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Description

PF-3758309 is a potent, orally available, and reversible ATP-competitive inhibitor of PAK4 (Ky= 2.7
nM; Ki=18.7 nM). PF-3758309 has the expected cellular functions of a PAK4 inhibitor: inhibition of
anchorage-independent growth, induction of apoptosis, cytoskeletal remodeling, and inhibition of

proliferation.

IC50 & Target

PAK4 PAK1 PAK5 PAK6 PAK2 PAK3
18.7 nM (Ki) 13.7 nM (Ki) 18.1 nM (Ki) 17.1 nM (Ki) 190 M (ICs0) | 99 nM (ICso)
PAK4

2.7 nM (Kd)

PF-3758309 has similar enzymatic potency against the kinase domains of the other group B PAKs (PAKS,

In Vitro Ki=18.1 nM; PAK6, K=17.1 nM) and group A PAK1 (Ki=13.7 nM), but is less active against the other two
group A PAKs (PAK2, IC5,=190 nM; PAK3, IC5,=99 nM) [1].
In cells, PF-3758309 inhibits phosphorylation of the PAK4 substrate GEF-H1 (IC5=1.3 nM) and
anchorage-independent growth of a panel of tumor cell lines (IC5p=4.7 nM) [1].
PF-3758309 also inhibits endogenous pGEF-H1 accumulation in HCT116 cells. PF-3758309 potently
inhibits cellular proliferation (ICs,=20 nM) and anchorage-independent growth (ICs5,=27 nM) of A549 cells[1]
PF-3758309 (7.5-30 mg/kg; p.o.; twice daily for 9-18 days) results in statistically significant tumor growth
inhibition (TGI) in HCT116 and A549 models[1].
Animal Model: Female nu/nu, CRL breed 6-8 weeks old mice (bearing HCT116 and A549
In Vivo tumors)[1]
Dosage: 7.5-30 mg/kg
Administration: Oral administration; twice daily for 9-18 days
Result: Significant tumor growth inhibition (TGI) in HCT116 and A549 models.

Solvent&Solubility

In Vitro:
DMSO : =100 mg/mL (203.82 mM)

* ">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.0382 mL 10.1912 mL 20.3824 mL
Stock Solutions 5mM 0.4076 mL 2.0382 mL 4.0765 mL
10 mM 0.2038 mL 1.0191 mL 2.0382 mL
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VAP IR IMEEFE ). 10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline

Solubility: 2 2.5 mg/mL (5.10 mM); Clear solution

W5 R4S 2 2.5 mg/mL (5.10 mM, MIRIEEARKN) (B .

PU A mL LAEHCAH), B 100 pl 25.0 mg/mlL (1787 DMSO fif % in%] 400 uL PEG300 ', 1RA&H4N
itk RA AN 50 uL Tween-80, JR&2]; SRIG4kELIAN 450 L A HKEAE 1 mL.

205K P IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2 2.5 mg/mL (5.10 mM); Clear solution

M3k = 2.5 mg/mL (5.10 mM, AIEEARKD) (I .

PL 1 mL ARSI, HX 100 pL 25.0 mg/mL fJ#7E DMSO fif & #{in%) 900 uL 20% K SBE-B-CD ‘L

AR, REEI.

AP I IR 10% DMSO  —~90% corn oil
Solubility: = 2.5 mg/mL (5.10 mM); Clear solution
W77 R A3k 2 2.5 mg/mL (5.10 mM, HRIEEAR KD MBS I, 7 RANIE T 9850 FYIZE A H BRI

DLt mL TAERCAH], B 100 pL 25.0 mg/mL [¥)i#{5 DMSO f##i0nE] 900 pL TR+, REEI.
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