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Description

IT1t dihydrochloride is a potent CXCR4 antagonist; inhibits CXCL12/CXCR4 interaction with an 1C50 of 2.1

nM.

IC59 & Target

CXCL12/CXCR4 HIV-1 (X4) HIV-1 (X4)

2.1 nM (ICs0) 14.2 nM (ICsp, in MT-4 cells) 19 nM (ICs, in PBMCs)

In Vitro

The CXCR4 is involved in chemotaxis and serves as a coreceptor for T-tropic HIV-1 viral entry and in
cancer metastasis. IT1t is a small, drug-like, isothiourea derivative. IT1t shows very potent and
dose-dependent inhibition of the CXCL12/CXCR4 interaction with an IC50 of 2.1 nM. This calcium flux is
also inhibited by IT1t with an IC50 of 23.1[1]. Strong electron density is observed for IT1t in the binding
cavity of both subunits of the CXCR4 homodimer. In dimers of CXCR4 bound to IT1t, the monomers
interact only at the extracellular side of helices VV and VI, leaving at least a 4 A gap between the intracellular
regions, which is presumably filled by lipids. The IT1t compound and CVX15 peptide have both been
characterized as competitive inhibitors of CXCL12, and many of the receptor-ligand contacts in the
co-crystal structures presented are important for CXCL12 binding, including the acidic Asp187, Glu2887.39

and Asp972.63. The binding site of IT1t may point to the major anchor region for this domain[2].

In Vivo

IT1t reduces the formation of TNBC early metastases in the zebrafish xenograft model. Tumor cell invasion
at the metastatic site is effectively reduced upon CXCR4 silencing (Fig. 7B), similar to the antagonist IT1t

3.

Solvent&Solubility

In Vitro:
DMSO : 2 30 mg/mL (62.56 mM)

*"2" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.0852 mL 10.4260 mL 20.8520 mL
Stock Solutions 5 mM 0.4170 mL 2.0852 mL 4.1704 mL
10 mM 0.2085 mL 1.0426 mL 2.0852 mL
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fit % ARA7 75 SRR -80°C, 6 months; -20°C, 1 month. -80°C 77, 7L 6 AN H I, -20°C
fEAPRS, BE7E 1 ASHWAE.

In Vivo:
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1B I IEAER:  10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: =1.67 mg/mL (3.48 mM); Clear solution

IR AR AT IR A )




IR AR A R A A
Shanghai yuanye Bio-Technology Co., Ltd
Mg 021-61312973 1HEH . 021-55068248

R ] Mk: www.shyuanye.com

HR46: shyysw@sina.com

TR 2 1.67 mg/mL (3.48 mM, HRIEE AR IS IH.
B4 mL CAERCE], BL 100 pL 16.699999 mg/mL (3% DMSO fig 4 n%| 400 uL PEG300 H1, R4
Y1515 1 R RN 50 pL Tween-80, RAIA]; RG4S 450 pL AEFEER K ERE 1 mL.

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

Solubility: = 1.67 mg/mL (3.48 mM); Clear solution

JEJT A3 2 1.67 mg/mL (3.48 mM, MR A AN) (TSI

Bl mL TAEWC A, BL 100 pL 16.699999 mg/mL [ 7% DMSO fik 4 W i 900 pL 20% [
SBE-B-CD AR A/KIEWH, WEHS.

BAE IR IR %R 10% DMSO  —~90% corn oil

Solubility: = 1.67 mg/mL (3.48 mM); Clear solution

BET7RAERAT 2 1.67 mg/mL (3.48 mM, HIAIFEA ) MIRE I, 77 RANGE A T SEEe A TE AN A DAL
LU mL TAEACHE], B 100 uL 16.699999 mg/mL (197 DMSO & inE] 900 pL F K+, RAE
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ERBS%:

Cell Assay

Jurkat cells are incubated with serial dilutions (0.001, 0.01, 0.1, 1, 10, 100, 1000 uM) of IT1t at room
temperature for two hours. Cytotoxicity of IT1t is also evaluated at 37°C over a longer period of time in
MT-4 cells and PHA-stimulated PBMCs (ten day incubation) because these cell types are used in anti-HIV
activity assays which last up to ten days. Cytotoxicity is evaluated microscopically and viability is assessed

using the a kit[1].
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