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Description

PF-4136309 is a potent, selective, and orally bioavailable CCR2 antagonist, with ICses of 5.2 nM, 17 nM

and 13 nM for human, mouse and rat CCR2.

IC5¢ & Target

Human CCR2 Mouse CCR2 Rat CCR2

52nM (ICs)) | 13 nM (ICsp) 17 nM (ICso)

In Vitro

PF-4136309 is potent in human chemotaxis activity (IC5,=3.9 nM) and in the whole blood assay (IC5,=19
nM), with 1Cs, of 16 and 2.8 nM in mouse and rat chemotaxis assays. PF-4136309 is potent in inhibiting
CCR2 mediated signaling events such as intracellular calcium mobilization and ERK (extracellular
signal-regulated kinase) phosphorylation with 1C5, values of 3.3 and 0.5 nM, respectively. In hERG patch
clamp assay, PF-4136309 inhibits hERG potassium current with an ICs, of 20 uM. PF-4136309 is not a
cytochrome P450 (CYP) inhibitor, with ICsovalues of >30 uM against five major CYP isozymes CYP1A2,
CYP2C9, CYP2C19, CYP2D6, and CYP3A4. Moreover, PF-4136309 is not a CYP inducer at

concentrations up to 30 pMI,

In Vivo

PF-4136309 (2 mg/kg) exhibits a moderate half-life in both species after iv administration (2.5 and 2.4 h).
When administered orally, PF-4136309 (10 mg/kg) is absorbed rapidly, with peak concentration time (Tmax)
at 1.2 h for rats and 0.25 h for dogs. A similar half-life is observed in both species between iv dosing and po

dosing. PF-4136309 is well absorbed, with an oral bioavailability of 78% in both species!'l.

Solvent&Solubility

In Vitro:
DMSO : 2 34 mg/mL (59.80 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1 mg 5mg 10 mg
Concentration
Preparing 1 mM 1.7587 mL 8.7937 mL 17.5874 mL
Stock Solutions 5mM 0.3517 mL 1.7587 mL 3.5175 mL
10 mM 0.1759 mL 0.8794 mL 1.7587 mL
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Solubility: = 2.08 mg/mL (3.66 mM); Clear solution

10% DMSO—40% PEG300 —5% Tween-80 — 45% saline

W7 EAI3545 = 2.08 mg/mL (3.66 mM, AN RED) RIETH R
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L1 mL TAERCAM, B 100 pl 20.8 mg/ml [%i% DMSO f &%) 400 uL PEG300 Hi, 8 &40
FiR Rk & 50 L Tween-80, R&IE]: SASG4REIMA 450 pL AEEEER/KEA S 1 mL.

23K P IR IR AR 10% DMSO  —~90% corn oil

Solubility: = 2.08 mg/mL (3.66 mM); Clear solution

W7 FATERAS 2 2.08 mg/mL (3.66 mM, HATFZARAN) [FVIHIEL o7 SANGE T see i e LA A BLE
S8 .

L1 mL TR, BL 100 ul 20.8 mg/mL (%% DMSO & Tn#E] 900 pL Fokiulitr, WA#A.
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