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DIVERSITY IN CLINICAL TRIALS:
EU regulatory perspective
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The Holistic View on Drug Development
Sequential Decision Making by Different Stakeholders





https://www.ema.europa.eu/en/investigation-subgroups-confirmatory-clinical-trials-scientific-guideline

Investigation of subgroups
in confirmatory clinical trials
- Scientific guideline



The First Decision Point

Plausibility: 18
Biological plausibility: 14
Pharmacological plausibility: 1
Mechanistically plausible: 1
Pharmacological rationale: 2

Statistics: 6
Statistically significant: 2
Statistical significant : 1
Nominal significance : 3

Frequency of “plausibility“ and “statistics“ in the guideline

discussed in the protocol by the sponsor



The expectation of or high probability of  
no efficacy, unacceptable adverse effects 

or negative benefit-risk balance 

should be prohibitive

The First Decision Point and Its Consequences



Some individuals, groups, and communities are in a situation of more vulnerability as 
research participants …, and thus are at greater risk of being wronged or incurring harm. 
Their exclusion from medical research can potentially perpetuate or exacerbate their 
disparities. Therefore, the harms of exclusion must be considered and weighed against 
the harms of inclusion. 
https://www.wma.net/policies-post/wma-declaration-of-helsinki/

The First Decision Point and its Consequences



Example 1: “No obvious plausibility“ 
 What is statistically or clinically extreme?



EFS

OS Not consistent

OSOS

Males Females

Example 1: 
No obvious plausibility for a differential effect of treatment in the subgroup 
Midostaurin (Rydapt)   Indication FLT3 positive acute myeloid leukemia (AML)



Hazard ratio, overall survival
Male Female

Midostaurin Rydapt 2017 0.53 1.01   .
(0.39; 0.72) (0.76; 1.34)

Gilteritinib Xospata 2019 0.717 0.573
(0.491; 1.048) (0.402; 0.816)

Quizaritinib Vanflyta 2023 0.859 0.693
(0.619; 1.193) (0.500; 0.961)

Conclusion supported by other products of the same class

Example 1: 
No obvious plausibility for a differential effect of treatment in the subgroup 
Midostaurin (Rydapt)   Indication FLT3 positive acute myeloid leukemia (AML)

No 
regulatory 

action



Example 2: Some, or strong, plausibility
for a differential effect of treatment …

… such as a qualitative (presence or absence) 
or quantitative (cut-off) difference regarding 
the pharmacological target



Consistent within trial (OS and PFS) and consistent 
within substance class (PD-1, PD-L1 mAbs)

https://www.ema.europa.eu/en/documents/assessment-report/imfinzi-epar-public-assessment-report_en.pdf

Example 2: 
Some, or strong, plausibility for a differential effect of treatment in the subgroup
Durvalumab (Imfinzi) anti-PD-L1 mAb Indication non-small cell lung cancer (NSCLC)



locally advanced, unresectable non-small cell lung cancer in
adults whose tumours express PD-L1 on ≥ 1% of tumour cells 

and whose disease has not progressed following platinum-based 
chemoradiation therapy.

adult patients with unresectable, Stage III 
non-small cell lung cancer (NSCLC) whose disease has not 

progressed following concurrent platinum-based chemotherapy and 
radiation therapy. 

https://www.ema.europa.eu/en/documents/product-information/imfinzi-epar-product-information_en.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/761069s018lbl.pdf

Indication restricted in the EU

Example 2: 
Some, or strong, plausibility for a differential effect of treatment in the subgroup
Durvalumab (Imfinzi) anti-PD-L1 mAb Indication non-small cell lung cancer (NSCLC)



Conclusion: 
Developers decide how much diversity they include in trials

Regulators welcome diversity and can handle it as subgroups
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Thank you for your attention

Contact
Any questions?
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