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INTRODUCTION RESULTS (CONTINUED) CONCLUSIONS

= The efficacy of Bcl-2 inhibitors in combination with hypomethylating agents for treating newly diagnosed AML ineligible for Table 1. Baseline Characteristics Safety (cont.)
intensive chemotherapy has been confirmed by phase 3 studies'

= BGB-11417 (40, 80, 160 mg) plus azacitidine was

. Characteristics, n (%) TN (n=31) R/R (n=26) All (N=57) = The most common TEAEs were neutropenia, thrombocytopenia and anemia, and the most common non-hematologic TEAEs : : :
— However, AML survival rates beyond 2 years are low' . were nausea and constipation (majority were grade 1/2, Figure 4) generally well tolerated in patients with AML
= BGB-11417 is a potent and selective Bcl-2 inhibitor with the potential to achieve deeper target inhibition and responses in the Median age (range), years 77 (64-91) 64 (29-80) 71(29-91) _ .
clinical setting? Male 19 (61) 16 (62) 35 (61) Figure 4. Most Common TEAEs (>20% for All Grades or >10% for Grade >3) — DLTs (grade 4 neutropenia/thrombocytopenia)
— In an AML xenograft model (human MOLM-13), BGB-11417 demonstrated a greater anti-tumor reduction than venetoclax at AML type NeUtrOPen?a: 65 only occurred in the 80 mg cohort; no new
the same dose level, alone and when combined with azacitidine® De novo 26 (84) 23 (88) 49 (86) Thrombocytzﬁ::]ga - - = = DLTs occurred with further dose escalation
° ° go ° a |
— Tolerable safety profile up to 640 mg as evaluated in a phase 1 dose-escalation study* AIIVIL 1L :trat'f'cat'ons 135 8 (3 19 (33 Constipation )
t iat .
— Preliminary pharmacokinetic results showed dose-dependent increase in exposures® el (35) (31 (33) Nausea 39 2 — Neutropenia (65%) was the most common
" H t updated prelimi its of patients with AML enrolled in BGB-11417-103 (NCT04771130 ndverse 1) =0 24 82) Febrile neutropenia ! de >3 TEAE ble with d
ere, we present upaated preliminary results or patients wi enrolied In - - ( ) Bone marrow blast count Pyrexia 25 4 grade =2 , Manageable Wi ose
O BJE CT IVE S >30 to <50% 11 (35) 3 (12) 14 (25) y [:(ialrrhéa 26 modifications and supportive care
o ypoKalemia 16 11
>50% . - 12 (39) 11(42) 23 (40) (Azacitidine) Injection-site reaction 21 M Grade 1/2 N dese-deperdert edaiies wiepe
= Primary objectives: Safety and tolerability, RP2D of BGB-11417 in AML when combined with azacitidine (parts 1 and 2), and M_OSt common genetic abnormalities Vomiting 18 4 " Grade 23 P
efficacy (CR+CRh rate: part 3) ;3/\:/,51\461)(p13.1q22) or (16;16)(p13.1:922); CBFB-MYH11 z (12) ;(Z) 1;) (1168) Pneumonia | 1 observed
I I I I I I I I
= Secondary objective: PK of BGB-11417 7 or del(7q) - 216; 3 §12; 8 214; 0 10 20 30 40 50 60 70 Maxi ellerared @ t hed
« e : : : : ; . - aximum tolerate oSse Was not reacne
= Exploratory objective: Assess biomarkers and correlation with efficacy Patients, %
Complex karyotype or monosomal karyotype 5 (16) 3(12) 8 (14)
5 or del(5q) 5 (16) 5 (8) 7 (12) aNeutropenia includes neutropenia and decreased neutrophil count; "Thrombocytopenia includes thrombocytopenia and decreased platelet count.
METHODS IDH1 2 (6) 5 (19) 7 (12) Efficacy = The combination was effective in both TN and
. - . . o . o . . RUNX1 2 (6 4 (15 6 (11 R/R settings at the four dose levels tested
= BGB-11417-103 is a phase 1b/2 dose-finding and expansion study of BGB-11417 in combination with azacitidine in patients with : (6) (15) (1 = CR+CRh was achieved in 65% of TN and 50% of R/R patients (Table 5) 9
AML (TN unfit or R/R; Figure 1) and with MDS LS g2t 2(8) Sl | . . P .
IDH2¢ 1(3) 5 (19) 6 (1) — Most CR+CRh in TN AML (15 of 20) was achieved by the end of cycle 1 — CR/CRh was achieved in 65% TN and 50%
Figure 1. Study Design TP53 aneuploidy 4 (13) 1(4) 5 (9) = The 80 mg x 10 day cohort (n=17) had the longest treatment duration with a median of 7 cycles (Figure 5) R/R patients
_ _ t(8;21)(g22;922.1); RUNX1-RUNXIT1 3 (10) 1(4) 4 (7) — CR+CRh was seen in 73% and 67% of TN and R/R patients, respectively
Ellglblllty Criteria 4 di??é:;::; |§11gyg|aey? zzazrﬁndgagts':78208-[:-?}«]89)/1:(;);;'; Vc\llgzea) aBased on ELN 2017 risk stratifications by genetics. PFLT3-ITD (low or high allelic ratio), none FLT3-TKD. “Includes R140 and R172 mutations. — CR was seen in 73% and 50% of TN and R/R patients, respectively i Efﬁcacy analysis Of mo|ecu|ar Subgroups
 Aged 218 years + = Most patients had 3 cycles of treatment. Patients in the 80 mg x 10 days cohort had the longest duration of treatment (median of 7 " Reduction in bone marrow blast is shown in Figure 6 safety expansion. and evaluation of hi h’er
* AML (non-APL) Azacitidine (75 mg/m? for 7 days SC or IV) cycles, Table 2) = Twenty-seven patients met CR+CRh with evaluable flow cytometry MRD results, and 13 (48%) of the 27 achieved MRD negativity y exp ’ _ . g.
« TN unfit for intensive ) (malignant AML <0.1% per ELN 20189 doses of BGB-11417 are ongoing; inclusion of
chemotherapy Table 2. Treatment Exposure in AML : : : :
: _ o Part 1 Part 2 RP2D Part 3 patients with AML who failed hypomethylating
* R/R with no prior Bcl-2 inhibitor Dose Escalation Safety Expansion Efficacy Expansion 40 mg x 10 d 80 mg x 10 d 160 mg x 10 d 160 mg x 28 d Total Table 5. Summary of Complete Responses agents is also planned
Cércaggcglg'gezexposure (n=16) (n=17) (n=16) (n=8) (N=57) 40 mg x 10 d 80 mg x 10 d 160 mgx10d 160 mg x 28 d Total 9
- Not receiving warfarin; BGB-11417 dose Part 1 Part 2 m BGB-11417 Aza BGB-11417 Aza BGB-11417 Aza BGB-11417 Aza BGB-11417 Aza Response N R/R N R/R N R/R TN R/R TN R/R
moderate or strona CYP3A4 40 mg x 10 days 3-6 patients ~10 patients ~20 patients Median duration of 3.3 3.3 7.8 7.8 3.1 3.1 2.2 1.6 3.0 3.0 ) (n=7) (n=11) (n=6) (n=8) (n=8) (n=3) (n=5) (n=31) (n=26)
mode _ gLyr 80 ma x 10 davs 3-6 patients ~10 patients treatment (min, max), mo  (0.3,10.6) (0.2,10.6) (0.3,15.4) (0.2,15.4) (01,99) (01,97) (0,41 (01,37) (0,15.4) (01,15.4)
inhibitor or inducer within 5 g y pati pati o p——- > = 7 = = CR+CRh,* n (%) 5(56) 4(57) 8(73) 4(67) 6(75) 3(38)  1(33) 2(40) 20(65) 13(50) REFERENCES
half-lives 160 mg x 10 days 3-6 patients ~10 patients i, et (13, 44.5) (8, 40.6) (5, 40.0) (2. 517) (2, 517) CR+CRh after 1 cycle 4 (44) 1(14) 5 (45) 1(17) 5 (63) 1(13) 1(33) 2(40) 15(48) 5(19) | o
160 mg x 28 days 3-6 patients ~10 patients Median no. of cycles 3 - 3 > 3 CR+CRi, n (%) 5(56) 3(43) 8(73) 4(67) 6(75) 3(38)  1(33)  2(40) 20(65) 12 (46) L DiNardo etal. N Engl Med 2020383017629
3Patients were hospitalized during the ramp-up period for TLS monitoring.® (min’ max) (1, 11) (1’ 14) (1, 10) (1’ 4) (1’ 14) Miglan time to CR. mo 41(434) 235229) 81(783) 3:§580) 31(358) 11(153) 1 .$323) 1 (1210) 161(22) 735287) i CD)IiftZ?:ll.elégggg?;?ﬁlggrs;ga;grsgrOChure
Safety monitoring committee reviews available patient safety and preliminary efficacy data to determine dose escalation in part 1, dose expansion to part 2, and the final RP2D to start part 3. ;Eisfgn?,’,ﬂit?o“rf"yv‘;?jgf,i'foiiffe?jag;!f initiation of the following cycle is delayed for any reason, the cycle duration will be measured up to the last day before the next cycle was initiated or treatment Medi‘—i‘n BGB_11417’treatment 4-.9 1:7 7:8 7:3 3-.3 2-‘3 1:4 2:3 3-.7 2:6 g EEZ%;;%:’E%:Q?EZZZLE%E?Z%e;z(;g)a:11es$;s54. Crratum i N EnalJ Med 2018:379(111094
= DLTs were assessed in cycle 1 (Figure 2) Safet duration (range), mo (0.3-10.6) (1.3-6.2) (0.3-15.2) (0.4-15.4) (0.3-9.9) (019.7) (0.0-27) (0.9-41) (0.0-15.2) (01-15.4) g. gf:l?frrh E;féi":}’;’f"é,i?,g33?52‘#53;1;‘354291
2CRh defined by BI field et al.” . ’ ' ’ '
— Patients were DLT evaluable if they received >80% the intended cumulative dose in cycle 1 are y Respc\::lise a:zssmgntsot;)anQeﬁ one2g17 ELN response criteria with assessment of hematologic improvement (part 3).”2
. Response assessments based on European LeukemiaNet 2017 Response Criteria with assessment of hematologic Ta ble 3. Summa ry Of TEAES Number of patients who did not have a posttreatment response assessment: in TN 40 mg and 80 mg (n=1each), in TN 160 mg x 10 days and x 28 days (n=2 each), and in R/R 160mg x 10 days (n=1). A B B R E V I AT I O N S
improvement7’8 were performed every 3 CyCIeS Start|ng at the end Of CyC|e 1 TEAES, n (%) Total (N=57) Figure 5. Best Overa" Response :\'E, adeerCss event;IA:[ML, acute m}gl;;id Ieuktlen:ia; aza, azaciti:jr:ne;rliclf, B-ctelll lymphoma 2;.%(;P%;hr.i>:i.c obstrll.lcttivre1 puIr;m:nary
i | T - - Six patients had a TEAE leading to death. by infection | Gisnse A complte esponses CH Compete resporse wih ol Peetgloge ecovery O, CF i ncomlete et
FOI‘ patlentS nOt IN remission, an add|t|0na| response assessment was performed at the end Of CYC|e 2 Any TEAE 57 (100) (n_5p. 4 TN 1 R/R) and aortobro?ch'a' fst |a {n—‘l R/R A A” pauents B 40 mg X 10 d 80 mg X 10 d 160 mg X 10 d 160 mg X 28 d fperform);ﬁclzvel}[)s;atus; IIEL(Ij\l ELIJropean Ldeuken?isll\é%; IT.Dt int;erna.l(;anlc%m dug.;i;elagtion; IV, int!’avzl?ous; |V||.3||;||=S,.r11c>.rpr:9|o§ii§| Ieui.emia-
= MRD status was assessed by multiparameter flow cytometry® at the end of cycles 1 and 4, and at the end of cycle 2 if additional Grade 23 53 (93) it ’ lal Tistu - ’ PR Dhormacok netics, RPaD, recommondod phose 2 dose: RIR. relapeod/refractony SC. aubcttanoous: 5D, stuble disotas:
SeriOUS 46 81 Table 3 R R RIR RIR R R TEAE, treatment-emergent adverse event; TKD, tyrosine kinase domain; TLS, tumor lysis syndrome; TN, treatment naive.
(81) ) /
response assessment was performed g 100% n=26 o TN n=7 TN n=6 R/R n=5
Le;:;?ﬁvb%r:ﬁa;g days of first dose ?g')) — Pulmonary sepsis (40 mg x 10 d; in a patient with 0% 188 ;’ n=9 n=11 - ™ n=8
Figure 2. DLT Observation Window Death within 60 days of first dose 3 (5) CO.PD); h.ospltal-a.cqwred pneumonia (80 mgx10d;ina 80% 0% N n=8 = PD DISCLOSURES
Nonhematologlc DLT Hematologlc DLT Leading tO discontinuation patlent W|th base“ne neutropen|a); bI‘OﬂChOpulmonal‘y 70?) 70% SD ;ﬁ:ré:ggsfglrtil\r/\lirfl?j:p(l)jtas;l::,Astellas, Novartis, Mundipharma, BMS; research funding from Amgen, Astellas, BioCurate; speakers
I ' ' I I BGB_11417 10 (18) asperg|“OS|S (80 mg X 10 d, Occurred fO”OWlng d|Sease GOOA) 60% ] MLFS :M: <.:ons.u|ting roI:fvvitl;Meparini'{AStemI.injétOts:..lka,ﬁggye, gmg sovar’gs, :JJazz, E?iGerjre](Aztgllas, Pliizer,l;ncyte,:’akzggilswg;\ﬂs
DO0/1 D28 D42 Azacitidine 11 (19) progression), neutropenic sepsis (160 mg x 10 d; in 280;" 284" T_r\é ¥ CRi iaFﬁ,Ast’euasﬁtﬁz? f gs. o ’ . ’d ) dW'AH ’Ih ’ P o
Leading tO I’eduction ad pa’[lent W|th type ” dlabetes, related tO underlying 30(; 300/0 n- . CR CYF; ::isniirlfingufgrlngizz AFs)'lgIT:s,eE:_ei(e%Zr:e, I:Iélé?l’;fizeiﬂgzzflg?siza,Amge?r?,tNovartis; research funding from Astellas; honoraria
BG B'11417 6 (11) . . . . . 0 0 from Abeie: Astellas, Bei'Gene, BMS, Pfizer, Jazz, Otsuka, Amgen, Novartis; speakers bureau for AbbVie, Pfizer
Ll AML); sepsis (160 mg x 10 d; occurred following disease 20% 20% KM: honorara from AbBVie D Mot otk Takeg
R E S U LT S Aza.CItldlne 9 (16) progreSSion), and aortobronchial fistula (160 mg X 28 d, 10% 10% PT: research funding from Novartis, ’Celgene,’Janss,en,and E’pimAb ,
Leac"ng to Cycle delays . . . 0% 0% JAPS: cgnsulting and advisory role for Nov§nis, Jansen,.GiIead,Jazz, Takeda,Angion; research funding from Takeda, AbbVie, Pfizer;
BGB 11417 37 65 Compllcatlon Of a thoraCIC aneurysm) o honorarlla and travel expenses from Novartis, Jansen, Gilead, Jazz, Takeda, Alexion
= As of the data cutoff of 5 September 2022, 57 patients with AML were enrolled and dosed (31 TN unfit and 26 R/R) in 4 dose s (65) CR+CRhrate,%: 65 50 o6 o7 73 67 75 38 33 40 3 advison board for Ay e A, Ot BeiGene: research funding from BeiGene. Sanof. Astellac
Cohorts (Figure 3) AzaCItIdlne 37 (65) of cycll\gesd(lraar:lgg) 3 (1 14) 3 (1 11) 7 (1 14) 3 (1 10) 2 (1 4) hor;oraria fror?l Astellas, Ta’keda, Ja’nssen, Pf“;zer, MéD, Sa,nofi, Be’iGene; tra’vel expenses fro?n BeiGene , , ’
. . . . . . . - - - - - CD: honoraria from AbbVie, Agios, .Genentech, Se.rvier,.BMS, Ce:lgene, Novartis, Takeda, Jazz; con§ul.ting for BMS, Celgene, Servier,
= The median follow-up time was 5.3 months (range, 0.2-15.4) and the median treatment duration was 3.0 months (range, 0-15.4) = Neut;;p§n|a, :[rhrslmlgocytopenla and febrile neutropenia were the most common reasons for cycle delays. The median cycle duration patients with best overall response of Not Done or Not Evaluable are not shown in the bar graph. g:@%@?ﬁsiE{%EEé%r;esrfg:}%%ﬁ%ﬁpﬁheBrezngsneFoghom Immune-Onc, El Lilly
was ays ( a € ) . . . AHW‘: cor':su?:[ing for Servier, BeiGene, Abb\’/ie, Novartis; research funding from Novartis, AbbVie, Servier, Janssen, BMS, Syndax,
Figure 3. Patient Disposition — DLT (grade 4 neutropenia and thrombocytopenia lasting beyond day 42) occurred in 2 patients in the 80 mg x 10 days cohort. No Figure 6. Best Change From Baseline in Bone Marrow Blasts BMS, Shorale, MaroGenica, Agios aekars buroas for ASBVIG. Novarts Samior BMIS, Astelios novel cxpences fom Novartie,
new DLTs were observed with higher doses (Table 4) R RR = 40 mg x 10 days (n=15) SeverpsertwtnSever
2 = ,PC, SL, SR, DL, TCT:
Enrolled (N=57) mg Efficacy-evaluable — No clinical TLS was observed. Laboratory TLS occurred in a patient treated with 160 mg x 10 days (assessed based on Howard i_ 100 30 9 10 d y -16
40 mg x 10 d: n=16 population (n=57) : criteria®). This patient had pre-existing history of chronic kidney disease. He was managed successfully as an outpatient and fully o 85 mg X ays (n=16) CORRESPONDENCE
80 mg x 10 d: n=17 L ?ﬁggg.tze?%}r;lent recovered after 4 days s [0- ™ pr ® 160 mg x 10 days (n=12) o
116600mg X 1208dd n=186 : - T bl 4 DLT d TLS g 28 ] H 160 mg X 28 dayS (n=5) Néllo:ashol-rmlalth and Monash University
mg X . N= Safety populatlon/ a e o S an t ] * CR or CRh ;lsg.tsohnc’)rtvtgnczrci)?l’aéﬁizz:itz.org
g 3" enrolled (n=57) Off treatment (n=30; 53%) BGB-11417 : ?8 _
oéE(ﬂ:']O)a . / | ( 7) 40 mgX10d 80 mgX10d 160 mgx10d 160 mgX28d % -5_ * * % * * % % * % % % * * * %k % %k % % % % *x %k * *x *k % %k *x * % * ACKNOWLEDGMENTS
v ISease progreSSIOn re apse n= a — — — — We would like to thank the investigators, site support staff, and especially the patients for
y Proceed tO transplant (n=6) ContInUIng DLT evaluable ’ n (%) (n_14) (n_15) (n_15) (n_6) -2 -20 B 'pl':if(;itz?jtin\?/;r;tgh:z:g(r%ab Be:(je:e Edizorialpsz rtof‘twas rovir;ed by;iop -
* Patient withdrawal (n=4)b pOSttreatment DLT O 2 (13) O O 2 (4) .d_, '35 ] Connectizns LLCpand fundeg by BeiGene. i P g
- Investigator decision (n=2)° follow-up Hematologic 0 2 (13) 0 0 2 (4) @ -50 - ™ RRRiR
° I —=1\d — . (o)
Data cutoff: September 5, 2022 Start of new anticancer therapy (n=1) (n=11; 37%) Grade 4 neutropenia 0 1(7) 0 0 1(2) 2 -65 RRRR . ' . .
Grade 4 thrombocytopenia 0 2 (13) 0 0 2 (4) 3 -80 - R Copies of this poster obtained through Quick
®AE leading to di.scontinuatic?n of both study drugg: bacterial sepsis, pglmonary t?ep§is, neytropenié sepsis, bronchopulmonary gspergillosis, pneumonia, sepsis, septic shock, anemiq, ‘ Nonhematologic (grade >3) 0 0 0 0 0 8 _95 . RIR RR T R TH A Response (QR) Code are for persona/ use only
ok - RI
thrombocytopenla, me'Fa'statlc squamous cell carcinoma, aortobronchlal'ﬁstula. Patient withdrawal: unabl'e to adhere to study visits (n 2_) reque;ted no further 'Freatment of AML/palliative care o TNRRTN TN TN TN TN RRRR TN TN RRRRRR TN TN TN RR TN TN TN RRRR TN RR TN TN TN TN TN and may not be reproduced without permission
(n=2). <Investigator decision: no appreciable response after 2 cycles, switched to chemotherapy (n=1), patient was nonadherent (n=1). “‘Without disease progression. °Based on DLT evaluable set, which includes patients who completed the DLT observation window and received >80% of the intended cumulative dose. -1 1 O —

from ASH® and the authors of this poster.
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