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Facing the challenge: from EU regulatory approval to national
HTA/P&R decisions

EAMS COF NICE

Gamme NIV
AMHY EhLarvcionmen s by Lo

EMAa EC

EU MA

Indication

Approval N
.. chronic
I(chs)::llri‘fl;) myeloid 03/2013 7 7 11 18
leukaemia
vismodegib basal cell Martinalbo et al., Early access to
(Erivedge)* | carcinoma | 07/2013 | n/a / > 20 . Y
medullary cancer drugs in the EU. Ann
?2';‘:;‘::";'*" thyroid 03/2014 n/a 10 8 n/a Oncol 27: 96-105, 2016
q cancer
*first in class; MA = marketing authorisation; P&R = price and reimbursement cut-off: 15 September 2015

1 Bridging the gap: Regulatory and HTA 30 November 2018




-

FUIRCIFEAM BAET gl CIMES AGEMCY

Synergy through alignment of evidence generation plans

Starting point: Regulators and HTAs

- answer different questions

- have different requirements in terms of evidence

Aim: decision makers come together early to discuss
- the planned development including populations / comparators / design of trial /
endpoints
- the requirements for post-licensing evidence generation

Expectation: Optimised evidence generation plan = Improve access
for patients

“"Clinical benefit” is universal 2 once established it can be contextualised
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Early engagement on development: why (and how)?

7~ N\
\ ]
Q\Q\/@ EMA works with HTA bodies since 2010 and with payers since 2017

Parallel Consultation as central platform to discuss evidence generation

« Agree what evidence from clinical trials is needed to meet the needs of
both regulators and HTAs

« Help to better understand the applicant’s development plan and the basis
for authorisation by CHMP

« Tripartite scientific advice (EMA-HTA-Payers) yet to start

@ Focus on facilitating the development of innovative medicines that
serve patients’ needs and are accessible for patients
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The impact of cross-decision maker engagement in evidence
generation planning - First analyses

Topic 1: Level of alignment Topic 2: Uptake in development

28

b

POPULATION [n=112) COMPARATOR [n=83) ENDPONTS =22 OTWER STUDY DESIGN  OVERALL ZPFICACY AND 0
CRARACTERSTICS fasd)  BAFETY DATA PACKAGE Marafactrer Marut st es Marufactures Mansfacturer  Manufacturer & not

In=73) cumplind only with  campling with the complied with the  camplied orly with oy weth the

the regulstory achics regulator und o1 leasl regulstor and more the HTA advice regudatony ror the

Level of agreement (position of HTA bodies vs. regulators; review of G R s R 0 gt
clinical trial features based on of 31 scientific advice procedures): rdvice bectie:

B full agreement B partial agreement O disagreement.

Tafuri et al., British J Clin Pharm, Volume 82, Issue 4, 965-973 Tafuri et al., British J Clin Pharm, doi: 10.1111/bcp.13524
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Post-licensing evidence generation (PLEG) - the next domain
of collaboration on evidence planning

Qualification of registries for post-licensing o 0 .
. EUROPEAN MEDICINES AGENCY
data generation:

i 29 June 2012

P 4 EMASCHMP/SAWD 42248002018

« European Cystic Fibrosis Society B R P A e T e
Patient RegiStry (ECFSPR) > para”el + Draft qualification opinion on Cellular therapy module of

s the European Society for Blood & Marrow Transplantation

qualification with HTAs s (EBMT) Registry

« European Society for Blood & Marrow A idondesed

Adapted by CHMP for relssse far consultation 21 May 2010°

Transplantation (EBMT) Registry
[relevant for CAR-T therapies] = HTAs ) b ssstsnssd oo aran

Commuants should be provded using this tamaiie. The completed commants form should be semt

involved in the supporting workshop (0 ta0a Lavsdon e ecuoa e

. . Kaywords Chimans antigen receptor (CARET cell themapy, haamatolagical malgnancies.
Publicly available outputs! e T
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Guiding evidence generation to establish clinical benefit

Know- d Guidelines on

Decision
ledge — development

, \' New endpoints

for drug
development

\ I Learnings from

Evi- Imple- decision

dence _ ment making

Information Planning
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Guidelines make learnings and knowledge available

The revision of the Multiple Sclerosis guideline in O
2015 considered EUROPEAN MEDICINES AGENCY
« Numerous product-specific scientific advices HSI s ne

Committee for Medickal Products for Human Use [CHMP)

« Two methodological advices

Guideline on clinical investigation of medicinal products
for the treatment of Multiple Sclerosis

« Learnings from the review of several marketing
authorisation applications

Draft Agreed by Cantral Nervous System Working Party May 2012

- - ‘x“.'ﬂ by CHMP for relasse for consultation - 70 Saptember 2012

« Qutcome of a public workshop in 2013 I =

. P . . . End of consultation (deadline for commants) 31 Narch 2013

« Published position on regulatory and scientific T ——

challenges * s s

Date for caming o effect ©1 Octcher 2018

* Balabanov et al., MS Journal (20), 128201287 (2014)
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The challenge in practice: Recent experience with ocrelizumab

New medicine for multiple sclerosis

revus is first medicine to recelv itiv Inlon for treatment of patien
Ocrevus is edicine to recelve positive opl e of patients G_BA (DE)I NICE (UK)Z
with early stage of primary progressive multiple sclerosis

+ Active RMS = minor + RMS = slows disease
ReQUIatory approval for treatment added benefit compared progression compared
of adult patients with to Interferon beta-1a/b with some treatments but
or glatiramat not others; uncertainty of
« relapsing forms of multiple * Highly active RMS =2 slowing disease
. . ) added benefit not progression in highly
sclerosis (RMS) with active proven compared to active and rapidly
disease alemtuzumab, evolving severe disease;
fingolimod, natalizumab recommended only after
« early primary progressive or baseline therapy alemtuzumab (due to
. . . « PPMS = indication of costs)
multiple sclerosis (PPMS) in minor added benefit  PPMS = in progress
terms of disease duration and compared to SoC (current position [Sep

18]: not cost-effective)

1 G-BA decision of 2 August 2018 (AM-RL-XII Ocrelizumab)
2 NICE guidance TA533 (RMS) and ongoing NICE appraisal ID938 (PPMS)

level of disability
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https://www.g-ba.de/downloads/39-261-3434/2018-08-02_AM-RL-XII_Ocrelizumab_D-332_BAnz.pdf
https://www.nice.org.uk/guidance/ta533/chapter/1-Recommendations
https://www.nice.org.uk/guidance/indevelopment/gid-ta10153
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Establishment of new endpoints for drug development

Qualification of Stride Velocity 95th Centile - 0 -
measured by a wearable device as outcome PN AP

[ MEDICINES !

measurement in Duchenne muscular dystrophy moommseams
I . Product Development Scientific Support Department
(DMD) =» acceptability as secondary endpoint
Qi i Draft lificati ini trid locity 95th il

for regulatory decision making as & secondary endpoint in Duchenne Muscular Dystrophy

Pat'ent eIe ant J measured by a valid and suitable wearable device*®

| -r \"

U Se Of d I g Ita | d ata J Draft agreed by Scientific Advice Working Party 12 April 2018

Draft guidance for public consultation (closed popd by P frrlsse o conseain
. Start of public consultation 21 September 2018

0 n 3 O N Ove m be r 20 1 8) 9 In p Ut from a I I End of consultation (deadline for comments) 30 November 2018

stakeholders incl. HTA/payers invited

Comments should be provided using this template. The completed comments form should be sent to
Qualifications

Other examples: PUCA index; Dopamine
transporter imaging to identify early PD patients

Kaywords Activity mionitor, Duchenne Muscular Dystrophy (DMD}, Real World Data, Stride
Velocity, Ambulation

9 Bridging the gap: Regulatory and HTA 30 November 2018




-

FURCPEAM RAET ;I CIMES AGEMCY

Learnings from sequential decision making

For Relative Effectiveness Assessment Regorafenib for hepatocellular carcinoma

by EUnetHTA, EMA and EUnetHTA

) EMA/CHMP EPAR! EUnetHTA REAZ
established a framework to share _ _ , _
. . . « RESORCE trail, OS gain « RESORCE trail, OS gain
information (final regulatory output) (2.8 months) considered (2.8 months) considered
and facilitate mutual understanding of clinical benefit a modest gain
« Uncertainties: sorafenib » Insufficient evidence on
e 3 products completed so far (4th in intolerant patients; impact on HRQoL
) patients with ECOG (“regrettable” for end-
preparation) PS>1 and/or Child Pugh stage patients)
] o B = addressed through - Evidence gaps: sorafenib
« Learnings for optimising regulatory SmPC changes intolerant patients and
output to increase understanding of SIS Wildy EC0IE
PS>1 and/or Child Pugh
B/R assessment for use by HTAs B  further research
data collection necessary
1 EMA/CHMP EPAR EMEA/H/C/002573/11/0020
2 EUnetHTA REA Project ID: PTJA02
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http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/002573/WC500234119.pdf
https://www.eunethta.eu/wp-content/uploads/2018/01/Regorafenib_Final-Assessment-Report.pdf
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Priority areas of the EMA/EUnetHTA work plan 2017-2020

Early dialogue / scientific advice

O

« “Late dialogues” / peri-licensing advice sttt
« Methodological approaches for study designs

 Unmet medical need and therapeutic innovation -
EMA-EUnetHTA three-year work plan
2017-2020

« Significant benefit vs. added therapeutic value

Introduction

° Identification Of the treatment eligible population The EMA-BUnetHTA cotaboration, which 5egan in 2010 based on scommendations from the High-ievel
Phamaceutical Forum’, aime 10 RAMEES Syneigies Detwean regulatory evakition and heaith

technatogy assessmaent (HTA) along the ifecycie of 2 medicine. Folawing INItiai work 1o Improve the

way data published Dy EU reguidtons as part of thelr benefit risk azsessn @n contribute 1 reldtive

- Information exchange regulators <> HTA bodies i e e e

A Nirst EMA-EUnetHTA work plan had been estabished for the yoars 2012-2015; 3 10001 on the

outcomes of this jJoint work plan has been published In Aped 2016, Folowing up on the achievements

. . . . and developments, 3 new joint work plan for the yaars 2017-2020 has bean agreed. The overad goal of

Y Pa tl e nt a n d CI I n I CI a n e n g a g e m e nt the coliaboation ik 10 improve efficiency and quallty of processes, whilst respacting thelr respective
remits and ensure mutual understanding and dislogue on evidence needs, 10 faclitate access to

medicines for patients In the European Union.

« Population or intervention-specific areas
EMA-EUnetHTA work plan 2017-2020
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http://www.ema.europa.eu/ema/pages/includes/document/open_document.jsp?webContentId=WC500238160
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How can players along the technology lifecycle work together
to support the introduction of innovative health technologies

» Collaboration on topic identification

and prioritisation by various players e.g. parallel consultation (scientific

Horizon Z\gggpac_e advice) involving various decision-

scanning | tion plan makers to ensure evidence generation
meets different needs

« Early flag of innovation that would
benefit from closer engagement
across decision makers

. . . Post- . .
e.g. readiness for subsequent decision licensing GRS preparedness of patient registries

making in a timely manner, respecting Wil sle-l to collect relevant information in a

different remits robust manner

Collaboration between decision makers can enable better preparedness of the healthcare
systems for development and introduction of innovation with true clinical benefit.
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Thank you for your attention

Further information

Michael.Berntgen@ema.europa.eu

European Medicines Agency

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom
Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555
Send a question via our website www.ema.europa.eu/contact

Follow us on % @EMA_News



