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Preliminary Safety and Antileukemic Activity of Sonrotoclax
(BGB-11417), a Potent and Selective BCL2 Inhibitor, in Patients
With Relapsed/Refractory Acute Myeloid Leukemia
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Table 1. Baseline Patient Characteristics

INTRODUCTION

e Acute myeloid leukemia (AML) is the most common acute form of leukemia in
adults and has an aggressive disease course'”

e Although treatment with the B-cell ymphoma 2 (BCL2) inhibitor venetoclax has
improved outcomes in some patients with newly diagnosed AML,?® venetoclax
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CONCLUSIONS
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e Sonrotoclax + azacitidine combination treatment was generally well
e e e R o i i e tolerated in patients with R/R AML without prior BCL2 inhibitor exposure

— Across dose cohorts, 1 DLT of grade 4 thrombocytopenia occurred

is not approved in relapsed/refractory (R/R) AML* ;t:dd?g;o(llgvnvgz|)a (195.24_ 2195? (8'3- (g.g_ (11; (2.2_ (?.;)_ (?.g_ (27.2_ (g.g_ e Sonrotoclax + azacitidine demonstrated antileukemic activity in
e Sonrotoclax (BGB-11417), a next-generation BCL2 inhibitor, is more selective months © 300 ;7)) 20 245 17 7y 218  76) 122)  317) patients with R/R AML in all dose cohorts
and a more pharmacologically potent inhibitor of BCL2 than venetoclax, with a Age, median 640 700 575 5325 540 530 570 665 700 600 — The ORR was 54%, of which CR was achieved by 24% and CR/CRh
shorter half-life and no accumulation® (range), years (36-80) (54-78) (52-70) (36-71) (27-67) (42-66) (29-69) (44-74) (67-73) (27-80) by 42%, and the transplant rate was 20%
e Here, we present the preliminary safety and antileukemic activity of Male sex, n (%) 3(43) 3(50) 2(50) 5(63) 2(67) 4(67) 6(67) 3(50) 1(50) 29(57) » The study stopping criteria has not been met in any of the dose cohorts
sonrotoclax + azacitidine in R/R AML in BGB-11417-103, a phase 1b/2 study AML type, n (%) : L S
’ e Safety expansion of x 14-day dosing is ongoing in 80 mg, 160 mg,
METHODS De novo 7(100) 47 2(50) 7(88) 1(33) 6(100) 8(89) 6(100) 1(30) 42(82) and 320 mg cohorts to determine the recommended phase 2 dose
Secondary 0 233 2(B0) 113 267 O 1(11) 0 1(50) 9(18)
e BGB-11417-103 (NCTO04771130; EudraCT: 2021-003285-12) is an ongoing, HMA failure, n (%) 0 0 125 1(13) 133 1(17) 1M  1(17) 1(50) 7(14)
global, multicenter, dose-finding and -expansion study evaluating sonrotoclax AML risk stratification, n (%) Figure 3. TEAEs in 220% (All Grades) or 210% (Grade =3)
+ azacitidine in patients with AML, myelodysplastic syndromes (MDS), Neutropeniaa“
or MDS/myeloproliferative neoplasms (Figure 1) Favorable e 1 0 ) © © 212 0 0 >0 -
e The primary and key secondary endpoints were safety per CTCAE v5.0 and intermediate @3 1) 2(0) 40 0 2@ 2@ 0 0 147 Thrombocytopenia® d s
CR + CR with partial hematologic recovery (CRh) rate per the 2017 European Adverse 3(43) 4(67) 2(50) 3(38) 3(100) 4(67) 5(56) 6(100) 2(100) 32(63) Nausea 41 4 |
LeukemiaNet criteria and partial hematology recovery criteria for AML » : -
nep ! Yo o Postivegenetit,,  6(86) 5(83 2(50) 7(83) 2(67 5(83) 7(78 5(83) 2(100) 41(80) Anemia | 4
e Sonrotoclax was administered orally, once daily, for a limited duration with an abnormality, n (%) ]
initial 4-day ramp-up to mitigate potential risk of tumor lysis syndrome (TLS), NPMT 229 1177 0 25 O 0O 3By 1™ 0 9 Febrile neutropenia
and azacitidine (75 mg/m? for 7 days/cycle) was administered subcutaneously TP53 aneuploidy 0 0 1(25) 0 0 117) 0 117 150)  4(8) Vomiting_ 5 .
or intravenously —— ]
TP53 abnor’mality U= R o Y & o o & & 2% Pyrexia 31
Figure 1. BGB-11417-103 Study Design ~7 or del(7q) 1(14) 0 0O 225 O 117) 222 O 0 6 (12) Hypoka,emia_ 20
4 Grade 1/2
IDH1 0O 2(B3) 0 225 O 0 11 1(17) 0 6 (12) Siarhes ” o Grade 53
Eligibility criteria Sonrotoclax (10, 14, 21, or 28 days in D2 R172 1014 1) 0 1) 0 202 0 0 6(12) | rade =
* AML (non-APL): CyC2|68 -']dsa?éllI:Z?Il’lcglea\;v':;gtf;;iﬁ;ir;rz-eljtpdlgsec) FLT3-ITD high AR 0 0 0 0 0 0 0 1017 1(50 2 (4 Constipation =
* R/R with no prior BCL2 . ] 9 (17) (50 ) Seosi |
inhibitor or azacitidine Azacitidine (75 mg/m?for 7 days SC or IV) FLT3-ITD low AR 0 1(17) 0 1(13) 0 1(17) 0 0 0 3(6) P ” . . . . . .
exposure 0 10 20 30 40 50 60 70
+ HMA -failure® with no prior FLT3-TKD 0 0 1(25) 0 0 0 1(11) 0 0 2 (4) Patients. %
BCL2 inhibitor exposure FEI P 2 P§rt £ -5 or del(5q) 0 1(17) 0 1(13) 0 1(17) 0] 0 o) 3(6) ?Neutropenia includes the terms neutropenia and neutrophil count decreased. ® Thrombocytopenia includes the terms thrombocytopenia
Dose Safety Efficacy and platelet count decreased. © Sepsis is a grouped term excluding fungal sepsis.
’ EIC?G P$ 9'2 - escalation expansion® expansion? Prior therapy
T o TEECTInG ariarT - Antileukemic Activit
moderate or strong CYP3A4 . Prior aza y 0 0 1(25) 0 133 1(17) 101 2(@33) 1(50) 7014 , y , o
inhibitor or inducer within 3-6 10 patients ~20 patients exposure, n (%) e CR/CRh was achieved in 42% of patients by a median time to CR/CRh of
5 half-lives patients (R/R AML) No. of lines of prior 0 5 20 20 20 10 20 15 0 1.9 months (Table 4)

systemic therapy,

median (range) (1-2) (1-2) (1-2) (1-2) (1-2) (1-6) (1-3) (1-3) (1-2) (1-6)

— The median duration of response was 13.1 months for CR (median
follow-up, 20.8 months), CR/CRh (median follow-up, 3.5 months),
and CR/CR with incomplete hematologic recovery (CRi; median
follow-up, 3.5 months)

e The ORR was 54% in patients with R/R AML (Figure 4)

AR, allelic ratio; aza, azacitidine; ITD, internal tandem duplication; sonro, sonrotoclax; TKD, tyrosine kinase domain.

Sonrotoclax dose: R/R AML

Table 2. Treatment Exposure in R/R AML

DLT observation window

, S S S S S S S S S
80 mg x10days 160 mgx28days 320 mg x 28 days x10d x10d x14d x10d x14d x21d x28d x14d x21d ML : a
Nonhematologic DLT (n=7) (1=6) (n=4) (n=8) (n=3) (n=6) (n=9) (n=6) (n=2) (N=5 Table 4. Summary of Disease Responses
M
Aza Sonro Sonro Sonro Sonro Sonro Sonro Sonro Sonro Sonro All R/R
40mg 80mg 80mg 160 mg 160 mg 160 mg 160 mg 320 mg 320 mg AML
First dose D28 D42° Intermediate doses 160 mg x 14 days 320 mg x 14 days No. of cycles, 50 105 10 95 1.0 20 20 20 35 20 x10d x10d x14d x10d x14d x21d x28d x14d x21d (N=50)
80 mg x 14 days 160 mg x 21 days median (range)  (2.0-15.0) (1.0-28.0) (1.0-1.0) (1.0-20.0) (1.0-2.0) (1.0-70) (1.0-4.0) (1.0-5.0) (1.0-6.0) (1.0-28.0) (n=7) (n=6) (n=3) (n=8) (n=3) (n=6) (n=9) (n=6) (n=2)
Average cycle 345 327 26.5 35.0 34.0 36.8 35.0 407 42.3 35.0 Aza
duration, median (295- (210- (22.0- (50- (230- (250- (253 (265- (357- (5.0-
R,n (% 2(2 1 2(2 2 2 (22 12 (24
aHMA failure received >1 cycle of HMA and had PD or no PR or better hematologic improvement after 4 cycles of >75% of planned dose. (range), days 41.5) 40.9) 44.0) 48.7) 44.0) 53.0) 55.0) 46.0) 49.0) 55.0) CR,n (%) (29 3(0) 33 (25) 0 33) (22) 0 0 (24)
®QOr cycle 2 initiation. ©As a precautionary measure for TLS monitoring, patients were hospitalized during the ramp-up period. . .
dSafety monitoring committee reviews available data to determine dose escalation in part 1, dose expansion to part 2, and the final Relative dose 974 3811 100 100 100 79.6 84.6 3811 821 974 Time to CR, median 3.2 41 0.8 32 - 1.4 13 - - 1.9
RP2D to start pal’t 3. intensity (SOI'II’O), (26.0‘ (57.0_ (100_ (33.9_ (90.9_ (54.9_ (22.0_ (47.2_ (64.3— (22.0_ (range), monthS (1.5'4.9) (3.7'4.6) (0.8'0.8) (1.9'4.4) (0.9'1.9) (1.1'1.4) (0.8'4.9)
CYP3A4, cytochrome P450 3A4; HMA, hypomethylating agent; non-APL, nonacute promyelocytic leukemia. median (range), % 100) 127) 100) 100) 100) 100) 156.0) 100) 100) 156.0) Durati f CR
: ' ' ' mﬁié?]n(s;w 3 77 180 NR 205 ] NR 01 ] ] 131
R E S U LT S Relative dose 100 874 1002 998 100 99.5 100 998 927 999 months® © (23-NE) (1.9-NE) (NE-NE) (NE-NE) (NE-NE) (NE-NE) (01-20.5)
intensity (aza), (523- (458 (99.8- (730- (852- (649- (699- (605- (843- (458
median (range), % 1003) 101.0) 1015 1011 100.0) 103.4) 1009) 1003) 1011  103.4) CR/CRh, n (%) 571 467 133 3398 0 2(33) 3333 2333 1650 21(42)
e As of March 31, 2024 | of 51 ients with R/R AML were enroll
Sdoh da C 3 ) dO ) a:Otla O+5 pattedts t t t / t g 46- 20/6 O e(.j aza, azacitidine; sonro, sonrotoclax. Time to CR/CRh, 54 39 0.8 19 14 11 19 77 19
N I v nr X Zacludain I men N remain on i : : : : - : : . : :
a a ec.e €d sonrotociax - azac € treatment a (8%) remain o med{i” (range). 1235 (1146 (08-08) (1.0-19) (0.9419) (0.814) (1.32.4) (77-77) (0.8-77)
treatment (Figure 2) Safety months
e In all patients with R/R AML, the median age was 60 years and the median e An overall summary of TEAEs in patients with R/R AML is shown in Table 3 gg;?:tlfh” [‘;fedian 86 180 NR 205 ] NR NR 4.0 NR 131
T o , . o (4.0-NE) (1.9-NE) (NE-NE) (NE-NE) (NE-NE) (01-NE) (NE-NE) (NE-NE) (1.9-20.5)
number of prior lines of therapy was 2 (Table 1) e The most common any-grade TEAEs were neutropenia (including neutrophil (95% C). months®
e The median number of treatment cycles was 2, with the longest average cycle count decreased), thrombocytopenia (including platelet count decreased), CR/CRi, n (%) 4(57) 467 133 3(38) 0 2(33) 3(33) 3(50) 1(50) 21(42)
duration (median, 42.3 days) in the azacitidine + sonrotoclax 320 mg x 21 da i - -
( ys) 9 y and nausea (Figure 3) Time o ggg;" 20 30 08 10 _ 14 1 12 77 13
cohort (Table 2) — Neutropenia was the most common grade >3 TEAE and grade >3 onths ' (1232) (1141 (08-0.8) (0.819) (0.9-19) (0814) (0913) (77-77) (0.8-77)
e The median dose intensity relative to the assigned dose of sonrotoclax was infections and infestations occurred in 24 patients (47%) S
~Q0° : i A , , , , . 86 180 NR 205 ] NR NR 4.0 NR 131
80%, except in the azacitidine + sonrotoclax 160 mg x 21 day cohort e The most common TEAE class leading to treatment discontinuation was (%RS/"SIEZIi)mnfgﬁﬂsb (4.0-NE) (1.9-NE) (NE-NE) (NE-NE) (NE-NE) (O1-NE) (O1NE) (NE-NE) (1.9-20.5)
infections and infestations (azacitidine, n=4; sonrotoclax, n=4) ’
. o o oy . . . @Responses were determined using the 2017 European LeukemiaNet criteria and partial hematology recovery criteria for AML.
Flgure 2. Patient DISpOSItIOh e The most common TEAEs leading to dose reduction were neutropenia bMedians were estimated using the Kaplan-Meier method, with 95% Cls estimated using the Brookmeyer and Crowley method with

log-log transformation.
aza, azacitidine; CRh, CR with partial hematologic recovery; CRi, CR with incomplete hematologic recovery; NE, not estimable;
NR, not reached; sonro, sonrotoclax.

(sonrotoclax reduction, n=5) and neutrophil count decreased (azacitidine
reduction, n=1)
Six patients had a TEAE leading to death; the 30-day mortality rate was 2%

Patients with R/R AML

(N=51) . Figure 4. Response Rates

40 mg x 10 d: n=7/

160 mg x 10 d: n=8

160 mg x 28 d: n=9

— Two of these TEAEs were considered related to sonrotoclax, azacitidine, and

100 —
80mgx10d:n=6 160 mg x 14 d: n=3 320 mg x 14 d: n=6 disease (neutropenic sepsis [160 mg x 28 day], pneumonia [320 mg x 14 day)) 50
14 d: n=4 1 21d: n= 2 21d: n=2 : : N =
80 mgx 14 din °0 mg x 21d: n=6 320 mgx 21d:n — Two TEAEs leading to death were related to PD (pulmonary mucormycosis 80 — W NE/ND (n=3)
[160 mg x 14 day], bone marrow failure [160 mg x 28 day)) W PD (n=6)
. e . : 70 —
— The TEAEs of aorto-bronchial fistula (160 mg x 28 day) and Klebsiella sepsis s W SD (n=14)
(160 mg x 10 day) leading to death were not related to treatment or disease g 60 7 B MLFS (n=5)
Efficacy - Safety e One DLT (grade 4 thrombocytopenia) occurred in the azacitidine + sonrotoclax 2 o0~ R - N CRi (n=1)
evaluable population/ 320 mg x 14 day cohort & 40 s o CRh and MLFS (1)
inna — o an n=
2epUleior el mroliee e No cases of laboratory or clinical TLS were reported 30 16 ORR 5,4/°
(n=50) (n=51) 20 (CR+CRi+ MLFS + PR) B CRh and CRi (n=8)
Table 3. TEAE Summary o B CR(n=12)
Patients, n (%) o (I;/EE.:«)ML 0 — .
Ay TEAE 50 (99 Efficacy-evaluable
ny TERES (N=50)
Grade >3 45 (88)
CRi, CR with incomplete hematologic recovery; MLFS, morphologic leukemia-free state; ND, not done; NE, not evaluable.
Serious TEAEs 37 (73)
On active Off treatment (n=47; 92%) TEAEs leading to death® 6 (12) REFERENCES
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- Proceed to transplant (n=10) Aza 7 (14)
- Adverse event (n=6)

- Patient withdrawal (n=6)

- Investigator decision (n=4)
« Relapsec (n=4) Aza 1(2)
- Start of new anticancer therapy (n=1) Sonro 7 (14)
- Other (n=1)
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® Defined as evidence for an increase in bone marrow blast percentage and/or increase in absolute blast counts in the blood, both
per ELN2017 response criteria. < Hematologic relapse (after CR/CRi) defined as bone marrow blasts >5%, reappearance of blasts in the
blood, or development of extramedullary disease.

CRi, CR with incomplete hematologic recovery; ELN, European LeukemiaNet.
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@ TEAEs leading to death were aorto-bronchial fistula, bone marrow failure, Klebsiella sepsis, neutropenic sepsis (related to aza and
sonro), pneumonia (related to aza and sonro), and pulmonary mucormycosis.
aza, azacitidine; sonro, sonrotoclax.
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