Updated Safety & Antileukemic Activity Data of Sonrotoclax (BGB-11417), a Potent and Selective BCL2 Inhibitor,
In Treatment-Naive Patients With Acute Myeloid Leukemia Unfit for Intensive Chemotherapy
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\ R E S U LT S * Treatment-emergent adverse event (TEAE) frequency and severity were similar across doses (Table 2) * With a median follow-up of 7.7 m, the overall response rate (ORR) in all patients was 74.7% (Figure 4A)
* The most common any-grade and grade >3 TEAEs were neutropenia, infections and infestations, and — Complete response (CR)/CR with partial hematologic recovery (CRh) was achieved in 59.5% (95% ClI,
C O N C L U S I O N S * As of January 10, 2025, 79 patients with TN AML were enrolled and treated with sonrotoclax + thrombocytopenia (Figure 3) 47.9%-70.4%) by a median of 1.3 m; CR was achieved in 50.6% (95% ClI, 39.1%-62.1%) of patients by a
o o azacitidine; 19 (24.1%) remained on treatment (Figure 2) * Tumor lysis syndrome (TLS) occurred in four patients (laboratory, n=2; clinical, n=2); all resolved in <4 d median of 1.7 m (Table 3 and Figure 4B)
* Sonrotoclax + azacitidine combination treatment was generally well tolerated * The median study follow-up was 7.7 months (m: range, 0.3-34.0 m); median age was 74 years (Table 1) without sequelae (Table 2) ~ In cohorts with the longest follow-up (40, 80, and 160 mg x 10 d), 75% of patients who achieved
and demonstrated antileukemic activity in patients with TN unfit AML across * The median number of study treatment cycles was four, and the median average cycle length was * Dose-limiting toxicities (DLTs) occurred in four patients; all were hematologic CR/CRh remained alive and progression free at 12 m since the first determination of response
all dose cohorts 34.0 days (d) * Twelve patients (15.2%) had a TEAE leading to death; two were treatment related (80 mg x 14 d, * Minimal residual disease—negative status was achieved by 35.4% of patients (Figure 4C)
, , , * The median relative dose intensity of sonrotoclax was >80%, except in the 160-mg x 28-d and 320-mg anemia; 160 mg x 14 d, neutropenic sepsis); the 30-d mortality rate was 3.8% . .
— DLTs occurred in four patients (grade 4 neutropenia, n=1; grade 4 x 21-d cohorts * Treatment discontinuation due to TEAEs occurred in 11 patients (13.9%) Table 3. Summary of Disease Responses in TN AML?®
thrombocytopenia, n=4) . . . . — The most common TEAE class leading to discontinuation of sonrotoclax (n=7, 8.9%) or azacitidine
3 . . 5 . Figure 2. Patient Disposition (n=7, 8.9%) was infections and infestations SO CRERFERE
The ORR was 74.7%; CR was achieved by 50.6% and CR/CRh by 59.5% Patiants with TN AML * TEAEs leading to dose reduction occurred in 22 patients (27.8%) and 14 patients (17.7%) with 40mgx 80mgx 80mgx 160mgx 160mgx 160mgx 320mgx 320 mg x
* The safety stopping criteria have not been met in any of the dose cohorts N=79 sonrotoclax and azacitidine, respectively D o e B Me asd Bl e
y StopPing Y ( ) — The most common TEAE class leading to sonrotoclax (n=18, 22.8%) and azacitidine (n=12, 15.2%) dose (n=9) (n=1) (n=13) (n=8) (n=1) (n=9) (n=14) (n=4) (N=79)
— Shorter sonrotoclax + azacitidine treatment schedules (<21 d) were well gg mg X 18 31 ”:?1 128 (g X 12 31 ”:ﬁ g;g g % 1; 3: ”:144 reduction was neutropenia CR, n (%) 4(444)  8(727) 5(385  4(500) 5(455) 4(444)  6(429)  4(100) 40 (506)
_ . mg X :n= mg x :n= mg X :n= . . . : . ° : :
tolerated with a median RDI of >80% 80 mg x 14 d: n=13 160 mg x 28 d: n=9 Shorter treatment schedules (<21 d) were better tolerated with relative dose intensities (RDls) of >807%, (Tr;“;e;;’ riih?édlan 13(1.34.8) 18(0.9-6.5) 17 (1.0-2.8) 2.6 (1.0-211) 1.2 (0.8-2.7) 3.0 (117.9) 1.3 (0.9-21) 7.6 (21-217) 1.7 (0.8-217)
and <30% of patients required sonrotoclax dose reduction (Table 1) 9e)
o Exp|oratory exposure-response ana|ysis in 14-d cohorts showed that By end of cycle 2, n (%) 4 (44.4) 6 (54.5) 4 (30.8) 2 (25.0) 5 (45.5) 2(22.2) 6 (42.9) 1(25.0) 30 (38.0)
antileukemic activity at exposures associated with an 80-mg dose was : CR/CRN N (%) LUNIUE 0 EIGE 0 EEDE EUOERGC
y ot &P J I Table 2. TEAE Summary in TN AML e
13(13-5.6) 14 (0.9-44) 17(1.0-2.8) 12 (1.0-40) 1.0 (0.8-2.5) 12(11-49) 12(0.9-21) 41(21-97) 13(0.8-97)

~2-fold lower than exposures associated with 160-mg or 320-mg dose SEE) PefplEnen

(range), months

all enrolled (n=79) population?® (n=79)

; . - - S S d + /CRi, n (% . . 3.8 . 6 (54. : O (71. :
* Follow-up evaluation of 14-d dosing cohorts is ongoing in 80-mg, 160-mg, ket CRTCR' "Z;/CR y adinlcUe 0 RLE 0 RLOUE S ERLCERLUL
ime to i, median

and 320-mg cohorts to determine the recommended phase 2 dose 80mgx  80mgx 160mgx 160mgx  160mgx 320 mgx 320 mgx (range), months
10d 14d 10d 14d 28d 14d 21d Total

Patients, n (%) (n=11) (n=13) (n=8) (n=11) (n=9) (n=14) (n=4) (N=79) MRD negative, n (%) 4 (44.4) 4 (36.4) 4 (30.8) 2 (25.0) 3(27.3) 5 (55.6) 4 (28.6) 2 (50.0) 28 (35.4)
MRD NE/ND, n (%) 3(33.3) 3(27.3) 3(23.) 3(37.5) 5 (45.5) 2 (22.2) 2 (14.3) 0] 21(26.6)

1.3(11-5.6) 14(0.9-4.4) 1.7(1.0-2.8) 11(1.0-4.0) 1.0(0.8-2.5) 1.5(11-4.9) 1.5(0.8-2.1) 1.8(1.7-2.1) 1.3(0.8-5.6)

* Data for patients with relapsed/refractory AML in this study are presented in

poster PF491 Any TEAEs 9 (100) 11(100) 13 (100) 8 (100) 11 (100) 9 (100) 14 (100) 4(100) 79 (100)
*Responses were determined using the ELN 2017 criteria and partial hematology recovery criteria for AML.
Off ( 60 Grade 23 9 (100) 10 (90‘9) 13 (100) 8 (100) i (100) 9 (100) 13 (92'9) 4 (100) 77 (97'5) Abbreviations: aza, azacitidine; CR, complete response; CRh, CR with partial hematologic recovery; CRi, CR with incomplete hematologic recovery; MRD, minimal residual disease;
g treatment (n=60; 75.9%) ND, not done; NE, not estimable; sonro, sonrotoclax.
On active treatment 5 . Neutropenia® 9(100)  9(818) 12(923) 8(100) 9(818) 8(889) 12(857)  4(100)  71(89.9)
(n=19; 24.1%) * Relapse™ (n=14) * Proceeding to transplant (n=3)
. i isi = . i = Th bocyt ia® 7(77.8 9 (81.8 9 (69.2 4 (50.0 7 (63.6 7(77.8 9 (64.3 1(25.0 53 (671 H :
Investigator decision (n=12) Start of new anticancer therapy (n=1) rombocytopenia (77.8) (81.8) (69.2) (50.0) (63.6) (77.8) (64.3) (25.0) (67.1) Flgure 4. (A) ORR, (B) CR/CRh Rate, and (C) MRD Status in TN AML
INTRODUCTION + Adverse event (n=) + Treatment faiure® (n=1) infections anc : :
el ) G e 5(55.6) 7(636) 6(46.2) 4(50.0) 4(364) 6(667)  7(500) 1(250) 40 (50.6) A B C
. . . . A o ORR® CR/CRh
* Acute myeloid leukemia (AML), the most common acute form of leukemia in adults, has an aggressive Disease progression™ (n=6) Serious TEAEs 8(88.9) 10(90.9) 10(76.9) 7(875) 7 (63.6) 8 (88.9) 9 (64.3) 2 (50.0)  61(77.2) -y 60%
i 1,2 100 - - 100 - ° 100 — :
disease course | o S - Laboratory TLS 0 0 0 1(12.5) 0 0 1(74) 0 2 (2.5) = CR m= CR MRD negative
° . . . . o . ey qs Data cutoff: January 10, 2025. ®Patients who (1) completed >1 treatment cycle (initiated the second cycle) or 42 days, whichever is earlier, or discontinued treatment during the first cycle or Bl CRi B CRh Em MRD positive
Comblnat|0n treatment Wlth VenetOC|aX’ a B'Ce” lymphoma 2 (BCL2) |nh|b|t0 I and azaCItIdlne haS (2) had >1 response assessment. P(Hematologic relapse (after CR/CRi) defined as bone marrow blasts >5%, reappearance of blasts in the blood, or development of extramedullary disease. Clinical TLS 0 0 0 0 1 (9 1) 0 1 (71) 0 2 (2 5) m MLFS B NE/ND
improved Outcomes in treatment-naive patients Wlth AML Unﬂt for intensive Chemothera py (TN AM L)3, Siezgljcejsaéfes\gire:ieaggzr;;r(;c;;eis;i(l)nEbLoaneoT;rrow blast percentage and/or in absolute blast counts in the blood, both per ELN 2017 response criteria. ‘Defined as no CR or CRi after : d : 50 = Igg 80 _ S0 - 35
however relapse iS common and prognOSiS iS SUbOptima|4’5 Abbreviations: CRi, CR with incomplete hematologic recovery; ELN, European LeukemiaNet. DLT, n/N (/0) 0 2/10 (2O~O)c 0 0 Ay (9-1) 0 113 (7-7) 0 4/69 (5-8) = NE/ND
* Sonrotoclax (BGB-11417), a next-generation BCL2 inhibitor, is a more selective and pharmacologically . . Lo . Led to death* 1(11) 3(273) ESISSSIEN 1(12.5) [EEESE] O 0 O 12(15.2) . - o
. o . . . . . . . oN o L)
potent inhibitor of BCL2 than venetoclax, with a shorter half-life and no drug accumulation® Table 1. Baseline Patient Characteristics and Treatment Exposure in TN AML Led to discontinuation °m. 60 3 h
* Updated safety and antileukemic activity data of sonrotoclax + azacitidine in TN AML from the Sonro dose + aza Aza 1(11.) 3 (27.3) 0 3 (37.5) 4 (36.4) 1M1 0 0 12 (15.2) ‘g E E
phase 1b part of the BGB-1141/-103 study are presented Sonro 2(22.2)  3(27.3) 0 2(250)  4(36.4) 1(11.1) 0 0 12 (15.2) © 40 - E E
40 mg x 80 mg x 80mgx 160mgx 160mgx 160 mg x 320 mg x . -
10d 10d 14 d 10d 14 d 28 d 21d Total Led to reduction
M E T H O D S (n=9) (n=11) (n=13) (n=8) (n=11) (n=9) (n=4) (N=79) Aza 3(333)  6(54.5) 0 1(12.5) 0 2 (22.2) 1(71) 1(25.0) 14 (17.7) 50
. . T . Follow-up, median (range), 9.5 20.6 55 14.1 6.4 13.6 5.3 16.4 77 Sonro 2(22.2) 3(27.3) 3(23.) 0 3(27.3) 4(44.4) 4 (28.6) 3(75.0) 22 (27.8) 3
. - — — —
BGB-11417-103 (NCT04771130) is an ongoing, phase 1b/2, global, dose-finding and -expansion study N (05388) (03-434) (06404) (14351  (1186) (51269 (35151 (8.8220) (0.3-43.4) ‘ .
evaluating the safety and antileukemic activity of sonrotoclax + azacitidine in patients with AML, Led to interruption 0 _
. . . . . 72.0 77.0 74.0 78.0 71.0 70.0 73.0 76.0 74.0
myelodysplastic syndromes (MDS), or MDS/myeloproliferative neoplasms (Figure 1) Age, median (range), years (64-91) (67-85) (68.83) (70-87) (65.79) (65.80) (66.89) (72.81) (64-91) Aza 2(22.2) 5 (45.5) 2 (15.4) 1(12.5) 2 (18.2) 1(1.9) 2 (14.3) 0 15 (19.0) Total Total Total
(N=79) (N=79) (N=79)
. . Sonro 1(M 5(45.5 6 (46.2 2(25.0 2(18.2 6 (66.7 4 (28.6 0 26 (32.9
Figure 1. BGB-11417-103 Study Design Male, n (%) 6(667) 5(455  7(538) 6(750) 6(545)  7(778) 12(857) 3(750) 52 (65.8) i ) ) ) ) o ) ) ORR iodod G CRL LS. o PR
. aNeutropenia includes the terms neutropenia, febrile neutropenia, neutrophil count decreased, and neutropenic sepsis. "Thrombocytopenia includes the terms thrombocytopenia and Abbreviations: CR’ con,1plete ,respons.e' CRh, CR with partial hematologic recovery; CRi, CR with incomplete hematologic recovery; MLFS, morphologic leukemia-free state;
© _omorc . . Sonro (Orally once dally for 10, 14, 21, or 28 d AML type, n (%) platelet count decreased. “Grade 4 neutropenia, n=1; grade 4 thrombocytopenia, n=2. ‘Grade 4 thrombocytopenia. *Hospital-acquired pneumonia (80 mg x 10 d), neutropenic sepsis MRD. minimal .resi(’:lual disease: ND. not done: NE. not evaluable: ORR. overall resp’onse, rate; PD, progressive disease; SD, stable disease. ,
Ellglblllty criteria 3 28 | 3 h 4 a | 1 a (160 mg x 10 d; related to disease), bronchopulmonary aspergillosis (80 mg x 10 d; related to disease), pulmonary sepsis without preceding confirmed pneumonia (40 mg x 10 d), metastatic ’ A T ’ ’ T T ’
In _d CyC e wit _d ramp_up In CyC e 1sta rtlng at De novo 5 (55 6) " (100) 12 (92 3) 6 (75 O) 8 (72 7) 6 (66 7) 1 (78 6) 3 (75 O) 62 (78 5) squamous cell carcinoma (80 mg x 10 d), anemia (80 mg x 14 d; related to sonro, aza, and disease), coronary artery thrombosis (160 mg x 14 d), general physical health deterioration (80 mg
e AML (non -APL) one_eig hth the ta rget dosea) ’ ’ ’ ’ ’ ’ ’ ’ x 14 d; related to disease), death from unknown cause (80 mg x 14 d; related to disease), neutropenic sepsis (160 mg x 14 d; related to sonro and aza), pneumonia (80 mg x 14 d; related to F. re 5 CR Rate b Sonrotoda
disease), and respiratory failure (80 mg x 14 d; related to disease). Igu . X
- TN unfit for intensive + Secondary 4 (44.4) 0 1(7.7) 2 (25.0) 3(27.3) 3(33.3) 3(21.4) 1(25.0) 17 (21.5) Abbreviations: aza, azacitidine; DLT, dose-limiting toxicity; sonro, sonrotoclax; TEAE, treatment-emergent adverse event; TLS, tumor lysis syndrome. E g . 14 D yC h t
Aza (75 mg/m? for 7 d/cycle SC or IV Xposure In 14-Da ohorts
chemotherapy ( g/ /ey ) ELN 2017 AML risk P y
- No prior BCL2 inhibitor Part 1 Part 2 Part 3 stratification,” n (%) Flgure 3. TEAEs in 220% (A" GradeS) or 210% (Grade 23) of Patients With TN AML * Among 14-d cohorts with comparable 100
« ECOGPSO0-2 Dose Safety Efficacy Favorable 0 2 (18.2) 4 (30.8) 1(12.5) 2 (18.2) 1(11.) 1(7) 1(25.0) 12 (15.2) follow-up, exploratory exposure-
o g q . . . 1aa I
* Not receiving W"f‘rf?”!" el deerate or escalation expansion expansion Intermediate 4444  4(364) 6(462) 2(250) 3(273) 3(33.3) 6429 3(750)  31(39.2) Neutropenia 90 response angly5|s s.howed that th? CR
strong CYP3A4 inhibitor or inducer : : : rate for the first tertile correspondin
Infections and infestations
i B Halves 1~3-6 n~10 n~20 Adverse 5(55.6) 5 (45.5) 3(231)  4(500) 6(545) 4(444)  7(50.0) 0 34 (43.0) to pharmacokinetic exposure : :
Thrombocytopenia® =] . . 6 (55%) 6 (55%)
Positive genetic abnormality, associated with the 80-mg dose was 3 (27%)
° ° O/ \a ° .
DLT observation window n (%) Constipation ~2-fold lower than the CR rate for the
. c . . . 59 133 320
Hematologic DLT SRS B R e UL o IDH1/ IDH2 1(1.) 1(9) 2 (15.4) 1(12.5) 2 (18.2) 0 1(71) 0 8 (10.1) Nausea second and third tertiles (Figure 5) Cavg, ss, ng/mL (n=34)
M FLT3 1(11.7) 2 (18.2) 2 (15.4) 1(12.5) 1(9.1) 0 2 (14.3) 1(25.0) 10 (12.7) Anemia gﬂneddzig c;g;xr?],l_ssref;r)g:ivsecl);mg, 160-mg, and 320-mg dose levels was 60 ng/mL, 86 ng/mL,
Nonhematologic DLT . . o ' , ,
» g > 80 mg x 10 d e oo mg x 14 d NPM1 0 3(273)  3(31)  1(12.5) 0 0 170 1(250)  9(M4) Febrile neutropenia R oo oo > auerage sonrofoclax conceniration at sieay state
40 mg x 10 d 160 mg x 14 d
. Diarrhea
First dose 80 mg x 14 d 160 mg x 28 d 320 mg x 21d _C’;Zigg;’)p/o’dy or 1(11.1) 2 (18.2) 1(7.7) 2 (25.0) 1(9.1) 1(11.1) 1(7) 0 9 (11.4) REFERENCES
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Primary and key secondary endpoints Exploratory analyses No. of cycles, median 4.0 15.0 4.0 8.5 3.0 5.0 3.0 13.0 4.0 Vomiting Grade 1/2
i , , _ , - - - - rade
« Safetv per CTCAE v5.0 . (range) (1.0270) (1.0-440) (1.0-90) (1.0-33.0) (1.0-8.0) (1.0-16.0) (1.013.0) (7.0-21.0)  (1.0-44.0) ]
C R P2 D . Avera ec Cle duration 320 300 293 344 395 351 360 324 340 neu mon Ia ra e = The authors thank the patients and their families, investigators, co-investigators, and the study teams at each of the participating centers. This study was sponsored by BeOne Medicines Ltd. Medical writing was provided by
" CR/CRh d ELN 2017 . . d . | mU|tIpaI’ametel’ ﬂOW Cytometry d g y d ’ 13 O 44 5 8 O 46 9 170 39 O 22 O 45 3 26 O 48 2 2 O 73 O 31 8 65 5 25 4 34 8 2 O 73 O Brittany Gifford, PharmD, of Nucleus Global, an Inizio company, and supported by BeOne Medicines.
rate® per 7 criteria an78 partia - Exposure response relationship median (range), days (13.0-44.5) (8.0-46.9) (17.0-39.0) (22.0-45.3) (26.0-48.2) (2.0-73.0) (31.8-65.5) (25.4-34.8) (2.0-73.0) White blood cell count decreased
renieleny reeoven) Giiere er Al Relative sonro dose 100.0 91.5 100.0 92.6 90.2 63.3 83.1 64.4 90.0 ! ! ! ! ! ! DIS C LO SURES
Iitia 4 ramp-up to mitigate potential risk of TLS. As a precattionary measre for TLS monitoring, patients were hosptalized during the ramp-up period. “Or C2 iitaton. Dose reductons iniensity, medien (range), % (#1:8161.0) (558100.0) KA == 10° RS 2°->1000) R (°/4-940) 74-410.2) 0 20 40 °0 80 100 e Spesers . P e vt Seove S Con o satsry e B Wb i, Speskrs st e ave, sccommaimoons opemees Bor Wbt i i v, SEQM o
were done first by reducing the number of dosing days/cycles of sonro. Once 10-d dosing was reached, aza dosing was reduced and then sonro daily dose. “Response and MRD status were ) ) ] Patients O/ Cardinal Health, DAVA Oncology, Aptitude Health, Curio Science; Consulting or advisory board: BMS, BeOne Medicines Ltd, Pfizer, Daiichi Sankyo, Syndax, Gilead/Kite; Speakers bureau: Amgen, Rigel. SYT: Honoraria: Pfizer, Otsuka.
assessed at end of C1(C2 if remission not yet achieved) and then every three cycles until C13, then every six cycles. *"MRD negative was defined as <1 residual leukemic blasts per 1,000 Relative aza dose intensity, 729 69.6 96.0 85.1 94.6 941 879 72.7 90.0 s /0 ::M: ansg:\;asm; o sAaglt;\);?’ ngz' Prgrma’ﬁbb\”;é Sefviengfizer,Grijovgrt;s, Kura <CDncoI<|39y, Syndda& Glycorfn;ité«i; Rgfwegrjh fundins’J\i SDea.kegSt:(ursaw DaiichiSSankkyo, JbaZZ Ph'a':lma, Abb\éi'a,ss'jrvien PﬁZJen Nsr\:arti& l#PI:(H;nC;raEé:
leukocytes or 102 at any time on the study. median (range), % (35.2101.2) (37.2-100.4) (83.0-100.8) (52.3-100.2) (61.8-102.1) (44.3-100.2) (43.3-99.8) (47.5-87.4) (35.2-102.1) Blueprint, AstiaZeneca: Travel, aceommodations,or expenses: ABbVie, sanseen. CD: Consulting or achison folet ABDVIe, Astelas, AZD, BMS, Daiichi Sankyo, Genmab, GSK, Immane on, Rigel, Schrodinger, Servier, Solu; Rescarch
Abbreviations: APL, acute promyelocytic leukemia; aza, azacitidine; BCL2, B-cell ymphoma 2; C, cycle, CYP3A4, cytochrome P450 3A4; D, day; DLT, dose-limiting toxicity; ECOG PS, a L . . . . . b - . funding: AbbVie, Astex, BMS, BeOne Medicines Ltd, Foghorn, Jazz Pharma, ImmuneOnc, Remix, Servier, Schrodinger. SC, VM, RL, YL, OZ, AA: Employment and may own stock: BeOne Medicines Ltd. AHW: Consultant: Servier, BeOne
Eastern Cooperative Oncology Group performance status; ELN, European LeukemiaNet; IV, intravenous; MRD, minimal residual disease; RP2D, recommended phase 2 dose; °As reported by investigator. p’\llclet:tlreipcigstlgcelgriisséze. ierms neuiiopents, [ebrle neuifopento, nevirephl count decragsed, andneutiopenic sepsis. Thombocylopenia ncludes e ferms thrombocytopenta and gf:riec:;e: ,;t:::i%bevr:iSNZV?;:.S;PEte;:gZ:éurr;dzg;gos\/::\izrég b;/;i’e?f Lﬁfg;jrﬁ;ﬁ&f '\,flivzft?: aé(,;,lAsStse:’rﬁ:rZZ;;ECj’T'?::,gfrgcggm:izztgﬂza:iséXA s;fszee;i,?\;i;tsega;’vf:: ;SSTNQE?;%;?;T' Plizer, Abbie, Servier, Gllead, BMS,
SC, subcutaneous; sonro, sonrotoclax; TLS, tumor lysis syndrome. Abbreviations: aza, azacitidine; ELN, European LeukemiaNet; sonro, sonrotoclax. Abbreviation: TEAE, treatment-emergent adverse event. , oes g P ’ T ’ , ’ ’ P ’
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