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Looking at the societal balance

Governments/public sector

For- Profit sector Non profit sector

Effectiveness in societal output

Building new eco-systems

Societal co-creation

Sustainability and access to therapeutic progress
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Many new treatments are 
developed based on their MoA

New regulatory science
based on early access

Innovation: 
how do we measure, identify 
& give access to it ?

Integration in multidisciplinary 
strategies

Challenge Statement 

Many drugs/treatment 
do not hold up their promises

Clinically relevant questions 
unaddressed / missing datasets

Impact on access



• Understanding the complexity

• Tumor and micro-environment

• Fragmentation of diseases

• Heterogeneinity of the disease

• Patterns of relapse

Many challenges ahead..

Complex evolutive

multidimensional data sets 

informing patients and society



• End-points

• Control arms

• Eligibility criteria

• Follow up of pts

External 
validity?

• Clinically relevant 
questions

• Value

• Pricing

Access?
• Regulatory trials

• Pragmatic trials

• New study designs

• Registries

• RWD/RWE

Methodology?

A multidimensional complex landscape



A new continuum to be set up

….Re-engineer….

HTA/ Access 
science

Regulatory  
science

Clinical 
science

Pragmatic gap



• More patient oriented science and 

more disruptive ideas  to change 

treatment access

• Build based on the ultimate goal and 

adapt the means to get there.

A transformative society..

Any accelerated approach has the potential to 

bring innovation faster to the clinic but 

the potential for negative consequences is real.

How do we control uncertainty for the patient? for society?

Which policy actions could be proposed?



• Initialy approved at 2 mg / kg every 3 weeks

• Then flat dose 200 mg every 3 weeks (PK analysis)

• Then 400 mg every 6 weeks (PK modelization)

Pembrolizumab doses evolved with time

Source: B. Besse, ECO Summit 2020



A French clinical trial : the PULSE regimen

Expected benefit

• Less toxicity ?

• The pulse regimen would lead to save 57 760 euros per patient

• At the country level, the PULSE regimen may save around 1 billion / 3 yrs

• Current funding by the French grant PHRC : 1 692 435 euros

Source: B. Besse, ECO Summit 2020
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Blue bars:

FDA approved indication

Response rates to immunotherapy are low in most tumour types

There is a need for better biomarkers of response

Source: R. Salgado

Poor immunotherapy response rates



Data from the Keynote-158 (below) has led to:

Pan-cancer approval for pembrolizumab

In some cancer types, there are more responders in the Non-tTMB-high segment

Numbers of patients:

Responder/total

Source: R. Salgado

TMB recommendations & approvals



Y Wu et al. N Engl J Med 2020;383:1711-1723.

ADAURA: adjuvant treatment Osimertinib

in resected EGFRm+ NSCLC



• DFS, relevance of the end-point? Potentially cured patient population, objective 
should be long term survival ( secondary end-point, not mature)

• Surrogacy of DFS demonstrated in CT trials. Surrogacy expected to be under 
question with now efficient treatments at relapse

• CT to provide a survival benefit in this pt population: but only 60% of pts in trial 
received it. Risk to switch to a new drug which has not demonstrated survival benefit 
yet

• Even if limited, still side effects expected for a cure patient population

• For 3 years, treatment at 200K/year

• Control arm pts will received the drug at recurrence: impact on on OS?

• Pts who received treatment in the adjuvant setting: risks of early acquired 
resistance?

• Optimal design: immediate vs delayed access with primary OS ?

Critical Analysis

B. Gyawali JCO https://doi.org/10.1200/JCO.20.01762



Growing stream of cancer 

medicines and indications

Number of EMA-approved cancer medicines and indications, 1995–2018

Notes: Indications refer to label extensions to cancer types in addition to the initially approved 

cancer type

Source: EMA

EMA approvals of 118 

new medicines and 164 

indications in oncology 

1995-2018

Total of 40 cancer 

medicines introduced 

until 1995

THE SWEDISH INSTITUTE FOR HEALTH ECONOMICS, SOURCE B. JONSSON ECO SUMMIT 2020



The reverse continuum…
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• The identification of candidate therapies and the assessment of key clinical 

questions to be taken forward in healthcare systems based on a 

multinational, independently-driven access system.

• The development of therapeutic strategies based on a scientific rationale that 

is complementary to the remit of commercial pipelines. Regulatory trials do 

not inform on outcome

• Three scientific pillars to define future directions:

• Clinical research

• Epidemiology

• Health economics

Some conceptual changes

Generate datasets informative to clinicians and HTAs



Conclusions

• Society must develop the means to generate datasets such as comparative evidence aiming at 
documenting the optimal treatment for cancer patients though the integration of  clinical research, 
free of commercial interest in the process of access to treatments, and inform healthcare systems. 

• Society must re-engineer new models of partnership commercial/ non-commercial research in the 
continuum of clinical science, regulatory science, into Health Technology Assessment.  

• Public health priorities need to command up stream research, to focus innovation where needed 
and avoid multiplication of redundant agents of the same class.  

• Society must support independent multidisciplinary clinical research through new mechanisms, 
and include health economic assumptions in assessing public savings based on optimized 
therapeutic strategy trials into healthcare. 



In a transformative  society, we, actors in the field should 

“unlearn” what we have done, so that we can learn how to 

do things differently and create completely new concepts

Reach a process to perform efficiently widely applicable 

clinical research in the best interest of therapeutic progress 

while preserving patient interests and rights 




