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Description

MK-0812 Succinate is a potent and selective CCR2 antagonist with high affinity at CCR2.

IC50 & Target

CCR2

In Vitro

MK-0812 is a potent and selective CCR2 antagonist[1]. MK-0812 completely blocks all MCP-1 mediated
response in a concentration dependent manner, with an 1Cs, of 3.2 nM. This value is similar to the potency
observed for the inhibition of 1251-MCP-1 binding by MK-0812 on isolated monocytes (ICso 4.5 nM). In fact,
MK-0812 not only completely blocks the shape change response to exogenous MCP-1, but also results in a
monocyte forward scatter measurement below unstimulated or basal levels. The addition of MK-0812 to
rhesus blood also inhibits MCP-1 induced monocyte shape change. The ICs, for MK-0812 in whole blood

assays is 8 nM[2]

In Vivo

MK-0812 (30 mg/kg, p.o.) reduces the frequency of Ly6GLy6CM monocytes in the peripheral blood, while
no impact on circulating Ly6G*Ly6C* neutrophil frequency is observed. In addition, MK-0812 treatment
causes a dose-dependent reduction in circulating Ly6C" monocytes and a corresponding elevation in the
CCR2 ligand CCL2[1]. MK-0812 is administered by continuous i.v. infusion to maintain a constant level of

the drug in blood[2].

Solvent&Solubility

In Vitro:
DMSO : 2 32 mg/mL (54.46 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.7018 mL 8.5088 mL 17.0175 mL
Stock Solutions 5mM 0.3404 mL 1.7018 mL 3.4035 mL
10 mM 0.1702 mL 0.8509 mL 1.7018 mL
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VISR I IR ]: 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (4.25 mM); Clear solution

M7 AR 2 2.5 mg/mL (4.25 mM, TATEE AR A IS E TR

B mL AR50, B 100 pL 25.0 mg/mL (3% DMSO it #-nE] 400 uL PEG300 1, JEA %)
[l BB ARSI 50 L Tween-80, REIS); SAR4kERIMA 450 L AEFEAKERZE 1 mL.
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2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (4.25 mM); Clear solution

M7 EFFRAS 2 2.5 mg/mL (4.25 mM, TERTEE R AT RIS AT

PL 4 mL TAER6], B 100 pL 25.0 mg/mL {95 DMSO %0 n% 900 uL 20% ¥ SBE-B-CD £
HER KA, IREIA .

BAERF I INEERER:  10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (4.25 mM); Clear solution

TR TERAT 2 2.5 mg/mL (4.25 mM, YERIREAREN) MRS, BT RANE F T SRR R A B R
s,

L1 mL TAER 6], B 100 pL 25.0 mg/mL (354 DMSO fi§ &% 900 L Fkiheh, REeL4.
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ERS%:

Mice[1]

Female BALB/c mice are used between 8 and 10 weeks of age. SCH563705 or MK-0812 are

Animal Administration | administered in a 0.4% methylcellulose (MC) solution by 30 mg/kg oral gavage (p.o.). Two hours

later, the frequency of CD11b*Ly6G Ly6C" monocytes and CD11b*Ly6G*Ly6C* neutrophils is

determined by flow cytometry[1].
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