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1. Introduction

1.1 Purpose of the document

The purpose of this document is to provide recommendations arising from Work Package 8 (WP8)
Lifecycle Pharmacovigilance (PV), Topic 3 Post Authorisation Safety Studies (PASS) assessment.
The recommendations cover both assessment of protocols and study reports. The Guideline on
good pharmacovigilance practices (GVP) regarding Post Authorisation Efficacy Studies (PAES) is
pending and assessment of PAES is not included in this document.

The WP8 lead is Italy (AIFA), and this topic is led by Sweden (MPA) in collaboration with Italy
(AIFA), Ireland (HPRA), Spain (AEMPS), Portugal (INFARMED), the United Kingdom (MHRA) and
Norway (NOMA).

This document is intended to give recommendations on some aspects of PASS assessment and
the drafting of assessment reports. It is not intended in any sense to replace PASS guidance and
requirements detailed elsewhere. It is not intended to advise on procedural aspects or to influ-
ence templates and guiding text provided by the European Medicines Agency (EMA).

Assessors need to be familiar with legislation and guidelines and to refer to these as appropriate

throughout the assessment process.
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1.2 Definitions and abbreviations

DUS Drug Utilisation Study

EEA European Economic Area

European Network of Centres for Pharmacoepidemiology and

Ao Pharmacovigilance
EMA European Medicines Agency
EU European Union
GVP Guideline on good pharmacovigilance practices
ISPE International Society for Pharmaceutical Engineering
ISPOR International Society for Pharmacoeconomics and Outcomes Research
MS Member State
NCA National Competent Authority
NCE New Chemical Entity
P Protocol
PAES Post Authorisation Efficacy Study
PASS Post Authorisation Safety Studies
PRAC Pharmacovigilance Risk Assessment Committee
PV Pharmacovigilance
R Results
REporting of Studies Conducted Using Observational Routinely-
RECORD Collected Health Data
RMP Risk Management Plan
Strengthening Collaboration for Operating Pharmacovigilance in
SCOPE Europe
SIG Special Interest Group
STROBE STrengthening the Reporting of OBservational studies in Epidemiology
WP Work Package
1.3 Attachments
Annex 1 WP8 Practical Guide on PASS Assessment
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1.4 Background

The continued benefit/risk assessment of a medicinal product during its lifecycle is a cornerstone
for the effective operation of the pharmacovigilance system in the European Union (EU). At the
time of authorisation of a new medicinal product the known important safety concerns (risks and
missing information) are summarised in the Risk Management Plan (RMP).

The possibility to request PASS or PAES gives national competent authorities (NCAs) more tools
for planning how to further characterise known or potential important risks and how to gather
information on gaps in knowledge in specific subpopulations. Such studies are described in the
pharmacovigilance plan of the RMP and involve, for example, cohort prospective and retrospec-
tive studies, cross-sectional studies, case studies, drug utilisation studies (DUSs), appropriate-
ness studies and prescription patterns studies.

A survey, based on a questionnaire to NCAs concerning experience and practice in assessment
of PASS, is the basis for advice on good practice provided in this document.

1.5 Context

Assessors at NCAs are the main targets for these recommendations, but also the lead of assessor
teams and administrative lead within the PV area at NCAs are within the target groups.
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2. Aims

The overall aim of recommendations is to contribute to practical advice for the assessment of
PASS protocols and final results, as well as to good practice with regard to PASS assessment,
which has been found challenging for NCAs patrticipating in the Strengthening Collaboration for
Operating Pharmacovigilance in Europe (SCOPE) Joint Action.
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3. Methodology

3.1 Development

A web-based survey (web tool: SurveyMonkey) was developed in cooperation with all active par-
ticipants in the WP8, through e-mail, teleconferences and face-to-face meetings. The survey was
disseminated to 28 NCAs participating in SCOPE. By survey close, a total of 25 member states
(MSs) had provided responses. This represents a high response rate of 90% (Germany, Austria
and Luxembourg are not official SCOPE partners).

The following areas were covered by the survey:
e Organisation and processes

e Epidemiologic support function

e Training policy

e Training material recommendation.

3.2 Challenges/limits

One of the challenges in identifying current practice at national level is the fact that not all Euro-
pean NCAs have been participating in the SCOPE project, thus the document only reflects the
practice in SCOPE participating countries. Moreover, not all questions included in the WP8 sur-
vey obtained the maximum response rate, particularly in areas such as PASS and PAES, where
some NCAs have little experience. Differences between MSs with regard to their experiences
(e.g. not having experience as the Pharmacovigilance Risk Assessment Committee (PRAC) Rap-
porteur), as well as their resources and priorities, make it difficult to generalise the results.

Due to the multi-factorial nature of the assessment process, it is not feasible to cover all circum-
stances and each assessment must be conducted on a case-by-case basis.
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4. Recommendations

4.1 Organisation and process

Most assessments of PASS protocols and reports will benefit from a multidisciplinary approach,
with PV assessors working in collaboration with assessors with other competences.

Some form of quality assurance is advised and the majority of national authorities use assessor
meetings to review draft assessment reports, or use peer reviewers within the agency.

Only a small fraction of national authorities comment on all PASS, so it is proposed that the new
chemical entity (NCE) establish a method for prioritising. The vast majority of agencies prioritise
the work either based on types of studies, selected therapeutic areas or types of procedures.

4.2 Epidemiologic support function

Pharmacoepidemiology expertise is considered valuable and should be available if possible.
Providing this type of scientific support and proposing how such a function could be organised
and resourced may be outside of the remit of the SCOPE project.

4.3 Training policy

The mainstay in training is senior PV colleagues acting as mentors, and additional training is most
frequently provided on an ad-hoc and individual basis. Only a small number of national authorities
mentioned some form of regular training programme for new employees and/or assessors.

Comparison with other study protocols/reports was the most frequently reported method to as-
sist assessment and the vast majority (95%) of the NCAs use GVP Module VIl as a guideline,
whilst half of the NCAs use the European Network of Centres for Pharmacoepidemiology and
Pharmacovigilance (ENCePP) checklist and guideline. Responses suggested that internal docu-
ments are developed for national procedures.

4.3.1 Training session on PASS assessment

Within the SCOPE Project, there will be a training session/workshop which specifically relates to

the assessment of PASS. The workshop will be an introduction to the hints and tips document
with practical examples, and will be lead by experienced assessors.
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4.3.2 European Exchange Programme

Within WP8 there is a proposal for an Exchange Programme within the network of
medicines regulatory authorities from the 31 European Economic Area (EEA) MSs,
the European Commission and the EMA. The exchange of competence, experience
and knowledge among assessors from MSs seems a very relevant initiative for the improvement
of the effectiveness of the network, especially the work of the PRAC.

It is also foreseen that such a programme will help to:
e Increase the level of competence of PV assessors in Europe
e Ensure the overall quality of pharmacovigilance assessments

e Encourage a more harmonised approach to assessment, the use of new and existing tools
and a build-up of competences in NCAs.

4.4 Training material recommendation

4.4.1 Guidelines

There are a number of useful and reputable guidelines and checklists that can be used when
assessing protocol (P) and study results (R). These documents can be found in the annex:

e The GVP Module VIil, which is necessary for assessors. GVP: Module VIl —= PASS (P) (R)

e Many NCAs recommend the use of the ENCePP checklist for methodological standards,
which provides support when assessing protocols in terms of checking that the essential
information regarding study protocol is provided (P)

e Additionally the ENCePP provides guidance on how to create a PASS protocol in the “EN-
CePP Guide on Methodological Standards in Pharmacoepidemiology”. This information is
useful for more in-depth reading and several references to practical examples from the liter-
ature are provided. Additionally the Guide also provides information regarding pharmaco-
genetic and vaccine studies (P)

e Concerning observational studies in general, an international collaborative initiative of epide-
miologists, methodologists, statisticians, researchers and journal editors named STROBE
(STrengthening the Reporting of OBservational studies in Epidemiology) has presented state-
ments on how to present results from observational studies. While the checklist identifies the
key elements, the article explains the checklist items as well as gives methodological back-
ground and published examples of transparent reporting (von Elm et al. PloS 2007) (R)

10



http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129137.pdf
http://www.encepp.eu/standards_and_guidances/documents/ENCePPChecklistforStudyProtocols.doc
http://www.encepp.eu/standards_and_guidances/documents/ENCePPGuideofMethStandardsinPE_Rev4.pdf
http://strobe-statement.org/index.php?id=available-checklists
http://www.plosmedicine.org/article/fetchObject.action?uri=info:doi/10.1371/journal.pmed.0040296&representation=PDF
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o Concerning the use of databases, the International Society for Pharmacoeco-
nomics and Outcomes Research (ISPOR) Task force has provided a checklist
written in the form of 27 questions to guide decision-makers as they consider the
database, the study methodology, and the study conclusions (Motheral et al.,
2003) (P) (R)

¢ Additionally concerning the use of databases, members of the International Society for Phar-
maceutical Engineering’s (ISPE) special interest group (SIG) on database research have pub-
lished guidelines for good database selection and use in pharmacoepidemiology research
(Hall et al. 2011). The guidelines include critical questions and comments regarding important
issues that have to be illustrated when evaluating protocols and studies based on healthcare
database used in observational research (P) (R)

¢ Recently, an international collaboration funded by Canadian Institutes of Health Research,
Swiss National Science Foundation and Aarhus University published a Guideline. The collab-
oration was created as an extension to the STROBE statement to address reporting items
specific to observational studies using routinely collected health data: The REporting of Stud-
ies Conducted Using Observational Routinely-Collected Health Data (RECORD) Statement:
Methods for Arriving at Consensus and Developing Reporting Guidelines.

4.4.2 Hints and tips from WP8 on PASS assessment

Hints and tips on PASS assessment from WP8 will be part of training material.

4.4.3 PRAC experience from imposed PASS

The PRAC cumulative experience with regard to imposed PASS protocols will be reviewed, and
might be part of the training material.

11



https://www.ispor.org/workpaper/research_practices/A_Checklist_for_Retroactive_Database_Studies-Retrospective_Database_Studies.pdf
http://www.pharmacoepi.org/pub/1c2a306e-2354-d714-5127-9fd12e69fa66
http://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.1001885
http://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.1001885
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5. Impact assessment (anticipated)

The proposed recommendations are aimed at improving understanding of the different chal-
lenges faced by assessors in dealing with PASS assessment. The recommendations should help
to ease some of these challenges and enable NCA staff to work more closely to strengthen the
European and global PV network. The recommendations will hopefully contribute to ensure that
NCAs are able to support the PRAC with high-quality assessment and advice.

12
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1. Introduction

1.1 Purpose of the document

The purpose of this document is to provide practical guidance from WP8 Lifecycle Pharmacovig-
ilance, Post-Authorisation Safety Studies (PASS) assessment. The practical guide covers assess-
ment of both PASS protocols and study reports. The draft scientific guidance on Post-Authori-
sation Efficacy Studies (PAES) has been released for public consultation on 06/11/2015, along
with the post-authorisation guidance on PAES. However the practical experiences for assess-
ment of PAES is currently limited.

The WP8 lead is Italy; the topic lead is Sweden, in collaboration with ltaly, Ireland, Spain, Portu-
gal, UK and Norway.

The following aspects should be considered:

e This document is intended to give practical guidance on some aspects of PASS assessment
and drafting of Assessment Reports (ARs). It is not intended in any sense to replace PASS
guidance and requirements detailed elsewhere. It is not intended to advise on procedural and
scientific aspects or to influence templates and guiding text provided by the EMA.

e Assessors need to be familiar with legislation and guidelines and to refer to these as appro-
priate throughout the assessment process.

1.2 Relevant guidelines

e Guidance for the format and content of the protocol of non-interventional PASS

e Guidance for the format and content of the final study report of non-interventional PASS

e Scientific guidance on PAES (Draft)

e Template for PRAC/Rapporteur PASS protocol preliminary/updated assessment

e Template for PRAC/Rapporteur Preliminary/Updated Assessment report of an non-interven-
tional imposed PASS final study report




http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/10/WC500133174.pdf

http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2013/01/WC500137939.pdf

http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2013/01/WC500137939.pdf

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000150.jsp&mid=WC0b01ac0580979eae

http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2012/12/WC500136143.doc

http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2014/02/WC500161108.doc
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1.3 Definitions and abbreviations

Terminology

AEMPS
AR
CCAA
EnCepp

EMA
EU
GVP
IFPMA

ISPE
ISPOR
MAH
MS
NCA
PAES
PASS
PV
PRAC
PSUR
PSUSA
RECORD

RMM
RMP
STROBE
WP

La Agencia Espanola de Medicamentos y Productos Sanitarios
Assessment Report
Comunidades autonomas/Autonomous Communities in Spain

The European Network of Centres for Pharmacoepidemiology and
Pharmacovigilance

European Medicines Agency
European Union
Good pharmacovigilance practices

International Federation of Pharmaceutical Manufacturers &
Associations

International Society for Pharmaceutical Engineering
International Society for Pharmacoeconomics and Outcomes Research
Marketing Authorisation Holder

Member State

National Competent Authority

Post-Authorisation Efficacy Study

Post-Authorisation Safety Studies

Pharmacovigilance

Pharmacovigilance Risk Assessment Committee
Periodic Safety Update Report

Single assessment of Periodic Safety Update Reports

REporting of studies Conducted using Observational Routinely-
collected health Data

Risk Minimisation Measure

Risk Management Plan

STrengthening the Reporting of OBservational studies in Epidemiology
Work Package
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Practical Guide on PASS Assessment

2. Background

The continued benefit/risk assessment of a medicinal product during its lifecycle and consistency
in the application and evaluation of risk management and minimisation principals are the corner-
stones for the effective operation of the pharmacovigilance (PV) system in the European Union
(EV). At the time of authorisation of a new medicinal product, the known important safety con-
cerns (risks and missing information) are summarised in the Risk Management Plan (RMP).

The possibility to request PASS or PAES gives the National Competent Authority (NCA) more
tools for planning how to further characterise already identified risks or further evaluate important
potential risks, and how to gather information on gaps in knowledge in specific subpopulations.
Such studies are described in the PV Plan of the RMP. A PASS is not a specific study design. It
can be non-interventional or interventional. The study methods in this field, including active sur-
veillance (such as intensive monitoring schemes, prescription event monitoring and registries),
observational studies (such as cohort, case-control, cross-sectional studies or with other designs
including self-controlled case-series, case-crossover and case-time-control studies), clinical tri-
als (such as mechanistic, pharmacodynamic, pharmacokinetic or interaction studies, including
large simple trials), and drug utilisation studies, continue to develop. In this “practical guide”
document, only non-interventional studies are discussed.

2.1 Need for PASS?

The first question to raise is whether a safety concern could be followed by routine PV, i.e. signal
detection, or not. If the safety question concerns changed frequency, or further characterisation
of an important identified risk is needed, then there needs to be an additional PV study, such as
PASS.

Common concerns in the RMP regarding important potential risks that lead to PASS include:
Estimate the strength of a potential association between exposure to the medicine and specified
adverse events: Are there changes in incidence over time for an adverse event? Can specific risk
groups within the approved indication(s) be identified? How common is off-label use?

A clearly specified scientific question based on the safety concern is important in order to im-
prove the chances to obtain an interpretable result from PASS that can support regulatory deci-
sion-making.
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3. Challenges/limits

The advice on good practice provided in this document was extrapolated from the WP8 survey
report and has been further elaborated on the basis of the comments and discussions raised by
participants during the WP8 meetings and consultations.

One of the challenges in identifying current practice at national level is the fact that not all Euro-
pean NCAs have participated in the SCOPE project; thus, the document only reflects the practice
in SCOPE participating countries.

Some NCAs did not answer all questions in the survey, in particular in areas such as PASS and
PAES where some NCAs have little experience.

Differences between Member States (MSs), e.g. in having experience as PRAC rapporteur, as
well as different resources and priorities, may make it difficult to generalise the results.
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4. Practical guidance \Q/

4.1.Practical approach
(planning, organisation and pre-assessment preparatory work)

4.1.1. Planning and organisation

Most assessments of PASS protocols and reports will benefit from a multidisciplinary approach,
such that PV assessors work in collaboration with assessors with other expertise (e.g.
epidemiology, biostatistics, specific clinical expertise and/or senior scientific or regulatory
experts in general). Pharmacoepidemiological support is considered valuable and should be
available if possible.

Some form of quality assurance is advised, and assessor meetings or peer reviewers may be
used to review draft ARs.

Concerning timelines, it is useful to have personal timelines, that take into account time needed
for consultation with other assessors and for quality assurance.

4.1.2. Pre-assessment preparatory work

Pre-assessment preparatory work may include consultation of relevant guidelines provided in
section 4.2.1 below. Familiarity with the legislation and the EMA guidance on PASS and PAES is
recommended in order to be fully aware of the process. A clear understanding of the regulatory
history of the medicine, in particular the data and considerations underlying the safety concern(s)
being investigated, the pharmacology of the substance, and the clinical particulars of the indica-
tion as well as the event of interest, is imperative for good assessment of a PASS.

The template provided by the EMA should be used and contains helpful guiding text.

4.1.3. Comment on assessment reports produced by other Member States

Only a small fraction of NCAs comment on all PASS ARs, so it is proposed that the NCAs estab-
lish a method for prioritising which PASS ARs to focus on as MS. The vast majority of agencies
prioritise the work based on types of studies, either by selected therapeutic areas or types of
procedures.
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4.2 Support for overcoming challenges during \ !
evaluation of PASS protocol and results p

4.2.1 Guidelines, checklists, registries and databases

The EMA template AR gives useful guidance when drafting the report (for links see introduction).
There may also be other forms of internal guidance, such as a checklist or Q&A document, within
NCAs to help ensure the consistency and quality of the report.

In addition, there are a number of useful and reputable guidelines, checklists registries and da-
tabases that could be used when assessing protocol and study results. Links to these guidelines
together with the documents are provided in Annex 1.

The assessor must be familiar with GVP module VIII. GVP: Module VIII — PASS (protocol and
study results)

Additional support could be found in EMA’s Question and Answers.

Many NCAs recommend the use of the European Network of Centres for Pharmacoepidemi-
ology and Pharmacovigilance (ENCePP) checklist for methodological standards, which pro-
vides support when assessing protocols in terms of checking that essential information is
provided in the study protocol. This checklist should always be provided with the submission.

Additionally the ENCePP provides guidance on how to create a PASS protocol in the
‘ENCePP_Guide on Methodological Standards in Pharmacoepidemiology‘. This information
is useful for a more in-depth reading and several references to practical examples from the

literature are provided. Additionally, the guide also provides information regarding pharmaco-
genetic and vaccine study protocols.

ENCePP Resources Database comprises the Inventory of ENCePP research centres and net-
works, and the Registry of EU data sources. Both the Inventory and the Registry are search-
able and allow the identification of centres and data sets by country, type and other relevant
criteria. This may be useful for the assessor to identify further relevant EU data sources as
needed.



http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129137.pdf

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000134.jsp&mid=WC0b01ac0580796d88

http://www.encepp.eu/standards_and_guidances/documents/ENCePPChecklistforStudyProtocols.doc

http://www.encepp.eu/standards_and_guidances/documents/ENCePPGuideofMethStandardsinPE_Rev4.pdf

http://www.encepp.eu/encepp/resourcesDatabase.jsp



SCOPE Work Package 8

Lifecycle Pharmacovigilance
Practical Guide on PASS Assessment

e The EU PAS Register is a publicly available register of non-interventional post- N\ “, V4
authorisation studies (PAS). PASS initiated, managed or financed by a MAH -Qﬁ
and required in a RMP are entered into this Register. This may facilitate asses- A
sors to identify studies that are relevant to consider while assessing a PASS proto- .
col.Concerning observational studies in general, an international collaborative initiative of ep-
idemiologists, methodologists, statisticians, researchers and journal editors named STROBE
(STrengthening the Reporting of OBservational studies in Epidemiology) has presented state-
ments on how to present results from observational studies. While the checklists identify the
key elements, the article explains the checklist items, methodological background and pub-
lished examples of transparent reporting (von Elm et al. PloS 2007) (study results)

e Concerning the use of databases, the International Society for Pharmacoeconomics and Out-
comes Research (ISPOR) task force has provided a checklist in the form of 27 questions to
guide decision makers as they consider the database, the study methodology, and the study
conclusions (Motheral et al., 2003) (protocol and study results)

e Additionally, concerning the use of databases, members of the International Society for Phar-
macoepidemiology (ISPE) special interest group (SIG) on database research has published
guidelines for good database selection and use in pharmacoepidemiology research (Hall et

al. 2011). The guidelines include critical questions and comments regarding important issues
that have to be illustrated (protocol and study results)

e Recently an international collaboration funded by Canadian Institutes of Health Research,
Swiss National Science Foundation and Aarhus University published guidelines, to address
reporting items specific to observational studies using routinely collected health data: The
REporting of Studies Conducted Using Observational Routinely-Collected Health Data
(RECORD) Statement: methods for arriving at consensus and developing reporting guidelines
(study results), The collaboration was created as an extension to the STROBE statement.

There are also examples of additional tools that have been created by national authorities
supplementary to the EMA templates. An example is the practical guide submitted by the AEMPS
during the survey, a guide that also reflects the assessment of risk of promotional aspects of the
study (the AEMPS guide can be found in Annex 2). This guide is adapted from the post-
authorisation studies guidance of the Spanish Committee for the coordination of the post-
authorisation studies.

Additionally, there are challenging questions regarding promotional issues when assessing a
PASS protocol. Some MSs have introduced national regulation, which has been shown to be
effective in avoiding promotional studies.

Generally, a study should not be an incentive to advise, prescribe, purchase, supply, sell or ad-
minister medication and the prescription of the medicine should clearly be separated from the
decision to include the patient in the study.

10



http://www.encepp.eu/encepp_studies/indexRegister.shtml

http://strobe-statement.org/index.php?id=available-checklists

http://www.plosmedicine.org/article/fetchObject.action?uri=info:doi/10.1371/journal.pmed.0040296&representation=PDF

https://www.ispor.org/workpaper/research_practices/A_Checklist_for_Retroactive_Database_Studies-Retrospective_Database_Studies.pdf

http://www.pharmacoepi.org/pub/1c2a306e-2354-d714-5127-9fd12e69fa66

http://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.1001885
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In order to further question an eventual promotional intention, one can check that: N\ ! V4

N
77

o There is a clearly defined and relevant research question

e The study does not look at issues already addressed

e The study involves a comparator group

e The study does not seem larger than needed to answer the questions proposed
o The study is not loosely supervised regarding safety follow-up

This is supported by the International Federation of Pharmaceutical Manufacturers & Associa-
tions (IFPMA), which is a global, non-profit, non-governmental organisation with a secretariat
based in Geneva, Switzerland. The IFPMA represents the research-based pharmaceutical indus-
try and has proposed a Code of practice and advocates that a clinical study must have a legiti-
mate scientific purpose.

11



http://www.leem.org/sites/default/files/IFPMA_Code of Practice_2012.pdf



SCOPE Work Package 8

Lifecycle Pharmacovigilance
Practical Guide on PASS Assessment

4.2.2 Experiences from PRAC reported by EMA “

In August 2015 the EMA presented experience gained from the first imposed PASS
protocols discussed at PRAC. In total, 38 protocols for imposed PASS were as-
sessed by PRAC between September 2012 and March 2015. Two of these protocols were re-
jected for feasibility issues.

N\
4

/ﬂ\

The most common issues for discussion were, in additional to objectives, mainly research meth-
ods (such as data source/population, study design, variables/outcomes, study size and data
analysis); see Figure 1 below.

60%
500/0 45 70/0 48 1°/0

5
40% T 383% 35.8%
30% - 2359
20%
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&
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Figure 1: Percentage calculated by dividing the number of times when a methodological issue
was raised in the PRAC AR and the total number of procedures employed for protocol as-
sessment and/or endorsement.

This information indicates which areas in protocol assessment generate the highest attention
during PRAC discussion, such as data source/population and study design.

It could be mentioned that the issues on study design, setting, data source, variables and size
could be related to each other sometimes. The assessor’'s comment should be placed under the
most relevant subheadings in the session of methodology.

The key questions the assessor should keep in mind would be whether the studies will be feasible
to generate reliable results sufficiently timely.
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4
N\

4.2.3. Ensuring the quality of the assessment

It could be valuable to have epidemiologists, as well as statisticians, assess IQ\
whether methodology used by the applicant/MAH in the protocol and study report =
are appropriate.

The general epidemiology support function could be available routinely, or when it is considered
needed.

For imposed studies (category 1), epidemiological input could be obtained from the EMA rou-
tinely.

For requested (category 3) studies, the EMA in July 2015 initiated a 12 month pilot to allow MAHs
to apply for scientific advice on PASS protocol.

To ensure consistency and quality, comparison with other assessments of similar types of study
protocols, for similar products, with similar objectives, is considered valuable.

Collaboration between NCAs should be encouraged in order to share knowledge and lessons
learnt.

4.3 Support for drafting requests for supplementary
information

The main questions for assessors to consider when assessing the protocol are:

o If the proposed study will provide sufficiently robust scientific evidence to support decisions
on regulatory action regarding the underlying safety concerns

o If the proposed study is hon-promotional

In order to address these key questions, it is essential to compare how the main objective has
been worded in relation to the safety concern, as expressed by the regulators that prompted the
PASS. The main objective will then ‘drive’ the choice of study design, data sources used, sample
size, milestones, and other key aspects.

The main objective, as identified by regulators when the need for a PASS was decided, should
be the focus during the assessment of the study protocol.

Experience of assessment of final study results of imposed PASS is currently limited, but inter-
pretation of data will involve the critical questions that are raised during the assessment of the
protocol. Therefore, the main focus would be to thoroughly assess the protocols.
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Annex 1. Guidelines checklists, registries and
databases

1. GVP Module VIl Rev 1: http://www.ema.eu-
ropa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129137.pdf

2. ENCePP Checklist for study protocol (Revision 2 amended): http://www.encepp.eu/stand-
ards_and_guidances/documents/ENCePPChecklistforStudyProtocols.doc

3. ENCePP Guide on Methodological Standards in Pharmacoepidemiology (Revision 4):
http://www.encepp.eu/standards_and guidances/documents/ENCePPGuidecfMethStand-
ardsinPE_Rev4.pdf

4, STROBE, von Elm et al. PloS 2007:
http://strobe-statement.org/index.php?id=available-checklists

http://www.plosmedicine.org/article/fetchObject.action?uri=info:doi/10.1371/jour-
nal.pomed.0040296&representation=PDF

5. The REporting of studies Conducted using Observational Routinely-collected health Data
(RECORD) Statement:
http://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.1001885

6. ISPOR - A Checklist for Retrospective Database Studies:
https://www.ispor.org/workpaper/research practices/A Checklist for Retroactive Data-
base Studies-Retrospective Database Studies.pdf

7. ISPE’s special interest group in database research: Guidelines for good database selection
and use in pharmacoepidemiology research:
http://www.pharmacoepi.org/pub/1c2a306e-2354-d714-5127-9fd12e69fa66

8. ENCePP Resources Database:
http://www.encepp.eu/encepp/resourcesDatabase.jsp

9. The EU PAS Register
http://www.encepp.eu/encepp_studies/indexRegister.shtml
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1.- PASS IDENTIFICATION

Study code:

Date of submission:

Title:

Version or Protocol date:

Informed consent version:
Patient information sheet version:

Clinical Research Ethics Committee who assess the study:

SPONSOR:

MONITOR:

Principal investigator:

Centre Investigator Service
uality of life

Safety Effectiveness UPharmacogenetics UO‘ ¥

] " lother:
Compliance

| |Sing|einstitution | |Mu|ticentre

| |Nationa| | |Internationa|

| |Descriptive |_|Case-contro| \_[Cohort |_|Quasi-experimenta|
Other design:

| |Prospective | |Retrospective

Participating Centre Number

‘Total of expected patients:

Study length:
Disease or medical problem:








Medicine(s) assessed:

ASSESSOR (if applies):

SPEAKER (if applies):

2.- METHODOLOGICAL ASPECTS

A.- STUDY JUSTIFICATION

[Yes/Uncertain (U)/No/Non appropriate (NA)]
2A.1 Isthe current status of the treatment of the disease/disorder provided?

2A.2 Isthere enough clinical data to justify the relevance and the clinical utility
of the study?

Considerations:

Yes

NO

NA

The studies will have a reliable, up-to-date, scientific justification, which should be explained and should be

referenced in the protocol.

B.- STUDY OBJECTIVES

[Yes/Uncertain (U)/No/Non appropriate (NA)]

2B.1 Isthe hypothesis and the study objective(s) clearly defined?

2B.2  Has the study got a clearly defined primary objective?

2B.3  Isthe primary objective intended to provide additional information
about the drug(s) studied?

Considerations:

Sl

NO

NA

e Itis necessary that the primary objective of the study, as well as any secondary objectives, are clearly

defined.

e Some possible objectives of post-authorisation studies are: the assessment of the effectiveness, safety
and efficiency of medicines, quality of life and patient satisfaction in relation to the pharmacological
treatment, pharmacogenetic aspects and the usage of drugs under investigation.

C.- STUDY DESIGN

[Yes/Uncertain (U)/No/Non appropriate (NA)]

2C.1 Isthe design the most appropriate and feasible to achieve the
primary objective/the study hypothesis?

2C.2  Are the data sources and the scope of the study appropriate and
well defined in the protocol?

2C.3 Isthe design substantially modified by the secondary objectives?

S|

NO

NA








Considerations:

o The study should have been classified by the AEMPS as an observational (non-interventional) study:
o The investigated fundamental exposure factor will be drug(s).

(0] The treatment should follow the routine clinical practice and should not be
decided in advance. Therefore, doctor prescription habits should not be modified by the
study.

(0] Regarding the complementary tests, the following are considered to be
within routine clinical practice: procedures established in the protocols or clinical practice
guidelines approved by the corresponding scientific societies, as well as blood tests, and by
homology, saliva and urine.

° The study should be considered a prospective study when the research period (or part of it) will take
place after the date of the study initiation.

° Taking into account the objective/hypothesis of the study, the following points will be considered:

(0] If the primary objective can only be achieved through an analytical study,
the presence of a comparator group will be considered. If that group is not foreseen, it should
be properly justified in the protocol. For example, in certain cases, PASS with these features
and without a comparison group could be considered, when the possible adverse events to be
studied have a close to zero baseline incidence (e.g. 1 per 100,000 or lower), or when a
historical control comparison has taken place.

o If the objective can be achieved through a descriptive study, it will not be
necessary to have a comparator group.

(0] If the objective of the study is the general description of the medicine use
patterns (indication, duration of treatment, the appropriate use of medication, dose
adjustments, etc.) it will mainly adopt a retrospective cross-sectional or longitudinal design.
Otherwise it must foresee the appropriate mechanisms to avoid participation in the study
becoming a factor that modifies the prescription pattern of the drugs studied.

o In order to choose the study field (primary care, specialty care, hospital care, mixed), the sponsor must
take into account the study objectives, the investigated medicinal product(s) and the characteristics of
the sample size chosen.

D.- TREATMENT STUDIED

[Yes/Uncertain (U)/No/Non appropriate (NA)]

Yes |U NO |NA

2D.1  Is the treatment studied specified with sufficient detail in the protocol? (E.g.
one or more treatments, dose, posology, route of administration, duration,
etc.)








2D.2 If a comparison group is expected, is the proposal the most appropriate
option (standard treatment, active comparator etc.)?

2D.3  Will the concomitant treatment information be collected?

2D.4 If known, are the prescription and the supply of the medicine following the
common/routine channels?

2D.5 Isthe study assessing a group of medicines?

2D.6 Is the medicine being used according to the SmPC and to the usual
conditions of use?

Considerations:

®  The patients included in the treatment group with the studied medicine(s) should be prescribed the
medicine prior to inclusion in the study. Otherwise, this should be clearly justified in the protocol.

®  The change (switch) of the treatment cannot not be established by the protocol during the study.
® In prospective follow-up studies, treatments should be used according to the usual clinical practice.

®  The prescription and supply of the drug should follow the common/routine channels. If a different
drug supply is considered, it should be properly justified in the protocol.

E.- SELECTION CRITERIA

[Yes/Uncertain (U)/No/Non appropriate (NA)]

Yes |U NO |NA

2E.1 Does the chosen cohort represent the population to which the results will be|
inferred?

2E.2  Are theinclusion and the exclusion criteria properly specified?

2E.3  Are the withdrawal criteria specified? Are they adequate?

Considerations:

®  Where appropriate, the potential bias associated with the person selection will be assessed as much
for the treatment group with the drugs studied as for the comparator group.

F.- CALCULATION OF SAMPLE SIZE AND LOSSES

[Yes/Uncertain (U)/No/Non appropriate (NA)]

Yes |U NO |NA

2F.1  Are the established assumptions detailed to calculate the sample size?
(Alpha and beta errors, magnitude of the difference, uni/bilateral H,
additional % of sample in anticipation of potential loss to follow-up orn
dropouts)








2F.2

2F.3

2F.4

2F.5

2F.6

Is the proposed sample size appropriate to achieve the primary objective of
the study?

Is the sample size from previous studies and/or according to the used
statistic power justified?

Is the expected loss of follow-up specified?
Are the reasons for possible losses listed (dropouts, withdrawn etc.)?

In the planned analysis, are the losses properly treated?

Considerations:

The sample size should be justified from previous studies and/ or according to the statistic power used.

The sample size should be sufficient to achieve the primary objective of the study.

On the assumption that the sample size may not be high enough because there are not enough patients

with the conditions, it should be justified.

If it is an incidence study of an uncommon adverse reaction, the sample size must exceed the previous

studies carried out during the clinical development

The sample size should take into account possible losses of patients during the study.

G.- STUDY DURATION

2G.1

[Yes/Uncertain (U)/No/Non appropriate (NA)]

Is the duration envisaged for the study consistent? And where appropriate,
is the proposed tracking time consistent with its primary objective?

Yes

NO

NA

Considerations

® Seasonality biases or a possible variability in patients should be considered depending on the period in

which the study is carried out.

® The follow-up period of patients has to be sufficient for the outcomes to appear (e.g. incubation periods,

latency, etc.).

® |f necessary, the post-treatment follow-up period would be specified.

® The follow-up period should be long enough to get the information envisaged in the objectives of the
study. The tracking period to get a secondary objective should not exceed the corresponding one for the

primary objective.

H.- VARIABLES AND MEASURING INSTRUMENTS

2H.1

2H.2

[Yes/Uncertain (U)/No/Non appropriate (NA)]

Primary outcome measure (end point or outcome variable) and response
evaluation criteria:

Is the primary endpoint of the study defined?

Is it clinically relevant?

Yes

NO

NA








2H.3 Is it objective (it can be measured with sufficient accuracy and reliability)?
2H.5 Does any unusual intervention in clinical practice identify?

2H.6 If questionnaires are used, have they been validated?

Considerations:

A primary objective variable should be defined that allows clinically relevant information related to the
primary objective of the study to be obtained.

The rest of the variables and epidemiological methods used should be suitable for achieving the objectives
of the study.

The measuring instruments have to be sufficiently accurate and precise to measure the variables of the
study.

The questionnaires delivered to patients should correspond to the intended outcome measure and should

be properly validated or, failing that, properly justify its use.

In the response analysis, the number of variables should not be excessive.

l.- STATISTICS ANALYSIS

21.1

21.2

[Yes/Uncertain (U)/No/Non appropriate (NA)]

Yes (U NO |NA

Is the statistical analysis strategy specified?

Are the statistics test proposed the most appropriate to respond to the
hypothesis?

Considerations:

e The studies should have a section where the methodology for the analysis of the data collected is
described. This methodology should be the most suitable to evaluate the results and to achieve the
objectives proposed.

J.- WORK PLAN

2).1

2).2

[Yes/Uncertain (U)/No/Non appropriate (NA)]

Yes U NO |NA

Is the intended work plan described in the protocol?

Does it describe how the monitoring of the study will be carried out by the
sponsor?








Considerations:

e Where appropriate, it should be considered if the content of each visit is detailed enough in the work
plan.

K- BIBLIOGRAPHY PROPOSAL

[Yes/Uncertain (U)/No/No appropriate (NA)]

Yes U NO |NA

2K.1 Isthe reported bibliography appropriate and sufficient?

3.- VERIFICATION OF THE ETHICAL ASPECTS
[Yes/Uncertain (U)/No/No appropriate (NA

Yes (U NO [NA

3.1 In the opinion of the Research Ethics Committee/Clinical Research
Ethics Committee, does the study comply with the specifications|
outlined in the questions and answers document agreed by the Post-
authorisation studies Coordinating Committee?

Considerations:

The studies to be evaluated by AEMPS and the autonomous communities (CCAA) have the assent of at least
one Clinical Research Ethics Committee accredited in Spain. Therefore, the evaluation of the points included in
this section should consist of, at the most, the verification of compliance with the required specifications in the
opinion of the Research Ethics Committee/Clinical Research Ethics Committee and the absence of
contradictions between it and the documents of the study. The opinion of the Clinical Research Ethics
Committee shall contain the following:

e Identification of the Clinical Research Ethics Committee, name and position of the individual by whom

the verdict is signed.

® Date of the meeting and minutes which include the study approval.
® Sponsor of the study.
® Version of the protocol evaluated.

® Version of the patient information sheet and informed consent, or the exemption by the
Clinical Research Ethics Committee when appropriate.

® The economic compensations provided were evaluated (if any) and their possible interference with
the ethical principles postulated.
® The ethical precepts were achieved, as they ae formulated in the order SAS 3470/2009 and the
Declaration of Helsinki of the World Medical Association on ethical principles for medical research on
humans, and its subsequent revisions, as well as those precepts required by regulations applicable
according the characteristics of the study.

4.- ADVERSE EVENTS (To check in prospective studies only)








[Yes/Uncertain (U)/No/No appropriate (NA)]

Yes (U NO [NA

4.1 Does an adverse events collection sheet exist?

4.2 Is the notification method for suspected serious adverse reactions to the
PV system specified?

4.3 Are the criteria for considering an event as a suspected adverse reaction
outlined?

5.- OTHER ASPECTS TO CONSIDER

a.- LEGAL AND FORMAL
[Yes/Uncertain (U)/No/No appropriate (NA)]

Yes U NO NA

5A.2 Are the responsibilities of the different agents clearly established?

5A.3 Is there a data collection form?

5A.5 Are there any commitments by the sponsor to deliver in time the final
report and the intermediate analysis required by the legislation, as well as
any reports that are required by the health authorities?

5A.6 Does the sponsor take care of the economic costs generated in the study?

5A.7 s financial compensation to the investigators foreseen in the protocol?

5A.8 s financial compensation to the centre where the study was carried out
foreseen in the protocol?

Considerations:

® The investigators shall ensure that their participation in the study does not interfere with their
healthcare responsibilities.

® The investigators may receive economic compensation proportional to the additional time devoted
to the study. The economic payment will be, in all cases, explicit and transparent. Their
participation in the study will have to be voluntary and independent.

b.- RESULTS DISSEMINATION
[Yes/Uncertain (U)/No/No appropriate (NA)]

Yes (U NO [NA

5B.1 Does a plan for dissemination of the results obtained appear in the
protocol?

6.- ADDITIONAL CONSIDERATION

[Yes/Uncertain (U)/No/No appropriate (NA)]







Yes |U NO |NA

6.1 Was any risk of induction to the prescription detected?

Considerations:

It must be considered any possible induction to the prescription of the study medication derived from the
study performance. To discard it, the evaluator would be able to estimate positively the different aspects of the
Protocol reviewed previously, which include the following:

e  Appropriate study justification.

e Relevant objectives.

e Appropriate design.

e Adequate follow-up period.
e Adequate sample size.

e Financial compensation to the investigators is proportional to the additional time devoted to the
study.
The descriptions of additional mechanisms that help prevent the induction of the prescription, for

example: dissociation between investigator and prescriber, choice of patients who started the
treatment prior to the inclusion in the study, etc.

7.- REMARKS OF THE EVALUATOR:

8.- ASSESSOR’S PROPOSAL

I:IFAVOURABLE REPORT
I:IREPORT PENDING ON CLARIFICATIONS/MODIFICATIONS REQUESTED

MINOR (Its approval is conditional to the clarification or modification of the minor
importance aspects)

Aspects to be clarified:
1

2
3
4








MAJOR (It implies a new assessment after the presentation of the modifications or
clarifications requested):

Aspects to be clarified:

u b WN P

UNFAVOURABLE REPORT (reasons):

u b WN PP

LOCAL ASPECTS
Contraindications with the usual practice of the / Centre/s

Medication not included in the Pharmaco-therapeutical Guide of the Centre







