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Learn how to profile off target risks and polypharmacology in discovery pipelines. You will work
with chemogenomic style data, similarity and simple network views to understand how
compounds may engage multiple targets, summarize potential liabilities and communicate risk
aware design suggestions to project teams.
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Session 1 — Off Target Concepts & Liability Landscape Session 2 — Target Panels, Similarity &

Networks Session 3 — Polypharmacology Profiles & Workflows Session 4 — Mini Capstone: Off

Target & Polypharmacology Brief
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Off Target Concepts & Liability Landscape

On target vs off target actions in discovery

e f f i c a c y  v s  s a f e t y  p e r s p e c t i v e s  s a f e t y  p h a r m a c o l o g y

f o c u s  ( c o n c e p t u a l )  r o l e  i n  s e r i e s  t r i a g e

Key classes of off targets and liability themes

G P C R s  a n d  i o n  c h a n n e l s  ( h i g h  l e v e l )  k i n a s e s  a n d

e n z y m e s  ( c o n c e p t u a l )  s i m p l e  r i s k  c a t e g o r i e s

Chemogenomic style data and panels (overview)
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c o m p o u n d – t a r g e t  m a t r i c e s  a c t i v i t y  v s  c o n c e n t r a t i o n

n o t i o n s  p a n e l  b a s e d  t h i n k i n g
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Target Panels, Similarity & Networks

Target panel style data organisation

a c t i v i t y  t a b l e s  a n d  m a t r i c e s  t h r e s h o l d s  a n d  f l a g s

( c o n c e p t u a l )  h e a t m a p  s t y l e  v i e w s

Similarity and substructure search for off targets

f i n g e r p r i n t  s i m i l a r i t y  c o n c e p t s  c h e m o t y p e  a n d

s c a f f o l d  i d e a s  s i m p l e  a n a l o g u e  r e a s o n i n g

Network style views of compound–target space

b i p a r t i t e  n e t w o r k  c o n c e p t s  h u b  t a r g e t s  a n d  h u b s

c o m p o u n d s  v i s u a l  i n s p e c t i o n  o f  r i s k  c l u s t e r s
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Polypharmacology Profiles & Workflows

Desired vs adverse polypharmacology (conceptual)

m u l t i  t a r g e t  e f f i c a c y  i d e a s  s i d e  e f f e c t  a n d  l i a b i l i t y

t h e m e s  s e r i e s  l e v e l  p a t t e r n s

Building simple polypharmacology profiles

c o u n t  a n d  i n t e n s i t y  s t y l e  m e t r i c s  t a r g e t  c l a s s  b a s e d

s u m m a r i e s  t r a f f i c  l i g h t  s t y l e  s c o r i n g

Workflows for off target and polypharmacology triage

p a n e l  a n d  s i m i l a r i t y  i n p u t s  s u m m a r y  t a b l e s  a n d  p l o t s

p r i o r i t i s a t i o n  o f  c o m p o u n d s  a n d  s e r i e s
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Mini Capstone: Off Target & Polypharmacology Brief

Assemble an off target and polypharmacology panel for a small

series

T h e o r y  +  P r a c t i c a l

Summarise risks and opportunities at series level

h e a t m a p s  a n d  p a n e l  t a b l e s  t r a f f i c  l i g h t  r i s k  v i e w s

s h o r t  p r i o r i t i s a t i o n  n o t e s

Deliverables: off target panel, polypharmacology snapshot &

narrative

s p r e a d s h e e t  a n d  p l o t s  o n e  p a g e  b r i e f i n g  s l i d e  P D F  o r

H T M L  s u m m a r y
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