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I N T RO D U CTl O N O BJ ECT IVES Table 2. Patient Disposition Table 3. Safety Summary Table 6. BTK and PLCGZ2 Mutational Status at Start of Study and at/after
Cohort 2 Cohort 1 Cohort 2 Progression
e BTKi provide effective treatment to several B-cell e Primary objective: To evaluate the safety of zanubrutinib in patients intolerant Cohort 1 (prior acalabrutinib (prior ibrutinib)  (prior acalabrutinib +/- ibrutinib) PLCG2 Mutational
malignancies; however, duration of treatment is limited to ibrutinib and/or acalabrutinib treatment compared with their ibrutinib and/or (prior ibrutinib) +/- ibrutinib) Category, n (%) (n=57) (n=10) '
B BTK Mutational Status Status
by AEs leading to treatment discontinuation, which acalabrutinib intolerance as assessed by the recurrence and the change in severity (n=57) (n=10) Patients with at least 1 AE 54 (947) 10 (100) 64 (95.5) . 2 5 A £ Ar/ar A £ At/ar
occur early" of AEs Patients remaining on treatment, n (%) 48 (84.2) 8 (80.0) 56 (83.6) el e e L R L L
. . . L , o 9 AP : : ; Grade 23 17 (29.8) 3 (30.0) 20 (29.9) Patient Indication Zanubrutinib Zanubrutinib  Study Progression Study Progression
e BTKi-associated AEs are believed to be due to ° Secoqdary objectives: To.eva)Iuate the efficacy Qf zangbrutlnlb with respect to Patients remaining on study, n (%) 54 (94.7) 10 (100) 64 (95.5) Serious AE 6 (10.5) 2 (20.0) 8 (11.9) - -
off-target effects of BTKi investigator-assessed objective response rate, investigator-assessed disease control AE lond 1 CLL PR 280 detected Detected detected Detected
i i ; ion- i iant- Patients discontinued from treatment, n (% 9 (15.8 2 (20.0 11 (16.4 eading to treatment etected® etected®
e Zanubrutinib, a BTKi approved for treatment of mantle rate, investigator-assessed progression-free survival, and patient-reported outcomes (%) (15.8) (20.0) (16.4) discontim?ation 4 (7.0) 1(10.0) 5 (7.5)
cell ymphoma, marginal zone lymphoma, and WM, Adverse event 4 (7.0)° 1(10.0) 5 (7.5) : : : 2 SLL PR 545 Not B REEe Not B reEEs
was designed to optimize selectivity and maximize BTK Progressive disease 3(5.3) 1(10.0) 4 (6.0) AE leading to dose interruption 16 (281) 4 (40.0) 20 (299) detected detected
occupancy (Figure 1) M E T H O D S o dicion docia . N e AE leading to dose reduction 5 (8.8) 1(10.0) 6 (9.0) 5 cLL . 40 Setected  Detocied Not Not
sician decision .8)° . : etecte etecte
e Inthe ASPEN trial comparing zanubrutinib to ibrutinib in . . Y : ( )d L AE leading to death 1(1.8)° 0 1(1.5) detected  detected
patients with WM, zanubrutinib showed lower rates of Figure 2. Study Design Withdrawal by patient 1(1.8) 0 1(1.5) COVID-18 pneumonia. 4 cLL oD 588 Not Not Not Not
AEi leading to death (1% V504-1%)’ disocontinuation (4% vs Previously treated patients with Treatment Death 1(1.8)° 0 1(1.5) detected  detected detected  detected
9.2%), dose reduction (13.9% vs 23.5%), and dose holds CLL/SLL. WM. MCL. or MZL til PD .- : Table 4. Adverse Events
o o/)- Al fibrillati : ? i . Uil ’ Zanubrutinib exposure, median (range), months 11.6 (0.6-20.3) 9.8 (0.5-12.0) 111 (0.5-20.3) ’ Not Not Not Not
(46.5% vs 56.1%); and a lower rate of atrial fibrillation/ intolerant to prior BTKi ” unacceptable 5b MCL SD 264 ) )
flutter (2% vs 15.3%)* Cohort 1: Intolerant to ibrutinis Screening [l %o ',:,r;té?éb toxicity, Follow-up, median (range), months 12.3 (1.0-22.8) 10.4 (0.5-15.0)  12.0 (0.5-22.8) All Grades Grade >3 SISISEIEER GBS CIEEEEer  CEsaee
. - o . o — — S N . ) . ) . . — , -
e |nthe interim analySiS of the ALPINE trial compa ring (n=50) <14adt or treatmel:t *Penile bleed, COVID-19 pneumonia (fatal), increased alanine aminotransferase/aspartate transaminase, and autoimmune hemolytic anemia. "Myalgia. ‘Patient not responding to treatment. NI SR 252 1 STA5 ] Patients, n (/o) (N 67) (N 67) Clg;;(leacltzzrréalitzzl;e;’:dﬁz stucy day 87 “Patient with MCL with CENDR/GH fusion at both baseline and relapse, which was reported to contribute to BTKI reststance in MCL~Initial sample
zanubrutinib to ibrutinib in patients with relapsed/ I e =14 days 320 mg qd witﬁgll::v?lgl or Potient withdrew from study after grade 3 syncope refated to diabetes. “COVIDA9 pneumonia. Contusion/bruising 15 (22.4) 0
refractory chronic lymphocytic leukemia/small QOIS < MILOISTalilte ’ Fatique 14 (20.9) 0 e 3 of 5 patients who progressed had BTK/PLCGZ2 mutations associated with BTKi resistance at/after
lymphocytic lymphoma, zanubrutinib showed SIS ELliall 9 CLEICEAE LTl st.udy. I : rogression
Igwgr ratés orAIFE)s Iead,ing to death (3.9% vs 5.8%) (n=40 [min 20)) sermination R ES U LTS Myalgia 10 (14.9) O P
discontinuation (7.8% vs 13%), dose reduction (11.3% vs Arthralgia 9 (13.4) 0
12.1%), and dose holds (39.7% vs 40.6%), and lower rates Key Inclusion Criteria . o o Diarrhea 9 (13.4) 1(1.5) CO N C LU S I O N S
of atrial fibrillation/flutter (2.5% vs 10.1%)5 s Ibrutini and acalabrutini intolerance Figure 3. Recurrence of Ibrutinib and Acalabrutinib Intolerance Events on - 8 (11.9) 1(1.5)
utinib i . . : :
e BGB-3111-215 is a phase 2, multicenter, US, single- . - Zanubrutinib Dizziness 7 (10.4) 0
arm, open-label study of the safety and efficacy Eifeiele 22 Nenlnameiolog/ie ey 1ol =7 erye N 7104 o ¢ Intolerable AEs experienced on ibrutinib and/or acalabrutinib were unlikely to recur
of zanubrutinib in patients intolerant to ibrutinib — Grade >3 nonhematologic toxicity for any duration Fatigue ausea {10 while on zanubrutinib
inib wi i , - Pain in extremit 6 (9.0 0 : . : o
and/or acalabrutinib with previously treated B-cell — Grade 3 neutropenia with infection or fever Hypertension y .9 — With a median follow-up of 12.0 months, 70.4% of ibrutinib intolerance events and
malignancies (Figure 2) Rash Cough 5 (7.9) 0 83.3% of acalabrutinib intolerance events did not recur while on zanubrutinib
— Grade 4 hematologic toxicity that persists until BTKi therapy is discontinued due Atrial fibrillation Epistaxis 5 (7.5) 0 270
Figure 1. Kinase Selectivity of Zanubrutinib, to toxicity Arthralgia Insomnia S (7'5) 0 — Of the intolerance events that recurred, 76.4% of ibrutinib intolerance and 33.3%
Ibrutinib, Acalabrutinib, M27, and — Resolution of BTKi toxicities to grade <1 or baseline before initiating zanubrutinib Stomatitis : of acalabrutinib intolerance events recurred at a lower severity; 23.5% of ibrutinib
Orelabrutinib treatment Muscle spasms Muscle spasms 5 (7.5) 0 intolerance and 66.6% of acalabrutinib intolerance events occurred at the same severity
.. o o Neutropenia 5 (7.5) 5 (7.5)
.. .. . . e Additional acalabrutinib intolerance criteria Hemorrhage — No events recurred at a higher severit
Zanubrutinib Ibrutinib Acalabrutinib . o Mvalaia Neutrophil count decreased 5 (7.5) 3 (4.5) g y
&% — Grade >1 nonhematologic toxicity for >7 days yalg , , , o o
X&W P . o _ . . Intolerance Headache Petechiae 5 (7.5) 0 — Only 1 patient (1.5%) discontinued zanubrutinib due to recurrence of a prior intolerance
& \\/ 7 — Grade >1 nonhematologic toxicity of any duration with >3 recurrent episodes Events: ] o A
A ]lf///% Ibrutinib? Constipation Rash 5 (7.5) 0 event (acalabrutinib)
& / 29 — Inability to use acid-reducing agents or anticoagulants due to current BTKi use Lymphoedema Urinary tract infection 5 (7.5) 0 e Zanubrutinib was tolerable with 83.6% of patients remaining on zanubrutinib, and 7.5%
j = e Resolution of grade 1 BTKi toxicities to grade O or baseline before initiating Diarrhea of patients discontinued zanubrutinib due to AEs at the time of data cutoff
g e\ zanubrutinib treatment AST increased * The most common grade >3 AEs
// S ) . ' o o . ° ° ° o . o ° .
7 QN Kev Exclusion Criteria ALT increased = Did not recur — Neutropenia/neutrophil count decrease: 8 (12.0%) * Zanubrutinib was effective in at least maintaining response in 93.8% or improving
1 y o . o
- response from baseline in 64.1% of patients
Pain in extremity Recurred at a lower grade . o
e Disease progression during prior BTKi treatment Neutropenia Recurred at same grade — Syncope: 2 (3.0%)
Napusea m Recurred at higher grade e Bleeding events occurred in 25 patients (37.3%; grade 1: 19 [28.4%], grade 2: 6 [9.0%)) e Exploratory biomarkers analysis findings indicate that relapse on zanubrutinib was
o , , associated with BTKi-resistance mutations
Table 1. Patient Demographics and Baseline Characteristics Insomnia * Atrial fibrillation occurred in 3 patients (4.5%; all grade 2)
Dizziness — 2 patients had prior history of atrial fibrillation. First patient developed grade 3 atrial fibrillation after e Zanubrutinib demonstrated favorable BTKi selectivity profiles over ibrutinib and
Cohort 1 Cohort 2 — S . . . L : : . . L
. . . . Intolerance Arthralaia starting ibrutinib and rituximab, and was treated with digoxin. Second patient had history of grade acalabrutinib to support clinical findings
(prior (prior acalabrutinib /- Events: — J 2 atrial fibrillation prior to starting ibrutinib and was treated with diltiazem. In both patients, atrial
ibrutinib) ibrutinib) Acalabrutinib® Myalgia Y . ' ’ i : . L .
. . ' calabrutinib® | fibrillation resolved after treatment. Zanubrutinib was never held, or dose reduced. Both patients e These data suggest that zanubrutinib may provide a therapeutic option in patients
Characteristics (n=57) 1 1 | 1 1 1 1 1 1 . : . : : :
4 5 6 7 8 9 10 1N 12 13 remain on study intolerant to other BTKi across hematologic malignancies
. .. o .
Indication, n (%) Number of patients — 1 patient had a prior history of hypertension (grade 1). The patient was treated with metoprolol and
CLL 38 (667) 5 (500) 43 (642) 218 ibrutinib intolerance events (arthritis, bone pain, bronchitis, embolism, heart rate irregular, malaise, pericardial effusion, pleural effusion, pneumonia, psoriasis, pyrexia, sinusitis, subcutaneous ZanUertinib dose was held Atrlal flbn”atlon remains OngOing~ Patient remains on StUdy
WM 9 1 8 2 20 O 11 16 4 abscess, supraventricular tachycardia, transaminases increased, ventricular extrasystoles, vertigo, and vomiting) occured in 1 patient and did not recur on zanubrutinib. ®11 acalabrutinib . . .
( 5 ) ( ) ( . ) intoleran.ce.‘ events (abdo-min‘al pain, asthenia, atrial fibrillation, dyspepsia, fatigue, groin pain, headache, insomnia, malaise, pain in extremity, and rash) occurred in 1 patient and did not recur on ] |r'|feC't|0r]S OCCL,Irred 18] 26 patlents (388%, grade 1: 3 [4,5%], grade 2: 18 [269%], grade 3: 6 [60%], D I S C LO S U R E S R E F E R E N C E S
® BTK @ Off-target kinases SLL 6 (105) 1 (100) 7 (104) zanubrutinib (not shown in Figure 3). grade 5:1 [COVID'19, 15%]) MS served as a consultant for AbbVie, Genentech, AstraZeneca, Sound Biologics, Pharmacyclics, BeiGene, 1. Mato AR, et al. Haematologica. 2018;103(5):874-879.
® 95-100% inhibition ® 90-95% inhibition . .. .. . . .. . . . Eri§tol Myglfsj;qu'i:tb, Mg.rplI;oSys, TtQ Theradp:gtic? Innate F_:_t;larma, Kitt.e Pharma,ﬁ\daptive Ei?teghno]!ogies, 2. Yazdy MS, et al. Blood. 2019;134(suppl 1):4311.
e 75-90% inhibition e 50-75% inhibition MCL 2 (35) 1 (100) 3 (4.5) e Most ibrutinib and acalabrutinib intolerances did not recur on zanubrutinib e Anemia occurred in 3 patients (3.1%; grade 1: 1 [1.5%], grade 2: 2 [3.0%]) Mﬂgmgsié, Icg]ge:r; Blr?)sto?rlasgslgzu?gb, Phgfngglcjﬂfs, Gﬁ[azpde:L:sgsé;igixeAbrt?\ii?rrG Tuhnerggetzfc)i?s, 3. Tam CS, et al. EHA 2019. Abstract PS1159.
. .. o . . . ) ) ) BeiGene, AstraZeneca, Sunesis, Atara Biotherapeutics, and GenMab. 4. Dimopoulos M, et al. EHA 2020. Abstract S225.
e MZL 2 (3.5) 1(10.0) 3 (4.5) * No ibrutinib or acalabrutinib intolerance events recurred at a higher severity (Figure 3) e Thrombocytopenia/platelet count decrease occurred in 3 patients (4.5%; all grade 1) IF served 2o consutnt for AbBVie, AsteZencca, BeiGene, Century Therapeutics Genentech, . il o 1 £HA 2021 Astacs LE1900
° tzhaannuitl)orrtt’:inr:illgodaGCn;I(;ToSrHELeiS glr?gzrc:zra:ﬁcr:ﬂ’;:rb's Age, median (range), year 71.0 (49-91) 73.5 (65-83) /1.0 (49-917) e 81/115 (70.4%) ibrutinib intolerance events and 15/18 (83.3%) acalabrutinib intolerance events did not recur Table 5. Eff vl Hiaator A ¢ in Patients With >90.Dav Studv Durat Senver Pharmaceuticas, Takods, TG Therapeutcs, Unum Therapeutics, verastem, vincers Pharsm 6. Mohanty A, et al. Oncotarget. 2016,7(45)73558-73572.
5 5 . > - and Yingli Pharm.aceuticalsf and rec':eivgd research funding from Aprie, Acerta Pharma, Agios, ArQule,
major metabolite (M27), comparable selectivity to Male, n (%) 30(52.6) 6 (60.0) 36 (537) — Of the 34 recurrent ibrutinib intolerance events, 26 (76.5%) recurred at lower severity, and 8 (23.5%) aD1e icacy by fnvestigator Assessment in Fatients i Ay STUCY LUFaton  havazonccs seicere cotrrssosciences, cagene, corslatonpromecoucss s fomo. * — ABBREVIATIONS
orelabrutinib, by kinase profiling ECOG PS 0, n (%) 33 (57.9) 4 (40.0) 37 (55.2) recurred at the same severity Cohort 1 Cohort 2 Piizer Pharmacyciics, ortola Pharmaceuicals, Rnizen Pharmacedticals, Rocho, SeaGen, Takeda, Tova, twico caly: BOR, best overall responses BTK. Bruton yrosine Kinsse: BTK, Bruton tyrosine
. . L. . . o o o o TG Therapeutics, Trillium Therapeutics, Triphase Research & Development Corp, Unum Therapeutics, and kinase inhibitor; CLL, chronic Iympho.cytic leukemia; ECOG PS, Ea'stern Coopgrative
* Kinase selectivity was assessed at 100X ICg, (against No. of prior therapy regimens, o (1-12) 2.5 (1-5) 1.0 (1-12) — Of the 3 recurrent acalabrutinib intolerance events, 1(33.3%) recurred at lower severity, and 2 .b(Pl‘l.OI.‘b (Pl’lil/’ é}ﬁala!or}llotlnlb el o Aoty Ao Actemeree B e St B, Oncelogy Cioupperormence Stus NCL mante cel mptomes V2L merang zone
BTK) for zanubrutinib, ibrutinib, acalabrutinib, M27,and ~_Median (range) (66.6%) recurred at the same severity R sy e ey Sclrces, amssr, o Kayoarn Moo Seage, T 1€ Thopoutcs Do Egme S5, (L S SRR e asese S smatymenaoyiymanan
orelabrutinib (Reaction Biology Corp.) Prior BTKi, n (%) 57 (100) 10 (100) 67 (100) e 34/57 (59.6%) of patients who took ibrutinib and 7/10 (70.0%) of patients who took acalabrutinib did not . . o e For AV ot Bt More e, Beltone, Glload Seiomca o e SPoaRer CORRESPONDENCE
|C50 (against BTK, n:3): Ibrutlnlb monOtherapy 49 (860) 6 (600)a 55 (821) have recurrence Of any intOIGrance event Dlsease ContrOI rate [SD or better], n (A)) 54 (947) 6 (857) 60 (938) ﬁ’rgrospgslrl?g’b'\,ﬂj«s:E:::rrs}’(e?s/ao%ehr;’r;rj?\/I?sk;hd:é;se,r;g:gajn?rgﬁgj%t,l%r?\:;plfe;Igjrrnfgéglzvali;jAl\T:)%?r]t’i:nStOI e manaedore
o, served as a consultant for AstraZeneca, MorphoSys, Verastem, aptive Biotechnologies, Genentec
e Zanubrutinib: 0.71+0.09 nM Ibrutinib combination therapy 9 (15.8)° 0 9 (13.4) e 25/38 (65.8%) grade 3 ibrutinib intolerance events and 3/4 (75.0%) grade 3 acalabrutinib intolerance Overall response rate [better than SD], n (%) 36 (63.2) 5 (71.4) 41 (64.1) ot Kura Orecion. Emayme. Abpure Berdams Kymaer: Bl e Saap. i Pravesecupont ant
. . . e o, SeaGen and served on the speakers’ bureaus for BeiGene and SeaGen. AC K N OW L E D G M E N T S
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