PRELIMINARY SAFETY DATA FROM PATIENTS WITH RELAPSED/REFRACTORY (R/R) B-CELL Ahstee e

MALIGNANCIES TREATED WITH THE NOVEL B-CELL LYMPHOMA 2 (BCL2) INHIBITOR BGB-11417

Chan Y. Cheah, MBBS, FRACP, FRCPA, DMedSc"#?;, Emma Verner, MBBS, BMedSci, FRCPA, FRACP*>; Constantine S. Tam, MBBS, MD®”%2; James D. Hilger, PhD'; Yujuan Gao, PhD'"; Jane Huang, MD'; David Simpson, MBChB, FRACP, FRCPA; and Stephen Opat, MBBS (Hons), FRACP, FRCPA™

'Department of Haematology, Sir Charles Gairdner Hospital and Pathwest Laboratory Medicine, Nedlands, Western Australia, Australia; 2Medical School, University of Western Australia, Crawley, Western Australia, Australia; Linear Clinical Research, Nedlands, Western Australia, Australia; *Concord Repatriation General Hospital, Concord, New South Wales, Australia; *University of Sydney, Sydney, New South Wales, Australia; °Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia;
’University of Melbourne, Parkville, Victoria, Australia; 8St Vincent’s Hospital, Fitzroy, Victoria, Australia; °Royal Melbourne Hospital, Parkville, Victoria, Australia; °BeiGene (Beijing) Co., Ltd., Beijing, China and BeiGene USA, Inc., San Mateo, CA, USA; "Monash Health, Clayton, Victoria, Australia; and “Monash University, Clayton, Victoria, Australia

INTRODUCTION METHODS (conTinueDp) RESULTS (conTinuED) CONCLUSIONS

e This is the initial clinical report of the first-in-human trial of BCL2 inhibitor BGB-11417 Dose Ramp-Up Table 1. Patient and Disease Characteristics BCL2 Inhibitor Adverse Events of Interest
e BCL2, a key regulator of the apoptotic pathway, is aberrantly expressed in many hematologic malignancies'
— Treatment with BCL2 inhibitors has shown benefit in a variety of malignancies, including chronic lymphocytic leukemia/small lymphocytic

« These early phase 1 results suggest that BGB-1141/ is

e To protect against potential tumor lysis syndrome (TLS) in this first-in-human BCL2 inhibitor Characteristic All Patients (N=9) e TLS . )
tolerable in patients at the dose levels tested

trial, all patients received a dose ramp-up to the target dose level (Figure 2) — The incorrectly enrolled patient with high baseline TLS risk developed laboratory TLS and had a

_ i 2,3 .
lymphoma) CLL/SLL and non-Hodgkin lymphomas (NHLs) — Patients with NHLs as part of Cohort 1A received 3-day ramp-up (day 1, 25% of target dose; Age, median (range), y 76 (62-86) major tumor flare on BTK inhibitor withdrawal during early ramp-up No DLT 5 d | |
e As previously reported, BGB-11417 is a potent and highly selective inhibitor of BCL2* day 2, 50%) before reaching the target daily dose (day 3+, 100%) ECOG performance status, n (%) e Lactate dehydrogenase 1500, largest node to 5-10 cm, ALC 135.9 x 10%/L — NO S seen across O5€ [EVeIS
— In vitro binding assays showed BGB-11417 was >10 fold more potent than venetoclax at inhibiting BCL2: IC,, 0.014 nM with — Paftients with CLL/SLL as part of Cohort 1B received a weekly ramp-up (beginning with 1 mg 0 3(33.3) — This patient also had baseline and history of hyperuricemia — Grade >3 AEs have been infrequent and manageable
BGB-11417 vs 0.20 nM with venetoclax® daily, doubling the dose weekly until the target dose was reached) — During dose escalation, patient met criteria for laboratory TLS per Howard criteria® in late ramp-up Onlv 2 ot . 4 t .
e Continued treatment of patients with CLL/SLL with the BCL2 inhibitor venetoclax results in emergence of clones, with mutations affecting e Other TLS prophylaxis included 1 5 (55.6) at both the 40 mg and 80 mg dose levels My = pEliiEhits @qsiEineEtel b pisinlie
' ' ‘ indi ' 5 — ion: i _ ' ' — Urate baseline: 430 mmol/L; urate peak: 570 mmol/L; phosphate baseline: 0.35 mmol/L; phosphate : —
amino acids surrounding the BH? bl.nc.jl.ng groove of BCL2, such as §1O1V, that confer venetoclax resistance | Hydration: oral or intravenous 1.5-2 L/day from >1 day before until >1 day following each 2 1(11.) © Do " P phosp phosp _ Risk of TLS appears limited and manageable: only 1
— The potency of BGB-11417 for inhibiting BCL2-G101V mutant protein was >50 fold than that of venetoclax: IC,, 0.59 with BGB-11417 vs 34 nM new dose level Disease types, n (%) peak: £.16 mmo nstance of laboratorv TLS was seen in a patient with hiah
with venetoclax® — Antihyperuricemics (a||opurino|; rasburicase as needed); from >2 days before first dose yPeS, ° — The patient experienced no sequalae from laboratory TLS and resolved by the next day TLS-risk y P 9
. . . . _ . -r1S
» In vitro testing has shown BGB-11417 is very selective, exhibiting >2000-fold selectivity for BCL2 vs BCL-xL, BCL-W, MCL-1, and BCL2A** until T week after reaching final target dose level - RIRCLL 2(22.2) BGB-11417 did not need to be held
e BGB-11417 has shown superior antitumor activity to venetoclax in a number of xenograft models, including acute lymphoblastic leukemia, - HOSpltéhzatI?n for ol?servatlon. TLS labs and PK momtored frequently R/R DLBCL 5 (55.6) * Neutropenia observed in 2 patients; both grade 3 and both recovered — Preliminary .aCt.'V'ty in this patient population will be
mantle cell ymphoma, and diffuse large B-cell lymphoma (DLBCL)* * NHL: required during ramp-up for at least the first 3 ramp-up doses ~/R FL 1 1) , assessed with increased enroliment and follow-up
. Venetoc| 50 be limited b " , di | ated with mild trointestinal (GI) toxicities? e CLL: required for day 1 of each week for at least the first 3 ramp-up doses ' Early Efflcacy . .
enetoclax use can also be limited by neutropenia and is commonly associated with mild gastrointestinal (Gl) toxicities R/R MZL 1011) ML - Enroliment of patients with R/R CLL has only recently
between 1440 — 3240 mg daily in 28-day repeat dose toxicology studies of mice and dogs, much higher than the expected treatment dose 9 PP ( P 9 9) No. of prior lines of therapy, median (range) 2 (1-4) — No patients have achieved a response (Figure 5) itial rz;mp—up dose of 1 mg
— BGB-11417 has a favorable pharmacokinetic (PK) profile with low plasma clearance Cohort 1A: NHL - 3-day ramp-up Time from end of most recent systemic therapy to first — 2 patients (both 80mg with DLBCL) have had node reduction and remain on therapy

6. (0.1-40.4)

dose median (range), mo — 5 patients have progressed

« Evaluation of patients with MCL and Waldenstrom

CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell ymphoma; ECOG, Eastern Cooperative Oncology Group; FL, follicular e CLL/SLL macroglObU“nemia 3 nd the com bination Of BGB_1’|417 3 nd
lymphoma; MZL, marginal zone lymphoma; R/R, relapsed/refractory. — One patient with CLL reached first response assessment and achieved partial response (Figure 5) BTK inhibitor zanubrutinib, is planned for future cohorts

e Patient has del(1/7p) CLL

METHODS

Study DeS|g n/Objectlves Safety — Both patients showed significant ALC reductions during dose ramp-up
e BGB-11417-101 is a first-in-human phase 1/1b study (dose escalation and expansion) to determine safety, tolerability, maximum tolerated dose * Safety data for all 9 patients (combining NHL and CLL from Cohorts 1A and 1B) are * One patient responded after overcoming initial tumor flare, whereas the other showed reductions
(MTD), and recommended phase 2 dose of BGB-11417 in patients with R/R B-cell malignancies (NCT04277637; Figure 1 — data for cohorts in shown in Table 2 and Figure 4 even at the 1-mg dose level (Figure 6)
blue presented here) Cohort 1B: CLL - Weekl
: - y ramp-up . .
e Dose-escalation (Part 1) occurs in independent cohorts categorized by patient disease type; these cohorts will continue until a recommended Table 2. Overall Treatment-Emergent Adverse Events Figure 5. Duration of Treatment and Best Response R E F E R E N C E S

phase 2 dose (RP2D) is identified, which is then used in corresponding expansion cohorts (Part 2) AEs, n (%) ) 1. Khan N, Kahl B. Target Oncol. 2018:13(3):257-267.
— Cohort 1A opened first: once >1tolerable dose level was determined, Cohort 1B could be opened 80mg © © © © g 2. VENCLEXTA (venetoclax). Prescribing information. AbbVie and Genentech: 2020,
— All dose cohorts would be reviewed by a safety monitoring committee before opening subsequent dose levels or declaring an MTD/RP2D Total 3 (88.9) g :823 o (()) N K 3. Zelenetz AD, et al. Blood. 2019;133(18):1964-1976.
-
e The study also includes dose escalation and expansion cohorts for the combination of BGB-11417 and Bruton tyrosine kinase (BTK) inhibitor Grade 23 AEs 5 (55.6) £ T 40mg R 4. Hu N, et al. AACR 2020. Abstract 3077,
zanubrutinib in patients with CLL/SLL and mantle cell ymphoma (MCL), but as of data cutoff, no patients have received this combination D, day; QD, once daily; W, week. Serious AEs 4 (44.4) o 4 40mg : DLBCL A Death 5. Blombery P, et al. Cancer Discov. 2019;9(3):342-353.
O - , : :
. Reporting etc AEs leading to hold of BGB-11417 4 (44.4) 80mg © A CLL < PR 6. Davids MS, et al. Clin Cancer Res. 2018;24(18):4371-43709.
Figure 1. Study Schema (Monotherapy Cohorts) ? : . N 40mg OF A m FL o SD 7. Hallek M, et al. Blood. 2008;111(12):5446-5456.
o Adverse events (AEs) were reported per CTCAE v5.0 (iwCLL for select hematologic toxicities AEs leading to dose reduction of BGB-1141/ O @ 7 50mg < R m MZL O PD 8. Howard SC, et al. N Engl J Med. 2011;364:1844-1854.
Part 1: DOSE ESCALATION Part 2: EXPANSION for CLL patients’) AEs leading to discontinuation of BGB-11417/ 0] % (', 80mg R - Ongoing + End of Study
(BGB-11417 Monotherapy) (BGB-11417 Monotherapy) e Dose-limiting toxicities (DLTs) during dose escalation were evaluated up until 21 days at the AE. adverse event - | | | | |
target dose per patient | O 0 50 100 150 200 250 D I S C LO S U R E S
RPZD * The mOSt, Commoz treatment-emergent AEs (,Figure 4) wgre nausea (55'06%)’ Treatment Duration’ days CYC received honoraria from Roche, Janssen, MSD, Gilead, Ascentage Pharma, Acerta, Loxo Oncology, and TG Therapeutics,
) per . . Planned R E S U LT S constipation (333 /O)’ and asparatate transaminase (AST) increased (333 /O) CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; MZL, marginal zone lymphoma; NHL, non-Hodgkin served as a consultant for Roche, Janssen, MSD, Gilead, Ascentage Pharma, Acerta, Loxo Oncology, and TG Therapeutics,
Cohort POpUIation Disease Plar&ned d |ISease COhOI’t POpUIatlon Dlsease N N Grade >3 AES reported |n 1 patlent eaCh' abdominal paln enterltls Sma” |ntestina| |ymphoma; PD, progressive disease; PR, partia| response; SD, stable disease. received research funding from Celgene, Roche, and AbbVie and received travel expenses from Roche
Lypg Wl'llle q obstruction, blood alkaline phosphatase increased, gamma-glutamyl transferase (GGT) EV received research funding from Janssen-Cilag
bgse%(:gn A AR indolent NHL o DiSpOSitiOI‘I and Baseline increased, platelet count increased, cachexia, pyrexia, back pain, and |aboratory TLS Figure 6. ALC Over Time in Patients With CLL CST received honoraria and research funding from AbbVie, Janssen, and BeiGene, and served as a consultant for BeiGene
- %I_LIECL SMC review (Food Effect) (FL, MZL) « Data cutoff was 24 March 2021 e Two deaths secondary to disease progression were noted Patient 1 JDH is an employee of and has equity ownership in BeiGene
) ’ of available . YG is an employee of, has equity ownership, and has received travel expenses from BeiGene
_ As of ff, Cohorts 1A, 1B, and 3A h n ned (Figur . . . 10
1A R/R MZL, or 15-30 Safety and AggreSSive NHL *ASO da.ta CUtO. Cohorts and 3 . ad bee oPe ed ( Igu € 3) . Flgure 4. Treatment'Emergent AES Rega rdless Of Ca usallty OCCU rrlng —_ mg JH is an employee of, has a leadership role, equity ownership, patents, and has received travel expenses from BeiGene
transformed ity d B R/R DLBCL 10 — 7 patients with R/R NHL were treated in Cohort 1A and 2 patients with R/R CLL were . . B e S
NHL) aCtIVIty ata (FOOd Effect) ( ’ t ted in Cohort 1B N at LeaSt 2 Patlents (N—g) o - 0- 2mg DS is an employee of and has equity ownership in BeiGene, served as a consultant for AbbVie, Roche, and Janssen and
transformed NHL) reated In Lonhor I.t 2 |/ received research funding from Roche, MSD, Acerta, Pharmacyclics, Sanofi, GCK, Janssen, AbbVie, Celgene, and Amgen
— No patlel:]t.S in Cohort 3.A (R/R CLL/SLL trgated with BGB-11417 .In comblnqtlon with Nausea ) "S- | 5 SO received honoraria from Roche, Janssen, AbbVie, Celgene, Takeda, Merck, Gilead, and AstraZeneca, served as a
zanubrutlnlb) had received BGB-11417 at time of data cutoff; this cohort will not be : : O -10 - MY 10mg consultant for Roche, Janssen, AbbVie, Celgene, Takeda, Merck, Gilead, Mundipharma, AstraZeneca, and CSL, received
R/R C C =
R/R 2C ) CLL/SLL 20 discussed in this update onstipation c O 20m research funding from BeiGene, Roche, Janssen, AbbVie, Takeda, Merck, Gilead, Epizyme, and AstraZeneca, and received
1B (low TLS CLL/SLL 15-30 (low TLS risk) AST increased /T 5 8 15 9 40mg  gomg travel expenses from Roche
risk : : . - . 0 -20- ——9 0 - o
/ . Figure 3. Patient Disposition (data cutoff 24 March 2021) ALT increased - Grade 1.2 .
2D (high TLS CLL/SLL 10 Neutrophil count decreased RIS B Grade >3 Wi W2 W3 W4 W5 W6 Wi W3 W6 W12 ACKNOWLEDGMENTS
R/R risk™) Patients dosed to date Dizziness D1 D1 D1 D1 D1 D1 D1 D1 D1 D1
1C (h,‘gh TLS CLL/SLL 3-6 N=9 Anemia ' R 0 | We thank the investigators, site support staff, and especially the patients and their caregivers for participating in the
s = amp-Up . BGB-1147-101 study
risk™) Time
2FE (pr'(IjI{R - CLL/SLL 10 Dyspnea This study was sponsored by BeiGene. Editorial support was provided by Bio Connections, LLC and funded by BeiGene
106 Vi
Musculoskeletal chest pain
1D R/R MCL 3-6 | | | | | | | | | |
2F b MCL 20 R/R NHL (FL, DLBCL, tNHL, MZL) R/R CLL/SLL 0 102030 49 50 60 /0 80 90 100 5mg Patient 2
’ : : Patients, % 100 - 10mg
1E R/R WM 3.6 G R/R WM 20 n=/ n=2 AE, adverse event; ALT, alanine aminotransferase; AST, aspartate transaminase. c g 75 - Zm/l
Median follow-up: Median follow-up: 03 =5 :
. - 0 L |
Data for Cohorts 1A and 1B presented here. Sell (SIS (range’ [ 10'4) A AT (range’ 5.3 46) DOSG ESC8|atIOI1 Status v o 20mg 40mg
Note: study will include cohorts to explore dose escalation and expansion of BGB-11417 in combination with zanubrutinib that are not shown in this diagram. O)C 25- Tmg
*High TLS risk defined as the presence of any lymph node >10 cm or the presence of any lymph node >5 cm with concurrent absolute lymphocyte count (ALC) >25 x 10°%/L e Cohort 1A NHL; 40—mg (n:3; 1 MZL, 2 DLBCL) and 80-mg (n=4; 1 FL, 3 DLBCL) dose % .T_)
CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; DLBCL, diffuse large B-cell ymphoma; FL, follicular lymphoma; MCL, mantle cell ymphoma; MZL, marginal zone lymphoma; NHL, non-Hodgkin : i) O 80mg
o . | N cohorts completed with no DLTs
lymphoma; RP2D, recommended phase 2 dose; R/R, relapsed/refractory; SMC, safety monitoring committee; TLS, tumor lysis syndrome; ven, venetoclax; WM, Waldenstrom macroglobulinemia. (@) &Y o5 -
— The 160-mg dose cohort is ongoing m - —9 ©
On Treatment Off Treatment: n=5 On Treatment Cohort 18 CLL 44 I e 80 q evel (n=o 50 -
o e Conhort . starte ose escalation at the -mg target dose level (=2, ongoin
Dose Escalation n=2 PD: n=4 n=2 . g targ ( going) Wi W2 W3 Wi ws we  wi W3 We Wi
after declared tolerable in Cohort 1A D1 DI D1 D1 D1 D1 D1 D1 D1 D1
e For dose escalation, patients were enrolled in 1 of 5 planned daily oral BGB-11417 dose levels in cohorts of at least 3 patients: 40 mg, 80 mg, Other™: n=1 — Although Cohort 1B only allowed patients with low TLS risk, a patient with high TLS | |
160 mg, 320 mg, 640 mg risk was incorrectly enrolled Ramp-Up Time
. . g . . . . . *Patient decision due to lack of efficacy. _ : : : : : :
° A BayeSIan IOgIStIC regression model is used for target dose escalation to model the relatlonshlp between the dose levels and the DLT rates CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; DLBCL, diffuse large B-cell ymphoma; FL, follicular lymphoma; Retrospectlve reV|.ew of baseline CT by site radIOlOngt upgradegd the Iargest node Note: multiple dots indicate multiple ALC assessments during D1 of each week. Copies of this poster obtained through Quick Response (QR) Code are for personal use only
seen at each dose level MZL, marginal zone lymphoma; NHL, non-Hodgkin lymphoma; PD, progressive disease; R/R, relapsed/refractory; tNHL, transformed NHL. to 6.5 x 2.4 cm, with absolute lymphocyte count (AI—C) 37.4 x10°/L ALC, absolute lymphocyte count; CLL, chronic lymphocytic leukemia; D, day; W, week. and may not be reproduced without permission from EHA® and the author of this poster.
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