BGB-21447, a Next-Generation Bcl-2 Inhibitor, Demonstrates Superior Potency and Overcomes Venetoclax Resistance in #4663
Preclinical Models of Hematologic Malignancies

Shuran Li, Shasha Yang, Xiaolong Yang, Yanwen Ma, Shining Nie, Longbo Yin, Qin Wang, Haimei Xing, Zhu Mei, Ali Wang, Xiaoxin Liu, Ying Guo, Haitao Wang, Weiwei Song, Lin Li, Lu Lyu, Yiwen Wang, Jin Wei, Chuanxiu Yang, Ye Liu, Xi Yuan, Yunhang Guo, Yu Shen, Lai Wang, and Xiaomin Song

Aut affiliation: BeOne Global Research, P.R. China; *Correspondence:shuran.li@beonemed.com, xiaomin.song@beonemed.com

. BGB-21447 demonstrates robust PD and superior antitumor activity BGB-21447 demonstrates robust PD and superior antitumor
Introduction s Lo
to VEN in in-vivo tumor models activity in Bcl-2 mutant tumor models

) i ) o ) i i Robust cleaved caspase-3 activation in Superior efficacy in RS4;11 Robust cleaved caspase-3 activation in RS4;11 Bcl-2
Bcl-2, a pivotal anti-apoptotic gatekeeper, maintains cellular survival by sequestering pro-apoptotic RS4;11 leukemia CDX model leukemia CDX model G101V KI CDX model
proteins. Aberrant overexpression or activation of Bcl-2 is a hallmark of numerous hematologic BGB-21447 Venetoclax
malignancies, where it drives tumorigenesis, predicts poor prognosis, and confers resistance to __Bee2ar 1500 RS4:11 o Vehicle Smglkg 1smgky  Somgkg =2 307 15mPK  r10000 = 8
. . N g N @@ © (=X
conventional chemotherapies’. e smgkg  15mgkg  Somgkg - E 3 3 §§ %.gz o0 £
© 33 E g5 a8 a5 23
Venetoclax (VEN) is a first-in-class Bcl-2 inhibitor. Nevertheless, significant unmet needs persist: 82 20 1000 E‘i g 1000 §§ * 2z 8§ 100 ;5%
) =396 3 = 5 = s= o 8
+  VEN is approved for CLL/SLL and AML; however, its clinical benefit remains sub-optimal. 8= 5 w858 3 s00 gg 10 s T o i
) . ) . ) 3= G- -] 5% EE: S &7
«  Multiple acquired resistant BCL2 mutations (e.g. G101V 16-50% and D103Y 3-17%) in CLLZ4. § 2 10 1 %f_;'. § i ° o 25 ig
S g5 & h 0 4 8 1624 -s
. i i = oL i 5 © 2= 0+ . . . 24 6 1624 6 1624 6 1624 .
VEN showed modest efficacy in NHL (ORR = 38 and 18% in FL and DLBCL)>. . , &% p T - o Time post dose (hour) Time post dose (hour)
i d i inhibi i i 24 61624 61624 61624 Treatment Days Robust efficacy in VEN-resistant RS4;11 Bcl-2 G101V and Bcl-2
BGB-21447 is a 2" generation Bcl-2 inhibitor covering both WT Bcl-2 & broad mutations Time post dose (hour) = Vehide TG1% at day 14 y D103Y KI CDX mé)dels
* Remarkably better potency than VEN on WT Bcl-2 BGB-21447 0.75 mg/kg p.o. QD .
) ) ) i . . . = BGB-21447 1.5 mpk p.o. QD 96 ]H*;|* 2500,  RS411Bel2-G101VKI
— Highly selective for Bcl-2 over other Bcl-2 family members Robust efficacy in VEN insensitive Toledo ABBV-453 1.5 mglkg p.o. QD e % o0 20004  RS411Bcl-2-D103Y KI
£ En
- Remarkably better potency than VEN across hematologic cell lines (11- to 58- folds lower ECs). NHL CDX model = ABBV-453 3 mg/kg p.o. QD 8 £ 1500 E 1500
. . » . . 2500 Toledo - Venetoclax 15 mg/kg p.o. QD 61 H ]
— Robust PD and superior antitumor activity to VEN in multiple tumor models < 2000 3 1000 2 1000
s g o 8 <§:j
+ Highly potent against broad Bcl-2 mutations arising post VEN treatment 2 1500 - g 500
. X ) ) . 3 -~ Vehicle TGI% on day 11 VEN 15 mg/kg QD is clinically 0 5 10 15 = .
— Highly potent against broad Bcl-2 mutations, including G101V, D103Y/E/V, V156D, A113G, 2 1000 - BGB-214472mglkg 87 relevant dose; Treatment Days "o 5 10 15
R129L. ] - BGB-21447 8 mg/kg 97 T oo | ** **p<0.01, **** p< 0.0001 versus -e- Vehicle TGI% at day 14 Treatment Days
E 500 Venetoclax 50 mglkg 64 :I VEN by one-way ANOVA BGB-21447 0.5 mglkg - Vehicle TGI% at day 15
— Mutant xenograft models revealed superior PD and efficacy versus VEN - = BGB-21447 1 mglkg m BGB-21447 1mghkg 12
T Bl RO SRS I
. Ph 1 trial n inaginm i r n r INCT067 2 ‘enetoclax mg/kg -+ BGB-21447 8 mg/kg 81 sk
ase 1 trials ongoing etastatic breast cancer [NCT06756932] Treatment Days 00T 0001 5 00001 veres VEN by oy ANOVA Veneloclax 15 mgkg 4 ]
BGB-21447 exhibits remarkably better potency than VEN against WT Bcl-2 across BGB-21447 is highly potent against broad Bcl-2 mutations arising with Conclusion

the VEN progression in in-vitro assays

multiple hematologic cancer cell lines in in-vitro assays

Highly selective for Bcl-2 over other Superior potency to VEN against a Higher potency than VEN against a broad spectrum of Bcl-2 mutants «  BGB-21447 is a 2" generation Bcl-2 inhibitor with remarkably better
Bcl-2 family members variety of hematologic cancer cell lines BGBB'_;ifEmical ICs, (\;II'EV"\)‘ RSg;G1E:_§!1CLZ7'““' OE Cell Viabi"t)\’/’éﬁsu (nM) potency than VEN against WT Bcl-2, offering new opportunities for
Bel-2 family member Selecu;:(t;g;ﬂs‘t';o Bcl-2 o Leukemia NHL tymphoma Bcl-2-G101V | 029 * 0040 19 + 0.58 3854 + 172 treatment of multiple hematologic malignancies and solid tumors.
- ) Bcl-2-D103Y 017 8.9 44+ 49 4731 * 454 . . ’ -
Bel-xL 121 ] e e Bel2.D103E A - 29+ 72 4614 + 1170 BQI_3-21447 s strong potency ag_aln_st a broad §pectrum of Bcl-2 mutations
Bcl-w 2,507 . Bcl-2-D103V B B 41+ 52 3890 + 273 arising during VEN progression indicates that it could overcome VEN
Mcl-1 >7.14x104 100 ' Bcl-2-V156D 0.30 4.8 25+ 49 3401 * 516 resistance caused by Bcl-2 mutations.
Bcl2A1 | >7.14 x10% | 1 Bcl-2-A113G 0.23 0.45 17 1.2 1367 + 393
st intrinsi tosis than VEN in RS4:11 s Bcl-2-R129L | 0.11 0.61 | 1M1+12 642 + 147 Reference
ronger intrinsic apoptosis than in ; = 10 . - l - . .
] Stronger intrinsic apoptosis than VEN in RS4;11 Bcl-2 G101V OE cell line 1. Zhang L, et al. BBA Rev Cancer. 2021 Aug;1876(1):188569.
) ) Q 2. TauschE, et al. Haematologica. 2019 Sep;104(9):e434-e437
R frnex® ¥ SuvGUGT Accumuiation oo CESPSESTyy AnnexinV Soab-GU/GT Accumuiation 3. Blombery P, et al. Blood. 2020 Mar 5;135(10):773-777
8.7 62 i . , . . ; :
i e - 1 37 ! 108 1220 87 4. Mashima, K., et al. Leukemia 39, 2026-2029 (2025)
B BGB-21447 100 1000 100 == 5. Davids MS, et al.J Clin Oncol. 2017 Mar 10;35(8):826-833.
= = _ = s -
2. oss o Z, = VEN S NN f 10 € 1w f 10 WT: Wildtype; NHL: Non-Hodgkin’s Lymphoma; CLL: Chronic Lymphocytic Leukemia;
S | g o § | oar q?sf* s\," & oésb /\o\ép & 9‘\\»" & & g . oo g ol as g 0.62 W BGB-21447 SLL: Small Lymphocytic Lymphoma; AML: Acute Myeloid Leukemia; FL: Follicular
: E(<\3/5EONf3fsi° DR ; - M VEN Lymphoma; DLBCL: Diffuse large B-cell ymphoma; MCL: Mantle Cell Lymphoma;
0.4 4 04 BGB214a7) 2% 20% 39 37x 8B MM 2 16x S0 04 1 01 PD: Pharmacodynamics; OE: overexpression; Kl: knock-in




