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PK & Biotransformation Reactions - A Sampler
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PK properties are intrinsic to molecules and need to be 
evaluated very early in the research phase identifying the 
molecule with the optimal therapeutic coverage



“Exposure response” is more meaningful than “dose response”!

Plasma Concentration of Drug A After an Oral 
Administration of 0.5 mg/kg As a Solution and a 
Suspension Formulation  







N-Dealkylation 
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In Vitro Metabolic Systems
Drug Metabolizing Enzymes (DMEs) In Various Liver Fractions

Metabolism is not always synonymous with detoxification !  Bioactivation should not be overlooked 

Only two of these in vitro systems are amenable to scaling 
(In vitro to In Vivo Extrapolation/Scaling;abbreviated as “IVIVE”)



Acyl Glucuronides-Why are they a Liability in Drug Development
“Amadori Rearrangement”
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Keto-Enol Tautomerism

Acyl Glucuronide History. The Amadori rearrangement was discovered 
by the organic chemist Mario Amadori (1886–1941), 
who in 1925 reported this reaction while studying 
the Maillard reaction.

Mario Amadori

This can act as a hapten 
causing immunogenic 
reactions!  You are covalently 
modifying native proteins



ADME in a Nutshell


