Zanubrutinib in Patients With B-Cell Malignancies Intolerant to Acalabrutinib
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INTRODUCTION RESULTS

= Bruton tyrosine kinase (BTK) inhibitors are a mainstay of treatment for B-cell malignancies; however, Table 1. Patient Demographics and Baseline Characteristics Figure 3. Recurrence of Acalabrutinib Intolerance Events on Zanubrutinib Table 4. Summary of Serious Adverse Events and Adverse Events Leading to Dose Modification
treatment-related adverse events (AEs) limit the use of BTK inhibitors, potentially due to off-target inhibition of

: : i Cohort 2

Any grade

= Zanubrutinib is a potent and selective next-generation BTK inhibitor designed to maximize tolerability by a Myalgia
minimizing off-target kinase binding* Indication, n (%) = Arthraldia Serious AE 2 (10)
= Previous results from this ongoing phase 2 study (BGB-3111-215; NCT04116437) showed that zanubrutinib is CLL 13 (62 ";'_;' . 9 Leading to treatment discontinuation 2 (10)
well tolerated in patients who are intolerant to ibrutinib (cohort 1) and/or acalabrutinib (cohort 2)° (62) 2 Diarrhea .
= Here, we report updated results of the tolerability and efficacy of zanubrutinib in patients intolerant to SLL 2 (10) = Hemorrhage B Did not recur Leading to dose interruption 11(52)
acalabrutinib (cohort 2) MCL 1(5) = Fatigue M Recurred at a lower grade Leading to dose reduction 3 (14)
. ] o o o o — V7L 2 (10) 3 Rash Recurred at same grade Leading to death 0
Flg.ure 1. Klnas.e Selectivity of Zanubrutinib, Ibrutinib, Acalabrutinib, and Acalabrutinib's ;:.; Abdominal pain B Recurred at higher grade
Major Metabolite (M27) WM 3 (14) > Asthenia Efficacy
o - = Zanubrutinib demonstrated higher selectivity than . NPT
Zanubrtinib H __'-\fb:uu"'b ibrutinib. acalabrutinib, and M§7 by kinase pZofiIing Age, median (range), years 73 (51-87) § Atrial flbrlllatlo.n o Anlong the 18 efficacy-evaluable patients on zanubrutinib, 17 (94%) achieved stable disease (SD) or better, and 11
(Figure 1)55 Sex, n (%) @ Dyspepsia (61%) achieved a partial response (PR) or better (Table 5)
Mal 13 (62 Q9 Gastroesophageal reflex disease = Eight (67%) of 12 efficacy-evaluable patients with CLL/SLL on zanubrutinib achieved a PR-L or better
= Of the 370 kinases tested, zanubrutinib, ibrutinib, slis (62) b Groin bain
acalabrutinib, and M27 demonstrated >50% inhibition Female 8 (38) = P m Table 5. BOR by Investigator Assessment
. . 0 Insomnia i
of 7, 17,15, and 23 kinases, respectively N ‘C
, o . ECOG PS, n (%) B Malaise Response Cohort 2 (N=18)
= Kinase selectivity was assessed at 100x |Cg, (against 0 13 (62 - M loskeletal pai
BTK) for zanubrutinib, ibrutinib, acalabrutinib, and M27 (62) 3 uscUioskeletal pain DCR (SD or better), n (%) 17 (94)
(Reaction Biology Corp) 1 6 (29) @ Myocardial infarction (95% Cl) (72.7,99.9)
< . . .
- ICy, (against BTK: n=3): 2 2 (10) Pain in extremity ORR (better than SD), n (%) 1 (61)
. : : : Stomatitis (95% Cl) (357, 827)
. Zanubrutinib: 0.71 + 0.09 nM No. of prior anticancer therapy regimens, median (range) 2 (1-6) . . . . . .
: e . 0 1 2 3 4 5 BOR rate, n (%)
- Ibrutinib: 0.32 + 0.09 nM Prior BTK inhibitor, n (%) :
N — Patients, n PR/PR-L/VGPR 1 (61)
« Acalabrutinib: 24 + 9.2 nM Ibrutinib monotherapy 10 (48)
SD 6 (33
. M27:63 +28nM Ibrutinib combination therapy? 1(5) Safety (33)
. Acalabrutinib monotherapy 20 (95) "= The most common grade >3 AE was neutrophil count decreased, which occurred in 2 (10%) patients (Table 3) .PD . 1(6)
e BTK e Off target kinases . . _ = No atrial fibrillation, anemia, or thrombocytopenia/platelet count decreased occurred in any patient Time to BOR, median (range), months 3 (2.7-11)
® 95-100% inhibition e 90-95% inhibition Acalabrutinib combination therapy 1 (5) . . .
. 75-60% Inhibiion - 50-75% Inhibition Time to first overall response, median (range), months 3 (2.7-117)
Cumulative acalabrutinib exposure, median (range), months 4.6 (0.2-26.9) Table 3. Most Frequent Adverse Events®

BOR, best overall response; DCR, disease control rate; ORR, overall response rate; PD, progressive disease; PR, partial response; PR-L, PR with lymphocytosis;

On-study zanubrutinib dosing regimen, n (%) SD, stable disease; VGPR, very good PR.

AEs, n (%) Any grade Grade 23
OBJECTIVES 160 mg BID 14 (67) ’ (N=21) CONCLUSIONS
Primary 320 mg QD 7(33) Any AE 20 (95) 4 (19)°
= To evaluate the safety of zanubrutinib in patients who were intolerant to acalabrutinib treatment as assessed ota cutort | September 2022 | N . Fatigue 6 (29) 0 . . .
a py is defined as a regimen of 2 or more drugs that contains ibrutinib or acalabrutinib.
by the recurrence and change in severity of their acalabrutinib intolerance AEs ECOG PS, Eastern Cooperative Oncology Group performance status. Diarrhea 5 (24) 1(5) = With a medlan Zanl’Ib‘rL‘ltlmb EXPOsUre of 7.6.montl.1$, Iopger than the reported
cumulative acalabrutinib exposure before discontinuation (4.6 months), most
Secondary Table 2. Patient Disposition Hypertension 5 (24) 1(5) (67%) patients did not experience any recurrence of their prior acalabrutinib
= To evaluate the efflcfacy of zanub.rutlnlb by mveshggtor—assessed overall response rate (ORR), disease control Arthralgia 4 (19) 0 intolerance events
rate (DCR), progression-free survival (PFS), and patient-reported outcomes . " Cohort 2
Disposition (N=21) Cough 4 (19) 0 " , — , , o
= Zanubrutinib provided clinically meaningful benefit to 17 (94%) of 18
METHODS Patients, n (%) Myalgia 4 (19) 0 efficacy-evaluable patients who were previously intolerant to acalabrutinib
Remaining on treatment 16 (76) COVID-19 3 (14) 10)
Figure 2. BGB-3111-215 Study Design — S 3 (14) . o Thesg outc‘omes suggest that sw.ltc.hlng to zanubrutinib may yield clinical benefit
) . Remaining on study 17(81) . in patients intolerant to acalabrutinib
Cohort 1 Discontinued from treatment 5 (24) Decreased appetite 3 (4) 0
N éﬂﬁi'.ﬂfﬂfﬁfﬁ AE 2 (10 Dyspnea 3 (14 0
Eligible Patients N=57 Zanubrutinib Treatment until PD, Night sweats 3 (14) 0 REFERENCES
Previously treated patients with \ J 160 mg BID unacceptable toxicity, PD 1(5) . Stephens et al. Blood 2019:13312)1298-1307
CLL/SLL, MCL, MZL, or WM or treatment consent withdrawal, . . Pain in extremity 3 (14) 0 2. Furman et al. Leukemia 2021;35(11):3201-3211
intolerant to prior BTK inhibitor Cohort 2 320 mg QD or study termination® Withdrawal by patient 2 (10) . r G etat ) Mo G 2010779257540
Intolerant to b PyreXIa 3 (14) O 5. Shadman et al. Lancet Haematol 2023;10(1):e35-e45
acalabrutinib Death 1(5) 6. Shadman et al. Blood 2021:138(suppl 1):1410
_ Rash 3(14) 0
ClinicalTrials.gov: NCTO4116437 N=21 Zanubrutinib treatment duration, median (range), months 7.6 (0.1-23.8) DISCLOSURES
aStudy is ongoing. foll : h 1-2 Back pain 2 (10) O SZ: honoraria from BMS, Epizyme, Immunocore, AbbVie
BID, twice a day; CLL, chronic lymphocytic leukemia; MCL, mantle cell ymphoma; MZL, marginal zone lymphoma; PD, progressive disease; QD, once a day; StUdy ollow-up, median (range)’ months 8.6 (O ) 38) .. MS: research funding from Mustang Bio, Celgene, BMS, Pharmacyclics, Gilead, Genentech, AbbVie, TG Therapeutics, BeiGene, AstraZeneca, Sunesis, Atara Biotherapeutics, Genmab, MorphoSys/Incyte; consulting
SLL, small lymphocytic lymphoma; WM, Waldenstrom macroglobulinemia. ) ) DIZZI ness 2 (10) O for AbbVie, Genentech, AstraZeneca, Sound Biologics, Pharmacyclics, BeiGene, BMS, MorphoSys/Incyte, TG Therapeutics, Innate Pharma, Kite, Adaptive Biotechnologies, Epizyme, Eli Lilly, Adaptimmune, Mustang
*Myalgia (n=1), diarrhea (n=1). °Due to PD >30 days after the last dose. Bio, Regeneron, Merck, Fate Therapeutics, MEI Pharma, Atara Biotherapeutic
Peripheral edema 2 10 O IWF: advisory role with Vincerx
Key InCIUSion Criteria for Acalabrutinib Int0|erance Leading tO DiSCOntinuation = Twenty-one patients reported 32 acalabrutinib intolerance events ( ) MY-L: et DI, Artion At BTG T e e et AStrazeneca"Be~iGene’ o e e
Oropharyngeal pain 2 (10) 0 Karyophar it Novarts, Rigel, TG Therapeutics, G4 THorapettics; onorara fom BMS, Kite; cansultant o speaker bureaifor Kryopharn, it Figel, Seagens serves on e board o directorsfo Exuma Biotech
= Grade >1 nonhematOIOgiC tOXiCity for >7 dayS = The most common acalabrutinib intolerances were headache (n:5), arthralgia (n:4), myalgla (n:4), diarrhea (n:2), CMF: honor;ria fr,om BMS;,consu’Iting and speaker,bureau for ADP 'I:herapeutics, Genentéch, };ite/GiIead, MorphoSys/Incyte, Seagen o , ,
= Grade >1 nonhematologic toxicity of any duration with >3 recurrent episodes fatigue (n=2), and hemorrhage (n=2) Palpitations 2 (10) 0 AL X2, ACer employmont ants tocks it Battene. | ook Slocks wih SAGA Bragnestis
= Grade >3 nonhematOIOQiC tOXiCity for any duration = Most (24 of 32 [75%]) acalabrutinib intolerance events did not recur on zanubrutinib at any grade’ and no MaCUIOpa pular rash 2 (10) 0 .Il(l?;:ern;spéc::gefztnvc\ll:;hgl?;recfne(gznentech, Celgene, Gilead Sciences, TG Therapeutics, Merck, Takeda; consulting for TG Therapeutics, Genentech, AbbVie, AstraZeneca, BeiGene, BMS, Merck
TR - acalabrutinib intolerance events recurred at a higher severity (Figure 3 ECK, ACh, BF: nothing to disclose
= Grade 3 neutropenia with infection or fever - 790 of 1 . . . 9 y (Fig o .) . I N, SARS-CoV-2 test positive 2 (10) 0
= Grade 4 hematologic toxicity that persists until BTK inhibitor therapy is discontinued due to toxicity ourteen (67%) of 21 patients did not experience any recurrence of their prior acalabrutinib intolerance events , v - . CORRESPONDENCE
- Inability to use acid-reducing agents or anticoagulants due to current BTK inhibitor use = Two (10%) of 21 patients discontinued zanubrutinib due to recurrence of their prior acalabrutinib intolerance events Urinary tract infection (10) Syed Zafar, MD Copies of this poster
m al ia and diarrhea . Florida Cancer Specialists & Research Institute ) .
= Resolution of grade >2 BTK inhibitor toxicities to grade <1 or baseline and resolution of grade 1 BTK inhibitor (myalg ] . ) . _ o o S Neutrophil count decreased 2 (10) 2 (19) Fonivers, FLL USA ;bta'ned thg;?”gg Ze Q”’;k
toxicities to grade O or baseline before initiating zanubrutinib treatment m Z:rﬁaerﬂlzr:l/ob) §;§1aiz’luaebnr’ilsﬁi>i<§erlenced the same intolerance event (pain in extremity, diarrhea, and atrial fibrillation) T —— 1(5) 1(5) pgffsnn;/euge én/;aijrnfa;r
Kev Exclusion Criteri : o Gastroenteritis salmonella 1(5) 1(5) ACKNOWLEDGMENTS not be reproduced without
ey Xciusion rlterla — Two did not have a recurrence of those on zanubrutinib We would like to thank the investigators, site support staff, and especially the patients for participating in this study. permission from ICHM® and
. . . . . R This study was sponsored by BeiGene. Editorial support was provided by Bio Connections LLC and funded
= Disease progression during prior BTK inhibitor treatment — One had a recurrence at lower grade (diarrhea) sAny grade events occurring in >2 patients or grade >3 events occurring in >1 patients. "Some patients had >1 grade >3 event. by Be:Geﬁe. i ’ t protiase ’ t the authors of this poster.
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