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\\ RWE4Decisions: A payer-led initiative, a multi-stakeholder learning

\. network about use of RWE for highly innovative technologies

Pragmatic and agile Learning Network about use of Real-World Evidence (RWE) to inform
HTA/Payer Decisions

Highly innovative technologies often have accelerated development pathways and
immature clinical evidence - could robust RWE fill the gaps to help demonstrate value?

Payer-led, multi-stakeholder
Built on principles of Collaboration and Transparency

‘Learning by doing’ approach

» share experience, pool resources

» sandbox approach - real problems, light-touch solutions
» build trust

Public outputs and events
Policy engagement — CAPR, Nordic Alliance, BENELUXAI, EU and beyond

3 3 May 2022
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RWE APPLICATIONS -
EVIDENCE GENERATION
THROUGHOUT A
PRODUCT,S LIFECYCLE Biomarker identification §

Clinical trial optimization

Targeted patient recruitment

External control arms

Therapeutic area assessment

Burden of disease

Health economic evaluation

z 7

- Comparative effectiveness e

E p——

e

-

& Post-authorization safety u
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- Therapeutic value optimization @
Pre-clinical Clinical Post-marketing

Commercialization

development development phase
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Managed entry process for new hospital medicnes —
How does the Finnish data ecosystem support HTA/payer decion making?

(2] Critical N »
PROCESS _/ sublr-rll-irsgion assessment recom- Negolt\l/laélzns dzg)éieorn Re-appraisal
e'e - HTA-report mendation

Council for National
RESPONSIBLE @ Company Fimea Choices in PhHUS Pharmaceutical
OPERATOR - Health Care armacy Board (Hospitals)
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National Registers

Finnish data sources

Biobanks

Hospital data lakes

Laboratory data

Examples of quality

* Drug * Auria biobank  Auria (TYKS) « HUSLAB  Diabetes register
Reimbursement  Arctic Biobank — | « HUS « TYKSLAB « HIV register
Register (Kela) University of Oulu |« TAYS * ISLAB » Registry for

* Drug Prescription |« Helsinki Biobank |+ KYS - NORDLAB kidney diseases
Center (Kela) « Hematological « OYS  FIMLAB » Psychosis care

» Care Register for
Health Care (THL)
» Benefits Register

(Kela) Eastern Finland disease register
» Cause of Death * Northern Finland  Oral and dental
Register Biobank care register
(Statistics  Finnish Clinical * Intensive care
Finland) Biobank Tampere register

Bioband (FHRB
Biobank)
» Biobank of

e Etc.

registers

register
» Back register
» Coronary artery

* Rheumatology
register

Laakealan turvallisuus- ja kehittdmiskeskus
Piia Rannanheimo
03/05/2022
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Examples Finnish data sources

Register / data source Description

E-Prescription Center * Register holder: The Social Insurance Institution of Finland (Kela)

» Key data content: all electronic prescriptions: e.g. ATC codes, product names,
prescription dates, dose, quantity

» Data availability: since 2010, became mandatory for public and private
healthcare in 2017

Hospital Data Lakes * Register holder: Hospital Districts of Helsinki and Uusimaa, Northern Savo,
Nothern Osterbothnia, Pirkanmaa, and Southwest Finland.

* Key data content: All demographic and clinical data in patients health records
that can be combined with data from different operational sources of the
secondary care.

Data consists of enormous amounts of structured and unstructured data,
including patient chart texts, laboratory records, imaging data, prescribed
medications (including hospital-administered), data on HCRU and related costs,
diagnoses (ICD-10) and procedures

« Data availability: Availability of variables varies between the hospitals

Laakealan turvallisuus- ja kehittdmiskeskus
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Managed entry process for new hospital medicnes —
How does the Finnish data ecosystem support HTA/payer decion making

Hospital data Wholesale E-prescription Quality Reimbursed
lakes data data registers medicines

v \ 4 v

HTA Critical Seltieel Negotiations Payer

. assessment recom- e
submission - MEA decision

Re-appraisal

- HTA-report mendation

Council for HUS National
Company Fimea Choices in Pharmac Pharmaceutical
Health Care y Board (Hospitals)
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BENEFITS OF FINDATA

ADVANCED DATA
INFRASTRUCTURE FINGENEY
FACILITATES THE
DATA ACCESS PROCESS FINDATA Data

requests

A one-stop shop for the secondary use of
social and health data

Predefined timelines speeding up the
processing of requests and data release z

Permit authority
REGISTRIES

Secure data analysis environment to
ensure better data privacy /

Data combination

- Data pseudonymization
Permit 2 z

Application

Data
collection

CUSTOMER

One-stop digital gateway to Finnish
biobanks, their collections and services

Data

Mathery FINGENIOUS® Data
BY FINBB TR

Service provider

V4

Perform quick sample and data queries
by browsing biobank collections

BIOBANKS

Reach all public biobanks in Finland with
one feasibility and one access request 4

Digital gateway to

Data
collection

Finnish biobanks

Information about sample
Only one material transfer agreement

(MTA) needed

and data availability

Coordinates feasibility

studies, study permits,
GOVERN M ENTAL and sample and data access / Lp >
SUPPORT o’

Possibility for recontacting donors for
future studies /

. Public investments

. Comprehensive Cancer Center

. Neurocenter Finland

. Genome Center (in preparation)

. Drug Development Centre (in preparation)

. Act on the Secondary Use of Health and Social Data
. Biobank Act

. Genome Act (in preparation)

. Health Sector Growth Strategy

LOCNTAIAT LUl VAIIoUUS™ JA NCTHUWATTTIONTONUS
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UJF35, JFB40, Resection of
Colonoscopy with biopsy transverse colon

ACCUMULATION OF Procedure:
PATIENT DATA: Date, NCSP code
CASE INFLAMMATORY

BOWEL DISEASE Laboratory
[IBD) measurements: E.g. F-calprotectin, P-CRP

Date, value

Healthcare visits:
Date, NCSP code,
laboratory measurements

AGE: 25
GENDER: MALE

UJF35, Colonoscopy with
biopsy, F-calprotectin, P-CRP

Data on disease activity and clinical presentations
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Healthcare

Healthcare
visits

Healthcare
visits

visits
Healthcare

visits
Healthcare

visits

Healthcare
Healthcare
Healthcare

Healthcare
visits

visits

15 20 years from start

{nome?, prednisone LO4ABO4, adalimumab LO4AA33, vedolizumab
ROFECO1, sulfasalazine LO4ABO2, infliximab

—
(o]

Medication:
Duration, ATC code

DiagnOSis (ICD-IG): K58 K51 M46.1 K60.0 C20 Mali t
e M02.8 . i alignan
Visit type, date Irritable Other Ulcerative Sacroiliitis Acute neoplasm of
bowel reactive colitis anal fissure rectum
syndrome arthro- (primary
with pathies diagnosis)

diarrhea

Laakealan turvallisuus- ja kehittdmiskeskus

= . . Piia Rannanheimo
|mec Image courtesy of Business Finland 03/05/2022



Fimea

Reference:

_TROVE FOR REA
EVIDENCE RES

Explore Finland’s exceptional resources of health
and social data, collections of biological samples,
forerunning collaborators, and efficient operating
environment for RWE research.

https://www.businessfinland.fi/en/whats-new/news/2022/finland--a-
treasure-trove-for-real-world-evidence-rwe-research-and-innovation

Laakealan turvallisuus- ja kehittdmiskeskus
Piia Rannanheimo
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GOBIERNO MINISTERIO
DE ESPANA DE SANIDAD
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= <@ A quick look to the implementation of
’ == @ RWE into decisions
% General Directorate for Common NHS Services Portfolio and Pharmacy

Ministry of Health
Government of Spain
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Welcome to VALTERMED

An information system to determine the therapeutic value in real clinical practice of medicines with a high
health and economic impact on the NHS

s sl Sistema de Informacion de Valor Terapéutico de Medicamentos
| e ] " VALTERMED

Bienvenidos al Sistema de Informacion de Valor Terapéutico de
Medicamentos

El acceso a este sistema esta RESTRINGIDO a los usuarios autorizados
De acuerdo con la legislacion vigente, cualquier actividad en el mismo puede ser registrada
Si consiente en seguir usandolo, Usted acepta estas condiciones de uso




A quick look

The context

Current use of RWE collected in Valtermed
Building the administrative resolution

Successes

Hurdles




The Context

* High uncertainty about the clinical outcomes:
* Reduced clinical benefit
* Underrepresentation of population
* Surrogates
* High risk of bias

 Valtermed currently includes 20 drugs (14 protocols)

* Every drug is linked to a PHARMACOCLINICAL PROTOCOL designed by
consensus between experts from the Autonomous Communities of Spain,
professional societies and the manufacturer

* Protocols and reports can be found here:
https://www.sanidad.gob.es/profesionales/farmacia/valtermed/home.htm



https://www.sanidad.gob.es/profesionales/farmacia/valtermed/home.htm

The Drugs in Valtermed
T e —

__

Crysvita (burosumab)

X-linked hypophosphatemic

Oluminat (Baricitinib)

Severe atopic

rickets in children dermatitis
Veklury (remdesivir) COVID-19 Yes Rinvoq (Upadacitinib) Severe atopic No
dermatitis
Besponsa (inotuzumab ozogamicin Acute lymphoblastic Yes
2 ( . ) y. 5 Adtralza (Tralokinumab) Severe atopic No
leukaemia -
dermatitis
Dupixent (dupilumab) Severe atopic dermatitis Yes ) .
Zolgensma (Onasemnogén abeparvovec) Spinal Muscular Yes
Kymriah (Tisagenlecleucel) Acute b-cell lymphoblastic Yes Atrophy
leukaemia/ large b-cell
/larg Kaftrio (ivacaftor, tezacaftor y elexacaftor) Cystic fibrosis No
lymphoma
Yescarta (axicabtagene ciloleucel) Large b-cell ymphoma/ Yes Venclyxto (venetoclax) Chromc. ey Me
. . leukemia
primary mediastinal b-cell
lymphoma Polivy (polatuzumab vedotin + Large b-cell Yes
Orkambi Cystic fibrosis Yes bendamustine + rituximab) lymphoma
(LUMACAFTOR/IVACAFTOR)/Symkevi Vestronidase alfa Mucopolysaccharid Yes
(tezacaftor + ivacaftor)/Kalydeco sis VI
(Symkevi +ivacaftor) . . .
Tecentriq (atezolizumab) Extensive-stage small  Yes
Alofisel (darvadstrocel) Complex Yes cell lung cancer
perianal fistulas in Crohn's /Triple-negative
disease breast cancer
ARI-0001 (CAR-T) Acute b-cell lymphoblastic Yes Luxturna (voretigene neparvovec) Inherited retinal Yes

leukaemia

dystrophy
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Dupilumab in severe atopic dermatitis in

adult patients in the NHS

’.‘g b, Sistema de Informacion de Valor Terapéutico de Medicamentos
“
-

A | (e & VALTERMED

CARLOS MARTIN SABORIDO. Ultima conexion: 07/03/2022 16:34z10

»s)=
H
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MEDICAMENTOS ~ PROTOCOLOS ~ GESTION DE USUARIOS ~ INFORMES ~ PACIENTES NOTIFICACIONES ~ CENTROS~ Manual de usuario ~

Protocolos / Detalle Protocolo 341: DUPIXENT- DERMATITIS ATOPICA GRAVE

© Detalle Protocolo

Cédigo Protocolo: | 341 Estado: ACTIVO
Nombre Protocolo: A DUPIXENT- DERMATITIS ATOPICA GRA
Indicacién/Patologia: DERMATITIS ATOPICA
Grupo diagnéstico: CIE-10: Dermatitis atopica
* Mostrar aviso por campo ‘N°
Identificacion Anonimizado® no
cumplimentado: Si No
Observaciones:

Archivo adjunto: 20200131_Protocolo_dupilumab_dermatitis_atopica__grave_adultos.pdf | Q visualizar PDF

© SEGUIMIENTOS CLINICOS

Se encontré una fila.

CcODIGO -
384 DERMATITIS ATOPICA

Se encontré una fila.

© MEDICAMENTOS

CODIGO
NACIONAI

4 filas, mostrando todos.

NOMBRE AUTORIZADO | FINAI ION

727471 DUPIXENT 200 MG SOLUCION INYECTABLE EN PLUMA PRECARGADA

718735 DUPIXENT 200 MG SOLUCION INYECTABLE EN JERINGA PRECARGADA Si Si
727309 DUPIXENT 200 MG SOLUCION INYECTABLE EN JERINGA PRECARGADA Si si
727310 DUPIXENT 200 MG SOLUCION INYECTABLE EN PLUMA PRECARGADA Si Si

4 filas, mostrando todos.

© MEDICAMENTOS

4 filas, mostrando todos.

ODIG [ )
NACION MSE NOMBRE AUTORIZADO |FINANCIACION

727471 DUPIXENT 300 MG SOLUCION INYECTABLE EN PLUMA PRECARGADA si si
718735 DUPIXENT 300 MG SOLUCION INYECTABLE EN JERINGA PRECARGADA Si Si
727309 DUPIXENT 200 MG SOLUCION INYECTABLE EN JERINGA PRECARGADA Si Si
727310 DUPIXENT 200 MG SOLUCION INYECTABLE EN PLUMA PRECARGADA Si Si
4 filas, mostrando todos.
© PACIENTES
© Filtros
Cédigo Paciente VALTERMED: Cédigo Solicitud MSE:
Namero Identificacion Anonimizado: Seguimiento clinico: = DERMATITIS ATOPICA v
Mostrar / Ocultar columnas
Cédigo paciente Cédigo MSE N°ID. anonim. Fecha nacim. Sexo CCAA Origen Centro Origen CCAA Destino Centro Destino
Seg. clinico

2.856 filas, mostrando desde 1 a 25
[«</<]1,2,3,4,5,6,7,8[>/>>]

CODIGO o= COMUNIDAD
PACIENTE = SEXO AUTONOMA
VALTERMED A ORIGEN

HOSPITAL
— MAT]
07/07/1971 Hombre ﬁ:s:;haa"a GENERAL DE E-Egpmms 3) Ver detalle
TOMELLOSO
HOSPITAL
UNIVERSITARIO
Madrid DERMATITIS
717 H PUERTA 3 Ver detall
1 09/03/1968 Hombre (ST ) PUERTADE Rseie
HIERRO
MAJADAHONDA
HOSPITAL
Madrid DERMATITIS
718 05/09/2000 Hombre (Comunidad de) UNIVERSITARIO IATORIcA D Ver detalle
RAMON Y CAJAL
HOSPITAL
5 UNIVERSITARIO
720 22/06/1964 Hombre :’:’"d ad gy PUERTADE ::2:12: 1 3) Ver detalle
munieas el Lierro
MAJADAHONDA
HOSPITAL
UNIVERSITARIO
721 02/06/2001 Hombre :"Cad;dn_d dde) PUERTADE Efgggms $) Ver detalle
teomunicad €&} erro
MAJADAHONDA
HOSPITAL
729 23/08/2001 Hombre Balears (llles)  UNIVERSITARI :fg:“;” IS $) Ver detalle
SON ESPASES

MINISTERIO
DE SANIDAD



Dupilumab in severe atopic dermatit
adult patients in the NHS
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9006

23,00

23,00

17/07/1999

Hombre

DERMATITIS ATOPICA

9005

27,00

27,00

19/04/1995

Mujer

DERMATITIS ATOPICA

9004

34,00

34,00

01/05/1988

Hombre

DERMATITIS ATOPICA

9003

21,00

21,00

14/03/2002

Hombre

DERMATITIS ATOPICA

8987

58,00

58,00

20/02/1965

Mujer

DERMATITIS ATOPICA

8969

25,00

25,00

09/03/1998

Mujer

DERMATITIS ATOPICA

8943

42,00

42,00

12/11/1980

Hombre

DERMATITIS ATOPICA

8927

30,00

30,00

30/03/1992

Hombre

DERMATITIS ATOPICA

10

8901

51,00

51,00

15/07/1971

Mujer

DERMATITIS ATOPICA

11

8900

51,00

51,00

06/12/1971

Mujer

DERMATITIS ATOPICA

8899

21,00

21,00

26/05/2001

Hombre

DERMATITIS ATOPICA

13

8895

39,00

39,00

16/02/1984

Hombre

DERMATITIS ATOPICA

14

8886

41,00

41,00

02/06/1981

Mujer

DERMATITIS ATOPICA

8880

53,00

53,00

09/12/1969

Hombre

DERMATITIS ATOPICA

S N
S N
S S
S N
S N
S N
S N
S N
S N
S N
S N
S N
S N
S N




Current use of RWE collected in Valtermed

* The data collected in Valtermed are linked to the evaluation of the
financial conditions agreed in the administrative resolution

e The administrative resolution establishes the criteria of
reimbursement using the RWE collected in Valtermed

* The administrative resolution may include a review clause at any time
point

* We currently have reviewed 2 protocols after 12 months of data
collection and the PPP is over



ﬁ% SEEENR  BRTRS
Administrative Resolution Dupilumab

SECRETARIA GENERAL DE SANIDAD Y CONSUMO

DIRECCION GENERAL DE CARTERA BASICA DE

MINISTERIO SERVICIOS DEL SISTEMA NACIONAL DE SALUD Y
DE SANIDAD, CONSUMO FARMACIA
Y BIENESTAR SOCIAL

R/ 18159/2019

1 Pacientes que alcancen el EASI-50 respecto a su valoracién inicial y
0] Reduccién en el PGA 2 2 puntos vs. puntuacién inicial basal.

En los pacientes que no se cumplan las variables anteriores se les considerara
no respondedores y sera interrumpido su tratamiento.

Las mediciones se realizaran a la semana 16, 24 y 52, con una desviacion
justificada de +2 semanas, y las condiciones de pago son las siguientes:

3. Condiciones de pago.

Semanas 0-16
El SNS no realizara ningtin pago al inicio del tratamiento hasta la semana 16.

En la semana 16 se procedera a la evaluacion de la respuesta y si cumplen los
criterios para considerarse respondedores, el SNS realizara el pago
correspondiente al tratamiento para estas 16 semanas (a excepcion de las 2
jeringas empleadas como dosis de carga, que seran asumidas por la compaiiia),
lo que se corresponde a 7 jeringas.
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* Administrative resolutions are built on a case-by-case basis, so there is not a
general rule

* A minimum set of outcomes (effectiveness and safety) to assess the value of the
drug is included in the administrative resolution

* Current RWE based designs:

* A percentage of the manufacturer requested price per patient when data collection starts, then a pay-
per-performance (PPP) for the remaining amount under the administrative resolution conditions.
 100% PPP :

« All or Nothing attached to a unique response variable (pay back)

PPP by milestones: % of price per milestone achieved

* Loading dose free of charge and maintenance using a PPP scheme
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Dupilumab in severe atopic dermatitis in 1
adult patients in the NHS

SECRETARY GENERAL FOR HEALTH

:ﬁw OF HEALTH R T
T 5. OUTCOME VARIABLES (BASED ON OBJECTIVES INCLUDED IN THE
PAYMENT-BY-RESULTS AGREEMENT)
Responders will be considered those patients who at 16 weeks meet the following results
(both) and where these are maintained in the measurements at 24 and 52 weeks:
v" Patients reaching EASI-50 from baseline and
PHARMACOCLINICAL PROTOCOL FOR THE USE OF DUPILUMAB IN v" Reduction by = 2 PGA points from baseline.

SEVERE ATOPIC DERMATITIS IN ADULT PATIENTS IN THE NATIONAL
HEALTH SYSTEM

treatment will be discontinued.

Measurements will be made in week 16, 24 and 52 with a justified deviation of +2 weeks.

Approved by the Permanent Pharmacy Commission

31/01/2020

Patients who do not meet the above vanables will be considered non-responders and their

MINISTERIO
DE SANIDAD



Successes

* Good collection of data per disease/condition: e.g. atopic dermatitis

* This allows use as real-world comparator for new drugs for the same
condition

e An agreed protocol with a follow-up commission at an Autonomous
Communities level including the manufacturer

* Availability of epidemiological lacking data: e.g. Budget Impact Analysis

e Valtermed is a modular information system: Quality of life module to be
added shortly

* All Protocols are translated into English
* Publication of results: evidence generation



GOBIERNO  MINISTERI [e)
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Hurdles

* Collection difficulties due to clinicians workload: double entry

* Balancing: “ease of use for clinicians” and “ease of data
analysis”

* We expect to address this in the following evolutionary
developments:
* Web services to send large amounts of data

* Application programming interfaces linked to electronic medical
records






Evidence of patient benefit: the
importance of patient organizations’
involvement

Jean-Pierre THIERRY

Public Webinar Series: National health data initiatives in
Finland, Spain and France

RWE4Decisions

May 3 2022



fFrance
ASSOS
Santée ¥

e Senior medical advisor

France Assos Sante¢ is the name chosen by the National Union of Registered Associations of Health System Users (89)
(I’Union nationale des associations agréées d’usagers du systeme de santé) to publicize its activities as the organization
of reference representing and defending the interests of patients and health system users. With a mission officially
recognized by its inclusion in the public health code via the law of 26 January 2016, France Assos Sant¢ was created in

March 2017 building on more than 20 years of advocacy aimed at establishing and gaining recognition for robust
interassociative user representation.

* Member of the “Iransparency Committee” of the French HTA body “Haute
Autorité de Santé”

Assess medicinal product with prior to inclusion in the list of reimbursable medicines (after or before a market
approval by EMA/ANSM with the French Early Access Procedure formerly ATU.

e | have no conflict of interest to disclose

JPTHIERRY LNCC 36/01/2020 28



PUBLIC AND PATIENT INVOLVEMENT IN HTA

Objectives

* Give a voice to patients and public

e Use relevant information in the HTA process

* Collect and use balanced information

* Representativity (e.g. Including vulnerable groups)

* Transparency and fairness, ethical issues

» Adressing the Conflicts of Interest

* Increasing public confidence and trust in the healthcare system



2017

JPTHIERRY FRANCE ASSOS SANTE

PUBLIC AND PATIENT PARTICIPATION IN
EUROPE HTA

England Canada Scotland France Germany
NICE CADTH SMC HAS G-BA

Board membership I R R D
member of Policy strategy meetings [N M [ R .
Committee membership -

contribution by patients org and patients
Patient experience formalized

Training of participants

Assessment of PPI

* 1 membre titulaire et 1 suppléant
** expérimental
*** ne vote pas
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JPTHIERRY FRANCE ASSOS SANTE

PUBLIC AND PATIENT PARTICIPATION IN
EUROPE HTA

England Canada Scotland France
NICE CADTH SMC HAS

Board membership
member of Policy strategy meetings
Committee membership

Patient experience formalized
Training of participants
Assessment of PPI

* 1 Membre du college de la HAS

** 3 membres représentant des associations de
patients (2 titulaires et 1 suppléant)
Sur 21 membres titulaires et 7 suppléants



PPI IN EUROPE HTA : future of Effectiveness
studies ?

QUALITY OF LIFE and PPI
OECD Paris Meeting February 2017

Reliance on mortality rates and clinical indicators gives only a partial view of the value of health
care, they concluded. What people really care about is its impact on their wellbeing and their
ability to play an active role in society, so that’s what we should be measuring. And, of course,
the only way to do this is to ask patients themselves.

This groundbreaking ministerial statement endorsed plans for a major programme of work on
patient reported indicators of health system performance. Patient Reported Experience

Measures (PREMs) and Patient Reported Outcome Measures (PROMs) seem set to
become the new currency for comparative performance assessment, but they may have an
even more important role in clinical care.

Angela Coulter, PhD Measuring what matters to patients; 20 ,Februory 2017) BMJ 2017;356:j816



RWD/RWE rationale and drivers

U.S. Share of New Active Substances (NAS) First Launched on the World Market
U.S. Food and Drug Administration

CDER NME NDAs/BLAs'f- a
First Action Approval Rate 0%

100% @ x

USA 215t Century Cures Act |||| |I|II II I|I|
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¥ Orginal BLAs tht o not contain  new active ngredient are excuded = % USA
P 13 Catort e 25 padig st
Rap/co-rap Clock start CHMP list of Clock start EU marketing
assessment CHMP list [¢ i s i i ¥ authorisation
Validation Start date reports of i r } i r ) CHMP ini i

Day 14 Day 19

Submission
DAY O

EUROPEAN MEDICINES AGENCY ENM A

SEIENCE MEDILICIENES ‘HEALTH

=
Day 181 Day 210 Day 277
- E a2
B AN ] 7
Clock stop around 3 months.
™MOoNTH moNTH

m = Priority Review
m = Standard Review

EU Medicines Adaptive Pathways to Patients S
(MAPPS)

a8
Filing/Planning Filing dec n I

On average the EMA takes around six months more than the FDA to approve a new drug or new indication for a drug. This is mainly due to time lost to clock
stop and the delay between getting a positive CHMP opinion and approval from the European Commission. Furthermore, in the US almost all cancer drugs
are approved under priority review, whereas accelerated assessment is rarely used by the EMA

Action date

Action date

Source: CDER 21st Century Review Process (www.fda.gov): User Guide for Micro, Small and Medium-sized Enterprises (www.ema.curopa.cu)
*Day 150 for, accelerated .,7?;5 smcnt; Rap — Rapporteur

JPThierry 13/3/2017 33



Time to availability (2017-2020)

The time to availability is the days between marketing authorisation and the date of availability to patients in
European countries (for most this is the point at which products gain access to the reimbursement listt). The
marketing authorisation date is the date of central EU authorisation in most countries, except for countries
shown in italics where local authorisation dates have been used. Data is correct to 15t January 2022.
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Early access to cancer drugs
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RWD / RWE rationale

The case of cancer drugs

Traditional gold standard studies (randomized Phase Ill) have been replaced
by phase Il or more recently by Single arm trials starting with the most
refractory patients.

RWD / RWE
. in the health
Evaluate effectiveness of drugs Evaluate performance in the healthcare system
(« postmarket ») Access
Effectiveness in the general population Patient journey

Resources/organization

Toxicity : :
Evidence-practice gap

Patient-centered indicators (PROMS, Qol)



RWD/RWE

RCTs

Population-based studies

Precise measures of efficacy
under ideal conditions

Difficulty in eliminating bias and
confounders of effect

Poor measure of effectiveness
under real life conditions

Can estimate effectiveness in the
general population

Limited information on
toxicity

Assess toxicity under real life
conditions

Applicability to clinical
practice can be limited

Evaluate uptake of treatment in
general population

Booth & Tannock Brit J] Cancer 2014




RWD/RWE

Going back to the Gold Standard
may be an option

To Pazdur, the habit of starting with the most
refractory patients has more to do with drugmakers
“love affair” with single-arm trials. And dilly-dally
with entrant into an earlier treatment line “may
actually be doing harm to the field.”

I

“There is no reason to do a phase 2 trial of 100
patients other than getting an approval by the FDA
on accelerated approval”

“After 30 patients [in a phase 1 trial], people should
be moving to a randomized setting.”

https://www.fiercebiotech.com/biotech/fda-oncology-chief-eyes-accelerated-

approval-earlier-cancer-treatment-under-planned-project
April 6, 2022

RWD/RWE is a challenging endeavour

- Methodological issues vs RCTs

- Long life cycle (IT projects)

- Secondary use of relevant data when available

- Interoperability issues

- Investment in Big Data infrastructure

- Workload issues (now critical in the post-pandemic, era)
- Avoidance of duplication, fragmentation and wastes.

- Independance and transparency

- GDPR and data trajectory (cloud)

RWE should remain a priority of Public Health Policy and not
only for the validation — or invalidation — of expedited approved
drugs but to ensure a better quality and safety of care.


https://www.fiercebiotech.com/biotech/fda-oncology-chief-eyes-accelerated-approval-earlier-cancer-treatment-under-planned-project

Thank you

* ipthierry@orange.fr

* Jpthierry@france-assos-sante.org
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RWE4Decisions Webinar
Series

Our 2022 webinar series focuses on national health data initiatives supporting HTA/Payer
decision-making. Further information is available on the events page.

Events

Thank you for your attention!

The recording & webinar report will be available on the website: www.rwe4decisions.com

For any questions or suggestions, please email secretariat@rwe4decisions.com

Next Public Webinar in September 2022

RWE Symposium on 24 November 2022 (in-person, Brussels) RWE4De REAL V\ioaﬁmg
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