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Properties RA} AA} SA}
Potency <100nM nM-pM 100-1000nM
SAR 2 order Clear 1-5 active analogs
Selectivity Subtype Yes =10
Solubility >=Spg/ml 10pg/ml Spg/ml
Drug-Drug CYP3A4 =10pM 5 isoform, =10pM | -

Bioavailibility F F>=10% F>25%

Protein Binding Yes <99.5% -

Liver microsomes > 50% <25pL/min/mg %Ry min= S0-80
Hepatocytes CL Low <SpL/min/10° cells | -

T 1 Yes =0.5hr -

RatIV CL - <35mL/min/kg -

CL Yes - -

Plasma CL - - <50 ml/min/kg
Permeability Yes - Caco2 >100mM/sec*10-7

In silico Hit to Lead HWHE
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Lipinski's Rule of Five: Parameters from clinical candidates
1) Mw < 500

2) HDO (hydrogen bond donors) < 5 (nitrogen or oxygen atoms with one or morehydrogen

atoms)



3) HAC (hydrogen bond acceptors) < 10(nitrogen or oxygen atoms)
4) An octanol-water partition coefficient LogP <

5) An orally active drug has no more than one violation of the following criteria:
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ULt ol HE=FE HAHeols 72 2XF0l AHXEM X84 (lipophillicity)=  ZO|
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stS O|X|= ionic interactiong 12{8fA pH70| A 2| charged groupg 12{$t ZO|C}. Of2

screeningM oA Q| BISiAtES MHStE LHE EQICH
—  Mw = 200-350
— clogP< 1.0-3.0
— Single charge present (secondary or tertiary amine preferred)

— Exclude chemically reactive functional groups:promiscuous inhibitors, frequent hitters,

warheads

— Non-substrate peptides are suitable

T B = GlaxoSmithKline (GSK)OA HESH Ao XtAM|$t parameterE2 Of2fief ZCh?

Lipinski ruled|| H|SIA ZF O XtM|Tt parameterdHO| £|0 YO, SO|EAH T LogSw scaleZ
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QM BIzo ZRMHE =Xt QUCH O|A9| ruledfM A E|= molecular descriptorE&

ChemBioOffice & AZEQOOMZ EHA ALt0] 7hsot A2z, SYot software packageglo| =
AOt=X| dHHOM HEO| 7ttt WY SO0|T)
- Mw <460

- -4 <logP <42 0 < LogD74 (LogP at pH 74) < 3

— LogSw (the logarithm of the intrinsic aqueous solubility) > -



— RTB(Rotatable Bonds) < 10, RNG (Number of Rings) < 4

- HDO <5 HAC<9
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