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Outlines
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1. Challenges with Real World Data (RWD)

2. How to deal with?
— HAS experience of RWD

— EUnetHTA Initiatives




Current context for HTA

‘_——————'——/

1. RCTs, the gold standard
2. But,

— RCTs do not answer all HTA questions

— MA increasingly granted on limited data

3. Increasing uncertainty situations

4. Use of real world data to complement
/enrich evidence?
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RWD and RWE, what are we talking about?

‘_———-————/

1. Real world data (RWD)

— Data regarding the effects of health interventions (e.qg.,
safety, effectiveness, resource use, etc.) that are not
collected in the context of controlled RCTs

— Observational (non RCTs) or administrative data that
provides information on the routine use delivery of health
care and the health status of the target population.

— Pragmatic studies

2. Real world evidence (RWE)
— Evidence derived from the analysis of real world data.
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Use of real world data

Safety Monitoring Regulatory and HTA
assessment

Relative Effectiveness/Cost-Effectiveness Regulatory and HTA

In real life setting assessment
Conditions of use HTA assessment
Monitoring Drug Financing Mechanism P&R Decision

- Financial condition of usage
- Performance based payment

Sharing experiences/practices for Clinical practice
optimization of patient management recommendations/guidelines
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Potential use of RWE

NEW:

— Absence of RCT: Indirect comparison

— Supplement specific populations

— Uncertainty management
Uncertainty, access to innovation
— Reassessment

Clinical effectiveness
UNCERTAINTIES?




Challenges

‘_——————'——_/

1. Lower evidence :
— safety and efficacy?
— added clinical value?

Quality of data and confidence

Transferability

For which HTA questions RWE iIs acceptable?
When and how to use RWE?

How to assess?

o 0k W
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What to do?




Post Launch Evidence Generation ,

ﬂﬁﬁ exgerience so far QP

23 Requests for PLEG
last year (10/2017-08/2018) 1. RCTs gold standard; RWD
to complement
eamatonal s (RIND, 3 request for cmparative effcacy 2. Requests for PLEG 10% of
new drugs assessment
- Conditions of use, effectiveness,
long term safety, place in clinical
strategy

16 protocols validated by HAS

; ) — Increasing role of academic
(Descriptive observational data) 9

cohorts/registries and data from
social security database

— Validation of protocols by HAS
3. Context of Uncertainty
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The National Health Data System (2018) in France: SNDS
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Data System cohorts,... 67 million people /connected
objects

Data collected ‘
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Generation of good quality RWE Is part of

— EUnetHTA Ob'|ectives —

The main objective of WP5 is to help to generate, all along the
technology lifecycle, optimal and robust evidence for different
stakeholders, bringing benefits for patient access and public health.

» Strand A: Early Dialogues i

Opportunity to seek advice for PLEG eunethta

» Strand B: Tools and pilots for Post-Launch evidence generation
(PLEG)

— Guidelines

— Standards Tool supporting the quality of Registries (REQueST)
— Product specific pilots arising from assessment

— Registry qualification advice
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Available EUnetHTA tools for PLEG

Criteria to select and prioritize
TeCh nOIOgy —> | health technologies for additional
selection for AEG eviden P

WORH
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http://www.eunethta.eu/

EUnetHTA Tool for Registry qualification:
Registry Evaluation and Quality Standards Tool (REQueST)

‘-———-—————f—_/
Objectives of REQueST %

« Adapt existing quality standards for registries into a practical eunethta

tool to assess registry quality B
BERPARENT

* Build upon the work of PARENT Joint action

Highlights thus far

* First draft of REQueST
ISPOR POSTER; Gimenez E et al nov 2018

» Vision paper on the sustainable availability of REQueST

Next steps

» Public consultation (mid 2019)
* Final version (September 2019)

* Registries = An organized system that collects, analyses, and disseminates the data and information on a group of people
defined by a particular disease, condition, exposure or health-related service, and that serves a predetermined scientific,

H ! S clinical or/and public health(policy) purpose.
L Y
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EUnetHTA PLEG pilots
...................Il-lIIlIlIIIIIII-I----------_-___———’

Product specific Disease/registry
pilots arising from specific
HTA collaborative pilots
« Two ongoing pilots, one | » Registry qualification exercise
planned: o
* Orphan drug, eynethta participation to EMA registry
Start: April 2018. initiative
7 countries.
- Breast , . . .
rse{aasr tCI\"J/‘Ig‘;/leO 8 Two pilots carried out
» Expected end (both pilots) mid-
2019.
» Medical device, Upcoming.
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Participation to EMA Registry initiatives

‘_—————'——/

G EUROPEAN MEDICINES AGENCY Multiple sclerosis workshop - Registries initiative

£ Mt INE

. L] 1 .

Qualification of novel methodologies for ® b 7
9 Location: Furopean Nedicines Agency, Lendon, UK

. L)

medICIne develo ment The EMA's ik for patient ragitries sxphores ways of expanding the ose of patient ragishries in the denefit risk svduation of Pdl’lb"
§ Share wihla the European Ecenomic Area; The partic 9=rrs of the workshep nvun[deabw registries nduded ragresenkatives from the
Eurcpan VS Matform (EVSP} and its ELREMS v 2 "B NS Deta” group, nationdd MS regitries, markating authosisation b %

hedith technology assessment and rem orf bodies, petents, nathnal competent autharities, and the ENA. The markshop cbjectives
were 1o agree on implementable recommendations < cobiectad in registries, protoccls, corsants, govesmance

The European Medicines Agency offers scientific advice to support the qualrﬁoatlon of and regstry intercperability and on the actinns naeded 'rm the stakeholger :u.,‘ tn advance regitry us i supportiag regelatory
innovative development methods for a specific intended use in the context of research and S
development into pharmaceuticals.

Agenda - CAR T-cell therapy Registries Workshop
9 February 2018, 08:30 to 16:30 UK time

The advice is given by the Committee for Medicinal Products for Human Use (CHMP} on the basis of
recommendations by the Scientific Advice Working Party (SAWP). This qualification process leads to a Welcome room: 2/A

M quahﬁca‘hon oplmon or M quahﬁcatmn adwce, Group-work will take place in rooms: 2/C, 2/D, 2/E

Co-Chairs: June Raine, Marting Schissler-Lenz and Tomas Salmanson

Main Objectives of the Workshop:

*  To facilitate the long-term follow up of CAR-T cell prodocts in & real world setting and enable the

— EUnetHTA Participation to two Disease gunaration of mesningful sfficacy and sasty data using hasmato-oncological cegistres

To agres on implementable recommendations on coce data elemeants to be collacted, patient

Reg i St ry Qu al i fi C ati O n S ’ coms=nt, governancs, quality assurance and registry mtecop=rability

To agerea on recommendations to optimise collabocation among ragistry holders, MAHS/MAAS and

regulators

— Qualification advice covering both
Quality aspects and registry data set

<
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eunethta
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EMA-EUnetHTA three-year work plan

e 2017-2020 —

Early Dialogue / Scientific Advice

Design and implement a single, common, European A single process that reflects the evidence
procedure for Parallel Consultation (previously known generation needs of both regulators and HTABs

as parallel scientific advice/early dialogue
o / B gue) Milestones for launch of single platform for

parallel consultation and process reviews

Communication with stakeholders at each
critical design change

Facilitate learning and understanding of evidence Mutual observership in scientific advice / early
needs dialogue

“"Late dialogues” [/ peri-licensing advice

Gaining experience with peri-licensing advice on Provision of parallel consultation on
post-licensing data generation plans with a focus on requirements for post-authorisation data
specific products (e.g., ATMPs) or regulatory collection plans (including registries)

processes or tools (e.g., CMA, Adaptive Pathways, or

PRIME)

Optimise utilisation of post-licensing evidence Collaboration in requirements for data

generation for decision making collection and analysis of real world data
I_ including registries
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Multiple on going initiatives

be developed!

—_————’/

Original Report

Good Practices for Real-World Data Studies of Treatment and/or
Comparative Effectiveness; Recommendations from the Joint

@ CrassMark

ISPOR-ISPE Spedial Task Force on Real-World Evidence in Health

Care Decision Making

MoxL er”, Harald Sof, Rchard . Wik’ Diana L Brcner, Hans Gorg Ecler’, Wi Gt
an’, Amr mm&w&m&hnmmkﬁ Rommnhﬁimm? SHrleyV Wang’,

Jolm w.uumw ¢ Dariel M

"Wew York Cly, NY, USA; “Patient-Centered Ouicomes Research hsttute, Washinglon, DC, USA; "htematinal Society for
Pharmaeneeonamizs and Outmmes Research, Lawrenieuile, N, USA; *Undverelly of Utch, Sal Lake Cly, UT, USA, *Furcpean
Medicines Ageey,Londcn, U “Zorginstt Nedeland and Unersyof U, Utrh, The Nethrlands; "Colimbia Univrsty,
New York Clty, NY, USA, "Brigham and Women's Hospital, Harvard Medienl School, Boston, MA, USA, *Baceen Urduersity, Milan,
aly; "Premera Blue Cress, Mourtlake Terrace, W, USA; “University of Maryland, Baltimere, MD, USA

ABSTRACT

Purpose: Realwerld evidence (RWE) includes data from re{os pae tve
of prospective chsenvational studies and obsarvational rglsiries and
provides insights beyend these addressed by mandomized contralled
trials. RWE studies aim to improve health care decion making
Methods: The International Soclety for Pharmacoseonamics and Out-
comes Research (5FOR) and the Intemational Seclety for Pharmaceepl-
demniology (IPL) ereated & task force to make recommendations
epuiing god procedun] practices that woull enhance decision
maler’ confidence in evidence derved from BWD studies. Paer reviaw
by ISPOR/ASPE merbers and task force partieipants provided 4 consen-
sig-bullding Herative process for the tepies and framing of meommen-
datiors. Results: The ISFORASEE Task Force meommendations cover
saven topies such a8 shudy registration, replicabity, and stakehelder

imwelvernent in RWE studies. Thess recommendations, in emeert with
earlier recommendations about study provide a trust-
woithy foundation for the expandad wss of BWE in health care deciion
making Conchwion: The focws of thess meommendations & pod
procedural practiess for studies that test & specife hypathess in a
spactfic population. We recognize that some of the recommendations in
this report may net be widely adopted withett appropriste incentives
fromy decielon malers, journal editers, and ther key stakeholders.

Keywerds: comparative effctivenss, decielon making, puldelines,
pharmacoepidemiology, reabworld data, treatment effectiveness,

© 217 Published by Elsevier Ine. on bebalfof Intemational Socaty for
Pharmacosconamics and Ouleomes Ressarch (ISPOR).

collaboration to

N

REPEAT

Repraducible Evidance: Prectices to Enhesce sad Achieve Transpseency

www.repeatinitiative.org

O

UROPEAN MEDICIMNES AGENCY

5 Mowe=mbe=r 2018
EM&/ 763513/ 2018

Discussion paper:
Use of patient disease registries for regulatory purposes —

methodological and operational considerations

The Cross-Committee Task Force on Patient Registries

HAS
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A new paradigm for HTA bodies

‘_——_———_/

1. Need for RWD and RWE is now a reality
2.HTA to stay as robust as today

3. Still challenges and concerns to be solved
4. Call for Organization and Collaboration

5. International level
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THANKS for your
attention!

http://lwww.has-sante.fr
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