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INJ-63576253 (TRC-253) free base +&—Flifg &Cf1 2 T IRE M b3 244 (androgen receptor)

Description MIsEAFESUN, £ LNCaP 4lifurhxf F877L SAFAY AR FIEFAER! AR 1Y 1C50 {H43 51 37 F1 54
nM. INJ-63576253 free base AJ T RHLIERTAIIE (CRPC) KB,
IC50 & Target IC50: 37 nM (F877L mutant AR in LNCaP cells); 54 nM (wild-type AR in LNCaP cells)[1]
Cell Line Type Value Description
Antiproliferative activity against human VCaP cells expressing
Cellular Effect VCaP ICso 265nM  wild-type androgen receptor assessed as reduction in cell viability
incubated for 5 days in presence of R1881 by CellTiter-glo assay
VCaP ICso 290 nM  Antiproliferative activity against human VCaP cells
. INJ-63576253 (0.0003-100 1 M; 5 d) inhibits the growth of VCaP cells, with an IC50 of 265 nM[1].
n Vitro INJ-63576253 is stable in human liver microsomes, with an T1/2 of >180 min[1].
INJ-63576253 (30 mg/kg; p.o. once daily for 72 days) significantly inhibits the growth of prostate
LNCaP SR a F877L tumor in mice[1].
INJ-63576253 (30 mg/kg; p.o. once daily for 10 days) inhibits the five androgen sensitive organs
(ASOs) under stimulation by testosterone propionate (TP) in mice[1].
INJ-63576253 (10 mg/kg; p.o.) exhibits moderate oral bioavailability (45%), Cmax (0.66 1 M) and
AUClast (4.9 1 gh/mL) in mice[1].
INJ-63576253 (2 mg/kg; i.v.) exhibits reasonable half-life (5.99 h), CL (15.0 mL/min/kg) and Vdss
(6.11 L/kg) in mice[1].
In Vive Animal Model: Castrated SHO mice with prostate LNCaP SRa F877L tumor[1]
Dosage: 30 mg/kg
Administration: P.o. once daily for 72 days
Result: Inhibited the tumor growth by 87%.
Animal Model: CD-1 male mice[1]
Dosage: 2 mg/kg for i.v.; 10 mg/kg for p.o. (Pharmacokinetic Analysis)
Administration: Intravenous administration and oral administration
Result: Lv.: T12=5.99 h; CL=15.0 mL/min/kg; Vdss=6.11 L/kg.
P.o.: F=45%; Cnax=0.66 uM; AUC}as=4.9 pgeh/mL.
E = 3TN [1]. Zhang Z, et, al. Discovery of INJ-63576253: A Clinical Stage Androgen Receptor Antagonist for F877L

Mutant and Wild-Type Castration-Resistant Prostate Cancer (nCRPC). J Med Chem. 2021 Jan

28:64(2):909-924.
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