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Preliminary Safety and Efficacy of Zanubrutinib in Combination With Lenalidomide
In Patients With Relapsed/Refractory Diffuse Large B-Cell Lymphoma
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INTRODUCTION RESULTS (cont.)

= Despite overall improveTents i||1 o1utcomes of DLBCL, about one-third of patients will develop R/R disease, which Table 1. Patient Demographics and Baseline Disease Characteristics Table 3. Grade =3 TEAEs Table 5. DOR by Investigator Based on the Lugano 2014* Classification
remains a major cause of mortality
= Effective therapies for R/R DLBCL are limited in China, especially for those patients not eligible for HDT/SCT?2 Zanubrutinib 160 mg BID Zanubrutinib 160 mg BID Zanubrutinib 160 mg BID
= Zanubrutinib, a potent and selective inhibitor of Bruton tyrosine kinase, is approved for various B-cell Len 15 mg QD Len 20 mg QD Len 25 mg QD Len 15 mg QD Len 20 mg QD Len 25 mg QD Len 15 mg QD Len 20 mg QD Len 25 mg QD
malignancies, and preclinical data suggest potential synergy when combined with lenalidomide? (Dose level 1) (Dose level 2) (Dose level 3) (Dose level 1) (Dose level 2) (Dose level 3) (Dose level 1) (Dose level 2) (Dose level 3)
= Here, we present preliminary results from the dose-escalation part of an ongoing phase 1, open-label, multicenter, Characteristics, n (%) (n = 6) GER) (n=11) Preferred term, n (%) (n =6) (n=11) (n=1) (n=3) (n=10)
dose-escalation and -expansion study of zanubrutinib plus len combination in Chinese patients with R/R DLBCL Sex Grade >3 TEAEs® 3 (50) 6 (60) 8 (73) 17 (63) Follow-up time, months?
(BGB-31M-10; NCT04436107) Male 4 (67) 6 (60) 5 (45) 15 (56) Neutrophil count decreased 1(17) 6 (60) 5 (45) 12 (44) Median 12.06 8.34 416 5.42
Female 2 (33) 4 (40) 6 (55) 12 (44) White blood cell count decreased 0 4 (40) 3(27) 7 (26) Range (12.06, 12.06) (2.79, 8.34) (0.03, 5.68) (0.03, 12.06)
M E T H O D S Age Lymphocyte count decreased 2 (33) 1(10) 1(9) 4 (15) Duration of response, months®
T\]/I i £ (2965 ——— 60 (32.77 58 (29.77 Platelet count decreased 0 2 (20) 2 (18) 4 (15) Median (95% CI) NE (NE, NE) NE (5.55, NE) NE (3.02, NE) NE (3.02, NE)
Figure 1. BGB-3111-110 Study Design edian (range), years (29-65) (31-77) (32-77) (29-77) Anemia 0 2 (20) 0 2 (7) Range (12.06+, 12.06+) (279+, 8.34+4) (0.03+, 5.68+) (0.03+, 12.06+)
. N >60 years 17 2 (20) 5 (4) 8 (30) Neutropenia 0 0 2 (18) 2 (7) Event-free rate, % (95% CI)°
Key Eligibility Criteria Part 1 PRl ECOG PS Pneumonia 0 1(10) 1(9) 2 (7) 3 months 100.0 (NE, NE) 100.0 (NE, NE) 100.0 (NE, NE) 100.0 (NE, NE)
. Dose Expansion :
- Adult (>18 years) Dose Escalation 0 3 (50) 4 (40) 3(27) 10 (37) Hypokalemia 0 0 2 (18) 2 (7) 6 months 100.0 (NE, NE) 50.0 (0.6, 91.0) NE (NE, NE) 60.0 (19.5, 85.2)
patients with ) . . . :
ristologically Len Dose Zanubrutinib Dose Recruitment ongoing 1 309 °69) 74 10159 e o B oo s 2o o orlen wiceer L =T == LS T L
confirmed DLBCL 160 mg BID 2 o 2 1 (9) 1 (4) Eg;igtraiizggzzfssngogrrILuRn)inedreof]icr::Ipaosnt(:leeriirgﬁst;fonrastpvgré:teesgg :r?eraelgiﬁzz’? gzgl%f/iitgler:zézs)s'e (PR or better) to the date of PD or death for any cause, whichever
- R/R disease with 1 D°sze 115 2”;9 ab continuously until PD or Part 2 primary endpoint: Disease stage at study entry Table 4. Disease Response by Investigator Based on the Lugano 2014 Classification Niedian follow-up time is estimated by the reverse Kaplan-Meier method.
prior line of adequate d1-21 per -d Cyde intolerable toxicity .« ORR Stage -1 1 (17) 2 (20) 4 (36) 7 (26) ®*Medians were estimated by Kaplan-Meier method with 95% Cls estimated using the Brookmeyer and Crowley method.
systemic therapy Zanubrutinib 160 mg =]]») ‘Event-free rates were estimated by Kaplan-Meier method with 95% Cls estimated using the Greenwood formula.
Stage llI-IV 5 (83 8 (80 7 (64 20 (74 e ——
- Ineligible for Dose 2: 20 mg QD 160 MY BID , g - : - 83) (80) 64 74 Len15mgQD Len20mg QD Len 25 mg QD ) o
HDT/SCT if not d 1-21 per 28-d cycle Icncizf'e"‘rgg:ies'ti;"c‘ﬂ' P e Number of prior systemic therapies (Dose level 1)  (Dose level 2)  (Dose level 3) Table 6. PFS by Investigator Based on the Lugano 2014* Classification
received previously y 1 2 (33) 6 (60) 6 (55) 14 (52) Response (n = 6) (n=1) Zanubrutinib 160 mg BID
« ECOG PS of 0-2
i ) ) Dose 3: 25 mg QD li?]t:,ioBJzy . 2 3 (50) 4 (40) 2 (18) 9 (33) Best overall response, n (%) Len 15 mg QD Len 20 mg QD Len 25 mg QD
d 1-21 per 28-d cycle sl oy >3 1(17) 0 3(27) 4 (15) CR 1(16.7) 1(10.0) 4 (36.4) 6 (22.2) (Dose level 1) (Dose level 2) (Dose level 3)
Disease status PR 0] 2 (200) 6 (545) 8 (296) (n = 6) (n = 10) (n = 11)
PaSr t: :orimary endpoints: Refractory 4 (67) 7 (70) 3 (27) 14 (52) SD 0 2 (20.0) 1(91) 3 (111) Follow-up time, months?
- Safety :
. RP2D of len in the combination Relapsed 2 (33) 3 (30) 8 (73) 13 (48) PD 4 (667) 5 (500) 0 9 (333) Median 14.82 11.04 5.68 8.34
Discontinued prior to first assessment 1(16.7) 0 0 1(3.7) Range (0.03,14.82) (2.69, 11.10) (2.73, 8.41) (0.03,14.82)
DLBCL subtype 1(16.7) 3 (30.0) 10 (90.9) 14 (51.9) > b | | | |
- - : - Progression-free survival, months
Non-GCB 3 (50 6 (60 8 (73 17 (63 ORR,? n (%) [95% CI”] ’
50 (50 (73) (63) [0.4, 64.1] [6.7,65.2] [58.7,99.8] [31.9, 71.3] Median (95% Cl) 2.79 (0.43, NE) 2.89 (2.69, NE) NE (5.49, NE) 5.52 (2.79, NE)
RE S ULT S GCB 3 (50) 3 (30) 3(27) 9(33) N 1(16.7) 1(10.0) 4 (36.4) 6(22.2) Range (0.03+, 14.82+) (2.69, 11.10+) (2.73+, 8.414) (0.03+, 14.82+)
CR rate, n (%) [95% CI°]
Unknown 0] 1(10) 0] 1(4) [0.4, 641] [0.3, 44.5] [10.9, 69.2] [8.6, 42.3] Event-free rate, % (95% CI)°
Patients Prior radiotherapy 1(17) 2 (20) 3 (27) 6 (22) T aidod Clapoor Peson 955 O o overellresponse of PR orbetter 3 months 20.0 (0.8, 58.2) 457 (14.3, 73.0) 100.0 (NE, NE) 63.2 (41.0, 79.0)
= As of June 6, 2022, a total of 27 patients were enrolled and treated in the dose-escalation part (6 at dose level 1, Prior transplant 0 0 0 0 6 months 20.0 (0.8, 58.2) 34.3 (8.2, 63.3) 66.7 (28.2, 87.8) 441 (23.4, 63.1)
10 at dose level 2, and 11 at dose level 3)
i i i i 9 months 20.0 (0.8, 58.2 22.9(3.5,52.2 NE (NE, NE 37.8 (17.8, 57.9
= Median age was 58 years (range 29-77), 74% of patients had stage IlI-IV disease, 52% had refractory disease, and Figure 2'.SW|mlane Plot of Treatment Duration With Response per Overall Assessment ( ) ( ) ( ) ( )
63% had non-GCB disease by Investigator o e e g, 50 everoccus 1t
+ Median number of prior systemic therapies was 1 range 1-5) Table 2. TEAEs o — o o — N e a0 Ihe rockmeer o Crowiey et
= Baseline characteristics are summarized in Table 1 Zanubrutinib 160 mg BID | O | n
= Median treatment exposure was 5.6 months (range 0.4-19.8) for both zanubrutinib and len, and the median follow- m . | 0
up was 8.3 months (range 0.5-20.4) en 1>mg en <0mg en <5 mg Zanubrutinib C O N C L U S I O N S
(Dose level 1) (Dose level 2) (Dose level 3) Total 160mg BID + X
Safety Preferred term, n (%) (n = 6) (n =10) (n=1) Len 15 mg QD
= Twenty-six (96%) patients experienced at least 1 TEAE, and the incidence of any-grade TEAEs did not increase Patients with >1 TEAE® 6 (100) 10 (100) 10 (91) 26 (96) (Dose level 1) | B X = Zanubrutinib and len combination treatment showed an acceptable safety profile
significantly with increasing dose (Table 2) : & & & & — and promisin limi i data i tient ith R/R DLBCL
White blood cell td d 3 (50 6 (60 9 (82 18 (67 | | | | | P g preliminary etrcacy data Iin patients wi
= Grade >3 TEAEs occurred in 63% of patients, were most commonly hematologic toxicities, and were generally te Dlood cell coint decrease (50) (60) (82) (67) | O | O | A A -
manageable across all dose levels (Table 3) Neutrophil count decreased 2(33) 6 (60) 9 (82) 17(63) A A O = Dose-dependent increase in response was observed across the 3 dose levels
= No patients experienced dose-limiting toxicity at any tested dose level, and maximum tolerated dose was Platelet count decreased 1(17) 7 (70) 7 (64) 15 (56) | [] | L] X
not reached . . - i i
- . nced TEAES leadi Sscontinuat Lymphocyte count decreased 4(67) 5 (50) 4 (36) 13 (48) Zanubrutinib | .O — - " The dose-expansion part of the study, which uses dose level 3 as the RP2D
ree patients experience s leading to treatment discontinuation Aemin 2 (33) 5 (50) 5 (45) 12 (44) 160mg BID + | (zanubrutinib 160 mg twice daily continuously, len 25 mg once daily on days 1-21
— Two (20%) at dose level 2: grade 3 platelet count decreased, related to both drugs, n=1; grade 5 Len 20 mg QD [l | O of each 28—day cycle) is NOW recruiting
cardiopulmonary failure, related to disease under study, n=1 Aspartate aminotransferase increased 0 4 (40) 4 (36) 8 (30) (Dose level 2) | [ X ’
— One (9%) at dose level 3: grade 3 pulmonary embolism, related to len Hypokalemia 2 (33) 3 (30) 3 (27) 8 (30) | L] X
= One TEAE leading to death was reported at dose level 2 (cardiopulmonary failure related to disease under study) Rash 2 (33) 4 (40) 2 (18) 8 (30) | = K
and was assessed as not related to the study treatment | % | % | O Zanubrutinib 160mg BID + Len 15 mg QD REFERENCES ABBREVIATIONS
Hypoalbumlnemla 1 (17) 4 (40) 2 (18) 7 (26) A A A_’ TAl 1. Poletto et al. Cancer Treat Rev 2022;110:102443 BID, twice daily; CR, complete response; DLBCL, diffuse large B-cell ymphoma; DOR, duration of response;
Efficacy and RP2D BI d I t t d h d ‘ A ‘ . ‘ _} . ZanUertlnlb 16omg BID + Len 20 mg QD g \Z(hu et a|'|CgmJC?C/T;gfzs;32)1;73233(3;:32;39-301 Eg?Gh.P:,cllEasteLn Coop;erative ICl)ncologly Grqup Terfc:rmalr?;:e SFZtUSIiJSCB’ gerrlninzlI ceon'}[?eé B-cell—ulike; HDT/
ood lactate dehydrogenase Zanubrutinib 160mg BID + Len 25 mg QD e e s e e e e A et o s T e
- The ORR was 519%’ Wlth the beSt ORR Of 909% Observed at dose Ievel 3 (Table 4) increased 1 (17) 5 (50) 1 (9) 7 (26) A O _} g g o o eSO ;)E:szzgose; R/Rf, reIapsed/rIéfF:aDétzw?SD, stabclle diseé;sF;F;e}FI)EAE, tlreat;ent-égg;gent accilvg’szpeiz,nt. e
= The overall CR rate was 22.2%, and patients treated with dose level 3 displayed the highest CR rate at 36.4% . ¢ [ ] & CR
(Table 4) serlo.us O 3 (30) 3 (27) 6 (22) ZanUertinib A | _’ g PR Ehloirgflr:mcaercsk sLegonRO, RE:EMSD, BMS, and membership on an entity’s board of directors or I—%aganRg, ﬁDEhDS P O N D E N C E
= Treatment duration with response per patient is shown in Figure 2 Leading to death 0 1(10) O 1(4) 160mg BID + | & | O SD S 20 ot 1. YF. 1oz, ermplomont ant startt i Beigens. | T o ciniversity Cancer nsttute & Hospial
= The median duration of response was not reached (overall 95% Cl: 3.02-NE Table 5) Leading to treatment discontinuation 0 2 (20) 1(9) 3 (M) Len 25 mg QD A O - B PD HuZ, KZ, YC, LZ, Ha, LZ, JC, HH, ZW noting to disclose hiwgqe126.com
(Dose level 3) | | [1 NE
= At data cutoff, 11 of the 14 responders are still progression free, with the longest PFS of >14.8 months observed in Leading to dose modification 2 (33) 6 (60) 6 (55) 14 (52) ‘ O O 3 Ongoing Treatment
1 patient at dose level 1; 2 patients at dose level 2 have PFS >11 months . . . 5 S <& & % Death ACKNOWLEDGMENTS
= Median PFS was 2.79 months, 2.89 months, and not reached for dose levels 1, 2, and 3, respectively (Table 6) SCIINE K GO IS RN (33) 9190} 269 EIGS) A | | | | | b s S Ay TR Ao
= Based on the strong efficacy and manageable safety demonstrated, the RP2D of len in the combination was Leading to dose reduction 0 0 2 (18) 2 (7) 0 1' é é éll EIB 5 ; 3 é 10 1'1 1'2 1'3 1'4 1:5 1I6 1'7 1I8 1'9 2'0 2'1
determined to be dose level 3 (len 25 mg once daily on days 1-21 of each 28-day cycle with zanubrutinib 160 mg *TEAESs are defined as adverse events that had an onset date on or after the first dose of study drug and up to 30 days after the last dose of zanubrutinib or len (whichever Months since first dose Copies of this poster obtained through Quick Response (QR) Code are for personal use only and may not
twice daily continuously) comes later), or the start of new anticancer therapy; whichever comes first. Any-grade TEAEs occurring in 225% of patients are shown. be reproduced without permission from ASH® and the authors of this poster.
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