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| N T R O D U C T | O N « The primary endpoint was progression-free survival (PFS) in Cohort 1 as o Zanubrutinib treatment benefit was observed across patient subgroups e For zanubrutinib vs B+R: Table 2. Adverse Event Summary C O N C L U S I O N S
assessed by independent review committee (IRC) per modified iwCLL criteria defined by age, Binet stage, bulky disease, and del(11q) status (Figure 1B) — ORR by IRC was 94.6% vs 85.3% and the complete response rate was cvent. n (%6 Za(nul;r:(’;n;lb
: : , , iteri ' ' : 2-Si < vent, n (% n=240°
. Chronic lymphocytic leukemia (CLL) and small lymphocytic lymphoma (SLL) for CLL and Lugano criteria for SLL and for patients with unmutated /IGHV (HR, 0.24; 2-sided P<.0001), but not 6.6% vs 151% n this alobal , , | trial brutinib d g
A _ - o IN this global registrational trial, zanubrutinib demonstrate
- - - | | — The comparison of PFS between the 2 arms in Cohort 1 was based on a for mutated /GHV/(HR, 0.67; 2-sided P=1558; Figure 1C) - - 5 0 Any AE 224 (53.3) 218 (96.9) i  ifi - - -
are progressive B-cell malignancies that are characterized by progressive — ORR by investigator assessment was 97.5% vs 88.7% statistically significant improvement in PFS compared with B+R
: : : - log-rank test stratified by the randomization stratification factors of age, i Grade >3 AE 126 (52.5) 181(79.7)
accumulation of leukemic cells in the peripheral blood, bone marrow, . . | . Figure 1A. PFS per IRC Assessment _ Estimated 24-month OS was 94.3% vs 94.6% (Figure 2) as assessed by IRC
and lymphoid tissue' Binet stage, and IGHV mutational status; hazard ratios (HRs) and Serious AE 88 (36.7) 113 (49.8)
2-sided 95% confidence intervals (Cls) were estimated from a stratified 100 ~ Eiqure 2. Overall Survival « Superiority was also observed in PFS by investigator assessment
 Inrecent years, treatment of CLL/SLL has been transformed with the Cox regression model 90 - 9 ' Fatal AE 11(4.6) 11(4.8) and in ORR by both IRC and investigator assessments
advent of effective inhibitors of B-cell receptor signaling, such as the L . . o = 80 AE leadina to dose reduction 18 (75 34 (37.4 . : P
BTK inhibitor. ibrutinib? P Ineting » Key secondary endpoints included PFS by investigator assessment, = .. [ — _ | J 73) 374) - Zanubrutinib was well tolerated, with low rates of atrial fibrillation
MNIBTOL, Tbruting overall response rate (ORR) by investigator and IRC assessments, 8 4o o 907 [ AE leading to dose interruption/delay 11(46.3) 154 (67.8) . These data support the potential utility of zanubrutinib in the
. o o
— Ibrutinib has well-described off-target effects that may contribute to its overall survival (OS), and safety D O il = 80 : : L , , , .
- . . o=t Fney . o — o0 < AE leading to discontinuation 20 (8.3) 31(13.7) frontline management of patients with previously untreated CLL/SLL
tOX|C|ty prOflle, nOtably an InCreaSGd FISk fOr Ca rdIOvaSCU|ar dlsease, PY Adverse events (AES) Were assessed and graded per ‘the National Cancer '5’ _% 40 . 24'm0nth PFS —— -8 70 7 fsfegywas asses:elgd Ii?n Eatizntswl:o recgj[veq 21bdose of treatment; 1 patient in the zanubrutinib arm and 11 patients in the B+R arm did not receive treatment.
. . . . . . . ) . ' . o L o ~ o 60 | , adverse event; BtR, benaamustine + rituximan.
including atrial fibrillation, hypertension, and hemorrhage® Institute Common Terminology Criteria for Adverse Events (NCI-CTCAE) v4.03 g3 3%0° éi&“bm“”'b gg-gfﬁ’ ggng’ g: gg-l sg-g; =
: : s : : 4 )70 0 1, DL a=l0. 90 . .
_ Cardiovascular adverse events (AEs), diarrhea, and rash observed in and the Grading Scale for Hematologic Toxicities in CLL Studies 20 7+ Censored $ . — Table 3. Common Adverse Events (212% of Patients in Any Arm) REFERENCES
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Of klnaSGS SUCh as EGFR, HER, and TEC R E S U LT S 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 g 20 + Censored AE’ N (%) Any Grade Grade >3 Any Grade Grade >3 5. Tam CS, et al. Blood. 2019;134:851-859.
o : : : s : Months 10 1 :
o Zanubrutinib is an irreversible, potent, next-generation BTK inhibitor designed No. of patients at risk 0 Contusion 46 (19.2) 0 (0.0) 8 (3.5) 0 (0.0) CORRESPONDENCE
- L L « From October 31, 2017 to July 22, 2019, 479 patients without del(17p) were Zanubrutinib 241 237 230 224 222 214 208 195 123 79 31 17 2 1 0 - T T i 1 1 I T T T T . S | |
to maximize BTK occupancy and minimize off-target inhibition of . . y “ P (17p) B+R 238 218 210 200 187 176 164 150 89 54 20 8 1 0 o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 Upper respiratory tract infection 41 (17%) 2 (0.8) 27 (11.9) 2 (0.9) ghia.paclo@hstit
TEC- and EGER-familv Ki 45 randomized to receive zanubrutinib (n=241) and B+R (n=238) Months
- an N aml y Inases A h d ff 206/240 . f C h 1 . . . B+R, bendamustine + rituximab; IRC, independent review committee; PFS, progression-free survival. No_ of patients at risk Neutropeniab 37 (154) 27 (113) 129 (568) 116 (511) AC K N OW L E D G M E N TS
~ Efficacy and safety of zanubrutinib have been recently demonstrated in » Atthe data cutot, patients from Lonort Twere continuing to receive : : Zanubrutinib 241 238 238 235 233 231 230 228 179 97 48 2 6 1 0 Diarrhea 33 (13.8) 0 (0.0) 30 (13.2) 4(1.8) Vaniths Ramakcishan, Maria Salaverr Sommya Kuahara, Fangfan Yin. Al Szeto. anc Axel Gayk for heir contibutions 0 bomarker analysis,
. . . .. . . ZanUertlnlb; IN COhort 2’ 188/227 patlents Completed the B+R reglmen and Flgure 1B' PFS by Patlent SUbgroup B+R 238 222 217 212 210 209 208 198 141 84 41 16 4 0 ' . . ' operational support, a;1d data analysis.’ This study was spo’nsored by Beiéene. Editoriz’jlsupport was provided by Medical Expressions and was fun;:led by BeiGene.
2 large, randomized studies in Waldenstrom macroglobulinemia and 15 patients crossed over to receive zanubrutinib after centrally-confirmed Event/Patient Arthralgia 32 (13.3) 2 (0.8) 20 (8.8) 1(0.4)
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relapsed/refra CtO ry CLL/SLL, Wlth |OW€F rateS Of atrlal flbr|||at|0n When disease ro I‘eSSion A::g:outp ‘ 3:/2:1 ’ 7?/2:8 _o— Hazard ::ZI:)(285—0 63:) Median follow-up: 26.2 months. B+R, bendamustine + rituximab. D | S C LO S U R E S
d t b .t 'b6,7 p g Age (years) . . . Fatlgue 28 (117) 3 (13) 36 (159) 2 (09) BSK: consultant for Genentech, ADCT, AbbVie, AstraZeneca, BeiGene, Pharmacyclics, BMS, TG Therapeutics, Teva, Janssen, MEI; research funding from Genentech,
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patlents with the h'gh'”Sk genomlc abnorma“ty: de|(17p): enrolled in patients were men (Table 1) Bi:;n::;e 12/87 24/94 _ 0.45(0.23-0.91) 100 7 . Constipation 24 (10.0) 1(0.4) 43 (18.9) 0 (0.0) committee for Polish Myeloma Consortium, Next Generation Hematology Association.
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. . . ECOG PS . ) C ) S | . oard of directors or of the advisory committee for ie, AstraZeneca; travel fees from Gilead, Janssen-Cilag, ie.
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.. . . . . . > _ : 241131 43T = 043 (0.:26-0.71) o o Pharma, Kite Pharma, Adaptive Biotechnologies, Epizyme, Eli Lilly, and Atara Biotherapeutics, Adaptimmune; research funding for Mustang Bio, Celgene, Bristol
ZanUertlnlb versus bendamUStlne + r|tUX|mab (B+R) as ﬂ rSt‘“ne treatment Bulky disease (LDi <5 em vs 25 cm) u'- _8 60 - Vomiting 17 (71) O (OO) 33 (145) 3 (13) Myers Squibb, Pharmacyclics, Gilead, Genentech, AbbVie, TG Therapeutics, BeiGene, AstraZeneca, Sunesis, Atara Biotherapeutics, GenMab; member of the board
. . . o e <5cm 21172 44/165 —— 0.37(0.22-0.63) g o of directors or of the advisory committee for AbbVie, Genentech, AstraZeneca, Sound Biologics, Pharmacyclics, BeiGene, Bristol Myers Squibb, Morphosys, TG
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Zanubrutinib e 18/109 25/110 o 0.67 (0.36-1.22) %_‘_E 40 - . . . . AO: research funding from BeiGene, Gilead.
Characteristics (n=241) Unmut.ated . 15/125 45/121 -o— 0.24 (0.13-0.43) 2 :Es 30 - Thrombocytopenia 9 (38) 4 (17) 31 (137) 16 (70) LL: research funding from Roche, AbbVie; honoraria from AbbVie, Roche, BeiGene, Janssen, AstraZeneca.
Cytopenias at baseline o n Median fOIIOW'uP: 30.5 months PW: consultant for BeiGene, Acerta.
Yes 21/102 34/109 —— 0.55 (0.32-0.95) B . ’
i 20 24 th PFS: 88.9% (95% CI, 81.3-93.6 - -
M E T H O D S Age, median (lQR), years 70 (66—75) 70 (66—74) No 15/139 37/129 —o— 0.31 (0.17-0.57) N -mon : 88.9% ( o Cl, 81.3-93.6) Infusion-related reaction 1 (O4)C 0 (OO) 43 (189) 6 (26) SO: consultant for AbbVie, AstraZeneca, Janssen, Roche; research funding from AbbVie, AstraZeneca, BeiGene, Gilead, Janssen, Pharmacyclics, Roche, Sandoz,
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(Ie >65 yea IS Of age CumUIat|Ve ”IneSS Rat|ng Scale Score >6 Creat|n|ne Binet stage C.2n (%) 70 (29 O) 70 (29 4) 90 - : - l ZanUertlnlb (933%) and B+R (960%) arms (Table 2)’ Grade 3 AES Occurred NeUtropenla 53 (158) 25 (117) 129 (568) 116 (511) The;acp?enustliJc:jr?Ja:srsen,JLllen’o '?hrsraepneeui?c’s, Eliteelgl?arnfan, ll-\l/grphigise,?\lﬁjértii,nﬁ:riexCT’helrae;?eutizlse,nPCr?asr’mars;clicosl,nRo:r:er,]eSr;ttll;EEeISnc;rt]ics,eSIerviaerrm;k;ar;ua:euticals,
r = ? ’ ’ ) ) . . . . Takeda, TG Therapeutics, Unum Therapeutics, Verastem, Vincerx Pharma, Yingli Pharmaceuticals; all payments made to Sarah Cannon Research Institute;
Clea rance < 70 ml_/m|n and/or h|StO|"y Of preV|OUS severe InfeCtIOI’l or mul“ple B |ky di >5 (0/) 69 (28 6) 73 (30 7) 80 - IN a h|gher percentage Of patlents N the B+R arm (797%) VS the Thrombocytopenia° 11 (46) 5 (21) 40 (176) 18 (79) research funding f[iom AbbVie, Acerta Igharma,Agios, ArQule, AstraZeneca, BgiGene, Calithera Bioscipenies, Celgene, Constellation Pharmaceuticals, Curis, Forma
’ u ISsease 20 Ccm, n . . .. Therapeutics, Forty Seven, Genentech, Gilead Sciences, IGM Biosciences, Incyte, Infinity Pharmaceuticals, Janssen, Juno Therapeutics, Karyopharm Therapeutics,
. . . . ° ) -l? 70 - Zanu bl‘utl Ni b arm (52 . 5%) . Kite PEarma, Loxo,)/Merck, MorphoSys, Novartis, Pfizer, Pharmacyclics, Portola 3I/:’harmaceyuticals, Rhizen Pharmaceuticals, Roche,pSeattIe Ger:/et?cs, Takeda, 'I[')eva,
|nfeCt|OnS W|th|n the paSt 2 yearS) Cytopenia at base"ne’b N (%) 102 (423) 109 (458) 2 3 Arthralgla 32 (133) 2 (08) 20 (88) 1 (04) TG Therapeutics, Trillium Therapeutics, Triphase Research & Development Corp., Unum Therapeutics, Verastem; all payments made to Sarah Cannon Research
Cohort assi t based trall ified del(17p) stat Unmutated IGHV /N (%) 125/234 (53.4) 121/231(52.4) L4 o Zanubrutinib, unmutated /GHV » Forthe zanubrutinib vs B+k arm, treatment discontinuation due to AZs Atrial fibrillation 8(3.3) 1(0.4) 6 (2.6) 3(1.3) :\jme' h funding from Janssen Cilag Pty Ltd
O Or aSS| nmen Was ase On Cen ra _Verl Ie e S a us nmutate ene’ 1] . . e 1 — anuprutinio, unmutate . . . . . . . . . researcn runaing rrom Janssen Cilag Fty .
’ g y ( p) J ° % o 50 —— B+R, unmutated /GHV Occurred IN 83% VS 137% Of pa“entS, respeCtlvelya AES Ieadlng to death JRB: consultant for AbbVie, Acerta/AstraZeneca, BeiGene, Bristol Myers Squibb/Juno/Celgene, Catapult, Eli Lilly, Genentech/Roche, Janssen, MEI Pharma,
. . . . . o = - z io: 0. % ClI, 0.13-0.43); P<. . . i d orphosys AG, Nextcea, Novartis, Pfizer, Rigel; research funding from Gilead, Loxo/Lilly, SecuraBio, Sun, erapeutics.
. In Cohort 1, study patients without del(17p) were randomized to receive either del(11q), n (%) 43 (17.8) 46 (19.3) O g 407 Maardrelo:024 B9 L 015045 POV occurred in 4.6% vs 4.8%, respectively lezeling 108 (45.0) 9 (3.8) 25 (11.0) 4 (1.8) Viorphosys A6 fexicea, Novartis, Pfizer Rigel; research funding from Glleac, Loro/Lil, Securaio. Sun, TG Therapeu | |
- o o TP53 mutation, /N (%) 15/232 (6.5 131223 5.9 22 30{ — zanutni muts oy o breeding: e C0eL e, s, Ry e g o A, st Jrsen Gl
L. . 5 . . 5 Patients with SLL had Binet stage calculated as if they had CLL. ®Defined as having anemia (hemoglobin <110 g/L) or thrombocytopenia (platelets <100x10%/L) or neutropenia » 20 Hazard ratio: 0.67 (95% Cl, 0.36-1.22): P=.186 TT,LZ, CM, JCP, AC: employees and shareholders of BeiGene (Beijing) Co., Ltd., Beijing, China and BeiGene USA, Inc.,
tOX|C|ty or bendamUSUnG 90 mg/m (dayS 1 and 2) + rItUXImab (375 mg/m SES?&?EJ;?E;&Zlfﬁ;?ﬁi?g_ﬁ)'chromc lymphocytic leukemia; del(11q), chromosome 11q deletion; ECOG PS, Eastern Cooperative Oncology Group performance status; 10 o o o ZanUertinib VS B+R arm, I’eSpeCtive|y (Table 4) Diarrhea 33 (138) 2 (08) 31 (137) 5 (22) TR: research funding from AstraZeneca, AbbVie, Janssen, Octapharma, Gilead, Pharmacyclics, Pfizer, GlaxoSmithKline, Biogen.
for CyCIe 1 then 500 mg/m2 for Cycles 2 6) for 6 CyCIeS Of 28 days each IQR, interquartile range; IGHV, gene encoding the immunoglobulin heavy chain variable region; SLL, small lymphocytic lymphoma; TP53, gene encoding tumor protein p53. + Censored PH: research funding from Janssen, AbbVie, Pharmacyclics, Roche, Gilead: honoraria from Janssen, AbbVie, Pharmacyclics, AstraZeneca, SOBI, BeiGene
) - - T | | I I | T | | I | i T i . o o . ) ’ ’ ’ ’ ’ ’ ’ ’ ’ ’ '
0 0 3 6 9 12 15 18 21 24 27 30 33 _ At“al flbn”atlon (any grade)' 33/0 VS 26/0 Hyperten5|onf 34 (142) 15 (63) 24 (106) 11 (48) CST: research funding from Janssen and AbbVie; honoraria from Janssen, AbbVie, BeiGene, Roche, Novartis.
— Randomization stratification factors included age (<65 y vs >65 y), Binet « At median follow-up (26.2 months), PFS was significantly prolonged with No. of patients at risk Months — Bleeding (any grade) 45.0% vs 11.0%; bleeding (Grade >3): 3.8% vs 1.8% Infectionss 149 (62.1) 39 (16.3) 127 (55.9) 43 (18.9) HCiepluch, MTani, SG, JL: no conflicts of interest. ) gmn Language
Stage (C vs A/B), immunoglobulin heavy chain gene (/GHV) mutational status zanubrutinib treatment vs B+R by IRC assessment Zanubrutinib - Unmutated 125 121 117 114 113 112 109 104 68 44 14 6 Hypertension (any grade): 14.2% vs 10.6% T o s 500 s 00 oster: ummary:
. . - - . . o . O aigia . . . .
(mutated vs unmutated), and geographic region (North America vs Europe (HR, 0.42; 95% Cl, 0.28-0.63; 2-sided P<.0001; Figure 1A) SrRUnmutsted a2t 11010610090 B2 8 65 89 25 6 Yo' 5:8) (0-9) (13 (:9)
| ganubrutinib - Mutated 109109106 104105 97 998562910 — Infections (any grade): 62.1% vs 55.9%; infections (Grade >3): 16.3% vs 18.9%
vs Asia-Pacific) — Similar PFS was observed by investigator assessment B+R-Mutated 110 101 98 94 91 8 8 80 47 27 14 7 Y ITACE) BB VS 9997, S 2Hi2) e 20(e-) 2 e e
1 . (o) o/ . H . without permission from the authors of this presentation.
: : : : (HR, 0.42; 95% Cl, 0.27—-0.66; 2-sided P=.0001) — Neutropenia (any grade): 15.8% vs 56.8%; neutropenia (Grade >3): Dermatologic other cancers 16 (6.7) 2 (0.8) 10 (4.4) 2 (0.9)
o Patlents Wlth de|(17p) Were aSS|gned to COhort 2 and recelved B+R, bendamustine + rituximab; IGHV, gene encoding the immunoglobulin heavy chain variable region; IRC, independent review committee; PFS, progression-free survival. 11 70/ 51 10/ a : : ; > . ot L : : + ; : b ;
b b h E t, 't d 24 th PFS b IRC t f b t. .b B-|—R . (0] VS .1 /0 Safety was assessed in patients who received >1 dose of treatment; 1 patient in the zanubrutinib arm and 11 patients in the B+R arm did not receive treatment. "PNeutropenia,
zanubrutinib monotherapy — Estimate -mon y assessment Tor zanubrutinib vs ajor lecding ncluded allGrade 23, soioue, and any-grade conal morvous systom hemorhage. Hyperiension, blood prossue Incraased, o rypertendive o, sl nfection terms pooled,

AE, adverse event; B+R, bendamustine + rituximab.

was 85.5% vs 69.5%, respectively
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