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Product Name: BC-LI-0186
Cat. No.: GC50572

Chemical Properties

Cas. No. 695207-56-8

SMILES  CC(C1=C(N(N(C2=CC=C(S(=0)(NCCOC3=CC=CC=C3)=0)C=C2)C1=0)C)C)C
Formula  C22H27N304S M. Wt 429.54

Solubility ~ Soluble in DMSO Storage  Store at -20°C

General For obtaining a higher solubility , please warm the tube at 37 °C and shake it in the
tips ultrasonic bath for a while.Stock solution can be stored below -20°C for several months.

Shipping  Evaluation sample solution : ship with blue ice All other available size: ship with RT , or
Condition  blue ice upon request.
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Protocol

Cell experiment [1]:

Cell lines SW620 cells (human colon cancer cell line)

SW620 cells were maintained in RPMI-1640 medium supplemented with 10%
Preparation Method feta| bovine serum (FBS) at 37°C, 5% CO:. Cells were treated with BC-LI-0186
at concentrations ranging from 0.1 to 20uM for 24 hours.
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Reaction

0.1-20uM; 24h.
Conditions H
BC-LI-0186 selectively inhibited leucine-dependent mTORC1 signaling by
disrupting the LRS-RagD interaction, leading to dose-dependent suppression of
S6K phosphorylation (ICs0=81.4nM). BC-LI-0186 induced apoptosis via
Applications phosphorylation (ICso nM) indu poptosis vi

cleavage of PARP and caspase-3, with an ECso of 62nM for cell death. The
compound also blocked lysosomal localization of LRS and Raptor, suppressing
mTORCH1 activation without affecting LRS catalytic activity.

Animal experiment [2]:

Animal models LSL K-ras G12D mice (lung cancer model)

Mice were intraperitoneally administered BC-LI-0186 (20mg/kg, twice daily) for 5
days per week over 2 weeks. Tumor progression was monitored via

Preparation Method microcomputed tomography (UCT) before and after treatment. Lung tissues
were harvested for histopathological and immunohistochemical analysis post-
treatment.

Dosage form 20mg/kg; i.p.; twice daily for 2 weeks.

BC-LI-0186 significantly suppressed tumor growth by approximately 40%,

Applications comparable to cisplatin. BC-LI-0186 induced apoptosis via increased activated
caspase-3 expression in tumor tissues and inhibited mTORC1 signaling,
evidenced by reduced phosphorylation of S6 and AKT.
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Background

BC-LI-0186 is a potent and highly selective inhibitor of the interaction between leucyl-tRNA
synthetase (LRS) and Ras-related GTP-binding protein D (RagD), with an ICso value of 46.11 nml1-

2] By competitively binding to the RagD interaction site on the LRS protein, BC-LI-0186 specifically
disrupts the LRS — RagD interaction and induces apoptosis in cancer cells. BC-LI-0186 is primarily

used in cancer-related research[3‘4].

In vitro, treatment of SW620 colon cancer cells with BC-LI-0186 (0.1-20uM) for 24 hours. BC-LI-0186
significantly inhibited leucine-induced S6K phosphorylation and blocked the interaction between LRS
and RagD, thereby suppressing mTORC1 signaling activation and ultimately inducing cancer cell

apoptosist 1], In C2C12 myoblasts, treatment with BC-LI-0186 (4uM) for 72 hours. BC-LI-0186
disrupted LRS — RagD binding, relieved mTORC1-mediated suppression of the IRS1-PI3K-Akt

pathway, and significantly promoted myogenic differentiation(®].

In vivo, in an LSL K-ras G12D mouse lung cancer model, BC-LI-0186 (20mg/kg; intraperitoneal
injection; 5 days per week for 2 weeks) significantly reduced tumor volume, increased expression of
activated caspase-3 in tumor tissue, and inhibited phosphorylation of the mTORC1 signaling markers

pS6 and pAKTI6]. In a BALB/c nude mouse H460 cell xenograft model, BC-LI-0186 (20mg/kg: i.p.; 5
days per week for 2 weeks) combined with trametinib (1mg/kg; oral; 5 days per week) synergistically
suppressed tumor growth, decreased the tumor volume increase rate, enhanced activated caspase-3
expression in tumor tissue, and inhibited pMEK and pS6 signaling pathway activation without causing

significant body weight changes[7].
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