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Executive Summary

EFPIA asked Charles River Associates (CRA) to prepare an analysis of the five EUnetHTA
pilot assessments of relative effectiveness.! In particular the objective was to:

1 Provide a comprehensive review of the five rapid relative effectiveness assessment
pilots undertaken under JA 2 WP5 that have been conducted by EUnetHTA to date

1 Review the extent to which the reports are consistent in terms of process, methodology
and outcomes and the underlying reason for the differences

1 Assess the degree to which t-hes@dasisessmemeé sol

in terms of national and regional HTA processes

The ultimate objective is to provide a report outlining the conclusions as a contribution to a
workshop involving the industry and the EUnetHTA in October 2015.

Background and approach

The EUnetHTA Joint Action 2 (JA2) programme aims to strengthen the practical application of
tools and approaches to cross-border HTA collaboration. In particular, the Work Package 5
(WP5) Strand A has the objective of applying the HTA Core Model for rapid Relative
Effectiveness Assessment (REA) of pharmaceuticals and testing the ability of national HTA
bodies to jointly produce HTA information and apply it in national context. An important
component of JA2 WP5 is a series of rapid REA pilots. EUnetHTA has completed five pilot
assessments of pharmaceuticals between 2012 and 2015 as described in Table 1 below.

Table 1: The five Rapid REA Pilots conducted under JA 2 by EUnetHTA for
pharmaceutical products

Molecule Indication Manufacturer Publication date
Zostavax Prevention of herpes zoster and SP-MSD September 2013
(pilot 1) postherpetic neuralgia

Canagliflozin Type Il diabetes mellitus J&J February 2014
(pilot 2)

Sorafenib Thyroid carcinoma, refractory to Bayer March 2015
(pilot 3) radioactive iodine

The sixth EUnetHTA pilot, to review new pharmaceuticals for the treatment of chronic hepatitis C, is currently being
undertaken but is excluded from this analysis. The pilot undertaken under JA1 was not included in the scope of the
project.
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Ramucirumab Advanced gastric or gastro- Eli Lilly May 2015
(pilot 4) oesophageal junction

adenocarcinoma
Vorapaxar Reduction of thrombotic MSD June 2015
(pilot 5) cardiovascular events in patients

with history of Ml

Source: EUnetHTA

In order to gather the lessons from the five rapid REA pilots, CRA has undertaken two
structured interviews with the companies involved in the five pilots (the first one focusing on
the process, the second focusing on methodology, outcomes and re-use) and with five
companies that did not complete pilots but had initial discussions with EUnetHTA; reviewed
documents provided by the companies involved in the pilots, the guidelines provided by
EUnetHTA and the final REA reports; reviewed existing publications on the lessons from the
assessment; and undertook two workshops with the EFPIA steering group on EUnetHTA pilots
to discuss the lessons from the pilots.

It should be noted that the report is based on interviews and documentation provided by the
industry participants, and there was not the opportunity to interview the EUnetHTA WP5
coordination team, rapid RE pilot authors or reviewers. The report therefore does not
incorporate their perspective unless it is reported in public documents.

Process

To compare the process used in the five pilots and whether this is consistent with the
EUnetHTA guidance we simplified the process and distinguished between the expression of
interest, activities prior to the scoping meeting, the scoping phase, the assessment and post-
publication as in Figure 1.

Figure 1. Process timeline

Expression of
interest

Participation
Choice of product

Source: CRA analysis

Activities prior to

scoping meeting

« Building up the pilot
team

« Draft submission

Scoping phase
- Scoping meeting
« Final submission

0

Assessment
- Draft assessment
+ Revisions

CHMP
opinion

There are a series of lessons associated to each of these stages:

1 Expression of interest

Publication

100 Timeline
(days)

EPAR

o From the outset participation was intended to be voluntary. This was welcomed by
the industry. However, in practice some pressure was applied to participate and

t he

possibility

of

undert aki

ng

pilots
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This meant companies participated to prevent a pilot being undertaken without
their participation rather than because the product represented a good product to
pilot the process.

0 The overall goal of the pilots is stated explicitly but there is still confusion. It is
unclear if usability refers to using the model or using the results of the pilot. In
reality, it would appear that testing the process was prioritised over re-use (even
though there was a target number of re-uses and examples of re-use were
published on the website). If the focus on the process had been clearer
participation from the companies might have been considerably less challenging
and the choice of authors would have been less of an issue (discussed below),
making initiation more straightforward. As the team from the MAH have to justify
the use of scarce resources internally, often when the company is focused on
launching an important new product, absolute clarity on the goal would have been
beneficial. A greater level of transparency on this would help improve participation
and collaboration. The goals of individual pilots should be clearly specified (i.e. the
reasons why a product is selected for the pilot should be explicit). This would help
companies and the authors.

o0 Timing has been a considerable challenge for the pilot process. The publication of
the REA reports occurred later than planned and this can be traced back to starting
the process much later than planned. The result of this is that alignment with the
EPAR process has worsened considerably. The original plan was for the published
report to occur soon after the publication of the EPAR, presumably to increase the
potential for re-use. Given the timing of the last three pilots, testing this part of the
process was clearly de-prioritised. However, this was not made explicit.

9 Prior to the scoping meeting

0 The submission template, which was still under development in the first pilots, has
provided some guidance in the later submission, however, there is a concern that
the template collates all the potential questions that HTA agencies request rather
than focusing only on common issues that should be discussed in the rapid REA.

0 The choice of authors caused considerable concern for MAH during the author
selection. In particular, concern was raised about the role of HTA agencies that
were not commonly involved in national HTA processes. In practice,
manufacturers were able to submit suggestions but due to a number of reasons
(including interest and resourcing) the suggestions were rarely influential but did
delay the process. The process for the choice of the authors can be improved by
(1) starting the pilot on time (2) more transparency on the role of the authors (3)
dedicated reviewers involved in the earlier stages of the pilot

0 In practice the MAH is submitting a full submission prior to the scoping meeting.
We conclude it would be beneficial to all stakeholders to have a project alignment
meeting between the manufacturer and the authors prior the draft submission to
facilitate the scoping process and have a high level discussion of methodological
issues. The project plan should be agreed immediately after the project alignment
meeting and include both the manufacturerds
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This would mitigate the risk of unnecessary delays (for instance, by planning to
account for holiday periods). This should be tested in the next pilots and, unless it
is proven to be detrimental, it should be included into the rapid REA process.

1 The scoping meeting

(o]

The content and the timing of the scoping meeting can be improved. The lack of
author preparedness in the scoping meeting detracts from discussion and can
lend to uncoordinated requests for additional data or data analyses. This probably
reflects the delay in the decision on the authors. The scoping meeting would be
improved if it focused on completeness of the evidence and was consistent with
the minutes of the project alignment meeting

An a priori confidentiality agreement (i.e. at the time of initiation of the pilot) would
accelerate the provision of confidential data without the need to discuss this during
the scoping phase. For instance, a clear understanding of the information required
from the EMA submission and a confidentiality agreement between EUnetHTA
and the manufacturer could accelerate timelines if defined at the beginning of the
process

I The assessment phase

(0]

Following the scoping meeting, the process timetable was largely adhered to.
Although difficult for the MAH to assess, it appears that the division of the
responsibilities between the authors worked well and used the capabilities and
resources of the authors. However, for re-use the reference to EPAR timeline is
more important and this was not met.

None of the pilot included any input from external stakeholders. The perspectives
of patients and physicians would provide useful insight for the assessment.
However, the additional complexity this add to an already complex process would
need to be managed.

9 Publication

(o]

For the pilots, a post-publication feedback/debriefing could help to ensure that a
ma n u f a 6 viewrieedis€ussed for incorporation in subsequent assessments.
Given the authors change frequently gathering feedback and ensuring lessons are
leant in subsequent assessments is vital.

Overall, the process does not differ depending on the type of product. Although there were
improvements in some areas (timing of the assessment post the scoping meeting), in other
areas the process diverged from the original plan (particularly the alignment with the EPAR

process).

Methodology and outcomes

In order to investigate the methodology, we have structured our analysis according to the four
domains of the REA report (health problem and current use of technology, description and
technical characteristics of technology, clinical effectiveness and safety). For each domain, we
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compare the methodology recommended by the HTA Core Model for rapid REA and the nine
EUnetHTA methodology guidelines to the methodology used in each of the pilots

There were not significant issues affecting the first two domains (health problem and current
use of the technology, description and technical characteristics) but there are issues with both
clinical effectiveness and safety.

9 Clinical effectiveness

(o]

1 Safety

(o]

The selection of comparators was agreed between MAH and authors. Looking
forward, it would be good to maintain the process ensuring that comparators are
agreed between the authors, the manufacturer and the reviewers (ideally at a
project alignment meeting prior to the scoping meeting) and the chosen
comparator is representative of European practice whenever possible. As
discussed in the previous chapter, this agreement should occur earlier in the
process.

Regarding the selection of the endpoints, overall there is agreement between the
MAH and the authors regarding the choice of end-points and the acceptance of
surrogate endpoints is generally positive. Some issues were highlighted on the
appropriateness of the selection of primary endpoints, their hierarchy and the
interpretation of the composite endpoints. In particular, manufacturers
recommended that the selection of primary endpoints should be put in the context
of the disease, and their choice should be more flexible and pragmatic rather than
meticulously following the HTA core model. For the composite endpoints, the
author should comment on the contribution of each component. Where the
EUnetHTA guidelines are not followed, additional communication between the
MAH and the authors appears important.

Regarding the (indirect) comparisons, the MAH saw it as positive that EUnetHTA
uses fi-edgednget hoddMA.gHoveeser, i( i imgortant to have
greater clarity in reporting and consistency in the application of EUnetHTA
guidance for assessment of comparisons. In particular, the authors should provide
a critical and detailed analysis of the methodology of the studies included for the
indirect comparison.

Regarding the quality of evidence, there is a need for standardisation so that
similar products would be treated in the same way but also flexibility so that issues
associated with small patient populations are allowed for. The approach used to
assess data quality should be transparent and discussed taking into account the
type of product under review.

There is a need for clarification of the objectives of the safety section. In particular,
there is a significant concern that the first two objectives of the safety domain
duplicate the EPAR. The focus on relative safety could potentially add value but it
is unclear if this is of interest to national HTA bodies.

There is a need for clarification and improvement of types of data and analyses
recommended for relative safety assessment. Although EUnetHTA guidelines

Final Report
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require a comparison, the analysis should be put into context: phase Il clinical
studies are designed for this purpose and there is arisk that i mi s si ngo
significance is misinterpreted by national agencies, possibly leading to delays in
(or no) access.

0 There is a need to keep the methodology applied to the safety assessment
consistent with EUnetHTA guidelines while allowing sufficient flexibility to adapt to
different products/contexts. This should be a standard methodology, reflective of a
pan-European assessment rather than the specific practices of individual
EUnetHTA authors.

More generally, it was noted that the reports need to have an appropriate balance between the
relative efficacy/effectiveness analysis and the relative safety. In particular, the final results
should be presented in a pragmatic form, reflecting the fact that the focus of the report is the
REA rather than being an academic assessment of each domain. In addition, there is an
unsolved issue in the identification of an optimal balance between the flexibility that would allow
authors to make pragmatic decisions and the standardisation of the decision process that would
make decisions more predictable and easily transferable.

Overall, although the pilot products are very different (vaccines, cancer drugs, orphan drugs,
retail products) and the HTA agencies involved in the assessment (the authors) also varied
across pilots, there are many common lessons across the pilots. The issues with clinical
effectiveness are relatively minor but there is still room for improvement. The experience with
the assessment of safety is generally less satisfactory and significant work needs to be done.

Re-use

We have examined the limited published evidence on the use of REA reports by national and
regional HTA and interviewed the MAH. There are a number of lessons:

1 The first issue with assessing the extent of re-use is the definition. EUnetHTA has
defined national adaption but this does not require that the national process substitutes
information from the REA report. Without a more useful definition of re-use it will be
difficult to assess if there are efficiency improvements or this is simply adding to the
information requirements in Europe.

1 The existing evidence of re-use of EUnetHTA assessments is limited and until recently,
there was very little data on re-use. A recent survey by EUnetHTA however has shed
some light on this issue. This indicates national HTA referencing the REA reports to a
greater degree than is apparent to the companies but does not allow us to determine
whether this has improved efficiency. Significantly more effort need to go into reporting
re-use and the lessons published as the pilot develop.

1 There has been little analysis on why re-use to date has been limited. Some
participants suggested that to date the priority has been on testing the process and re-
use has not been prioritised. Nevertheless, industry participants have unanimously
suggested that timing is one of the most important barriers to re-use of the
assessments. It is not a realistic expectation that national HTA bodies will be able to
refer to the REA report unless the latter is conducted within the given timeframe and is
available prior to the start of the national assessment. In addition, there are no
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requirements on national HTA processes to accept information from EUnetHTA rapid
REAs. Even the authors of the REA report are not under any obligation to consider its
use in the national assessment. It is therefore inevitable that it is used as a
supplementary piece of evidence rather than replacing any part of the existing
submission. This is clearly important if one of the key objectives of this initiative i the
reduction of duplicative efforts i is to materialise. Finally, it appears that EUnetHTA
currently does little to encourage re-use, in terms of making national HTA aware of the
timing of the assessment publication or helping national authorities use the report.

In conclusion the initial five pilots has shown the WP5 partners can collaborate on rapid REAs.
However, it has not been proven that WP5 partners can collaborate on rapid REAs in a fashion
that is sustainable and timely enough to reduce duplication and improve efficiencies for all
stakeholders.

Reform of the rapid REA

Finally, we have considered what would need to change in order to establish a sustainable
rapid REA model going forward based on the experience of the five pilots. It is important to
distinguish between recommendations for further pilots under Joint Action 3 and for any
permanent form of rapid REA. We have 15 recommendations:

1

The current timetable should be followed. Only pilots where there is an expectation of
this being met should be initiated in JA3. This would allow explicit re-use of the report
only in countries that start the HTA process after the EPAR is issued. For any future
pilot process it will be important to consider how many pilots can realistically be
completed within the given timeframe to ensure that all the main objectives (e.g.
alignment with the EMA process, re-use and completion of the number of the pilots
established in the Grant Agreement) are achieved.

A project alignment meeting 60 days prior to the scoping meeting should be introduced.

The lead author should be chosen based on their experience and should be planning
to assess the product in their own market. This would imply that the lead author is
directly involved in a national HTA process. The role of lead and co-author should be
made explicit.

To understand the benefits in terms of re-use, the pilots in JA3 should reflect different
types of product. This should be more explicit than JA2.

Participation should continue to be voluntary while the process is being piloted. In order
to encourage company participation, pilots should explicitly aim at adopting the report
in participating agency processes. A transparent process of horizon scanning and
selection would also increase the willingness of companies to engage. The decision of
companies not to participate should also be made more transparent.

The inclusion of patient and physician representatives in the process should be piloted
in JA3.

The primary objective of JA3 pilots should be re-use but other process and
methodological issues still need to be resolved.
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1 The objective of different pilots, at least at a high level, should be transparent and
discussed with the MAH.

1 Feedback should be a formal part of the process and lessons from the pilots shared
with MAH, industry stakeholders and WP5 members. A debrief meeting should be
timely scheduled to allow lessons learnt from a pilot to be input in the subsequent
pilot(s).

1 The EUnetHTA methodology should continue to be a best practice model and not a
collation of all the methodological approaches used by the national HTA frameworks.
The implication of this for the re-use of the pilot assessments is that the focus should
first be on those countries which have a methodology consistent with the EUnetHTA
guidelines, so that direct integration is possible while other countries have time to
adjust

1 The guidelines on clinical effectiveness should be incrementally improved (with a focus
on endpoints and assessment of quality of evidence) and if authors take a different
position, there should be a requirement to explain the rationale (however guidelines
needs to be sufficiently flexible and pragmatic to accommodate the divergent types of
innovation and their contexts that will be subject to review)

1 The role of safety analysis needs to be reconsidered and tested in JA3

I The tracking of re-use requires consistent definitions, a focus on whether this reduces
duplication and more consistent reporting

1 Re-use requires all stakeholders need to make commitments. This includes
EUnetHTA, authors and reviewers. Re-use should be a clearly stated objective, agreed
in a fAcontracto with the spons.@rmuthéroand a def i |
reviewers)

1 The pilots under JA3 should investigate the value of explicitly defining where the Rapid
Assessment should replace elements of the national assessment. It seems most
realistic this could be through a coalition of the willing. This would involve an explicit
plan developed as part of the scoping phase for how the re-use will be piloted in the
country (this should include the modification to the national submission template and
a transparent approach to replacing some national elements of the assessment with
the outcomes of the REA)
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Introduction

EFPIA asked Charles River Associates (CRA) to prepare an analysis of the five EUnetHTA
pilot assessments of relative effectiveness.? In particular the objective was to:

1 Provide a comprehensive review of the five rapid relative effectiveness assessment
pilots undertaken under JA 2 WPS5 that have been conducted by EUnetHTA to date

1 Review the extent to which the reports are consistent in terms of process, methodology
and outcomes and the underlying reason for the differences

1T Assess the degree to which t-heesa@okeoidgcerses ment s |
in terms of national and regional HTA processes

The ultimate objective is to provide a report outlining the conclusions as a contribution to a
workshop involving the industry and the EUnetHTA in October 2015.

Background

The European network for Health Technology Assessment (EUnetHTA) was established in
2005 with the aim to facilitate HTA collaboration between European HTA organisations. The
network aims to provide a common platform for different countries to share and access
scientific information, communicate with stakeholders, promoting transparency, objectivity,
independence and fairness.3 A key part of EUnetHTA and its programmes has been the
development, improvement and implementation of a HTA Core Model, which is a generic
methodological HTA framework based on best practices that forms the basis of the joint
assessment of a technology at a European level. The HTA core model was adapted for use in
the rapid relative effectiveness assessment (rapid REA) process. The objective of work
package 5 (WP5) is to:4

I Test the capacity of national HTA bodies to produce structured core HTA information
together and apply it in national context

1 Implement, pilot and further develop models and tools as well as production processes
to support collaborative production of core HTA information with reinforced secretariat
and coordination function

The sixth EUnetHTA pilot, to review new pharmaceuticals for the treatment of chronic hepatitis C, is currently being
undertaken but is excluded from this analysis. The pilot undertaken under JA1 was not included in the scope of the
project.

http://www.eunethta.eu/about-us/mission-vision-values

EUnetHTA webpage [last access 2 September 2015]:
http://www.eunethta.eu/activities/EUnetHTA%20J0int%20Action%202%20%282012-15%29/ja2-wp5-applying-hta-
core-model-rapid-assessment-nation
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1 Develop and test a methodological basis for European cooperation on HTA including
guidelines for distinct methodological issues and quality improvement of evidence
generation for HTA.

This model was initially used to perform a joint assessment on diagnostic technologies and
medical and surgical intervention.® However, for the first time EUnetHTA developed and tested
the HTA Core Model for rapid relative effectiveness assessment for pharmaceuticals in 2012.
This has been followed by five further rapid REA pilot projects as part of JA2.

The goal of rapid REA pilots
The purpose of the rapid REA pilots is to:6
1 Produce rapid assessment reports based on cross-border collaboration

1 Test the usability of the model for rapid REA including guidelines

As part of the JA2 Grant Agreement between EUnetHTA and the EU Commission, signed in
2011, there was a requirement for ten rapid REAs for pharmaceuticals to be produced by
2015.7 In the EUnetHTA 3-year Work Plan, it is additionally indicated that 20 local/national
reports based on the HTA information from the pilot assessment should be generated.89

The rapid REA pilots

There have been five rapid REA pilots (which we commonly refer to as pilots) completed as at
August 2015. As set out in Table 2, these vary in terms of the type of product (the first product
being a vaccine while the subsequent four were medicines), the timing and the companies
involved.

Table 2: The five Rapid REA Pilots conducted under JA 2 by EUnetHTA for
pharmaceutical products

Molecule Indication Manufacturer Publication date
Zostavax Prevention of herpes zoster and SP-MSD September 2013
(pilot 1) postherpetic neuralgia

The first rapid REA pilot was applied to medical devices, specifically i D u o d-gjanal bypass sleeve for the treatment
of obesity with or wi t hTbherehaveyngvéeen four rEpid RBAepilots sndedakénifor medicalo
devices.

EUnet HTA WP5 Joint Action 2 (2015), AiProcedure manual WP5 St
of Pharmaceuticalso, V4 April 2015

EUnet HTA website fATechnicAl JMAMhn6kamtf Adree eBlemeatoHT[ | ast acces
http://www.eunethta.eu/outputs/technical-annex-eunethta-ja2-grant-agreement

EUnetHTA WP5 Joint Action 2 (2013 ) AEUnet HTA Joint -2016,8-y ear 2Wonk HPRago612May 2

JA2 WP5 aims to apply the HTA Core Model for Rapid Assessment to both pharmaceuticals (strand A) and non-
pharmaceuticals (strand B). The goal for non-pharmaceuticals (e.g. medical devices, interventions, diagnostics) is to
complete 4 pilots by 2015 and re-use them in 10 local/national reports.
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Canagliflozin Type Il diabetes mellitus J&J February 2014
(pilot 2)
Sorafenib Thyroid carcinoma, refractory to Bayer March 2015
(pilot 3) radioactive iodine
Ramucirumab Advanced gastric or gastro- Eli Lilly May 2015
(pilot 4) oesophageal junction

adenocarcinoma
Vorapaxar Reduction of thrombotic MSD June 2015
(pilot 5) cardiovascular events in patients

with history of Ml

Source: EUnetHTA

The application of the HTA Core Model for Rapid Relative Effectiveness Assessment in these
pilots is still at early stages. There is considerable variation between the pilots, understandably
given their purpose, the methodology has evolved over time but equally, the products being
reviewed are different resulting in differences in application.

The approach

The approach involved a variety of different tasks:

1 Two structured interviews with the companies involved in the five EUnetHTA pilots, the
first one focusing on the process, the second focusing on methodology, outcomes and
re-usel0

1 Interviews with five companies that did not complete pilots but had initial discussions
with EUnetHTA

1 Areview of documents provided by the companies involved in the pilots. This included
email correspondence, minutes of scoping meeting, project plans, comments on draft
assessments, presentations at conferences, and the feedback survey

1 A review of the guidelines provided by EUnetHTA (the list of document reviewed is
provided in the appendix)

1 Areview of existing publications on the lessons from the assessment. However, to date
there has been relatively little analysis of the significant developments and changes to
the scope, methods, process and outcomes from the earliest pilot in 2012 up to the
most recent just published in June 2015

Interview guides are provided in the Appendix. As some of the products are still undergoing national HTA assessments,
the interviews were undertaken with the agreement that we would not report product specific information and some
experiences could not be attributed to particular pilots.
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1 Two workshops with the EFPIA steering group to discuss the lessons from the pilots

It should be noted that the report is based on interviews and documentation provided by the
industry participants, we did not have the opportunity to interview the EUnetHTA WP5
coordination team, rapid REA pilot authors or reviewers during this project. The report therefore
does not incorporate their perspective unless it is reported in public documents.

Terms used t hroughout the report

For the sake of consistency, we have used the following terms throughout the report:

1 MAH: we refer to the companies involved in the pilots as the marketing authorisation
holder or MAH (as in EUnetHTA reports)

1 Pilots: we refer to each of the five pilots by number only referring to the product or
specific company where this is relevant and this does not conflict with confidentiality

1 Rapid REA reports: we refer to the final report published for each pilot as the pilot
report1l

1 Coordination Team: the EUnetHTA JA2 WP5 Lead Partner (ZIN, formerly CVZ)
coordinating the whole process

1 Re-use: we distinguish between the outcome of the report (the conclusion on relative
effectiveness) and the use of the report by national or regional HTA, which we refer to
as re-use

Structure of the report

The rest of the report is structured as follows:

1 Chapter 2 reviews the process for undertaking the EUnetHTA pilots, how this was
intended to work, how it worked in practice and the lessons can be drawn

1 Chapter 3 considers the methodology applied in the assessment and the outcome of
the assessment, how this was intended to work, how it worked in practice and the
lessons can be drawn

1 Chapter 4 considers the extent to which the reports were re-used by national HTA
agencies and the lessons that can be drawn

1 Chapter 5 we consider what would need to change in order to establish a sustainable
rapid REA model going forward based on the experience of the five pilots

These are all published in the EUnetHTA website. http://www.eunethta.eu/
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Process

One of the objectives of the WP5 of EUnetHTA JA2 istofit est the capacity

HTA bodies to collaboratively produce structured rapid core HTA information on
phar maceut i ¢ alf Thie Baplicith indolves sedting up and testing a procedure to
initiate and conduct the rapid REAs. This section analyses the experience in terms of the

process and the I essons from the companiesbé

How the Rapid REA pilot process is meant to work has been set out in considerable detail in
the Procedure manuals.13 This is illustrated in Figure 2 for the scoping phase.

Figure 2: Scoping phase i timeline from EUnetHTA perspective

(Start of official MA process = 210 days/150 days until CHMP opinion)

90 days before CHMP opinion 0 days
; |
i WPS H
WP5 H  expression of J
intereston f
members topic 1
f proposition® {
1 '
i Consuttation of
Dedicated ! deﬂ_fe:ﬂback_frum
. I icated reviswerson
e | 1 draft submission file
E _____ & Receive
! 3 2 final
' . = roject
! 8 Feedback Z =5
! b= on draft 2
Authors/ i a submission =
Co-authors ? file =
| 3 w a
' a @ @
: : 2 g s
i submissio 2 =
' n file = :
N . Request for a
Coordination: Request for dratt z
team U submission "’_._
= 8
i =
| &
] 2
Company ! )
Applying E ﬁ:fp‘;teii';? Draftsubmission file
For MA i
|
1
|
EMA i Ongoing EMA Process
|

*Based on the list of application for new human medicines
EMA . EUnetHTA products . Manufacturer . Meetings under evaluation by CHMP

Source: Drawn from EUnetHTA procedure manual v4

And Figure3f or t he d6assessmentd phase.

EUnetHTA webpage [last access 1 September 2015]:
http://www.eunethta.eu/activities/EUnetHTA%20J0int%20Action%202%20(2012-15)/ja2-wp5-applying-hta-core-
model-rapid-assessment-nation

Two version of the EUnetHTA Procedure Manual have been made public: v3 was published on 27 May 2013 (but it is
no longer available on EUnetHTA website) and v4, which was published on 1 April 2015 (available on EUnetHTA
website)
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Figure 3: Assessment phase 1 timeline from EUnetHTA perspective
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EMA . EUnetHTA products . Manufacturer . Local HTA Process

Source: Drawn from EUnetHTA procedure manual v4

To make comparison easier we first consider a simplified version of the overall process and

then we use this to go through each of the steps.

Overall process and timeline

An overview of the organisation of the

process

in Figure 1. According to EUnetHTA, the rapid REA should be aligned with the EMA
assessment so that the assessment starts following the CHMP opinion14 and the publication
of the REA report is immediately after the EPAR.1® According to the EUnetHTA procedure
manuall® this requires initiating the process 180 days before the CHMP gives the (positive)
opinion with the aim of submitting the final dossier for assessment immediately after the CHMP

Committee for Medicinal Products for Human Use (CHPM) is a committee of the EMA, which provides an opinion on

whether a product should be given a marketing authorisation. This is submitted to the European Commission.

EPAR is European public assessment reports published by the European Medicines Agency at the completion of the

marketing authorisation process.

EUnet HTA WP5 Joint Action 2 (2015), AfProcedure manual WP5

of Pharmac eut i cal so, V4 April 2015
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opinion. It should then take no longer than 100 days for the assessment so the rapid REA is
available for publication shortly after the EPAR is issued.

Figure 4: Process timeline

Expression of Activities prior to Scoping phase Assessment Publication
interest scoping meeting « Scoping meeting < Draft assessment

Participation - Building up the pilot « Final submission -« Revisions

Choice of product team

« Draft submission

-180 -90 0 100 Timeline
(days)
CHMP EPAR
opinion

Source: CRA analysis

It is important to note that the alignment with the EMA assessment was not an objective of the
first pilot, as the product had already been approved by the EMA in 2006.17 Consequently, it is
not appropriate to analyse the timeline for the EUnetHTA assessment with reference to the
regulatory process in the subsequent analysis.

2.2. Expression of interest

There are four important aspects regarding the initiation of a pilot:
1 How the product for the pilot is chosen
1 Participation of the company
1 The objective of the pilot
1

The timing in practice.

2.2.1. The choice of the particular pilot product

In theory, both the manufacturers and the WP5 members can propose a pilot rapid REA.18 In
practice, the process for initiation varied across the five pilots:

1 In the three early pilots, the manufacturers voluntarily suggested products to be
included in the process and approached EUnetHTA to be considered for participation.
After an initial discussion between the MAH and the Project Leader of WP5 EUnetHTA
JA2 (Wim Goettsch, ZIN), an expression of interest was sent by the companies

17 As mentioned in the EUnetHTA first pilot report, this was due to a complex manufacturing process which led to limited
supply capacities and restrictions in the amount of doses available for European countries,.
18 EUnetHTAWP5J oi nt Action 2 (2015), fAProcedure manual WP5 Strand A

of Pharmaceuticalsodo, V4 April 2015
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1 In the two later cases, a letter identifying the company was sent to the manufacturer
(in May and June 2014 respectively). These letters appear to have been sent to many
companies expecting a marketing authorisation between 2013 and 2015.

We found no evidence in the first five pilots indicating that WP5 members (other than the
Coordinator Team, ZIN) expressed their interest in a specific topic.1°

The EUnetHTA guidelines do not discuss the criteria use to select particular products to be
included in the pilot process. The only reference is in the Grant Agreement, which required that
fibased on the proportion of European mar k
di seasesodo, two or three or ph anforp pile asseasmenu?f i

In terms of the experience from the pilots, EUnetHTA did not provide the companies with an
explanation of the choice of the products. The initial products were chosen through a process
of discussion between EUnetHTA and the MAH. However, the later products appear to have
been chosen because they were going through the market authorisation process (however, it
is not possible to verify this from public documents).

In practice, we conclude that EUnetHTA looked for medicines where the MAH was willing to
participate to the pilot (some companies were also able to discuss the indication chosen for the
pilot with EUnetHTA and this determined the indications reviewed). Two orphan products were
selected, and it is believed that they were chosen to satisfy the requirements of EUnetHTA
agreement with the European Commission. The reason why particular products were chosen
was not made explicit in any of the published report and the MAH was not aware of the rationale
for the choice of the products.

Participation of the company

In terms of participation of the MAH, the EUnetHTA work plan and procedure manual does not
mention whether the manufacturerds consent
pilot, but in 2012 E MARthatHhavwe preducts doe whicteitds fdrelsesn
that they will receive market authorisation between 2013 and 2015 [will be] asked to voluntarily

participate #n these pilotso.

As noted above, the Coordinator Team sent a letter to invite participation in the last two pilots. However, it appears
that this letter was sent to all the possible candidates for a pilot, given the timing of their marketing authorisation, rather
than reflecting an interest of ZIN in a specific topic. In the 6™ pilot (excluded from this assessment), the WP5 members
indicated their interest in piloting a rapid REA of the new treatment options for Hepatitis C as this would be of high
relevance and interest across Europe. Source: EUnetHTA website [last access 28 September 2015]:
http://www.eunethta.eu/news/publication-project-plan-eunethta-wp5-sa-6-rapid-relative-effectiveness-assessment-

new-pharmace

EUnet HTA website ATechnical Annex of t he EUnet HTA
http://www.eunethta.eu/outputs/technical-annex-eunethta-ja2-grant-agreement

EUnet HT A Presentation at I SPOR Berl in 2012: AWil

et
cal

JA2

t he

Assessment of Phar maceutical s wor k?0o. Availabl e

http://www.ispor.org/congresses/berlin1112/presentations/ipl4 goettsch.pdf
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Ingeneral,t he pil ots were fAvoluntaryo wcigate afterkememanuf ac

interaction with EUnetHTA. Indeed, for the earliest pilots, there was an implicit assumption that
the pilot could be stopped during the process by the MAH. However, there is a perception
amongst the MAH that the process for agreeing pilots changed after the second pilot. The
second pilot appears to have highlighted some concerns with the process (discussed below)
increasing the risk from the MAH perspective and making participation more difficult. As a
reaction to this, to increase the probability of participation, the threat that the pilots could be
undertaken without the participation of the company was emphasised. The letters suggested
that a negative response from the MAH could lead to a unilateral assessment. In these cases,
the manufacturer voluntarily agreed to participate, although it is difficult to determine if pilots

would have proceeded if no manufacturers had fvol
It should be noted that the JA2 Grant Agreement between EUnetHTA and the EU Commission,

signed in 2011, required ten rapid REAs for pharmaceuticals to be produced by 2015.22 In

addition, as stated in the EUnetHTA JA2 Work Plan, it was expected to have the rapid REAs
fitransferredod in about 2023 i ésttherefora plaugibke ghatahea | HTA
EUhet HTA l etter Ainvitingd manufacturers to partic

to meet the goals in the Grant Agreement and the Work Plan.

Non -participation
There are also a number of cases where, after some initial interaction, it was agreed not to

proceed for a pilot assessment. In some cases, it was the EUnetHTA coordination team that
chose not to pursue some pilots. In particular, because:

1 In one case, after some discussion between EUnetHTA and the MAH, the EUnetHTA
coordination team realised that the product characteristics did not fit with the objective
of the pilot process

1 In another, it was noted that the intended timeline would have not worked because the
marketing authorisation was likely to occur too late for the current pilots

i Finallyysome products were deemed Atoo oldo for

EUnet HTA website fATechnical Annex of the EUnet HTA JA2
http://www.eunethta.eu/outputs/technical-annex-eunethta-ja2-grant-agreement. In the most recent procedure manual
this has been changed to seven pilots however.

EUnet HTA WP5 Joi ntEUAetHTA Joint AQion @ 8anOHTA8 2012-2Gil5,3-y ear Wor k Pl ano,
A detailed analysis and discussion on how the rapid REAs have been transferred in local reports in provided in Section
4,
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In other cases, although they were invited to participate to the rapid REAs pilots, some
companies declined the invitation. In general, the companies provided justification to
EUnetHTA that was accepted (Box 1).

Box 1: Reasons why some companies declined
to the pilot assessments

Based on the five interviews with companies that did not participate in the pilots, there were
a number of reasons why the companies decided against participation:

1 Participation was considered to be resource intensive, in some cases companies
did not have resources to dedicate to the pilot.

1 The risks of a poor review were seen to outweigh any benefit from a good review.
This was patrticularly because the authors were likely to be small HTA agencies and
sometimes academic groups. Without any process for encouraging re-use, the key
national agencies will not make reference to the report

1 The timing of initiating a pilot would have implied that the rapid REA could not have
any impact on national submission/accelerating market access

2.2.3. The objective of the pilots

According to the procedure manual, the purpose of the pilots was to produce rapid assessment
reports based on cross-border collaboration and to test the usability of the model for rapid REA

including guidelines.24 There was no discussion of whether the specific objectives of each pilot
needed to be explicitly described.

In practice, the objectives were made explicit in the early pilot.2° In particular, the objectives of
the first pilot focused on three issues:

1 Testing the value of the EUnetHTA as a collaborative project:

o Internal value: whether the EUnetHTA project worked and whether an
assessment could be completed within a timeframe that is competitive with
that of national assessments

0 External value: the re-usability of the assessment
i Testing the methodology

T Having a fApilot within a pil ot cseofEUnetHTAr al | el
report at national level in the Netherlands.

24 EUnet HTA WP5 Joint Action 2 (20 1A RapidRemtive Effectiveness Aspesamera | WP5 St r
of Pharmaceuticalso, V4 April 2015

25 Manufacturer communication to CRA
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There is no evidence of a discussion regarding the goal of the pilot in any of the future pilots.
In particular, the MAH was unclear if the pilot was intended to test any particular issues
associated with the type of product or how the process had changed based on the experience
of previous pilots.

Timing
To meet the EUnetHTA timeline the expression of interest should occur about 180 days before
the CHMP opinion is issued.

In practice, the expression of interest (measured by the date a formal letter of intent was sent
to EUnetHTA) varied from 237 days to 0 days before the CHMP opinion (Figure 5). In the
second pilot, the letter of intent was in line with the EUnetHTA timeline. In the later pilots the
letter of intent was sent between 0 and 60 days before the CHMP opinion. It was clear to the
companies involved that starting a pilot so close to CHMP opinion meant that it was not possible
to test the ability of EUnetHTA to deliver alongside the EMA timeline and, consequently, it was
inevitable that the publication would not occur as intended to allow national re-use. The
companies reported that EUnetHTA proceeded anyway given the desire to complete a given
number of pilots.

Figure 5: Timing of the expression of intent

Days from CHMP opinion

-240 -180 -150 -120 -90 -60 -30 0 30 60 90 120 150
[ [
| |
Pilot 2 ' '
Letter of intent | |
| |
| |
Pilot 3 ! |
Letter of intent I |
| |
I |
. | I
Pilot 4 I I
Letter of intent
| |
| |
. | |
Pilot 5 |
Letter df intent |
| |

v ¢ ¢

EUnetHTA timing for the CHMP opinion  EPAR available
expression of interest

Note: Pilot 1 is not included in this analysis as the product received European Regulatory approval in 2006 but was
only commercialised in 2012/2013 due to delays with the manufacturing process. Thus an analysis of timing with
regards to CHMP opinion and EPAR availability would not draw meaningful conclusions.

Source: CRA analysis

Lessons regarding the initiation of the pilots

There are a number of lessons that can be learnt from this phase:
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1 From the outset participation was intended to be voluntary. This was welcomed by the
industry. However, in practice some pressure was applied to participate and the
possibility of under t aki ng pil ots without the <co
meant companies participated to prevent a pilot being undertaken without their
participation rather than because the product represented a good product to pilot the
process.

1 The overall goal of the pilots is stated explicitly but there is still confusion. It is unclear
if usability refers to using the model or using the results of the pilot. In reality, it would
appear the primary aim was to test the process rather than test its re-use. However,
this is complicated by having a target number of re-uses and publishing re-use on the
website. If the focus on the process had been clearer participation from the companies
might have been considerably less challenging and the choice of authors would have
been less of an issue (discussed below), making initiation more straightforward. As the
team from the MAH have to justify the use of scarce resources internally, often when
the company is focused on launching an important new product, absolute clarity on the
goal would have been beneficial. A greater level of transparency on this would help
improve participation and collaboration.

1 The goal of particular pilots was not explicit. There was little clarity regarding if products
were chosen because they were orphan medicines, because they represented a
product with a second indication, they were a vaccine, or if they were chosen on
methodological grounds, for example because they would test guidance on indirect
comparisons, or composite end-points. Understanding the goal and motivation for
choosing the product can make participation more attractive to the companies.

1 Clearly, starting the process on time is crucial if the publication of the REA report is to
be aligned with the EPAR process. The original plan was for the published report to
occur soon after the publication of the EPAR, presumably to increase the potential for
re-use. Given the timing of the last three pilots, testing this part of the process was
clearly de-prioritised. However, this was not made explicit.

1 The objective of delivering 10 rapid REA reports within JA2 timeframe has proved to
be unfeasible. Given the EUnetHTA timeline, the tenth pilot should have started before
June 2015 to achieve this goal. For any future pilot process it will be important to
consider how many pilots can realistically be completed within the given timeframe to
ensure that all the main objectives (e.g. alignment with the EMA process, re-use and
completion of the number of the pilots established in the Grant Agreement) are
achieved.

Activities prior the scoping meeting

There are three important aspects to be analysed regarding the phase between the expression
of interest and the scoping meeting:

1 The selection of the pilot team
1 The guidance in the draft submission

1 The (possibility of a) meeting prior to the scoping meeting.
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2.3.1. Selection of the pilot team

According to the EUnetHTA procedure manual,26 after collecting an expression of interest, the
Coordination Team will send a request for authorship to all WP5 members. A team of a (first or
lead) author, one co-author and 2-5 dedicated reviewers will be selected from all members of
WP5 STRAND A (authoring organisations will be identified based on their expression of
interest). In cases where there is more than one organisation willing to lead the pilot, selection
will be made on the experience of appointed authors and co-authors and willingness of a
participating organisation to take up this assessment in their national/local assessment. The
specific roles and tasks of team members are:

1 For first authors: have a leading role in both main phases of the pilot project (scoping
and production of the pilot). They are responsible for management of the pilot and
together with co-authors take active part in its production

1 For co-authors: play supportive role during scoping phase and take active part in
production of pilot REAs

1 For dedicated reviewers: play supportive role in both phases of the project (scoping
and production of pilot REAS).

In general, the manufacturers were able to suggest authors and there was some discussion
regarding the ultimate choice. In particular, after the manufacturers expressed their formal
interest in participation (letter of intent), initial discussions with the Coordinating Team also
coveredtheprocess f or the choice of the authors and the

In practice, the experience with author selection was heterogeneous across pilots and the
process became more formal and less open:

1 Initially, there was significant discussion between the Coordination team and the MAH
regarding the choice of author.

1 Inthe majority of pilots, and in line with the procedure manual, the final decision about
the authors was ultimately made by EUnetHTA (and in most cases, the agencies
nominated by the manufacturer were not chosen)

1 In some cases, the manufacturer had significant influence on the choice of authors (as
only some countries would ultimately assess the product) and were significantly
involved in the selection.

However, in reality the choice has been significantly constrained by the availability of the
agencies (e.g. for summer time or Christmas closure). In line with the procedure manual, in
four pilots, two authors were selected; in one case, three authors were involved (Table 3).

26 EUnet HTA WP5 Joint Action 2 (2015), AfProcedure manual WP5 St
of Pharmaceutli2®ml so, V4 Apri

Final Report Page 21



An analysis of the EUnetHTA pilot assessments

December 2015 Charles River Associates

Table 3: Composition of the pilot teams

Pilot  Author Co-author

1 ZIN (national HTA agency in the A. Gemelli (Italian hospital conducting
Netherlands) HTA and advising regional coverage

decisions)

2 FIMEA (Finnish Medicines Agency AAZ (national HTA agency in Croatia)
producing and collating evaluations Regione Veneto (regional HTA agency in
of therapeutic and economic value) Italy)

3 AIFA (national HTA agency in Italy) IMFARMED (national HTA agency in

Portugal)

4 NOKC (Norwegian HTA centre AAZ (national HTA agency in Croatia)
proving reports to the national
Medicine Agency, NoMA)

5 HAS (national HTA agency in Ministry of Health (national HTA agency
France) in Slovakia)

Source: CRA analysis from EUnetHTA rapid REA pilots

In terms of timing, the choice of the authors has been discussed informally between the MAHs
and the coordinator early in the process (i.e. after the expression of interest). However, it was
noted that deciding on authors significantly delayed the scoping meeting for early pilots, and
this has possibly reduced the willingness of EUnetHTA to dedicate some time for an open
discussion.

In terms of division of tasks, the authors covered the different roles as suggested in the
procedure manual, with the lead author being the more experienced agency. However, in only
three pilots the author was one large HTA agencies (ZIN, AIFA, HAS), while the co-author
always was a smaller agency. In general, the manufacturers expressed concern when the
authors were not experienced in undertaking HTA and/or involved in national HTA processes.
In one case it was necessary to subcontract part of the analysis to a separate institute
specialised in HTA.

The roles of lead and co-author were not made explicitly known to the manufacturers, although

they were inferred in the majority of the cases. It was also noted that the division of the tasks

reflected the interest/competency of the individuals involved and that, in some cases, the

apparent division of labour changed t hr ough the pilot and the O6seni
the assessment.

As for the dedicated reviewers, these were chosen by EUnetHTA without consulting the
manufacturers. The manufacturers noted that reviewers mainly focused on providing feedback
on the first draft version of the rapid REA and showed limited involvement in the pre-scoping
and scoping stages.
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Guidance on the draft submission

According to EUnetHTA, the manufacturer should provide a draft submission file to the authors
before the positive opinion of the CHMP. This document should provide authors with the
information about the topic under assessment and whenever possible the first report of the
CHMP. The dossier is intended to serve for further preparation of the scoping meeting.2? A
template has been provided to provide information on what should be submitted. Importantly,
the submission template is being elaborated in parallel by EUnetHTA WP7 SG4 and a final
version is expected to be available in October 2015.28

In practice, given that the final submission template was still under development and was not
tailored to highlight the level of detail and the type of information to include, the companies
relied on the guidance documents provided by EUnetHTA. These were found to be useful and
provided considerable help in how the evidence should be presented. However, there was little
clarity on different aspects:

1 The PICO (Patient, intervention, comparator, outcomes) structure
1 The methodology for analysis
1 The expectations of the EUnetHTA/authors

In the later pilots, the template provided significantly more structure on what was required. In
addition, in some pilots the authors provided some informal guidance on the relevant sections
of the template to be filled in after the Coordination Team suggested this.

In reality, the MAH submitted an extensive submission prior to the scoping meeting. This
included analysis on the basis of the patient population, indication, comparator, outcomes.
Given that the current scoping only leaves approximately four weeks to the manufacturer to
make any changes, the MAH must submit a near complete draft report without any reassurance
on whether the underlying assumptions are appropriate according to the authors.

The possibility of discussing methodological issues prior to the scoping
meeting

The EUnetHTA process does not consider any formal meeting between the authors and the
manufacturers before the scoping meeting.

In practice, there have been some pre-scoping (informal) interactions between the coordinator
and the manufacturers within the first 90 days of the process since its initiation. This was
particularly the case in the first pilot. In general, these discussions were intended to discuss
the authors and the REA timeline. It was not possible to discuss substantive elements of the
methodology, i.e. the choice of comparators, the primary outcomes, or the type of comparison.

EUnet HTA WP5 Joint Action 2 (2015), AfProcedure manual
of Pharmaceuticalso, V4 April 2015
EUnetHTA webpage [last access 25 August 2015]:

https://eunethta.fedimbo.belgium.be/sites/5026.fedimbo.belgium.be/files/Manufacturer%20submission%20templates
information%20leaflet.pdf
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In the third pilot, the Coordination Team also provided some guidance on what should be
included in the submission and the part of the template that were most important. However, in
the other pilots it was not possible to discuss methodological issues prior to the scoping
meeting.

Lessons regarding activities prior to the scoping meeting

There are some lessons that can be learnt about the phase preceding the scoping meeting:

il

The submission template, which was still under development in the first pilots, has
provided some guidance in the later submission. However, given the final version of
the template has not yet been provided and tested, there is a scope for improvement
and further testing. In particular, there is a concern that the template collates all the
potential questions that HTA agencies request rather than focusing only on common
issues that should be discussed in the rapid REA.

The choice of authors caused considerable concern for MAH during the author
selection. In particular, concern was raised about the role of HTA agencies that were
not commonly involved in national HTA processes. In practice, manufacturers were
able to submit suggestions but due to a number of reasons (including interest and
resourcing) the suggestions were rarely influential but did delay the process. The
process for the choice of the authors can be improved:

0 Starting the pilot on time to meet the intended timeline means there is less
pressure on agreeing authors and planning would allow the capacity of authors
to be taken into account. This would prevent predictable issues such as
authors lack of availability (summer period, Christmas) affecting the process
and avoid unnecessary delays in the process

0 More transparency on the different roles of the authors would help
manufacturers identifying those responsible for each section of the report and
reduce their concerns regarding the less experienced HTA agency.

o Ideally, dedicated reviewers should be more involved in the earlier stages of
the pilot to avoid discrepancies during the assessment

o0 However, if the overall process and methodological issues are improved,
choice of author would be a smaller issue in the future.

In practice the MAH is submitting a full submission prior to the scoping meeting. We
conclude it would be beneficial to all stakeholders to have a project alignment meeting
between the manufacturer and the authors prior the draft submission to facilitate the
scoping process and have a high level discussion of methodological issues. This
should be tested in the next pilots and, unless it is proved to be detrimental, it should
be included into the rapid REA process.

0 The industry would appreciate more guidance earlier in the process regarding
the scope of the assessment. The current scoping meeting happens too late
in the process, leaving only approximately two weeks to the manufacturer to
make any changes
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0 In particular, it is important for the industry to ensure that the submission
addresses the correct questions, using the appropriate evidence and
methodology, before the submission is drafted and not when it is nearly
finalised

0 Some informal guidance was provided by the coordinator across the pilots, but
this should be formalised (and the role of the coordinator strengthened). As
the authors are changing from pilot to pilot there is a risk that the lesson learnt
in some pilots about the value of some interaction within the pre-scoping period
will be lost. This is even more likely given the lack of a formal feedback
process.

Scoping meeting

There are three important aspects to be analysed regarding the scoping meeting:
1 Agreeing the scope
1 The timing of the scoping meeting

9 The finalisation of the submission dossier.

Agreeing the scope

According to the procedure manual, the face-to-face scoping meeting is intended to discuss
the manufactur er 6s folliAg the sdcalledPFGOostructdrd. In eddition,
information regarding the CHMP opinion and the first report of CHMP is expected to be shared
by manufacturer as early as possible.29 According to the EUnetHTA timeline, this meeting
should happen about 90 days before the CHMP opinion is issued.

In practice, the scoping meeting was divided into two sections to discuss:
1 the PICO of submitted dossier
1 the completeness of the dossier and the need for additional data.

The discussion was structured around the four domains in the HTA Core Model for Rapid REA
of pharmaceuticals (health problem and current use of the technology, description and
technical characteristics, clinical effectiveness, safety),30 which also define the main sections
of the assessment report.

A significant issue was completeness. Where guidance by the EUnetHTA Coordination Team
had been provided prior to the scoping meeting, it was also noted that this was not necessarily
respected by the authors. For the majority of pilot assessments, the authors requested
additional data (e.g. safety data, data to justify comparator) or additional data analysis (indirect

EUnetHTA WP5 JointActi on 2 (2015) , AProcedure manual WP5 Str
of Pharmaceuticalso, V4 April 2015
EUnet HTA WP5 Joint Acti on 2 (2013), AHTA Core Mo d

Pharmaceuticals, V3.0 March20 1 3 0 .
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comparisons, alternative outcomes) during these discussions. Manufacturers have been able
to discuss these requests and in some cases the authors agreed that additional data were not
necessary. When necessary, manufacturers fulfiled these requests although, in certain
instances, they found in retrospect that the additional data were not used in the assessment.

In terms of preparedness of the authors the manufacturers felt that the authors were
insufficiently prepared for scoping meetings and that in certain instances they had not formed
opinions on the relevant and necessary comparators or the appropriate types of analyses. It
has been recognised that the authors did not seem to have sufficient time for preparation: in
general, they had 18-36 days to read the draft submission file and prepare for the scoping
meeting.

It has also been noted that while the scoping meeting was initially an informal roundtable
discussion with relatively little structure, it has evolved during the subsequent pilots into a more
formal meeting.

Timing of scoping meeting

In terms of timing, only one scoping meeting was held more than 90 days prior to the CHMP
opinion (as it is intended by EUnetHTA process). All the other scoping meetings were held 18-
133 days after the CHMP opinion was provided. In the later pilots, the delay of the scoping
meeting with respect to the EUnetHTA timeline (with the CHMP opinion as a reference point)
reflected the fact that the pilot initiated later than recommended (Figure 6). The scoping
meeting usually happened between 50 and 80 days after a formal interest was expressed (with
one exception, when the scoping meeting was set more than 150 days after the letter of intent
in common agreement between the manufacturer and the authors [pilot 3]).

Figure 6: Timing of the scoping meeting

Days from CHMP opinion
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Note: Pilot 1 is not included in this analysis as the product received European Regulatory approval in 2006 but was
only commercialised in 2012/2013 due to delays with the manufacturing process. Thus an analysis of timing with
regards to CHMP opinion and EPAR availability would not draw meaningful conclusions.

Source: CRA analysis

The finalisation of the submission dossier

According to the procedure manual, authors are supposed to send their feedback on the draft
submission file to the manufacturer within two weeks (14 days) after the face-to-face scoping
meeting. The final submission file from the manufacturer is expected within a further four weeks
(28 days). If the EUnetHTA timeline is met, this would imply that the final dossier is submitted
before the CHMP positive opinion is issued. The final project plan should be elaborated by the
authors and shared with the Coordinating Team, the reviewers and the manufacturer within 49
days from the scoping meeting.31

In practice, the scoping process has generally been completed within the scheduled timeframe
from the scoping meeting (i.e. within 49 days): in three pilots the final submission happened
less than 40 days after the scoping meeting, in one pilot there was no significant delay (the
submission was 60 days after the scoping meeting) and only one final submission was done
100 days after the scoping meeting. Although the feedback on the draft submission generally
took a week longer than the proposed EUnetHTA procedure schedule (i.e. three weeks instead
of two), where there were delays, this was often due to holiday periods.

However, it is also important noting that, given the delay accumulated since the beginning of
the pilot, the final submission occurred before the issue of the CHMP opinion (as it is intended
in the EUnetHTA timeline to have rapid REA reports published shortly after the EPAR) in only
one case (Figure 7).

EUnet HTA WP5 Joint Action 2 (2015), AfProcedure manual
of Pharmaceuticalso, V4 April 2015
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Figure 7: Timing of the final submission

Days from CHMP opinicn
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Note: Pilot 1 is not included in this analysis as the product received European Regulatory approval in 2006 but was
only commercialised in 2012/2013 due to delays with the manufacturing process. Thus an analysis of timing with
regards to CHMP opinion and EPAR availability would not draw meaningful conclusions.

Source: CRA analysis

Lessons regarding the scoping meeting

There are some main lessons from the scoping phase:

1 The content and the timing of the scoping meeting can be improved:

(o]

The lack of author preparedness in the scoping meeting detracts from discussion
and can lend to inappropriate requests for additional data or data analyses. This
probably reflects the delay in the decision on the authors

A separation of the discussion on scope (in the project alignment meeting) from
the discussion on completeness of the evidence (in the scoping meeting) would
improve the process. The minutes of the project alignment meeting would also
ensure more consistency between the advice provided prior to the scoping meeting
and the discussion on evidence completeness

An a priori confidentiality agreement (i.e. at the time of initiation of the pilot) would
accelerate the provision of confidential data without the need to discuss this during
the scoping phase. For instance, a clear understanding of the information required
from the EMA submission and a confidentiality agreement between EUnetHTA and
the manufacturer could accelerate timelines if defined at the beginning of the
process

1 The scoping meeting is seen as important (although occurring too late in the process):
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0 The meeting minutes were important and dictated the changes to the draft
submission

0 The project plan was useful in terms of setting out deadlines and the process that
followed the scoping meeting. However, this is being agreed late in the process. It
would be better if this was agreed earlier in the process (possibly immediately after
the project alignment meeting) and include:t
E Un et Hdomnitments. This would mitigate the risk of unnecessary delays (for
instance, by planning to account for holiday periods)

0 The final timelines discussed with the manufacturer and other involved parties at
the scoping meeting were challenging for the companies. It is particularly
problematic when there are additional data requests to fulfil in a 28 day period.

Assessment

From the manufacturerds perspective, the process
authors and the reviewers and is difficult to observe. However, there are two important aspects
to be analysed regarding the assessment:

1 The role of the parties involved and their interactions

1 The timing of the assessment

The role of the parties involved and their interactions

According to the procedure manual, the roles of the different parties are:

1 the first author and the co-author draft the report, addressing the comments received
by the other stakeholders

T the pool of dedicated reviewers review the au
f amedical editor, providing an editorial revision.32

The manufacturer, the other WP5 Strand A members not involved in the pilot and other
stakeholders are allowed to comment on a version of the draft that incorporates the comments
from the reviewers and the editorial review.

In terms of commenting on the draft, the experience of those involved in the pilots is consistent
with the EUnetHTA process. However, in one case, the pilot involved three authoring agencies
(due to the complexity of the assessment) and it was also necessary to subcontract part of the
analysis to the Dutch Institute for Medical Technology Assessment. In addition, in the early
pilot, the editorial review happened before the r
this has changed in the subsequent pilots in line with the EUnetHTA intended process. The
manufacturer and other WP5 Strand A members provided their comments to the revised
version as intended, with all the reviewers (authors, WP5 members, and the manufacturer)
providing comments via a template that is published in rapid REA reports. In general, after the

EUnet HTA WP5 Joint Action 2 (2015), AProcedure masmea!| WP5 St
of Pharmaceuticalso, V4 April 2015
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last set of comments was incorporated/addressed by the authors, the report was published with
no opportunity for the manufacturer to view and comment on the final version (although in one
case the manufacturer was given the opportunity to view the final draft but only three days
before the publication).

In terms of other interactions involving the manufacturer, across almost all the REA pilots the
manufacturers did not have any direct correspondence with the authors until their opportunity
to comment (in one case, the national affiliate corresponded directly with the authors). In
special circumstances where authors/reviewers have questions for the manufacturer, the
coordinator mediated the communication between the authors and the manufacturer. This
largely worked satisfactorily from the MAH perspective.

The timing of the assessment

The EUnetHTA timeline for the assessment can be looked at in two different ways:

1 The CHMP opinion (and the EPAR publication), which could be considered the
reference point that is most relevant to allow the intended re-use

1 The scoping face-to-face meeting, which could be considered the reference point that
is most relevant to verify whether authors can collaborate and produce a rapid REA,

If the planned timeline is followed from the beginning of the pilot, the assessment should begin
immediately after the CHMP opinion is issued. In addition, it is assumed that the EPAR will be
available at day 90 of the assessment, allowing the authors to check (and possibly account) for
changes with respect to the CHMP opinion. It is worth noting that according to the EMA, the
publication of the EPAR 6takes around t wo
o pi n33 blenée, it is likely that the EPAR publication happens less than 90 days after the
assessment is started.

According to the procedure manual, the authors should start writing the first draft report 49 days
after the scoping face-to-face meeting and complete it in five weeks (35 days). The reviewers
would have then 10 days to provide comments. After this, there are 30 days for the authors to
write a second draft based on the comments from the reviewers and for editorial review. The
manufacturer, WP5 Strand A member and other stakeholder have 10 days to comment on the
second draft. Finally, the authors have 15 days to respond to the comments and publish the
final version.

If the EUnetHTA timeline for the two reference points is met, this means that the final report is
published about 100 days after the CHMP opinion is issued. (Figure 8).

EMA webpage [last access 26 August 2015]:
http://www.ema.europa.eu/emalindex.jsp?curl=pages/medicines/general/general_content 000433.jsp#
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Figure 8: Assessment timeline from EUnetHTA perspective
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In practice, the timeline for the scoping phase was not aligned with the CHMP opinion in three
pilots and this automatically implied that the assessment phase was delayed with respect to
this reference point.34 In addition, for the only pilot that completed the scoping phase within the
targeted timeframe, the assessment phase was delayed by the Coordinating Team/Authors
(the reason for this is unclear although one possible cause is that there was a lack of clarity
about the confidential information from the EPAR requested by the authors and the need for
discussions between the MAH and EUnetHTA). Therefore, the first draft of the report was
always completed by the authors with some delay (ranging between 25 and 185 days) with
respect to EUnetHTA timeframe referring to the CHMP opinion (Figure 9).

34 This statement does not consider Pilot 1, as it was not an objective to align the EUnetHTA process to the regulatory
process.
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Figure 9: Timing for the publication of the first draft with respect to the CHMP opinion
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Note: Pilot 1 is not included in this analysis as the product received European Regulatory approval in 2006 but was
only commercialised in 2012/2013 due to delays with the manufacturing process. Thus an analysis of timing with
regards to CHMP opinion and EPAR availability would not draw meaningful conclusions.

Source: CRA analysis

The experience is more positive when referencing to the scoping meeting: for the later three
pilots the first draft was made available within the scheduled timeframe (Figure 10) and for pilot
2 the delay with respect to the scoping meeting was due to the delayed publication of the EPAR.
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Figure 10: Timing for the publication of the first draft with respect to the scop ing meeting
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The delays accumulated with respect to the CHMP opinion target were also reflected in the
next steps of the assessment. The draft for comments of the manufacturer was always made
available beyond the EUnetHTA deadline (approximately 30-270 days). Similarly, the final

publication happened with a considerable delay with respect to the target (Figure 11).
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Figure 11: Timing of the assessment process with respect to the CHMP opinion
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Source: CRA analysis

The actual timelines for the assessment were more consistent with the target when referencing
to the scoping meeting. However, only in the later pilots the version for comments of the
manufacturer and the other WP5 members and final publication were in line with the EUnetHTA
process (Figure 12). When a pilot did not meet the EUnetHTA timing, this can usually be
attributed to an agreed project plan. This is a possibility also considered in the procedure
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manual: in particular, EUnetHTA recognises that there is a high possibility of divergence from
their timeline, for instance when doing pilots with products that are already on the market.35

Figure 12: Timing of the assessment process with respect to the scoping meeting

Days from the scoping meeting
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2.5.3. Lessons regarding the assessment

35

There are some lessons from the assessment phase:

\
EUnetHTA target
for final publication

1 Following the scoping meeting, the process timetable was largely adhered to. Although
difficult for the MAH to assess, it appears that the division of the responsibilities between
the authors worked well and used the capabilities and resources of the authors.

1 However, for re-use the reference to EPAR timeline is more important and this was not
met. Even if the EMA approval timeline is met, in the current environment, the publication
of the rapid REA report immediately after the EPAR would be incompatible to allow re-use
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in markets where the national assessment begins before the EPAR is published (e.g. the
UK).36

1 There was not any opportunity for external stakeholder (i.e. patient associations and
physicians) to input in the pilot assessments.

0 The perspectives of patients and physicians would provide useful insight for the
assessment. However, it should be considered how the additional complexity this
add to an already complex process can be managed.

The process post publication

Once the report is finalised and the comments incorporated, there are a number of additional
steps

1 the report is published

1 feedback to the EUnetHTA coordinator team could be provided regarding the lessons
learnt.

Publication of the report

There are no specific indications from EUnetHTA on how the final report should be published
and disseminated. The only mention in the
reviewers and other WP5 members [should] put their efforts into adaptation pilot REA into
national /I13%bcal REAs©O.

In practice, REA reports have been published on the EUnetHTA website and a newsletter was
sent to EUnetHTA members to inform them about the publication (although this was not
transparent to the manufacturers).

Feedback on the pilot process

In terms of steps post-publication, it has been noted that there is no provision for a formal
feedback discussion between the manufacturer and the coordinator, although this has occurred
in practice (in general, feedback was provided informally, for instance in discussions during
conferences). In some cases, the MAH requested to schedule a formal feedback/debrief
session, which was eventually scheduled by the coordinator some months after the pilot
completion (two debrief meetings already happened and the MAH was able to highlight the
main issues from its experience with the pilot).

For the feedback sessions that took place, there were meeting notes setting out the lessons
that were shared with the MAH, however, it has also been noted that the lessons from the
pilots are not published or documented and manufacturers are unclear how lessons are

This issue is discussed in greater detail in Section 4.

EUnet HTA WP5 Joint Action 2 (2015), i Rative Effectiverress Assessmerd |
of Pharmaceuticalso, V4 April 2015
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communicated to new authors (although EUnetHTA coordinators are likely perform this role)
or other stakeholders.

However, recently, a formal feedback survey was sent by the Coordination Team to the MAH.
The survey looked for feedback on the experience with: the domains, the summary, the use of
the report, the submission file and the procedure. It is expected that the feedback will inform
the future improvement of the process but it still unclear how these lessons will be shared.

2.6.3. Lessons regarding the process post publication

There are two main lessons about activities that could occur after the publication:

1 A post-publication feedback/debriefing would help to ensurethatamanuf asct ur er 0
view is discussed for incorporation in subsequent pilots. The lessons should be
published so that future authors and MAH can draw on this and improve the
process. This is particularly important as the authors have changed from pilot to
pilot.

1 A follow up meeting (after the publication of the pilot rapid REA report) could help
to verify how the report has been considered/included into the national HTA
process.
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Methodology and outcomes of the pilot

This chapter looks at the methodology applied in the five rapid REA pilots and the resulting
conclusions. This draws on a second set of interviews with MAHSs, the rapid pilot reports and
the comments provided by MAH and the reviewers.

This chapter is structured according to the four domains of the REA report.38 For each domain,
we compare the methodology recommended by the HTA Core Model for rapid REA 394041 gnd

the nine EUnetHTA methodology guidelines42 to the methodology used in each of the pilots.
We then summarise the lessons learned.

Health problem and current use  of technology
According to EUnetHTA HTA Core Model for Rapid REA guidelines, this domain has the

objective of gualitatively defining the #Atarget
ficonditionés epidemiology anduce b t¥*apecificallg, bhisl i ty of
section should provide Abackground informationd s

and currently available methods for screening, diagnosing, and available technologies of the
condition. Where the technology to be assessed is specified for a subgroup or a special
indication, there should be adequate description for these.4°

We order these according to the more recent reports: Health problem and current use of technology; description and
technical characteristics of technology; clinical effectiveness and safety. In the first pilot safety came before clinical
effectiveness.

Versions 1 and 2 of the procedure manual are not publically available. Version 3 and 4 are included as both were
available when the rapid REA pilots were undertaken. Version 3 was available in 2013 when Pilots 1 and 2 were started
while version 4 was available for the later pilots only.

EUnet HTA WP5 Joint Action 2 (2013), AiProcedure manual WP5 St
of Pharmaceuticals, V3.0 March 20130.

EUnet HTA WP5 Joint Action 2 (2015), AProcedure manual WP5 Str
of Pharmaceuticals, V4 April 20150.

There are 9 EUnetHTA methodology guidelines i Choice of comparator; Clinical endpoints, Composite endpoints,
Surrogate endpoints, Health i related Quality of Life; Direct and indirect comparisons, Safety, Internal Validity, and
Applicability. EUnetHTA website [last access 28 August 2015]: http://www.eunethta.eu/eunethta-guidelines

EUnet HTA (2015), 6The HTA Core Model E for Rapid Relative Ef
[last access 27 August 2015]: http://www.eunethta.eu/news/final-version-hta-core-model-and-methodological-
guidelines-rapid-rea-pharmaceuticals-now-availa

EUnetHTA(2013) , 6 The HTA Cor e Mo d e lectiieness@ssesirenisiversioR2 |6a tAiviat[ldsiafbfl e
access 27 August 2015]: http://www.eunethta.eu/news/final-version-hta-core-model-and-methodological-guidelines-
rapid-rea-pharmaceuticals-now-availa

EUnet HTA (2013), 6The HTA Core Model E for RaAvilableR@dstati ve Ef f
access 27 August 2015]: http://www.eunethta.eu/news/final-version-hta-core-model-and-methodological-guidelines-
rapid-rea-pharmaceuticals-now-availa
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Based on the interviews with industry their experience for this domain was largely positive. The

description presented in the assessment was gener al ly in line with the
expectations. The descriptions of the health problem and existing treatment derived largely

from the manufacturer submission.

Regarding the indicated population, the majority of MAHs were in agreement with the
populations specified. However, in pilot 1, there was some disagreement over the appropriate
definition of the populatonand whet her this reflected a O6Eur opes:
the medicine. The manufacturer wanted to include people over the age of 50, as this was
applicable in most European countries, while the authors initially wanted the indicated
population to be over 70 years of age (reflective of the Dutch recommendations). In the end,
the final population reflected the requests of the manufacturer. This was seen as a positive
reflection that the scope should reflect a European rather than a national perspective.

Description and technical characteristics of technology

According to the HTA Core Model for Rapid REA,46 this domain describes the technology (or
a sequence of technologies) and its technical characteristics, e.g. mode of action/mechanism
of action, when it was developed, for what purpose(s), who will be using it, in what manner,
and at which level of health care.

The guideline states that the issues in this domain should be described in sufficient detail to
differentiate the technology from its comparators. The relevant terms and concepts used should
be allow those unfamiliar with the technology to get an overall understanding of its use.4”

Based on the interviews, the description of the technology is in line with their submissions and
there is little disagreement between the authors and the MAH on this domain. In one pilot, there
have been some minor concerns regarding the description of the biochemical properties of the
technology being assessed, some inaccuracies in the qualitative description of the target
condition and the inclusion of data of questionable relevance in this section but these were not
seen as significant concerns.

Clinical effectiveness

This domai n i nvestigates t he irelati ve benefits
experimental conditions (efficacy data) or under routine conditions (effectiveness data by a
physician in a community)04® To undertake this assessment, the authors decide upon the
relevant comparators, the appropriate patient outcomes and the assessment of the quality of

EUnet HTA WP5 Joint Action 2 (2015), 0Th eenddsTAMasesSmenteVersiand e | E for
4.1 July 20150

Ibid.

EUnet HTA (2015), 6The HTA Core Model E for Rapid Relative Ef
[last access 27 August 2015]: http://www.eunethta.eu/news/final-version-hta-core-model-and-methodological-
guidelines-rapid-rea-pharmaceuticals-now-availa
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the evidence. In the next sections we consider each of the following in turn alongside the
relevant EUnetHTA guideline(s): 4°

f
f

The selection of comparator(s) i EUnetHTA choice of comparator guideline

The selection of outcomes i EUnetHTA Clinical endpoints; composite endpoints;
surrogate endpoints; Health-related quality of life and utility measures guidelines

The use of direct and indirect comparisons i EUnetHTA direct and indirect comparison
guideline

The quality and validity assessment of data and analyses -- EUnetHTA Internal validity
of randomised controlled trials and Applicability of evidence in the context of a relative
effectiveness assessment guidelines

3.3.1. Selection of comparators

49

50

EUnet HTA guidelines indicate that in an ideal sit
assessment begins or in the early phase of assessme nt 6 and>®woul d be

f

iThe reference treatment [recommended by] higl
European or international level

o With good quality safety and efficacy evidence

0 With an EU or national marketing authorisation for the appropriate indication
and | ine of treatment. 0O

Where there are multiple treatments used across Europe, EUnetHTA suggests the use
of the HAbest active comparatoro identified b
comparators in the REA.

In the case that the REA producti s i ndi cated for a rare disea
Medi ci nal Designationd can be referenced when

Where a comparator is based on routine use in clinical practice (preferably citing
clinical practice as in national reimbursement lists or prescription statistics)

The chosen comparators for the pilot experiences are detailed in Table 4 below.

Table 4: Comparators by pilot

Comparator(s)

This chapter does not discuss Applicability. We discuss Applicability in Chapter 4: Re-use.

EUnet HTA (2013), 60Gui del i ne: T Crieng farrtteetclooice oa thel mo§t appmpriaté s o n' s
comparator(s) Summary of current pol Availabdest [lashadcess B7sAtuguspr act i ce r
2015]: http://www.eunethta.eu/eunethta-guidelines.
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Pilot 1 Placebo
Pilot 2 Active comparators in dual, triple therapy, and add-on therapy to
insulin
Pilot 3 Placebo

1 Three active comparators without market authorisation for pilot
Pilot 4 product indication
1 Best supportive care

Pilot 5 Placebo as addition to dual therapy

Source: CRA analysis from EUnetHTA pilots

Comparators were agreed at the scoping meeting and the comparators proposed by the MAH
were agreed with the pilot authors. In the cases where placebo was the chosen comparator
(pilot 1 and 3), these were in line with EUnetHTA selection of comparator guidelines (as there
was no other treatments available, no treatment reflected European practice and no treatment
was best supportive care) and industry was satisfied with this choice.

For Pilot 2 and 4, which had active comparators, industry expressed some concern on the
methodology applied for comparator selection. In both instances, EUnetHTA made suggestions
to include or change the existing comparator in the draft submission. When the manufacturer
demonstrated that the suggested comparators were not relevant (pilot 2 and 4), EUnetHTA
ultimately agreed their exclusion.

When the selected comparator was placebo (pilot 3), EUnetHTA reviewers suggested
additional comparators were necessary and possible through an indirect comparison during
the stage of REA report drafting. Ultimately, after the MAH clarified that an indirect comparison
was not feasible due to heterogeneity in the data, these comparators remained excluded.
Indeed, even where the reviewers questioned the appropriate comparators (Pilot 3) and
suggested another comparator, the authors recognised that the suggested comparator was not
used across Europe and supported the MAH proposal.

3.3.2. Selection of outcomes

Endpoints describe the positive or negative impact of a treatment on health status.51 The
selection of endpoints is covered by three EUnetHTA guidelines, each looking at a specific type
of endpoint i clinical, surrogate, and composite endpoints.52

51 EUnet HTA ( 201 3 EndpoirdtsGusead dnerelative eeffectiveness assessment of pharmaceuticals- Clinical
Endpoints. Available at [last access 27 August 2015]: http://www.eunethta.eu/eunethta-guidelines.

52 EUnet HTA ( 20 1 3BndpoirdsGused th eelaiiven effectiveness assessment of pharmaceuticals- Surrogate
Endpoints. Available at [last access 27 August 2015]: http://www.eunethta.eu/eunethta-guidelines. EUnetHTA (2013),
6 Gu i d Erdpointgused in relative effectiveness assessment of pharmaceuticals- Composite Endpoints. Available
at [last access 27 August 2015]: http://www.eunethta.eu/eunethta-guidelines. EUnet HTA (2013), 6Gui deline
used in relative effectiveness assessment of pharmaceuticals- Clinical E n d p o iAvailable ab[last access 27 August
2015]: http://www.eunethta.eu/eunethta-guidelines
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From these guideli teosmpowe tfei nd ntathatcl imormr al

a reasonable time frameé and selected based

val i dityo arhe REArotghamaceetitals.>3>4 Preferred endpoints for non-life-
threating disease are morbidity and Health Related Quality of life (HRQoL) while overall survival
and all-cause mortality are preferred for life-threatening diseases.>>

There is a separate guideline for HRQoL which describes basic principles for selecting an
instrument to measure HRQoL under the recognition that there is no gold standard for HRQoL
measurement. The recommendation is to include both disease / population specific and generic
HRQoL measure.>6

Thus far, each type of outcome has been observed in the pilot experience with clinical and
surrogate endpoints more commonly selected than composite endpoints (only selected in two
pilots).

Table 5: Endpoints by pilo t

|
Type of endpoint Endpoints in assessment

Pilot 1 Composite endpoint Burden of disease (incidence, severity and duration
of associated pain and discomfort)

Pilot 2 Clinical endpoints Mortality, long term outcomes, change in HbAlc,
Surrogate endpoints  change in weight, systolic blood pressure, fasting
blood glucose and HRQoL

Pilot 3 Clinical endpoints Progression-free survival, Overall survival, time to
Surrogate endpoints  progression, disease control rate, response rate,
duration of response and general and disease
specific HRQoL,

Pilot 4 Clinical endpoints Overall survival, progression free survival, objective
Surrogate endpoints  response rate and HRQoL

Pilot 5 Composite endpoints  Composite endpoint composed of cardiovascular
endpoints and death

Source: CRA analysis from EUnetHTA pilots

On the whole, the MAH were satisfied with the selection of endpoints. The selection of
endpoints was not a significant issue when the pilot product was for a rare disease (Pilots 3

EUnet HTA ( 20 1 3BndpoinisGused th eelaliven effectiveness assessment of pharmaceuticals- Surrogate
Endpoints. Awailable at [last access 27 August 2015]: http://www.eunethta.eu/eunethta-guidelines.

EUnet HTA ( 20 1 3BndpoinisGsed ith eclativenedfectiveness assessment of pharmaceuticals- Composite
Endpoints. Awailable at [last access 27 August 2015]: http://www.eunethta.eu/eunethta-guidelines.

EUnet HTA ( (delihe3 EndpoirtsGused in relative effectiveness assessment of pharmaceuticals- Clinical
E n d p o iAvailaBle ab[last access 27 August 2015]: http://www.eunethta.eu/eunethta-guidelines.

EUnet HTA (2013), 6Gui del i ne:veressdssessmant of pharrmaeeatticalsnHealtb-telatedi v e

quality of life and utility measures. Awailable at: http://www.eunethta.eu/eunethta-guidelines.
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and 4), which is not unexpected, considering the greater flexibility in EUnetHTA guidelines for
the selection of endpoints in diseases with small populations.

In Pilot 2 and 5, the following issues were highlighted:

1 The importance given to mortality as a clinical endpoint for non-life threatening disease
(Pilot 2) T Pilot 2 is a diabetes product, a disease that is seen as a non-life-threatening
di sease given todayds medical treatments. The
an endpoint is only applicable for diseases that are life threatening, yet the author
criticised the exclusion of mortality as an endpoint in the pilot of a non-life-threatening
disease (over the short to mid-term).

1 The inadequate discussion around HRQoL data (Pilot 2) -- Both general and disease
specific HRQoL measures were submitted but the rapid REA only referenced the
general HRQoL measure. The exclusion of specific HRQoL in this instance is
inconsistent with the EUnetHTA guidance on HRQoL which purports the inclusion of
both disease specific and general measures.

1 The interpretation of the composite endpoint (Pilot 5) T In accordance with EUnetHTA
guidance on composite endpoints, the assessments of composite endpoints in two
pilots were conducted with considerable caution and results were caveated with
potential methodological limitations outlined in the section above. In one pilot,
EUnetHTA did not comment on the contribution of each component in the composite
endpoint on the basis of insufficient data (frequencies of cardiovascular mortality were
low across treatment arms).

To test whether the concerns of the MAH on mortality as an endpoint and on the lack of
discussion around HRQoL outcomes were valid, we looked at whether other rapid REA reports
had the same issues and whether national HTAs have followed the same approach (Table 6).

Table 6: Comparison of endpoint selection and reporting in Rapid REA reports and
published national assessments

Assessment Mortality as an outcome for Reference to HRQoL outcomes

Agency chronic disease

EUnetHTA  Pilot 21 criticised exclusion of Pilot 2 i reference to the Short Form 36
mortality as a clinical outcome Health Survey (SF-36), and EQ-5D, both
for chronic disease. general HRQoL measures. Concluded that

AfiCanagliflozin or i
have any relevant effect on functional ability
or general health-related quality of life
during the follow-up of up to

Pilot 4 1 reference to results from both
general and specific HRQoL instruments.
Concluded that treatment provided
increased quality of life for a greater
proportion of patients than comparator.
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HAS Outcome not mentioned. 57 Pilot 2 i HRQoL not mentioned.>8
Pilot 41 assessment mentions both general
and specific HRQoL measures. Concludes
that there is no difference between the
treatment and its comparator. 59
IQWIG Outcome included. Concluded Pilot 2 7 IQWIG mentioned as an endpoint
that there was no difference in of the RCT but does not include any
mortality outcomes between discussion. 61
treatment and its comparators. ) . )
60 Pilot 4 7 HRQoL measures not mentioned.
62
NICE Outcome included in scope of Pilot 2 T NICE HRQoL mentions EQ-5D, a
Single Technology Appraisal general HRQoL measurement tool. HRQoL
but outcome is not mentioned fed into health economic analysis. %5
in  published assessment
report. Mortality included as
safety outcome related to
cardiovascular complications
HAS (2014), 6 Commission de | a transparence avi s
http://www.has-sante.fr/portail/upload/docs/evamed/CT13512 INVOKANA PIC INS  Avis2PostAudition CT13512.
pdf.
HAS (2014mi,ss6i oGomle | a transparence avis | NVOKANA 100
http://www.has-sante.fr/portail/upload/docs/evamed/CT13512 INVOKANA PIC INS Avis2PostAudition CT13512.
pdf.
HAS (2015) , 6Commi ssion de |l at transparence avis CYRAMZA
at: http://www.has-sante.fr/portail/jcms/c_2048967/fr/lcyramza
IQWIG ( 201 4) , -Badidht® WiNG 225 Canagliflozin i Nutzenbewertung gemab 35a SGB
https://www.igwig.de/download/A14-12 Canagliflozin Nutzenbewertung-35a-SGB-V.pdf.
I QWi G ( 2 01 4Berjchtedi | Np VEZR5CCanagliflozin i Nut zenbewertung gemab 35a
https://www.igwig.de/download/A14-12 Canagliflozin_Nutzenbewertung-35a-SGB-V.pdf. page 14
| QWi G ( RWIGHBrichteé Nr. 295 RamucirumabiBewer t ung gem2C A 35a Abs.
at: https://www.iqwig.de/download/G15-02_Ramucirumab_Bewertung-35a-Abs1-Satz10-SGB-V.pdf
NI CE (2014) , 6Canagliflozin in combination therapy
https://www.nice.org.uk/guidance/ta315 page 48
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and included in health
economic model. 63.64

ZIN Outcome not mentioned. 66 Pilot 2 7 HRQoL not mentioned.67

Source: CRA analysis of HAS, EUnetHTA, IQWIG, NICE, ZIN assessments

We looked at the national assessment reports of HAS, IQWIiG, NICE, and ZIN for pilot 2 (Table

6) and found that using mortality as a clinical outcome was indeed uncommon in national

assessments. HAS and ZIN did not include mortality as an outcome in their assessments. 6869

NICE included mortality in the scope of the Single Technology Appraisal but then made no

reference to mortality as a clinical outcome in the published NICE technology appraisal

guidance. 7071 Rather, NICE discussed mortality as a safety outcome.”2 IQWIG was the only

national agency that considered mortality as an outcome in the comparisons of canagliflozin,

sitagliptin and glimerpiride. IQWIiG concluded that there was no difference in mortality
outcomes in al/l compari sons and odipserensienswhith fie x c e s s
implies it is a safety consideration.”3

Regarding the concern about HRQoL outcomes. The MAH of Pilot 4 had not highlighted any
issues with the presentation of HRQoL outcomes in the EUnetHTA report. Indeed, we find

NI'CE (2013), 6Final scope for the appraisal of canagliflozin i

NI CE (2014) , 6Canagliflozin in combination therapy for
https://www.nice.org.uk/guidance/ta315

Zorginstituut Ne d eapparh di4/ Q& 0 Icda)n,a g |6iGfVISo z | Rege 8.( Awvailalek atn a E) . 6
http://www.zorginstituutnederland.nl/binaries/content/documents/zinl-www/documenten/publicaties/geneesmiddel
beoordelingen/2014/1403-canagliflozine-invokana/1403-canagliflozine-invokana/canagliflozine+(Invokana).pdf

Zorginstituut Nedevrlappaodrt(208408 ea@aviagliflozine (Invokanak)
http://www.zorginstituutnederland.nl/binaries/content/documents/zinl-www/documenten/publicaties/geneesmiddel
beoordelingen/2014/1403-canagliflozine-invokana/1403-canagliflozine-invokana/canagliflozine+(Invokana).pdf

HAS (2014), 6 Commission de | a0 tetan3@@rmgceompi smeé NYOKANAUILE
http://www.has-sante.fr/portail/upload/docs/evamed/CT13512 INVOKANA PIC INS  Avis2PostAudition CT13512.
pdf.

Zorginstituut Nedewrlappadrt(20a8408 eaavagliflozine (Il nvokanak)
http://www.zorginstituutnederland.nl/binaries/content/documents/zinl-www/documenten/publicaties/geneesmiddel
beoordelingen/2014/1403-canagliflozine-invokana/1403-canagliflozine-invokana/canagliflozine+(Invokana).pdf

NI'CE (2013), 6Final scope for the appraisal of canagliflozin i

NI CE (2014) , 6Canagliflozin in combination therapy for
https://www.nice.org.uk/guidance/ta315

This focused on complications from cardiovascular disease and considered the implications of such excess mortality
related to adverse safety effects in the health economic model Ibid, page 16, section 3.2.2

I QWi G ( 2 01 4Berjchtedi | Np VER5GCanagliflozin i Nut zenbewertung gemab 35a SGB Vo
https://www.igwig.de/download/A14-12 Canagliflozin Nutzenbewertung-35a-SGB-V.pdf.
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contrary to the experience of Pilot 2, both general (EuroQol i EQ-5D) and disease specific
(European Organisation for Research and Treatment of Cancer Quality of Life questionnaire-
EORTC QLQ-C30) measures and findings were discussed in the report for Pilot 4.

The inclusion and reporting of HRQoL of national assessments appear to be consistent with
the EUnetHTA assessments. For pilot 2, HAS and ZIN do not mention HRQoL. 7475 IQWiG
recognises that HRQoL is a RCT endpoint but does not discuss HRQoL further.”6 Indeed, only
the NICE assessment discusses quality of life with reference to a general HRQoL instrument
(EQ-5D).77 For pilot 4, we found assessments published by HAS and IQWiG. While IQWiG
does not mention HRQoL, 78 HAS provides discussion on both general and disease specific
HRQoL and concludes that there is no difference between treatments.®

As demonstrated by a study on HRQoL in chronic lung disease, reference to disease specific
HRQoL data is important, particularly because general HRQoL instruments may not cover
disease specific areas of HRQoL in chronic diseases.80 The concern regarding the exclusion
of disease specific HRQoL data in Pilot 2 seems justified.

The use of direct and indirect comparisons

After comparators and endpoints are selected, the statistical analysis can occur either with a

direct comparison which fAcombd-hneea dt hter irae ssudl tosr oa n
comparison which #Ainfers the relatiheadtochédal ect i ven
evidenceo. EUnet HTA recognises that there 1is i n

HAS (20bdmmi sé6i €n de | a transparence avis | NVOKANA 100 et 30
http://www.has-sante.fr/portail/upload/docs/evamed/CT13512 INVOKANA PIC INS Avis2PostAudition CT13512.
pdf.

Zorginstituut Nedevrlappaodrt(208408 ea@aviagliflozine (Invokanak)
http://www.zorginstituutnederland.nl/binaries/content/documents/zinl-www/documenten/publicaties/geneesmiddel
beoordelingen/2014/1403-canagliflozine-invokana/1403-canagliflozine-invokana/canagliflozine+(Invokana).pdf

I QWi G ( 2 0 1 4Berjchtedi | Np VER5GCanagliflozin i Nut zenbewertung gemab 35a SGB Vo
https://www.igwig.de/download/A14-12 Canagliflozin_Nutzenbewertung-35a-SGB-V.pdf. page 14

NI CE (2014) , 6Canagliflozin in combi nat i onAvailtblee ata py for
https://www.nice.org.uk/guidance/ta315 page 48

| QWi G ( RWIGHBrichteé Nr. 295 RamucirumabiBewer t ung gem2C A 35a Abs. 1 Satz 1
at: https://www.iqwig.de/download/G15-02_Ramucirumab_Bewertung-35a-Abs1-Satz10-SGB-V.pdf

HAS (2015), O6Commission de | at transparence avis CYRAMZA 10 mg
at: http://www.has-sante.fr/portail/jcms/c_2048967/fr/lcyramza

Assari, S.etal( 2009) , 6 Ar e g especifid healtharelated glidlity ef ifes cerrelated? The case of chronic
lung disease due to sulphur mustard. J Res Med Sci 14 (5) pp. 285-290. Available at:
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3129097/.
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comparisons, especially when both direct and indi
evidence is |imited, fAcombindngndiadeouswidth indir

Il rrespective of the methodology used, -akalysset HTA ¢
must be preceded by a properly conducted and trar
t hat fihet erogeneity, fixed lheadprasndmomame edff ebit as ino
considered. Specifically for an indirect comparison (including NMAs - Network Meta Analyses),

an investigation of inconsistences between direct and indirect evidence is necessary and the

following methods were deemed acceptable for a REA:82

T Bucherds method of adjusted indirect compari s
T Lumleyds met hod-aocafysisnet wor k met a
1 Bayesian meta-analysis (sensitivity analysis also needed)

We observed both the use of direct and indirect comparisons across the five pilot REAs (Table
7).

Table 7: Type of comparison(s) by pilot

Type of comparison

Pilot 1 Direct comparison
Pilot 2 Direct comparison; Indirect comparison
Pilot 3 Direct comparison
Pilot 4 Direct comparison; Indirect comparison
Pilot 5 Direct comparison

Source: CRA analysis from EUnetHTA pilots

As demonstrated in Table 7, direct comparisons were used across pilots and were the sole
comparisons undertaken in Pilots 1, 3 and 5, which had sufficient direct evidence available for
the chosen comparator (which was a placebo). As presented by EUnetHTA authors, these
direct comparisons were acceptable to the MAH.

In Pilots 2 and 4, EUnetHTA included indirect comparisons and their characteristics are
presented in Table 8. As the table indicates, while in both pilots, the NMA was discussed, the
discussion did not cover all indirect comparisons submitted in Pilot 2.

Table 8: Indirect comparisons by pilot

Element of NMA Pilot 2 Pilot 4

EUnet HTA Gaidelih& )Compadator and comparisons- di r ect and indirect compari son
http://lwww.eunethta.eu/eunethta-guidelines.

Ibid.
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Number of comparators and
comparisons

Treatment versus 7
classes of drugs in dual
and triple therapy.! For
each class of drug, there
were 8 endpoints.?

3 comparators?, 3 endpoints®

Description of REA
discussion

The NMAs were
conducted using Bayesian
analysis and General
Linear Models using fixed
and random effects
assumptions were
undertaken.

The REA report discusses
the results for 6
endpoints.3

The NMA was also used
as inputs for the long term
outcomes modelling.
EUnetHTA found it difficult
to verify sources used
within the NMA and as
such, did not report
outcomes from the
modelling 83

There was limited evidence
available. There were only 4
studies and each of these
studies had a small number of
patients (from 40 to 223
patients). The REA reports
that a series of pairwise
analyses using the Bucher
method were used because
there was no complete/closed
network.

The indirect analyses found
overall survival and the
proportion of patients
achieving an objective
response statistically more
favourable for the treatment
Vs its comparators.

There was no significant
difference in progression free
survival between the

treatment and its comparator.
84

Notes: 1= sulphonylureas, GLP-1 agonists, DPP-4 inhibitors, thiazolidinediones, SGLT2 inhibitors, insulin and placebo
2 = HbAlc change, proportion of patients achieving HbA1lc target, weight, Body Mass Index (BMI), Fasting Plasma
Glucose (FPG), SBP, Long term outcomes and mortality. 3 = change in HBalc, HbAlc target, weight, BMI, FPG, SBP;

EUnet HTA (2014),
phar maceuticals

6EUnet HTA WP5
Canagl filozin for

http://www.eunethta.eu/sites/5026.fedimbo.belgium.be/files/WP5_SA-
2_canagliflozin_for_the_treatment_of diabetes_mellitus.pdf

EUnet HTA (2015),

line-treatment-adult-pa-0.

6Joint Assessment

Joint

Action 2

t he treat ment of

Strand

A,
type

R
2

on Ramucirumab-ifeCyr amzak)
treatment for adult patients with advanced gastric or gastro-oesophageal junction adenocarcinoma. (pages 42-44).
Available at: http://www.eunethta.eu/outputs/joint-assessment-ramucirumab-cyramza-combination-paclitaxel-second-

Final Report

Page 48



85

86

87

An analysis of the EUnetHTA pilot assessments

December 2015 Charles River Associates

4 =irinotecan, docetaxel, best supportive care; 5 = progression free survival, overall survival, withdrawal due to adverse
event (safety endpoint)

Source: EUnetHTA pilot 2 and pilot 4 rapid REA reports

While the MAH involved remarked that the inclusion of a NMA in the REA was appropriate
approach and could be useful in other markets (acknowledging that this inclusion could act as
a signal to national agencies who currently do not use NMAS), there remained concerns on the
assessment of NMAs:

1 In Pilot 2, the NMA was assessed in line with EUnetHTA guidelines. However the
methodology of the meta-analysis included in the assessment was not discussed in

the report. For example, the Vasilakow et al 2013 meta-analysis8®was not fmeasur e

against the s ame qual it 6 Thet MAH dedt thére needed to be more
consistency in the application of assessment methodology for comparisons. In
particular, the authors should assess if the literature review is properly conducted and
transparent.

T InPiot4,t he manufacturer agreed the authorso

reasonable but reported that the way how conclusions were reached could be made
clearer. In particular, the report included some discussion on the rationale behind
conclusions but the manufacturer felt that EUnetHTA could further describe data
limitations and explain that the indirect comparison results were a direct reflection of
poor data quality of studies investigating the efficacy and safety of the comparator
products. In particular, the evidence supporting use of one of the comparisons was a
single study with only 40 patients8” and it was necessary to do an indirect comparison
against this study.

From Table 8 we see that the NMAs included in pilots 2 and 4 differ greatly in terms of the
number of comparators/outcomes, the amount of data included and the statistical models used.
In short, the NMAs in pilot 2 were much more complex than the NMAs in pilot 4, which can be
expected given pilot 4 is for a rare disease with limited data availability.

In the absence of other more concrete metrics to evaluate the extent of discussion, we use
fipages dedicated t o t h e ndirattdnetriceWetobsereeltinptahe éxerd n O
of discussion for both pilots is largely similar, there were eight full pages of description for
indirect comparisons in Pilot 2 and no more than nine pages in Pilot 4. We observe that the

Vasilakou D, Karagiannis T, Athanasiadou E, et al. Sodium-glucose cotransporter 2 inhibitors for type 2 diabetes: a
systematic review and meta-analysis. Ann Intern Med 2013;159:262-74.

EUnet HTA (2014), 6EUnet HTA WP5 Joint Acti on 2 Strand

pharmaceuticals Canaglfilozin for the treatme nt of type 2 di abe898)s Avaiteble laf: t u s .

http://www.eunethta.eu/sites/5026.fedimbo.belgium.be/files/WP5 SA-2 canagliflozin_for the treatment of diabetes
mellitus.pdf

EUnet HT A Joidt0A&sBspment 6n Ramucirumab (Cyramza®) in combination with Paclitaxel as second-line
treatment for adult patients with advanced gastric or gastro-oesophageal junction adenocarcinoma. (page 25).
Available at: http://www.eunethta.eu/outputs/joint-assessment-ramucirumab-cyramza-combination-paclitaxel-second-
line-treatment-adult-pa-0.

Final Report Page 49

as

A,
0

c

R
(p


http://www.eunethta.eu/sites/5026.fedimbo.belgium.be/files/WP5_SA-2_canagliflozin_for_the_treatment_of_diabetes%20mellitus.pdf
http://www.eunethta.eu/sites/5026.fedimbo.belgium.be/files/WP5_SA-2_canagliflozin_for_the_treatment_of_diabetes%20mellitus.pdf
http://www.eunethta.eu/outputs/joint-assessment-ramucirumab-cyramza-combination-paclitaxel-second-line-treatment-adult-pa-0
http://www.eunethta.eu/outputs/joint-assessment-ramucirumab-cyramza-combination-paclitaxel-second-line-treatment-adult-pa-0

3.3.4.

88

89

90

91

92

93

An analysis of the EUnetHTA pilot assessments

December 2015 Charles River Associates

similarity in the length of discussions between the two pilots could be, in part, due to the
exclusion of the discussion on long term outcomes. Given Pilot 2 is for a chronic disease with
many other treatment alternatives, an exclusion of conclusions on long term outcomes (with
the exception of mortality) in the rapid REA assessment can be detrimental for the MAH as
these conclusions are crucial for pricing and reimbursement decision making.

Levels of evidence

According to the EUnetHTA guideline on Internal validity of randomised controlled trials (RCT),
RCTs included in an REA should be assessed for their trustworthiness, that is, their risk of bias.
Risk of bias can disaggregated into many forms of bias, notably: selection, performance,
detection, attrition, reporting bias. It is noted that there are many assessments for the quality
of evidence, notably including the Grading of Recommendations Assessment, Development
and Evaluation (GRADE) framework. However, EUnetHTA guidance does not discuss the
GRADE approach as it assesses multiple domains: internal validity, external validity,
consistency of results amongst other domains.88 Also, according to the HTA Core Model
guidance, GRADE is recommended for the appraisal of guidelines and the appraisal of
diagnostic accuracy studies only.89For t he EUnet HTA objective
or fArisk of biaso:

1 The Cochrane Collaboration Risk of Bias framework (by Higgens et al 2011) should be
applied to RCTs.90

1 The Oxman and Guyatt Index (Oxma and Guyatt 1991, Jadad and Murray 2007) and
the AMSTAR instrument (Shea et al. 2007) should be applied to systematic literature
reviews,91.92.93

In addition, EUnetHTA highlights that all internal validity assessments should be provided with
adequate description to allow for reproducibility.

In practice, as Table 9 details, studies across REA pilots were evaluated against the Cochrane
Collaboration Risk of Bias framework, in accordance to EUnetHTA guidance. In addition,

EUnet HT A Guitl€liie3 Devels 6f evidencei | nt ernal validity of randomised contrc
access 27 August 2015]: http://www.eunethta.eu/eunethta-guidelines.

EUnet HTA (2015), 6The HTA Core Model E for Rapid Relative Ef"
[last access 27 August 2015]: http://www.eunethta.eu/news/final-version-hta-core-model-and-methodological-
guidelines-rapid-rea-pharmaceuticals-now-availa

Higgins JP, Altman DG, Ggtzsche PC, Jini P, Moher D, Oxman AD, Savovic J, Schulz KF, Weeks L, Sterne JA;

Cochrane Bias Methods Group; Cochrane Statistical Met hods Gr o

risk of bias in randomised trials. BMJ 2011; 343: d5928.
Oxman AD, Guyatt GH. Validation of an index of the quality of review articles. J Clin Epidemiol 1991; 44: 1271-1278.

Shea BJ, Grimshaw JM, Wells GA, Boers M, Andersson N, Hamel C, Porter AC, Tugwell P, Moher D, Bouter LM.
Development of AMSTAR: a measurement tool to assess the methodological quality of systematic reviews. BMC Med
Res Methodol. 2007 Feb 15; 7: 10.

Jadad AR, Murray WE. Randomized controlled trials: questions, answers and musings. Malden: Blackwell; 2007.
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although GRADE is not recommended by EUnetHTA guidance, it is nonetheless referenced in
Pilots 2, 4, and 5.

Table 9: Quality assessments by pilot

Quality assessment

Cochrane Collaboration

Risk of Bias
Pilot 1 v X
Pilot 2 Y \Y,
X
Pilot 3 \% (Only one RCT included in
assessment)
Pilot 4 \% \%
. Y Y,
Pilot 5 (only description no table)

Source: CRA analysis from EUnetHTA pilots

The irregular application of the GRADE approach raised a question on what quality instruments
should be standard across REAs. It is clear that the EUnetHTA recommended Cochrane
Collaboration Risk of Bias assessment is useful for all REAs, on the basis that each REA will
include at least an RCT. However, there is less clarity over the role of GRADE and its
interpretation.

During interviews, it was noted that GRADE was not applicable to Pilot 3 as meta-analyses of
RCTs were not feasible (for Pilot 3, there was only one RCT). Pilot 3 further highlighted that
the GRADE might not be useful for rare disease REAs where evidence is extremely limited.
However, the manufacturers recognised that the application of GRADE is often inevitable.

More importantly, Pilot 4 reported a need for more explanation and interpretation of the
conclusions made from a GRADE appraisal. For Pilot 4, the GRADE table was not initially
included in the rapid REA assessment draft report and the involved manufacturer had to
request its inclusion. As Table 10 demonstrates, the GRADE table contains particulars on how
many RCTs were identified for a specific outcome and describes the number of patients in each
study. These details are useful for understanding the more general rapid REA assessment
conclusions on the quality of evidence. In the case of Pilot 4, the GRADE table highlighted that
for this rare disease, there was only one study for the mortality outcome. Therefore, it was
deemed that further explanation of quality assessments is essential for an accurate
interpretation of the quality assessment results.

Furthermore, with regards to the presentation of quality assessment conclusions, Pilot 5, due
to lack of a table with explanation of the score, supported the presentation of the Risk of Bias
in order to clearly understand the rationale behind conclusions on quality. This is also reinstated
by the fact that some of the reviewing agencie s comment ed t hat fthe
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reportedod and the fAquality o% Thidustates owlessons suf f i ci
regarding the methodology are not necessarily being consistently applied across subsequent
pilots, reinforcing the need for feedback on the lessons.

EUnetHTA rapid REA of Vorapaxar, page 64:
https://eunethta.fedimbo.belgium.be/sites/5026.fedimbo.belgium.be/files/\VVorapaxar%20for%20the%20reduction%20
0f%20thrombotic%20cardiovascular%20events. pdf
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Table 10: GRADE evidence profile for direct evidence and effectiveness outcomes (example from Pilot 4) 95
. No. of Patients Effect Quality
Quality assessment
N o Study Risk of bias  Inconsiste-  Indirect- Imprecision Other Treatment Comparato Comparato  Relative Absolute(  Quality
studies design ncy ness considerations ri r2 (95% ClI) 95% Cl)
Mortality
1 Randomis- ~ Not serious  Serious Not serious  Not serious None 256/330 260/336 HR 0.807 75 fewer (:/IgDGEERA
ed trials (77.6%) (77.6%) (0.678 to per 1000 TE
0.962) (from 13
fewer to
139 fewer)

Source: EUnetHTA Rapid REA report on Ramucirumab

EUnet HT A EUEAHITA Joint Adtion 2 WP5 Strand A, Rapid assessment of pharmaceutical Pilot rapid assessment of pharmaceuticals using the HTA Core Model® for Rapid
Relative Effectiveness Assessment Ramucirumab in combination with paclitaxel as second line treatment for adult patients with advanced gastric or gastro-oesophageal junction
adenocarcinoma.
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Lessons on clinical effectiveness

There are some lessons that can be learnt from the experience of the pilots:

il

Safety

The selection of comparators was agreed between MAH and authors. Looking forward,
it would be good to maintain the process ensuring that comparators are agreed
between the authors, the manufacturer and the reviewers at scoping stage and the
chosen comparator is representative of European practice whenever possible. As
discussed in the previous chapter, this agreement should occur earlier in the process.

Regarding the selection of the endpoints, overall there is agreement between the MAH
and the authors regarding the choice of end-points and the acceptance of surrogate
endpoints is generally positive. Some issues were highlighted on the appropriateness
of the selection of primary endpoints, their hierarchy and the interpretation of the
composite endpoints. In particular, the selection of primary endpoints should be put in
the context of the disease, and their choice should be more flexible and pragmatic. For
the composite endpoints, the author should comment on the contribution of each
component. Where the EUnetHTA guidelines are not be followed, additional
communication between the MAH and EUnetHTA coordinators appears important.

Regarding the (indirect) comparisons, the MAH saw it as positive that EUnetHTA uses
fi ¢ ut-ad giegd oduolegieh (e.g. NMA). However, it is important to have greater
clarity in reporting and consistency in the application of EUnetHTA guidance for
assessment of comparisons. In particular, the authors should provide a critical and
detailed analysis of the methodology of the studies included for the indirect
comparison.

Regarding the quality of evidence, there is a need for standardisation so that similar
products would be treated in the same way but also flexibility so that issues associated
with small patient populations are allowed for. The approach used to assess data
quality should be transparent and discussed taking into account the type of product
under review.

This section considers two aspects of the safety domain:

il

1
We f

The objective of the safety analysis and

The methods and data referenced in the safety analysis.

irst examine EUnet HTAG6s guidance on safety

the pilot experience.

3.4.1.

Objective of safety analysis

EUnetHTA guidance on Safety indicates that within the context of an REA, the safety
assessment should present both the benefits and adverse effects of the pharmaceutical in a
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balanced manner especially considering that these results can influence pricing and
reimbursement decisions. Thus there are three objectives relevant for rapid REAs:96 97

1 Adentify adverse effects (no differentiation between safety identified ex-ante or ex-post
the start of clinical trial)o

1 uantify those adverse effects in terms of frequency, incidence, severity (intensity)
and seriousness (extenttowhic h it is | ife threatening)o

1T A"n6mpare the safety profile of the pharmaceutic
regard to the most frequent seriousandsever e adverse effectso.

All the pilots covered these three objectives where possible (when the medicine under
assessment had no comparator, the third objective was necessarily dropped), although in
practice the safety analysis varied significantly across the five pilots. As described in Table 11,
the analysis performed in each pilot looked at different measures (frequency, statistical
significance, relative effect, relative risk), data (side effects, severe side effects, discontinuation
rate, fatal events) and focus (comparison versus active comparator or placebo, analysis for
different patient populations).

Table 11: Safety analysis by pilot

Pilot Safety data reported in REA

Most frequently reported side effects

Severe side effects

Discussed relative effect of serious adverse effects versus placebo
treatment (4 pages)

Pilot 1

Most frequently reported side effects
Severe side effects

Pilot 2 For different patient populations
Discussed statistical significance
Presented relative effect (4 pages)

Most frequently reported side effects
Serious adverse events

Pilot 3 Most severe adverse events
Discontinuation rate
Fatal events rate (24 pages)

Pilot 4 Frequency of adverse events

EUnet HTA (2015), 6The HTA Core Model E for Rapid Relative Ef"
[last access 27 August 2015]: http://www.eunethta.eu/news/final-version-hta-core-model-and-methodological-
guidelines-rapid-rea-pharmaceuticals-now-availa

EUnet HTA (Gudelibe3 ndpoirds used in relative effectiveness assessment of pharmaceuticals- Saf et y 6
Available at [last access 27 August 2015]: http://www.eunethta.eu/eunethta-guidelines.
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Direct and indirect evidence compared frequency of adverse event; relative
risk, statistical significance (9 pages)

Frequency of serious adverse events and discontinuation with special
subgroups

Analysed statistical significance between frequency of adverse effects
Presented relative effect of secondary safety endpoints (bleeding) (7 pages)

Pilot 5

Source: CRA analysis from EUnetHTA pilots

The differences across pilots can mainly be attributed to two reasons:

1 First, and more importantly, safety issues depend on the different characteristics of the
products under assessment (for example whether it is a vaccine, cancer drugs, or an
orphan drugs) and therefore the endpoints and the focus of the analysis can be
expected to be different across pilots

1 Second, the analysis is limited to the evidence available. As noted in the rapid REA
reports, there are cases where the intended analysis was not performed due to lack of
data.

However, it does appear that the approach and how the results are presented has varied across
the pilots, reflecting different approaches to the treatment of safety. Based on the interviews
amongst the pilot companies, the industry had a number of concerns:

1 The objective of the safety analysis seemed unclear. The first two objectives seem
similar to those of the EMAO6s assessme

1 The emphasis on safety analysis is similar to, if not more, than the emphasis on clinical
effectiveness.

1 Itis noted that there should be a more comprehensive explanation of how conclusions
are reached to put the analysis in context and in balance with the effectiveness data.

The first issue reflects the perceived duplication of the REA safety section and the EMA
analysis. Feedback across pilots was that the EMA and REA safety analysis was largely the
same and the REA safety section provided little or no added value. There is also the belief that
the EMA should be the primary agency to conduct the safety analysis given they are equipped
and skilled to do so (and they review over time, which is not the case for EUnetHTA).

To test this we undertook a comparison between the rapid REA report and the EMA EPARs98
for the respective products. Table 12 indicates that the EUnetHTA report largely duplicates the
research questions already covered in the corresponding EPARs. Thus, while there is a
perception that the EUnet HTA analysis shou
EPAR, this perception is unfounded.

The European public assessment reports are available on the EMA webpage:
http://www.ema.europa.eu/emalindex.jsp?curl=pages/medicines/landing/epar_search.jsp&mid=WC0b01ac058001d1
24
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Table 12: Comparison of the research questions between the rapid REA reports and the
EMA EPARs

Pilot 1 Pilot 2 Pilot 3 Pilot 4 Pilot 5

Research REA EPAR REA EPAR REA EPAR REA EPAR REA EPAR
guestion

Kind of harms that \Y \Y
can be caused to
the patient

Most frequent and \V/ vV V \
serious adverse
events

Relationship
between the dose
and the most
frequent and serious
adverse events in
special populations
How the frequency
or severity of harms \%

changes over time in
different settings

Not \V Not vV Not
explicitly explicitly explicitly
provided provided provided

Frequency of all \VJ \VJ \Y \Y \ \Y
adverse events

compared to other

treatments

Frequency of V V \% \% V \Y \Y V

discontinuation of
treatment due to
adverse events
compared to other
treatments

Frequency of the
serious adverse
events (SAEs)
compared to other
treatments

Frequency of V V V \Y/ \J V V \%
serious adverse

events (SAEs)

leading to death

compared to other

treatments

Most frequent \VJ \V/ V V V V V V
adverse events

compared to other

treatments

Most frequent V V
adverse events

compared to other

treatments
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according to
Common
Terminology Criteria
for Adverse Events
(CTCAE) grade
(grade 3, 4 and 5)

Susceptible patient \V/ \VJ V V V V V \Y
groups that are

more likely to be

harmed

Contraindications
and special
warnings and
precautions for the
use

How the long term \V \V
safety will be
studied/monitored

Known interactions \V \V

Kind of harms for V V
public and
environment

Need to collect \V \V
further data on the
safety

Ongoing studies v v
investigating the
safety

Group of patients Vv \Y
excluded from the

study for safety

reasons

Need of a specific vV V
therapeutic

management of the

patient or a specific

education

Source: CRA analysis based on rapid REA reports and EMA EPARS

Perhaps, reflecting comments from industry, it appears that EUnetHTA have tried to add an
analysis of the relative risks (considering confidence intervals derived from direct and indirect
comparisons) to meet the third objective stated above. This could help to explain the different
length of the safety sections across the analysis (but created its own problems as discussed in
the next section).

Regarding emphasis, although it is a rough indicator, the comparison of the number of pages
dedicated to the main analysis of the clinical effectiveness and safety sections across the pilots
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shows that the safety analysis had a similar weight to the effectiveness analysis (Table 13) with
the exception of pilot 3.

Table 13: Comparison of the number of pages between the Clinical effectiveness and
the Safety sections across the pilots

: Clinical effectiveness Safety
Pilot
(number of pages) (number of pages)

Pilot 1 6 4
Pilot 2 9 6
Pilot 3 18 24
Pilot 4 11 12
Pilot 5 8 7

Source: CRA analysis of rapid REA reports

The final concern is the use of the safety analysis. There is still a considerable uncertainty on
how EUnetHTA safety analysis would be re-used by national HTA agencies. This is of particular
concern for the pilot companies as there is the risk that any safety information from rapid REA
reports that appears to contradict the EPAR would result in confusion and unintended
consequences.

3.4.2. Safety analysis methodology and data

The EUnetHTA safety guideline further describes the methodology and data required to meet
the set objectives:99

1 For the first two objectives, the recommendation is to report the absolute frequencies
of adverse effects, using primary sources of data as the EPAR, Summary of Product
Characteristics, Ri sk Manage mandRCTRataa Data
from these regulatory and RCT sources should be quality assessed with the Cochrane
Collaboration Risk of Bias tables

1 For the third objective, the HTA assessors should evaluate if differences identified in
adverse reactions between the products are clinically relevant. The evaluation of the
clinical relevance should be performed taking into account the condition for which the
treatment is used and the co-morbidities of the population. For instance, in oncology,
only serious adverse reactions are seen as relevant but in chronic diseases, non-
serious adverse reactions can also have important clinical implications. HTA assessors

manuf a

EUnet HTA (Gudelibe3 ndpoirds used in relative effectiveness assessment of pharmaceuticals- Saf et y 6

Available at [last access 27 August 2015]: http://www.eunethta.eu/eunethta-guidelines.
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should describe limitations of the evidence and analyse how these limitations may
affect estimates of the adverse reactions.

EUnetHTA also recognises the methodological complications with relative safety effects and
noted that often, Aclinical trials are not
might render RCT data [on its own] inconclusive for sa f e £0Y As such, supplementary data
from other sources (observational studies or case studies) might be useful provided their
limitations (such as heterogeneity, follow up period) are noted and any necessary adjustments
to the results are made (observational data should be adjusted for potential confounding or
modifying factors).

In general, the safety analysis was conducted rigorously and missing data or measures
(evidence gaps) were reported (Table 14).

Table 14: Methods used and evidence gaps highlighted in the rapid REA reports

Pilot Method for the analysis Evidence gaps highlighted
Pilot 1 Comparison of frequency, Different safety outcomes (long term
seriousness and severity with data, interactions with other
placebo vaccines, some patient subgroups)
Pilot 2 Analysis of direct data for placebo p-values and confidence intervals
and comparator controlled trials were not available for safety data
from RCTs
Pilot 3 Direct comparison with placebo Further information on vulnerable
and insufficiently studied patient
subgroups required
Pilot 4 Direct comparison of the frequency ~ No indirect evidence calculations
of reported adverse events with were presented for some outcomes
placebo due to lack of available data
Pilot 5 Direct comparison with placebo Data on frequency or severity of
harms change over time or in
different settings

Source: CRA analysis of Rapid REA reports

Depending on the size and duration, clinical trials may fail in capturing long term and uncommon adverse reactions; in
order to identify uncommon adverse reactions they should enrol a larger number of participants impacting negatively
on time needed for development of the pharmaceutical
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From the pilot experience thus far, there was little concern about the focus on frequency of the
most serious adverse events (beyond the concern about duplication with the EPAR discussed
above), however there was a concern regarding the data used to assess safety:

1 The MAH for Pilot 3 felt that the safety data as presented in the REA report is static
and might be misleading as safety data is regularly updated in the EMA webpage. The
report should be more explicit on this and indicate that new safety data are likely to be
available (e.g. referencing to the EMA webpage)

1 In Pilot 4 there was a concern that the safety assessment in the REA report
emphasises clinical trial data despite the availability of many other sources of data as
the product has been on the market for a significant amount of time.

There was much more concern regarding the relative safety assessment. While the industry
was positive about the inclusion of a relative safety assessment and believed this is where a
comparison could add value beyond the EMA analysis, the industry had concerns regarding
the methodology. One concern was that the relative safety assessment methodology and
conclusions would only be a reflection of EUnetHTA author(s) (in other words, specific to one
or a few national agencies) rather than a reflection of a pan-European assessment.

Another concern was regarding the request of confidence intervals and p-values of Phase Il
clinical trials. In these cases, the primary end-points of the study most often reflect clinical
outcomes relevant for the assessment of clinical effectiveness. Safety data could be collected
in these trials including as primary end points but the latter do not have the required frequencies
to undertake statistical analysis. As recognised in the EUnetHTA guidelines, there is a
significant methodological issue with the use of statistical tests to test relative safety:

9 Trials are designed to test efficacy and relative efficacy and are not designed to allow
statistical testing of safety or relative safety.

1 The context by which the safety data has been collected needs to be taken into
account in the subsequent analysis and appropriate analysis applied. This is
particularly the issue if any indirect comparisons are to be contemplated.

Adverse events are clearly important for HTA analysis. There are potential implications for the
patientbés quality of l'ife (which should already
undertaken in the clinical effectiveness assessment) and some HTA will want to take this into
account in their economic modelling. However, unexpected Adverse Events are by their nature
unexpected and cannot be taken into account in the clinical trial design. The usefulness of the

EUnetHTA analysis on relative safety is therefore unclear and potentially misleading.

Unlike relative efficacy where there is a vast literature on the appropriate methods, the
statistical tools and how these should be interpreted, the literature on relative safety for relative
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effectiveness reviews is immature.101 The tools used for clinical effectiveness cannot be
directly transferred and applied to relative safety. The EUnetHTA pilots have illustrated some
of the significant challenges in this area. It would appear the academic community should be
addressing these methodological issues before this can be applied in pilot assessments of
actual products.

3.4.3. Lessons

In general, the assessment of safety has been problematic and there is considerable
dissatisfaction from the MAHSs:

1 There is a need for clarification of the objectives of the safety section. In particular,
there is a significant concern that the first two objectives of the safety domain duplicate
the EPAR. The focus on relative safety could potentially add value but it is unclear if
this is of interest to national HTA bodies.

I There is a need for clarification and improvement of types of data and analyses
recommended for relative safety assessment. Although EUnetHTA guidelines require
a comparison, the analysis should be put into context: often clinical studies are not
designedt o perform this types of analysis
significance is misinterpreted by national agencies, possibly leading to delays in (or
no) access.

1 There is a need to keep the methodology applied to the safety assessment consistent
with EUnetHTA guidelines while allowing sufficient flexibility to adapt to different
products/contexts. This should be a standard methodology, reflective of a pan-
European assessment rather than the specific practices of individual EUnetHTA
authors.

However, national HTA agencies have also looked at statistical significance of safety results. For example, the safety
assessment does include P values, Cis and relative risks obtained through network meta analyses and logistic
regressions. See section 3.13 on here: https://www.nice.org.uk/guidance/ta336/chaptelff-companys
submission#clinicaéffectiveness
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4. Re-use

This chapter aims to analyse the re-use of the Rapid REAs produced by EUnetHTA by national
and local HTA agencies. In the second set of discussions with the five participants in the pilots,
we gathered information and views on how re-use should be assessed and if there has been
any indication of the latter in their experience. The views of the companies gathered from
interviews have been further complemented with EUnetHTA publications on re-use and
research on the assessment of these products across national settings and evidence of re-use
in the reports published. The findings of the primary and secondary research and their
implications are discussed and lessons drawn. However, it should be noted that we have not
spoken to the authors, reviewers on national HTA agencies regarding their use of the reports.

The first question to address is the definition of re-use.

4.1. The definition of re -use

A key part of EUnet HTA®s overall Vi sion @and missi
implementation in national and local settings.102 EUnetHTA defines national uptake as the

general implementation of any of its output including joint assessments, submission templates

guidelines the HTA Core Model ® etc. in a national/regional/local setting. National adaptation

is a particular form of national uptake that concerns the re-use of joint assessment.'®® The

purpose of national adaptation is to avoid duplication of work, and to facilitate the adaptation of

information in national HTA reports and promote good practices through the co-production of

HTA reports (by multiple HTA agencies). EUnetHTA states that

1 The minimum requirement for a national adaptation is inclusion of an explicit reference
to the EUnetHTA joint assessment on which the local report was based.104

T An advanced stage of adaptation i.e. full adc
assessment without making any changes at all in its content (except a potential
translation into the national | anguage) 0.

JA2 WP5 states that re-use is their main objective, which is applying the HTA Core Model for
Rapid Assessment for national adaptation and reporting.105 This is also stated in one of the
conditions of the Grant Agreement for JA2. The EUnetHTA 3-year work plan additionally
specifies that the target for rapid REA reports of pharmaceuticals is to be used in 20 national
HTA assessment by 2015:106

102 EUnetHTA website [last access 4 September 2015]: http://www.eunethta.eu/about-us

103 EUnetHTA website [last access 4 September 2015]: http://www.eunethta.eu/national-uptake

104 Ibid.

105 EUnetHTA website [last access 28 August 2015]:
http://www.eunethta.eu/activities/EUnetHTA%20J0int%20Action%202%20%282012-15%29/ja2-wp5-applying-hta-
core-model-rapid-assessment-nation

106 EUnet HTA WP5 Joi ntEUAetHTA Joim AcBion @ @MHIA32P12-2015,3-y ear Wor k Pl ano, May 2
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AAl'l WP5 members are expected to put forth
of the information produced within WP5 into local (e.g. national or regional) HTA reports. This
should result in about 20 national/l ocal r

Additionally, to provide guidance the EUnetHTA procedure manual states that ideally at the
100™ day of the process when the finalver si on of the pilot REA
reviewers and other WP5 members put their efforts into adaptation pilot REA into national/local
R E A 4093 The guidelines state that the aim of these pilots is to test methodology, procedures
and national/local implementation of joint rapid relative effectiveness assessments and further
improve tools and procedures through the experience gained in these pilots.198 However, while
delivering a pilot to be re-used by the authoring agency was also one of the three explicit main
objectives of the first pilot assessment such an aim was not included in the aims of any of the
subsequent pilots.109

However, it is also important to consider the definition of re-use seen as most appropriate by
the industry. Drawing from the interviews, the definition of re-use should require an element of
substitution at the national HTA reports. Thus, any re-use that is additional to the national HTAs
is viewed as adding to the national process and should not be regarded as re-use.

Building on these definitions, there are a range of different indicators that could be used to
assess re-use:

1 Anecdotal evidence of the use of the report by authors, reviewers during the
assessment (perhaps based on questions requested by the reviewers)

M1 Directr ef erence of the EUnet HTA Rapi d REA
i EUnetHTA would refer to this as minimum required for national adaptation

I Use of a section of the Rapid REA report - EUnetHTA would refer to this as more
meaningful national adaptation

I Use of the rapid REA report in replacement for an existing part of the national process
i which the industry would see as re-use

External re -use

There is some direct evidence on the extent of external re-use through EUnetHTA publications
and references in national HTA reports and industry reports.

EUnetHTA WP5 Joint Action 2 (2015), AProcedure manual
of Pharmaceuticalso, V4 April 2015

Retrieved from the individual pages of the EUnetHTA Joint Assessments (2015), [last access 4 September 2015],
http://www.eunethta.eu/document-type/joint-assessment/list

CRA interview programme
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EUnetHTA reporting on re -use

Until recently there was little data on the extent of re-use. Looking at the EUnetHTA dedicated
website and the national HTA agencies noted by EUnetHTA, the following national adaptations

are noted:110

1 In March 2014, ZiN in the Netherlands reference Pilot 1111: this assessment refers to
the EUnetHTA Rapid REA Report in the analysis of efficacy as per burden of illness.
The agency that conducts the analysis is the national HTA body in the Netherlands.

1 In November 2014, LBI-HTA and HVB in Austria reference Pilot 1'*% this assessment
consists of a translation of the EUnetHTA Rapid REA Report. The agency that has
applied this is an academic institution that conducts HTA reports and there is no
evidence of this having any impact on reimbursement.

71 In March 2014, ZiN in Netherlands re-use of Pilot 2%3; this assessment refers to the
EUnetHTA Rapid REA Report in its conclusions regarding the network analysis. It
states that the EUnetHTA report confirms the results found by the ZIN assessment.
The agency that conducts the analysis is the national HTA body in the Netherlands.

There have been isolated presentations discussing anecdotal evidence on re-use but little
consistency. For example, a EUnetHTA presentation suggests pilot 2 was being used in the
process or planned to be used in Croatia, Czech Republic, Finland, Ireland, Spain, Slovakia.114

However, more recently EUnetHTA has published a survey in preparation for the conclusion of
Joint Action 2, as shown in Figure 13. This distinguishes between four types of re-use: Cross
checking evidence; direct decision-making; production of a local HTA report and other

purposes.

EUnetHTA website [last access 28 August 2015]: http://www.eunethta.eu/national-uptake

ZiN website [last access 28 September 2015]: https://www.zorginstituutnederland.nl/binaries/content/documents/zinl-

www/documenten/publicaties/geneesmiddelbeoordelingen/2014/1403-herpes-zoster-vaccin-

zostavax/herpes+zoster+vaccin+(Zostavax).pdf

Ludwig Boltzmann Institut website [last access 28 August 2015]: http://eprints.hta.lbg.ac.at/1013/1/DSD_73.pdf

ZiN website [last access 28 August 2015]: http://www.zorginstituutnederland.nl/binaries/content/documents/zinl-
www/documenten/publicaties/geneesmiddelbeoordelingen/2014/1403-canagliflozine-invokana/1403-canagliflozine-

invokana/canagliflozine+%28Invokana%29.pdf

AOut puts of EUnet HT A

joint

wor k

applied

in

bl Bevelbgment,c i e s 0

Research and HTA, Agency for Quality and Accreditation in Health Care and Social Welfare, Zagreb, Croatia.
http://lwww.eunethta.eu/sites/5026.fedimbo.belgium.be/files/6.%20Mirjana%20Huic_Plenary%20Innovative%20tools

%20for%20HTA_HTA%202.0%20Europe.pdf
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Figure 13: Purposes of usage , as at September 2015

11

5
5
2
4
1
2 2
1 1 0
Pilot 1 Pilot 2 Pilot 3 Pilot 4 Pilot 5
I Production of a local HTA report Cross checking evidence or methods
™ Direct decision making Other purposes

Sources: Analysis based on EUnetHTA Stakeholder Forum, E-meeting, 8" September

This shows considerably more examples of use than previously published on the EUnetHTA
website. Based on the interviews with companies (discussed further below), this also reflects
much more significant use of the Rapid REAs than is apparent to the MAH in the markets.

However, looking at these data, despite the division in the four categories, it cannot be
determined whether the Rapid REA has replaced any part of the national assessment or
whether it has been used as a supplementary piece of information, whether the response
reflects a national HTA agency or an academic group or the types of country that have used
the reports.

Equally, it is difficult to makeseaenhyowemctliumeé .onTla
the pilots are very recent, affecting the number of potential markets, and some pilots assessed
products already on the market, where new indications are not assessed in each market. It is
therefore very difficult to draw any conclusions regarding the number of composition of re-use.

Indus try data on re -use

Looking to the industry evidence on re-use. A study including the majority of the well-
established national HTA agencies in Europe, confirms that Rapid REA for Pilot 1 has seen
some adaptation at the national/local level (Figure 14).1'> However, this uptake was still very
limited because:

1 There is no indication of any of these re-uses reduces duplication by replacing parts of
the national assessments, and

115 EFPI A (2014), f AV esinglHunomeandepapts in natral pmeesseso .
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1 Some of the most high profile HTA bodies, such as NICE and IQWiG, have not used

this output.

Figure 14: Pilot 1 Rapid REA by national HTA bodies

Country Use %?
Austria Partial translation and use (LBI)
Denmark Use as part of scientific
assessment
France No acceleration but partial use
by HAS
Italy Support to use regional HTA
(Veneto, Liguria, Sicilia)
Netherlands ‘Pilot in the pilot’ failure but
some use by CvZ (ZIN)
Portugal Use for reimbursement
(Infarmed)
Sweden Duplication clinical assessment
of public health need
Spain Use as therapeutic positioning
and vaccine eligibility for
reimbursement P
Others Low awareness and underuse [ someuse
- No use
Source: CRA analysis based on SPMSD presentation( 2014 ) , @ Av oi dusinggEurdpeam fepodsart i o n
national processesao.

Turning to other pilot assessments, in the second pilot there is agreement that the most notable
example of reuse is that of ZiN in the Netherlands which references the EUnetHTA report.116
However, the MAH reports that there is no indication that any of the three authoring countries
referenced the REA report. In discussions with the rest of the pilot participants, the
manufacturers suggest that re-use has not been common. Evidence is limited to the use of the
Rapid REA for Pilot 3 by Infarmed in Portugal (the Pilot 3 co-author), but to date the agency
has only published the regulatory report and not the HTA one.117 It is indicated that Pilot 5
evidence will be referenced by HAS in France (author) but the report has not been published

yet.

ZIN website [last access 28 August 2015]:

http://www.zorginstituutnederland.nl/binaries/content/documents/zinl-

www/documenten/publicaties/geneesmiddelbeoordelingen/2014/1403-canagliflozine-invokana/1403-canagliflozine-

invokana/canagliflozine+(Invokana).pdf.

Infarmed [last access 3 September 2015],
http://www.infarmed.pt/portal/page/portal/INFARMED/MEDICAMENTOS _USO_ HUMANO/AVALIACAO_ECONOMIC

A E _COMPARTICIPACAO/MEDICAMENTOS USO HOSPITAL/DL N 195 2006 3 OUT/RELATORIOS AVALIA

CAO PREVIA/PDF/ParecerNet Nexavar.pdf
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Lessons

The first issue with assessing the extent of re-use is the definition. EUnetHTA has defined
national adaption but this does not require that the national process substitutes information
from the REA report. Without a more useful definition of re-use it will be difficult to assess if
there are efficiency improvements or this is simply adding to the information requirements in
Europe.

The existing evidence of re-use of EUnetHTA assessments is limited and until recently, there
was very little data on re-use. A recent survey by EUnetHTA however has shed some light on
this issue. This indicates a greater level of usage than is apparent to the companies but does
not allow us to determine whether this has improved efficiency. Significantly more effort should
have gone into reporting re-use and the lessons published as the pilots developed.

There has been little analysis on why re-use to date has been limited. Some participants
suggested that to date the priority has been on testing the process and re-use has not been
prioritised. Industry participants have unanimously suggested that timing is one of the most
important barrier to re-use of the assessments. It is not a realistic expectation that national HTA
bodies will be able to refer to the REA report unless the latter is conducted within the given
timeframe and is available prior to the start of the national assessment. In addition, there are
no requirements on national HTA processes to accept information from EUnetHTA rapid REAs.
Even the authors of the REA report are not under any obligation to consider its use in the
national assessment. It is therefore inevitable that is used as a supplementary piece of
evidence rather than replace any part of the existing submission. This is clearly important if one
of the key objective of this initiative i the reduction of duplicative efforts i is likely to materialise.
Finally, it appears that EUnetHTA currently does little to encourage re-use, in terms of making
national HTA aware of the timing of the assessment publication or helping national authorities
use the report.
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Reform of the rapid REA

In the previous chapters of the report we have set out the factual experience of the pilots (at
least from the perspective of the companies involved), looked at supporting evidence and
drawn some lessons regarding the process, methodology, outcomes and re-use. In this
chapter, we consider what would need to change in order to establish a sustainable rapid REA
model going forward based on the experience of the five pilots.

We distinguish between recommendations for further pilots under Joint Action 3 and for any
permanent form of rapid REA.

Improvements to the REA process

There are a number of potential improvements that could be made to the rapid REA process
(up to the point of publication) to make this (1) more efficient (2) increase the potential for re-
use. Below we consider:

I Timing: Should the process start earlier in order to make the assessment available at
the time of submission to all HTA agencies?

i Stages in the process: Should additional steps i e.g. the project alignment meeting i
be introduced to the process?

1 Authors: Should the rules on the choice of author be changed?

1 The types of products that are included in the Rapid REA process: Should this be
limited to certain types of product?

9 Should patrticipation be voluntary: Should the manufacturers have a role in the decision
to undertake the Rapid Assessment?

1 Should other stakeholders be included in the process: Particularly is there a role for
physicians and patients?

5.1.1. Timing

In reality, only one pilot was undertaken following the proposed timeline i where the publication
of the rapid REA took place shortly after the EPAR. Even so, it seems reasonable to conclude
the likelihood of re-use would increase if the report was published earlier.

However, under the current environment, the results of the rapid REA published at the EPAR
will never be used in those markets where the national HTA submission and assessment
occurs prior to marketing authorisation. Therefore, one could argue that, the EUnetHTA rapid
REA needs to be published significantly before the publication of the EPAR in order to be of
value to these markets, meaning that the process needs to start earlier or be undertaken more
quickly. In general, to be used explicitly in national HTA assessments, this would need to be
published approximately 3 to 6 months before the EPAR, meaning the process would start 12
months prior to marketing authorisation (instead of six months as it should today). However,
based on experience the case for this seems weak, in particular:
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1 The dependence on the EPAR in the submission and the duplication in the analysis
on safety (but also on relative effectiveness), it is difficult to believe that a rapid REA
will ever be published before the EPAR.

1 There is clearly a need for the REA to be consistent with the EPAR and therefore it
can only be published at the same time.

1 The issue of confidentiality would increase. In JA2 pilots, there has been a lag
between the MA process and the EUnetHTA assessment, hence few issues regarding
confidentiality emerged. However, if the EUnetHTA assessment is published before
the EPAR, sensitive information may also be published. However these issues could
be addressed in a more formal interaction/discussion between the MAH and the
EUnetHTA coordinator at the beginning of the process that would provide any
necessary clarification on confidentiality.

1 The timeline for the pilot already appears challenging, particularly initiation, but also
the other stages.

Based on the experience of the pilots we would recommend keeping to the current timeline for
REA publication but enforcing this more diligently. In particular, we recommend only starting a
rapid REA where it is possible to meet the planned timeline. The correct timing for pilot initiation
and following the prescribed timeline is crucial to achieve the intended objective of re-use. The
other steps in the pilot should be set reasonably and accordingly to this objective. In addition,
a project plan should be established at the beginning of the process to account for any
foreseeable delay (e.g. Christmas break).

This would allow the explicit re-use of the report only in markets that start the HTA process
after the EPAR is issued. If there is a requirement for national HTA to use parts of the REA,
this could clearly delay the process in some markets where submission occur prior to the EPAR
(we discuss this further below).

A final alternative would be to publish the second draft report, so that this can be used in the
submission to national HTA agencies (this would allow explicit reference in submission 2
months prior to the EPAR). However, this option clearly introduces complications. For example,
there could be conflicts in the case where the EUnetHTA final report reaches different
conclusions from the initial draft and the number of comments by the MAH and the WP5
reviewers suggest this could lead to more confusion.

CRA recommendation: The current timetable should be followed. Only pilots where
there is an expectation of this being met should be initiated in JA3. This would allow
explicit re-use of the report only in countries that start the HTA process after the EPAR
is issued. For any future pilot process it will be important to consider how many pilots
can realistically be completed within the given timeframe to ensure that all the main
objectives (e.g. alignment with the EMA process, re-use and completion of the number
of the pilots established in the Grant Agreement) are achieved.
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5.1.2. Stages in the process

The current process requires a draft submission without any discussion with the authors
regarding the scope of the assessment. In particular, the draft submission is submitted with no
agreement on comparators or outcomes. This represents a substantial risk to the company as
disagreements and provision of additional evidence need to be addressed later in the process,
implying additional and unnecessary use of internal resources and working against tight
timelines. This is diminishing the willingness of the companies to participate in the process. To
overcome this issue, there should be more formal interaction between REA team and the
company before the draft submission to define and agree on the scope of the assessment.

Interaction between the REA team and the company would involve two formal meetings prior

to the assessment phase (Figure 15). Onemeet i ng (fAproject alignment me:
place between the MAH, the EUnetHTA coordinator (and possibly the authors) in the earlier

stages of the pilot. This meeting should provide guidance on the draft submission, indicating

which information is expected (based on PICO) and the level of details. At this stage, it should

also be agreed the definition of the population, the relevant comparators, the main outcomes

to be measured.

Figure 15: Process timeline including two formal me  etings between MAH and EUnetHTA

Submission phase Assessment Publication
+ Scoping meeting « Draft assessment
« Final submission « Revisions

Expression of
interest

Participation
Choice of product

Activities prior to

submission

+ Building up the pilot
team

+ Project alignment
meeting

 Draft submission

0 100

CHMP EPAR

opinion

Timeline
(days)

Another meeting (currently referred to asthe is c opi ng bmEUNnetHTA)gshould be
scheduled before the final submission is due between the MAH and the authors. This meeting
should check the completeness of the final submission and be focused on data discussion with
the coordination team (and ideally the authors). It should also be scheduled to allow enough
time to the company to submit additional data and evidence if this is required.

On the one hand, the benefits of introducing a project alignment meeting appear clear and are
in line with other national HTA processes. For instance, NICE develop the remit and the scope
(including the definition of the population and relevant subgroups, the comparators, the
principal health outcomes) before any evidence is submitted by the manufacturer. Interested

parties are also consulted ont hi s and i nvolved in a 6dscoping wor
scope.118
118 NICE website [last access 25 September 2015]: http://www.nice.org.uk/Media/Default/About/what-we-do/NICE-

guidance/NICE-technology-appraisals/Guide-to-the-single-technology-appraisal-process.pdf
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On the other hand, this adds another meeting into the process with some administrative

complexity. In addition, the agreement of authors is already challenging and this would add to

the difficulty. However, as EUnetHTA gains more experience with the process and timing is

chosen appropriately, authorsd selection could be:
has not been a pilot where comparators or outcomes have been disputed following the scoping

meeting, so companies should learn from this. However, as the pilot process is established and

authors increase in confidence the risk of choosing different comparators or outcomes

increases.

CRA recommendation: A project alignment meeting 60 days prior to the scoping
meeting should be introduced

5.1.3. Authors

The choice of authors has caused considerable concern, particularly the role of smaller HTA
agencies and inclusion of agencies that do not undertake national assessments. This was due
to three reasons. First, the industry believes that non-national agencies or smaller agencies
may have limited capabilities (and possibly the adequate resources) to undertake complex
assessments involving the use of complex methodologies. Second, and related to the previous
point, there is the risk that the quality of the assessments is questioned by bigger agencies and
that this could have an impact on national uptake. Third, when the assessment is performed
by a regional/local agency, there is the concern that there will not even be uptake or re-use by
the country where the author is from.

However, if the authors follow the formal guidance and provided by the EUnetHTA project
managers, then who is undertaking the assessment is less important. Indeed, we do not find
any compelling evidence that the author affected the quality of the assessment.

It is also clear that every assessment has unique challenges and the authors need to be
pragmatic and have the resources to undertaken the exercise. The EUnetHTA guidance
suggests the authors selected should be based on experience. This should be experience of
undertaking national HTA. To understand the challenges of re-use it is clearly preferable that
the author is an HTA that will undertake a national assessment (this also helps motivate the
i ndustry and t he aAgthdpdot ghosess movesffom anmmeademit exercise
to one focused on the potential for re-use, the experience and reputation of the author becomes
more important. This is most important in JA3 pilots.

CRA recommendation: The lead author should be chosen on based experience and
should be planning to assess the product in their own market. This would imply that the
lead author is directly involved in anational HTA process. The role of lead and co-author
should be made explicit.

5.1.4. The types of products that are included in the Rapid REA process

The first five EUnetHTA pilots have shown how the process works for a range of different
products including different therapeutic areas (a vaccine, oncology, diabetes, cardiovascular),
orphan and non-orphan products, products launching into therapy areas with existing products
and those launching without any existing treatments. This suggests that the type of product
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included in JA3 is relatively unimportant in terms of process (we return to methodological issues
below).

However, the process needs to be tailored to the type of product, particularly if the regulatory
timelines are truncated, the time lines for the REA need to be adjusted accordingly.

Finally, although the process works for different types of product, the benefits in terms of re-
use for different products are still unclear.

CRA recommendation: To understand the benefits in terms of re-use, the pilots in JA3
should reflect different types of product. This should be more explicit than JA2

5.1.5. Participation

Participation has been an issue in JA2. Although it may be possible to review products on the
market without the formal involvement of the MAH, undertaking a review prior to marketing
authorisation without the MAH appears very challenging. However, the risk to companies from
an REA being published without their involvement appears equally risky.119

The participation of companies will improve if the benefits from the assessment increase. If re-
use is an explicit objective then companies will have a much greater incentive to participate. If
there is a clear benefit from reduced duplication, then the cost involved will be substantially
reduced. However, one could argue that that risk increases for companies if the re-use of REA
becomes central to JA3.

One solution is transparency. The EUnetHTA team should publish the products based on a
horizon scanning process and a rationale for the product as a pilot and companies should
explain their rationale for inclusion or exclusion from the process.

CRA recommendation: Participation should continue to be voluntary while the process
is being piloted. In order to encourage company participation, pilots should explicitly
aim at adopting the report in participating agency processes. A transparent process of
horizon scanning and selection would also increase the willingness of companies to
engage. The decision of companies not to participate should also be made more
transparent.

5.1.6. Stakeholders included in the process

In the assessment phase of the first five pilots for JA2, no physicians and patients have been
involved. The inclusion of other stakeholders would make the EUnetHTA process more

consistent with the assessment processes in national HTA processes, whi ch consi

and cliniciansd views. |In these cases, the
in ensuring that the comparators and the outcome measures reflect clinical practice and

Some will argue that the position of the industry on this would probably become clearer after the completion of the sixth
pilot in JA2. However, this is an ex post assessment involving a number of companies and therefore is not directly
applicable.
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societal preferences. For instance, NICE invites consultees (including physicians, patients and
carers organisations) to comment on the draft scopes of the assessment early in the process
of selection of technologies for assessment.120

However, there are challenges. First, the views of patients and physicians should take a

AEuropeand perspective, rather than national

compatible for all the European countries in the EUnetHTA network. The European patient
groups would need to develop the capacities to do this as they do for the EMA process. There
is a challenge to consider how this can be implemented in practice (for instance, it would appear
straightforward to have them as a reviewer of the draft report; however, it could also be
considered if there is the need to involve them earlier in the process). Second, the rapid REA
process is relatively complex and has tight timelines (failing to publish the report at the time of
the EPAR would imply delays or reduce the potential for re-use). The degree to which this
would improve or delay the process is unclear.

Therefore, in JA3, it should be considered
requirement and where in the process they can add most value. In particular, it could also be
discussed whether this should be a requirement for all the pilots or for a set of products with
given characteristics. In terms of the process, physicians can give input into the standards of
care and context around relative efficacy and comparative safety which could be very important
for the weightings of these domains. Physicians might also indicate where substantial treatment
variation occurs across the EU, which is important to put the conclusions into context. Patients
will add value in relation to assessing the Quality of Life and unmet need and also local context
and values. This could be in the project alignment meeting (inputting on the PICO) and later in
the scoping meeting.

CRA recommendation: The inclusion of patient and physician representatives in the
process should be piloted in JA3.

Further implications for the Pilots under JA3

There are some implications from JA2 that should be considered as guidance on how to
improve the efficiency and the quality of the process in JA3.

The goal of Joint Action 3

Most of the process issues were resolved in JA2 and it has been shown that assessment can
be undertaken by European HTA agencies creating a European assessment. It is therefore
possible to argue that JA 3 should focus on re-use which has not been adequately tested.

Although, it was stated as an objective of JA2, in practice re-use was de-emphasised
throughout the pilots and the focus was primarily on the process and the methodology. JA3
should clearly put much bigger emphasis on re-use and potentially re-use could be the unique
focus of JA3.

NICE website [last access 25 September 2015]: http://www.nice.org.uk/Media/Default/About/what-we-do/NICE-
guidance/NICE-technology-appraisals/Guide-to-the-single-technology-appraisal-process.pdf
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