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Introduction: The BCL-2 inhibitor VEN is approved in combination with hypomethylating agents or low-dose cytarabine for
adults with ND AML. The ARC Initiative is a multicenter chart review study of adult pts with AML. This abstract presents real-
world clinical outcomes and hospitalizations among ND AML VEN treated pts ineligible for intensive chemotherapy (IC) and
their matched controls.

Methods: This multicenter chart review study included adult pts (>18 years) with ND AML who received VEN in combination
with HMA on or after April 2016, or non-VEN regimens on or after May 2015, from 15 international academic sites (US: 11;
Israel: 4). Pts ineligible for IC (i.e., =75 years or >1 comorbidity based on the Ferrara criteria) and treated with VEN (VEN
cohort) were matched 1:1 to control pts who received non-VEN-based regimens (CON cohort). Pts were matched based
on age (<60, 60-74, >75 years) and European LeukemiaNet (ELN 2017) risk. All analyses are based on the May 2023 data
cutoff; data collection is ongoing. Clinical outcomes include composite complete remission (CRc; i.e., CR, CR with partial
hematologic recovery [CRh], or CR with incomplete marrow recovery [CRi]) and overall survival (OS; assessed using Kaplan-
Meier analysis). Hospitalizations were assessed overall and among pts who achieved CRc. Results were separately reported
overall and among the respective subsets of VEN pts matched to CON pts treated with high-intensity regimens (CON-H) or
low-intensity regimens (CON-L).

Results: A total of 142 IC-ineligible VEN pts and 142 matched CON pts were included in the analysis, including 80 VEN pts
matched to CON-H pts (56.3%) and 62 VEN pts matched to CON-L pts (43.7%) ( Table 1). Overall, VEN pts received VEN-
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azacitidine (75.4%) or VEN-decitabine (24.6%). A total of 68.3% of all pts were classified as ELN adverse risk, and 24.6% of VEN
pts and 20.4% of CON pts were classified as Eastern Cooperative Oncology Group (ECOG) Grade 32. Among pts with genetic
mutations tested (96.5% of VEN pts and 94.4% of CON pts), 22.6% of VEN pts and 14.2% of CON pts had TP53 mutations and
21.9% and 19.4%, respectively, had IDH1/2 mutations.

VEN pts had a mean of 11.6 months of follow-up, and CON pts had a mean of 15.0 months of follow-up. VEN pts were
significantly more likely to achieve CRc than CON pts (64.7% vs 44.3%, p=0.001). This difference was more pronounced for
VEN pts matched to CON-L pts (62.1% vs 18.0%, p<0.001). The 6-month OS rates were not statistically different between VEN
pts and matched CON pts (74.7% vs 67.6%; p=0.20), despite the majority of CON pts receiving high-intensity regimens, but
improved among VEN pts matched to CON-L pts (73.5% vs 55.3%; p<0.05).

VEN pts had fewer days of hospitalization per pt per month (PPPM; mean 6.3 days vs 8.9 days, p=0.045) and shorter mean
duration of hospitalization (13.7 days vs 18.2 days, p<0.001) compared with CON pts. A larger difference was seen in the
amount of time (days) (6.5 vs 10.5 PPPM, p=0.006) and mean length of hospital stay (13.9 vs 22.4 days, p<0.001) for VEN
pts matched to CON-H pts. Among pts with >1 all-cause hospitalization, 69.2% of VEN pts and 74.8% of CON pts were
hospitalized for treatment administration (p=0.42).

Among pts who achieved CRc, VEN pts had fewer days of hospitalization PPPM than CON pts (mean 4.3 days vs 6.8 days,
p=0.002). This difference was more pronounced for VEN pts compared to CON-H pts (4.3 days vs 7.7 days, p=0.001). Mean
duration of hospitalization was also shorter for VEN vs CON pts (13.6 days vs 20.4 days, p<0.001). Both VEN and CON pts
experienced more hospitalizations before CRc was achieved, with statistically fewer hospitalizations for VEN pts compared
with CON pts (days of hospitalization PPPM: 10.1 vs 17.4, p=0.001; duration of hospitalization: 16.4 vs 28.2, p<0.001). In the
60 days after CRc was achieved, VEN pts still had fewer days of hospitalization PPPM than CON pts (1.4 vs 5.2, p<0.001).
Conclusions: Pts with ND AML who were ineligible for IC and received VEN had significantly higher rates of CRc than matched
pts who received non-VEN-based regimens. Although pts treated with VEN-based regimens achieved similar rates of CRc
compared to matched control pts treated with high-intensity therapy, pts treated with VEN-based regimens required a sig-
nificantly lower burden of hospitalizations compared with matched pts on non-VEN-based regimens.
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Table 1. Characteristics, dlinical outeomes, and HRU of IC-ineligible pts treated with VEN vs non-VEN-based regimens.

Owerall IC-ineligible VEN Pts and Matched Controls I -inel e VEN Pts Matched to High-intensity Controls  IC-ineligible VEN Pts Matched to Low-Intensity Controls

VEN CON r— VEN CON-H Poraken VEN con1t o
N =142 N =142 N =80 N=80 N=62 N =62
s characteristics.
Age (years), mean [median] range) 73.0[74.5] (33.5,89.3) 7L7[73.2](80.5,90.4)  0.129  69.0[69.9)(33.5,87.7) 66.2[66.9] (40.578.6) 0020  78.2(79.1] (60.2,89.3] 78.7[78.6](62.7,90.4)  0.799
275, N (%) 67(47.2) 67(47.2) 1.000 16 (20.0) 16 (20.0) 1.000 51(82.3) 51(82.3) 1.000
Female, N (%) 53(37.3) 53(37.3) 1,000 30 (37.5) 5 (35.0) 0.869 3(37.1) 25(40.3) 0.854
ELN adverse risk, N (%) 97 (68.3) 97 (6.3} L0o00 45 (60.0) 48 (60.0) 1.000 43 (79.0) 43 (79.0) 1.000
P1s with 21 comarbidity of interest, N (%) 101 {71.1) 59(41.5) 0001 68 (85.0) 22(27.5) <0.001 33(53.2) 37(59.7) 0587
Months of fallaw-up, mean [median] (1QR) 1L6[10.0) (3.8,157)  15.0[10.1](3.4,194] 0556 10.1(8.1] (4.0, 14.8) 17.7[13.0] (4.8, 21.1) 0036  122[120](3.7,160) 1L.7[6.7(2.2,16.9) 0.177
Months of first-line treatment, mean [median] (1GR) 74411 (2.1, 11.2) 3.6(2.1] (0.8, 4.1) 0,003 7.4[4.1] (2.4, 10.6) 2.8[1.5] (0.3, 3.6) <0.001 750421 (1.7,124)  45[2.2)(1.0,6.0) 0.010
Cutcomes”
€8, N (%] 50/136 [36.8) 50,140 (35.7) 0,585 31/78 (30.7) 43/73 (54.4) 0.092 19/58 (32.8) /61 (11.5) 0.010
CRor CR, N (%) T7/136 (56.6] 58/140 (414 0.016 47/7860.3) 48/73 (60.8) 1000 30/58 (51.7) 10/61 (16.4) <0.001
CAe (CR, CRA of CRIj, N (%) 88/136 (64.7) 62/140 (44.3) 0.001 52/78(66.7) 51479 (64.6) 0.912 36/58 (62.1) 11/61 (18.0) <0001
Manths to CRe, mean [median] (i0R) 26[1.7) (1.0, 1) LE{L3] (1.0, 20) 0.130 2.6[2.0 (1.0, 2.5} 1.6[1.2) (1.0, 1.8) 0.031 2.7[1.2] (10,37} 2.8[1.9] (1.7, 2.8) 0.191
Duration of CRc {months], median [95% Ci) 122 (8.6, 15.2) 11.7(65,17.1) 0.800 15.7(12.3, <) 1L.7(5.7,-) 0.600 10.4(7.8, 14.4) 2.7(63,4) 0.800
Recelved HSCT in first-line, N (%) 1n(7.79) 17(12.0) 0.320 7(8.8) 17(21.3) 0.046 4(6.5) 0(0.0) 0119
& manth Kaplan-Meier 08 rate TR 67.6% 0.200 75.5% T3% 0,500 T3.5% 55.3% <0050
Prs with HRU data’, N (%) 133(93.7) 133(93.7) L1000 78(97.5) 78 (87.5) 1.000 55 (88.7) 55 (88.7) 1.000
Hospitalization during first line
Days of hospitalization PPPM, mean [median] {108) 6.3[4.0] (0.8, 87) 8.9(5.2] (L7, 13.6) 0.045 6.5[4.0] (08,85  10.5(7.9] (26,171} 0.006 6.1[4.6)(0.8,10.0)  6.6[2.7] (0.4, 10.9) 0.852
Duration of a hospitalization (days), mean [median] {1QR) 13.7(10.3) (7.0.17.0) 182(14.3]{10.0,25.0) <0001  13.9[11.7)(8.0.16.0) 224[21.0)(13.1.283) <0001  13.4[9.0](65.18.0) 11.8[10.0)(6.0.13.5] 0545
Pis with HitU data who achleved CRe N=80 N=61 N8 N=50 N=80 N=1l
Hospitalization during first line
Days of hospitalization PPPM, mean [median] {108) 4.3[2.3] (0.4, 6.5) 6.8(4.5] (2.1, 9.6) 0.002 43[23](04,65)  7.7[5.4]1(2.7,10.5) 0.001 4.3[23] (0.4, 6.5) 27[2.3] (0.3, 3.0) 0531
[ fa (days], [median] {1QR) 13.6[9.7) (7.0, 17.0) 20.4[18.5] (100, 26.0)  <0.001 13.6(9.7] (7.0,17.0) 22.0[185)(13.0,28.0) <0001  136[9.71(7.0,17.0)  12.3[8.8] (5.5,18.5) 0.816
Hospitalizations before CRo
Days of hospitalization PPPM, mean [median] {1QR) 10.1(7.00 (0.5,165)  17.4[20.6](83,27.5)  0.001 10.1[7.00 (0.5, 16.5) 19.2023.4] (126, 28.0) <0001 10.1[7.0) (0.5, 165)  8.9(831(0.7,1L.7) 0.776
fa (days), [median] (1GR) 164[10.0)(7.0,255) 28.2[26.0]{18.0,37.0) <0001  164[1L0}(7.0,255) 311[28.01(20.0,41.0) <0.001  16.8[10.0] (7.0,255) 14.6(9.00 (5.3, 26.0) 0454
Pis who have 60 days follow-up 62 (77.5%) 47 (77.0%) 62(77.5%) 38 (76.0%) 62 (77.5%) 9 (BLE%)
Hospitalizations from CRe to 60 days post-CRe
Days of hospitalization PPPM, mean [median] {10R) 1.4[0.0] (0.0, 1.0) 5.2[4.1] (0.0, 10.7) <0.001 1.4[0.0] (0.0, 1.0} 6.3[6.1] (0.0, 12.2) <0.001 1.4[0.0] (0.0, 1.9} 0.4 [0.0 (0.0, 0.0) 057
Duration of a hospitalization (days), mean [median] (1GR) $.2[8.01(5.0,5.5)  14.378.0] 6.3, 24.0] 0.155 5.2[8.0](5.0.9.5)  15.1[9.0] (6.5.24.0)  0.077 8.2[8.0] (5.0.9.5) 3.5 [3.5] (2.0, 5.0} 0.158
Abbreviations: C1: confidence interval: CON: eontrol; CON-H: high: ¥ CON-L: I Ty i: CR: plete remission; CRE: composi remission; CRA: complete remission with partiol hematologic recovery: CRI: complete
remission with y; HRU: resource HSCT: tem ceil (=3 HaR: ge; OF: overall survival: PRPM: per patient per month; Pts: patients;
MNote: [1] CON-L treatments included hypomethylating agents, 59 (95.2%); low-dose cytorabine, 3 (4.8%)
(2] Respor ed and reported.
3] HRU wos assessed from initiotion of first-line therapy to earkest among the following: deoth dote, last seen dote, progression dote or day prior to it if @ 2nd line of therapy

Figure 1
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