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Definition of PoX

Proof of Mechanism (PoM) #%{EsIERA

Refers to Early Clinical Drug Development in Phase I, usually performed
in HVs

Showing drug exposure at the target site of action

Showing that the drug interacts with the intended molecular receptor or
enzyme

Showing that the drug effects cell biology in the desired manner and direction

Proof of Concept (PoC) #3250
Small group of patients with disease of interest, Phase 11
Showing a useful amount of desired clinical activity

Proof of Principle (PoP) [RIEFEA
Relates to late clinical development in Phase III
Showing statistically significant evidence of clinical efficacy and safety

M. Grossmann & K Francke, AGAH Annual Meeting 2012
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Early Stage Clinical Trial ..

» Definition of Early Stage Clinical Trial

Phase I, PK/PD, Micro-dosing, Phase Ib,
Phase IIa, PoC Study, PoM study

»Obtain efficacy signal from PoM
e Invasive PoM study - disease model

- human ex vivo thrombosis
- shed blood

- capsaicin challenge
- LPS challenge
e Biomarker study
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