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INJ-63576253 (TRC-253) & —Fi A R ELAT F1ARIS M 1 e 25 2 /& (androgen receptor) [f584:

Description FEPUAl, £ LNCaP 4HJferhxt F877L RAEA AR FIEFAEAR AR [ IC50 {H43 %10 37 Hl 54 nM.
INJ-63576253 J T 2 A4RGUE AT F A (CRPC) WIS«
IC50 & Target IC50: 37 nM (F877L mutant AR in LNCaP cells); 54 nM (wild-type AR in LNCaP cells)[1].
) INJ-63576253 (0.0003-100 wM;: 5d) ] VCaP 44K, 1C50 ¥ 265 nM[1].
fnvitro INJ- 63576253 fENFHRCKLAR R AUE, T1/2>180 438k[1].
INJ-63576253 (30 mg/kg: &R AR—W, #5472 K) SEHME/NRATFIER LNCaP SR a F877L
JiRe (KA 1]
INJ-63576253 (30 mg/kg; po FER—IK, FLk 10 K) ME/NR AR RN (TP) HI¥ T I FLANHER
REUESE (ASO)[1]s
INJ-63576253 (10 mg/kg: po) & I & I LR A A H B (45%). Cmax (0.66 1 M) Fl
AUClast (4.9 ngh/mL) A/NEAEN[1].
JNJ-63576253 (2 mg/kg: HilkiEN) RIHAFLHEZ (5.99 /M), CL (15.0 mL/min/kg)
Vdss (6.11 L/kg) fE/NRH[1].
In Vivo 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.: T1/2=5.99 h; CL=15.0 mL/min/kg; Vdss=6.11 L/kg.
P.o.: F=45%; Cinax=0.66 uM; AUC1as=4.9 pgeh/mL.
4R SK:
Solvent&Solubility DMSO "R 1 250 mg/mL (463.85 mM; A BhIA; WRIRE DMSO X 7= il (¥ 1 fif A7 B35 5%

R, S AT ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 1.8554 mL 9.2770 mL 18.5539 mL
Stock Solutions 5 mM 0.3711 mL 1.8554 mL 3.7108 mL
10 mM 0.1855 mL 0.9277 mL 1.8554 mL
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ST R R I P P R

AR A7 J7 RANWIBR . -80°C, 6 months; -20°C, 1 month (sealed storage, away from moisture). -80°C
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RPN AIAT): 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: >2.08 mg/mL (3.86 mM); Vi ik

BT RT3 > 2.08 mg/mL CHRIERAD IR HIER

U 1mL TARRCAH], B 100 pL20.8 mg/mL F7ETE DMSO & W% 400 uL PEG300 1, iR&
151, Hi B A RF I 50 uL Tween-80, JRE YA SRIGHAELEIIN 450 uL AFHAK EHE 1
mL.

AEFRER KO 0.9 g FAEN, WM T ddH.0 HEAZE 100 mL, AT LIS EIEHE I IR ER K
a3

L -

IR IR R 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: >2.08 mg/mL (3.86 mM); V& iR

BT RT3 > 2.08 mg/mL CHRIERAD IR HIER .

PL I mL TAEBCAE], HC 100 uL 20.8 mg/mL [{7EH DMSO fig & InE] 900 uL 20% [ SBE-B-CD
AEFERAOKIEIR T, IREBIN .

2 g SBE-B-CD (I T 5k B-FRMIAE) MAEA T 10 mL AEEE K, SEARMERBEIEN.

FR =

EIRF I INEER:  10%DMSO  —  90% Corn Oil

Solubility: >2.08 mg/mL (3.86 mM); V& ik

SET7 %A 3RS > 2.08 mg/mL CHLRIEESR D MRE WL BET7 22 S8 FWIZE AN UL R M 3h W seie iy
TEREA .

PL I mL TAEBCAE], HC 100 uL 20.8 mg/mL 7 DMSO fig &l nE] 900 uL Tk, JBEH
5.

EZ 3N [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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AR it AE AN RIA T BV 8 L P B PRI E b A 2V — ELIC IR T, TR ORAT 8 S R S VR RIS PR 7 s 2K

& ARAT 7 AFER . -80° C, 6 months; -20° C, 1 month (sealed storage, away from moisture). -80° C fikf7Rf, i7E 6
MAWMEH, 20° CiE4FR, EE 1ANH W

ALIEVEF J5ig= 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 1.8554 mL 9.2770 mL 18.5539 mL 46.3848 mL
DMSO 5 mM 0.3711 mL 1.8554 mL 3.7108 mL 9.2770 mL
10 mM 0.1855 mL 0.9277 mL 1.8554 mL 4.6385 mL
15 mM 0.1237 mL 0.6185 mL 1.2369 mL 3.0923 mL
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20 mM 0.0928 mL 0.4638 mL 0.9277 mL 2.3192 mL
25 mM 0.0742 mL 0.3711 mL 0.7422 mL 1.8554 mL
30 mM 0.0618 mL 0.3092 mL 0.6185 mL 1.5462 mL
40 mM 0.0464 mL 0.2319 mL 0.4638 mL 1.1596 mL
50 mM 0.0371 mL 0.1855 mL 0.3711 mL 0.9277 mL
60 mM 0.0309 mL 0.1546 mL 0.3092 mL 0.7731 mL
80 mM 0.0232 mL 0.1160 mL 0.2319 mL 0.5798 mL
100 mM 0.0186 mL 0.0928 mL 0.1855 mL 0.4638 mL
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