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Scientific Rationale & Objectives

Industrial aspects
of DMPK

What is DMPK?

Absorption

How & Why we study ADME in the drug discovery value

Important DMPK
parameters

chain

To provide WHO-TD
& EU-Antimal proje
with ADME suppo
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Key Findings & Achievements

e Results:

— Completed Phase 1 of the ADMET profiling platform

* In silico method$or the prediction of: pka, log P, polar sadacelability,
permeability, metabolic stability, site of smetaboli

* In vitro methodfor the determination of: compound purityolioigilRy s
metabolic stability, enzyme identification,iitYéhinh

 AIBST now a WHO-TDMPK Centre of Excellemcéfrica
— SupportingHO-TDR EU-AntiMabrojects with ADMET data

e > 50 compoundsnalysed

e Conclusions:
— ADMET data being used to guide lead compactioml sele
— Turnaround times still too long
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Typical

In silico predictions
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Challenges & How Resolved

 Limited Human resources affecting turnaround times
— Recruited 5 young trainee technicians
— Recruited a bioanalytical chemist postdoc. to start Jan 2010

e Equipment Service (LC-MSMS and HPLCs)
— Secured contracts with South African companies

 Requested to provide invivo DMPK services

— Short- listed for a WHO-TDR grant for capacity
strengthening for cell culture and in vivo PK work.
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Future Directions & How ANDI Can Contribute

* Planned research, training & construction aci\ati&iBST
— Setup in vitro cell culture and in vivo anshadliézK
— Biotransformation based SAR generation oorodtuutsl
— Launch a 2-year MSc in Drug Discovery & Devial@od@n

« ANDI'srole
— Support of novel approaches in natural peedancth r

— Capacity building with respect to skilled Isomn@esehrough postgraduate
training

— Contribution to laboratory infrastructure deudimpanug discovery &
development research
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