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Goals of Talk

1. Introduce and define concept of

endpoints

2. Discuss development & validation of
clinical endpoints, for efficacy clinical

trials
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What is an endpoint?1-2

The measurement that will be
statistically compared among treatment
groups to assess the effect of treatment

and corresponds with the clinical trial’s
objectives, design, and data analysis
plan




Why do we need endpoints in
efficacy clinical trials?1.3-49

...In order to demonstrate a treatment benefit

- Improved survival
- Improvement in symptoms or functioning

- delayed symptom




Endpoint terms

What are we

: Concept of Interest COl
measuring?

How are we Clinical Outcome

measuring it? Assessment COA

Why, where, when,
& with whom are Context of Use COu
we measuring it?
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Concept of Interest (COIl)s

What are we measuring?

What is the clinical problem?
- Biologic, physiologic, symptomatic, functional

What are we doing to address this problem?

What is the intended outcome/concept/claim?
- Improve? Stabilize? Prevent?
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Clinical Outcomes Assessment (COA)?1.3.7.9

How are we measuring it?

How is this outcome currently defined &
measured? (e.g., empirically or clinically)

- Meaningful to patients?

- Is the measurement...?
Objective: survival, disease exacerbation,
clinical event, etc.

Subjective: symptom score, “health related
quality of life”, etc.
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Context of Usel: 3.6. 9

hy, Where, When, & with Whom
are we measuring it?

Why was the endpoint established (intended purpose?)

Where will it be used?
 Geographic location? Language / culture?
- Clinical practice variations

When will it be used?
- Weekly? Monthly? Once a year?

With Whom? Patient sub-population?
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Other characteristics of endpoints!: 4
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FDA Patient-Reported Outcomes Guidance —

Published in December 20091
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“Claim”
...any statement of
treatment benefit

http://www.fda.gov/downloads/Drugs/GuidanceCompliance
Regulatorylnformation/Guidances/UCM193282.pdf




What is a biomarker?10

e A lab measure

 Objectively measured

« Establishes biological activity of...

- Normal biologic process
- Disease

« Response to treatment
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Features of Validated, Surrogate
Biomarker Endpoints for Efficacy Trials!!

e Indirect endpoints

e |deally, should exist within the therapeutic
pathway between the drug and meaningful
benefit

e EXxpected to reflect changes in a clinically
meaningful endpoint
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Conclusions

Clinical Trial Endpoints (Phase 11l studies)...

...use validated Clinical Outcome Assessments,
to measure a specific Concept of Interest,
for a specific Context of Use.

—and—
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