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“Horribly hard tasks” 

• Personalised: genotype / phenotype, intrinsic and extrinsic 
factors, personal preferences and perceptions (e.g. of risks and 
benefits). Focus on disease subsets. 
 

• Regulatory: Orphan drugs, B-R decisions, Labelling, Post-
Authorisation 

• Clinical practice: treatment decisions, costs 
• CE marking and CDx 

 
• Clinical trials: Authorisations, Logistics, Interpretation 
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“Tricky jobs” from SAWP and CHMP 

• Context and guidelines 

• SAWP 

• Biomarker ‘generation’ 
• Impact on drug development and clinical trials 

• CHMP 

• Interpretation of clinical data 
• Labelling 
• Impact of labelling on clinical practice 
• Post-authorisation requirements and ‘lifecycle’ 
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Context 
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Context 
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Context 

“Irrespective of pharmacological class, it 
is assumed that entrance into clinical 
development of new molecule today is 

guided by translational research.” 
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Issues at SAWP 

Identification of marker  •e.g. PD1, PDL1 
•Which one? Which measure? When? 

Understanding of marker •Prognostic, Predictive 

Performance of the diagnostic 

Selection of “cut-off” 
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Issues at SAWP; what shape 
for drug development? 
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Issues at SAWP – population for confirmatory development 

• Primary analysis is usually based on a population of patients that is as 
close as possible to ‘all randomised’ 

• Where there is uncertainty about the choice of ‘cut-off’: 
• the sponsor might prioritise a ‘successful’ study by choosing a 

conservative cut-off 
• this misses the opportunity to generate data to reduce the uncertainty 

• Recruit more broadly, with primary analysis based on a pre-defined 
subset (and as close as possible to ‘all randomised’ within that subset) 

• Interpret based on the primary analysis unless the totality of evidence to 
restrict or extend is compelling 

• How important to patients and prescribers is the inclusion of BM-ve 
patients? 
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Issues at SAWP – planning for development in rare strata 

• Regulatory aspects, e.g.: 
• Unmet medical need? 
• Orphan designation, ‘Similarity’ 

• Consequences for clinical development 
• Nature of BM difficult to determine 
• Challenges to fully powered RCTs 
• External control data not available 

• Untreated vs Standard of care 
• Time to event endpoints 
• Safety? 
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Issues at SAWP – clinical trials 

• ‘Umbrella’ trials; e.g. one tumour 
type, multiple genetic biomarker 
strata, each with targeted therapeutic 

• ‘Platform’ trials; a type of adaptive 
trial designed to evaluate multiple 
treatments efficiently (e.g. multi-arm, 
multi-stage trials). 

• ‘Basket’ trials; one genetic biomarker, 
multiple anatomical locations, one 
targeted therapeutic 
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Issues at CHMP 
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Illustration through Opdivo 
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PFS / OS All Randomized Subjects CA209067 



ORR PD-L1-positive (>5%) (72% vs 57.5% combo vs nivo) 

Cut-off 5% PFS according to PD-L1 CA209067 



Cut-off 1% PFS according to PD-L1 CA209067 



OS according to PD-L1 CA209067 Cut-off 1% 



Illustration through Opdivo 
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B. Post-hoc analysis 

PD-L1 expression and PFS  



Illustration through Opdivo 

• Benefit-Risk Balance? 
• Positive broad indication, with warnings 
• Positive for a restricted indication, with warnings 

• Indicated for patients with low PD-L1 expression 
• Broad indication + qualifying statement 

• Negative until mature OS data become available (by end 2016) 
 

• Pros and Cons for use in practice? 
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Labelling 

• XXX is a targeted antibody-drug conjugate for B cell ALL 
• The target is expressed on the surface of B cells and on the blast 

surface of over 90% of patients with B-cell ALL.  
• Does it help to specify in the Indication (4.1) that the patient should 

be positive for the target? 
• What consequences are there from HTA and for clinical practice? 
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Illustration through Vectibix 

An open–label, randomised, phase 
3 clinical trials of Vectibix plus 
best supportive care vs. best 
supportive care in patients with 
metastatic colorectal cancer. 
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Illustration through Vectibix 
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Then post-authorisation…… 

• Is KRAS being tested in the 
clinic? 
• How?  
• B-R if not? 
• Is use being restricted to 

wild-type KRAS? 
• MAH survey and 

educational materials 
• Who takes responsibility? 
 

• Restriction to RAS wild-type 
• New diagnostic identified 

• Does it identify the same 
patients? 

• B-R on the patient level 
• B-R on the population level 
• Who takes responsibility? 
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Summary 
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