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B AC KG R O U N D Efflcacy Figure 5. DOR by Investigator Based on the Lugano 2014° Classification C O N C L U S I O N S

The overall response rate (ORR) was 45.7% overall (95% Cl, 30.9%-61.0%; complete response [CR] rate, 23.9%) Median DOR follow-up, months® DOR, months®
Outcomes in patients with diffuse large B-cell ymphoma (DLBCL) have improved with recent advancements in (Figure 2) - e sl GO e e @ E e leralfdaride 25 e erce &l cerlsinaier
treatment; however, relapsed/refractory (R/R) disease, which approximately one-third of patients will develop, prtrrados"; 'e"le'21 (f:g) S 18.04 Part 1, dose level 1 (n=6) NE (NE-NE) 18.04+ to 18.04+ g yp . < g ; y .
remains a major cause of mortality’ — At RP2D, the ORR was 56.7% (95% Cl, 37.4%-74.5%; CR, 30.0%) in all patients oot dae o 22211; - Part 1, dose level 2 (n=10) E (5.55-NE) 5.55 to 8.34+ demonstrated an acceptable safety profile and promising efficacy in patients with
e Effective therapies for R/R DLBCL are limited in China, especially for patients ineligible for high-dose therapy/ — At RP2D, the ORR was 60.9% (95% Cl, 38.5%-80.3%; CR, 34.8%) in patients with non-GCB disease and Part 2/RP2D (n=19) Part 1, dose level 3/RP2D (n=11) NE (3.02-NE) 0.03+ 10 8.54+ R/R DLBCL
stem cell transplant (HDT/SCT)? 50.0% (95% ClI, 11.8%-88.2%; CR, 16.7%) in patients with GCB disease (Figure 3) RP2D combined (n=30) 5.09 Part 2/RP2D (n=19) NE (2.76-NE) 0.03+ to 2.92+
. , , , . , , , , , Total (N=46 5.59 RP2D combined (n=30) E (3.02-NE) 0.03+ to 8.54+ - : - - - -
® Preclinical data suggest synergy of lenalidomide with zanubrutinib, a potent and selective Bruton tyrosine kinase ¢ Overall, the median duration of response (DOR) was not reached, and the 6-month event-free rate was 63.5% otal (1=49) Total (N=46) E (3.02-NE) 0.03+ to 18.04+ e Further evaluation of the combination in a larger sample is planned in future analyses
inhibitor approved for various B-cell malignancies3* (95% Cl, 32.8%-83.0%) (Figures 4-6)
® Preliminary results for part 1 of this ongoing phase 1, open-label, dose-escalation/expansion study of zanubrutinib — At data cutoff, 16 of the 21 responders were still progression free, with the longest progression-free survival DOR event-free rate, %° Safety
plus lenalidomide in Chinese patients with R/R DLBCL (BGB-3111-110, NCTO4436107) were previously presented, (PFS) of >20.8 months observed in a patient receiving dose level 1 (Figure 4) All 46 fient 4511 . . t ad t (TEAE) (Tabl 2)
1t ‘N5 atients experience reatment-emergent adverse even able
detailing the recommended dose for expansion — At RP2D, DOR was not reached, and the 6-month event-free rate was 59.4% (95% Cl, 23.8%-82.8%) . Grad 23 TEAE P i1 60.9% of batient d t v hematol Coxicit g '
16.4%-47.0%) (Figures 7 and 8) Hl Al patients (N=46) : o : :
_ . . — At RP2D, grade >3 TEAEs occurred in 60.0% of patients, most commonly neutrophil count decreased
METHODS — AtRP2D, the median PFS was 5.5 months (95% Cl, 2.8 months-not evaluable [NE]), with a 9-month event- (43.3%), white blood cell count decreased (23.3%), and pneumonia (13.3%); 1 patient (3.3%) had febrile
O, (o) [0) (o) . . .
. 1 BGR.3111.410 Study Desi free rate of 37.4% (95% Cl, 17.6%-57.4%) neutropenia (grade 3) but recovered within 2 days
Igure ° - - u y eS|gn Percentages are based on number of responders (patients with best overall response of at least PR). DOR in responders (CR or PR) is defined as the time from the date of the earliest qualifying response (PR or better) to the date of PD or death of any
cause, whnichever occurs earlier. . i . 9 i i i i i
. | Part 1 Part 2 Figure 2' Disease Response by InveStigator Based on the Lugano 20146 CIaSSification :\ll\ljlyer;ci);:?slllr%\tf;)?spiz}r;(zctlg?:ye:hdee:je\rl)zzezIg:;gn—Meier method. ® Medians were estimated by Kaplan-Meier method, with 95% Cls estimated using the Brookmeyer and Crowley method. ¢ Event-free rates were estimated by Kaplan-Meier method Four patlents (8 7/0) experlenced TEAES leadlng to treatment dlscontlnuatlon . .
Key eligibility criteria Dose escalation Dose expansion 100 with 95% Cls estimated using the Greenwood formula. ¢ The 9-month eventfree rate for the RP2D combined group was NE. : ’ — Two patients discontinued both zanubrutinib and lenalidomide (grade 5 cardiopulmonary failure unrelated
. S . CR, 10.0 to study treatment [part 1, dose level 2], grade 3 pulmonary embolism related to lenalidomide [part 1, dose
Age 218 years with Zanubrutinib and lenalidomide were given Zanubrutinib and lenalidomide were given 90 CR, 16.7 CR, 211 | | 3/RP2D
; ; 7 s y &1, . . . . . po . eve
hlst?IoglzagyLBCL [ continuously until PD or intolerable toxicity } [ continuously until PD or intolerable toxicity J Figure 6. Kaplan-Meier Estimate of DOR by Investigator Based on the Lugano 2014° Classification . ) _ _ _ .
connirme 80 - PR, 20.0 . 45. 100 4 = — Two patients discontinued lenalidomide (grade 3 platelet count decreased related to both drugs [part 1,
*RIR ?_iseasfe ;vith 21t Zanubrutinib dose | Lenalidomide dose 4 ) o 70 PR, 15.8 _— " T ) il dose level 2], grade 1 rash related to both drugs [part 2, RP2D])
prior line of adequate . S = - ) ) . .
systemic therapy 160 mg BID Dgsf_;"e' 1'281_2 Mg IQD Zanubrutinib dose: 160 mg BID & 601 = ! — Part 1. dose level 1 e Two TEAEs (cardiopulmonary failure, pneumonia) leading to death were reported; both were unrelated to
per =2 o S 8 60+ ! “ | treatment
» Ineligibility for : : . 2 50 - Q Il Part 1, dose level 2
HDT/SCT f not 100 mg B> Dﬁsﬁéﬁvg'erz 282-?1 rcr:mgd(gD Lenalidomide dose: RP2D g 4 S 40+ N | Part 1, dose level 3/RP2D
- : (25 mg QD, d 1-21 per 28-d cycle)* i ! A ——— Part 2/RP2D
received previously 160 mg BID Dose level 3: 25 mg QD 30 ‘£ 20 7 | —— RP2D combined Table 2. TEAEs
" ECOG PS of 0-2 d 1-21 per 28-d cycle S ~ 0 - i + Censored === 95% Cl Part 1 Part 2
: : 20 1 I I I I I I I I I I I Zanubrutinib 160 mg BID Zanubrutinib 160 mg BID
.Pasrta:ef;lmary endpoints: Part 2 primary endpoint: 10 A 0 2 4 6 8 10 12 14 16 18 20 Lenalidomide 15 mg QD Lenalidomide 20 mg QD Lenalidomide 25 mg QD | Lenalidomide 25 mg QD RP2D
3 P P (dose level 1) (dose level 2) (dose level 3; RP2D) (RP2D) combined Total
. JB - RP2D of lenalidomide in the combination IR 0 - | | Months since first dose breferred term. n (%) n=8) _ et (net9) nes0) | (nds)
Part 1, dose level 1  Part 1, dose level 2 Part 1, dose level 3/RP2D  Part 2/RP2D RP2D combined No. of patients at risk . . :
BID, twice daily; ECOG PS, Eastern Cooperative Oncology Group performance status; HDT/SCT, high-dose therapy/stem cell transplant; QD, once daily; RP2D, recommended part 2 dose. (n=6) (n=10) (n=1 1) (n=19) (n=30) = Part 1 dOSG Ievel 1 1 1 1 1 1 1 1 1 1 1 0 Patients with >1 TEAE 6 (100'0) 10 (100 O) 1 (100'0) 19 (100'0) 30 (100'0) 46 (100'0)
ORR (95% C). % 16.7 300 909 368 56 7 45.7 Dot 1’ dose lovel 2 3 3 3 . 1 0 Neutrophil count decreased 2(33.3) 6 (60.0) 10 (90.9) 14 (737) 24 (80.0) 32 (69.6)
’ (0-‘1‘:;‘-1) (6-:;)62-2) (58-475'19-8) (16-231'611-6) (37-:(;24-5) <3°-293:691-°) oot 1 da | OTZ/:\SZD o . . ; 5 . White blood cell count decreased 3(50.0) 6 (60.0) 9 (81.8) 13 (68.4) 22 (73.3) 31(67.4)
R E S U LT S CR rate (95% Cl), %" e G B G S5 A i art 1, dose Ii\;ert oD 7 X . Platelet count decreased 10167) 7 (70.0) 7 (63.6) 8 (421) 15(50.0)  23(50.0)
DIS, discontinued prior to first treatment; NE, not evaluable; RP2D, recommended part 2 dose. RP2D Combined 17 12 7 3 3 0 Anemia 2 (33'3) > (50 O) 7 (63'6) > (26'3) 12 (40.0) 19 (41'3)
N @ Overall response is defined as achieving at least a best overall response of PR or better. * Two-sided Clopper-Pearson 95% Cl. Lymphocyte count decreased 4 (66.7) 5 (50.0) 5 (45.5) 2 (10.5) 7 (23.3) 16 (34.8)
Patients PES, progression-free survival; RP2D, recommended part 2 dose. Hypokalemia 2 (33.3) 3(30.0) 4 (36.4) 6 (31.6) 10 (33.3) 15 (32.6)
e As of November 8, 2022, a total of 46 patients were treated and included in this interim analysis (27 in part 1; 19 Figure 3. Disease Response by Subtype alliiecsse g 2 (0, 2 (HE-2) [ e N S
. . . i L AST | d 0 4 (40.0 5 (45.5 5(26.3 10 (333 14 (30.4
in part 2; 30 at the recommended part 2 dose [RP2D]) 100 1 Figure 7. PFS by Investigator Based on the Lugano 2014¢ Classification S o 4;40 O; 2((18 2)) . E26 3; 7((23 3)) - 228 3;
® Median age was 60 years (range, 29-82 years); 82.§% had stage llI-IV disease, 37.0% had refractory disease, and 90 Median PFS follow-up, months?® PFS, months® y-Glutamyltransferase increased 1067) 1(10.0) 4 (36.4) 6 (316) 10 (33.3) 12 (261)
69.6% had non—germinal center B-cell (hon-GCB) disease 80 Part 1. dose level 1 (n=6) 20.80 Median (95% Cl)  Range Hypoalbuminemia 1(167) 4 (40.0) 3(273) 2 (10.5) 5 (16.7) 10 (217)
e The median number of prior systemic therapies was 1 (range, 1-5) . 701 Part 1. dose level 2 (n=10) 11.10 ' Part 1, dose level 1 (n=6) 2.79 (0.43-NE) 0.03+ to 20.80+ Pneumonia 0 2 (20.0) 4(36.4) 4 (211) 8 (26.7) 10 (217)
e B li h isti ized in Table 1 > 60 Part 1, dose ievel 3/RP2D (n=11) 8.34 Part 1, dose level 2 (n=10) 2.89 (2.69-NE) 26910 14.72+ Seious 0 & (B0} &2 3 (e (26 (2212}
aseline characteristics are summarized in lable £ T part 2IRP2D (n=19) | Part 1, dose level 3/RP2D (n=11) NE (5.49-NE) 2.83+ to 11.43+ Leading to death 0 1(10.0) 0 1(5.3) 1323) 2(43)
® Median treatment exposure was 3.9 months (range, 0.4-24.9 months) for zanubrutinib and lenalidomide, and the 2 RP2D combined (n=30) 8.25 Part 2/RP2D (n=19) 2.79 (2.53-NE)  0.03+ 10 5.62+ Leading to treatment discontinuation 0 2 (20.0) 1(91) 1(5.3) 2(67) 4(87)
median follow-up was 6.6 months (range, 0.5-25.5 months) e 407 Total (N=46) 8.34 RP2D combined (n=30) 5.52 (2.79-NE) 0.03+ to 11.43+ Leading to dose modification 3 (50.0) 6 (60.0) 7 (63.6) 10 (52.6) 17 (56.7) 26 (56.5)
30~ Total (N=46) 5.49 (2.79-8.28) 0.03+ to 20.80+ Leading to dose interruption 3(50.0) 6 (60.0) 6 (54.5) 8 (421) 14 (46.7) 23 (50.0)
. . . . . e 204 Leading to d ducti 0 0 3(273 2 (10.5 5(16.7 5 (10.9
Table 1. Patlent Demographlcs and Basellne Dlsease CharaCterIStlcs 0/ c ALT, ::nir::jmi:otra:j:rgsee' ,:ISCTIaosnartate aminotransferase; BID, twice daily; QD, once daily; RP2D, recommended part 2 dose ( ) ( ) ( ) ( )
Part 1 Part 2 10 ] PFS event-free rate’ A) aTE’AEs are defined as advers’e evéntspthat had an onset date o,n or’afterthe dgice of’first dose)gfstudy’ drug up to 30 dzys afterthé last dose of zanubrutinib or lenalidomide (whichever comes later) or to the start of new anticancer therapy, whichever
O_

Zanubrutinib 160 mg BID Zanubrutinib 160 mg BID

Lenalidomide 15 mg QD Lenalidomide 20 mg QD Lenalidomide 25 mg QD Lenalidomide 25 mg QD RP2D
(dose level 1) (dose level 2) (dose level 3; RP2D) (RP2D) combined
Characteristics, n (%) (n=6) (n=10) = (n=19) (n=30)

RP2D combined (n=30) Total (N=46)

comes first. Any-grade TEAEs occurring in 220% of patients are shown
Table 3. Grade >3 TEAEs
3 months 6 months 9 months B RP2D combined (n=30) Part 1 Part 2
B Al patients (N=46) Zanubrutinib 160 mg BID Zanubrutinib 160 mg BID
Lenalidomide 15 mg QD Lenalidomide 20 mg QD Lenalidomide 25 mg QD | Lenalidomide 25 mg QD RP2D
(dose level 1) (dose level 2) (dose level 3; RP2D) (RP2D) combined
Preferred term, n (%) (n=6) = (n=11) (n=19) (n=30)

o o/a 50.0 60.9 50.0 46.9
Sex ORR (95% Cl), % (11.8-88.2) (38.5-80.3) (21.1-78.9) (29.1-65.3)
Male 4 (66.7) 6 (60.0) 5 (45.5) O (47.4) 14 (46.7) 24 (52.2) CR rate (95% Cl), %" 16.7 34.8 16.7 28.1
Female 2 (33.3) 4 (40.0) 6 (54.5) 10 (52.6) 16 (53.3) 22 (47.8) (0.4-64.1) (16.4-57.3) (2.1-48.4) (13.7-46.7)
Age DIS, discontinued prior to first assessment; NE, not evaluable; RP2D, recommended part 2 dose.
K @ Overall response is defined as achieving at least a best overall response of PR or better. ®* Two-sided Clopper-Pearson 95% Cl.
Median (range), years 515 (29‘65) 57.0 (31‘77) 60.0 (32'77) 61.0 (42'82) 61.0 (32'82) 60.0 (29'82) PFS is defined as the time from start of study treatment to PD or death of any cause, whichever occurs first. Grade 23 TEAEs® 4 (66-7) 6 (60-0) 8 (72-7) 10 (52-6) 18 (60-0) 28 (60-9)
NE, not evaluable; RP2D, recommended part 2 dose. .
>60 LS 1 (16'7) 2 (20'0) 5 (45'5) 12 (63'2) 17 (56'7) 20 (43'5) . . . . . @ Median follow-up time is estimated by the reverse Kaplan-Meier method. ® Medians were estimated by Kaplan-Meier method, with 95% Cls estimated using the Brookmeyer and Crowley method. ¢ Event-free rates were estimated by Kaplan-Meier NeUtI’Oth count decreased 2 (33'3) 6 (60‘0) 6 (54‘5) 7 (36'8) 13 (43‘3) 21 (45'7)
ECOG PS Figure 4. Swimlane Plot of Treatment Duration With Response per Overall Assessment by Investigator method, with 95% Cls estimated using the Greenwood formula. White blood cell count decreased 0 4 (40.0) 4 (36.4) 3(15.8) 7 (23.3) 1(23.9)
0 3(50.0) 4 (40.0) 3(27.3) 6 (31.6) 9 (30.0) 16 (34.8) * " - - * * > Lymphocyte count decreased 2(33.3) 1(10.0) 1(91) 1(5.3) 2(6.7) 5 (10.9)
1 3(50.0 6 (60.0 7(63.6 12 (63.2 19 (633 28 (60.9 Zanubrutinib 160 mg BID = = X . . . . oo .- P : 0 1(10.0 1091 3(15.8 40133 5 (10.9
(50.9) (0.9) (6.9 (©3.2) (633 (09) + lenalidomide 15 mg QD s " x Figure 8. Kaplan-Meier Estimate of PFS by Investigator Based on the Lugano 2014° Classification neumonia (1.0 1) (15.8) (13:3) (10.9)
2 0 0 1(9) 1(5.3) 2(6.7) 2(4.3) - % Platelet count decreased 2 (20.0) 2 (18.2) 0 2(6.7) 4(8.7)
Disease stage at study entry E ? ; -~ A - g 1004 - Eart :]]’ gose :eve: ; ;?);S/RPZS . Anemia 0 2 (20.0) 0 1(5.3) 1(3.3) 3(6.5)
. [ [ X art 1, dose leve — combine .
Stage | 1(16.7) 0 0 0 0 1(2.2) _ | Zanubrutinib 160 mg BID 3 .. 2 80- Part 1. doce lovel 3/RP2D  + Consored = = = 95% CI Hypokalemia 0 0 2 (18.2) 1(5.3) 3 (10.0) 3(6.5)
Stage I 0 2 (20.0) 4 (36.4) 1(5.3) 5 (16.7) 7(15.2) 7| + lenalidomide 20 mg QD o = = ! Neutropenia 0 0 2 (18.2) 0 2 (67) 2 (4.3)
Stage Il bulky 0 0 0 0 0 0 b = x X S 60 - - .
1 " " X " 5 o aBID, twice dally;. QD, once daily; RP2D, recommended part 2 dose. . o . . ' .
Stage I 0 3 (30'0) 3 (27'3) 7 (36.8) 10 (33.3) 13 (28.3) A A A A —- [} TEAES are defmeq as adverse events that hafj aq onset Qate on or after the date of the first dose of study drug up to 30 days after the last dose of zanubrutinib or lenalidomide (whichever comes later) or to the start of new anticancer therapy,
A ; — P 40 = whichever comes first. Grade >3 TEAEs occurring in >1 patient are shown.
Stage IV 5(83.3) 5 (50.0) 4 (36.4) 11(57.9) 15 (50.0) 25 (54.3) Zanubrutinib 160 mg BID ﬂ, } * _:’ (;.)-
Number of prior systemic therapies + lenalidomide 25 mg QD LA n i = ‘m - L 20 REEERENCES
1 3 (50.0) 6 (60.0) 6 (54.5) 12 (63.2) 18 (60.0) 27(58.7) .* .* * * 0 - | 1. Poletto S, et al. Cancer Treat Rev. 2022;110:102443. 5. Zhang H, et al. Presented at: American Society of Hematology Annual Meeting; December 10-13,
2 3(50.0) 4 (40.0) 2(18.2) 4 (211) 6 (20.0) 13 (28.3) *_’_, I I I I I I I I I I I I ; EhukJ, et ?I. Ch:: J Cc:)r;cgr I-?es.bZOZ1;3;3(3):289-3:3)1.G USA. Inc: 2023 2022; New Orleans, LA. Abstract 1627.
. rukinsa (zanubrutinib). Prescribing information. BeiGene , Inc; . 6. Cheson BD, et al. J Clin Oncol. 2014;32(27):3059-3068.
3 0 0 3(273) 3 (15.8) 6200  6(3.0 % 0 2 4 6 8 10 12 14 16 18 20 22 4 Yang . et i Cancer Cell 2012218733737
Disease status e h—— ~ % CR Months since first dose
_’
Refractory 4 (66.7) 7 (70.0) 3(273) 3(15.8) 6 (20.0) 17 (37.0) | Zanubrutinib 160 mg BID _='__ A PR No. of patients at risk DISCLOSURES ACKNOWLEDGMENTS
Relapsed 2(33.3) 3(30.0) 8(72.7) 16 (84.2) 24 (80.0) 29 (63.0) = + lenalidomide 25 m D = ® SD YG: honoraria from Merck Serono, Roche, MSD, and BMS and board of The authors thank the patients and their families, investigators, co-investigators, and the study teams at each
DLBCL subt o g Q N | Part 1, dose level 1 B PD Part 1 ’ dose level 1 6 3 1 1 1 1 1 1 1 1 1 0 directors or advisory committee membership for Merck Serono, MSD, of the participating centers. This study was sponsored by BeiGene Co, Ltd. Medical writing and editorial
subtype — X Part 1, dose level 2 & NE Part 1. dose level 2 10 10 4 3 3 2 1 1 0 Bayer, Roche, and GSK. SH, ZL, JL, YF, AC: employment and stock with assistance were provided, under the direction of authors, by Mary Ann Honors, PhD, MPH (Articulate Science,
GCB 3(50.0) 3(30.0) 3(27.3) 3 (15.8) 6 (20.0) 12 (26.1) X y Part 1, dose level 3/RP2D Ongoing treatment Part 1. d ’| | 3IRP2D 11 11 10 - . 3 0 BeiGene. HZ, YC, HY, LZ, LZ, JC, HH, ZW, KZ: nothing to disclose. LLC), and was supported by BeiGene.
Non-GCB 3(50.0) 6 (60.0) 8 (727) 15 (78.9) 23(767) 32 (69.6) — W Part 2/RP2D x Death art 1, dose Iive oD 19 o . .
Unknown 0 1(10.0) 0 1(5.3) 1(3.3) 2 (4.3) —r 1 ‘1 T~ 1 T ‘1 1 T T T T T T T T T T T T T T T T T 1 art CORRESPONDENCE
brior radiothera 1(167) 2 (20.0) 3(27.3) 2 (10.5) 5 (167) 8 (174 O 1 2 3 4 5 6 7 8 9 10 1M 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 RP2D combined 30 25 13 7 7 3 0 Hulal Zhang, MD, PhD ' ' ' ' '
Il . . . o 0 . ’ ’
Py Months since first dose Tianjin Medical University Center Institute & Hospital Copies of this presentation obtained through Quick Responsej (QR)
Prior transplant 0 0 0 0 0 0 RP2D, recommended part 2 dose Tianjin, China code are for personal use only and may not be reproduced without
BID, twice daily; ECOG PS, Eastern Cooperative Oncology Group performance status; GCB, germinal center B-cell; non-GCB, non—germinal center B-cell; QD, once daily; RP2D, recommended part 2 dose. BID, twice daily; NE, not evaluable; QD, once daily; RP2D, recommended part 2 dose. hiwgq@126.com permission from EHA and the authors of this presentation.
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