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Objective

* The CDDF multi-stakeholder workshop on the Access to Innovative
Oncology Drugs in Europe aimed at facilitating a collaborative
discussion between regulatory bodies, HTA organizations, healthcare
providers, academics, patients and industry on the challenges of
equal access to oncology drugs within and between European
countries
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The figures
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journal homepage: www.gjcancer.com

Original Research

More than 5000 patients with metastatic melanoma in
Europe per year do not have access to recommended
first-line innovative treatments

Kandolf Sekulovic L', Peris KZ, Hauschild A3, Stratigos A'', Nathan P3, Dummer R'3, Hoeller
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ESMO European Consortium Study on the availability, out-of-pocket costs and accessibility of

antineoplastic medicines in Europe

MELANOMA: actual availability
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The Challenge

1000% A Cumulative
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FIGURE. Increase in cancer care and drug costs relative to overall health care costs. .:.CDDF
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SOURCE: Ensuring Patient Access to Affordable Cancer Drugs: Workshop Summary. National Cancer Policy Forum; Board on ..'.'.ﬂ:'.

Health Care Services; Institute of Medicine. Washington (DC): National Academies Press (US); 2014. .' o > ’



Additional Challenges: Evidence

Evolution in Personalised Healthcare (PHC)

Science and technology are evolving fast and are shifting boundaries
of what is possible in medical research and patient care

RCT Reqmred

RCT Feasible

One drug fits all One patient segment, one
biomarker, one drug

RCT Not

Always
Feasible

Single patient,
comprehensive profile,
individualised treatment




FROM THE ANALYST'S C

Combination therapies

in oncology

Rachel M. Webster

Red chair courtesy of s MasmnenkodAlamy Stock Photo

Table 1| Selected combination therapies in the late-phase oncology pipeline

Product
Durvalumab + tremelimumab

Durvalumab + Tagrisso (osimertinib;

AZD9291)
Atezolizumab + Avastin (bevacizumab)

Imlygic (talimogene laherparepvec) +
Keytruda (pembrolizumab)

Encorafenib + binimetinib

INJ-927 (ARN-509) +
Zytiga (abiraterone)

Cediranib + Lynparza (olaparib)
AGS-003 + Sutent (sunitinib)

VB-111 + Avastin (bevacizumab)

Company*
AstraZeneca
Astraleneca

Roche
Amagen

Array BioPharma

Aragan

Pharmaceuticals
AstraZeneca
Argos Therapeutics

VBL Therapeutics

Target or mechanism of action
PDL1 mAb + CTLA4 mAb
PDL1 mAb + EGFRTKI

POL1 mAb + VEGF mAb

Oncolytic viral therapy + PD1 mAb

BRAF inhibitor + MEK inhibitor

Androgen receptor antagonist +
CYP17 inhibitor

VEGFR TKI + PARP inhibitor
Dendritic cell vaccine + multi-TKI

Gene therapy + VEGF mAb

Indications

NSCLC, SCCHN or

urathelial bladder cancer

NSCLC

RCC

Melanoma

Melanoma

Prostate cancer

Owarian cancer
RCC
Glioblastoma

Additional Challenges: Combinations

Development
status

Phase [I1
Phase Il

Phase Il
Phase [l

Fhase [l

Fhase Il

Phase [l1
Phase [l1
Phase Il

CYP17, eytochrome P450 170 hydroxylase/17,20 lyase; CTLA4, eytotoxic T lymphocyte antigen 4; EGFR, epidermal growth factor receptor; mAb, monoclonal

antibody; MEK, MAPK/ERK kinase; NSCLC, non-small-cell lung cancer; PARF, poly(ADP-ribose) polymerase; PD1, programmed cell death protein 1; PDL1, PD1 ligand 1;
RCC, renal cell carcinoma; SCCHN, squamous cell carcinoma of the head and neck: SLAMEZ, signalling lymphocyte activation molecule family 7; TKI, tyrosine kinase
inhibitor; VEGFR, vascular endothelial growth factor; VEGFR, VEGF receptor. *Frimary commercial sponsor of pivotal study.
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Additional Challenges: Too High Expectations from the

Society

BUin cancer drus New is not synonym for better.

— JAMA Clin Oncol 2017 Salas-Vega et al
62 cancer drugs 2003-2013 EU and USA

Overall survival

Quality of life

® 43% : better > 3 months
e 11%: < 3 months
e unknown or not proven

® 42% better
® 45% less

e improvement OS — Qol — safety: 79%

“ doubtful efficacy reflects real-world effectiveness”.

]

- Letter JAMA Oncology 2017 Overestimating the benefit of cancer drugs.




The Tools: HTA

EUnetHTA Joint Action 3 (2016-2020) ¢,

oF 3
Y A3

Scientific and technical support to the HTA Nétwork

(Directive on patients’ rights in cross-border healthcare,
Y

2011/24/EU)

29 countries, 81 partners consisting
of national, regional and non-for-
profit agencies that produce or
contribute to HTA

Project Coordinator: ZIN
Dutch National Health Care Institute




EUROFPEAN

COMMISSION
Brussels, 31.1.2018
COM(2018) 51 final
2018/0018 (COD)
Proposal for a

REGULATION OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL

on health technology assessment and amending Directive 2011/ 24EU

(Text with EEA relevance)

{SWD(2018) 41 final} - {SWD(2018) 42 final}



The Tools: Pricing Strategies

Market Entry Agreements in Europe

= Confidential

= Discount

» Free/discounted treatment inttiation
» Money-back guarantee

= Qutcomes guarantee

= Patient utilisation cap

= Combination

— outcome-based agreements
< financial-based agreements

Data: 2008 — 2015 e R 5
Source: Pauwels K. Front. Pharmacaol., 04 April 2017 L)



The Tools: Pricing Strategies

BENELU

First results of

multi-country

cooperation on
medicine price
negotiations 5,C0DF
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The Tools: Pricing Strategies

Amsterdam, May 11th 2017
Fair Pricing Forum Meeting Report

We need transparency on the real costs of R&D
for new products and anticipated profit margins.
'.. CDDF



The Tools: Regulatory Strategies

L. Evid. Fortbild. Qual. Gesundh. wesen (ZEFQ) (2016) 1125, S34—537

Online verfligbar unter www.sciencedirect.com

ScienceDirect

journal homepage: http://www.elsevier.com/locate/zefqg

Adaptive Licensing — Gefahr fur Patienten? () coun

Adaptive licensing —a threat to patient safety?

Bernd Muhlbauer*

Institut flr Pharmakelogie, Gesundheit Nord GmbH, Bremen, Germany

» Safety risk for patients
* “compulsory” real life data l-: CDDF
* Methodologic risks and uncertainties: causality — adherence ... :: Seery
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Supportive Tools

A standardised, generic, validated approach to stratify
the magnitude of clinical benefit that can be anticipated
from anti-cancer therapies: the European Society

for Medical Oncology Magnitude of Clinical Benefit
Scale (ESMO-MCBS)

N. L. Cl"me.'rr‘n,r‘"T R. Suliivar?, U. Dafni®, J. M. Kerst?, A Sobrero®, C. Zielinski®, E. G. E. de Vries”
&M. J. Piccart®®

ESMO-Magnitude of Clinical Benefit Scale version 1.1

N. I ", U. Dafi, ). Bogaens . N. ). ISiRG’, G. PEntheioudaks , | -v. DOUiliaE", .. TSBSmen",
C M. ). Biceart” & E. G. E. deVies’



The Tools: Patient Involvement

1\

HTA bodies notified
PRIME, horizon scanning...

+[- patients consulted at national
level (rapporteurs’ NCA)

1_ )
'r

EU regulatory process ' WP5S HTA process National HTA process
e o e e R e e S S B e S A A A PR o

+[- Scientific Advisory Meeting at

+
EMA D : ESll Scoping: patients consulted by REA
ﬁ e : ¥ :
FEEME A ORI S authors (EU [ national level?)
R4 s
+[- patients (@ CHMP oral : mmm‘!ﬂﬂﬁ‘ﬁk é

explanation

Patients’ views on bjr

Patients’ views on REA aspects

Patients review documents for
the public: package leaflet, EPAR

summary, Q&A... - PA : - = ,‘, : . Patients review REA report for S .%
N | FinalversionofpilotREA the public o ( :DDF

Mational REA ..... Gan::arl.‘.'fug Devalopmant Forum

I5VHd INIWIS5355¢

timeline - = . '
(days) Patients involved .I -'
Legend: [ External products | EU net HTA products “With WPS mambers, MA & other stakeholders [ ] '- . [ ]
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