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INTRODUCTION Table 1. Baseline Patient and Disease Characteristics Figure 1B. PFS by Patient Subgroup Figure 3. Cohort 2: PFS in Patients with del(17p) Table 4. Adverse Events of Interest
Event/Patient Favors £ 100 Zanubrutinib B+R

e Chronic lymphocytic leukemia (CLL) and small lymphocytic lymphoma (SLL) are progressive . Subgroup Zanubrutinib B+R zanubrutinib Favors B+R Hazard Ratio (95% Cl), %2 % 90 __'_-""——_.,‘ . _ (n=2407) (n=227°)

B-cell malignancies that are characterized by progressive accumulation of leukemic cells in the _ LA Al Patients 36/241 711238 —— 0.42 (0.28-0.63) 2 go- ' e N - -

peripheral blood, bone marrow, and lymphoid tissue’ Characteristics (n=241) = Agje‘;’ears’ e - 025 (010062 E 20 - AE, n (%) Any Grade Grade >3 Any Grade Grade =3

—— : : . =
o In recent years, treatment of CLL/SLL has been transformed with the advent of effective inhibitors Age, median (IQR), y 70 (66—75) 70 (66—74) o e LA - e g 60 Anemia 11 (4.6) 1(0.4) 44 (19.4) 4 (1.8)
of B-cell receptor signaling, such as the BTK inhibitor, ibrutinib? Male 2142//18574 427‘:/19444 —O.— 8.22 Eg.z:—g.gz:; a 28 | Neutropenia® 8 (15.8) 28 (11.7) 129 (56.8) 116 (51.)
- . . . . . . o Female . .23-0. Q N

= Ibrgt|n|b has V\{ell-descrlbgd off-target. effects .that cgntrlbgte ’Fo |.ts tgxmty profile, potably Age 265, n (%) 196 (81.3) 192 (80.7) Binet stage 2 | Median follow-up: 30.5 mo Thrombocytopenia ( 6) 5 (2.) 40 (17.6) 18 (7.9)
an increased risk for cardiovascular disease, including atrial fibrillation, hypertension, AorB 24171 52/168 —— 0.39 (0.24-0.64) o | 24-mo PFS: 88.9% (95% Cl, 81.3-93.6) :
and hemorrhage? Male, n (%) 154 (63.9) 144 (60.5) ECC(;)G 12/70 19/70 ® 0.48 (0.23-1.00) S ?8 . Consored Arthralgia 2 (13.3) 2 (0.8) 20 (8.8) 1(0.4)

7 u . oy o .
: : : : L . ——— _ 95% ClI Atrial fibrillation 1(0.4 2. 1.

— Cardiovascular AEs, diarrhea, and rash observed in patients treated with ibrutinib have ° 12710 24101 0-99(0.15-.75) S 9 Rl | | | | | | | | | | | trial fibrillatio (3 3) (04) 6(2.6) 3(1.3)

. . L . ECOG PS 2, n (%) 15 (6.2) 20 (8.4) >1 24/131 471137 —— 0.43 (0.26-0.71) 3 Bleeding® 108 (45 938 55 (11.0 408
been associated with off-target inhibition of kinases such as EGFR, HER, and TEC? Bulky disease (LDi <5 cm vs 25 cm) s o 3 6 o 12 15 18 20 24 27 30 3 36 39 eeding (45.0) (3.8) (11.0) (1.8)
T . . . . - . . <6 cm 21172 44/165 —— 0.37 (0.22-0.63 . . e
o Zanubrutinib is an irreversible, potent, next-generation BTK inhibitor designed to maximize BTK Geographic region, n (%) o5 om 1560 07173 o 05 50_27_0_97; No. of patients at risk Months Major bleeding 2 (5.0) 9 (3.8) 4 (1.8) 4 (1.8)
occupancy and minimize off-target inhibition of TEC- and EGFR-family kinases*> IGHV mutational status Zanubrutinib 110 109 104 103 102 98 96 96 86 74 37 19 2 0 Diarrhea 3 (13.8) 2 (0.8) 31 (13.7) 5(2.2)
, o , . Mutated 18/109 25/110 ° 0.67 (0.36-1.22)
— Efficacy and safety of zanubrutinib has been recently demonstrated in two large, randomized North America 34 (14.9) 28 (11.8) Unmutated 15/125 45/121 — 0.24 (0.13-0.43) del(17p), chromosome 17p deletion; PFS, progression-free survival. Hypertension’ 34 (14.2) 15 (6.3) 4 (10.6) 11 (4.8)
studies in Waldenstrom macroglobulinemia and relapsed/refractory CLL/SLL, with lower rates CYtY°P°"ias at baseline® J10s s 055 (0.52.0.95 Infectionss 149 (621 39 (16.3 197 (559 43 (18.9
. . . . . .. es — . .32-0. . . . . . . . e . . .
of atrial fibrillation when compared to ibrutinib®” Europe 174 (72.2) 172 (72.3) o 10 i . 031 (0.17-057) « The proportion of patients that experienced any AE was similar in the zanubrutinib (93.3%) and B+R nrecuons 5 (3 : ) ; (o ; ) ( ) 5 (o : )
. . . . . el . . romosome eletion .09 ; [ [ [ [ + Myalgia . . .

— Preliminary data showing high response rates with zanubrutinib in untreated patients with ChYeS Hadele 7143 22146 - 0.21 (0.09-0.50) (357(1//0) an;;s (TabITDZ)J,[.g.rsde 3 A5I§s5c(>)/ccurred In a higher percentage of patients in the B+R arm Al (3:8) (0.0) 3(1.3) (0.0)
the high-risk genomic abnormality, del(17p), enrolled in SEQUOIA Cohort 2, have been Asia/Pacific 33 (13.7) 38 (16.0) No 20198 491192 —— 0.50 (0.32-0.80) (79.7%) vs the zanubrutinib arm (52.5%) Other cancers 31(12.9) 17 (71) 20 (3.8) 7(3.)
recently published?®® | | ! o For zanubrutinib vs B+R arms, treatment discontinuation due to AEs occurred in 8.3% vs 13.7%, Dermatologic other cancers 16 (6.7) 2 (0.8) 10 (4.4) 2 (0.9)

0 1 2 3 : . : : .
° Here’ we present results from the first cohort of SEQUO|A, a phase 3 trial of zanubrutinib versus Binet stage C,a n (%) 70 (290) 70 (294) . . - ‘ . ‘ . ' ‘ respeCtlver’ AEs Ieadlng to death occurred in 4.6% vs 4'8%’ respeCtlver *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. "Neutropenia,
°Hazard ratios were calculated using a stratified Cox regression model. "Defined as having anemia (hemoglobin <110 g/L) or thrombocytopenia (platelets <100x10°/L) or neutrophil count decreased, or febrile neutropenia. Thrombocytopenia or platelet count decreased. “Pooled term of all-cause bleeding including bruising, petechiae, purpura,
. . . . . . . . . . . . P P ytop P g g g.p purp
bendamustine + rituximab (B+R) as first-line treatment for CLL/SLL Eeutropsn‘ia (ab§(E)|IlJte ngutrc)lgrg:il Fodunt 31.dS><1?9/L): B+R, benifmui’ii;el + rituxtin;gb; EtCOG, Eastern Cooperative Oncology Group; IGHV, gene encoding the immunoglobulin o AESs of SpeCIaI interest were observed at the fOIIOWIng frequenC|eS in the zanubrutinib vs B+R arms, and contusion. ®Major bleeding included all grade >3, serious, and any-grade central nervous system hemorrhage. Hypertension, blood pressure increased, or hypertensive
eavy chain variable region; , Inaepenaent review committee; LDI, longest diameter. . crisis. 9All infection terms pooled. AE, adverse event; B+R, bendamustine + rituximab.
Bulky disease =5 cm, n (%) 69 (28.6) 73 (30.7) respectively (Table 4):

M E T H O D S Figure 1C. PFS by IGHV Status — Atrial fibrillation (any grade): 3.3% vs 2.6% C O N C L U S I O N S

« SEQUOIA (BGB-3111-304; NCT03336333) is an international, randomized, open-label, phase 3 study of Cytopenia at baseline,” n (%) 102 (42.3) 109 (45.8) _ 100~ — Bleeding (any grade) 45.0% vs 11.0%: bleeding (grade >3): 3.8% vs 1.8%

zanubrutinib compared with B+R treatment for patients with previously untreated CLL/SLL = : iy _ - : o 0 : : : : .. o

P P P Y o 5 90- Hypertension (any grade): 14.2% vs 10.6% . In this global registrational trial, zanubrutinib demonstrated statistically

Eligible patients had received no prior systemic treatment for CLL/SLL, met International Workshop STLEEE] ISR e, AN () PRslses (eeia) Pzl (e S Infecti ( de): 62.1% vs 55.9%,; infecti (grade >3): 16.3% vs 18.9%

’ ! 80 1 — [nfections {any grade). ©2.17% Vs 99.9%, INTECLONS (grade =3). 16.57 VS 18.97% significant improvement in PFS compared with B+R as assessed by IRC
o
on CLL (iwCLL) criteria for treatment, and were unsuitable for treatment with fludarabine, & 7 Neutropenia (any grade): 15.8% vs 56.8%: neutropenia (grade 33): 117% vs 511% g P P y
. N . . . o — - - : 15. .070; >3): 1. . S : : : :
cyclophosphamide, and rituximab (ie, 65 years of age, Cumulative lliness Rating Scale score >6, del(11q), n (%) 43 (17.8) 46 (19.3) S P yd 6 6 P g 6 b . Superiority was also observed in PFS by investigator assessment and in
.. . . : : . . . : = 60 - . .
<
\fvrifi?itrllnggg ;;ese?[r;l;ceearszo mL/min, and/or history of previous severe infection or multiple infections oSy s N G 15232 6.5 13293 5.9 ‘% o | — zanuentn, wmutted Gy Table 2. Adverse Event Summary ORR by both IRC and investigator assessments
mutation, n ° - : | —— B+R, unmutated IGHV e : 1 Filvrillati
3 | e « Zanubrutinib was generally well tolerated, with low rates of atrial fibrillation
. - o 1 o 0.24 (95% Cl. 0.13-0.43): P<. | Zanubrutinib B+R y )
¢ COhOrt aSSIgnment was based on Centra”y_verlﬂed de|(17p) status °Patients with SLL had Binet stage calculated as if they had CLL. "Defined as having anemia (hemoglobin <110 g/L) or thrombocytopenia u,- 40 Hazard ratio: 0.24 (99 015049 P=001 o . Event. n (%) (n_240a) (n_227a) Th h . I I f o . . h f I
. . . . . o . atelets <100x10%/L) or neutropenia (absolute neutrophil count <1.5x10%L). B+R, bendamustine + rituximab; chronic lymphocytic leukemia; de chromosome C - . ’ — — o

e In Cohort 1, StUdy patlents without de|(17p) were randomized to receive either zanubrutinib ﬁjpelzlétilor:; E(1:OC§)G1ISS/,LI;astern Eozpera’iivbe OII’]ZZO|09thI‘I2)TJ|ID perf;rrlgnlce) gt;tES;RI,QbR, i:terqu;rtile ratlge; IG%\?,IE;Le,nQ encocljxgngp?he?;mlungglobtll?n Irgzg\)/y :hain variabll1?egion; O 30 — Zanubrutinib, mutated IGHV es€ data Supportt = pOtentla Utl Ity O ZanUertlnlb 1l t = ront L=

160 mg twice daily until progressive disease or unacceptable toxicity or bendamustine 90 mg/m? >LL, small lymphocytic lymphoma; TP53, gene encoding tumor protein ps3. § 204 — BfR mutated IGHV Any AE 224 (93.3) 218 (96.0) management of patients with previously untreated CLL/SLL

. . — H d ratio: 0.67 (95% CI, 0.36-1.22); P=.186
(days 1and 2) + rituximab (375 mg/m? for cycle 1, then 500 mg/m? for cycles 2-6) for 6 cycles of . . o . . 2D - zard rafio: 0.67 ) Grade 23 AE 126 (52.5) 181(79.7)
58-davs each o At median follow-up time of 26.2 months, PFS was significantly prolonged with zanubrutinib DE_ + Censored :
- yd o o - uded - 65 V1 Binot S C ve A/ treatment vs B+R by IRC assessment (HR 0.42; 95% Cl 0.28-0.63; 2-sided P<.0001; Figure 1A) 0 | . | . | , . . | . | Serious AE 88 (36.7) 13 (49.8) REFERENCES

— <
. an omlzatlon. strati ICatIOI'.] actors include ag? ( yvs = y)’ Inet Stage ( VS )’ — Similar PFS was observed by invegtigator assessment (HR 0.42; 95% CI 0.27-0.66; 0 3 6 9 12 15 18 21 24 27 30 33 Fatal AE 11 (4.6) (4 ) 1. Zelenetz AD, et al. J Natl Compr Canc Netw. 2015;13:326-362. 6.Tam CS, et al. Blood. 2020;146:2038-2050.
|mmun0g|ObU|ln heavy chain gene (IGHV) mutational status (mUtated VS UnmUtated), and 2-sided P=.0001 _ _ Months . . 2.Scheffold A and Stilgenbauer S. Curr Oncol Rep. 2020;22:16. 7. Hillmen P, et al. EHA 2021. Abstract LB1900.
geographic regiOn (North America VS Europe VS ASia-PaCiﬁC) -Slde o ) No. of p_at_ler_‘ts at risk AE Ieadlng tO dose redUCtlon 18 (75) (37 ) 3. Estupifidn HY, et al. Front Cell Dev Biol. 2021;9:630942. 8.Tam CS, et al. Haematologica. 2020;106:2354-2363.

: . Zanubrutinib - Unmutated 125 121 117 114 113 112 109 104 68 44 14 6 - - - 4.Guo Y, et al. J Med Chem. 2019:62:7923-7940. 9. Brown JR, et al. Blood. 2020;136(suppl 1):11-12.
. Patients with del(17p) were assigned to Cohort 2 and received zanubrutinib monotherapy — Estimated 24-month PFS by IRC assessment for zanubrutinib vs B+R was B+R-Unmutated 121 110 106 100 9 8 73 65 39 25 6 1 AE leading to dose interruption/delay 11 (46.3) 154 (67.8) 5. Tam CS, et al. Blood, 2019;134:851-859.
85.5% vs 69.5%, respectively Zanubrutinib - Mutated 109 109 106 104 103 97 94 88 53 33 15 10 . : : :
» The primary endpoint was progression-free survival (PFS) in Cohort 1 as assessed by independent - : : : B+R - Mutated 110 101 08 94 91 88 86 80 47 27 14 7 AE leading to discontinuation 20 (8.3) 31(13.7) CORRESPONDENCE

reVieW Committee (lRC) er mOdlfled IWCLL Criteria for CLL and LU ano Criteria for SLL ¢ ZanUertlnlb treatment beneflt was Observed acCross patlent SUbgrOUpS deflned by age’ aSafety 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. AE, adverse event; had afredhutch
Th . ¢ PES het the 2 i1 Cohort 1 . 9 g | < test stratified Binet Stage, bUIky disease, and del(11q) status (Figure 1B) and for patients with unmutated IGHV B+R, bendamustine + rituximab; IGHV, gene encoding the immunoglobulin heavy chain variable region; IRC, independent review committee. B+R, bendamustine + rituximab. AC K N OW LqE D G M E N TS

— hecomparison o ctween the 2 arms In Lonhort 1was based on a log-rank test stratifie (HR 0.24; 2-sided P<.0001), but not for mutated IGHV (HR 0.67; 2-sided P=1858:; Figure 1C) . i +R- : :
by the randomlzatlon Stratlflcatlon faCtorS Of age: Blnet Stage’ and IGHV mUtatlonaI Status; For ZanUertlnlb VS B RO o) o o Table 3. Common Adverse Events (212% Of Patlents In Any Arm) x:\e/\\llzsl\?vgtfdtﬁk:]?c:]Tht::ks\llzjwﬁr?a:ﬂl‘?;nn\ii:i::)arrsl IT/IItaer;uga:)IZ\r/tei:?f;jvT/:w:pKiCJvae:lr:/atrzeIlzojl;ugefr::gfc\)(::a;t;jsa;[;lgt;n;::Z:(L:éayko for their contributions to biomarker analysis, operational support, and data analysis
hazard ratiOS (HRS) and 2_Sided 95% Confidence intervals (CIS) Were estimated from a Stratified Figure 1A PFS per IRC Assessment - ORR by IRC Was 94.6/0 VS 85.3/0 and Complete response rate WaS 6.6/0 VS 15.1 /O Zanubrutinib B+R This study was sponsored by BeiGene. Editorial support was provided by Medical Expressions and was funded by BeiGene
Cox regression model — ORR by investigator assessment was 97.5% vs 88.7% (n=240%) (n=2277) DISCLOSURES

e Ke Secondar end Olnts InCIUded PFS b inveSti ator assessment’ Ovel’a” reS Onse rate ORR b —_— . - ° . i hKn;'h::nle?;rff;sru:ZE:/::rAAr:b\g:,fset:]aeznet:ZZ;A;Ziég::eecJaa;|'1Ssc;ue:dSBE::ZSE:nZh::T\ICz\jEStSi;B'Ifzifeednae,:oricsrle IT&?/re: i(:l::béglsrzzsz):z"::sl-;]rir:[f)j:;ii:\s, Ifl:gritigt:\i::im en, AstraZeneca, BeiGene, Janssen, Sanofi- Genzyme
. y . y p y . g p ( ) y E, 100 I EStImated 24 month OS WaS 94.3 /O VS 94.6/0 (Flgure 2) AE, n (%) Any Grade Grade 23 Any Grade Grade 23 N.O\./artis, Takeda, Roche, éileag, TG Therapegtic,s; honora;ia from A,beie, Amger{ AétraZenec:a, BeiGe’ne, J'ar!,ssenx,lsznofi-éenzyme, Nov:artis, Takeda, Roc?he, Karyophar’m, G%K,,Gilead, Sando’z, Pfizer, 'I,'eva; merr,1ber of the bo;/rd <;f
InveStlgatOr and IRC assessments, Overa” SUFVIVal (OS), and Safety —— ° ° directors or of the advisory committee for Polish Myeloma Consortium, Next Generation Hematology Association.
o o . . . . % 90 ] Flgure 2. Overall SurVIvaI ContUSion 46 (19°2) O (O°O) 8 (35) O (O°O) ‘I:llvg:i::j\?izhciunnsii::gnirig::ss\\//ii:::ss:rr:ZZs:jcC::.?aerfseenne-’cciizglzjg;]es::reD:oblzprI;?Eb%)iiez,yl\r/]:eer,cl:,cgiel,_i.ljlin j;jn I;:Ineci:::r’i:?rzhnf’:ljs\e/?j,J-;iszr;ir—zl?lil;tkr::émber of the board of directors or of the advisory committee for AbbVie, AstraZeneca;
e One pre-specified interim analysis was planned at approximately 86 events o . 100 U ; 1 (177 > (0.8) 27 (11.9) > (0.9) o o o e oo Ciloe. s
O 80 - ; — — : . er respiratory tract infection : , , , A®: research funding from BeiGene, Gilead.
° Efflca Cy analyses were |ntent|on-t0-treat E 90 ' L ' m R ; pp p. y LL: research fundinggf.rom Roche, AbbVie; honoraria from AbbVie, Roche, BeiGene, Janssen, AstraZeneca.
: H ‘_5 70 N | NGUtropenlab 37 (15°4) 27 (11°3) 129 (56'8) 116 (51'1) :‘g':ccj:ssjlltt::ttf:)rrABbe;(\B/ie:eA:Q:anr:;eca Janssen, Roche; research funding from AbbVie, AstraZeneca, BeiGene, Gilead, Janssen, Pharmacyclics, Roche, Sandoz, Takeda; honoraria from AbbVie, AstraZeneca, Celgene, CSL Behrin
o Adverse events (AEs) were assessed and graded per the National Cancer Institute Common > 2  apd Diarrh 33 (13.8 0 (0.0 30 (13.2 4018 Gilead. Janssen, Merck, Roche, Takeda, ’ | | R e | R .
Terminology Criteria for Adverse Events (NCI-CTCAE) v4.03 and the Grading Scale for Hematologic z 60 - larrhea (13.8) (©.0) (13.2) (1.8) e ez vt A 1,
Toxicities in CLL Studies o 50- S Arthralgia 32 (13.3) 2 (0.8) 20 (8.8) 1(0.4) commitiee for Celgene, Novarts, Roche, BMS, Takedia, Abbvic, Actrazenoca, Janssen, MSD Merck, Gileac, Bailch Sankyo. Sanof; avel foes ffom Roehe, Amgen Janssen. AstraZeneca: Novarti, MSD, Celgens, Gilesd, BVIS, ADDVIe,
@ E 60 B 1 Eﬂi‘lﬁ?ﬂ?:‘;ﬁ:ﬂam for Janssen, Gilead Sciences, Takeda, Bristol Myers Squibb, Amgen, AbbVie, Roche, MorphoSys, Incyte, Novartis; honoraria from Janssen, Gilead Sciences, Bristol-Myers Squibb, Amgen, AbbVie, Roche, AstraZeneca
R E S U LT S E 40 N 24-mo PFS f_U 50 | Fatlgue 28 (11'7) 3 (1°3) 6 (15'9) 2 (O ) %igo::sié/r?;:glc:ﬁ;,eIlf’so;tgiII?b,bTaé)e’coI:él\jc;\llqasrst:r;]n;in;\k;;eer.ofthe board of directors é)r ofthe’advisory’ commi,ttee forJans’sen, Ta'keda, Roc’he, Bristol Myers Squibb: AbbVie, Portolla’, MorphoSys, Incyte, l\iovartis; 1cravel feés from’GiIead, ’
g 30 ] — ZanUertInlb 855% (95% CI, 801_896) 'g 40 g Rash 26 (10.8) O (0.0) 44 (19.4) 6 (2 6) E::g?;;i;zﬁlt;nTtéoTrﬁg\;;eljtii?ﬁgiﬂ}Z:%Trigmiéz,zfizer’ TG Therapeutics, Verastem; research funding from AbbVie, ArQule, Ascentage, AstraZeneca, BeiGene, DTRM, Genetech, Juno/Celgene/BMS, LOXO, MEI Pharma, Novartis,
» From October 31, 2017 to July 22, 2019, 479 patients without del(17p) were randomized to receive @ 204 4 ok 09.5% (95% Cl, 62.4-75.5) . N Constipation 24 (10.0) 1(0.4) 3 (18.9) 0 (0.0) . ol o e ez Sefene, oy Tieripcs,Sennich, Gl St rect PPt Hatier Mo, ke s Jrsen Anhecpeie e P, Moy s
zanubrutinib (n=241) and B+R (n=238 Qo © T £anubrutin Sioscionces, mcyte, Infiny Prarmaceutcals, Janssen, Juno Therapeutics, Karyopharm Therapeutcs, Kie Pharma, Loxo, Merck, Morohosys, Novarts, Pizer Pharmacyclic, Porals Pharmaceuticals, Rhizen Pharmaceutials, Roche, Seatie
( ) ( | ) . | . o . a 10 — Hazard ratlo 042 (95% CI, 027—063), 2-S|ded P<OOO1 d>J 20 | T B+R Nausea 24 (100) O (0.0) 74 (32.6) 3 (1 3) s\el?re(;clsc:;rTCahkfeudnac,liIZVZ;;GJ;::Laezeéit;;:;,;r;l:_n:z Therapeutics, Triphase Research & Development Corp., Unum Therapeutics, Verastem; all payments made to Sarah Cannon Research Institute.
) At the data CutOff, 206/240 pa'“ents from COhort 1 were Cont|nU|ng to recejve ZanUbrut|n|b; IN g O | I | I | I | I | I | I | I (@) 10 Censored Pyl‘eXia 17 (7.1) O (0.0) 60 (26.4) 8 (3 5) i:z):/iciylslsl;l;acr;tr;céri?tasz\;ieiéc_l_ei:;argﬂsgﬁiineca, BeiGene, Bristol Myers Squibb/Juno/Celgene, Catapult, Eli Lilly, Genentech/Roche, Janssen, MEI Pharma, Morphosys AG, Nextcea, Novartis, Pfizer, Rigel; research funding from Gilead,
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