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The Holistic View on Drug Development
Sequential Decision Making by Different Stakeholders
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1. Consider the extent of heterogeneity within the trial population and the "biclogical
plausibility” for a differential effect of treatment in the subgroup. This should be

discussed in the protocol by the sponsor but external new data/knowledge may have
come to light.

r

Some, or strong, plausibility for a differential

effect of treatment in the subgroup

= ‘key subgroup”.

2. Is a differentia
or inconsistent
effect observed?

YES

3. Is the effect
directionally

expectations?

consistent with prior

NOT AVAILABLE®

HO—f=

Re-consider
hypothesis for a
differential effect.
Usually STOP.

Usually NOT
CREDIBLE but
re-consider
hypothesis for
differential

effect.

4, Is the effect
replicated across
trials?

No obvious plausibility for a differential effect
of treatment in the subgroup
= "exploratory subgroup’.

Investigation of subgroups

in confirmatory clinical trials
- Scientific guideline

2. Is a differentia B dSTPF;:
or inconsistent NO—- inczn;s.lpe:nlg;: 'is
effect observed? T EnrEl 3 1 January 2019

EMA/CHMP/539146/2013
s Committee for Medicinal Products for Human Use (CHMP)

NOT
CREDIBLE

3. Is the evidence
statistically or
clinically extreme?

4, Is the effect
replicated across
trials?

YES OR NOT AVAILAELE® NO

YES [iln] r/
Try to understand
CREDIBLE Eg:gigt; why. Most often ngsgig::: NOT CREDIBLE
NOT CREDIBLE.
 J Y

action.

5. Need to pursue. Precautionary
principle may dictate regulatory

“MNOT AVAILABLE: Single large trial an the question of

interest and insufficient external data.

5. Need to pursue. Precautionary
principle may dictate regulatory
action.

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



The First Decision Point

1. Consider the extent of heterogeneity within the tnal population and the "biological
plausibility’ for a differential effect of treatment in the subgroup. This should be
discussed in the protocol by the sponsor but external new data/knowledge may have
come to light.

‘Some, or strong, plausibility for a differential Mo obvious plausibility for a differential effect
effect of treatment in the subgroup of treatment in the subgroup
= "key subgroup’. = "exploratory subgroup’.

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

Plausibility: 18 Statistics: 6

Biological plausibility: 14 Statistically significant: 2
Pharmacological plausibility: 1 Statistical significant : 1

Mechanistically plausible: 1 Nominal significance : 3

Pharmacological rationale: 2
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The First Decision Point and Its Consequences

1. Consider the extent of heterogeneity within the tnal population and the "biological
plausibility’ for a differential effect of treatment in the subgroup. This should be
discussed in the protocol by the sponsor but external new data/knowledge may have
come to light.

Some, or strong, plausibility for a differential Mo obvious plausibility for a differential effect
effect of treatment in the subgroup of treatment in the subgroup
= "key subgroup’. = "exploratory subgroup’.

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

or negative benefit-risk balance
should be prohibitive
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The First Decision Point and its Consequences

1. Consider the extent of heterogeneity within the tnal population and the "biological
plausibility’ for a differential effect of treatment in the subgroup. This should be
discussed in the protocol by the sponsor but external new data/knowledge may have
come to light.

Some, or strong, plausibility for a differential Mo obvious plausibility for a differential effect

effect of treatment in the subgroup of treatment in the subgroup
= ‘key subgroup’. = "exploratory subgroup’.

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/




1. Consider the extent of heterogeneity within the trial population and the “biclogical
plausibility’ for a differential effect of treatment in the subgroup. This should be
discussed in the protocol by the sponsor but external new data/knowledge may have
come to light.

Some, or strong, plausibility for a differential No obvious plausibility for a differential effect
effect of treatment in the subgroup of treatment in the subgroup
= "key subgroup’. = "exploratory subgroup’.

Example 1: “No obvious plausibility”

What is statistically or clinically extreme?

] : Re-consider
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replicated across
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4, Is the effect
replicated across
trials?
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CREDIBLE cl REDSSD;gt: why. Most often :ggﬁg‘é NOT CREDIBLE
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Example 1:

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

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

Conclusion supported by other products of the same class

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) No

regulatory

Quizaritinib Vvanflyta 2023 0.859 0.693 action
(0.619; 1.193) (0.500; 0.961)

3. Is the evidence
statistically or
clinically extreme?




1. Consider the extent of heterogeneity within the trial population and the "biclogical
plausibility” for a differential effect of treatment in the subgroup. This should be
discussed in the protocol by the sponsor but external new data/knowledge may have
come to light.

Some, or strong, plausibility for a differential No obvious plausibility for a differential effect
effect of treatment in the subgroup of treatment in the subgroup
= ‘key subgroup”. = "exploratory subgroup’.

Example 2: Some, or strong, plausibility
for a differential effect of treatment ...
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4, Is the effect
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4, Is the effect
replicated across
trials?
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5. Need to pursue. Precautionary 5. Need to pursue. Precautionary
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action. action.
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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)
AR Paticuts H- All Patients F—“—‘
PD-L1 TC 225% p——q PD-L1 TC 225% ®
PD-L1 TC 1-24% — PD.L1 TC 1.24%
PD-L1 TC <1% 1
PD-L1 TC <1% ' v
I I | 1 T 1] L T
0.5 1.0 1.5 2.0 0.2 0.4 0.6 0.8 1.0

Fiaure 29: Forest plot of OS by PD-L1 expression Figure 26: Forest plot of PES by PD-L1 axpression

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

3. Is the effect
directionally
consistent with prior _&
expectations?




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. — : _
Indication restricted in the EU

] Bundesinstitut
R f'"'an”"eif:‘i"ft‘] s https://www.ema.europa.eu/en/documents/product-information/imfinzi-epar-product-information_en.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/761069s018Ibl.pdf



Conclusion:
Developers decide how much diversity they include in trials e,

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

& & 9 4

Contact Any questions?

Bundesinstitut fiir Arzneimittel und Medizinprodukte
Stabstelle P2

Kurt-Georg-Kiesinger-Allee 3

53175 Bonn

Harald Enzmann
Harald.Enzmann@bfarm.de
www.bfarm.de

Tel. +49 (0)228 99 307-3315 r
Fax +49 (0)228 99 307-3534

Zertifikat seit 2010
audit berufundfamilie
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