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Description

INCB 3284 is a potent, selective and orally bioavailable human CCR2 antagonist, inhibiting monocyte
chemoattractant protein-1 binding to hCCR2, with an IC50 of 3.7 nM. INCB 3284 can be used in the

research of acute liver failure.

IC59 & Target

MCP-1-hCCR2

3.7 nM (ICs0)

In Vitro

INCB 3284 is a pentent, selective and orally bioavailable human CCR2 antagonist, inhibiting monocyte
chemoattractant protein-1 binding to hCCR2, with an IC50 of 3.7 nM. INCB 3284 also causes an IC50 of
4.7 nM in antagonism of chemotaxis activity, an IC50 of 84 uM in inhibition of the hERG potassium current.
However, INCB 3284 has no effec on CCR1, CCR3, CCR5, CXCR3, and CXCRS5, or additional GPCRs at a
concentration of 1 yM. Moreover, INCB 3284 potently inhibits CCR2-mediated signaling events such as
intracellular calcium mobilization and ERK phosphorylation with IC50 values of 6 and 2.6 nM,

respectively[1].

In Vivo

INCB 3284 (1 mg/kg/day, ip) reduces liver damage, and decreases microglia activation in AOM-treated
mice via inhibition on CCR2. INCB 3284 also significantly reduces the pERK1/2 to tERK1/2 ratio, as well as
G-protein signaling pathway activity and proinflammatory cytokine production in cortex lysates from mice

administed with azoxymethane[2].

Solvent&Solubility

In Vitro:
DMSO : 2 83.3 mg/mL (160.03 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.9211 mL 9.6054 mL 19.2108 mL
Stock Solutions 5mM 0.3842 mL 1.9211 mL 3.8422 mL
10 mM 0.1921 mL 0.9605 mL 1.9211 mL
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VISR I IR 7): 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline
Solubility: = 2.5 mg/mL (4.80 mM); Clear solution
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L1 mL TAEMCAH, B 100 pl 25.0 mg/ml [93%% DMSO &%) 400 uL PEG300 Hi, 8 &40
FiR R & 50 L Tween-80, R&IE]: SAG4REIMA 450 pL AEEEER/KEZA S 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (4.80 mM); Clear solution

M7 R FRAS 2 2.5 mg/mL (4.80 mM, LRI ARA) RIS AT

PL 4 mL TAER], B 100 pL 25.0 mg/mL {95 DMSO %% n%| 900 uL 20% ¥ SBE-B-CD £
TR, IREIA .

A KIFI IR R: 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (4.80 mM); Clear solution

BET7 RIS 2 2.5 mg/mL (4.80 mM, YRR EN) MIEIER, BT RANE H T SRR R A A B R
s,

Bl mL TAER 6], B 100 pL 25.0 mg/mL [ DMSO f§&inE] 900 L Fkiheh, REe#4.
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Mice[2]

Male C57BI/6 mice (20 to 25 g) are given free access to water and rodent chow and are housed in
constant temperature, humidity, and 12 h light-dark cycling. Acute liver failure is induced via a single
intraperitoneal (ip) injection of 100 mg/kg of azoxymethane (AOM). In parallel, systemic inhibition of
Animal Administration | CCR2and CCR4 activity is accomplished via pretreatment with INCB 3284 (1 mg/kg/day ip) or C021
(1 mg/kg/day ip) for 3 days prior to injection of AOM. Following injection, mice are placed on heating
pads adjusted to 37°C and monitored frequently for signs of neurological decline. To reduce the
impacts of hypoglycemia and dehydration, cage floors are supplied with hydrogel and rodent chow
and after 12 h, and every subsequent 4 h, mice are injected subcutaneously with 5% dextrose in 250

pL of saline. If mice undergo a 20% or greater weight loss they are removed from the study([2].
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