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BGB-114171is a Bcl-2 inhibitor and key regulator of apoptosis, aberrantly expressed in many hematologic malignancies Figure 4. Patient Disposition Figure 6. Adverse Events in 210% of Patients in (A) Monotherapy and Figure 7. Change in SPD Among Patients With NHL and MCL®
— The currently approved Bcl-2 inhibitor, venetoclax, has been shown to be safe and effective and is approved for the treatment of patients with CLL/SLL and AML?3 : (B) Combination Cohorts?®
- Treatment with venetoclax can be limited by common Gl toxicities, neutropenia, and the emergence of specific BCL2 mutations around the BH3-binding groove* ) R 19 R NS 260 4 3 DLBCL
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BGB-11417 was developed as a potent and highly selective inhibitor of Bcl-2 Patients with NHL and WM (N=59) Patients with CLL (N=79) N 3% (1/43 . o 240 - §s4o B vmzL . BG B'11417 IS t0|era ble N patlents W|th
— BGB-11417 inhibits Bcl-2 in vitro with an ICsq of 0.01 "M compared to 0.20 nM for venetoclax ausea W23% (143 Neutropenia Il 63 (116) 5 1N
50 Abstract 962 (ASH 2022) o 4 220 % B mcCL NHL or WM at doses U tO 640 m
— Antitumor activity of BGB-11417 appears to be more potent than venetoclax in human ALL and MCL cell lines and in xenograft mouse models of DLBCL® BGB-11417 monotherapy (N=43) Constipation Contusion C 500 - % N MCL (combo) P 9
- BGB-11417 has a favorable PK profile with excellent bioavailability and selectivity for Bcl-2 Median follow-up: 6.3 mo (0.1-28.8) Fatigue l 2.3% (1/43) E 180 - §
— Toxicology studies have shown BGB-11417 to have a broad therapeutic index and tolerable safety profile’ Dizziness Thrombocytopenia - 12.5% (2/16) ‘2 160 4 § - For pat|ent5 with NHL on
a (n= = Combinati ith , . N
= Zanubrutinib (zanu) is a next-generation BTK inhibitor that elicited excellent activity and favorable toxicity/tolerability and has been approved for the treatment of RM/;i?ﬂt”écv_fs) Mlqelcj?ammécv_fg_ om m;/:;lgll_ anu Anemia I ©-3% (4/43) Anemia - 6.3% (1/16) ’% 140 - § - monothera PY, there was on |y 1DLT
patients with CLL/SLL, MCL, MZL, and WM®* 7.0 mo (01-28.8) 6.3 mo (1.6-10.0) N=16 (n=6 zanu pretreatment) Diarrhea , @ 120 S 1 and MTD was not reached
= Zanu achieved superior PFS vs ibrutinib in a final analysis of the phase 3 ALPINE trial with less atrial fibrillation and a favorable safety profile'™ gg mg: nzg 186%m91 nZ% Median fo”OE\g/\gUPi 5-5g10 (0.8-12.5) Headache Pneumonia 18.8% (3/16) 0 100 %
s . . . . . . . . . . . . ek = mg: N= mg: n= 1N
" The combination of ibrutinib with venetoclax in patients with R/R MCL or TN CLL/SLL appears to be effective, but the side-effect profile can be problematic, with high 160 mg: n=4 160 mg: n=6 . € %
‘ 7% o . . - . .
rates of diarrhea in some trials'"” gig mg: n=191 On treatment (1=6) 320 mg: n=4 Neutropenia Bl 477 (2/43) Nausea - 80 § © - BGB-11417 in combination with
n= n treatment (n= i _
= Here, we report preliminary results of the BGB-11417-101 trial (NCT04277637) in patients with NHL, including separate cohorts for MCL and WM, treated with either HC Pyrexia Lethargy & 60 % 20 zanu was also well tolerated at
BGB-11417 monotherapy or in combination with zanu o = o = On treatment (n=13) Off treatment (n=3) Abdominal pain Bl 2.7% (2/43) = 40 ~ §
= = ' 320 5
U RN =7 treatment ("=27) | Off treatment (n=3) PD: n=3 COVID-19 B 7.0% (3/43) Lymphadenopathy £ 20- § doses of BGB-11417 <320 mg, with
AE: n=1 PD: n=2 + 0 N . . . .
47% (2/4 c
M E T I_I O D S Other®: n=2 AE: n=1 Data cutoff: 1 September 2022. Fall 1 (2/43) Herpes zoster [ 90 4 160 40 640 160 % \ % % % % dOSG eSC8|atI0n Ong0|ng N patlentS
. - : - Vomiting [l 2.3% (1/43) o 160 640 80 go o % \ § % % \ .
?Includes DLBCL (n=18), FL (n=6), MZL (n=7), MCL (n=3). ®Includes other or physician decision. ‘Patients who are still in the zanu Headache ) 40 4 % \ § % % \ W|th M CL
pretreatment phase and have not yet received BGB-11417. “One patient progressed on zanu pretreatment before receiving BGB-11417. Urinary tract infection Grade 1/2 Grade 1/2 S— 80 go % % % % % %
Study Design Couah = Grade >3 Fatigue ™ Grade >3 @ -60 - SY ) X} .
: -~ oug @ 80 - SY XY XY — No clinical TLS was observed; there
" BGB-11417-101 s a first-in-human phase 1, open-label, multicenter, dose " Eligible patients included those with various B-cell malignancies Table 1. Patient Characteristics ! ! ! ! ! ! ! ! SN % § % § ’
. . 80 A N N
escalation and expansion study = Dose escalation investigated up to 5 potential dose levels of BGB-11417 BGB-11417 th BGB.11417 + All patient 0 10 20 30 40 0 10 20 30 40 -100 + 80 160320160 80 g40 160 80 was 1 case of labo ratory TLS that
* Disease-specific dose escalation cohorts were followed by the corresponding (40, 80, 160, 320, or 640 mg QD) before establishing RP2D Characteristic : monotherapy : Zanu patients Patients. % Patients. % iy .
expansion cohorts: = AEs were reported per CTCAE v5.0 (n=43) (n=16) (N=59) ? i aAll patients had at least 1 postbaseline scan result. was reSOIVed W|th N 24 hOU 'S
P P ) . 3Includes n=6 patients who are still in zanu pretreatment phase and have not yet received BGB-11417; All patients who received
- BGB-11417 monotherapy cohorts (parts 1and 2) = Response to treatment was assessed by Lugano classification for patients Median age (range), years 71(48-86) 62 (45-85) 70 (45-86) combination therapy have MCL.
- BGB-11417 in combination with zanu cohorts (parts 3 and 4) with NHL and Owen criteria for patients with WM™ Sex, n (%) . . a )
o 00 T o Selected Adverse Events Figure 8. Duration of Treatment and Best Response = These data demonstrate the efficacy of
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Flgure 1. StLIdy DeSIQn " A single case of laboratory TLS was observed in a patient with MZL (640 mg target dose level: food-effect cohort) _ BG B-11417 monothera py (N H |_’ WM) a nd
Monoth Cohort Female 13(30) 4(25) 17.(29) Elevated phosphate, urate, and potassium 40mg 24 .
onotherapy Cohorts - , , . .
40mg {3 Al with zanu (MCL), with more responses
. : . . ECOG PS, n (%) — Occurred after first dose of 160 mg, which was given 7 days before day 1 as part of food effect evaluation ( )’ p
Part 1: Dose escalation Part 2: Expansion 40 mg D > c
(BGB-11417 monotherapy) (BGB-11417 monotherapy) 0 18 (42) 7 (44) 25 (42) — Circulating tumor cells and spleen normalized within 24 hours after first dose 80mg [] ] [] [] observed at h'g her dose levels
1 22 (51) 8 (50) 30 (51) - Patient was hydrated and the laboratory changes resolved within 24 hours; received full dosing as planned 80mg JA\ LT A N\ [] >
. 5 o i 80 mg <> . .
Cohort  Population Disease N RP2D per conort will be Cohort  Population Disease N 2 3(7) 0 3(5) from day Twith no recurrence of TLS g g e > = The study continues to determine
ecided based on safety . . . . . -
NHL monitoring committee A R/R Indolent NHL 10 * Gl toxicity was the most common monotherapy toxicity, but all cases were mild with grade >3 nausea or vomiting 160 mg 73 A M ] . : .
1A R/R (FL, DLBCL, MZL,  15-30 GG eviener el Bl (food effect) (FL, MZL) Unknown 0 1(6) 1(2) seen in only 1 patient each (Figure 5) 160 mg 3 | [ ] RP2D in monothera Py a nd combination
or tNHL) safety and activity data 5B R/R Aggressive NHL 10 Disease type, n (%) — Diarrhea mostly grade 1, with grade 2 observed in 2 patients 160 mg A thera PY
1B R/R ‘ CLL/SLL 15-30 (food effect) (DLBCL, tNHL) DLBCL 18 (42) 0] 18 (31) * Neutropenia was the most common toxicity (combination therapy) or hematologic toxicity (monotherapy), but was 160 mg >
(low TLS risk) 2C / 5['2 k) CLL/SLL 20 FL 6 (14) 0 6 (10) typically mild with grade >3 seen in 2 patients who received monotherapy and 1 patient who received combination 338 mg : Dv Y, V i
ow ris H mg
1C ?Z@ ) CLLSLL 3-6 o therapy (Figure 5) NHL | 350 mg 55 A >
(hig risk®) 2D bich TLS risk® CLL/SLL 10 MZL 7 (16) 0 7(12) — Febrile neutropenia occurred in 2 patients on monotherapy; no events were observed in patients who 320mg 5 ] >
- / ris i i i
1D R/R MCL 3-6 (hig ) MCL 5 (12) 16 (100) 21(36) received combination therapy 320mg o5 B > ABBREVIATIONS
1E R/R WM 3-6 2F ~ RR CLL/SLL 10 — Among 12 patients who received G-CSF (median course 3-days), 3 received >1 course of the therapy during treatment 320mg O ] AE, adverse event; ALL, acute lymphoblastic leukemia; ALT, alanine transaminase; AML, acute myeloid leukemia; AST,
(prlor VenetOC/GX) WM 9 (21) 0 9 (1 5) 320mg I3 ] > aspartate zf\minotran.sferase; BCL2, B-cell lymphoma 2; BID, twice daily; BTK, Bruton tyrosine kinase; CLLt chronic
2F RR vl 20 Median no. of prior ines of s ‘s ) Table 3. Dose.Limiting Toxicitios Dose.Limiting Toxicitios wome bl b e B e e S S i e L perae
- - - o = - Oncology Group performance status; FL, follicular lymphoma; GGT, gamma-glutamyltransferase; G-CSF, granulocyt
2G R/R WM 20 thera py (range) g On| 1DLT of febr”egneutro enia noted 320 mg " colcc)ny—g’si/mulati?wgfactor;aGI?g.:s?ro;testinoal;ﬁc, inr{ibil'?ory czncentrgtion; I?A(QJZL, ;a:\/tI:c:Il(aI;niphoma; Mglj'lg, mionicmfm
. . . . = tolerated dose; MZL, marginal zone lymphoma; NE, not evaluable; NHL, non-Hodgkin lymphoma; PD, progressive
Combination Cohorts Median time from end of most DLTS, n/N 40 mg 80 mg 160 mg 320 mg 640 mg amgng patients with NHL (1I':;1ble 3) 228 23 : A . A I:I disease; PFS, progressior?—free surviv);I;FI)DK, pharmacokinetics; PR, partial responsge; ng, di’aily; RP2D, chogmmended
o . . o hase 2 dose; R/R, relapsed/refractory; SD, stable disease; SLL, small lymphocytic lymphoma; SMC, safety monitorin
Part 3: Dose finding Part 4: Expansion recent systemic therapy to first 3.1(0-158) 15.9 (3-64) 8.5 (0-158) SCETAE T R T e 0/6 - DLT occurrence was not dose dependent, 640 mg 15 AN [ Sommitte?; i RIR, relapsec ot 03;. o b all ymphocytic lymphioma; SMC, safety mor TL“S,g
(BGB-11417 + zanu combination) (BGB-11417 + zanu combination) dose (range) months ( ) and zanu combination did not appear to 640 mg &5 tumor lysis syndrome; T, ., maximum time; TN, treatment naive; tNHL, transformed NHL; W, week; WM, Waldenstrom
’ macroglobulinemia; zanu, zanubrutinib.
All enrolled patients were R/R. BGB-11417 (WM) i} 0/5 TBD TBD TBD increase its risk 640 mg {J ||
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Figure 2. Dosing and Dose Escalation Dosing and Dose Escalation @ g 0 — 320 mg (n=7) _ Short halflife (median T,,~5 Response, n (%) (n=16) 20mg SUCI]
160 =5
= BGB-11417 dosed QD <30 minutes after a low-fat meal @ O o~ 150 mg (n°9) hours) R/R NHL, DLBCL, MZL, = R/RWM R/R MCL m SIS
Dose level 5 T C 80 mg (n=8) o _ o ara —anb e 160 mg 0
640 mg = For combination therapy, zanu (160 mg BID or o —o— 40 mg (n=3) — No significant accumulation FL, tFL, MCL (n=34) (n=9) (n=16) 160 mg > DISCLOSURES
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Dose level 2 if established as safe in other cohorts per SMC 3PK data were pooled from all study cohorts, not just CLL. "Mean +SD steady-state BGB-11417 Best overall response,® 3 (10) 3 (43) 7 (78) NHL 640 mg g‘;@ﬁfﬁﬁ;? Sct;rifja?i(;ar,’igfemr]:{ciMﬁég:::dkiigsesigkgje:m povarts, Roche, Takeda: advisory Board or AROYie, Astraseneca
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SMC f dose-level cohort data before d | " To mitigate potential TLS, all patients received a AR 2(7) Sige) S NAL 80 z‘L’:’?g;zi;rgC*t‘of:”izcil”ogsz°m Janssen
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dose ramp-up to the target dose (Figure 3) Table 2. Overall Adverse Events and Dose Modifications Regardless of SD 7 (24) 2 (29) 0 80 mg Efpinsesfr';m%;n;en,Abb@;’f’;ochi EUSA, BeiGene; h from J AbbVie, Takeda, EUSA, AstraZeneca; travel
AT: consulting for BeiGene, AstraZeneca, AbbVie, Janssen; honoraria from BeiGene, AstraZeneca, Janssen, AbbVie; speaker’s bureau
- Patients with NHL (excluding MCL and WM) Attribution PD 18 (62) 1 (14) 2 (22) 80 mg for Bei?ene, AstraZeneca,Jan§sen, Abeie; travel expenses from BeiGene, AstraZeneca, Janssen, AbbVie
Flg u re 3. Exa m ples Of Ra m p'U p SChed u Iesa received a 3_day ramp_up’ Wlth da”y dose . . 80 mg .I,DZ,:::1.;I?ypelZyt;e;aantjdsi)ocikv:\iﬁhaizl?r:CZI expenses from BeiGene
increases (25%’ 50%, and 100% of the target TR G, T (%) BGB-11417 monotherapy BGB-11417 + zanu Discontinued before 1 (3) 1 (14) 0 80 mg CST: honoraria from Janssen, AbbVie, BeiGene, Loxo Oncology, AstraZeneca; research funding from AbbVie, Janssen, BeiGene
Three-Day Dose Ramp-Up for NHL® dose during days 1-3) ’ (n=43) (n=169) assessment 80 mg
160 mg QD — Patients wiLh MCL or W"}[Ah r1eceiv§ch \g}eekldy dobT.e Any AEs 40 (93) 13 (81) Follow-up, months (range) 7 (01-29) 6 (2-10) 5 (1-13) 128 23
increases, beginning wi m en doublin
40 mg QD D3+ : v % J g Grade >3 AE 20 (47) 6 (38) aAt 40 mg: n=3; 80 mg: n=7; 160 mg: n=4; 320 mg: n=9; 640 mg: n=11. °At 80 mg: n=6; 160 mg: n=3. ‘At 80 mg: n=12; 160 mg: n=4. “One MCL 160 m AC KN OW LED G MEN TS C O RRE S P O NDEN C E
until the target dose was reached : 4 : i ati g , - . Jacob D. Soumerai, MD
D1 patient with MCL on monotherapy was efficacy evaluable. °PR or better. (combination) 160 DLBCL ¥V CR We would like to thank the investigators, site support staff, -~ e Hosoital cent
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Weekly Dose Ramp-Up for Monotherapy MCL, WM, or Combination MCL¢ PP ( d d ) Leading to death 3(7)P 2 (13)° J';aegfnr:‘eﬁsgsrgi;aoi;hlfirafl};gsggisfgted in Table 4 along with the change in SPD in patients with NHL and 160 mg ey it an quzgavlvyasse;onsored yesene. tatone oo Jsoumerai@mgh.harvard.e
" Other TLS prophylaxis . 9 320 mg WM LIPD was provided by Bio Connections LLC and funded by
Zanu * BGB-11417 ramp-up . . Treated with BGB-11417 43 10 = NHL (R/R monotherapy) B ZANU » Death BeiGene.
retreatment | begins - Hydration: oral or intravenous 1.5-2 L/day from i d — Significant reductions in SPD from baseline were noted in most patients 520mg pre-treatment 4 NE
p8_12 <) 1 160 mg QD >1 day before until >1 day after each new dose Leading to hold of BGB-11417 9 (21) 4 (40)° 9 _ _ P 320 mg phase & Reach 11417 target dose
(8-12 wee 5), wsa+ level : : — Disease control (CR+PR+SD) in 10 of 28 (36%) patients: 2 PRs at 160 and 640 mg and 1 CR at 320 mg 320 m » Ongoing Treatment
" Leading to dose reduction of BGB-11417 1(2)f 0 = WM (R/R monotherapy) L g
1 — Antihyperuricemics (allopurinol or rasburicase): i i ) : g PY . _ _ [ 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
: from >2 days before first dose until 1 week after Leading to discontinuation of BGB-11417 2 (5) 0 — Follow-up was limited; however, 3 of 7 (43%) patients with at least 1 assessment reached PR at 80 mg O 1 2 3 4 5 6 7 8 9 10 TN 12 13 14 15 16
Zanu 320 mg QD or 160 mg BID reaching final target dose level All patients on combination therapy have MCL; Includes 6 patients who have only received zanu. "Gastrointestinal hemorrhage, " MCL (R/R combination) Treatment duration. months Copies of this poster obtained through Quick
] . . ] . — TLS laboratory results and PK monitored COVID-19 pnepmonia dea.th secondary to‘progression. fCardiac arrest (not er!g relatgd), pleural effug,ion. dPneumonia}, sepsis, vomiting, ~ Response in 7 of 10 (70%) patients with at least 1 assessment u ’ Response (OR) Code are for personal use only
Ramp-up will depend on target dose: examples show 160 mg target dose. "Three-day ramp-up doses vary depending on target ; . CMYV reactivation, worsening nausea, febrile neutropenia, COVID-19 pneumonia, ALT increased, AST increased, GGT increased, small o . . ] ..
dose: D125%, D2 50%, D3+ 100%. ‘Weekly ramp-up target doses follow the same weekly ramp-up schedule, stopping once frequently at select time points intestinal obstruction, Gl hemorrhage, platelet count decreased, diverticulitis, COVID-19, neutropenia. ¢Diarrhea, pneumonia, pleural - At 80 mg, 4 of 6 (67%) patients achieved CR *Safety analysis set. and may not be reproduced without permission
they reach the target dose (lower target dose = shorter ramp-up). Ramp-up is identical for monotherapy. effusion, lymph node pain, lymphadenopathy. ‘Gingival pain, fatigue, weight loss. 9SCOVID-19 pneumonia; Gl hemorrhage. - At 160 mg, 2 of 4 (50%) patients achieved CR and 1 reached PR All received treatments were monotherapy except patients in part 3B, which were combo MCL. from ASH® and the authors of this poster.
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