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BMS-986365 (CC-94676) is an  orally active and  selective  targeted  androgen
receptor (AR) PROTAC degrader (DC50 of 10-40 nM). BMS-986365 is capable of
inducing cereblon (CRBN) E3 ligase-dependent ubiquitination and degradation of the androgen

receptor (AR), as well as various AR mutants. BMS-986365 shows no degradation of the close AR family

Description members estrogen receptor (ER), progesterone receptor (PR), and glucocorticoid receptor (GR).
BMS-986365 shows significant in vivo potency, degrading AR, inhibiting AR signaling, and restricting
tumor growth in animal models of advanced prostate cancer. BMS-986365 can be used for the study of
metastatic castration-resistant prostate cancer (mCRPC)[1][2][3][4]. (Pink: Androgen Receptor ligand ; Blue:
Cereblon ligand ; Black: linker).

BMS-986365 & — Rt I IF ML MER R 21 (AR) REARTI, TSR FLIR S A 7 40 0 o k4
A IR AE RS AR 24K [3].
BMS-986365 (0.05-5 uM; 6 /) TT4EHRE VCaP Ml LNCaP 4Hffih AR R A KIKAKT, BIfE AR ¥
ST T3]
BMS-986365 (0.1-10 uM; 6-72 /M) T VCaP Al LNCaP ZHffirf AR #EFEPRAIFEFA AR 1KH
PEMEAA(3]
BMS-986365 7E VCaP (ARWT #1) 4iffi-hRIH AR FEfFEREST, 3 GIS0 {H9 753 nM[3].
BMS-986365 £ VCaP A1 LNCaP 4UHL ¥ FEAFAE /) 77 7E 25, & DCSO {E/5%9 7nM Al 29
nM[3].
In Vitro BMS-986365 B8 RN HlHEM R MY VCaP M1 LNCaP ZHAH95H, {HXF 22Rvl 3 PC3 4l

HEHAE IS5 (3].
BMS986365 il R1881 Y VCaP Fl LNCaP ZHMut5H, H GISO {43410y 11nM F1 4 nM[3].

Western Blot Analysis[3]

Cell Line: VCaP and LNCaP cells

Concentration: 0.05 puM, 0.5 uM, and 5 pM

Incubation Time: 6h

Result: Indicated strong degradation of AR.

The 1172 for AR degradation at 500 nM was ~0.6 and ~1.3 hours for
VCaP and LNCaP cells, respectively
BMS-986365 (30 mg/kgs FHis & H —k; 8k 3 K) BoRhAENE, WIEME AR, MIFEZERE NSG
TEPE /N AR Y BBEIY) VCaP B HR-VCaP BT AR (5516531,
BMS-986365 (INiR, & H —Wk, #ES: 7 R) FEREVELLAR RANIEA BRI £ B b o R Rk 1
HESR 2R (AR) FER[3].
BMS986365 (30 mg/kg; FIUIR, &H W, &L 45 K) 76 VCaP /b RFEE RRAL ch R I B35 1
In Vivo P RE 3] -

Animal Model: Male 6- to 8-week-old intact or castrated NOD.Cg-Prkdcscid
112rgtm1W;jl/SzJ (NSG) were inoculated with 5 x 10° VCaP or HR-VCaP
cells[3]

Dosage: 30 mg/kg

Administration: p-o.; once daily; for 3 consecutive days
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Result: Evaluation of plasma and tumor samples indicated good compound exposure
in both the circulation and within tumors at 2, 6, and 24 hours after the last
dose.

Reduced AR to 91% and 83% of control levels at 6 and 24 hours,
respectively, after the last dose.
4H S
Solvent&Solubility DMSO H [ #FE : 100 mg/mL (122.11 mM; #8755 B, WRIRK DMSO X 7= i IRV i BE A5 B8 3% B
e, i FET T & (1) DMSO)
1 mg 5mg 10 mg
Concentration
Preparing 1 mM 1.2211 mL 6.1057 mL 12.2114 mL
Stock Solutions 5 mM 0.2442 mL 1.2211 mL 2.4423 mL
10 mM 0.1221 mL 0.6106 mL 1.2211 mL
* AR S AN TR VAR o VA R B S & VA RO #0: — HRC U, TS SR IR,
S SRR R i R
il 4 W) (A7 7 ZURTIBR: -80°C, 6 months; -20°C, 1 month. -80°C f§f7RY, 7L 6 A AL, -20°C
RIS, TEAE T A AN
B
TR SEIR BN MRS 2577 30 I PRE AT AR T 5
VR VR 7 S 8015 56458 In Vitro 77 SUECHIE T KIS, AR UGA I BIIA 77 -
NPRIESE IS4 R AT SENE, PV A S VT LU G A 25 18, & A 0RA7: RN SEIR R0 AR, &
BEBLHIAC, M RAH;
VAR VAR 7 B 71 23 bR PR P A B i 2B P RO AR AR G L e e i R vh BB TIE S il
PG, AT DA I AR/ B 7 A B i
E S
TR FA IR 10% DMSO —  90% Corn Oil
Solubility: > 3.75 mg/mL (4.58 mM); V&1 A0
BB ZE RS > 3.75 mg/mL CHURIBERRD AOPEIEIE 07 S8 5250 A WIFE 4 H LR3I Seie i)
I
L1 mL TARHH], B 100 pL 37.5 mg/mL K3 DMSO fifi # N E] 900 L oK, iREHE .
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* RS AN RNV P VA R I B A B VAT B 8 450 — BRI, 1 0 S AR, 38 S R S VR Rl AR A 7
KA. BRI T AW -80°C, 6 months; -20°C, 1 month. -80°C f&FERS, H7E 6 N WAER, -20°C fEFERT, #57E 1
MHPER .

AT FE 1 mg 5 mg 10 mg 25 mg
WAUAER

W
1 mM 1.2211 mL 6.1057 mL 12.2114 mL 30.5284 mL
5mM 0.2442 mL 1.2211 mL 2.4423 mL 6.1057 mL
10 mM 0.1221 mL 0.6106 mL 1.2211 mL 3.0528 mL
15 mM 0.0814 mL 0.4070 mL 0.8141 mL 2.0352 mL
20 mM 0.0611 mL 0.3053 mL 0.6106 mL 1.5264 mL
25 mM 0.0488 mL 0.2442 mL 0.4885 mL 1.2211 mL

DMSO

30 mM 0.0407 mL 0.2035 mL 0.4070 mL 1.0176 mL
40 mM 0.0305 mL 0.1526 mL 0.3053 mL 0.7632 mL
50 mM 0.0244 mL 0.1221 mL 0.2442 mL 0.6106 mL
60 mM 0.0204 mL 0.1018 mL 0.2035 mL 0.5088 mL
80 mM 0.0153 mL 0.0763 mL 0.1526 mL 0.3816 mL
100 mM 0.0122 mL 0.0611 mL 0.1221 mL 0.3053 mL
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