Demonstration of Relevance of the
Animal Model




Guideline Purpose

To Assist Sponsors in The Transition

From Non-Clinical
Into Early Clinical Development




Calculation of MABEL

should utilise all relevant in vitro and in vivo available
information from PD/PK data, eqg:

* |) receptor binding and receptor occupancy

e [I) concentration-response curves







Because.....
e Nonclinical studies performed in such
nonrelevant models may:

— Not reproduce the intended PD effect in Humans




Search for & Demonstration of

Relevant
(Animal Models)




Includes:

 Comparison of pharmacodynamics.




| Comparison of Pharmacodynamics

 should include
— the target structure

— binding
— Target occupancy




If NO Relevant Species Exist
Tg animals

relevant

°The use of
expressing the human target




Comments

sComparison of target structure
(primary, secondary, tertiary?)

*Not all targets are receptors




Comments

The extent to which relevant species is relevant
Should be discussed

1.e.




