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Updated Safety and Efficacy Results of Zanubrutinib in Patients With B-Cell Malignancies Who Are
Intolerant of Ibrutinib and/or Acalabrutinib
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Figure 3. Recurrence of Ibrutinib- and Acalabrutinib-
Intolerance Events During Zanubrutinib Treatment

» Most patients experienced >1 intolerance event on
prior BTK inhibitors, with 124 ibrutinib-intolerance

Safety

e The safety profile observed during this longer follow-up

OBJECTIVE CONCLUSIONS

INTRODUCTION

Patients with B-cell malignancies treated with BTK » To assess the longer-term safety and efficacy of . : £ . : ..
nhibitors require continuous therapy’ > | | S events occurring among 68 patients and | (Safety Set) o was consistent with what has been previously reported The median exposure to zanubrutinib was
zanubrutinib in patients intolerant of ibrutinib and/or 37 acalabrutinib-intolerance events occurring among Ibrutinib-intolerance events £or zanubrutinib longer than the median exposure to the prior
e |brutinib and acalabrutinib are effective; however, acalabrutinib 25 patients Fatigue BTK inhibitor before discontinuation

Hypertension

o A total of 37 patients (45.1%) experienced

grade >3 AEs, and 19 (23.2%) had serious AEs; e In this longer-term analysis, 67.7% of ibrutinib-
6 (7.3%) deaths occurred (1 due to AE) (Table 3) intolerance events and 73.0% of acalabrutinib-

intolerance events did not recur

many patients discontinue therapy because they
experience treatment-related intolerance potentially
caused by off-target kinase binding?
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METHODS

e Methodological details have been published* and are
summarized in Figure 2

Table 1. Baseline Characteristics and Patient Demographics

Ibrutinib
intolerant
(n=57)

Acalabrutinib +
ibrutinib intolerant
(n=25)

Stomatitis

e Zanubrutinib is a next-generation BTK inhibitor
designed to maximize tolerability by minimizing off-

e The most common AEs are shown in Table 4

Characteristic

Myalgia

o Zanubrutinib provided disease control in

Indication, n (%) Muscle spasms

e Recurrence of AEs that led to intolerance of prior BTK

e Here, we report updated safety and efficacy results
from the BGB-3111-215 study at a median follow-up of

in patients previously intolerant of ibrutinib and/or
acalabrutinib at a median follow-up of 12.0 months*

25.2 months

RESULTS

o As of January 3, 2023, 82 patients had enrolled;
57 patients (69.5%) were intolerant of only ibrutinib and
25 (30.5%) of acalabrutinib (acalabrutinib only, n=14;
both acalabrutinib and ibrutinib, n=11) (Table 1)

ibrutinib- and 27 of 37 (73.0%) acalabrutinib-intolerance
events did not recur

o Of those AEs that did recur during zanubrutinib
treatment, none recurred at a higher grade, and 30 of

40 (75.0%) ibrutinib- and 4 of 10 (40.0%) acalabrutinib-
intolerance events were lower grade (Figure 3)
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ALT, alanine aminotransferase; AST, aspartate aminotransferase; GERD, gastroesophageal reflux disease.
@ No intolerance events recurred at a higher grade.
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controlled disease and >65% achieved a PR, thereby
maintaining or improving response (Table 5)

target kinase binding and associated AEs’ e CLL 38 (66.7) 15 (60.0) 53(646) Headache >95% of efficacy-evaluable patients who were
inhibitors and other treatment-emergent AEs were SLL 6 (10.5) 2 (8.0) 8 (9.8) Diarrhea Table 3. Overall Safety Summary = oM y . P .
. . e . . . MZL 2 (35) 2 (80) 4 (49) Nausea . rutini : C? a. |:u INID T . . . . o .
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considered evaluable for efficacy if they had at least reamen.n gy T oS o vaase ( o ) (n=56) (n=20)
one baseline and postbaseline disease assessment 160 mg BID 35 (61.4) 18 (72.0) 53 (64.6) e e Ibrutinib  Acalabrutinib + DCR (SD or better), n (%) 54 (96.4) 19 (95.0) 73 (961
or discontinued the study due to AEs or death prior to 320 mg QD 22 (386 7289) 29554 encunons AEs, n (%) m:di-,r%nt 'bruun('b ';yt,c;lerant ool R ) S
s, h (% n= n=
their first disease assessment e e AL o P e SOt L e ol rgnon s . Peoriasi Fatigue pp— 6 24,0 2403  [EEe A T B g ke
@ Data available for 13 of 14 patients who received ibrutinib in this group. Pyrexia : : : : . :
. o . _ Sinusitis B Did not recur Contusion 14 (24.6) 4 (16.0) 18 (22.0) CRe 1(1.8) 0 (0) 1(1.3)
v Figure 2. Study Design o Of 82 patients, 24 (29.3%) dlSCOﬂt.mued treé?t.ment . Supraventricular tachycardia B Recurred at lower grade Arthralgia 12 (211) 5 (20.0) 17 (207) PR® 40 (71.4) 13 (65.0) 53 (697)
i (Table 2) (reasons: AE, n=7 [myalgia, stomatitis, penile Vaginal infection
e Off target kinases " ! . _ COVID-19 14 (24.6) 3 (12.0) 17 (20.7) SD 13 (23.2) 6 (30.0) 19 (25.0)
% inhibiti Eligible patients hemorrhage, COVID-19 pneumonia, alanine and Ventiouararythmia recued atsame grace
:33:19050"//C)ir|1rr]1l}]llgl?’:;[cl)c:1n Previously treated patients with CLL/SLL, MCL, ﬁg’_}’:ﬂ :’gzg‘;gow . ) ’ i Ventricular extrasystoles B Recurred at higher grade® Diarrhea 10 (17.5) 7(28.0) 17(20.7) PD 1(1.8) 1(5.0) 2(2.6)
« 75-90% inhibition MZL, or WM intolerant of prior BTKi; ECOG PS <2 aspartatg amlno.tra n§fe rases increased, autoimmune Veyl’t?go Myalgia 10 (17.5) 5 (20.0) 15 (18.3) Time to BOR, median (range), 57 (2.6-281) 3.0 27-111) 5.6 (2.6-28.)
» 50-75% inhibition hemolytic anemia, diarrhea]; PD, n=7/; other, n=10) Vuwalzz?iri Cough 6 (105 6 (24.0 . months
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