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Intfroduction

« Lisaftoclax, a novel, investigational BCL-2 inhibitor, effectively inhibited cell proliferation in multiple myeloma (MM) cell lines [being most effective in
a subset carrying t(11;14) translocation] and induced apoptosis in primary cells derived from patients with MM.

« Lisaftoclax was well tolerated at higher doses in a phase 1 trial and has shown greater sensitivity than venetoclax in certain preclinical data,
suggesting that lisaftoclax may be a promising BCL-2 inhibitor for R/R MM.

« The aim of this study was to explore the safety and efficacy of lisaftoclax combined with pomalidomide and dexamethasone (Pd) or daratumumab,
lenalidomide, and dexamethasone (DRd) in patients with R/R MM or AL amyloidosis.
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Table 1. Patient characteristics (R/R MM and AL Amyloidosis)

Table 2. Hematologic responses (R/R MM and AL Amyloidosis)
R/R MM (N = 41)
400 (n=3) 600 (n=4) 800 (n=15) 1,000 (n=13) 1,200 (n=6) Total (N=41) R/R MM (N = 36)
Age, yr 400 (n=3) 600 (n=4) 800 (n=14) 1,000 (n=9) 1,200 (n=6) Total (N=36)
Mean (SD)  57.7 (8.50) 72.0(11.46) 72.5(7.77) 69.8(10.69) 70.8(8.70) 70.2 (9.62)
Vedi Best overall
: © ";‘” 58.0 (49-66) 72.0 (58-86) 73.0 (56-87) 66.0 (56-90) 70.0 (61-81) 71.0 (49-90) response, n (%)
sfiﬂgﬁ (%) CR 0 (0.0) 0 (0.0) 1(7.1) 1(11.1) 1 (16.7) 3 (8.3)
7D VGPR 1(33.3 1 (25.0 2 (14.3 2(22.2 2 (33.3 8 (22.2
Female 0 (0.0) 3 (75.0) 5 (33.3) 7 (53.8) 2 (33.3) 17 (41.5) PR 0((0.0)) > Eso.o; = §35_7§ 5 §55_6; O((0.0)) 12((33.3))
Male 3 (100.0) 1 (25.0) 10 (66.7) 6 (46.2) 4 (66.7) 24 (58.5) MR 0(0.0) 0(0.0) 3(21.4) 0(0.0) 0(0.0) 3(8.3)
{\r']‘;r;’;izgor systemic SD 2(66.7) 1(25.00) 2(14.3) 1(11.1) 3 (50.0) 9 (25.0)
PD 0 (0.0) 0 (0.0) 1(7.1) 0 (0.0) 0 (0.0) 1 (2.8)
megr ﬁ\SD)a 4.3 (4.93) 58(2.50) 4.9(272) 42(4.62) 3.3(1.63) 4.5(3.38) VGPR orbetter  1(33.3)  1(25.0) 3 (21.4) 3 (33.3) 3 (50.0) 1(30.6)
(rarfge‘;‘ 2.0 (1-10) 5.5 (3-9) 5.0 (2-10) 3.0 (1-19) 3.0 (1-6) 3.0 (1-19) 95% ClI (0.8-90.6) (0.6-80.6) (4.7-50.8) (7.5-70.1) (11.8-88.2) (16.3-48.1)
Time from diagnosis to first Se'_‘;t':r()PR or 1(333) 3(75.0) 8(57.1) 8(88.9)  3(50.0) 23 (63.9)
dose, yr S
Mean (SD) 2.7 (1.84) 91(3.73)  82(285) 63(496) 11.7(11.45) 7.8 (5.75) 95% ClI _ (0.8-90.6) (19.4-99.4) (28.9-82.3) (51.8-99.7) (11.8-88.2) (46.2-79.2)
Median AL Amyloidosis (N = 9)
(range) 3.0 (1-4) 96(4-13)  94(313) 47 (117)  55(229)  6.2(1-29) Parameter 400 (n = 1) 600 (n = 4) 800 (n = 2) 1,000 (n = 2) Overall (N = 9)
t(11;14), n (%) 2 (66.7) 0 (0.0) 1 (6.7) 1(7.7) 0 (0.0) 4 (9.8) Best overall
OPOrSe. i,
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P t 400 (n=1 600 (n=4 800 (n=3 1,000 (n=2) Overall (N=10 i
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Mean (SD) 240 (0.00) 67.0(548) 69.0(11.27)  59.0(0.00) 61.7 (15.10) 2 1 (1(00_2)) 0((0_0)) 0((0_0)) 0((0_0)) 1 §11_1;
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Sex, n (%) o ] (39.8- (15.8- ] ]
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Median (range) 2.0 (2-2) 2.0 (2-2) 2.0 (1-3) 2.0 (2-2) 2.0 (1-3) Abbreviations: Cl, confidence interval; CR, complete response; MR, minimal response; ORR,
aPatients were heavily treated with current MM therapies. Abbreviations: AL, amyloid light-chain; MM, overall response rate; PD, progressive disease; PR, partial response; R/R, relapsed or refractory;
multiple myeloma; Pd, pomalidomide and dexamethasone; R/R, relapsed/refractory. sCR, stringent complete response; SD, stable disease; VGPR, very good partial response. Note:

Because AL amyloidosis incidence is low, the current lisaftoclax dose of 1,000 mg was
determined at the dose-escalation stage.
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