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Zanubrutinib in Older Patients With Relapsed/Refractory Marginal Zone Lymphoma (MZL):
Subgroup Analysis of the Magnolia Study
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INTRODUCTION RESULTS (cont) CONCLUSIONS

= Marginal zone lymphoma (MZL) is the second most common lymphoma in older patients

Table 1. Patient and Disease Characteristics in Patients Aged >65 Years Figure 4. Subgroup Analysis of ORR by IRC Figure 7. Duration of Response by IRC in Patients Aged =65 Years
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related risk factors and treatment-related toxicities' Characteristic Total (n=40) Subgroup Patients/n ORR (95% CI),” %

= Zanubrutinib was well tolerated and highly effective in

Age group 100 L T : patients aged >65 years with R/R MZL
= Zanubrutinib (BGB-3111) is a next-generation Bruton tyrosine kinase (BTK) inhibitor ] >65 years 30/40 : ® : 75.0 (58.8, 87.3) 90 - |
designed to maximize BTK occupancy and minimize off-target inhibition of TEC- and Age, median (range), years 73 (65-85) 785 17118 | > 94.4 (72 7’99 5 5 80- s After a median stu dy follow-up of 15.8 months:
epidermal growth factor receptor (EGFR)—-family kinases Age category, n (%), years 5 R I.years; pe—— 4(72.7,99.9) Q 70-
’ o), rior line ot systemic tnerapy .= — 1 (o)
= Zanubrutinib received accelerated approval from the United States Food and Drug >65 and <75 22 (55.0) <3 23/28 : o— 82.1(63.1, 93.9) g 60 - ngh ORR of 75% and Complete response rate of
Administration for the treatment of patients with relapsed/refractory (R/R) MZL based >75 18 (45.0) N ’ £ go- 25% bv IRC
= ' >3 712 | I 58.3(27.7,84.8 ‘S o
on the results of the MAGNOLIA (BGB-3111-214) study?? i since last antilvroh o ¢ ( ) § 401 + Censored y
) ) ) ) ) Ime since last antliiympnoma tnerapy .
- : Male, n (% 23 (575 o
Ean:lczllllorrrlueJ[irlr;[illar; this study is complete; a total of 68 patients received at least 1 dose of (%) (57.5) <2 years 14/20 | o | 70.0 (45.7, 88.1) 2 30- 95% C| o Responses were observed in all MZL Subtypes
ECOG performance status, n % >2 years 16/20 : @ : 80.0 (563, 943) 20 - . — 1 1
= Here, we present efficacy and safety of zanubrutinib in a subgroup of patients with R/R 01 : (%) 35 (875 = 10- DOR rate at 12 months: Median PFS and median DOR not reached
MZL aged 65 years ' (87) EEEEOSEIE 93.0% (95% Cl: 74.7, 98.2) | |
2 2liz2) Relapsed 22/29 | o— 75.9 (56.5, 89.7) 0 l l l l l l l l l l l l l l l « 93% of responders were progression free/alive
, ) Refractory 8/10 | o | 80.0 (44.4, 97.5) 0 1 2 3 4 5 6 7 8 9 10 M 12 13 14 15 1 ths after initial
O B J E C T I V E Dll:\;c.elase s;atUS, n (%) 29725 Bulky disease Months after first response montns atrter Initial response
elapse : : Number at risk
< l l : : :
Refractory 10 (25.0) tg! ;gcm 12//?: ¢ R ;%%((‘Z? S’ ;3; 3)) 30 29 29 28 27 27 23 22 19 10 10 10 9 9 2 0  PFES rate was 86.6% at 15 months
| cm : : . .9, .
= The primary endpoint was overall response rate (ORR) as determined by an : : : . o . . . . .
independent review committee (IRC) based on the Lugano 2014 classification* MZL subtypes, n (%) LDi <10 cm 28/38 ' ¢ ' 73.7(56.9, 86.6) PO duretion ofesponse; IXE, ndependentreview commites — Treatment discontinuation due to unrelated fatal
Extranodal 17 (42.5) LDi >10 cm 2/2 | ® 100.0 (15.8, 100.0) adverse events in 2 patients (m ocardial infarction
Nodal 14 (35.0) Prior treatment Table 3. Safety Summary in Patients Aged >65 Years P y
M E T H O D S Splenic 8 (20.0) RCVP 16/19 | o— 84.2 (60.4, 96.6) e N<40 and COVID-19 pneumonia)
Unknown 1(2.5) RCHOP 4/9 | o | 44.4 (13.7, 78.8) » % NG treat t  ad fled to d
- | Patients with >1 TEAE 37 (92.5 = INO Treatment-emergent adverse event ied 1o dose
= The MAGNOLIA (BGB-3111-214) is a phase 2, single-arm, multicenter study of Lymphoma involvement in bone marrow, n (%) 18 (45.0) BR o 8/12 | ' ¢ ' 66.7(34.9, 901 (52.5) , J
zanubrutinib in patients with R/R MZL who had received >1 CD20-based regimen R-lenalidomide 4 ' ® 100.0(2.5,100.0) Grade 23 18 (45.0) reduction
(Figure 1) Prior lines of systemic therapy, median (range) 2 (1-6) Rituximab monotherapy 5/5 : ® 100.0(47.8,100.0) Serious TEAE 16 (40.0) . . . .
F' 1 S d S h *One patient presented with both nodal and extranodal lesions; investigator was unable to classify the MZL subtype. CHOP 2/2 | ® 100.0 (158’ 1000) Leading to dose interruption 13 (325) - Atrl a | fl Utte r/fl b [l | |at| O n (n :2) a N d hype rte N S | O N (n :2);
iaure 1. tu chema ECOG, Eastern Cooperative Oncology Group; MZL, marginal zone lymphoma. R-Ch'OrambUC” 2/5 I - | 400 53’ 853 ) . . . . .
) ’ , , , , ( ) Leading to study drug discontinuation 2 (5.0 did not lead to treatment withdrawal
i i i i 0 25 50 75 100 Leading to death 2 (5.0)° .
Primary Endpoint: Figure 3. Best Overall Response by Independent Review in Patients Aged (A) P n9 . 50 — No major hemorrhage was reported
Zanubrutinib ORR by |RC using Lugano4 265 Yea rs Or (B) 275 Yea rs BR, bendgmqstine/rituximab; CHO!D, cyclophos‘p‘han?ide{dpxorubicin./vincristine/prgdqisone; IRC, independgnt rgvieyv Fommitteg; LDi, longest diameter; ORR, overall response rate; R, rituximab; Leadlng tO dose redUCtlon O
R/R MZL monothera py : . RCHOP, rituximab/cyclophosphamide/doxorubicin/vincristine/prednisone; RCVP, rituximab/cyclophosphamide/vincristine/prednisone. “Two fatal unrelated Adverse events: myocardial infarction and COVID-19 pneumonia. . . .
(N=68) (160 mg BID) lc()egRSISCTDTd:% Eg;lpgngt;. A B . TEAE, treatment-emergent adverse event. s | hese results were consistent with prev|ous|y
Y Safety ’ 1007 1007 ORR 94.4% s Figure 5. Best Change in Target Lesion SPD From Baseline by IRC in Patients Aged >65 Years . o . o . published results?
Figure 8. TEAEs Occurring in 210% of Patients Regardless of Causality in Patients Aged
90 - . . . .
(B;Ig’ twice”a day; Dlogl’:guration Of.resgonse; IRFI, ilnglepe'nd?ntl r'evievJ\[/. cotmmiRt’jze; I\TIZL, n;la;\rg;naltzone lymphoma; ORR, overall response rate; 120 - 265 Yea rs o FI n a I a n a IyS I S Wlth IO n g e r StU dy fO I IOW_U p IS p | a n n ed
, overall survival; PFS, progression-free survival; Pl, principal investigator; R/R, relapsed/refractory.
80 - ORR 75% 100 - Contusion (28%) 25.0%
° ° ege ° ° 80_
Key Ellglblllty Crlterla 70 - 50 Diarrhea (25%) 15.0%
0 i
[ Age >18 years oq; . 0 NG 10, ConStipation (20%) 12.5% R E F E R E N C E S
m -1 [ ad Q
= Histologically confirmed MZL including splenic, nodal, and extranodal subtypes c v S . 1. Bron et al. Curr Opin Oncol 2019:31(5):386-393 3. Opat et al. Clin Cancer Res 2021;27(23):6323-6332
. . . . . . . 8. 2 g 20 ] PyreXIa (10%) 7°5% 2. Cheah et al. Haematologica 2022;107(1):35-43 4. Cheson et al. J Clin Oncol 2014;32(27):3059-3067
= Previously received >1 CD20-directed regimen, with documented failure to achieve @ 50- 4 A
at least partial response or documented progressive disease after the most recent - 0 3., 0+ Abdominal pain (10%) 7.5% W Grade 1
systemic treatment § 40 -.; 20- Leth (10%) Grade 2 D | S C L O S U R E S
- ethargy (10%
= Measurable disease by computerized tomography or magnetic resonance imaging 8 40 - Grade >3 SO: honoraria from AbbVie, BeiGene, AstraZeneca, BMS, CSL Behring, Gilead. Janssen, Merck, Roche, Takeda; consulting with AbbVie, BeiGene, AstraZeneca, BMS,
. U RTI (10%) gjl_hlz}e_kll_;i;égc,lgilead, Janssen, Merck, Roche, Takeda; research funding from AbbVie, AstraZeneca, BeiGene, CSL Behring, Gilead, Janssen, Merck, Pharmacyclics,
- Adeq uate Organ fUI’]CtIOI’] 30 . —60 - BH: se,rves‘on th.e advisory board with Beinge, Kite, Morphosys, ADC Therapeutics, ‘Cellectar. .
+ No prior BTK inhibitor exposure - Back pain (10%) P e U i i ot g sy e o
- I . L PP PTEPTTIIOPTNTNCTINRNYTRInYR N T T T T 1 PM: honoraria from Roche, Gilead, Kite, Takeda; speakers bureau with Janssen, BeiGene, BMS/Celgene/Incyte; travel expenses from Gilead, Takeda, Janssen; serves on
20 . 100 10 15 20 25 30 the advisory board with Roche, Kite, Takeda, BeiGene, BMS/Celgene; advocacy roles with Lymphoma Action and Blood Cancer UK
- - HC: serves on the advisory board with Janssen, AbbVie, EUSA Pharma, GSK
Patients 0/ PLZ: consultantcy with MSI)D/, EUSA P:\arma, Novartis; speakers bureau with Celltrion, Gilead, Janssen-Cilag, BMS, Servier, MSD, TG Therapeutics, Takeda, Roche,
10 - 7.5% . Best overall response Complete response Partial response M Progressive Disease M Stable disease » ° orameuticn Tatorta, Rocho, EUSA Phonme. Koomn ki Nowartio ADC Treramautics. Incure. Beiana o cliead, Janssen-cliag, BUS, Senvier Sandoz, MSD. T
5.6% Data cutoff: 18 January 2021 TEAE, treatment-emergent adverse event; URTI, upper respiratory tract infection. MCol: stock \;vith Imm,unome<’:iics; research ft,Jnding from Abeie, B’MS, Celgene, Gene’ntech, éilead, BeiGene, InnoCare, Merck, Pfizer, Roche
0% Note: only patients with nonmissing best overall response and SPD percent changes were included (n=37). Dashed lines = median reduction in SPD (-80%). (P:i:P?Ccl\gzgaxlltia(;a\:v?tthZiAG:Lni SEGM'I%ehrZEIeSJﬁgseg;?ziSn:\gth LBC (N2)
Fig ure 2 Patient DiSpOSitiOﬂ O - IRC, independent review committee; SPD, sum of products of perpendicular diameters. H H CT: éonsulting with Novartis, éilead, Roche; hon,oraria from Roche, Kite/Gilead, Novartis, Janssen, Amgen, Takeda, Incyte, BMS/Celgene; travel with Roche, Gilead,
’ ORR SD PD ORR SD PD Table 4° TEAE Of IntereSt In Patlents Aged 265 Yea IS Novartis, Amgen, Takeda, BMS/Celgene; serves on the advisory board for Novartis
. . _ . . _ . . . . . KA:.honorarja from Celgene, Gilead, Takeda, Roche, BeiGene; consulting with ADC Therapeutics
TOta| enI‘O"ed (N=68) Response to zanUert"“b (n_40) Response to zanUertlnlb (n_18) Flgure 6' Prog reSSIOI1-Free SUI’VIV8| by IRC In Patlents Aged 265 Yea rs A" grade Grade 23 Exvl:kcroensseua:trlcnr?ftjvrl]tgirl?gelf?c?n:eRizgeA,%el\;Itg II\D/IZ?LT?(GaA, AstraZeneca; serves on the advisory board with Roche, BMS, AstraZeneca, Merck Sharp & Dohme, Gilead,
Median study fo"ow-up: CR, complete response; ORR, overall response rate; PD, progressive disease; PR, partial response; SD, stable disease. 100 TEAE of interest (N=40) (N=40) j;a(nszsLe.ne,rﬁgl'ccig/i:\énNtoavr?drtisst,oliEi\?VietEeéggeecnizlized Therapeutics; travel expenses from Roche, Janssen; speakers bureau with Roche, AstraZeneca, Janssen, Regeneron
15.7 months (range’ 1'6'21°9) ) . 90 - L : o , , , , Patients with >1 TEAE of interest 30 (750) 10 (250) .cl:l-?:T;:1?I%|5r¥12r?tn;’nt;a;§':’e?1I:;v?/?%cIlg:il(i;zr?ee;ilcgigirship with BeiGene and Protara; research funding with BeiGene; stock with BeiGene and Roche
Table 2. Best Overall ReSpOnSG by Independent Review and MZL Subtypes 1p " 80- SHHTH I T 19 (47.5) 0 jJT ;ﬁéeﬁéﬂfild'é’gf;ﬂ”.lB.féie&iBJ“ﬁsn Izm:z,t%eclllgsz; eJan%en,serves on the advisory board with Roche, BeiGene
. S LL
Patients aged =65 years (n=40) Patients Aged 265 Years 9_- 70 - Infection® 18 (45.0) 5 (12.5)
. i 5 )
15“;??:"“'1;3?;’“21“?8”_2% 8) Extranodal Nodal Splenic Unknown Total > 60- Diarrhea 10 (25.0) 1(2.5) CORRESPONDENCE
’ Off-study treatment (n=15) Sest response, n (4 =1 (=t (n=5) "=y (=49 3 90- Thrombocytopenia® 5 (12.5 12,5 e O, MBS o) FRACP FRco
PD (n=M); AE (n=2)* ORR (CR or PR) 12 (70.6) 12 (85.7) 6 (75.0) 0 30 (75.0) S 407 + g;;sglred Neutropenia© 5 (15.2) 3(7.5) Pt
l investigator’s discretion (n=1)"; 95% CI° 44.0, 897 57.2, 98.2 34.9,96.8 0.0, 97.5 58.8, 87.3 o 30- ° Second primary malignancy® 3(7.5) 1(2.5) patemenesTeatnors
withdrawal by patient (n=1) 20 - il s
PFS rate at 15 months: Atrial fibrillation/fluttere 2 (5.0) 1(2.5)
- Complete response 7 (41.2 3(21.4 0 o) 10 (25.0
on-stucy testmens pete resp @2 P14 250 10| FFSrote at 15 morths: SR 269 185 ACKNOWLEDGMENTS
’ Partial response 5 (294) 9 (643) 6 (750) 0 20 (500) 0 ' ' ' ' ' ' ! ! ! ! ! ! ! ! ! ! ! . We would like to thank the investigators, site support staff, and especially the patients for participating in this study.
On StUdy 0 1 2 3 4 5 6 7 8 O 10 1" 12 13 14 15 16 17 Anemia 1 (25) 0 This study was sponsored by BeiGene. Editorial support was provided by Bio Connections LLC and funded by BeiGene.
(n=35; 87.5%) Stable disease 4 (235) 2 (143) 1 (125) O 7 (175) Months after first response Major hemorrhage O O
, , Number at risk “Includes 2 patients with COVID-19 infection and 2 patients with COVID-19 p ia. "Combined terms thrombocytopenia and platelet count d d. “Combined t tropenia and neutrophil There was an error in the abstract related to the ; :
. ncludes 2 patients wi infection an atients wi ' neumonia. *Combined terms thrombocytopenia and platelet count decreased. ‘Combined terms neutropenia and neutrophi poster, the wrong table was included. Copies of
T 8t et it et o i e o OB _ Progressive disease 159) 0 Hi25) 11999) >79) 40 40 39 37 37 36 32 31 31 30 29 25 10 10 10 10 10 O count decrease. fncludesbasl cllnd somous cllcaranomo n 2 ptlents i Nstory o sinconcer ade  ecurenttaader cancer (1| paent i sty ofbodder cance s ot i cotc oot poster <o b otind g e kR (0 Code.
®One patient discontinued per the investigator’s discretion (required prohibited medications). “Two-sided Clopper-Pearson 95% Cl. terms hypertension and prehypertension.
AE, adpverse event; PD, progressive diseage. ° i CR, complete rgsponse; MZL, marginal zone lymphoma; ORR, overall response rate; PR, partial response. IRC, independent review committee; PFS, progression-free survival. TEAE, t?/er;tment—emergeit ag\?erse event. may not be reproduced without permission from EHA® and the author of this poster.

EFEHA202?2 HYBRID A2 JUNE 9-17 A2 VIENNA




