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Background Dugﬂﬁdrg

Real-world evidence (RWE) and real-world data (RWD) may play an important role in
complementing clinical trial data to support the clinical effectiveness of a medicinal product in

regulatory submissions

ISPOR HEOR trends' noted specific use of RWE in FDA drug approvals, e.q.:

Ibrance® (palbociclib), 2019: RWD from electronic health records provided additional supportive
data to characterise lbrance in combination with endocrine therapy in male patients with breast
cancer

The rare nature of male breast cancer suggested multiple sources of data were needed to evaluate
efficacy?

Erbitux® (cetuximab), 2021: RWD supported a new dosing regimen'
A\

Abbreviations: FDA, Food and Drug Administration; HEOR, health economics outcomes research; RWD: real-world data; RWE: real-world evidence
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Study Objectives

To conduct a review to identify the
prevalence with which RWE was
evaluated in EMA regulatory decisions

Abbreviations: EMA, European Medicines Agency; RWD, real-world data; RWE, real-world evidence
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To investigate the potential solutions
offered by RWE/RWD

To identify the challenges highlighted
by RWE/RWD
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Putnam
Methods (1) DHMR

The EMA website® was searched to find European Public Assessment Reports (EPARS) that
were published during the previous year, and which included RWE/RWD-related terminology

The following in-built filters were applied:
Categories: Human
Medicine: EPAR
First published from 20/06/21 to 20/06/22

Keywords were adapted from the free text terms used in the Observational Studies search

filter developed by the Scottish Intercollegiate Guidelines Network (SIGN)4 and supplemented
by additional RWE/RWD-related terms

Abbreviations: EMA, European Medicines Agency; EPAR, European Public Assessment Reports; RWD, real-world data; RWE, real-world evidence; SIGN, Scottish Intercollegiate Guidelines Network
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Methods (2) DHMR

Due to a character limit on the EMA website search interface, RWE/RWD-related keywords
were split into 4 separate searches

The results of these were then compiled and deduplicated

A data extraction template was designed in Excel to extract the following data for each drug:

Brand/generic name

Indication

Therapeutic area

Publication date

Context and details of RWE/RWD
Post-authorisation obligations

Abbreviations: EMA, European Medicines Agency; EPAR, European Public Assessment Reports; RWD, real-world data; RWE, real-world evidence
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Study summary DHMR

. . Search #1, Search #2, Search #3 Search #4,
76 EPARSs were first published by n=35 n=30 S e n=25
the EMA for assessed drugs Eesuis KesSuits ) Eesuis
|
49 EPARs were retrieved p \
i i i Total results before dedupe, n=99
following deduplication

Duplicate EPARs,

Of these, 46 (94%) were for drugs h=50
that received EMA approval

Total results after dedupe, n=49

RWE/RWD was mentioned in the ) ] Drugs refused by

Public Information or Public ¢ \ S

Assessment Report documents of e e

40 (87%) approved drugs No RWE/RWD
p N described, n=6

However, only 23 (58%) of these RWE/RWD described, n=40

presented relevant data : g

Only RWE or RWD
described, n=14

Relevant data presented, n=23

Abbreviations: EMA, European Medicines Agency; EPAR, European Public Assessment Reports; RWD, real-world data; RWE, real-world evidence

7. Putnam Inizio Advisory ALL CONTENT IS CONFIDENTIAL AND ©2022 PUTNAM LLC



RWD reporting Puglq&rg

Figure 1. Funnel plot representing EPARs with RWD reported in the PAR, PI, or both documents

- RWD were reported for 30%
(n=23) of all assessed drugs, PAR only
either descriptively or
guantitatively

*  Reported more frequently in
the Product Assessment Report Pl only 6
(PAR; n=17) than in the Product
Information (PI; n=9)

Pl and PAR 3

Abbreviations: PAR, Public Assessment Report; Pl, Product Information; RWD, real-world data
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Therapeutic area

Drug therapeutic areas
were most commonly
cancer (n=11), followed by
neurological conditions
(n=7), and infections
(n=7)

7
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Figure 2. Therapeutic area defined for EMA EPARs containing RWE-related terminology p H M R

.

Therapeutic area defined using National Institute for Health and Care Excellence categories
Abbreviations: EMA, European Medicines Agency; EPAR, European Public Assessment Reports; RWE, real-world evidence
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Cancer

Neurological conditions

Infections

Blood & immune system conditions

Musculoskeletal conditions

Skin conditions

Eye conditions

Diabetes & other endocrinal, nutritional
and metabolic conditions

Congenital, familial and genetic disorders

Respiratory conditions

Metabolic side effects of drugs and
substances

Mental health & behavioural conditions
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Reasons for providing RWD

The most common reason reported in the
PAR for providing RWD was to
contextualise data

This was often in the absence of a direct
comparator in the single arm study

In contrast, the Pl focused on clinical
outcome or safety data in special
populations, including paediatric and
pregnant populations

* A specific Pl or PAR for any drug may be included in more than one category
Abbreviations: PAR, Public Assessment Report; Pl, Product Information; RWD, real-world data

10. Putnam Inizio Advisory

PUutnam
PHMR

Figure 3. Main reasons reported in the Pl or PAR for providing RWD*

Epidemiology/risk factors

Further support validity/
generalisability of results

Clinical efficacy
Optimise disease characterisation

of untreated population at baseline

Historical control
for clinical trial

Pts excluded from

Phase 3 studies
Long-term safety/efficacy data
Provide clinical outcome/safety
data in paediatric populations

Provide clinical outcome/safety
data in pregnancy/lactation

Contextualise data
(e.g. efficacy/risk)

PI

m PAR
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N
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Acceptability of RWD — EMA criticisms P2utnam

Within 10 PI/PAR, no criticism
relating specifically to RWD was
offered

Where specified, criticisms of
RWE/RWD fell into three
categories:

study design (n=8)

limited population
sampling (n=5)

use of external data sets
(Nn=2)

PHMR

“The interpretation of data may be impacted due to methodological
limitations of the study, including small sample size and non-randomised
design”.

EMA, Hukyndra® EPAR - Product Information?
EMA, Libmyris® EPAR - Product Information®

“The experience with 20vPnC in the European population is [imited. Although

all endpoints were met, concerns about the intended bridge to younger
cohorts remain’.

EMA, Apexxnar® EPAR - Public Assessment Report”

‘A limitation of this pool is a lack of comparator therefore external data
sources have been used for risk contextualisation”.

EMA, Cibinqo®: EPAR - Public Assessment Report®

Abbreviations: EMA, European Medicines Agency; EPAR, European Public Assessment Report; PAR, Public Assessment Report; Pl, Product Information; RWD, real-world data; RWE, real-world

evidence
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Post-authorisation obligations relating to long-term Dugﬂﬁdrg
collection of RWD (1)

Figure 4. Percentage of EMA documents that include a PASS relating to RWD/RWE, split by
document type

17 documents mentioned a PASS

relating to RWD/RWE:
3 (18%) in the P PASS 18

14 (82%) in the PAR

15 documents discussed other
post-authorisation needs: Other post-

3 (20%) in the PI authorisation 20 _
12 (80%) in the PAR needs

PI mEPAR

Abbreviations: EMA, European Medicines Agency; PAR, Public Assessment Report; PASS, post-authorisation safety study; PI, Product Information; RWD, real-world data; RWE, real-world evidence
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Post-authorisation obligations
relating to long-term collection of
RWD (2)

The specified context/need for a PASS
(within the context of RWD/RWE)
encompassed long-term and
unspecified safety requirements

Occasionally this was in combination
with efficacy requirements

Safety needs were also noted in specific
populations:

The elderly
Hepatic or renal impaired

* A specific Pl or PAR for any drug many be included in more than one category
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Figure 5. Context of PASS requirements for EMA documents that included a PASS

relating to RWD/RWE*

Balance of benefits and risks

Further characterise risk in pts with
CV disease

Further characterise efficacy and
safety

Use in patients 2-5 years old

Safety in patients with hepatic
impairment

Safety in patients with renal
impairment

Safety in pts 275 years

Safety/impact during
pregnancy/lactation

Long-term safety and efficacy

Long-term safety

Safety (including monitor
malignancies)

Abbreviations: CV, cardiovascular; PAR, Public Assessment Report; Pl, Product Information; RWD, real-world data
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Discussion

« RWE was provided to support product labelling claims in approximately one third of EMA
decisions in the last year (20/06/21 - 20/06/22)

« Data were mostly reported in the supplementary PAR, not the Product Information,
suggesting that the data did not significantly contribute to the regulatory decision-making

 The frequency of drugs gaining conditional authorisation indicates that large, long-term
observational studies can provide valuable data, particularly in the post-authorisation

period

Abbreviations: EMA, European Medicines Agency; PAR, Public Assessment Report; RWE, real-world evidence
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Thank You!

The information presented is strictly confidential and is being provided to you by us for information purposes only. This presentation
has been prepared for the exclusive use and benefit of the addressee(s) and solely for the purpose for which it is provideds Unless we
provide express prior written consent, no part of this presentation should be reproduced, distributed or communicated to any third
party. We do not make any representation or warranty, express or implied, with respect to any of the material or information contained
herein. We shall not assume or otherwise have any responsibility or any liability whatsoever to you or any of your affiliates, or any of
your or your affiliates' respective directors, officers, managers, employees or representatives resulting from the use of the information
and material contained in the presentation.

Dr Caroline Shaw
Principal Market Access Research Scientist, Putnam PHMR

Caroline.Shaw@phmr.com

PUtnam

Inizio Advisory



