Abstract 1419

Preliminary Safety and Efficacy Data from Patients With Relapsed/Refractory
B-cell Malignancies Treated With the Novel B-cell Lymphoma 2 (BCL2) Inhibitor
BGB-11417 in Monotherapy or in Combination With Zanubrutinib

Constantine S. Tam, MBBS, MD">>4; Emma Verner, MBBS, BMedSci, FRCPA, FRACP>°; Masa Lasica, MBBS, FRACP, FRCPA?>; Alejandro Arbelaez, MBBS, FRACP, FRCPA"3; Peter J. Browett, BMedSci, MBChB, FRACP, FRCPA?®; Jacob D. Soumerai, MD'";
James Hilger, PhD"; Yigian Fang, PhD"; Jane Huang, MD"; David Simpson, MBChB, FRACP, FRCPA"; Stephen Opat, MBBS (Hons), FRACP, FRCPA'"; and Chan Y. Cheah, MBBS, FRACP, FRCPA, DMedSc'*

'Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia; 2University of Melbourne, Parkville, Victoria, Australia; *St Vincent’s Hospital Melbourne, Fitzroy, Victoria, Australia; “Royal Melbourne Hospital, Parkville, Victoria, Australia; °Concord Repatriation General Hospital, Concord, New South Wales, Australia; ®University of Sydney, Sydney, New South Wales, Australia; “John Flynn Private Hospital,
Tugun, Queensland, Australia; ®Pindara Private Hospital, Benowa, Queensland, Australia; °Department of Haematology, Auckland City Hospital, Auckland, New Zealand; ®’Massachusetts General Hospital Cancer Center; Harvard Medical School, Boston, MA, USA; "BeiGene (Beijing) Co., Ltd., Shanghai, China and BeiGene USA, Inc., San Mateo, CA, USA; “Monash Health, Clayton, Victoria, Australia;
BMonash University, Clayton, Victoria, Australia; “Department of Haematology, Sir Charles Gairdner Hospital and Pathwest Laboratory Medicine, Nedlands, Western Australia, Australia; ®"Medical School, University of Western Australia, Crawley, Western Australia, Australia; and *Linear Clinical Research, Nedlands, Western Australia, Australia

INTRODUCTION rigure 1. Study Schems RESULTS CONCLUSIONS

Monotherapy Cohorts

® BGB-11417 is a novel BCL2 inhibitor : at : 1imiti Pt T : _ :
Part 1: DOSE ESCALATION Part 2: EXPANSION Disposition and Baseline Table 3. Dose-Limiting Toxicities in Dose-Escalation Cohorts ® CLL/SLL e These early phase 1 re.sults suggest that
— BCLZ2is a key regulator of apoptosis, (BGB-11417 Monotherapy) (BGB-11417 Monotherapy) ® Data cutoff was 25 September 2021 Cohort 80 mg 160 mg 320 mg 640 mg — Monotherapy treatment resulted in 1 of 4 patients responding at the 80-mg dose level, BGB-11417 is tolerable in patients with
o ot essedin many hematologic e As of data cutoff, Cohorts 1A, 18, 3A, and 38 have opened and enrolled patients (Figure 3) Monotherany T O e a0 o s [esponded with partal response CLL or NAL at the dose levels tested
- — Only 1DLT was seen across the
— BCL2 inhibitors have been shown to be Cohort Population Disease Planned N RP2D per Cohort Population Disease Planned N . . ‘ are NHL (1A) 0/3 0/4 14 0/3 TBD — Significant reduction in absolute lymphocyte count (ALC) was noted among all patients 4 dose levels tested in NHL, and
safe and effective, and are approved for the cohort-wnl Figure 3. Patient Disposition (Data Cutoff 25 September 2021) CLL (1B va TBD TBD TBD with CLL during ramp-up, with reduction in lymphocytes noted at dose levels as low as 1DLT was seen in a CLL cor;ort
treatment of patients with chronic lymphocytic NHL be decided A IS/Rd Indolent NHL 0 (1B) — 1mg
5LL) and acute myeloid leukemia® ortransiormed SMC review ey N=36 CLL (3A 0/4 0/3 TBD TBD TBD Figure 6. Duration of Treatment and Best Response race =3 AEs TIAve BECn INTeauen
_ NHL) of available Aggressive NHL (3A) 9 ’ P and manageable, with none seen so
- Treatn.]en.t Wlth the Currently apprO\{e(?I Safety and R/R (DLBCL CLL, chronic lymphocytic leukemia; NHL, non-Hodgkin lymphoma; TBD, to be decided; —, not applicable. — far |n com b|nat|on Cohorts
BCL2 inhibitor, venetoclax, can be limited R/R activity data B (Food P 10 ¢ 40 mg
by common gastrointestinal toxicities, 1B (/OVY TLS CLL/SLL 15-30 Effect) tran:lﬁzme . : . ® One DLT of grade 3 febrile neutropenia was seen in a patient with R/R NHL receiving 28 mg S0 » e Risk of TLS appears limited and
neutropenia, and the emergence of specific risk) ) B e Combination W_'thc zanubrutinib BGB-11417 monotherapy at a dose of 160 mg 80 mg| & O O » manageable: [aboratory findings
BCL2 mutations around the BH3-binding R/R - N=25 - N=M 80 mg| O N O A A O > . . :
) : 24 R/R Median follow-up: Median follow-up: — No DLTs were seen at the 320-mg dose level & A O > suggesting TLS were seen in 1 patient
groove causing resistance* ; 2C | TLS CLL/SLL 20 80 mg
1C (high TLS CLL/SLL 3-6 (low 2.6 months 3.3 months . . . . - 80 mg| < ith CLL who had high TLS risk
: : risk) 01157 01-6.6 ® One DLT of grade 4 neutropenia was seen in a patient with R/R CLL receiving BGB-11417 . Wi wno had nig rs
® BGB-11417 was developed as a potent and highly risk?) (range, 0.1-15.7) (range, 0.1-6.6) monotherapy at a dose of 80 mg 4 |160mg >
selective inhibitor of BCL25 R/R ot 128 mg . T , 3 has b n
, . , 1D R/R MCL 3-6 , ® No DLTs have been seen among patients with R/R CLL receiving combination therapy 2|22 160 m9 S ransient neutropenia has been the most
— Antitumor activity of BGB-11417 was superior 2D (high TLS CLL/SLL 10 ¢ at doses of 80 mg or less S8 1320 melo N frequent grade >3 AE
to venetoclax in human acute lymphoblastic 1E R/R WM 3-6 risk?) I 320 mg S | N
leukemia, mantle cell ymphoma (MCL), and R/R NHL? R/R CLL/SLL R/R CLL/SLL R/R MCL . . = 320 mg| <o s : :
diffuse large B-cell ymphoma xenograft 2E RIR CLL/SLL 10 n=19 n=6 n=10 n=1 Figure 4. Treatment-Emergent AEs Regardless of Causality 5 320 mg | CO—] ¢ SUbStant!al decreases in ALC haYe been
mouse models® (p”or Ven) Median fO”OW-Up: Median fO”OW-Up: Median fO”OW-Up: FO”OW-Up: Occurring in 22 Patients Receiving (A) Monotherapy (N=25) or = ggg mg g [ seen dunng ramp'up fOI’ CLL patlents
o F R/R MCL 20 2.6 months 3.0 months 3.9 months 0.5 months . . 40 me R
— BGB-11417 has a favorable pharmacokinetic (range, 0.1-15.7) (range, 0.1-9.9) (range, 0.1-6.6) (B) Combination Therapy (N=11) S0 mg N S Evelusiien of saEmE s MEL
profile with excellent bioavailability and 2G R/R WM 20 — . .
selectivity for BCL2 at concentration <InM® l l l A Nausea B . N?ugea 80 mg treatment-naive CLL, or WM is planned
o Neutropenia® ontusion @ | 80mg for future cohorts
— Toxicology studies (data on file) have shown Combination Cohorts ¢ ¢ Diaprrhea Petechiae r| 80mg
BGB-11417 to have a broad therapeutic index On treatment Off treatment: On treatment On treatment On treatment Pyrexia Headache 20 128 mg
and tolerable safety profile Part 3: DOSE FINDING Part 2: EXPANSION n=8 n=11 =6 =10 =1 Edema pg,rlprrl]eersasl Epistaxis O | 160 mg
o o o izzi a
® The combination of a BCL?2 inhibitor and a Bruton (BGB-11417 + Zanubrutinib Combination) (BGB-11417 Monotherapy) PA[|)5 n—_213 Constipation e\i\le?]g?gso?t_gd = o ;
tyrosine kinase (BTK) inhibitor is tolerable with Othe.rbl?_n=2 AST increased | ; | 40 mg > R E F E R E N C E S
synergistic activity in patients with CLL*® or MCL® T : Anemia 0 10 20 30 40 4 40 mg * 1. Khan N, Kahl B. Target Oncol. 2018;13(3):257-267.
— Zanubrutinib is a next-generation BTK inhibitor Cohort POpU'BtiOI‘I Disease Planned N COhOI’tI?NeiL el POpU'GtiOI‘I Disease Planned N - N o N Urinary tract\i/n?‘?clﬂgg Patlents’ % % 2:.' gg mg * N 2. VENCLEXTA (venetoclax). Prescribing information. AbbVie and Genentech; 2020.
that haS ShOWﬂ excellent aCtiVit and favorable . °FL, DLBCL, tNHL,.and MZL. bIr'1cludes “othgr” or “ph)./s.laan deC|s.|on.” °N=4 still in zanubrutlnll? pretreétment phase. . . . . . Th b b - -go 30 mg N 3. Davids MS, et al. Clin Cancer Res. 2018:24(18):4371-4379.
Yy 3A R/R CLL/SLL 15-30 be decided 4A R/R CLL/SLL 30 AE, adverse event; CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma; NHL, non-Hodgkin rombocytopenia @ |S
toxicity in patients with CLL/SLL10 or |\/|C|_'I1 and based on lymphoma; PD, progressive disease; R/R, relapsed/refractory; SLL, small lymphocytic lymphoma; tNHL, transformed NHL. Musculoskeletal chest pain E o 28 mg > 5 4. Blombery P, et al. Cancer Discov. 2019;9(3):342-353.
is currently approved for the treatment of MCL, 3B R/R MCL 3-6 SMC review 4B TN CLL/SLL 20 Hypotension -g 20 23 ey § > = gtECL Q zg/PR-L 5. Hu N, et al. AACR 2020. Abstract 3077.
marginal zone lymphoma, and Waldenstrom . . . L. Hypoka|emia o) . 160 mg |1+ - COPD 6. Hillmen P, et al. J Clin Oncol. 2019;37(30):2722-2729.
mac?og|obunne¥m§ (WM) of avarlable 4c R/R MCL 20 Table 1. Patient and Disease Characteristics Headache Olg L m Mzl B Death . 7. Jain N, et al N EnglJ Mect 2019:380:2095-2103,
safety and . o B MCL < Reach 11417 target dose _ Siddiai T. et al. ASH 2020. Abstract S158.
tivity dat Fatigue £0| 80 mg|mmm » 5 Seach MaT7 target ¢ 8. Siddiqi T, et al. ASH 2020, Abstract S158
® Here we report preliminary results of the BGB- activity data BGB-11417 BGB-11417 + Zanubrutinib Fall .gE | i i = = : 9. Tam CS, et al. N Engl J Med. 2018;378:1211-1223.
11417-101 trial (NCTO4277637) in patients with non- Monotherapy Combination All Patients Dyspnea o 0 50 100 150 200 550 300 350 10. Hillmen P, et al. EHA 2021. Abstract LB1900.
Hodgkin lymphomas (NHLs) or CLL/SLL treated Data for Cohorts 1A, 1B , 3A, and 3B are presented here. , Characteristic (N=25) (N=11) (N=36) Decreaseg apfpejute . 11. Tam CS, et al. Blood Adv. 2021;5(12):2577-2585.
with BGB-11417 monotherapy or in combination With 018 e e o e e e e e e o e ttinhmphomes 920, ecommncec . onfusion Treatment Duration, days 12.Crieson BD, et . J Gl Oncol 20143202)3059.3067
zanubrutinib glo_ls_e; E/R, reIIZpsZZ/rgtfracltor)k/; SLL, sDrEIzIIC:;/n?procyLic?ymeholr:wlg; SIT\:C, safgtLy ;!nitclarirg czrr:"lmittelc\aﬂ;c'ﬁ& tur:or Iy!igsyaZrome?ATzl\ll_, trea’?menlt naivel?lvepnrj vene'[\cl)EII;x; WM|_,| V\(Zs?llc<ll<ar1|;/trb!:)r:11 macrzglzolt:)ulinemia. dedphese 2 Age’ median (range), year 72 (55_86) 60 (41_75) 68.5 (41_86) ,BaCk pain . . . ) o - - 13. Hallek M, et al. Blood. 2008;111(12):5446-5456.
ALT |ncreased [7 Grade 1-2 ®Duration of treatment includes 8-12 weeks of zanubrutinib monotherapy prior to initiation of BGB-11417 + zanubrutinib combination
ECOG PS, n (%) . . B Grade >3 CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell ymphoma; FL, follicular lymphoma; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma;
Abdomial pain . .% rade = NHL, non-Hodgkin lymphoma; PD, progressive disease; PR, partial response; PR-L, PR with lymphocytosis; SD, stable disease. C O R R E S P O N D E N C E
. o .
M ET H O D S ® To protect against potential tumor lysis syndrome (TLS), all patients received a dose ramp-up to the target dose level (Figure 2) 12 13;((‘:) 4 (306'4) 1; ((1762)) Patients, % Figure 7. Activity of BGB-11417: Reduction in ALC Over Ramp-up in constantine.tam@petermac.org
— Patients with NHLs received a ramp-up over 3 days, with daily dose increases (day 1, 25% of target dose; day 2, 50%) before : “Neutropera; combines ‘eutrophi count decreased” and "feutropenia.” “Thrormbocytopenia; combines “platelet count decreasect Patients with CLL?
. reaChing the target dally dOse (day 3+’ 100%) Disease typeS, n (%) AEC,IaZIr:/erset)evfntl;:)ALT,.alanine transaminase; AST, aspartate transaminase. AC K N O W L E D G M E N T S
Study Design — Patients with CLL/SLL or MCL received a longer ramp-up over several weeks, with weekly dose increases (beginning with CLL 6 (24) 10 (90.9) 16 (44.4) 4 _ Monotherapy W Patient 1 ‘g;etﬁ%“;?r:g‘?nt‘t’h?zi;'j;;e investigators, site support staff, and especially the patients for
- _ i . . . . 0 . rticipating i i A
’ 3SSBej;4S-11|L(?[;IOI|i anthili;th%er]nsLiZ?l’ mU"“Center’ e Oth 1 r_:fsda”y’ :nld dOUbl:n: tze dose Weekly until the target dose was reaChed) DLBCL 12 (48) - 12 (333) BCL2 |nhibit0r Events Of Interest :; : Egt:gztg This study was sponsored by BeiGene. Editorial support was provided by Bio Connections
p : :
o N - . . ©r Propiyiaxis INciude FL 4 (16) — 4 (M) ® One patient receiving monotherapy with high baseline TLS risk had a marked tumor = 3 :Egﬂgg:g HLC and funded by BeiGene.
Disease-specific dose-escalation cohorts will be — Hydration: oral or intravenous 1.5-2 L/day from >1 day before until >1 day following each new dose level MZL 312 3(83 flare on BTK inhibitor withdrawal and developed laboratory TLS in late ramp-up 0
followed by corresponding expansion cohorts (12) — (8-3) o DISCLOSURES
— Antihyperuricemics (allopurinol; rasburicase as needed): from >2 days before first dose until 1 week after reaching final MCL 0 1(91) 1(2.8) — The patient experienced no sequalae from laboratory TLS and resolved by the o
— BGB-11417 monotherapy cohorts (Parts 1and 2) target dose level i i next day; BGB-11417 did not need to be held ; 2 - CST: honoraria from Janssen, AbbVie, Roche, Novartis, Loxo, and BeiGene; research funding
. o . - . ior li , i - - - > from AbbVie, J , and BeiG
— BGB-11417 in combination with zanubrutinib — Hospitalization for observation for select ramp-up visits: TLS laboratory results and pharmacokinetics were monitored No. of prior lines of therapy, median (range) 2 (1) 1(+2) 1) ® Neutropenia was observed in 6 patients receiving monotherapy; of them, - .:,:nreseari fuanr:;znfrzg Ja:;s::_ecnag
cohorts (Parts 3 and 4) frequently at select time points Time from gnd of most recent systemic 77 (9-497) 455 (1.6-194.4) 1.4 (17-34.2) 5 experienced grade >3 neutropenia [ 1- ML: travel expenses from Celgene and education support from Janssen
o _ _ _ ) therapy to first dose median (range), months o
® Eligible patients included those with various . (§) AA: travel expenses from Amgen
re|ap5ed/refractory (R/R) B-cell ma”gnancies (Va ries Flg ure 2. Ra mp-U p SChemas (Exa m ple Ta rget Dose Of 80 mg) CLL, chron_ic lymphocytic leukemia; DLBCL,.diffuse large B-cell lymphoma; ECOG PS, Eastern Cooperative Oncology Group performance status; FL, follicular lymphoma; MCL, mantle cell lymphoma; Ea rly Efficacy &I I_. PJB: honoraria from AbbVie and advisory board for MSD and Janssen
by cohort. see Figure 1) MzL, marginal zone lymphoma; —, not applicable. . L. . ) 0 - N JDS: consultant for AbbVie, Adaptive Biotechnologies, AstraZeneca, BeiGene, BMS, Seattle
) ® Efflcacy data are limited as dose escalation is not complete for any cohort and not B I 1 2 5 10 20 40 80 Genetics, and TG Therapeutics; research funding from Adaptive Biotechnologies, BeiGene,
. : : Cohort 1A: NHL - 3-day ramp-up all patients have reached their first response assessment, but responses have been aseline BostonGene, GlaxoSmithKline, and TG Therapeutics
® Dose escalation investigated up to 5 potential dose o ’
levels of BGB-11417 (40 80. 160. 320. or 640 mg Safety observed at prellmlnary dose levels BGB-11417 Dose LeveL mg JH: employed by and stock ownership with BeiGene

YF: employed by and equity ownership with BeiGene

once daily) before establishing a recommended ® Safety data for all 36 patients (from monotherapy cohorts and combination cohorts) are shown in Table 2 and Figure 4 ® NHL JH: embloved by BelGene: cauity. stock. and divested eauit it BeiG g
hase 2 dose . . - Combination S .tempTct:ye yt.el. ec;’le., equl;y, SdO;Z ,snt IV?rie equ;.y 9\€vner|s 1P Wi efl eng ag

P — To date, no patients with NHL have achieved a response to BGB-11417 1.0 - W Patient 6 and Protara Therapedtice oo TIETRETHEs HETE SXpemses Tom Beent
— Patients in the combination therapy cohorts Table 2' Overa" Treatment-Emergent Adverse Events monotherapy :Ea:!enié DS: employed by and stock ownership with BeiGene; research funding from AbbVie, Amgen,

received zanubrutinib 320 mg daily (160 mg — . : : aten Celgene, Roche, MSD, Acerta, Pharmacyclics, GSK, and Janssen; honoraria and travel

‘ 2 i BGB-11417 BGB-11417 + Z brutinib Decreases in sum of the products of perpendicular diameters have been seen at 0.8 - Patient 9 expenses from AbbVic
twice a day or 320 mg once a day) beginning anubrutini all dose levels tested (Figure 5) W Patient 10
8-12 weeks before BGB-11417 was introduced Monotherapy Combination All Patients W Patient 11 SO: employed by Monash Health; consultant for AbbVie, AstraZeneca, Janssen, and Roche;
o — — — 0.6 Patient 12 research funding from AbbVie, AstraZeneca, BeiGene, Gilead, Janssen, Pharmacyclics, Roche,
AEs, n (%) (N=25) (N=11) (N=36) .6 - atien

Sandoz, and Takeda; honoraria from AbbVie, AstraZeneca, Celgene, CSL Behring, Gilead,

® Dose-limiting toxicities (DLTs; assessed from

Figure 5. Change in SPD among Patients with NHL®

Janssen, Merck, Roche, and Takeda; advisory board for AbbVie, AstraZeneca, Celgene, CSL

ALC Relative to Baseline, %

ramp-up through day 21 at intended daily dose), Any AE 22 (88) 9 (82) 31(86) 80 - a0 04 Behring, Gilead, Janssen, Merck, Roche, and Takeda
evaluated by Bayesian |OgiStiC reg ression model, Grade >3 AEs i (44) 0 1 (30) % 60 ] Mo DLBCL ) CYC: honoraria from Roche, Janssen, MSD, Gilead, Ascentage Pharma, AstraZeneca, Lilly,

. . . _ _ - - 320 mg TG Therapeutics, BeiGene, Novartis, and BMS; consultant for Roche, Janssen, MSD, Gilead,
were used to determlne the maximum t0|erated COhOI"t 1B° CLL Weekly ramp up Serious AES 9 (36) O 9 (25) % ) 0 40 . FL O 2 Ascentage Pharma, AstraZeneca, Lilly, TG Therapeutics, BeiGene, Novartis, and BMS; research
dose 5 E O‘: 20 B mzL <7 funding from BMS, Roche, and AbbVie; travel expenses

. o= — from Roche and advisory board for Roche, Janssen,
Leading to death 2 (8 0 2 (6)° = 3% ' ;
® Adverse events (AEs) were reported per Common g (8) (6) d=) 8 @ 0 J 0.0 X “ 1MhSD Gllead,A;czntageNPharma, As;raézl\;lageca, Lilly, TG
. . . . . . i tics, Bei , rtis,
Terminology Criteria for AEs v5.0 (International >0 — 40 mg QD AEs leading to hold of BGB-11417 4 (16) 0 4 (1) g 2 g 50 1] 40mg 6o mg . Baseline 1 > 5 10 50 20 20 erapeutics, BeiGene, Novartis, an
. . mg — 40 m
. . o 9
J\[No'rkihopf on ctgL [![WCI'_’[IF]] gaLrLs)elect hematologic 5 mg QD 10 nJ&QD W5 we AEs leading to dose reduction of BGB-11417 0 0 0 8w -40- — BGB-11417 Dose Level, mg
oxicities for patients wi ] -60 4
. Ree w3 AEs Ieadlng to discontinuation of BGB-11417 1 (4) 0] 1 (3)C 8 .80 7 80mg go mg Figures represent redgction in ALC above the ULN (4x10%L) compared to pre—.BGB-11417 baseline befqre next dose e.-sca'lation (or after 1 week at target dose) Copies of this poster obtained through Quick
ponse to treatment was assessed by Lugano 320 mg per dose. Patients receive each BGB-11417 dose level for 1 week before escalating to the next dose. Patients on combination therapy were also receiving
ClaSSiﬁcatiOnQ fOI’ atients Wlth NHL and b IWCLL aNeither related to study drug; 1 death secondary to disease progression and 1 Gl hemorrhage subsequent to bowel surgery. "ALT increased and GGT increased; neutropenia, pyrexia, and febrile zanubrutinib during BGB-11417 ramp-up, beginning 8-12 weeks before the first BGB-11417 dose (note: 1 patient with normal baseline ALC was excluded from the Response (QR) Code are f?r personal‘us.e only and
. . p . y CLL, chronic lymphocytic leukemia; D, day; NHL, non-Hodgkin lymphoma; QD, once daily; W, week neutropenia; Gl hemorrhage and small intestinal obstruction; neutropenia. “Gl hemorrhage subsequent to bowel surgery. ?Includes all patients from Cohort 1A that had a post-baseline CT scan as of data cutoff (n=11). monotherapy figure). may not be reproduced without permission from
gUIdeIInesB for patlents with CLL ' T ’ T Y ' AE, adverse event; ALT, alanine aminotransferase; GGT, gamma-glutamyl transferase; Gl, gastrointestinal. DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; MZL, marginal zone lymphoma; SPD, sum of the products of perpendicular ALC, absolute lymphocyte count; CLL, chronic lymphocytic leukemia. ASH® and the author of this poster.

diameters.

Presented at at the 63rd American Society of Hematology Annual Meeting and Exposition, December 11-14, 2021; Atlanta, GA




