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Clinical and societal impact - global
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Clinical and societal impact - NL
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NL: Horizon scan oncology 2024
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Regulatory impact
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Why oncology?

Field with the largest impact from a clinical, societal, regulatory and
industry perspective

At the forefront of development

At the forefront of clinical and regulatory issues, with large societal impact



High ‘unmet medical need’ — earlier assessment

Industry Payers/prescribers/HTA organizations
-— Require favourable conditions for Request comparative efficacy/  —
innovation effectiveness data

Patient groups Media/scientific community

<«——— | Demand early access to potentially life- Demand stricter safety assessment after | sy
saving drugs (for example, Abigail Alliance) series of market withdrawals
Unmet medical need Excess medicalization
D — For example, epidemiology of cbesity, For example, cbesity, metabolic e
diabetes syndrome, mood disorders

—

Time to marketing authorization

Shorter timelines More studies/patients
— Higher level of uncertainty Delayed market access m—-




Examples of regulatory issues

Figure 16. Study designs per therapeutic arez

(N=58)
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Examples of regulatory issues

Biomarker driven treatments
* Which population: biological rationale for biomarker
versus investigated population

* Validity of biomarker

Companion diagnostics ('in vitro diagnostics')

The In Vitro Diagnostic Devices Regulation (Regulation (EU) 2017/746 f ) introduces a new classification
system for companion diagnostics and the obligation to undergo a conformity assessment by a notified body.

The Regulation applies from 26 May 2022, following a five-year transition period.

Trial Tumour site Comparison PD-L1 assay PD-L1 cut-off for
primary endpoint
CheckMate-067"° Melanoma Ipilimumab/nivelumab or nivelumab | TPS No PD-L1 cut-off
versus ipilimumab alone
KEYMOTE-042% Lung Pembrolizumab versus chemotherapy] TPS =1%, =20% and
>50%
KEYNMOTE-D048'®  Head and neck Pembrolizumab versus cetuximaby/ CPs =1, =20
chemotherapy
KEYNOTE-061""  Gastric Pembrolizumab versus paclitaxel CPs =1
KEYNOTE-062""  Gastric Pembrolizumab +/— chemotherapy | CPS >1
versus chemaotherapy
JAVELIN-100"" Bladder Avelumab maintenance after Hybrid score  PDL-1 positive by
chemotherapy versus no maintenanog any of several
criteria, total
population
KEYNOTE-045"°  Bladder Pembrolizumab versus chemotherapy] CPS =10 and total
population
KEYMOTE-355""  TNBC Pembrolizumab + chemotherapy CPs =1 and =10
versus chemotherapy
IMpassion-130°  TNBC Aterolizumab + nab-paclitaxel versus| IC >1% and total
nab-paclitasel population
KEYNOTE-426°" RCC Pembrolizumab + axitinib versus CPS Mo PD-L1 cut-off
sunitinib
CheckMate-214"* RCC Ipilimumab/nivelumab versus sunitinip  TPS Mo PD-L1 cut-off

Fundytus et al, Ann Oncol 2021




Examples of clinical issues

Which patient

* Which population: biological rationale for biomarker versus investigated population

* Availability of biomarker testing

Which treatment schedule

e Earlier versus later line
* Changing treatment landscape during development of new drug

* Approved dose tolerable for less fit ‘real-world’ patients?

* Treatment optimisation (dose, schedule, duration)

10



Societal impact

thebhmj

High cost oncology drugs without proof of added benefit are burdening
health systems

Research into rational use of expensive oncology drugs in clinical practice can benefit health systems
and patients

Francine Brinkhuis, ' Wim G Goettsch, ' Aukje K Mantel-Teeuwisse, ' Lourens T Bloem'
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Solutions — collaborations for alignment

Clinical practice
Other regulatory agencies
HTA organisations

FDA
o

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEXLTH

O EMA SHEORTC
be

I - TReJEMA

WORKSHOP

~ How patient-reported

quality of life data can
inform regulatory decisions

5 April 2024 - Amsterdam, Netherlands

itcomes and health-related

Towards a permanent collaboration framework for EMA
and Health Technology Assessment bodies

15 September 2023

Dag 210 Dag 277
Startreg. Dag120  Dag180  (CHMP Opinie) (EC besluit)
Registratieprocedure (EMA) EC PD  ZIN (1° WAR) ZIN (2° WAR)

90 dagen
PD = Proefdossier; Deze kan al na dag 210 (CHMP opinie) worden|ingediend.

Parallelle procedures

Dag 210 Dag 277
Startreg. Dag 120 Dag 180 Dag 181 (CHMP Opinie) (EC besluit)

Registratieprocedure (EMA) [t Reg. (EMA)

PD  ZIN (1° WAR)

ZIN (2¢ WAR)




Solutions — predictive biomarkers

Organoids WIS

P Organoids in (pediatric) cancer research

Dr. Jarno Drost

Organ-on-chip

Regulatory Perspectives on Organ-on-chip models
Dr. Sonja Beken

. ] Data-driven childhood cancer precision medicine and research
Precision medicine P

Dr. Patrick Kemmeren
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Solutions — early assessment and approval

Dealing with uncertainties

Evidence for regulatory decision-making: when is it considered comprehensive?
Dr. Lourens Bloem

RegiSt ry d ata Registry data to support regulatory decisions in oncology: More-EUROPA’s first experiences with
DICA data, minimal data set and outcome of different dosing strategies in clinical practice

Prof. Peter Mol

POStm d rkEtl ng treatment o ptl misation Efficient use of CDK4/6 inhibitors in advanced breast cancer: the SONIA study

Prof. Gabe Sonke

14



Solutions — collaborate in regulatory science M E B

4) The nature of uncertainties on the benefit-risk

balance of anticancer medicines at initial marketing Therapy Medicinal Products in the EU

= - - parmarvenars | leiaoen
authorisation in the F*y5y255 \WoHd overall survival after alternative

aneeransn e dosing for pembrolizumab in the treatment Of NON- [

Lourens T. Bloam?

small cell lung cancer: a nationwide retrospective
cohort study with a non-inferiority primary objective 'S ©f targeted anticancer agents

tions
8) A N t Geeske F. Gritl?, Esmée van Geffen?, Ruben Malmberg*®, Roelof van Lesuwen®5, Stefan Bohringer®?, Hans J.W.
dlUlc

Smit®, Fepijn Brocken®, Job FH. Eijsink®, Esther Dronkers?, Pim Gal?, Eva Jaarsma®, Regine .H.M. van Drie-Fierik!,
Anne M.P. Eldering-Heldens'?, A N. Machteld Wymengal?, Peter G.M. Mol?, Julitte Zwawveling®, Doranne Hilarius*

Harmonizea Lommunication or uncertainues

Identified during the European Medicine
Authorization Process
13) The potential mismatch between dose
recommendations for protein kinase inhibitors and
the clinical practice

Ian Bussell?, Steven Teerenstral?, Kit C.B. Roesl?

10) Characterisation of evidence for the correlation
of surrogates and clinical outcomes

Renske J. Grupstra®?, Elisabeth Bakker!?, Viktoriia Starokozhko23 Anna M.G. Pasmooij?, Peter G.M. Mol®25

Margot Brinkhof !, Sieta T. de Yries™?, Peter G.M. Mol®2, Marije de long?, Esther Broekman®*
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