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What’s hot in pharma R&D?

EMA Annual Report, 2016
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Question Today's challenges

Robust definition and diagnosis 
of disease?

Stratification of cancers, 
psychiatric morbidities

Clinically relevant endpoints to 
evaluate drug effects?

PFS/OS/RR in cancer, 6-MWT in 
PAH, HbA1C in diabetes

Identifiable target population 
(indication) that may benefit?

First line/second line, biomarkers 
responders/non-responders 

What kind of comparison is 
useful, needed and feasible?

Placebo, active controls and 
natural course of disease

Key questions when regulating a medicine
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Round 1 Round 2 > 2

Afstyla

Alecensa

Alprolix +
+

Cinqaero

Darzalex

Empliciti

Epclusa

Galafold

Ibrance

Idelvion

Lartruvo

Lonsurf

Ninlaro

Ocaliva

Olumiant

Ongentys

MedImmune

Parsabiv

Strimvelis

Taltz

Truberzi

Uptravi

Venclyxto

Zalmoxis

Zavicefta

Zepatier

Zinplava

European CP products 2016

• 27 NCE/NME
• 10/27 OMP
• 8/27 oncology

• 8/27 NL Rap or Co-Rap.

NL position

B/R negative

Still objections

B/R positive



The classic clash of type I and II errors in 
regulatory decision making

• Type I error: a decision to approve a product is made, 
but turns out to be wrong, too risky, too many 
uncertainties, or …….

• Type II error: a decision to approve a product is not 
made, and turns out to be too precautionary, based on 
wrong data, too risk averse, or …..



New Eng J Med 2010; Sept 16.

How to come to a decision?



Eichler HG, Pignatti F, Flamion B, Leufkens H, Breckenridge A. Balancing early market 

access to new drugs with the need for benefit-risk data. Nat Drug Discov 2008; 7: 818-26.

The best moment to bring a product to the clinic?
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N Engl J Med 2017; 376: 52-60.
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Costs of clinical trials FDA approved drugs 2015-2016

Moore TJ et a. JAMA Intern Med doi:10. 1001/jamainternmed.2018.3931
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Weighing of evidence by HTA bodies for conditionally 
approved drugs in EU (9/27 controlled, until June 2016) 

Vreman RA et al. Clin Pharmacol Ther. 2018 Oct 9. doi: 10.1002/cpt.1251

1999-2014 approvals 
without controlled data  

EMA 35/415
FDA 54/403

Hatswell AJ et al. BMJ 
Open 2016; 6:e011666.
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Pivotal data contrasts in drug development

• More data points from clinical trials than ever before. 

…… Still decisions on B/R under high levels of uncertainty.

• Big cry out for RWE, Big Data, registries, etc.

…… Impact on regulatory decision making rather limited.

• Advancements in observational methods (e.g. inception 
cohorts, prevalent new user design, propensity scores). 

.…. Not always good for external validity, RW extrapolation. 

• Data space for industry and authorities heavily regulated.

..... Hardly any regulation social media/academia/NGOs.
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Two key developments in regulatory innovation, i.e. 
opportunities for informed impact …..


