
Summary

• 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. 

• In heavily pretreated R/R MM, lisaftoclax combined with Pd 

achieved an ORR of 63.9% and extended duration of responses, 

even in disease refractory to anti-CD38 monoclonal antibodies.

• For R/R AL amyloidosis, lisaftoclax could accelerate the time to 

hematologic responses, particularly to ≥VGPR.

• Lisaftoclax plus Pd or DRd demonstrated a manageable safety 

profile at doses up to 1,200 mg in R/R MM and AL amyloidosis, 

potentially promoting longer treatment duration, regardless of 

t(11;14) translocation status.

• Enrollment is ongoing to confirm the safety and efficacy of 

lisaftoclax in combination with Pd and to explore an optimal 

dosage for R/R MM.
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• Dexamethasone: 40 mg for patients aged ≤ 75 years and 20 mg for patients > 75 

years on Days 1, 8, 15, and 22.

• Pomalidomide, daratumumab, and lenalidomide were administered according to 

manufacturer labelling.
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Primary Objectives: Assess safety, tolerability, DLT, MTD, and RP2/3D of lisaftoclax 

with Pd in R/R MM and AL amyloidosis, and DRd in R/R MM.

Secondary Objectives: Evaluate efficacy of lisaftoclax with Pd or DRd in R/R MM 

(ORR, sCR, CR, VGPR, PR, PFS, OS, DoR, TTR). Evaluate efficacy of lisaftoclax with 

Pd in AL amyloidosis (hematologic: ORR, sCR, amyloid CR, VGPR, PR, DoR, TTR, 

PFS, OS; organ: heart, kidney, liver, neuropathy, GI). Determine PK profile of 

lisaftoclax with Pd (Arms A, C) and DRd (Arm B).
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Figure 3. Profile of 10 safety-assessed AL amyloidosis patients
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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)

Age, yr

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)

Median 

(range)
58.0 (49-66) 72.0 (58-86) 73.0 (56-87) 66.0 (56-90) 70.0 (61-81) 71.0 (49-90)

Sex, n (%)

Female 0 (0.0) 3 (75.0) 5 (33.3) 7 (53.8) 2 (33.3) 17 (41.5)

Male 3 (100.0) 1 (25.0) 10 (66.7) 6 (46.2) 4 (66.7) 24 (58.5)

No. of prior systemic 

therapies

Mean (SD)a 4.3 (4.93) 5.8 (2.50) 4.9 (2.72) 4.2 (4.62) 3.3 (1.63) 4.5 (3.38)

Median 

(range)
2.0 (1-10) 5.5 (3-9) 5.0 (2-10) 3.0 (1-19) 3.0 (1-6) 3.0 (1-19)

Time from diagnosis to first 

dose, yr

Mean (SD) 2.7 (1.84) 9.1 (3.73) 8.2 (2.85) 6.3 (4.96) 11.7 (11.45) 7.8 (5.75)

Median 

(range)
3.0 (1-4) 9.6 (4-13) 9.4 (3-13) 4.7 (1-17) 5.5 (2-29) 6.2 (1-29)

t(11;14), n (%) 2 (66.7) 0 (0.0) 1 (6.7) 1 (7.7) 0 (0.0) 4 (9.8)

AL Amyloidosis (N = 10)

Parameter 400 (n=1) 600 (n=4) 800 (n=3) 1,000 (n=2) Overall (N=10)

Age, yr

Mean (SD) 24.0 (0.00) 67.0 (5.48) 69.0 (11.27) 59.0 (0.00) 61.7 (15.10)

Median (range) 24.0 (24-24) 67.5 (60-73) 63.0 (62-82) 59.0 (59-59) 62.5 (24-82)

Sex, n (%)

Female 0 (0.0) 1 (25.0) 1 (33.3) 1 (50.0) 3 (30.0)

Male 1 (100.0) 3 (75.0) 2 (66.7) 1 (50.0) 7 (70.0)

No. of prior systemic 

therapies

Mean (SD) 2.0 (0.00) 2.0 (0.00) 2.0 (1.00) 2.0 (0.00) 2.0 (0.47)

Median (range) 2.0 (2-2) 2.0 (2-2) 2.0 (1-3) 2.0 (2-2) 2.0 (1-3)
aPatients were heavily treated with current MM therapies. Abbreviations: AL, amyloid light-chain; MM, 

multiple myeloma; Pd, pomalidomide and dexamethasone; R/R, relapsed/refractory.

Table 1. Patient characteristics (R/R MM and AL Amyloidosis)

R/R MM (N = 36)

400 (n=3) 600 (n=4) 800 (n=14) 1,000 (n=9) 1,200 (n=6) Total (N=36)

Best overall 

response, n (%)

CR 0 (0.0) 0 (0.0) 1 (7.1) 1 (11.1) 1 (16.7) 3 (8.3)

VGPR 1 (33.3) 1 (25.0) 2 (14.3) 2 (22.2) 2 (33.3) 8 (22.2)

PR 0 (0.0) 2 (50.0) 5 (35.7) 5 (55.6) 0 (0.0) 12 (33.3)

MR 0 (0.0) 0 (0.0) 3 (21.4) 0 (0.0) 0 (0.0) 3 (8.3)

SD 2 (66.7) 1 (25.0) 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)

VGPR or better 1 (33.3) 1 (25.0) 3 (21.4) 3 (33.3) 3 (50.0) 11 (30.6)

95% CI (0.8-90.6) (0.6-80.6) (4.7-50.8) (7.5-70.1) (11.8-88.2) (16.3-48.1)

ORR (PR or 

better)
1 (33.3) 3 (75.0) 8 (57.1) 8 (88.9) 3 (50.0) 23 (63.9)

95% CI (0.8-90.6) (19.4-99.4) (28.9-82.3) (51.8-99.7) (11.8-88.2) (46.2-79.2)

AL Amyloidosis (N = 9)

Parameter 400 (n = 1) 600 (n = 4) 800 (n = 2) 1,000 (n = 2) Overall (N = 9)

Best overall 

response, n (%)

sCR 0 (0.0) 1 (25.0) 0 (0.0) 0 (0.0) 1 (11.1)

Unconfirmed 

sCR
0 (0.0) 1 (25.0) 0 (0.0) 0 (0.0) 1 (11.1)

VGPR 0 (0.0) 2 (50.0) 2 (100.0) 2 (100.0) 6 (66.7)

SD 1 (100.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (11.1)

VGPR or better 0 (0.0) 4 (100.0) 2 (100.0) 2 (100.0) 8 (88.9)

95% CI (0.0-97.5)
(39.8-

100.0)

(15.8-

100.0)
(15.8-100.0) (51.8-99.7)

ORR (PR or 

better)
0 (0.0) 4 (100.0) 2 (100.0) 2 (100.0) 8 (88.9)

95% CI (0.0-97.5)
(39.8-

100.0)

(15.8-

100.0)
(15.8-100.0) (51.8-99.7)

Abbreviations: CI, confidence interval; CR, complete response; MR, minimal response; ORR, 

overall response rate; PD, progressive disease; PR, partial response; R/R, relapsed or 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.

Table 2. Hematologic responses (R/R MM and AL Amyloidosis)

Figure 2. Profile of 41 safety-assessed R/R MM patients

Lisaftoclax dose (mg) combined with Pd

400 

(n = 3)

600 

(n = 4)

800 

(n = 14)

1,000 

(n = 9)

1,200 

(n = 6)

Total 

(N = 36)

No. of patients with 

an event, n (%)

0 

(0.0)

4 

(100.0)

11 

(78.6)

4 

(44.4)

4 

(66.7)

23 

(63.9)

No. of patients 

censored, n (%)

3 

(100.0)

0 

(0.0)

3 

(21.4)

5 

(55.6)

2 

(33.3)

13

(36.1)

PFS, mo.

25th percentile 

(95% CI)

NE 

(NE-NE)

3.7 

(2.2-7.7)

3.7 

(1.4-7.4)

2.8 

(1.2-15.2)

2.6 

(2.5-10.2)

3.7 

(2.2-6.7)

Median 

(95% CI)

NE 

(NE-NE)

6.5 

(2.2-17.4)

7.4 

(3.0-12.9)

11.1 

(1.2-15.2)

7.0 

(2.5-NE)

9.7 

(4.7-12.9)

75th percentile 

(95% CI)

NE 

(NE-NE)

12.5 

(2.2-17.4)

12.9 

(7.4-13.7)

15.2 

(11.1-

15.2)

NE 

(2.6-NE)

13.7 

(10.2-NE)

*Median follow-up: 9.2 months. Abbreviations: CI, confidence interval; mo., months; NE, not 

estimable; no., number.

Table 3. Progression-free survival (PFS) in R/R MM
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