EFSPI/PSI Multi-Component Endpoints SIG

Current Practice

« Patient experiences are complex
and multidimensional

« Common strategy:
combine multiple sources of info
into a single ‘composite’ endpoint
- multi-component

The Landscape

Ideal World

 captures the disease’s
full impact

- offers clear interpretation
of the drug’s effect

- allows efficient statistical
estimation & inference

Unstructured |
—~>Traditional Composite |
e.g., HiISCR75* = (binary) indicator of

l. 75% improvement wrt baseline in nodule count
Il. Noincrease wrt baseline in draining tunnels
lll. Noincrease wrt baseline in abscesses

*Endpoint used in chronic
inflammatory skin disease

Structured
(hierarchical)

Established New
MC Endpoints Methodologies

e.g., modified «Win Statistics
Rankin Scale  «Desirability of Outcome Ranking (DOOR)
in Stroke * Markov Ordinal State Transition

(MOST) model

Insights & Questions

| Multi-component Endpoint

Definition (first attempt):

A multi-component endpoint is a single, aggregated metric comprised of several independent
clinical measurements, used to capture a broader picture of disease progression or treatment efficacy

| General Objectives

+ Define and structure the landscape of multi-component endpoints and set a clear decision framework
for when and which multi-component endpoints add value versus simpler alternatives.

« Tackle and highlight interpretability challenges, contrasting with existing methodologies.
+ Upgrade existing endpoints into rich multi-component analyses without changing the clinical question.
+ Drive adoption and impact via targeted use cases, regulatory alignment, and practical tools, software,

and dissemination.
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