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RS102895 (hydrochloride)
RS102895 hydrochloride
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Description

RS102895 hydrochloride is a potent CCR2 antagonist, with an ICs, of 360 nM, and shows no effect on
CCR1.

IC59 & Target

CCR2 CCR1 Human a4, receptor Human a44 receptor 5HT-1a receptor

130 nM (ICs0) 320 NM (ICso) 470 nM (ICso)

360 nM (ICs) 17800 nM (ICsp)

In Vitro

RS102895 hydrochloride is a potent CCR2 antagonist, with an IC50 of 360 nM, and shows no effect on
CCR1. RS102895 also inhibits human a1a and a1d receptors, rat brain cortex 5SHT1a receptor in cells with
IC50s of 130, 320, 470 nM, respectively. RS102895 suppresses wild type and D284N mutant MCP-1
receptor (IC50, 550 nM and 568 nM, respectively), less potently inhibits D284A MCP-1 receptor (IC50,
1892 nM), and has no effects on E291A, E291Q, D284A/E291A or D284N/E291Q (IC50, >100,000 nM)[1].
RS102895 ameliorates the increased extracellular matrix (ECM) protein expression by inhibition of CCR2
at 10 pM, and obviously blocks fibronectin and type IV collagen protein expression in high glucose
(HG)-stimulated mesangial cells (MCs) at 1 or 10 uM. RS102895 (10 uM) also abrogates the increased

TGF-1 levels in MCs treated with MCP-1[2].

In Vivo

RS102895 (3 g/L) causes progressive decrease in pain threshold in rats with bone cancer pain (BCP) at
day 3-9 after surgery via intrathecal injection, but the pain threshold increases after 12 days. RS102895

also potently reverses the pattern of NR2B, nNOS, and SIGIRR expression in spinal cord[3].

Solvent&Solubility

In Vitro:
DMSO : 2 28 mg/mL (65.60 mM)
H,0 : < 0.1 mg/mL (insoluble)

*"2" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.3427 mL 11.7134 mL 23.4269 mL
Stock Solutions 5 mM 0.4685 mL 2.3427 mL 4.6854 mL
10 mM 0.2343 mL 11713 mL 2.3427 mL
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Solubility: 2 2.5 mg/mL (5.86 mM); Clear solution

10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline
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M7 RTFRAS 2 2.5 mg/mL (5.86 mM, LRI ARA) RIS AT
L1 mL TAEMCAH, B 100 pl 25.0 mg/ml [3%% DMSO f &%) 400 uL PEG300 H, 8 &40
FR R Z A 50 L Tween-80, R&IIE]: SASG4EINA 450 pL AEEEER/KEZA S 1 mL.

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

Solubility: = 2.5 mg/mL (5.86 mM); Clear solution

M7 R FRAS 2 2.5 mg/mL (5.86 mM, LRI ARA) RIS AT

PL 4 mL TAER ], B 100 pL 25.0 mg/mL 95 DMSO %8N 900 uL 20% ¥ SBE-B-CD £
HER KA, IREIA .

A KIF I IR R: 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (5.86 mM); Clear solution

ET7 S AERAS 2 2.5 mg/mL (5.86 mM, TR AS) BOEEEI, MTT SANE TSRS A HTE A A LA R
s

BL 1 mL ARV 6], B 100 ul 25.0 mg/mL [#13#F DMSO f##iiinE] 900 pL Tk, REHA.
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Cell Assay

Transfected mesangial cells (MCs) are serum restricted for 24 h, after which the medium is replaced
by serum-free DMEM containing normal glucose (NG; 5.6 mM), NG+Mannitol (NG+M; 24.4 mM), or
high glucose (HG; 30 mM). In addition, nontransfected MCs are cultured under NG, NG+M, or HG
with or without RS102895 or anti-TGF-1 antibody (25 pg/mL). Nontransfected MCs are also
exposed to medium containing recombinant human MCP-1 (10 ng/mL) or recombinant human
TGF-1 (2 ng/mL). At 24 h after the media change, cells are harvested and the conditioned culture

media are collected[2].

Rats[3]
CCR2 antagonist RS102895 is dissolved in DMSO. Rats receive daily intrathecal injection of either

RS102895 (3 g/L) 10 pL or 10 % DMSO 10 pL between 9 and 20 days after operation. All rats are

Animal Administration | randomLy divided into five groups (n = 10 per group): Sham group, Sham + RS102895 group, BCP

group, BCP + RS102895 group, and BCP + DMSO group. Rats are sacrificed 20 days after
operation and the tissue samples from the L4-L5 spinal cord segments are rapidly removed and

immediately frozen in liquid nitrogen and stored at ~80°C until use for RT-PCR and Western blot[3].
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