)” cited in the header is not consistent with studies reported in
the corresponding table: Both PHOTON‐2 Study and the study by Dieterich et al are
not included in the reference list.

Reference n. 33 (Rodriguez‐Torres M et al. JAIDS 2015) is not pertinent, since it is a
2‐part study with Part A that examined potential drug interactions between
sofosbuvir and antiretrovirals and Part B that was a pilot study of sofosbuvir plus
peginterferon‐ribavirin administered for 12 weeks.

Other more relevant RCTs are not included and should be added (ALLY‐2 Study,
Wyles DL et al. NEJM 2015; PHOTON‐I, Sulkowski MS et al. JAMA 2014; TURQUOISE‐
I, Sulkowski MS et al. JAMA 2015;)
Pre and post liver transplant”: data are lacking
We included them now.
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96

46

SMC

daclatasvir spelt incorrectly.

The second version has been checked by a medical
editor.

96

45, 46, 47

SMC

language: I would suggest avoiding use of work when describing efficacy; eg I would
amend to the following:

We adapted as suggested.

The combination sofosbuvir + ribavirin seems to be less efficacious work less in genotype
3, although numbers are small and confidence intervals wide.
96

4‐51

FIMEA

Some parts of this discussion could be included into the results part. Furthermore, the
discussion here is quite statistically orientated and possibly adding some clinical aspects
could be useful.

96

General
comment on
the discussion

AIFA

We expanded the discussion.
As a general comment, the discussion does not help readers to interpret the results of
the report. The Authors should present an analysis of the findings outlining the strengths
and weaknesses of the report, and should also place the findings in the context of the
existing evidence base considering also several areas of uncertainty that are emerging
(as example, reduced efficacy of treatments in advanced cirrhosis, optimum duration of
distinct combination therapies, drug–drug interactions, the role of treatment‐induced or
naturally occurring resistant HCV variants, the need for ribavirin, and drug efficacy
beyond HCV genotype 1).

96

10‐20

AIFA

Why did the Author focus only on simeprevir‐sofosbuvir combination?

One study was only reported in the report submitted by
the MAH, therefore initially we did not select it but
discussed it in the discussion. We finally decided to
remove it from the discussion and to put it in the results
section.

96

41‐51/5.3

HAS

The discussion part on other genotypes could be enriched by adding information
regarding other combinations that have already received a marketing autorisation (such
as sofosbuvir + daclatasvir, sofosbuvir + ledipasvir and sofosbuvir + PR for genotype 3,
ombitasvir/paritaprevir/ritonavir for genotype 4).

We expanded / restructured the discussion.

96

55‐56/5.3

HAS

We agree that studies do not find differences between the different combinations of
DAA+PR, however, differences in term of duration of treatment exist that should be
discussed in this pilot (in that extent, results with sofosbuvir + PR for genotype 3 with
shorter treatment times are of particular interest).

For genotype 3 with cirrhosis the shorter treatment
duration with PR is indeed to be weighed against a 24w
treatment duration without IFN. Both regimen types
provide similar response rates.

Dec 2015

We moved part of the discussion to the results section.
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97

44/5.3

HAS

It could be interesting to discuss DAA’s impact on some extra‐hepatic manifestations.

97

9‐10

AIFA

The sentence “Randomized studies moreover did not report the effect of duration or
We reformulated the sentence, it should indeed be
ribavirin as primary endpoint….” should be eliminated or, at least, rewritten. The present primary objective.
form is a non‐sense: neither duration nor ribavirin could be primary endpoint since, in a
causal relationship, they are exposure factors and not outcome variables.

97

44‐46

AIFA

It is unclear if “how sustained is SVR?” is a sub‐paragraph of “clinically relevant
outcomes”. If the aim is to explore the role of SVR in predicting clinically relevant
outcome, this issue is not clearly treated in the discussion. Some relevant papers on this
issue (such as Chen J et al. on Gastroenterology. 2013 or Yoshida EM et al. on
Hepatology 2015) should be cited.

We restructured the discussion.

97

5‐23

FIMEA

Considering the burden of the disease and economic impact of these treatments, the
current body of evidence is quite limited (this is of course independent from the
authors). At this stage, it seems that simply more comparative studies are needed to
draw useful conclusions. This lack of information can’t be solved purely by statistical
means. We feel this could be worth mentioning.

It is mentioned in the discussion that direct comparison
of effective treatments requires very high sample sizes.

97

26‐42

FIMEA

This section includes useful description of the quality of the studies. Please consider
including an overall comment on the quality of the studies. In example, what do the
authors think about the quality of these studies as a whole?

Treatments have high efficacy, this is clear. Differences
in SVR rates may depend on the criteria used to select
patients based on expected compliance with treatment.
This however cannot be assessed from the publications.

97

54‐58

FIMEA

Please consider moving these relapse related results into the results section.

Not appropriate as these long term data are not based
on the new combinations.

96‐100

‐

ZIN

Maybe I missed it, but would it be possible to add that comparing data from these
(mostly one‐armed) studies increase the uncertain with regards to the interpretation of
the data. And that differences in baseline characteristics / in and exclusion criteria make
it difficult to compare the results between studies; especially since for some subgroups
(such as liver cirrhosis; having received prior treatment; etc) the SVR‐12 results are
different.

Yes, this is why grouping by previous treatment and
cirrhosis provides some more insight.

96‐100

‐

ZIN

Would prefer to see more data with regards of the conclusion of the effectiveness of the For genotype 3 a sentence will be added.
available drugs for genotype 2 to 6.

Dec 2015

No data in the trial reports.
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There are indeed a number of direct comparisons for the
IF containing combinations.

The study ATTAIN should be commented, as it directly compares simeprevir vs.
telaprevir. each in combination
with peginterferon alfa‐2a and ribavirin.
97‐100

5.3 Discussion.
Clinically
relevant
outcomes.

AETSA

We suggest summarizing next sections:

96‐97

5.3 Discussion.

AETSA

96‐100

5.3 Discussion.

AETSA

There is no information about the applicability and the evidence gaps. It should be
included

Absence of clinical endpoints is a clear evidence gap. Will
be referred as such.

97

39‐42

ZIN

It is difficult to verify the statement of the Cochrane review. Was it based on “older”
data. Did the review focused on hep C drugs? And if no, is it generalisable to hep C
drugs. Could the authors please clarify how we should we interpret this information?

We added a sentence that it is unclear if this applies to
hep C.

97

17

SMC

I would suggest the following change:

We rewrote this whole section.

-

SVR after PegIFN based treatments in a real‐life setting is low
Reductions in risk of progression after treatment are often overestimated, as
data are not adjusted for co‐factors present in a real‐life population
There should be included any comment about HIV population.

Topics are included in the summary in a shortened way.
We believe these topics deserve attention from a
healthcare payer perspective.

Agreed, will be added.

The lack of a common comparator makes a network meta‐analysis impossible. Indirect
comparison of treatment arms using individual data to adjust for confounding could be
an option, but this fell out of the scope of this assessment study.
97

47

SMC

Another abbreviation for peginterferon; I would suggest avoiding.

The second version contains a list of abbreviations .

98

13‐39

FIMEA

This is an important issue to point out. Thank you.

/

98

4‐12

AIFA

The paragraph “SVR after PegIFN based treatments in a real –life setting is low” should
be removed and the evidence should be summarized in only one sentence.

No change.

98

13‐39

AIFA

The paragraph “Long term benefits….” should be summarized.

No change.

AIFA

The paragraph “Reduction in risk of progression….” should be summarized, and figures
on page 99 should be removed from discussion. Alcohol and cannabis use cannot be the

Information has been added.

98‐100

Dec 2015
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only co‐factors, other factors that can accelerate fibrosis progression are also well
known (such as obesity, insulin resistance, coinfection wth HIV or HBV).
98‐100

40‐

FIMEA

We feel this is also an important point. However, the table and the figure on page 99
could be shortly explained verbally and the table and figure can be removed from the
discussion section.

Table is now in word format, figure is difficult to express
in words.

99

Table 4.

NHS

Wrong numeration, not indicated literature reference, not described in Discussion.

Numbers and titles are checked and updated when
needed.

99

3

SMC

The legend for the graph is incomplete.

Solved.

References for
the clinical
effectiveness

AIFA

References 51‐55 are not cited in the text. In what they refer to?

In the final version an updated reference list is included.

30/5.3

HAS

A table summarizing the data on the level of efficiency and the level of evidence for each These aspects are difficult to summarize.
genotype could be useful.

HAS

A global synthesis table showing the main differences between the different
combinations could be useful.

There is not so much proven difference between
combinations.

100

103

104

9‐10

AIFA

Please, revise this sentence since assessment elements of the organisational domain
were actually answered within the report.

Accept. Text is eliminated.

104

Section 7

AIFA

According to the EUnetHTA assessment template strand A, the “Checklist for potential
ethical, organisational, social and legal aspects” should be reported in Appendix 3;
whereas, all relevant research questions should be adequately addressed in section 7.

This has been adapted accordingly in the second version.

104

Section 7

AIFA

The following reference could be useful to analyse ethical aspects related to hepatitis C
The ethical domain is included in the second version.
virus treatment: Sacchini, Dario, et al. "Ethical assessment of hepatitis C virus treatment:
The lesson from first generation protease inhibitors." Digestive and Liver Disease 47.5
(2015): 351‐355.

Page 113

References line AIFA
14‐15

Dec 2015

The web address reported linked to a different publication from that used as reference:
“Hepatitis B and C surveillance in Europe 2012”

This has been corrected.
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p23, 25, 27, 29, HAS
30, 33, 36, 38,
41,

In the tables summarizing the data on the drugs, it could be useful to add for which
genotype(s) the drug is approved.

p63, line 33

HAS

As Sicca syndrome is more often reported in some countries as Sjögren syndrome, it may Has been added.
be useful to have both terminologies.

General
comment on
Safety

AIFA

Since the safety domain is at an early stage of the development a punctual review is
difficult and risks to be not applicable to the second version.

In the second version, the safety domain has been
updated, and also some non‐ciritical tables have been
moved to the appendix.

General
comment on
Safety

AIFA

Please consider to introduce at the beginning of the domain a table listing studies
considered for safety assessment purposes. See “Table 2. Characteristics of included
studies” in safety guidelines.

In the next and final version for each assessment
elements question all references used will be listed on
the beginning of each question text as well in tables; for
SAF Domain some clinical studies which are not
according approved indication were included, to answer
on specific assessment element questions. This will be
clearly and transparently written in SAF Domain and
Methods section.

General
comment on
Safety

AIFA

References are lacking.

The second version contains formatted references.

AIFA

The research question C0008

For clarity questions are revised as following:

“a) How do the new treatments (refer to table) affect the frequency and type of adverse
events in relation to the comparators?

a) How do the new treatments (sofosbuvir; ledipasvir +
sofosbuvir; simeprevir; daclatasvir; ombitasvir +
paritaprevir + ritonavir; dasabuvir) affect the frequency
and type of adverse events in relation to the
comparators and to each other?

Safety page 1

Section 1.1.
Table

b) How do the new treatments (refer to table) affect the frequency and type of serious
adverse events in relation to the comparators?”

This would create very heavy tables, these data are
provided in assessment element A0020, according to the
format of rapid REA.

should be rephrased as follows:

b) How do the new treatments (sofosbuvir; ledipasvir +
sofosbuvir; simeprevir; daclatasvir; ombitasvir +
a) what are the most frequent adverse events with the new treatments and what is their paritaprevir + ritonavir; dasabuvir) affect the frequency
frequency in relation to the comparators?
and type of serious adverse events in relation to the
comparators and to each other?
b) what is the frequency of serious adverse events with the new treatments therapy and

Dec 2015
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what is their frequency in relation to the comparators?
Safety page 2

line 15‐19

AIFA

More information regarding the systematic review including network meta‐analysis
published by the Canadian Agency for Drugs and Technologies in Health should be
provided.

In the main report and in the appendix of this second
version a summary of the systematic review has been
provided.

Safety page 9

line 2

AIFA

It is stated that new data for updating Canadian SR 2014 in genotype 1, SOF and SMV +
PR are available. Nevertheless it is not clear how these new data will be managed.

Explanation will be added in next version.

Safety page 9

line 3

AIFA

It is stated that further studies were identified. Nevertheless it was not explained how
these studies were selected (e.g. was ad hoc safety literature search conducted?)

Explanation will be added in next version.

Safety Page 50‐
79

AIFA

The inclusion of the summary of RMP for each products doesn’t seem relevant for the
scope of the research question. It could be more useful to describe what additional data
on safety should be collected.

The summary will not be deleted; additional data which
should be collected are listed in Appendix.

Safety page 34‐
37

AIFA

The answer doesn’t seem to address the research question. Authors reported the most
frequent ADR for each treatment, whereas data regarding the relationship between
frequency of adverse effects and dosage and frequency of treatment are lacking.

The whole SAF Domain will be further expanded and
these data will be added in next versions.

Safety from
page 38 line 5
to 43 line 1

AIFA

The Authors reported data on HIV co‐infected patients and post‐liver transplant
patients. Please give a brief explanation of the inclusion of these data.

The whole SAF Domain will be further expanded and
these data will be added in next versions.

Safety 78‐79

29‐30
1‐13

AIFA

The review of Institute for Clinical and Economic Review seems to be cited only in the
discussion.

Yes, as the most appropriate for discussion section.

safety

‐

ZIN

In general, I find this section difficult to read. The tables are too large to compare the
drugs. My suggestion for the table set up would be the same as suggested as for the
effectiveness domain.

In the second version, the safety domain has been
updated, and also some non‐ciritical tables have been
moved to the appendix, some tables were rewritten or
added as new. Please see the final version also.

In addition, I would remove the column most frequent AE and most frequent SEA. I
would only mention numbers and not words in the tables except for author name. This
will make the table less long.
As mention in the effectiveness domain, I would only report the data with the in the SPC
approved duration of use.

Dec 2015
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safety

‐

ZIN

With regards to most frequent event and most frequent SEA, I wonder whether it might The safety section has been rewritten in next and the
final version. Please see above.
not be easier to make a one table for all drugs and mention those that are reported as
very common and common in the SPCs of the drugs. Can we really compare the
frequency (%) of these adverse events, while there are some differences in study design.
In the discussion I would mention that it is possible to compare the rate of (serious)
adverse events among the drugs due to the differences in study design.

safety

‐

ZIN

In the text under the table some studies are discussed in more details that others. Why
was this done? Could the authors please provide the rational if they discuss in more
detail some studies.

The safety section has been rewritten in next and the
final version. The consistency was improved. Please see
above.

Furthermore, would it be possible to make a short summary of the conclusion under
each table?
safety

research
questions

ZIN

Type of adverse event is not included as an outcome in the project plan. Maybe change
the wording to most frequent event?

We now specified AEs.

‐

ZIN

Summary of the risk management plan: would it be possible to put this data in the
appendix? And just have a short summary in the text of the report?

In the second version the summaries of the risk
management plans are placed in the appendix.

safety‐
discussion

‐

ZIN

Maybe I missed it: but could the authors discuss in more detail the advantage of
interferon‐free regiments?

The safety section has been rewritten in next and final
version.

Appendix

‐

ZIN

It is really difficult to check the data in the appendix. Would it be possible in the next
version to make links between the content page and the page where the table starts?

In the second version a table of content was added to
the pdf version of the appendix.

2
safety
page ?

There was also not enough time given to check this data.
I do have to congratulate the authors for making these tables. Must have been a lot of
work.
I just cannot help wonder whether it would not be easier to have a short summary of the
design of the study, the Summary table in the EPAR of the effectiveness results and (if
available) the graphs/tables that are reported in the article.
Appendix

Dec 2015

‐

ZIN

Would it be possible to make one risk of bias table (or figure) which includes data of all

We have kept the risk of bias tables together with the
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studies (and put in a footnote the reason for stating there is risk for biased results).

data extraction tables.
Following the EUnetHTA assessment template we
included this table of planned and ongoing studies.

Appendix

‐

ZIN

Do we really need a list of planned or ongoing studies? Can the authors please add
information what we should do with the list of the studies included? My suggestion
would be to remove this data.

Appendix

‐

ZIN

The GRADE approach was not used to assess the level of evidence of all studies. My
We explained the problems that arise using GRADE in
suggestion would be to not include the information in appendix 4 or add grade tables for this specific context. In order to better understand this a
short summary of the whole approach is useful.
the studies that are missing.

Appendix

Table 1A

NOKC

See comments for p 68

Accepted: Both guidelines are now included in Table A1
in Appendix.

Additional guidelines could be
http://tidsskriftet.no/article/2060647 Only in Norwegian and from 2011 so not sure it
adds to your focus.
CADTH currently has draft hepC guideline out on public consultation
https://www.cadth.ca/call‐for‐feedback/drugs‐chronic‐hepatitis‐c‐infection
General

Appendix

The number of the pages is not included.

The second version contains page numbers.

1/406

Table of
Content

Include in Table of Content, Appendix 1: Summary CADTH systematic 1 review (page
390).

In the second version, the table of content has been
updated.

1/406

Table of
Content

Include in Table of Content, Appendix 1: full text articles excluded.

This information has been added to the main report.

28/406
Appendix 1

1.2.
Description of
the evidence
used.
Guidelines for
diagnosis and
management

We suggest include searches for clinical guidelines.

See above. Response to comment made for pag. 56 Line
34‐35.

28

Table A1.

Which electronic databases have been searched for relevant international clinical
guidelines? The pilot team could consider adding this information in the section
‘Methods’.

AIFA

Please add the evidence level for each guideline considered.

In the second version, only one table is reported in
Appendix (Table A1).

Moreover, check the consistency between table A1 “HCV guidelines” reported at page

Dec 2015
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68 in HPCU domain and table A1 “Overview of guidelines”
From Table A2
to Table 102

AIFA

Please harmonize the information reported in the evidence tables of individual studies
included for clinical effectiveness and safety (table with the characteristics of studies in
the Appendix 1). Please consider to delete the safety information of individual studies
since they should have been discussed in the safety domain.

In this second version we have improved the alignment
between the tables.

306‐358
(Appendix 1)

Table (?)

AIFA

Please follow the EUnetHTA assessment template for the list of ongoing and planned
studies. Furthermore check the table with published studies retrieved and delete
duplicates. In addition, list in separated tables the records for each technology, possibly
including new medicines under development.

The appendix has been updated in the final version.

28‐31
(Appendix 1)

Table A1

AIFA

Please follow the EUnetHTA assessment template: for the Table ‐Overview of guidelines‐ Given the number of drugs involved, different
with inclusion of the summary of recommendations and the level of evidence.
genotypes, variable duration of treatments, of countries,
it’s difficult to summarize in one table all guidelines.

32‐304
(Appendix 1)

Anyway, for European guidelines more detailed
information is reported in A0025.
32‐304

From Table A2
to Table 102

AIFA

The RoB assessment tables should be harmonized across the studies (where relevant).

The second version contains more and congruent RoB
tables.

7.1.2
Applicability
tables

AIFA

The Applicability Tables are missing.

In the second version the applicability tables have been
added.

From Table
A103 to Table
A117

AIFA

The information reported are not fully relevant. We suggest to delete the tables.

No change, we left them in to be complete.

Standardize data extraction from the evidence tables.

In this second version we have improved the alignment
between the tables.

(Appendix 1)
358
(Appendix 1)
359‐380
(Appendix 1)
380/406.
Appendix 1

Dec 2015

Characteristics
of randomised
controlled
studies and risk
of bias tables
for clinical
effectiveness
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and safety
Characteristics
of randomised
controlled
studies and risk
of bias tables
for clinical
effectiveness
and safety

Add information to be extracted from included primary studies:

340/406
Appendix

Table of
content

Specify full text articles excluded with reasons.

This information has been added to the main report.

358

Applicability
tables

They should be done.

In the second version the applicability tables have been
added.

Table A119
AIFA
Reimbursemen
t 1 status

All new DAAs are reimbursed in Italy for patient groups on the basis of prioritization
criteria.

Noted.

AIFA

Please delete the „summary of the Grade Approach“ in Appendix 4. The description of
the tool is not needed.

We explained the problems that arise using GRADE in
this specific context. In order to better understand this a
short summary of the whole approach is useful

AIFA

The “studies excluded after full text” should be reported in main document, where you
described the results of bibliographical search (in results section as we previously
suggested).

This information as been added to the main report.

340/406
Appendix 1

-

In case available, additional information is included.

Patients groups: comorbidities, proportion of participants with different HCV
genotypes, different stages of fibrosis, response to previous treatment (non‐
response, partial response, relapse).

Appendix
382
(Appendix 2)
386‐388
(Appendix 1)
388
(Appendix 1)

Dec 2015

3‐5
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Appendix B: Feedback from Public Consultation
The Draft Second Assessment Report on WP5-SA6 ‘Rapid Relative Effectiveness Assessment of new pharmaceuticals for the treatment of chronic
hepatitis C’ was open to public consultation between October 15 and November 5, 2015.
Comments were received from:
Institution

Abbreviation

Date received

Bristol-Myers Squibb

BMS

02-11-2015

Zorginstituut Nederland

ZIN

04-11-2015

AbbVie

Abbvie

04-11-2015

Institute for Quality and Efficiency in Health Care (Germany)

IQWiG

04-11-2015

Janssen Pharmaceuticals

JJ

05-11-2015

European Federation of Pharmaceutical Industries and Associations

EFPIA

05-11-2015

Gilead Sciences, Inc.

Gilead

05-11-2015

European Liver Patients Association

ELPA

05-11-2015

National Institute of Pharmacy and Nutrition (Hungary)

OGYÉI

05-11-2015

Agency for Health Technology Assessment and Tariff System (Poland)

AOTMiT

05-11-2015

Irish Haemophilia Society

IHS

06-11-2015
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Section
number

Comment
received from

Comment and suggestion for rewording

Author’s reply

EFPIA

EFPIA would like to thank EUnetHTA for their response to the EFPIA
comments filed upon initiation of the EUnetHTA project on EUnetHTA
on “Rapid Relative Effectiveness Assessment of new pharmaceuticals
for the treatment of chronic hepatitis C”. Although EFPIA understands
the constraints EUnetHTA are working under we continue to consider
that rapid relative effectiveness assessments should be focused on the
assessment of individual medicines at launch, with a focus on relative
efficacy data, based on a company submission. EFPIA member
companies with experience of the first five pilots of rapid REA have
made concrete proposals on how to improve the process of rapid REA.
EFPIA calls on EUnetHTA to ensure that these comments are taken on
board in modified processes and methodologies for rapid REA before
the start of Joint Action 3 in order to ensure company contribution to
future European assessments.
Similarly to the EFPIA comments on the project plan, EFPIA will not
file specific comments on the technical characteristics of the
technologies under review, which are best filed by the sponsors in
question. However, EFPIA would like to highlight several high level
comments that are relevant for the research-based pharmaceutical
industry operating in Europe.
EFPIA recognizes that pricing of innovative therapies is a complex
issues and EFPIA member companies take seriously their moral
responsibility to contribute to sustainable healthcare systems
throughout Europe. Industry is engaging in framework agreements in
many countries which, inter alia, ensure budget predictability for all
parties involved, and EFPIA member companies conclude specific
agreements on their products to balance availability with budget
impact. The objective of these mutually beneficial collaborations is to
ensure that patients have access to the best treatment for their
condition throughout Europe.

We are currently performing pilots. Based
on the experience during this pilot,
EUnetHTA will assess whether it is doable
and beneficial to perform multiple drug
assessment for a particular indication.
During the assessment, we will take
EFPIA’s comments on board.

General

EFPIA

General

EFPIA

We will also take EFPIA’s comments on
single technology assessments on board
while EUnetHTA updates the procedure.

Comments are noted.

We removed/changed some of the
comments on cost. We did not remove all
comments, because in several
regions/countries budget impact and/or
cost effectiveness are important elements
in HTA assessments. Furthermore, in
several scientific articles the societal and
political discussion over the (initial) high
prices of hepatitis C drugs was
mentioned.

However EFPIA underlines that these discussions must take place in
the appropriate context, i.e. with the relevant decision-makers. EFPIA
is concerned that the draft report on Hepatitis C conducted by
EUnetHTA includes general statements on pricing when the agencies
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involved in such report do not have the responsibility to enter into
these discussions. A rapid assessment of relative effectiveness,
according to EUnetHTA’s own definition, is a scientific assessment
based on clinical data on the products concerned. It does not and
should not enter into discussions on pricing.
Furthermore, pricing is a national competence of Member States. As
EUnetHTA is conducting a European exercise, it should focus on
elements that are relevant to a European discussion and transferrable.
Pricing is out of scope of European collaboration on HTA.
Therefore, EFPIA suggests that statements on costs and affordability
are removed from what should be a scientific assessment.
General

All

General

Abbvie

OMV/PTV/r ± DSV ± RBV publications contained results that were
superseded by protocol mandated data handling rules used for the EU
SmPC. So the available data in the SmPC should always take
precedence over publications. Comments below highlight where data
need to be updated according to those in the SmPC.

We updated this.
In general, however, published data are
often and peer reviewed. Therefore, in
case of discrepancies we refer in those
cases to the published data.

ZIN

Please use generic and not brand drug names.

Has been changed in the document.

General

All section

Gilead

‘Harm’ language used frequently gives wrong impression.

Harm was changed accordingly, in words
like safety or AEs and SAEs.

General

7

Gilead

This section is too heavy on drug acquisition costs. It should include a
more balanced view of the value, including cost-effectiveness, of these
drugs.

The summary has been rewritten in de
final version.

General

-

AOTMiT

The report is not easy to read. Beside the great number of the data
and analytic information, there are a lot of discrepancy in table
numeration and linguistic mistakes. In the main text there is a lack of
specific references to the Appendix, what makes it tough to
understand.

In the final version we did a second check
on consistency, spelling, numeration, and
layout.

General

-

AOTMiT

The ID of Core Model elements and the Core Model questions are not
used in consistent way. The answers to the specific question should be
applied transparently to the text. The answers should be easy to find
(indicated for proper question).

We acknowledge that the use of the Core
Model can still be improved. Consistency
and readability improvements will be
implemented in EUnetHTA JA3.
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General

-

AOTMiT

Inconsistent names of included trials in the whole document.
Acronyms of trials and author’s names are used interchangeably, what
causes that in some cases there seemingly lack of reference to the
study.

Normally we try to use acronyms but in
some cases acronyms could refer to more
than one trial e.g. ERADICATE.

General

-

AOTMiT

We fully support the concerns about the SVR as a surrogate endpoint.
SVR can be used as a measure of cure of the infection but is a poor
surrogate for both liver cirrhosis and liver cancer.

Done.

WP5

We suggest to add the conclusion in the summary (eg. p. 21-22) that
due to the short duration of the studies and relatively small studied
population the drug resistance and other efficacy measures as well as
long-term safety (including oncogenic effects, an impact on overall
mortality) should be monitored.
General

-

AOTMiT

Some publications (studies?) may be missed (on the base of
comparing this report to the ones assessed in AOTMiT); please check
the ones below:

We only included studies where we could
find a peer reviewed full publication or
where the MAH provided additional
details on the study.

 Chulanov V, Zhdanov K, Kersey K. Sofosbuvir plus Ribavirin for the
Treatment of Russian Patients with Chronic HCV Genotype 1 or 3
Infection (poster). Hepathology. 2014; 60(S1):676A.
 Esmat G, Shiha G, Omar R, et al. Sofosbuvir plus ribavirin in the
tratment of Egyptian patients with chronic genotype 4 HCV
infection. Hepatology. 2014; 60(S1):662A.
 Lalezari JP, Nelson DR, Hyland RH, et al. 845 once daily sofosbuvir
plus ribavirin for 12 and 24 weeks in treatment-naïve patients with
HCV infection: the QUANTUM Study. Journal of Hepatology. 2013;
58:S346.- QUANTUM Study
General
comment on
reporting

IQWiG

So far the report does not provide an overview about which studies
are included in the analyses and which studies are considered for
which research question. Furthermore, it remains unclear, which
documents were available for each included study.
Please add a list of included studies with references of all documents
which were available for each study (e.g. journal publication, registry
report, Clinical Study Report). Please clarify, which study has been
considered for which research question (defined by a PICO).
(Please also check the listing of included studies in the table headers.
E.g. the header of Table 5.1 includes 3 references only for 9 studies

Dec 2015

There have been some changes in the
locations of the tables in this version and
we have added for all studies in the
tables references.
For SAF Domain journal publications were
used (full text articles); for each
assessment elements question all
references used were listed on the
beginning of each question text as well in
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including references to studies not presented in the table).

tables; Clinical Study Reports were not
asked from the Manufacturers and not
used accordingly; in Discussion section
we addressed this important issue.

IQWiG

In general, the assessment of drugs should be based on a complete
evidence base. Especially for new drugs, information retrieval solely
based on publicly available information sources often does not identify
all relevant studies (and data), because the available studies are not
yet published in journal publications or even study registries. The
study pool presented in the EUnetHTA report on hepatitis C drugs has
also been affected by this problem. E.g. two highly relevant RCTs
investigating comparisons covered by the scope of the project have
not been identified for the assessment (studies MALACHITE I and
MALACHITE II comparing Ombitasvir (plus paritaprevir plus ritonavir)
and Dasabuvir with Telaprevir). As such the data pool of the
assessment is incomplete.

We are aware of the fact that we always
lag behind. We asked all MAH to provide
us with data, but only 1 did. The
abstracts of MALACHITE I and
MALACHITE II only gives very limited
information.

IQWiG

According to the project plan, RCTs, non-RCTs, prospective
uncontrolled trials and prospective observational studies were planned
to be included in the assessment. However, the search strategy for
information retrieval has been limited to RCTs and Systematic
Reviews. Such a strategy is not appropriate to identify non-RCTs,
prospective uncontrolled trials and prospective observational studies.
Nevertheless, uncontrolled trials have been included in the
assessment. Due to the limitation of the search strategy it remains
unclear, if the pool of uncontrolled trials is complete for the new drugs
as well as for the comparators. This affects both the effectiveness and
the safety domain. Therefore, the validity of conclusions drawn from
the study pool is unclear. It is unclear whether an assessment based
on a full study pool would have come to different conclusions.

Half of the trials we identified were non
RCT. However, the Filter in the search
strategy was not appropriate, so we redid
the search. We identified 3 additional
studies, those were included. One was
after the search date we used before.
Therfore, we updated the date of our
search.

IQWiG

The assessment is aiming to provide comparative information on new
hepatitis treatments versus older treatments and against each other.
However, the data presentation and description mainly provides single
treatment arm information. In general, the naive comparison of single
treatment arms provides valid conclusions only under certain
circumstances (e.g. in the situation of dramatic effects). The report
does not address this methodological concern and does not provide a
justification for conclusions drawn from naive comparisons of single
treatment arms.

We try to be very prudent in comparing
studies. For the combinations where the
evidence is based on single arm studies
or on RCTs that do not compare with
older treatments, in casu the noninterferon containting studies, we only
give an under limit of effectiveness, we
avoid unsubstantiated conclusions.
Comparing interferon based and non-

Information
retrieval

General:
Information
retrieval

General:
Methods of
comparing
treatment
options
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interferon based regimens is moreover
hampered by the fact that eligibility is
very different, due to motivation needed
and side effects of IF containing
combination. We added these issues to
the discussion.
General:

IQWiG

While a large number of single arm trials are included in the
assessment, for some research questions also information from
randomized comparisons is available (comparing different drugs,
different regimens of the same drug or different patient populations).
It does not become clear from the data presentation and description
which conclusions are based on the comparison of randomized
treatment groups and which conclusions are based on naïve
comparisons of single treatment arms. As the validity of randomized
comparisons is much higher than that of non-randomized
comparisons, please provide separate data presentation, results
description and conclusion for randomized and non-randomized
comparisons. Please include effect estimates for randomized
comparisons to allow for an assessment of statistical significance and
effect size.

For interferon containing combinations
there are direct comparisons available, as
explained in that section. We also
explained that for the interferon free
combinations this is not the case, apart
from the 2 MALACHITE studies on which
there is very limited information. Even
where different durations or combinations
with or without ribavirin are randomized,
this led in very few cases to conclusive
results, due to lack of power. Most of
those studies did not provide effect
measures themselves. We also discussed
this problem in the text and will elaborate
this in the answers below.

IQWiG

Data presentation in the effectiveness domain is limited to SVR12
while according to the project plan many other endpoints were
planned to be investigated. The report states that no direct evidence
on the other outcomes is available (page 110, lines 8-11). However,
evidence on other endpoints is available, both from the appendix of
the EUnetHTA report (e.g. data on symptoms in ATTAIN in Table A26
of the appendix) and from other source covering the included studies
(e.g. data on SF36 from study ION-2 in AMNOG documents).

We added the evidence on patient
reported outcomes.

IQWiG

As in some countries the assessment of drugs is performed within the
approved indication while others also consider application outside the
approved indication, for an assessment report to be helpful for all
countries, it is necessary to separately describe data from studies
within or outside the approved indication. So far, this separate
analysis is missing from the report, although the answers to
comments on the project plan confirm that these analyses should be
included (answer to comment 37 on the project plan). (There seem to
be further discrepancies between answers to the public consultation

For some studies all arms were outside
EPAR approved indication, mainly the
studies conducted in Japan.

Methods of
comparing
treatment
options

General:
Included
endpoint data

General:
Analysis within
the approved
indication

Dec 2015

Some studies that randomized between
duration contain arms that are not
indicated. In the method section we state
as inclusion criteria: •At least one study
arm containing a drug combination from
our list of interventions, and administered
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5 / line 30-32
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Author’s reply

and the current project plan or the actual methods used in the report,
e.g. concerning comments 79, 124, 133, 135.)

according to EPAR. ION 1 fits that
criteria.

Furthermore, it seems that deviation from the approved indication
(including dose recommendations etc) has been handled
inconsistently. E.g. the CONCERTO 1-4 and DRAGON studies are
excluded because the drug of simeprevir was lower than
recommended by the label (page 34 lines 23-24), on the other hand
e.g. the treatment arms of the ION-1 study were included although
ledipasvir/sofosbovir are not approved in combination with ribavirin in
patients with genotype 1.

In the effectiveness domain we have now
indicated the arms that are not consistent
with the EPAR approved indication in the
tables. However, in the SAF Domain
some clinical studies which are not
according approved indication were
included, if they were needed to answer
on specific assessment element
questions. This is now clearly and
transparently written in SAF Domain and
Methods section.

OGYÉI

We recommend to change the place of table of contents. The LIST OF
ABBREVIATIONS and LIST OF TABLES AND FIGURES would be better
before SUMMARY.

We have replaced the list of abbreviations
and list of tables and figures accordingly.

ZIN

I do not understand this sentence. Could the authors please rewrite
this sentence?

The sentence is re-written as follow
“Transmission to the baby by infected
women may occur at birth in 3–5% of
cases. Risk of infection in babies in higher
in the case the mother has HIVcoinfection and a high HCV viral load”.

5 / line 8-10

summary

ZIN / AOTMiT

Why are the primary safety outcomes included in this paragraph, but
not the efficacy outcomes. I recommend deleting this sentence or
adding the primary efficacy outcomes.

Changed accordingly.

5 /12, 7-8/24
(Scope)

Summary

AOTMiT

The description of the health problem on pages 7-8 should be joined
with the introduction part.

The introduction section has been
simplified to avoid duplication of content
with the Health Summary.

BMS

The statement “… there are no long-term data available yet on the
frequency of relapse after SVR12 following the new hepatitis C
treatment combinations.” is overstated. There are some data e.g.
presented at AAASLD in 2014 on very low relapse rates in long term
follow up. See Reddy R et al. Hepatology (October 2014), 60 (Number
4, Supplement 1): 1154A.

The sentence has been adapted in the
final version.

6

Dec 2015

WP5

© EUnetHTA, 2015. Reproduction is authorised provided EUnetHTA is explicitly acknowledged

60

EUnetHTA JA2

New pharmaceuticals for the treatment of chronic hepatitis C – Appendix: Feedback from Dedicated Reviewers and Public Consultation

Page/line
number

Section
number

Comment
received from

Comment and suggestion for rewording

Author’s reply

6

Scope

Gilead

SVR12 is considered as the standard for assessment of virologic cure
by EASL guidelines.

This has been noted.

OGYÉI

We recommend to define RCT, where was mentioned first.

RCT has been added to the abbreviation
list.

6 /18

6 en 7 / line
15-32

summary

ZIN

In this section the effectiveness of the new generation DAAs is
discussed. These results I would expect in the effectiveness domain.
Can the authors delete this information here?

To be complete we kept it in.

6 en 7 / table
S1

summary

ZIN

The order of the drugs in this table is not the same as used in the rest
of the report (e.g, first sofosbuvir). Can you please put the drugs in
the “correct” order?

Changes were made accordingly.

6 en 7 / table
S1

summary

ZIN

Is the title of the table correct?

For more clarity we added HCV genotype
instead genotype.

6 en 7 / table
S1

summary

ZIN

What kind of information is included in the last column of the table?
Could the author please provide more information? (I wonder whether
this information about the dose recommendation or whether only
studies were performed that included patients with these genotypes).

This is short summary of approved
indication on DAAs under assessment, in
different HCV Genotypes.

6 en 7 / table
S1

summary

ZIN

What is the distinction between genotype 1a en 1 b versus genotype
1? Could the authors provide more information about this difference?

Genotypes are written according the
SmPC for each pharmaceutical.

7

Table S1

Abbvie

Indication for OMV/PTV/r: change ‘treatment of CHC in adults in
combination with other medicinal products (dasabuvir or ribavirin or
both dasabuvir and ritonavir)’ to ‘treatment of CHC in adults in
combination with other medicinal products (dasabuvir or ribavirin or
both dasabuvir and ribavirin)’

Changed accordingly.

7 / line 10

Descriptio
n of
Technolog
y

JJ

Except Simeprevir which is taken twice daily

This was changed into dasabuvir.

Descriptio
n of
Technolog
y

JJ

7 / line 12-13

Dec 2015

WP5

Please delete this sentence, as simeprevir is also once a day

“For some genotypes, interventions such as sofosbuvir and simeprevir,
even taken orally, must be used with Peg-IFN-α: sofosbuvir in
genotype 1, 3, 4, 5 or 6 and simeprevir in genotypes 1 and 4.”

Changed accordingly.

Comment: Simeprevir can also be used in combination with sofosbuvir
(with or without ribavarin) in both genotypes 1 and 4. Suggest to
replace “must” with “may also”
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7 / lines 2-7

summary

ZIN

Is this crucial information that needs to be included in the summary?
My recommendation would be to delete this section.

We did not delete this section, because it
is connected to the comparators used in
this assessment.

7/9

Summary

Abbvie

Dasabuvir is also taken twice daily. Change to ’except simeprevir and
dasabuvir, which are taken twice daily’

We change it to dasabuvir, instead of
simeprevir.

7 / lines 1722

summary

ZIN

Is this crucial information that needs to be included in the summary?
If yes, should this section be included in the section about health
problem?

This is written according the assessment
element questions in TEC Domain.

8 / line 13-17

summary

ZIN

There is a section called reimbursement on 19. Should this information
in line 13-17 be included in this section?

This information is included because this
is the agreed format for Summary section
in rapid REA for pharmaceuticals.

8 / line 30-35

summary

ZIN

After reading the report, I found out that the results of a metaanalysis for the IFN-containing combinations was used. I would add
that information in the summary

Done.

8 / line 30-35

summary

ZIN

I would add to this section that there was also a few placebocontrolled trials, but that the number of randomized studies and
placebo controlled studies were insufficient to perform a indirect
comparison for the IFN-free combinations.

Information is added in final version.

OGYÉI

Table 3.5 is about Summary data on simeprevir, according to the
European Medicines Agency (EMA).

The numbers of the tables in the report
have been checked and adapted if
needed.

8 /14

WP5

Table 4.9 could be the right number (Estimate of HCV prevalence by
country in 2015*).
8 /52

8 /line 20-25
and

Summary:
Methods

33/line 33-34
34/5

Dec 2015

2.2

OGYÉI

If the table and it’s title will be together on the next page, it would be
better.

We have changed this.

IQWiG

In the methods is stated that several publication types are eligible
(RCTs, non-RCTs and prospective uncontrolled trials). The search
strategy in the Appendix 1 is limited to RCTs and Systematic Reviews.
Please either revise the search strategy and update the search
according to the project plan or describe the limited search as a
change to the project plan. If the project plan is changed to a search
of RCTs only, then also the assessment should only consider RCTs
because from this search strategy no complete pool of non-RCTs can

We revised the search. See answers
below.
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be generated.
This change would affect the general evidence base and the validity of
the assessment as it is presented now. Please see general comment
on information retrieval above.
8 /line 22

Methods

IQWiG

In the methods it is stated that the search is not limited by publication
date; however, according to appendix 1 the search is limited to
publications from 2010 until today. Please provide a methodological
explanation for this limitation or revise the literature search and
update it without limits. Alternatively, describe the fact that the
literature search is limited as a change to the project plan.

We revised the search. As can be seen in
the documentation of the search
strategy, it did not make a difference.
None of the molecules was studied for
hepatitis C before.

ZIN

This whole section consists mainly of tables. Could the author please
provide more text in this section?

We added QOL data.

and
age 33/line 7

2.2

8 -18 / results
effectiveness

summary

I would e.g. like to see more information about:

We also provided the complete tables
from the results sections.

- the selection of the studies in the table (e.g., in some tables the
combination with ribavirin is included while in others not);
- the rational for only including data on SVR12 (while results on QoL
have been published);
- the a priori hypothesis with regards to the results for the different
subgroups / an explanation why the results are shown separately for
treatment experienced en treatment naïve and also for cirrhosis and
no cirrhosis;
- what drug combination is the standard of care for each genotype.
Furthermore, data on QoL is missing.
E.g., article with data on QoL = Younossi ZM, Stepanova M, Henry L,
Gane E, Jacobson IM, Lawitz E, Nelson D, Nader F, Hunt S. Minimal
impact of sofosbuvir and ribavirin on health related quality of life in
chronic hepatitis C (CH-C). J Hepatol. 2014 Apr;60(4):741-7.
8 -18 / results
effectiveness

summary

ZIN

Why are in the tables the columns not the same (e.g., in some tables
fibrosis status is included while in others not). My recommendation
would be to include the same information in each table.

Some tables are only on cirrhotic or noncirrhotic patients.

8 -18 and 89116
Effectiveness
results

summary
en
effectiven
ess

ZIN

In the whole document is stated that the 95% CI exclude a certain %
(e.g., 90%). This is incorrect. E.g. if the 95% ranges from 99-91, it
only means that the chance that the SVR12 is below 90% is less than
2.5%. Please rewrite these sentences by stating the 95% CI does not

It was changed in the document.
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8, line 40 to
page 18, line
10

Summary:
results

IQWiG

The summary seems to include only a selection of studies. The
following studies are not mentioned in the summary section although
they are listed in the main results section (5.2):

WP5

Author’s reply

include 90%.

ALLY 2, ASPIRE, ATOMIC, CONCERTO-4, CORAL-I, Dieterich, ION-4,
LONESTAR, NEUTRINO, Onusini, PEARL-I, PEARL IV, Pearlman,
PHOTON-1, PILLAR, PROMISE, PROTON, Punzalan 2015, QUEST-1,
Quest-2, Rodrigo-Torres, SOLAR 1, TURQOISE-I. Please compare e.g.
Table 5.3 (page 95) to Table S.2 (page 8) where several study arms
and studies are missing.

It proved difficult to shorten the tables
without losing information. We revert to
the full tables, and will refer only to some
less important tables. The summary was
rewritten in the final version.

Please provide information on all studies and treatment arms included
in the assessment in the summary, or provide an explanation which
studies or treatment arms are missing. Alternatively, the overall data
presentation in the summary might be changed to a more concise
format.
9

Table S2

Abbvie

For SAPPHIRE-I change to 456/473, 96.4% (94.7–98.1) according to
the data in the EU SmPC. Note that the 95% CIs included are also
incorrect according to the publication.

In different publications different
methods were used to calculate CI, which
lead to different CI for the same absolute
numbers and wider or smaller CI
depending on the method used. In the
tables where the SVR and their CI for
different molecules from different MAH
are displayed, we choose to calculate CI
uniformly with the clopper pearson
method. Because normal approximations
behave badly when proportions are close
to 1 or 0, as here is the case.
We will however update the absolute
numbers as suggested.

9

Table S2

Abbvie

PEARL-III (GT1b naive) and PEARL-IV (GT1a naive) could be added to
this table

See above.

9

Table S3

Abbvie

For TURQUOISE-II 12 weeks, change 95% CI to 89.2–99.1 as in the
publication appendix

See above.

9

Table S3

Abbvie

For TURQUOISE-II 24 weeks, change 95% CI to 89.4–99.7 as in the
publication appendix. Note that 71/74 (95.9%) actually achieved
SVR12 (see SmPC). But these data are only available in the SmPC

See above.
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9 / line 1

Table S2

JJ

For simeprevir, add also COSMOS study results to this table

COSMOS data has been added (and
tables have been replaced and
renumbered).

10

Table S4

Abbvie

For TURQUOISE-II 12 weeks, change 95% CI to 84.9–95.4 as in the
publication appendix

See above, comment on CI (Table S2).

10

Table S4

Abbvie

For TURQUOISE-II 24 weeks, change 95% CI to 93.5–100 as in the
publication appendix

See above, comment on CI (Table S2).

10 / line 2 -3

Results –
clinical
effectiven
ess

JJ

The COSMOS study comprises a mixed population of treatmentexperienced and treatment-naïve patients.

Done.

summary

ZIN

WP5

Author’s reply

stratified for GT1a and GT1b i.e. overall 95% CI not available.

10 / line 7-10

Comment: this sentence can be deleted as COSMOS sub-group results
are available separately for naïve and experienced (null-responders) in
Supplementary table 1 of the online supplement (Lawitz et al. 2014,
online supplement). In general, the comment is correct , but it equally
applies to some of the other studies
In this sentence is stated that the results for treatment-experienced
patients show a larger variability. I, however, did not notice these. I
did see larger 95% CIs in studies with few patients. Could the authors
state more clearly why they conclude that there is a larger variability?

We nuanced a bit. Random error however
is also a source of variability.

And if true, could the results be explained by the baseline
characteristics of the patients included in these studies?
11

Table S5

Abbvie

Delete ‘non-cirrhotics’ from table title

Done.

11

Table S5

Abbvie

Change ‘SAPPHIRE-I’ to ‘SAPPHIRE-II’ – SAPPHIRE-II was the
treatment-experienced study from which data are quoted

Done.

11

Table S5

Abbvie

For SAPPHIRE-II (see comment above), change 95% CI to 94.1–98.4
as in the EU SmPC

See above (table S2).

11

Table S5

Abbvie

For PEARL-II (see above) with ribavirin, change to 86/88, 97.7%
(94.6–100) according to the data in the EU SmPC

Done for absolute numbers.

11 / line 4-5

summary

ZIN

Is it worth mentioning that with extending the treatment duration to
24 weeks the study-arm did not include an SVR of 70?

Has been added.

11 / table S5

summary

ZIN

Data OPTMIST I is the treatment duration of 8 weeks of sofosbuvir +
simprevir approved? Is this data correct?

Explanation has been added.

12 / table S7

summary

ZIN

The number of studies with SOF + RIB is very large. Is it possible to

At an earlier stage reviewers suggested
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14

Table S8

Abbvie

14

Table S8

JJ

Comment and suggestion for rewording

Author’s reply

report only the results of the pivotal studies?

completeness, so we reverted to full
tables.

Change ‘PEARL-III’ to ‘PEARL-I’ – PEARL-I was the GT4 study from
which the data are quoted

Done.

Please add a line for SIM+SOF, based on the OSIRIS study

We added a line in the effectiveness part.
However, only limited data on OSIRIS are
provided.

See comment JJ above.
14 / line 3-4

summary

ZIN

I do not understand this sentence. Could the authors please rewrite
this sentence?

The summary has been rewritten.

14 / line 4-7

summary

ZIN

It might be worth mentioning that the EMA does not recommend the
use of an IFN-free regiment for patients with HCV genotype 4
infection.

We believe that this comment is not
correct, several are recommended.

14 / lines 3-7

IFN-free
regimens
for
patients
with HCV
genotype
4 infection

JJ

The company would like to highlight that the combination of
simeprevir plus sofosbuvir is also indicated in the SmPC for use in
genotype 4. In the data package submitted to EUnetHTA in May
2015, data in G4 patients was indeed sparse. However, as part of our
commitment to provide additional data as they become available, we
are pleased to provide EUNETHA with results of the OSIRIS study that
investigated the efficacy and safety of SIM+SOF in treatment-naïve
and treatment–experienced patients with genotype 4.

We added a sentence in the result
section.

WP5

Based on this additional evidence , the company requests to add this
information :
“Results of OSIRIS show that SIM+SOF for 12 weeks in patients with
G4 is generally safe and well tolerated, with high SVR rates of 95% to
100%”
Data from OSIRIS will be presented at the upcoming AASLD
Conference, starting November 13 2015. The OSIRIS abstract is
already available in the public domain and contains SVR4 results.
SVR12 results will be presented at the AASLD – and Janssen commits
to providing EUNETHA with this additional information once the data
have been released in the public domain. SVR12 results overall
confirm findings based on SVR4.
15 / line 9-11

Dec 2015

summary

ZIN

Why was there an update? Could the authors please clarify? (In the
method sections an update is not mentioned).

To avoid that evidence is outdated before
the report comes out. Finally we did a
completely new search.
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Author’s reply

15 / table S9

summary

ZIN

Could the authors please check the data of I2% in some cases it is the
% in other the p-value and in the last row no information is provided?

We clarified this in the table.

15 -18 (results
in Summary
section)

Summary

AOTMiT

A lot of blank spaces in tables in this section without giving the
information about their meaning.

The summary has been rewritten.

15/ 5

Summary

AOTMiT

In the Table S9 the column with the source (the name of the study) is
lacking

No change, since the table is related to
the one above which has this information.

17 /3, 18/2

Summary

AOTMiT

Unclear. Which subgroups do you mean? Subgroups should be
transparently defined.

Subgroups are specified in the columns of
the tables.

17/ Table S13

Summary

IQWiG

Please refer in the column “study” to the exact study name.
Presumably it has to be “COMMAND 1” in the first two lines.

Done.

18

Results

Gilead

Missing clear statement about no AEs are specifically attributable to
SOF.

This cannot be excluded.

18 /-

Summary

AOTMiT

We added a paragraph, number of
patients was very low.

66 /-

5.2.
Clinical
effectiven
ess,
Results

Did you find the results for HCV Genotype 5 and 6? Sofosbuvir is also
indicated in HCV Genotype 5 and 6. The information about the results
for HCV Genotype 5 and 6 population should be provided.

WP5

-Kowdley KV, Lawitz E, Crespo I, i in. Sofosbuvir with pegylated
interferon alfa-2a and ribavirin for treatmentnaive patients with
hepatitis C genotype-1 infection (ATOMIC): an open-label,
randomised, multicentre phase 2 trial. Lancet. 2013;
381(9883):2100–2107.
-Lawitz E, Mangia A, Wyles D, Rodriguez-Torres M, Hassanein T,
Gordon SC, Schultz M, Davis MN, Kayali Z, Reddy KR, Jacobson IM,
Kowdley KV, Nyberg L, Subramanian GM, Hyland RH, Arterburn S,
Jiang D, McNally J, Brainard D, Symonds WT, McHutchison JG, Sheikh
AM, Younossi Z, Gane EJ. Sofosbuvir for previously untreated chronic
hepatitis C infection. N Engl J Med. 2013 May 16;368(20):1878-87.
doi: 10.1056/NEJMoa1214853. Epub 2013 Apr 23.

18 / line 13

Dec 2015

JJ

Refer to Pearlman study for (safety) comparison across new DAA’s
(SIM_SOF vs SOF+PR) (Table 2, Pearlman et al., 2015)

References can be found in main text of
the report.
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18 / line 7

Comment
received from

Comment and suggestion for rewording

Author’s reply

JJ

Refer to JAMA study (Adriaan J. van der Meer, et al. 2012), McCombs
J, et al. JAMA

References can be found in main text of
the report.

21 / line 39

Intern Med. 2014;174(2):204-12 and Wiese M. et al. Hepatology.
2014;59(1):49-57.

112/line 37 ff.
113/line 1-38

for treatment benefit on long-term outcomes

18 / line 7-10

summary

ZIN

Could the authors please clarify what they mean with the word direct
in the sentence “.. no direct evidence on the outcomes …”?

We will add ‘from the RCTs’.

18 / line 7-10

summary

ZIN

There are studies that reported the effect on QoL. Could the authors
please change the sentence and, if possible, add the information in
the report?

We added the information in a separate
chapter.

18 / lines 1318

summary

ZIN

Shouldn’t this information be included in the method section?

We think that this information should be
written here.

18 / lines 1820

summary

ZIN

Shouldn’t this sentences not be included in the discussion section
(after the results are discussed)

We think that this information should be
written here.

18 -21

summary

ZIN

I find the order of the topics a bit strange. Why were the IFN-free
combinations not discussed first?

The IFN containing regimens are older.

18 -21

summary

ZIN

Could the authors also make a comparison between IFN-free and IFNcontaining therapy. I am particularly interested whether the authors
agree with the claims that IFN-free regiments are safer.

Summary section in final version is
rewritten; additional recent important
data on safety was added. Only data and
statement supported with evidence were
written related to safety outcomes,
without author’s personal views or
believes. Please see below also.

18 -21

summary

ZIN

Is it possible to compare the type and incidence of (S)AE among the
new-generation DAAs?

Summary section in final version is
rewritten; additional recent important
data on safety was added as well as new
data on manufacture’s decision on two
drugs in US (Recently, in the United
States the Manufacturers of two first
generation DAAs, telaprevir and
boceprevir, voluntarily discontinued their
manufacture and distribution.)

In addition, can the authors state whether they believe that the new
generation DAA’s are safer than “older generation” DAA’s? And the
reasons why?

18-21

Dec 2015

WP5

summary

ZIN

Could the authors also answer the questions of the combination of 4
DAAs might results in a higher or lower incidence of (S)AEs?

Data are transparently presented in
Summary section according publications
or regulatory warnings after marketing
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19

Discussion
/conclusio
n

Gilead

Word ‘harm’ phrase inappropriately used.

This has been rephrased in safety or AEs
or SAEs.

19

Discussion
/conclusio
n

Gilead

Missing clear statement that a lot of AE were related to RBV not
LDV/SOF. Only AE specific to LDV/SOF was headache and fatigue as
demonstrated in placebo control study SIRIUS.

Data was transparently written in Safety
domain, with limitations of this
assessment listed for safety outcomes.

19

Discussion
/conclusio
n

Gilead

Statement of DAAs being generally well tolerated is missing.

Please see above.

19

Discussion
/conclusio
n

Gilead

Discontinuation rates in clinical trial not reported.

Transparently written in final version, in
Safety domain text.

19 /13

Summary

Abbvie

Recommend adding the references for this paragraph (refs 144, 146)

No references added in this section and
format of summary part.

19 /21

Summary

Abbvie

Recommend adding the reference for this data (ref 136)

Please see above.

19 /21

Summary

Abbvie

Add that TURQUOISE-II was in cirrhotic patients

This data could be found later in the text.

19 / 41-50

summary

ZIN

I would include the information about the upcoming evidence and
reimbursement after the discussion/conclusion (or combine the
information in this section).

This is written according the Format of
Rapid REA.

19 / line 1719

summary

ZIN

Is the sentence “… frequency of administration and do not change
over the observed time period….” correct? Or was there no statistically
significant different in head-to-head studies?

This part is rewritten to raise clarity of
the text.

19 / line 1719

summary

ZIN

Is the statement true for type or incidence of AE? Could the authors
please clarify?

This part is rewritten to raise clarity of
the text.

19 / line 26

summary

ZIN

What does the percentage means in the sentence”… HIV co-infection,
ranging from 70% to 100%.”? Is it the percentage of patients who
reported 1 or more AEs?

Yes indeed.

19 / 16

Summary

Abbvie

Change to ‘p≤0.02’, as p value was smaller for some AEs e.g. anemia
and bilirubin

Text is rewritten accordingly.

WP5

Author’s reply

authorization.

Dec 2015
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19 / 22

Summary

Abbvie

Move information in parentheses to line 13

We do not exactly understand this
comment.

20 /20

Summary

Abbvie

Change 3D to OBV/PTV/r + DSV

No change, consistent abbreviations have
been used throughout the document.

20 /37

Summary

Abbvie

Change 3D to OBV/PTV/r + DSV

No change, consistent abbreviations have
been used throughout the document.

20 / 9-10

summary

ZIN

In this sentence is stated: Only very few trials compared IFN-based
treatment to IFN-free combinations. Would it not be important to
discuss these studies in the effectiveness and safety domain?

We will change the sentence, actually it is
none, the only trials are the 2
MALACHIE_TE trials but they are not
published yet and the abstracts provide
very limited information.

JJ

Reason for having only few trials comparing IFN-free vs IFN-based
combo’s is primarily ethical and not due to the fact that IFN-free
targets a larger patients group

That is a personal opinion, the persons
who started the MALCHITE trials did such
a trial. We did not say it is the primary
reason.

20 / line 10

20 / line 1-4

summary

ZIN

In this sentence is stated that these are well-tolerated options. On
what data is this based and should this conclusion not be based on
data that is included in the safety or effectiveness section?

We cannot find this sentence.

20 / line 1920

summary

ZIN

Do the authors mean SVR rates or the average SVR12 rates?

Proportional SVR rates are meant,
instead of average.

20 / line 2729

summary

ZIN

I am not quite sure that the data for treatment-experienced patients
show larger variability. Could the authors please check the data?

Random variation is also a source of
variability.

20 / line 3839

summary

ZIN

I do not believe the SOF + RBV combination is recommended (or even
approved) by the EMA. Could the authors please check and, if needed,
add this information.

Yes they are for several genotypes.

20 / line 4243

summary

ZIN

I believe information is missing in this sentence. Shouldn’t it be “…
compare to combinations of DAAs without Peg-IFN”?

We modified it now.

20 / line 5-6

summary

ZIN

Could the authors please provide the advantages of IFN-free versus
IFN-containing therapy in this section.

We explain this a bit further on.

20 /24

0

ELPA

“non cirrhotic” should be with a dash

This has been adapted.

21

Special
Groups

BMS

The statement, “Results for HIV-positive patients and patients
undergoing pre- and post-transplant are similar to those of the other

Those patients tend to have lower SVR as
well in non HIV patients.

Dec 2015

© EUnetHTA, 2015. Reproduction is authorised provided EUnetHTA is explicitly acknowledged

WP5

70

EUnetHTA JA2

Page/line
number

New pharmaceuticals for the treatment of chronic hepatitis C – Appendix: Feedback from Dedicated Reviewers and Public Consultation

Section
number

Comment
received from

Comment and suggestion for rewording

WP5

Author’s reply

patients” should be qualified. The exception is Child-Pugh C patients
who tend to have lower SVRs
21 / line 12

JJ

No RWE data included, even though the need for these data and postmarketing authorization data is mentioned throughout the document
(comment page 21, line 12; page 129, line 39). A lot of RWE is
available from latest EASL/AASLD, both from US and EU sites.
(References: Saxena et al., 2015 RWE cohort, SIM-SOF results in
cirrhotic patients; HCV Target and TRIO results presented at
AASLD/EASL; HEPATHER results presented at AFEF and to be
presented at AASLD 2015)

We discussed some RWE, but the studies
referred to here are unpublished and one
is a retrospective case control study, this
was not in our inclusion criteria.

Page 133 /
line 3

21 / line 1218

summary

ZIN

Why is the section about safety so short compared to the effectiveness
domain?

This section is slightly rewritten in final
version, but do not want to repeat data
already written in discussion section of
safety domain text.

21 / line 1617

summary

ZIN

Do the authors expect more AEs in this subgroup? If yes, could you
please add the reason why you expect a higher incidence? (Currently
the order in the paragraph raises the question whether the authors
think this might be the results of drug interactions or other factors).

Data are based on the publication or the
lack of publication; authors’ expectation
is not part of this assessment.

21 / line 22

summary

ZIN

There are studies published on QoL for new generation DAAs

We summarized those now.

21 / line 3538

summary

ZIN

This sentence is difficult to understand. Could authors please rewrite
this sentence?

Done.

21 / line 9-10

summary

ZIN

Is the sentence “…. pre- and post-transplant are similar” correct? Or
should it be “…. pre- and post-transplant seem similar”?

We modified this.

21 /31

0

ELPA

“ie” should be divided by dots (“i.e.”)

Adapted.

22

Line 1516.

BMS

The statement “Currently, because of the high cost of the new drugs,
healthcare payers have to restrict drug access to those in urgent need
of effective treatment.” has not been supported by evidence and
seems out of place in a scientific assessment.

We removed the words ‘have to’, that
they effectively do so is sufficiently
documented.

22

Line 2123.

BMS

The statement “However, the companies marketing these medicines
have a huge societal responsibility, as governments alone are not able
to lower prices to a level allowing access to all patients who are in
need of treatment has not been supported by evidence and seems out
of place in a scientific assessment.

This particular statement has been
removed, a joint assessment is a neutral
scientific effort.

Dec 2015

We did not remove all cost-related
sentences, because in several
regions/countries budget impact and/or
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WP5

Author’s reply

cost effectiveness are important elements
in HTA assessments. Furthermore, in
several scientific articles the societal and
political discussion over the (initial) high
prices of hepatitis C drugs was
mentioned.
22

Discussion
/conclusio
n

Gilead

New guidelines now already recommend treating all patients.

We did not change this sentence,
because the European guidelines still
include prioritization criteria.

22 / line 1213

summary

ZIN

Why do we need the long-term data before we can study the effect on
HCV transmission?

It is of course clear that if there is no
virus anymore it cannot be transmitted.
It is less clear however what this means
at population level, as the effect depends
on the behavior of the population and the
transmission mode (IDU vs transfusion).
This can only be assessed in the longer
term.

22 / line 1520

summary

ZIN

Should this and the next section not be moved to the section called
reimbursement?

The report is based on the EUnetHTA
assessment template.

JJ

We are surprised at the statement :

This particular statement has been
removed, a joint assessment is a neutral
scientific effort.

22 / line 2123
And p134 136

“However, the companies marketing these medicines have a
huge societal responsibility, as governments alone are not
able to lower prices to a level allowing access to all patients
who are in need of treatment”
The companies engaged in developing and providing these step
change innovations that deliver unprecedented benefits to patients
have and continue to work with payers and decision-makers to deliver
appropriate access to patients. It is beyond the scope of this review
for the authors of this report to present their un-validated, nonevidence based opinions on pricing, an area out of scope for EU REA,
and in which the authors also have no national responsibility.

We did not remove all cost-related
sentences, because in several
regions/countries budget impact and/or
cost effectiveness are important elements
in HTA assessments. Furthermore, in
several scientific articles the societal and
political discussion over the (initial) high
prices of hepatitis C drugs was
mentioned.

This review is intended to be an evidence-based assessment of the
relative clinical effectiveness of these novel treatments. National
decision-makers, experienced in pricing and access decisions, can
then decide on what is appropriate locally. If the authors of this
report are unable to contain their comments to the scientific
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WP5

Author’s reply

evaluation, leaving their personal emotional opinions to one side, then
the potential sustainability of these collaborative efforts will be called
in to question.
We suggest for these types of statements to be removed from the
assessment.
22 / line 22

summary

ZIN

Please add the reasons why the new generation DAA scan be
considered a true innovation.

We dropped this sentence.

22 / line 6-7

summary

ZIN

Could the authors also answer the question whether the shorter
treatment duration might improve adherence (in daily practice)?

This is mentioned in H0009.

22 / line 9-11

summary

ZIN

I do not understand this sentence. Can the authors clarify why they
believe this to be true?

It is explained in the sentence before,
because future patients will have with
other co-factors of 9 disease progression

23

Abbreviati
ons

Abbvie

Change 3D to OBV/PTV/r + DSV

No change, consistent abbreviations have
been used throughout the document.

ZIN

Please do not include references in this list.

This has been changed, references are
deleted.

27 / list of
tables and
figures
30

Scope

Abbvie

Dasabuvir description: insert space after NS4B

Done.

30 / scope

interventi
ons

ZIN

I would first discuss the drugs that are discussed in this report and
then add the information that new treatments are listed in the
appendix

It is a very prestructured table, we follow
the format of the assessment template.

30 / scope

interventi
ons

ZIN

The order of the drugs is not consistent in the report. Could the
authors please use one uniform order of the drugs?

This has been adapted.

31 / scope

compariso
ns

ZIN

Question 2 under the rational is not clear. Could the authors please
provide more information whether they wanted to new compare new
generation DAAs with each other or versus the standard of care (or
both)?

This text is included in the beginning of
the Summary text; SCOPE

Dec 2015

To determine whether treatment with six
new oral direct-acting antivirals (DAAs)
(sofosbuvir; ledipasvir + sofosbuvir;
simeprevir; daclatasvir; ombitasvir +
paritaprevir + ritonavir; dasabuvir) in
adults with chronic hepatitis C infection is
more effective and safer than treatment
with their comparators (the first
generation DAAs: telaprevir and
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WP5

Author’s reply

boceprevir, and the pegylated interferon
[Peg-IFN] plus ribavirin combination
regimen) and to each other.
32 / scope

study
design

ZIN

Non-RCT is a collection of different study designs, including
prospective and retrospective uncontrolled studies. Could the authors
please clarify which studies they included?

We removed the term and specified.

32, table 1.1.:
Table’s
column: Study
design

1

AOTMiT

Inconsistence in “Study design” criteria between the Table and
description in line 34 - page 33, line 5 - page 34 and line 41 - page
36. Lack of “prospective observational study” in the Table content.

We removed the term and specified.

33 / line 2426

2.2

ZIN

Could the authors please clarify which report they were given? And for
which drug?

We specified this information.

33 / line 3334

2.2

ZIN

Non-RCT is a collection of different study designs, including
prospective and retrospective uncontrolled studies. Could the authors
please clarify which studies they included?

We removed the term and specified.

33 / line 5

2.2

ZIN

Non-RCT is a collection of different study designs, including
prospective and retrospective uncontrolled studies. Could the authors
please clarify which studies they included?

We removed the term and specified.

IQWiG

As a step of information retrieval, manufacturers were asked to
submit reports. From the description it remains unclear, which
manufacturers were asked, which ones answered, which ones
provided data, for which studies which documents were provided and
for which studies these data were used in the assessment. Please
include a transparent description of the input from manufacturers and
the use of these data in the assessment (including references of the
respective documents).

We made a description.

33, lines 24-26

33/line 11

2.2

IQWiG

It is stated that CENTRAL, DARE and HTA database were searched. In
Appendix 1 these search strategies are missing. Please delete these
databases in the methods section or revise the appendix with the
search strategies. If these databases are not searched please provide
a methodological explanation why not and describe this as a change to
the project plan.

Cochrane treats CENTRAL, DARE and HTA
databases as one, we report the results
separately now .

33/line 15

2.2

IQWiG

It is stated that an update search was done in September 2015.
Unfortunately these searches are not documented in the Appendix 1.
Please provide these update searches in Appendix 1.

We did a new search and documented
this.

Dec 2015
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33/line 17-19

2.2

IQWiG

It was stated that also indirect comparisons including network metaanalyses were considered (e.g. page 8/line32-33 and page 36/line1921). For that aim the literature search should have included searches
for the comparators (e.g. listed in table 1.1) as well. These searches
are missing. Please provide searches for the comparators or explain
why these searches were not necessary.

This is not always the case, at the
moment we saw that there were no RCTs
linking with the comparators we decided
not to do a NMA.

33-34

2.2

IQWiG

Please describe the different searches for the domains clinical
effectiveness and safety. In 6.2 (page 117, line 18-20) it is stated that
for the safety domain “….only recently published SRs related to
genotype 1 HCV infection, specifically on simeprevir (SMV) and
sofosbuvir (SOF)….”. were updated. This methodological approach is
not described in the method section in detail and should be added.

Clinical effectiveness and safety are
based on the same searches.

34 / line 1719

2.2

ZIN

Ledispavir is (on purpose?) not included in the search term.
Furthermore, only for sofosbuvir the brand name Sovaldi was included
in the list. In addition, the comparator drugs are not listed. Could the
authors please check the search terms used?

Ledispavir is always given together with
sofosbuvir, but in the new search we
included this. We looked for studies
where at least one arm had the
intervention drug.

34 / line 2627 + table 2.2

2.2

ZIN

Why are these AMSTAR results reported in the report, while in line 3
of this it is stated that AMSTAR scores can be found in the appendix?

We adapted this.

34 /1-3

2.2

AOTMiT

The text about secondary data is out of context in this subsection.

We would like to know why before we
remove it.

34 /1-3

2.2

AOTMiT

There is information that you looked for HTA reports and systematic
reviews, however there is lack of flow chart of study selection for
systematic reviews.

The search strategy is given, we selected
finally only one systematic review. A flow
chart would not clarify much.

34 /13-14

2.2

AOTMiT

In main report text, there is lack of description (even short) of the
evidence used. In the methods section information about included
studies (type, population etc.) should be provided. Reference to the
Appendix should be specified.

In the template result of the searches are
put in the method section, we stuck to
that.

34 /15

2.2

AOTMiT

Exclusion criteria are not specified.

We adapted.

34 /16-24

2.2

AOTMiT

Unclear section. Are these excluding criteria for the studies? The
references should be provided. The reason of exclusion should be
clearly characterized (e.g. in flow chart).

We provided a table with excluded
studies.
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34 /25

2.2

AOTMiT

Please, indicate the proper table number to found in Appendix 1.

Table numbers and references have been
checked and updated in the final version.

2.2

IQWiG

The text says that systematic reviews and HTAs are limited to 2014 or
2015. But in the appendix 1 it is documented that the search for
systematic reviews was limited to 2010 to 2015. Although it has no
impact on the completeness of the search, please explain why these
limitations differ.

References found in this way are put in
the flow chart.

34/line 1

WP5

In the project plan was stated that reference lists of relevant
systematic reviews and health technology assessment reports will be
checked for other relevant studies. This is not specified in this section
and in the result section there are no results stated for the search for
systematic reviews and HTA reports. Please add this.
34/line 13

2.2

IQWiG

It is specified in the text and in the flowchart that in total 45 studies
were retained for assessment. However, in the results (5.2) 51 studies
are included. Please correct these numbers and change the flowchart
or explain the origin of the 6 additional studies.

We corrected the terms, the flowchart
concerns publications, some publications
e.g. FiSSION and NEUTRINO are in one
publication, information on 2 trials was
provided by MAH.

34/line 2-3

2.2

IQWiG

It is stated that one systematic review was selected. In this section
only the methodological approach should be described (e.g. looking
for systematic reviews) in detail. The results of the search for
systematic reviews are missing and should be described elsewhere
(e.g. section 2.3). It appears that one systematic review was selected
for the safety domain. Please specify that approach.

There was one search for safety and
effectiveness.

35

Figure
2.1. Flow
chart

AOTMiT

In “studies included” field, the exact number of studies included to
effectiveness and safety analysis should be presented.

It was the same search.

35 / figure
2.1

2.3

ZIN

In the report a review article discussed. However, in the last section is
stated no studies were included in a quantitative analyses. Is the last
information correct?

We removed the sentence.

2.3

IQWiG

It remains unclear which study selection result the flow chart
describes (clinical effectiveness or safety)? Please describe the process
of study selection for both domains “clinical effectiveness” and
“safety” separately.

It was the same search.

35/ Figure 2.1

The overall number of records after duplicates were removed seems
unrealistic. The MEDLINE search strategy on its own received 733
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We redid the search. A list is provided,
we put it now under the form of a table.
The list was there, we named it now table
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hits; that would result in only 115 additional hits for the other
searches (also number of hits for the update searches are not
mentioned). This seems to be an unrealistic number, because in drug
related searches in general the overall number of hits (without
duplicates) in most cases is more than double the number of MEDLINE
hits as Embase produces many more additional hits. Please confirm
the number of hits from the search described in Figure 2.1.

2.3.

WP5

It is integrated in the flow chart.

In addition, the list of excluded references (on full text level) with
reason for exclusion (bibliographic databases) is lacking.
Furthermore, the exact search results of the other information sources
are missing: screening of the study registers, checking of the
reference lists of included systematic reviews and queries to
marketing authorization holders.
Please add these results of information retrieval.
36 / line 34

2.7

ZIN

In the Project Plan that is included in this report is not mentioned that
you planned to do a network analyses. Is the title correct?

We have followed the EUnetHTA
assessment template.

36 / line 3441

2.7

ZIN

I miss in this section, information why there was a deviation from the
reported efficacy outcomes (e.g., QoL).

We included Qol now.

36 / line 4041

2.7

ZIN

If the statement is correct, I would remove the word non-RCTs.

Done.

36 / line 5-8

2.4

ZIN

Please add that there were also placebo-controlled trials

Information is added.

38

Table 3.1

Abbvie

Need to include asterisk in the footnote

Asterisk was included.

39 /22-23

Whole
document

AOTMiT

Please, indicate the proper table number to found in Appendix 1.

Done in final version.

39 -57 /
tables 3.43.14

3.2

ZIN

I wonder how information the answer yes is in the third row. In the
project plan was already stated that the drugs needed to be approved
for treatment of CHC.

We do not completely understand the
comments; the format of tables used in
Rapid REA on pharmaceuticals was used.

39 -57 /
tables 3.43.14 (except
for 3.9)

3.2

ZIN

In all these tables the information in the first two rows is already
included in tables 3.1 and 3.2. My suggestion would be to delete these
rows

We disagree so we did not delete these
rows, Because 3.1 and 3.2 are summary
tables written in Introduction to this
assessment element question, and rest of
the tables are specific for each drug, so
should have these most important data.
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40 and 41

3.2

Gilead

LDV/SOF label has been updated so the information is old.

The most recent SmPC was used for
update.

42

Table 3.6

BMS

This table indicates that DCV is approved in EU but not US. That is not
correct. DCV is now approved in US with SOF. There is a correct
statement on p 62 that “In the USA, marketing authorisation for
daclatasvir was granted by the FDA for treatment of patients with CHC
virus genotype 3, in combination with sofosbuvir”. This should replace
what is stated on p 42.

Changed accordingly.

42 /

table 3.5
warning
and
precaution
s

JJ

Should be updated to the latest SMPC information

The most recent SmPC was used for
update.

44

Table 3.7

Abbvie

Change ‘clinical data on HCV genotype 1’ to ‘clinical data in HCV
genotype 1’

Was changed.

44

and
elsewhere

BMS

There are new safety warnings for Viekira Pak and Technivie regimen
for liver enzyme elevations, especially in Child-Pugh B/ C patients.

Data was added.

45

Table 3.8

Abbvie

Change ‘products that are CYP2C8 inhibitors’ to ‘products that are
strong CYP2C8 inhibitors’ to align with EU SmPC

Done.

45

Table 3.8

Abbvie

Add that dasabuvir is not recommended for use as monotherapy

Done.

46

Table 3.9

Abbvie

Add reference to section 5.1 from the EU SmPC, as this is referred to
in the EU SmPC

We do not think this is crucial here.

46 / table 3.9

3.2

ZIN

Should this table be moved to the next section (where the other tables
which include information on treatment duration)?

We decided to keep it here.

47 -57 /
tables 3.103.14

3.2

ZIN

In these tables the recommended duration of treatment is included in
these tables. It is missing in the prior tables. Could the authors please
keep the same lay-out in the tables?

The same layout was used.

48 / line 3

3.2

ZIN / AOTMiT

T4 = ; TSH = . Information is missing for these abbreviations. Could
the authors please add the missing information?

Changed accordingly.

52 /25

3

AOTMiT

There is also a ribavirin drug named Copegus authorized in US

We focused mainly on Europe, not on
details from US (we found different, at
least 7 names in US).
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57 -62

3.2
(A0020)

ZIN

Data on the comparators is missing

Data on comparators could be found in in
assessment element question B0001 and
Appendix.

59

3.2

Gilead

LDV/SOF label has been updated.

The most recent SmPC was used for
update.

59 -60

Table 3.17

JJ

This table should be updated to the latest SmPC information

The most recent SmPC was used for
update, as well for US.

The restriction about IFN ineligible/intolerant has been lifted and is no
longer in the SmPC, this should be corrected in page 60, line 19-21
and in the table footnote last approved version to be used.

WP5

Lines 24-28: in the USA, SMV is also approved with SOF in G1 and
now in G4 with PR
59 -60 / table
3.17

3.2

ZIN

Information on treatment duration is missing in the first row.

This table is now updated with the most
recent SmPC data.

61

Table
3.18.

BMS

This table contains posology data for DCV that is out of date. It has
been updated in the most recent label. Please revise using the latest
EU label that was approved September 23, For convenience I have
attached the latest label to the cover email. The relevant data is in
Table 1 on p. 3 of the latest EU label. This includes ALLY 3 and an
updated posology footnote that “includes co-infected patients”. Please
update your table 3.18

The most recent SmPC was used for
update.

61 / line 2

3.2

ZIN

The fact that monotherapy is not recommended is information that is
already included in the table. Delete this sentence?

To be complete we kept the sentence.

AOTMiT

The quote should be moved right as it was done on p. 58/14-24

This has been changed in final version,
page 67 now.

61 /11-22

62

Table 3.19

Abbvie

Add reference to section 5.1 from the EU SmPC, as this is referred to
in the EU SmPC

Please see above.

62 / 5

Results

Abbvie

Change ritonavir to ribavirin

Changed.

AOTMiT

Double asterisk (*) instead of a single one.

Changed.

ZIN

The question what is the claimed benefit in comparison to each other
is not addressed. Could the authors please answer this question? E.g.,
what is the advantage of Harvoni compared to Sovaldi?

We don’t know. This could be answered
only with direct head-to-head trials which
are currently missing.

62 /19
63 / B0002
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64

3.2

Gilead

This part is missing a discussion of drug Interactions between
Hepatitis C Direct-Acting Antivirals (DAAs) and HIV Antiretrovirals.

More general statement on drug-drug
interactions is written already in this
section.

65

Results

Abbvie

In the discussion section, also need to include the EU approval of
Exviera

Done.

65 / A0021

3.2

ZIN

Why is the question addressed here? Is this information not more
relevant after the presentation of the efficacy and safety data?

This is according the format and structure
of current Rapid REA Model for
pharmaceuticals.

JJ

Simeprevir is now also approved in the US for use in combination with
sofosbuvir in G1/4

Changed accordingly.

3.3

ZIN

It would be useful for the reader if also the approved indication in the
EU was added and, if possible, add the rationale why the EMA
approved a broader indication than the FDA.

Some data are currently changed and
update in the final version; it is not in our
remit to provide rationale on regulatory
decisions.

67 /12-19

4

OGYÉI

This part of the text is not justified.

Has been adapted.

67 -68/general
for section 4

4

AOTMiT

Consider a clear summarizing of the highest and the lowest prevalence
rates across European countries.

A summary is already provided in page
72: “In 2007, the incidence rate varied
between 36.7 cases per 100,000
population (Ireland) and 0.05 per
100,000 population (Greece)<<European
Centre for Disease Prevention and
Control (ECDC). 2010>>.

65 / lines 2539
65 / line 28

WP5

The overall prevalence of hepatitis C in
Europe is estimated to be 0.13–
3.26%<<Blachier 2013>> with an
annual incidence rate of 6.19 cases (95%
CI 4.90–7.48) per 100,000
population<<Mühlberger 2009>>.”
77
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BMS

Section titled: What are the known risk factors for decompensated
cirrhosis? Should also mention - greater risk with GT-3 McCombs J, et
al. JAMA Intern Med. 2014; 174(2):204-212.

Added. “•Genotype. Froman
observational cohort study emerged that
HCV infected patients with genotype 3
have a higher risk of developing
decompensated cirrhosis respect to

© EUnetHTA, 2015. Reproduction is authorised provided EUnetHTA is explicitly acknowledged

80

EUnetHTA JA2

Page/line
number

New pharmaceuticals for the treatment of chronic hepatitis C – Appendix: Feedback from Dedicated Reviewers and Public Consultation

Section
number

Comment
received from

Comment and suggestion for rewording

WP5

Author’s reply

patients with genotype 1 (HR 1.42, 95%
CI 1.32-1.52) (McCombs 2014)”.
77

78 /27

line 42.

BMS

Section titled: What are the known risk factors for hepatocellular
carcinoma? Should also mention - greater risk with GT-3 McCombs J,
et al. JAMA Intern Med. 2014; 174(2):204-212.

Added. • Genotype. From an
observational cohort study emerged that
HCV infected patients with genotype 3
have a higher risk of developing
hepatocellular carcinoma respect to
patients with genotype 1 (HR 1.63, 95%
CI 1.47-1.79) (McCombs 2014).

AOTMiT

Unclear which exact interactions are meant.

Risk factors and their interactions impact
on HCV natural history and, in particular,
on hepatocellular carcinoma
development. Not all interactions have
been yet investigated. Some studies were
conducted on heavy alcohol consumption
and diabetes in HCV patients (as in
Hassan MM, Hwang LY, Hatten CJ, Swaim
M, Li D, Abbruzzese JL, et al. Risk factors
for hepatocellular carcinoma:
synergism of alcohol with viral hepatitis
and diabetes mellitus. Hepatology
2002;36(5):1206–13.).

84 /12-13

ELPA

We would like to further draw your attention and also include (if
possible) a study on the burden of hepatitis C in Romania/France that
ELPA conducted and published earlier this year: ELPA. (2015). The
Burden of Hepatitis C in Europe: the Case of France and Romania.
Available at: http://www.elpa-info.org/elpa-news---reader/items/elpalaunch-event-action-plan-and-burden-of-hepatitis-c.htm

It was added as reference.
“Multiple studies have estimated medical
resource use and HCV-related costs in
European countries<<Marcellusi
2015,Mennini 2014,Müllhaupt
2015,Nevens 2012,Stahmeyer 2014,
European Liver Patient Association.
Quantify 2015>>”
Some data is provided as well.
“In France and Romania <<European
Liver Patient Association. Quantify
2015>> the total current burden was
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estimated being 22 billion euros and 5
billion euros, respectively. These
estimates didn’t considered new DAAs.
Cost of treatments ofdecompensated
cirrhosis and liver cancer accounts for
60% - 80% of the total health care costs.
It’s confirmed that indirect costs
represent the largest proportion of the
total HCV burden. A projection of costs
till 2040 is provided. Despite the fall in
HCV prevalence, the increase in the
number of patients reaching the later
stages is associated with a significant
increase in total costs. The increase is
lower in the case more efficacious
treatments are prescribed.”
84 / line 14

4.2

ZIN

Is this the total treatment cost or the total costs per year?

Total yearly costs.

84 / line 18

4.2

ZIN

Is this the total treatment cost or the total costs per year?

Reworded in: Assuming 1.2 million
infected subjects in 2012, 211,000
patients diagnosed, and 11,800 being
treated with anti-HCV drugs, the
spending peak of direct health care costs
was estimated in 2012 and during this
decade was estimated equal to about
€527 million. In the following years the
model predicted a cost reduction until
2030 (last year of analysis).

85 /42-44

4.4

AOTMiT

A summary of recommendations (organizations/medical societies and
dates of publication) could be useful in the main text of the
assessment report. What is your methodology of searching for clinical
guidelines?

Please see reply provided to DR. A
methodology was provided for the Health
Domain.
The search for guidelines was conducted
in combination with the one on natural
history.
In particular, for guidelines “A further ad
hoc search was conducted of web sites of
European and national Institutions with

Dec 2015

© EUnetHTA, 2015. Reproduction is authorised provided EUnetHTA is explicitly acknowledged

82

EUnetHTA JA2

Page/line
number

New pharmaceuticals for the treatment of chronic hepatitis C – Appendix: Feedback from Dedicated Reviewers and Public Consultation

Section
number

Comment
received from

Comment and suggestion for rewording

WP5

Author’s reply

competence on HCV.
Support was request to WP5 members to
provide national HCV guidelines and
utilization data.”
87

Table 4.3

Abbvie

Change ‘3D + DAS’ to ‘OBV/PTV/r + DSV’. ‘3D + DAS’ is incorrect
because DSV is included as part of 3D. Note 3D should be defined as
OBV/PTV/r + DSV in the footnote if this abbreviation is to be used

The information was changed.

87

Table 4.3

Abbvie

Change ‘3D’ to ‘OBV/PTV/r’ (i.e. 2D). This column covers the 2-drug
regimen without DSV.

The information was changed.

88

Table 4.4

Abbvie

Change ‘3D + DAS’ to ‘OBV/PTV/r + DSV’. ‘3D + DAS’ is incorrect
because DSV is included as part of 3D. Note 3D should be defined as
OBV/PTV/r + DSV in the footnote if this abbreviation is to be used

The information was changed.

88

Table 4.4

Abbvie

Change ‘3D’ to ‘OBV/PTV/r’ (i.e. 2D). This column covers the 2-drug
regimen without DSV.

The information was changed.

89

Table 4.5

Abbvie

Change ‘3D + DAS’ to ‘OBV/PTV/r + DSV’. ‘3D + DAS’ is incorrect
because DSV is included as part of 3D. Note 3D should be defined as
OBV/PTV/r + DSV in the footnote if this abbreviation is to be used

The information was changed.

89

Table 4.5

Abbvie

Change ‘3D’ to ‘OBV/PTV/r’ (i.e. 2D). This column covers the 2-drug
regimen without DSV.

The information was changed.

91 / line 2920

4.2

ZIN

Why is the total not 100%?

Added text.
“While 10.5% of patients were treated for
less than 16 week and 29.1% had a
different therapy duration (no further
detailed).”

5.2

IQWiG

To provide a transparent overview of included studies, please add a
study pool table with cited references (bibliographic database, clinical
trial registries, clinical study reports and so on) for each study
included.

Studies are referenced above the tables,
if it came from another source this was
specified.

93 / line 23

4.3

ZIN

Why is this information added to the discussion? Is there information
missing?

We are not sure what is meant by this
comment.

93 / line 9-13

4.2

ZIN

Please delete this data, if the data could not be confirmed.

Has been deleted.

93
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93 / 4

5.2.

AOTMiT

The methodology of clinical effectiveness analysis should be shortly
described in the main text as well as the type, names and the number
of studies included for each population (or at least references to
Appendixes).

We provided this in the method section,
we will not duplicate the information.

93 /2

5.1

AOTMiT

The answers on the Core Model questions should be transparently
provided. The answers on Core Model should be described by Core ID
element in plain text.

No systematic search was performed on
disease progression after SVR.

WP5

The answers on questions D0006-13 – information “refer to table” is
not clear. D0005 - Where are the results of literature searching for the
effect of SVR on disease progression?
93, line 4 –
110, line 11

5.2

IQWiG

There are lots of contradictory numbers in the results section. For
example:

5.1 is missing and was mixed up with 5.3
We put the correct table now.

In Table 5.1 (all treatment-naïve patients) numbers for ION-1 are
identical to Table 5.3 (treatment-naïve patients without cirrhosis)
even if Table 5.2 reports data for ION-1 for treatment-naïve patients
with cirrhosis.

5.6 and 5.5 were also mixed up, with the
result of 5.6 mistakenly appended to 5.5.

In Table 5.1, only one regime for Mizokami is reported, while there are
two different ones in Table 5.2 and Table 5.3 (with identical numbers
for LDV/SOF12 in Tab 5.1 and Tab 5.3)
In treatment-experienced patients, the four lines reporting results of
ION-2 appears twice in Table 5.6: Once with numbers identical to
those reported in Table 5.5 and once with different numbers. This
happens for Mozokami as well.
For QUEST-1, regimen PR48 2a, the numbers reported for treatmentnaïve patients in Table 5.14 (Genotype subtype 1a) and 5.15
(Genotype subtype 1b) sum up to a larger number than those
reported for the overall population in Table 5.13. These are selected
examples only, such discrepancies appear in many tables and need to
be corrected to form an adequate data base.
93, line 4 –
page 110, line
11

5.2

IQWiG

A description of the studies included for clinical effectiveness as well
as an overview on the assessed risk of bias tool is missing in the
results section. This would be required for transparent reporting.

This is common practice but given the
large number of studies this would lead
to pages long tables repeating what is
already in the evidence tables.

94

Table 5.1

Abbvie

Change 3D to OBV/PTV/r + DSV

No change, consistent abbreviations are
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94

Table 5.1

Abbvie

For SAPPHIRE-I: change to 456 achieved SVR12 = 96.4%
(%_LL95CI=94.7, %_UL95CI=98.1). This is to align with the updated
data in the EU SmPC

Done but see remark above on CI.

94 / line 1115

5.2

ZIN

Could the authors please add the rational for analyzing this data
separately for these subgroups? What did they expect a priori?

It was stated in the project plan. On
forehand you do not know if results per
subgroup will differ.

94 / line 1415

5.2

ZIN

Was it really necessary to separate the data in genotype subtype
(1a/1b)? The results seem very similar to me. Can the data not be
included in the appendix?

The fact that results do not differ is
important information in itself.

AOTMiT

Including graphical plots for all tables would give readers better
insight into the results

We did not change it.

ZIN

Could the authors explain in more detail which studies they considered
to be the pivotal studies? Could the authors also provide more
information in which studies the effect of a new generation DAA could
be compared to the comparison (e.g., was this only possible for the
IFN-containing regiments?)

We explain this in the discussion.

JJ

Table 5.4: OPTIMIST 1 results are missing. SVR12 for experienced
patients in OPTIMIST-1 was 95% (Kwo P. et al. EASL 2015, LBPoster14)

Table 5.4 concerns patients with a mix of
cirrhotic and non cirrhotic patients,
therefore OPTIMIST results (all non
cirrhotic) are displayed in table 5.6 only.

WP5

used throughout the report.

94 -110

94 -111

5.2

94 to 99

For SIM-SOF combination, COSMOS results for 24 weeks have been
used for non-cirrhotic, experienced (null responders) patients,
together with OPTIMIST-1 (table 5.6). Same results from COMSOS are
available for cirrhotic patients, experienced patients and should be
added in all tables for consistency:
Table 5.5 : SMV+SOF24+R24, SVR12 is 90% for cirrhotic,
experienced (null responders) patients; SMV+SOF24, SVR12 is 100%
for cirrhotic, experienced (null responders) patients (ref. Lawitz et al.
2014, online supplement)

The cirrhotic non responders are only 4
patients, when reporting subgroups (here
it is actually a subgroup of a subgroup)
such small numbers are not informative
anymore.

95

Table 5.2

Abbvie

Change 3D to OBV/PTV/r + DSV

Consistent abbreviations are used
throughout the document.

95

Table 5.2

Abbvie

For TURQUOISE-II 12 weeks, change 95% CI to 89.2–99.1 as in the
publication appendix

See remark above on CI (Table S2).

95

Table 5.2

Abbvie

For TURQUOISE-II 24 weeks, change 95% CI to 89.4–99.7 as in the

We updated the absolute numbers and
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publication appendix. Note that 71/74 (95.9%) actually achieved
SVR12 (see EU SmPC). But these data are only available in the SmPC
stratified for GT1a and GT1b i.e. overall 95% CI not available.

put a clopper pearson CI as explained
above.

95

Table 5.3

Abbvie

Change 3D to OBV/PTV/r + DSV

Consistent abbreviations are used
throughout the document.

95

Table 5.3

Abbvie

For SAPPHIRE-I: change to 456 achieved SVR12 = 96.4%
(%_LL95CI=94.7, %_UL95CI=98.1). This is to align with the updated
data in the EU SmPC

See remark above on CI (Table S2).

95 / line 4

5.2

ZIN

Could the authors please add the rational why they discussed IFN-free
combinations first?

We could have reversed it, but it is logic
to look at them separately, as the
population eligible and type of evidence
are different.

95 / table 1.

5.2

ZIN

Are the studies names in this table correct? (E.g., Electron and
Concerto-4). The information does not match with the information
(e.g., treatment combination) in the next two tables.

Tables got mixed, we corrected this.

95 -110 /
table 5.1-5.28

5.2

ZIN

Comments regarding the tables in this section:

As explained above, tables got mixed up,
we corrected this.

- Please check the title of the tables. They are different from the ones
in the summary (is there really a need to include the word confidence
interval in the title)?

WP5

- Please check the lay-out of the tables. E.g., in some table
information about fibrosis is included wile in other tables this
information is not provided.
- Please check the references in each table. Are references missing?
- There is missing information in the table. Could the authors please
add the missing information or write not reported (NR).
96

Table 5.4

Abbvie

SAPPHIRE-II and PEARL-II could be included in this table (using SVR
data from EU SmPC)

Done now.

96 / table 5.3

5.2

ZIN

The information in this table is (almost) identical to table 5.1. Could
the authors please check and provide the correct information?

We corrected this.

97

Table 5.5

Abbvie

For TURQUOISE-II 12 weeks, change 95% CI to 84.9–95.4 as in the
publication appendix

See remark above on CI (Table S2).

97

Table 5.5

Abbvie

For TURQUOISE-II 24 weeks, change 95% CI to 93.5–100 as in the
publication appendix

See remark above on CI.
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97

Table 5.6

Abbvie

TURQUOISE-II should not be in this table as it is a cirrhotics study

We corrected this.

97

Table 5.6

Abbvie

Change ‘SAPPHIRE-I’ to ‘SAPPHIRE-II’ (and correct to NCT01715415)
– SAPPHIRE-II was the treatment-experienced study from which data
are quoted

We corrected this.

97

Table 5.6

Abbvie

For SAPPHIRE-II (see comment above), change 95% CI to 94.1–98.4
as in the SmPC

See remark above on CI (table S2).

97

Table 5.6

Abbvie

For PEARL-II (see comment above) with ribavirin, change to 86/88,
97.7% (94.6–100) according to the data in the EU SmPC

Pearl II was put into table 5.8, only 1b.

97

Table 5.6

Abbvie

For PEARL-II (see comment above) without ribavirin, change 95% CI
to 95.9–100 according to the data in the EU SmPC

Pearl II was put into table 5.8, only 1b.

97 / table 5.4

5.2

ZIN

Why does this table not include all studies? Or does this table only
consists of the studies in which the results were not reported
separately

Tables got mixed up, we corrected this.

97-98 / table
5.5

5.2

ZIN

The first 11 rows are duplications from table 5.5. They probably need
to be removed.

Tables got mixed up, we corrected this.

98 / line 1013

5.2

ZIN

Could the authors please clarify which data they received (e.g., a
clinical study report) and why they considered this data to be
sufficient? In addition, should this information be included in the
method section?

We got one clinical study report on
optimist 1 and 2, We will geve a more
detailed description of the MAH input, the
majority coming from.

98 / line 1419

5.2

ZIN

I would recommend moving the section to 5.3 (discussion).

We kept these outcomes in the result
section.

98 line 14

5.2

IQWiG

The study pool also includes randomized studies with two or more
arms (e.g. randomization between two regimens of one drug with and
without ribavirin, but also randomization between different drugs)
Results of these comparisons are reported and conclusions are drawn
from these comparisons. It is nevertheless stated that all studies were
considered as single arm studies (page 93, line 10). This is not
appropriate. It should be very clear, which results and which
conclusions are coming from comparative studies and which are
coming from naïve comparison of single arms (which is critical in
itself). Additionally, for comparative studies calculated mean
differences (point estimates and confidence intervals) between study
arms need to be reported in the review.

We explained this in the text, most RCT
randomize but do not provide effect
measures and are not designed and do
not have the power to do so. If a useful
effect measure was reported, we did take
it over. We did not calculate them
ourselves. This is true for IF free
combinations; pooled effects were
provided for IF combinations, we
specified this.

98, line 8

5.2

IQWiG

Using single arm studies, the report states that sample sizes of these

This general statement is not true.
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studies are too small to demonstrate differences in a statistically
significant way. However, the sample size in not the reason making
demonstration of statistically significant differences impossible in the
given study pool. In general, it is not possible to infer information on
the statistical significance of e.g. differences in response rates using
single-arm studies. Single arm trials cannot be used for any statement
on statistical significance as no treatments are compared enabling
conclusions on statistical significance.

Although comparing single arm studies
may lead to wrong conclusions due to
selection bias, information bias and
confounding, this does not imply that it is
not possible to infer information on the
statistical significance of e.g. differences
in response rates using single-arm
studies or that single arm trials cannot be
used for any statement on statistical
significance. If study size is too small to
demonstrate or exclude a difference, than
this is true regardless of other sources of
uncertainty. Historical controls are based
on this, and in some cases there is no
other way. For hepatitis C, given the high
rates in single arm studies, it would be
impossible to get ethical clearance for a
study that compares new regimens with
the old, less effective interferon based
regimens.

For SAPPHIRE-I (GT1a): change to 308 achieved SVR12 = 95.7%
(%_LL95CI=93.4, %_UL95CI=97.9). This is to align with the updated
data in the EU SmPC

See remark on CI above (table S2): In
different publications different methods
were used to calculate CI, which lead to
different CI for the same absolute
numbers and wider or smaller CI
depending on the method used. In the
tables where the SVR and their CI for
different molecules from different MAH
are displayed, we choose to calculate CI
uniformly with the clopper pearson
method. Because normal approximations
behave badly when proportions are close
to 1 or 0, as here is the case.

WP5

We will however update the absolute
numbers as suggested.
99

Table 5.7

Abbvie

For SAPPHIRE-I (GT1b): %_LL95CI=95.8, %_UL95CI=100.0. This is
to align with the updated data in the EU SmPC

See remark above.

99

Table 5.7

Abbvie

For PEARL-IV (with RBV): %_LL95CI=93.7, %_UL95CI=100.0. This is

See remark above.
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99

Table 5.7

Abbvie

For PEARL-IV (without RBV): %_LL95CI=96.2, %_UL95CI=94.3. This
is to align with the updated data in the EU SmPC

See remark above.

99

Table 5.7

Abbvie

For PEARL-III (with RBV): %_LL95CI=98.6, %_UL95CI=100. This is
to align with the updated data in the EU SmPC

See remark above.

99

Table 5.7

Abbvie

For PEARL-III (without RBV): change to 209 achieved SVR12 = 100%
(%_LL95CI=98.2, %_UL95CI=100). This is to align with the updated
data in the EU SmPC

See remark above.

99

Table 5.7

Abbvie

For TURQUOISE-II please check 95% CI – not sure where these came
from

See remark above.

99

Table 5.7

Abbvie

For TURQUOISE-II (24 weeks): change to 53 achieved SVR12 =
94.6% and check 95% CI. This is to align with the updated data in the
EU SmPC

Done but see remark on CI.

99 -101

5.2

ZIN

I would recommend putting the data stratified by genotype subgroup
(1a/1b) and adding in the text a short summary of the results.

The problem is that for a number of
crucial studies, PEARL 2 to 4, was done
on genotype subgroups alone, so no data
can be given for genotype 1 in general.

100

Table 5.8

Abbvie

Change ‘SAPPHIRE-I’ to ‘SAPPHIRE-II’ (and correct to NCT01715415)
– SAPPHIRE-II was the treatment-experienced study from which data
are quoted

We corrected this.

100

Table 5.8

Abbvie

For SAPPHIRE-II: GT1a (see comment above), change 95% CI to
93.0–98.9 as in the SmPC

See remark on CI above (table S2): In
different publications different methods
were used to calculate CI, which lead to
different CI for the same absolute
numbers and wider or smaller CI
depending on the method used. In the
tables where the SVR and their CI for
different molecules from different MAH
are displayed, we choose to calculate CI
uniformly with the clopper pearson
method. Because normal approximations
behave badly when proportions are close
to 1 or 0, as here is the case.

100

Table 5.8

Abbvie

For SAPPHIRE-II: GT1b (see comment above), change 95% CI to
93.6–99.9 as in the SmPC

See remark above on CI.

WP5

Author’s reply

to align with the updated data in the EU SmPC
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100

Table 5.8

Abbvie

For TURQUOISE-II please check 95% CI – not sure where these came
from

See remark above on CI.

100

5.2

Gilead

No difference in SVR rates between 1a and 1b.

Indeed, but we need to put a table with
1a and 1b.

100 / line 8-9

5.2

ZIN

I disagree with the statement that there is tendency towards lower
SVR12 rate in 1b patients, in particular for the treatment-naïve
patients and for 3D treatment in treatment-experienced patients.
Could the authors please check the data and, if needed, remove the
statement?

We removed the sentence.

101

5.2

Gilead

ELECTRON data missing for GT3.

They are reported for 2 & 3 together in
table 11, there were only 10 patients,
cutting the group further leads to
uninformative noise.

102

IFN-free
regimens
for
patients
with HCV
genotype
4 infection

JJ

The company would like to highlight that the combination of
simeprevir plus sofosbuvir is also indicated in the SMPC for use in
genotype 4. In the data package submitted to EUNEHTA in May 2015,
data in G4 patients was indeed sparse. However, as part of our
commitment to provide additional data as they become available, we
are pleased to provide EUNETHA with results of the OSIRIS study that
investigated the efficacy and safety of SIM+SOF in treatment-naïve
and treatment–experienced patients with genotype 4.

We make a mention of this request in
the report.

WP5

Based on this additional evidence , the company requests to add this
information :
“Results of OSIRIS show that SIM+SOF for 12 weeks in patients with
G4 is generally safe and well tolerated, with high SVR rates of 95% to
100%”
Data from OSIRIS will be presented at the upcoming AASLD
Conference, starting November 13 2015. The OSIRIS abstract is
already available in the public domain (AASLD 2015 abstract 1163)
and contains SVR4 results. SVR12 results will be presented at the
AASLD – and Janssen commits to providing EUNETHA with this
additional information once the data have been released in the public
domain. SVR12 results overall confirm findings based on SVR4.
102
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WP5
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include cirrhotics
102 / table
5.10

5.2

ZIN

In the table is data of the FISSION study included. According to the
information in table treatment duration is 13 weeks. I think it should
be 12 weeks. Could the authors please check the data?

We corrected this.

102 / table
5.11

5.2

ZIN

The information in this table is identical to table 5.9. Could the authors
please check and provide the correct information?

We corrected this.

102, Lines 912 (as an
example)

5.2

IQWiG

From the text it often remains unclear, which comparison is addressed
in the results description. E.g. from the text “The combination
SOF+RBV seems to have a lower SVR12 rate in genotype 3 patients,
although numbers are small and confidence intervals wide.” it is
unclear compared to what (which alternative treatment or which
group of patients) SVR12 rates are lower and to which data (in which
table) this statement is referring. Also for the next sentence
“Daclasavir (DCV) + SOF shows higher SVR12 rates in non-cirrhotic
patients but a tendency towards lower SVR12 rates in cirrhotic
patients, although number are low and confidence intervals are wide.”
it is unclear compared to which treatment Daclasavir shows these
results and to which table or data this statement is referring.
Therefore, no comparative conclusion can be derived from the text.
Furthermore, it is not possible for the reader to check these
statements against the actual data.

The text that is referred to, is meant as a
comment on the tables above the texts,
we think this is clear from the context.
E.g. for a text placed under a table where
the results of 2 treatments are presented
for genotype 3, we would expect that it is
possible to infer from the context that the
comment on this table concerns those 2
treatments. We do not see an added
value in repeating the all the results
displayed in whole table in the text under
the same table.

Please clarify throughout the text, which comparisons are addressed
and on which data the statement is based.
103 / line 2323

5.2

ZIN

This statement implies that the authors did perform an indirect
comparison. Is this correct? If yes, shouldn’t this information be
included in the methods?

This information is included in the final
version.

103 -109 /
IFN-containing
combinations

5.2

ZIN

The layout of the tables makes it really difficult to compare among
agents. Is it possible to add (potentially in the appendix) also the
results of the single-arm studies? And add the results of the studies in
which the effect of boceprevir and telaprevir was evaluated to these
tables?

Boceprevir and telaprevir were not in the
scope of the study. Comparisons among
agents should only be done with a lot of
caution.

103 -109 /
IFN-containing
combinations

5.2

ZIN

I wonder whether there is not too much information in this section.
Would it be possible to move some of the information of the individual
studies to the appendix and only keep the results of the meta-analysis
(where possible)?

We wanted to present both.
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103, line 4 – 9

5.2

IQWiG

The report states that the Canadian Systematic Review was updated.
However, information on this update is missing. Please describe the
methods of the update and if the update resulted in any new studies
for the research questions of the review.

We added under the results of the
Canadian systematic review the results of
the update, per result, and this is
identified with the sentence: ‘in the
update we found. We updated with the
same search, only reporting on studies
not included in the review.

103, line 7

5.2

IQWiG

For effectiveness endpoints, results of network meta-analysis provided
by the Canadian Systematic Review were not included in the report as
“all indirect comparisons were inconclusive”. Please specify what is
meant by “inconclusive” and why this justifies not considering these
results.

All comparisons were statistically not
significant and had wide confidence
intervals, rendering them non
informative. We specified that in the
report.

104 / table
5.15

5.2

ZIN

Does the first row (QUEST-1; PR48 2a) contain the data of genotype
subtype 1a and, therefore, should be deleted from this table?

2a is the type of interferon, as explained
in the footnote.

104 -105

5.2

ZIN

Could the authors please provide the rational for stratifying the data
per genotype and fibrosis status?

Was in the project plan, moreover, many
studies restrict on this factors.

104 -105 /
table 5.135.17

5.2

ZIN

Is it possible to change the order of the rows, i.e., first the drug of
interest and than the comparator (PR 48)?

It is more usual to do it in this way,
particularly because later on effect
measures are reported with the
comparator as baseline.

105 /Table
5.18

5.2

AOTMiT

Lack of source of information given in tables (no trial name/acronym)

Done.

105 -107

5

AOTMiT

No p-values or information about statistical significance of the results
for some of the direct pairwise comparisons (e.g. Table 5.20)

Only done for the pairwise comparisons
that exclude 1.

105, line 14

5.2

IQWiG

The report states that study CONCERTO-4 was not included for
effectiveness endpoints due to a lower dose than recommended by the
EPAR. However, this study is included in Table 5.1 on page 94.

Tables got mixed up we corrected this.

105, line 3-7

5.2

IQWiG

Risk differences and relative risks are reported for direct pairwise
comparisons from the Canadian SR. However, the methods used
remain unclear (e.g. was a meta-analytic model (fixed or random
effects) applied?).

We specified the method. Random effect
was used if I2 exceeded 50%.

For some of the comparisons presented in Table 5.18, high
heterogeneity was observed (up to 72%). Nevertheless, pooled
estimates are reported based on these data. From our point of view

Dec 2015
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There is a lot of debate on the precise
meaning of I2, and on the use of
thresholds. The option CADTH choose is
in line with the cochrane point of view.
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WP5

Author’s reply

such analyses are misleading and pooling should be avoided in these
cases.
From the tables describing the effect estimates from the direct
comparisons, it remains unclear which studies are included in the
different subgroup results. Please clarify this for each comparison
provided (please add information on the included studies to all tables
presenting effect estimates from comparative studies).
105, line 8,
Table 5.18

5.2

IQWiG

Please include results of interaction tests for differences between
analyzed subgroups.

Given the close point estimates and wide
confidence intervals, the interaction tests
are clearly not significant. Given the p
value does not add much.

106 /Table
5.20

5.2

AOTMiT

Lack of source of information given in tables (no trial name/acronym)

Done.

IQWiG

Table 5.21 presents data for single study arms from an RCT
comparing simeprevir with telaprevir. If this study is considered
relevant, please also provide effect estimates.

This information is included in the final
version.

106, line 17,
Table 5.21
107

5.2

Gilead

Statement about SOF+PR for 24/48 weeks is not in line with label and
guidelines which recommend only 12 weeks.

EPAR recommends up to 24 weeks in the
footnote.

109

Table 5.27

Abbvie

For TURQUOISE-I (12 weeks): %_LL95CI=79.3, %_UL95CI=98.2.
This is to align with the updated data in the EU SmPC

See remark above on CI (Table S2). In
different publications different methods
were used to calculate CI, which lead to
different CI for the same absolute
numbers and wider or smaller CI
depending on the method used. In the
tables where the SVR and their CI for
different molecules from different MAH
are displayed, we choose to calculate CI
uniformly with the clopper pearson
method. Because normal approximations
behave badly when proportions are close
to 1 or 0, as here is the case.

109

Table 5.27

Abbvie

For TURQUOISE-I (24 weeks): %_LL95CI=75.8, %_UL95CI=96.8.
This is to align with the updated data in the EU SmPC

See remark above.

109

Table

BMS

There is relevant data from ALLY-1 on Daclatasvir, sofosbuvir, and

We include published data.
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WP5

Author’s reply

ribavirin combination
for HCV patients with advanced cirrhosis or posttransplant recurrence
that should be added here. See Poordad F et al. J Hepatology 2015,
62 (Supplement 2): S261-S262.

109 / line 8

5.2

ZIN

Please add the rational for evaluating these particular populations and
your a priori expectations.

We follow what is reported.

110

5.3

Gilead

LDV/SOF in GT3 ELECTRON study not presented.

It is in table 5.11.

110 / 18

Results

Abbvie

Change 3D to OBV/PTV/r + DSV

Consistent abbreviations have been used
throughout the document.

110 /7-11

5.5

AOTMiT

Apart from SVR, mortality, disease progression, PICO scheme includes
also: withdrawals; development of resistance (and transmission of
resistant strains); progression of liver fibrosis; Incidence of
decompensated liver as the efficacy outcomes. These endpoints should
be considered.

SVR12 is considered as the standard for
assessment of virologic cure by EASL
guidelines.

111 / line 4

5.2

ZIN

The statement that data on QoL have not been published is incorrect.
Please change this information.

We added a section on patient reported
outcomes.

111 -116

5.3

ZIN

Would it be possible to address the following questions in the
discussion:

Due to the indirect nature of the evidence
we have to be very prudent with our
conclusions, see also remarks IQWIG.

-

Is IFN-free combinations better (or comparable) to IFNcontaining regiments?

-

What is better: Sovaldi or Harvoni?

-

What is the benefit of a combination of 4 drugs compared to
e.g., 2 drug?

-

What is the current standard of care (before the approval of
Sovaldi) for patients with genotype 1?

112 / line 119

5.3

ZIN

In this sentence is stated that treatment duration is long. Is that true
for new generation DAAs?

Less but 12 weeks remains a long time.

113

5.3

Gilead

SVR improves long-term outcomes; the communication doesn’t make
this point very clear.

We emphasis indeed that there is
uncertainty on the degree of
improvement of long term outcomes.

113 / line 4748

5.3

ZIN

This is the first time the existence of placebo-controlled studies are
mentioned. Should this information be included in other sections of

We have not changed this.
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114 / lines 217

5.3

ZIN

Why are the possible advantages of treatment in this section not
mentioned? E.g., the chance of lower transmission rates?

This is not proven.

114 / lines
30-33

5.3

ZIN

Could the authors rephrase this sentence? Meaning is not clear to me.

We cannot find this sentence.

116 -117/3-25

6.2

AOTMiT

Lack of clear description of methodology subsection for safety
analysis. The methodology of safety analysis should shortly described
the number and type of clinical studies included for each population.
This part should be clearly named (for example “Methods”).

For each assessment elements question
all references used were listed on the
beginning of each question text as well in
tables; for SAF Domain some clinical
studies which are not according approved
indication were included, to answer on
specific assessment element questions.
This is now clearly and transparently
written in SAF Domain and Methods
section.

116 line 27–
l47

6.3

IQWiG

For safety endpoints, results from the NMA of the Canadian SR are
reported according to their statistical significance without calculated
point estimates and confidence intervals. Please add relative risks/risk
differences together with confidence intervals.

This part of the text has been rewritten.

116 line 5page 130 line
18

6.2

IQWiG

A description of the studies included for safety endpoints as well as an
overview on the assessed risk of bias tool is missing in the safety
section. This would be required for transparent reporting.

Description of studies was added, risk of
bias is visible in Appendix and
Methodology section of whole report.

116-130

6.2

IQWiG

Data presentation and description in the safety domain is difficult to
follow. There are no tabular presentations of pre-specified AEendpoints (AE, SAE, withdrawal due to AE) and the results of these
endpoints are not described systematically. The text is concentrating
on single specific AE. It is unclear, how these AE were selected.

This text is rewritten now to raise clarity
and consistency; tabular presentation is
approved in final version.

WP5

Author’s reply

the report?

The description of AE data often is referring to the appendix in which
data form single studies are listed. This data format is very difficult to
follow. Overall, it is difficult for the reader to understand if and how
safety conclusions are substantiated by the data.
117

Dec 2015

6.2

IQWiG

The method applied for network meta-analysis within the Canadian SR
remains unclear. As results of this analysis are used, the method
should be described.

Information on the SR is added in the
appendix of the final report.
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Author’s reply

117 -118 /
lines 11-32 +
1-11

6.2

ZIN

The information provided in this section does not address the
question. Maybe it would better to move this information to the
methods or above questions C0008.

Text was rewritten to raise clarity.

118 / line 1618

6.2

ZIN

This information was also provided in the effectiveness domain. My
recommendation would be to put this information in the method
section.

This comment was not clearly
understood.

118 / line 1213

6.2

ZIN

Should this sentence be moved to the method section? Or does it
contain only information on safety outcomes?

This comment was not clearly
understood.

118 -131

6.2

ZIN

I do not understand why the authors decided to discuss first IFNcontaining regimens. I thought they were less well tolerated compared
to IFN-free regimens? Could the authors please use the same order
(first IFN-free then IFN-containing regimens) as in the effectiveness
domain?

We used this order, because these are
older treatment regimens, and due the
published SR with NMA which is update
with new data.

121 / line 27

6.2

ZIN

Is this section about IFN-free regimens? Or is this section missing?

Text is rewritten in the final version, with
more sub-titles for clarity.

121 / 27

Results

Abbvie

Please use OBV/PTV/r

No change.

121 / 35

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

We used congruent abbreviations in the
final report.

121 / 43

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

We used congruent abbreviations in the
final report.

121 -129

6.2

AOTMiT

No p-values or information about statistical significance of the results
for some studies provided e.g. DRAGON, VALENCE or TURQUOISE-II
studies

All p values are written in the final text.

122 / 19

Results

Abbvie

Please use abbreviations OBV/PTV/r, DSV, RBV in this paragraph

We used congruent abbreviations in the
final report.

122 / 2

Results

Abbvie

Please use OBV/PTV/r +DSV ± RBV

We used congruent abbreviations in the
final report.

122 / 39

Results

Abbvie

Specify treatment-emergent AE

We agreed on this presentation of AEs.

123 / 11

Results

Abbvie

Specify that the TURQUOISE-II study was a study in cirrhotic patients

This is visible now but also details could
be found in Appendix tables.

123 / 7

Results

Abbvie

Please use OBV/PTV/r +DSV ± RBV

We used congruent abbreviations in the
final report.
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124 / table
6.2

6.2

ZIN

I would not include data of interferon-containing regimens in this
table.

All tables are rewritten now.

125

Table 6.2

Abbvie

Please use abbreviations OBV/PTV/r, DSV, RBV in this table

We used congruent abbreviations in the
final report.

125

Table 6.2

Abbvie

TURQUOISE-II: There were AEs more frequent than anemia and
dyspnea in this study. If anemia and dyspnea are to be listed, then
other more frequent AEs should be listed. Maybe define the % cut off
for inclusion.

All tables are improved in final version
with more data visible.

125

Table

AOTMiT

‘DCV’ – no such abbreviation exist in table on page 23

Abbreviation are now consistent through
the text, according the Table.

AOTMiT

‘OMB + PAR + RIT + DAS’ – there is a ‘3D’ abbreviation for this
combination

Consistent abbreviations have been used
throughout the document.

125

126

Table 6.2

Abbvie

HIV/HCV co-infection study missing for OBV/PTV/r +DSV ± RBV (ref
167)

The number of Tables was changed in the
final version and all studies were
included.

126 / 14

Results

Abbvie

Please use OBV/PTV/r +DSV ± RBV

We used congruent abbreviations in the
final report.

126 / 20

Results

Abbvie

Please use OBV/PTV/r +DSV ± RBV

We used congruent abbreviations in the
final report.

126 / 20

Results

Abbvie

Specify that this was a study in patients with cirrhosis (TURQUOISEII)

See above; visible also in Appendix with
more data available for each study.

126 / 8

Results

Abbvie

Please use OBV/PTV/r +DSV ± RBV

We used congruent abbreviations in the
final report.

126 /40

6.2

AOTMiT

What name of study do you mean?

Text is rewritten in final version; all
studies are clearly visible through text
and tables.

126 /41

6.2

AOTMiT

What dosage schedule is for SOF12?

See comment above.

127 / 27

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

We used congruent abbreviations in the
final report.

127 / 28

Results

Abbvie

Specify that this was a study in patients with cirrhosis (TURQUOISE-

See above.
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127 / 29

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

Consistent abbreviations have been used
throughout the document.

127 / 30

Results

Abbvie

There were events more frequent than anemia and dyspnea:
insomnia, diarrhea, asthenia, rash and irritability

See above. Text is rewritten in final
version; all studies and data are clearly
visible through text and tables.

127 / 35

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

We used congruent abbreviations in the
final report.

127 / 35

Results

Abbvie

Specify that this was a study in patients with cirrhosis (TURQUOISEII)

Please see above. Text is rewritten in
final version; all studies and data are
clearly visible through text and tables.

127 / 49

Results

Abbvie

Specify that this was a study in patients with cirrhosis (TURQUOISEII)

Please see above.

AOTMiT

A notation like this: ‘In the CONCERTO-2 and -3 studies” would give a
clearer view.

The final version text was rewritten and
data are connected with authors of the
studies.

WP5

Author’s reply

II)

127 /19

127 + 128 /
question
C0002 en
C0004

6.2

ZIN

Why is the question whether the length of treatment influences the
incidence of (S)AE and discontinuation compared to the comparators
not addressed in this section?

This is pre-specified format of Rapid REA
for pharmaceuticals Core Model.

127 + 128 /
question
C0002 en
C0004

6.2

ZIN

Why is the question whether the IFN-free versus IFN-containing
regimens influence the incidence of (S)AE and discontinuation not
addressed in this section?

Please see final text.

128 / 3

Results

Abbvie

TURQUOISE-I (ref 167) missing from co-infection discussion

Now added.

128 / 31

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

We used congruent abbreviations in the
final report.

AOTMiT

Perhaps there should be some commas before “or” as it is applied e.g.
in line 27

Text is rewritten in final version.

BMS

These statements should be qualified by Child-Pugh status. They don’t
apply to Child-Pugh C.

Text is rewritten in final version.

128 /1-2

129

Dec 2015
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129 / 18

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

We used congruent abbreviations in the
final report.

129 / 9

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

We used congruent abbreviations in the
final report.

130

6.3

BMS

Suggest adding: differences in definitions across HCV trials such as
definitions of cirrhosis and AE’s can impact ability to compare
effectiveness and safety across regimens.

Already stressed for differences in
definitions of AEs.

131 / 23

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

We used congruent abbreviations in the
final report.

131 / 40

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

We used congruent abbreviations in the
final report.

131 / 43

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

We used congruent abbreviations in the
final report.

131 / 49

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

We used congruent abbreviations in the
final report.

131 /12

AOTMiT

Please, give a name of this study for better view.

All studies are listed in final version.

131 /40

AOTMiT

Please, give a name of this study or author’s name for better view.

All studies are listed in final version.

132 / 13

Results

Abbvie

Please use OBV/PTV/r +DSV + RBV

We used congruent abbreviations in the
final report.

132 / 27

Results

Abbvie

Please use OBV, PTV and DSV

We used congruent abbreviations in the
final report.

132 / 31

Results

Abbvie

Please use OBV, PTV and DSV

We used congruent abbreviations in the
final report.

132 / 32

Results

Abbvie

Maybe state <30 mL/min, rather than 15 mL/min

This is written according reference listed.

132 / 5

Results

Abbvie

Is TURQUOISE-I (ref 167) supposed to be missing from the coinfection discussion?

Now added.

132 / line 2-3

6.2

ZIN

Why did the authors discuss not more in detail that there were
differences in SMV- or telaprevir-related AEs? Is this not an important
finding?

Final text is rewritten now.

138 / line 29

6.2

ZIN

After In are words missing?

Yes; we have added the missing
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WP5

Author’s reply

information. The sentence is
“In<<Deuffic-Burban 2014>>,
progression of yearly-HCV-infected
cohorts was simulated,”.
139

7.2

Gilead

Patient awareness and education missing.

Added.
“Lack of patient HCV awareness and
education (H0009).”

999 Appendix

General

Abbvie

Use ‘OBV’ for Ombitasvir, ‘PTV ‘for Paritaprevir, ‘DSV’ for Dasabuvir.
This is of particular importance for dasabuvir as the abbreviation ‘DAS’
is currently used for dasabuvir and dasunavir

The abbreviations were changed.

999 Appendix

General
(Table
A128
onwards)

Abbvie

For column ‘Grade 3/4', please indicate if this is ‘n(%)’

Has been adapted.

999 Appendix
146

Appendix
1

OGYÉI

The table is not well readable because of it’s size.

The layout of the appendix has been
updated.

999 Appendix
15

1.1

IQWiG

Due to technical constraints [1] and the importance of the original
registers, it is recommended to search Clinical Trials.gov and the EU
CTR as well as ICTRP Search Portal.

We revised the strategy.

Besides that the search strategy is not appropriate to provide a
complete evidence base on the topic. Firstly it is not sufficient to
search in the title only; second the documented syntax would get no
results. The ICTRP Search Portal does not facilitate brackets in a
search. Therefor it is not clear if the search was conducted as
documented.
Please revise the search in searching all fields (not only the title) and
document the original search without any further adaption.
999 Appendix
15 / 20

1.1

Abbvie

Confirm whether (ABT and 450) and paritaprevir were included as
search terms? Add if appropriate

We revised the strategy.

999 Appendix
15 / 5

1.1

Abbvie

Confirm whether (ABT and 450) and paritaprevir were included as
search terms? Add if appropriate

We revised the strategy.

999 Appendix
16

PICO

ZIN

The table with the PICO is empty.

Data is added in final version.
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999 Appendix
17ff

1.1

IQWiG

The general structure of the search in bibliographic databases is not
sufficient to gain a complete evidence base. The search contains an
additional search concept “chronic” (e.g. Cochrane Database of
Systematic Review, line #7, #8 and #9) that is combined with the
other search concepts with the Boolean operator “AND”. In general, a
search strategy will include the population, intervention, and types of
study design. A brief check of the MEDLINE search revealed that such
a search concept “chronic” could not be introduced as many relevant
publications do not address “chronic” in the title, abstract, and subject
articles (e.g. Afdhal 2014, PMID: 24725238).

We revised the strategy.

WP5

Therefore, we recommend revising all the search strategies without
this search concept “chronic”.
Besides that the search strategies for the databases CENTRAL, DARE
and HTA are missing. Please document them as well.
Another general comment is that the search interface is not stated
and the update searches are not documented. Please add this
information and searches for all search strategies.
999 Appendix
19

1.1

IQWiG

In the Embase RCT search strategy there is a syntax error. Line #11
and #13 are not combined with the Booleans “OR” in the search
concept “intervention”.

We revised the strategy.

Please revise the search and add the additional references to the
result.
999 Appendix
263

Table A95

Abbvie

Endpoints and definitions: additional secondary endpoints were:

We did not think that this was relevant.

Alanine aminotransferase normalization rate during treatment in
patients receiving active regimen and placebo during the double-blind
period
Tested superiority of the SVR12 rate in HCV genotype 1a-infected
patients in patients receiving active regimen during the double-blind
period to the historical rate for telaprevir plus pegylated interferon and
ribavirin in that population
Tested superiority of the SVR12 rate in genotype 1b-infected patients
in patients receiving active regimen during the double-blind period to
the historical rate for telaprevir plus pegylated interferon and ribavirin
in that population

999 Appendix
264

Dec 2015

Table A95

Abbvie

Analysis population and time point description: add missing text “
[study drug during…] the double-blind treatment period”

This has been added
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999 Appendix
264

Table A95

Abbvie

999 Appendix
268

Table A96

Abbvie

999 Appendix
268

Table A96

Abbvie

Comment and suggestion for rewording

Author’s reply

SVR12: To align with SmPC data set:

In case of discrepancies between
published peer reviewed data and the
SmPC we refer to the published data?

Change lower 95% CI to “94.1%”
Treatments groups/Group 1: change text in parentheses after
“ribavirin” to “(1000 or 1200 mg twice daily)”

This has been adapted

Endpoints and definitions: additional secondary endpoints were:

These endpoints were not in our scope.

WP5

Normalization of the alanine aminotransferase level
Sustained virologic response at post-treatment week 12 according to
HCV genotype (1a or 1b)
Virologic failure during treatment
Posttreatment relapse

999 Appendix
268

Table A96

Abbvie

SVR12: To align with SmPC data set:
Overall SVR12: change to “96.4% (95% CI, 94.7 to 98.1) in group 1
(456 of 473 patients)”

As requested, we changed the endpoints
in the tables, but the data extractions are
from the publications.

Subgroup: SVR12 in HCV subtype 1a: change to “308/322 (96% [95%
CI 93 to 98%])”
999 Appendix
273

Table A97

Abbvie

Group 2: add space to “ofritoniavir”, so it reads “of ritonavir”

We have changed this.

999 Appendix
273

Table A97

Abbvie

SVR12 in genotype 1b without ribavirin: update to align with SmPC
data set:

See remark on CI above (table S2): In
different publications different methods
were used to calculate CI, which lead to
different CI for the same absolute
numbers and wider or smaller CI
depending on the method used. In the
tables where the SVR and their CI for
different molecules from different MAH
are displayed, we choose to calculate CI
uniformly with the clopper pearson
method. Because normal approximations
behave badly when proportions are close
to 1 or 0, as here is the case.

Change to “209 (100% 95% CI, 98.2 to 100.0%)”

We will however update the absolute
numbers as suggested.
999 Appendix
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Table A97

Abbvie

Additional information:

See remarks above on CI and SmPC.

© EUnetHTA, 2015. Reproduction is authorised provided EUnetHTA is explicitly acknowledged

102

EUnetHTA JA2

Page/line
number

New pharmaceuticals for the treatment of chronic hepatitis C – Appendix: Feedback from Dedicated Reviewers and Public Consultation

Section
number

Comment
received from

275

Comment and suggestion for rewording

WP5

Author’s reply

Change text to “Funded by AbbVie, The studies were designed by the
study sponsor. The investigators and sponsor jointly conducted the
study and gathered the data. The sponsor conducted the data
analyses.”
Text in parentheses “(difference, –0.5 percentage points [95% CI, –
2.1 to 1.1])” is not consistent with updated data set presented in
SmPC. Difference is now +0.5%, with 95% CI unreported.
Noninferiority is maintained despite this change, so the overall
conclusion is still correct. Suggest deleting the text in parentheses.

999 Appendix
277

Table A98

Abbvie

SVR12 in Group 1: To align with SmPC data set:

Done.

999 Appendix
278

Table A98

999 Appendix
278

Table A98

Abbvie

SVR12 according to IL28B genotype (both treatment groups) is not
reported in the SmPC. Data in Group 1 will have changed with the
updated analysis, and is now therefore incorrect. Suggest deleting
these 4 rows.

We are not sure which 4 rows are meant.

999 Appendix
279

Table A98

Abbvie

Additional information: change text to “Supported by AbbVie. AbbVie
contributed to the study design; participated in the collection,
analysis, and interpretation of the data; and in the writing, reviewing,
and approval of the final manuscript.”

See remarks above on SmPC (page 56).

999 Appendix
281

Table A99

Abbvie

Endpoints and definitions: additional secondary endpoints were:

These endpoints were not in our scope.

Change to “86/88 (97.7)”
Abbvie

SVR12 in null responders in Group 1: To align with SmPC data set:

Done.

Change to “30/31 (96.8)”

Post treatment relapse
On-treatment virological failure
SVR4
Rapid virological response

999 Appendix
284

Table
A100

Abbvie

Treatments groups, Group 1: Change text in final parentheses to
“(n=208)”

Done.

999 Appendix
284

Table
A100

Abbvie

Endpoints and definitions: additional secondary endpoints were:

These endpoints were not in our scope.

999 Appendix

Dec 2015

Table

Abbvie



SVR12 (Group 1 vs Group 2)



Virologic failure during treatment



Relapse after treatment

SVR12 in Group 2: To align with SmPC data set:

Absolute numbers adjusted, but see
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A100

Comment
received from

Comment and suggestion for rewording



Change to “166 (96.5% [95% CI 93 to 100%])”



P-value for the difference in SVR12 between treatment
groups is not reported in the SmPC. Suggest deleting the
table row “Difference in SVR12 between group 1 and group
2”



HCV genotype 1a infection in Group 2 change to “115/121
(95.0% [95% CI 91 to 99%])”



HCV genotype 1a infection and no prior treatment in Group 2
change to “52/56 (94.6)”



HCV genotype 1b infection in Group 2 change to “51/51
(100% [95% CI 93 to 100%])”

SVR12 in Group 2: To align with SmPC data set:

Author’s reply

remarks above on CI and SmPC.

999 Appendix
286

Table
A100

Abbvie

999 Appendix
289

Table
A101

Abbvie

Design: change to “Phase 2, open-label, single-arm study”

See remarks above (page 56).

999 Appendix
292

Table
A101

Abbvie

Additional information: change to “Funded by AbbVie. The study was
designed by the sponsor

See remarks above (page 56).



WP5

See remarks above (page 56).

SVR12 according to baseline HCV RNA level (both treatment
groups) is not reported in the SmPC. Data in Group 2 will
have changed with the updated analysis, and is now
therefore incorrect. Suggest deleting these 2 rows

(AbbVie); the investigators and the sponsor jointly conducted the
study and gathered the data. The sponsor conducted the data
analyses.”
999 Appendix
31 / 4

1.2/Table
A1

Abbvie

Column 10 heading: change “3D” to “OBV/PTV/r + DSV”

Consistent abbreviations have been used
throughout the document.

999 Appendix
31 / 4

1.2/Table
A1

Abbvie

Row 6: latest version of NIV-NVHB-NVMDL-NVH-NVZA guidelines (July
2015) now available online

Updated.

999 Appendix
31 /4

Appendix
1. Table
A1.
Overview
of
guidelines

AOTMiT

The recommendations of Polish Expert Group HCV – 2015 (in Polish;
expert opinion provided by the members of Polish Association for
Study of Liver; no methodology provided) http://www.pasl.pl/wpcontent/uploads/2014/10/Rekomendacje-PZW-C-PGE-2015.pdf

Table has been updated.

Dec 2015

Date of issue 2015; Country/ies to which applicable Poland; PegIFN x,
RBV x, TEL-BOC x, SOF x, SMV x, SOF/LDV x, 3D x, DCV x, DAS
(dasunavir? or possible dasabuvir?) dasunavir -, FDV – Other
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WP5

Author’s reply

dasabuvir x, asunaprevir (x)
Comment – as there is no statement that this expert opinion is based
on systematic review, it’s inclusion to the report is to be decided by
authors
999 Appendix
316 to 354

Table
A111

Abbvie

Multiple weblinks are non-functional

Several links have been replaced.

999 Appendix
316-354

table
A111

ZIN

It is really difficult to get the information you need from this table. Is
the information in this table really important?

We followed the EUnetHTA assessment
template and left this table in.

999 Appendix
317

Table
A111

Abbvie

Row 4 (EUCTR2011-005762-38-ES):

This has been adapted



Change public title to “A Randomized, Open-Label Study to
Evaluate the Safety and Efficacy of Coadministration of ABT450 with Ritonavir (ABT-450/r) and ABT-267 in Adults with
Chronic Hepatitis C Virus Infection (PEARL-I)”



Query target size (listed as 200) – information not provided
on EudraCT

999 Appendix
317

Table
A111

Abbvie

Row 5 (NCT02487199): change recruitment status to “Recruiting”

This has been adapted

999 Appendix
317

Table
A111

Abbvie

Row 8 (NCT02399345): change recruitment status to “Not recruiting”

This has been adapted

999 Appendix
318

Table
A111

Abbvie

Row 1 (NCT02219490): add “(TOPAZ-I)” at end of public title

This has been adapted

999 Appendix
318

Table
A111

Abbvie

Row 2 (NCT02207088): change target size to “70”

This has been adapted

999 Appendix
318

Table
A111

Abbvie

Row 3 (NCT02167945): add “(TOPAZ-II)” at end of public title

This has been adapted

999 Appendix
318

Table
A111

Abbvie

Row 6 (NCT02023112):

This has been adapted



Add “(GIFT II)” at end of public title



Change target size to “171”

999 Appendix
319

Table
A111

Abbvie

Row 1 (NCT01833533): add “(PEARL-IV)” at end of public title

This has been adapted

999 Appendix

Table

Abbvie

Row 2 (NCT01782495): add “(CORAL-I)” at end of public title

This has been adapted

Dec 2015
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319

A111

999 Appendix
319

Table
A111

Abbvie

Row 2 (NCT01782495): change target size to 195

This has been adapted

999 Appendix
319

Table
A111

Abbvie

Row 3 (NCT01767116): add “(PEARL-III)” at end of public title

This has been adapted

999 Appendix
319

Table
A111

Abbvie

Row 4 (NCT01715415): add “(SAPPHIRE-II)” at the end of the public
title

This has been adapted

999 Appendix
319

Table
A111

Abbvie

Row 5 (NCT01716585): add “(SAPPHIRE-I)” at the end of the public
title

This has been adapted

999 Appendix
319

Table
A111

Abbvie

Row 6 (NCT01704755): Change title to “A Study to Evaluate the
Safety and Efficacy of ABT-450/Ritonavir/ABT-267; (ABT-267 Also
Known as Ombitasvir) and ABT-333 (Also Known as Dasabuvir)
Coadministered With Ribavirin (RBV) in Hepatitis C Virus (HCV)
Genotype 1-infected Adults With Compensated Cirrhosis (TURQUOISEII)”

This has been adapted

999 Appendix
32

1.2/Table
A1

Abbvie

Row 3: latest version of Regione Emilia-Romagna guidelines (Sept
2015) now available online

This has been adapted

999 Appendix
320

Table
A111

Abbvie

Row 1 (NCT01458535): add “(NAVIGATOR)” at the end of the public
title

This has been adapted

999 Appendix
320

Table
A111

Abbvie

Row 7 link broken, change to:
https://www.clinicaltrialsregister.eu/ctr-search/trial/2014-00314735/GB

This has been adapted

999 Appendix
320

Table
A111

Abbvie

Row 8 link broken, change to:
https://www.clinicaltrialsregister.eu/ctr-search/trial/2014-00149631/DE

This has been adapted

999 Appendix
321

Table
A111

Abbvie

Row 1: Cannot find this trial using EUCTR2014-001953-18-BE

This has been adapted

999 Appendix
321

Table
A111

Abbvie

Row 2 link broken, change to:
https://www.clinicaltrialsregister.eu/ctr-search/trial/2014-00147713/DE

This has been adapted

999 Appendix
321

Table
A111

Abbvie

Row 3 link broken, change to:
https://www.clinicaltrialsregister.eu/ctr-search/trial/2012-003738-

This has been adapted
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999 Appendix
321

Table
A111

Abbvie

Row 4 link broken, change to:
https://www.clinicaltrialsregister.eu/ctr-search/trial/2012-00375484/HU

This has been adapted

999 Appendix
321

Table
A111

Abbvie

Row 4: Add “(MALACHITE-II) to the end of the trial title

This has been adapted

999 Appendix
321

Table
A111

Abbvie

Row 5 link broken, change to:
https://www.clinicaltrialsregister.eu/ctr-search/trial/2011-00574095/SE

This has been adapted

999 Appendix
33

1.2/Table
A1

Abbvie

Row 6: latest version of SASL guidelines (Sept 2015) now available
online; includes recommendation for OBV/PTV/r + DSV

We cannot find this guideline

999 Appendix
34, table A2

1.2

IQWiG

The citation is formatted in curly brackets and not as a final citation.
Besides that there is no reference list in the Appendix.
Please add a reference list and format all citations consistently.

There is no separate reference list for the
appendix, all references can be found in
the main report.

WP5

Author’s reply

18/HU

999 Appendix
354

table
A112

ZIN

This table does not contain information. Delete?

This table has been deleted

999 Appendix
378

Table
A128

Abbvie

Under Feld 2014, SAPPHIRE I, it reads “Nausea 112 (16.9)” whereas it
should be “Nausea 112 (23.7)”

Tables are rewritten and checked for data
again.

999 Appendix
379

Table
A128

Abbvie

Under Ferenci 2014, PEARL III and PEARL IV, remove instances of
“sig” from the “Any AE” and “Most frequent AE” columns

Tables are rewritten and checked for data
again.

999 Appendix
379

Table
A128

Abbvie

Under Ferenci 2014, PEARL III and PEARL IV in the “Most frequent AE”
column, it reads “Fatigue 21%” whereas it should be “Fatigue 45 (21)”

Tables are rewritten and checked for data
again.

999 Appendix
379

Table
A128

Abbvie

Under Ferenci 2014, PEARL III and PEARL IV in the “Most frequent AE”
column, it reads “pruritus 25

Tables are rewritten and checked for data
again.

(11.9)” whereas it should be “Pruritus 25 (12)” for consistency
999 Appendix
379

Table
A128

Abbvie

Under Ferenci 2014, PEARL III and PEARL IV in the “Most frequent AE”
column, it reads “↓Hb 106/207(51.2)” whereas it should be “↓Hb
106/207 (51)” for consistency

Tables are rewritten and checked for data
again.

999 Appendix
379

Table
A128

Abbvie

Under Ferenci 2014, PEARL III and PEARL, the numbers for “SAEs” is
in the “Discontinued treatment due to AE” column. In the
“Discontinued treatment due to AE” column, it should read “2 (0.3)”

Tables are rewritten and checked for data
again.

999 Appendix

Table

Abbvie

Under Zeuzem 2014, SAPPHIRE-II, in the “Grade 3/4” column, it

Tables are rewritten and checked for data
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385

A129

999 Appendix
386

Table
A129

999 Appendix
387

Comment
received from

Comment and suggestion for rewording

Author’s reply

reads “Hemoglobin 1/296 (0.3)”. The publication lists other grade 3/4
laboratory abnormalities, but does not refer to Grade 3/4 AEs

again.

Abbvie

Under Andreone 2014, PEARL II, remove instance of “sig” from the
“Any AE” column

Tables are rewritten and checked for data
again.

Table
A129

Abbvie

For Andreone 2014, PEARL II: For “Grade 3/4”, the data included
refers to a ‘severe adverse event’ in the publication. Suggest to make
this clear where this is the case in the publication.

Tables are rewritten and checked for data
again. This was addressed also in the
discussion section.

999 Appendix
387

Table
A129

Abbvie

Under Andreone 2014, PEARL II Without Cirrhosis, change “Headache
22 (23)” to “Headache 22 (23.2)” for consistency

Tables are rewritten and checked for data
again.

999 Appendix
392

Table
A130

Abbvie

Under Poordad 2014, TURQUOISE-II, in the “SAEs” column, remove
instances of “sig” and add “AST 1 (1)”

Tables are rewritten and checked for data
again.

999 Appendix
392

Table
A130

Abbvie

Under Poordad 2014, TURQUOISE-II, in the “Most frequent SAE”
column, add “Clavicle fracture 1, wound 1”, and “Rhabdomyolysis,
Enterococcal bacteremia, Escherichia sepsis” (after “Edema
perif+nausea+vom+lactic acidosis+MOF+sepsis”), and “Toxicity to
various agents 1”

Tables are rewritten and checked for data
again.

999 Appendix
393

Table
A130

Abbvie

Under Poordad 2014, TURQUOISE-II with cirrhosis, in the “Most
frequent SAE”, add “1” after “blood

Tables are rewritten and checked for data
again.

WP5

glucose increase” and change spelling of “Hemathemesis” to
“Hematemesis”
999 Appendix
418

table
A133

ZIN

Is this information already provided in the main report? Can it not be
deleted?

No, it should not be deleted; some data
are added for FDA column.

999 Appendix
418

Appendix
2.
Regulator
y and
reimburse
ment
status;

AOTMiT

Unclear which of the pharmaceuticals are interventions or comparators
I and 2. We suggest adding such information into the table.

This is not needed here in Appendix.
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999 Appendix
418

Appendix
2.
Regulator
y and
reimburse
ment
status;
Table
A133.

AOTMiT

The table below present the reimbursement status of technologies use
in HVV treatments. The DAAs technologies are fully reimburse for the

Table A134. was deleted in final version.

Country

Reimbursement
status

WP5

Other relevant information

DAAs
Daklinza (dakaltasvir)

YES

Harvoni (sofosbuvir, ledipasvir)

YES

Sovaldi (sofosbuvir)

YES

Viekirax (ombitasvir + paritaprevir
+ ritonavir)

YES

Exviera (dasabuvir)

YES

Olysio (simeprevir)

YES

Reimbursement under „drug
(regimen) program” (designed
for defined group of patients,
tightly defined
inclusion/exclusion criteria,
careful monitoring)

Comparator
Pegasys (Peg-IFN-α2a )

YES

Pegintron (Peg-IFN-α-2b )

YES

Copegus (Ribavirin)

YES

Rebetol (Ribavirin)

YES

Incivo (Telaprevir)

YES

Victrelis (Boceprevir)

YES

Reimbursement under „drug
program” (designed for
defined group of patients,
tightly defined
inclusion/exclusion criteria,
careful monitoring)

Source: List of refunded pharmaceuticals announced by Polish Ministry of Health on Nov 1st,
2015 http://www.mz.gov.pl/leki/refundacja/lista-lekow-refundowanych-obwieszczenia-ministrazdrowia/obwieszczenie-ministra-zdrowia-z-dnia-28-pazdziernika-2015-r.
patient, however under the specialist drug (regimen) program.
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999 Appendix
419

table
A134

ZIN

Sovaldi; Olysio; Daklinza; Harvoni; Viekirax/Exviera = reimbursed in
The Netherlands. (reimbursement is not restricted anymore to the
more severe patients)

Table A134. was deleted in final version.

999 Appendix
422

Appendix
4

ZIN

I would make it clear upfront that the GRADE approach was only used
for the meta-analyses of IFN-containing regiments. I would also take
out the information about the observational studies (line 11-19),
because it is not informative for this report.

This appendix was put in to justify why
GRADE was not well suited.

999 Appendix
423

Table
A136

ZIN

I would take out the information about the factors that could increase
the quality, because observational studies were not included in the
meta-analysis.

We include prospective observational
studies in the review.

999 Appendix
428

Table
A140

ZIN

In the table is state that data for QUEST1 and -2 only an abstract was
available. Is this correct?

This is at the moment of the CADTH
review.

999 Appendix,
175 or 372

IQWiG

At some points in the report, statements seem to point to incomplete
data extraction. Please see e.g. “not able to copy past this table” on
page 175 or “Still missing: data for Charlton 2015, Pungpapong 2015
and Curry 2015 should be extracted here” on page 372. Please clarify.

In final version all data are written
accordingly, for Charlton, Pungpapong
and Curry.

999 Appendix,
354 - 371

IQWiG

According to the assessment elements listed for the description of
applicability, information based on PICO and setting should be
provided. However, this section rather includes the “administration
and dosing of the intervention and comparators, according to the
European Medicines 1 Agency (EMA)”. This does not seem to meet the
requirement of these assessment elements.

We tried to provide as much data as
possible, trying to balance this with the
length of this assessment.
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