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INTRODUCTION RESULTS

* Bruton tyrosine kinase inhibitor (BTKi) therapy is effective in several B-cell * Patient demographics and baseline characteristics are described in Table 1 Figure 2. Recurrence of Ibrutinib Intolerance Events on Zanubrutinib? Table 3. Safety Summary Table 5. Efficacy by Investigator Assessment in Patients With >90-Day
malignancies; however, its use is limited by adverse events (AEs) leading to Studv Duration
discontinuation in some patients, which tend to occur early in treatment™ Table 1. Patient Demographics and Baseline Characteristics Fatigue Cohort 1 Cohort 2 udy buratio
(o) =
e Zanubrutinib, a BTKi approved for the treatment of mantle cell ymphoma (MCL) Cohort 1 Cohort 2 Hypertension alisgety, w7 =) Cohort 1 Cohort 2
and in development for other malignancies, is optimized for BTK selectivity and Characteristics (N=57) (n=7) Arthralgia Patients with at least 1 AE 45 (78.9) 7 (100) 52 (81.3) Response? (n=41) (n=7)
occupancy
| | S | | Indication, n (%) @ Rash Grade >3 11(19.3) 3(42.9) 14 (21.9) DCR [SD or better], n (%) 37 (90.2) 6 (85.7) 43 (89.6)
e |n the ASPEN trial comparing zanubrutinib to ibrutinib in patients with = Atrial fibrillation Serious AE 3 (5.3)° 2 (28.6)° 5 (7.8)
Waldenstrom macroglobulinemia, zanubrutinib showed lower rates of AEs CLL 38 (66.7) 4 (571) 42 (65.6) > Stomatitis ' ’ ' ORR [better than SD], n (%) 21(51.2) 3(42.9) 24 (50.0)
leading to death (1% vs 4.1%), discontinuation (4% vs 9.2%), dose reduction AE leading to treatment discontinuation 3 (5.3)° O (0) 3(4.7)
(13.9% vs 23.5%), and dose holds (46.5% vs 56.1%) and a lower rate of atrial WM 2 (15.8) 1(14.3) 10 (156 § nemorrhage . . . BOR, n (%)
N DA s ' ' ~ Muscle spasms AE leading to dose interruption 11 (19.3) 4 (571) 15 (23.4)
fibrillation/flutter (2% vs 15.3%) SLL 6 (10.5) 0 (0) 6 (9.4) i Headache CR 1(2.4) 0 (0) 1(21)
: : : MCL 2 (3 10143 3 (4.7 o) . AE leading to dose reduction 2 (3.5) 1(14.3) 3(4.7) ' '
e BGB-3111-215 is a phase 2, multicenter, US, single-arm, open-label study of the (3.5) (14.3) (4.7) £ Myalgia
safety and efficacy of zanubrutinib in ibrutinib- and/or acalabrutinib-intolerant MZL 2 (3.5) 1(14.3) 3(47) ‘5 Constipation AE leading to death 1(1.8)c 0 (0) 1(1.6) VGPR 2 (4.9) 0 (0) 2 (4.2)
patients with previously treated B-cell malignancies (Figure 1) : C Diarrhea B Did not recur Data cutoff: 01 Mar 21. PR 14 (34.) 2 (28.6) 16 (33.3)
Age, median (range), y 71(49-91) 71(65-76) 71(49-91) =] AE, adverse event. | | ‘ ‘ '
E Nausea [ ] Recurred at a |Ower grade le::)allla’].lln jaw igrade.2),(COS/ID3-19 pdneun:onlat(gride 5|), aner|1|1|a (gradde3)2).COVID 19 (grade 3
O B J E C T I V E S Male’ n (%) 30 (526) 5 (714) 35 (547) e ALT increased Recurred at same grade CPgnille(ebleesd (ngridI: 29)1, ?10eVII)3?19 pgnaesunfsnia?(lglrsazae 5)(,)inecraez(ags:d (Zlar;ine ami%otrgnasfeeras)‘e and aspartate transaminase (grade 3). PR_L 4 (98) 1 (143) 5 (104)
. dCOVID-19 pneumonia.
ECOG PS 0, n (%) 33 (57.9) 4 (571) 37 (57.8) ASNT '”t”ease,d Stable disease 16 (39.0) 3 (42.9) 19 (39.6)
e Primary objective: To evaluate the safety of zanubrutinib in patients intolerant : eutropenia
Loy o , = No. of prior thera - : Table 4. Adverse Events .
to ibrutinib and/or acalabrutinib treatment compared with their ibrutinib and/or regimeis media:{range) 1(1-12) 3 (2-5) 2 (1-12) Pain in extremity Progressive disease 1(2.4) 1(14.3) 2(4.2)
acalabrutinib intolerance as assessed by the recurrence and the change in ’ Dizziness All Grade Not evaluable® 1(2.4) 0 (0) 121
severity of AEs Prior BTKi, n (%) Insomnia | Most Common AEs in 5% of Patients, n (%) (N=64) ' '
e Secondary objectivezz Tg evaluate the efficacy of zanubrutinib with rdezpect to Ibrutinib monotherapy 50 (87.7) 5 (71.4)° 55 (85.9) 0 1I é é ZIL ;3 é } é é ’IIO 1'1 1'2 1'3 Contusion 1(17.2) 0 (0) Not done* 2 (4.9) 0 (0) 2 (4.2)
investigator-assessed objective response rate, investigator-assessed disease Ibrutinib combination N . i i
) . ) . ) umber of patients . _ _ _
control rate, and investigator-assessed progression-free survival and with therapy 8 (14,0)b 0 (0) 8 (12.5) P Fatigue 11(17.2) O (0) Time to BOR, median (range), wk 23.6 (11-49) 12.4 (12-26) 12.4 (11-49)
respect to patient-reported outcomes Mvalaia 10 (15.6 0 (O Data cutoff: 01 Mar 21. , _ , , . , . - o
Acalaertinib mOnOthera py NA 7 (100) 7 (109) 25;?;';;?;2?ml\i/lnaortf;'nsferase; AST sspartate bamsaminase y g ( . ) ( ) ?Eﬁh?sztyogiga{;zisgln;zes,plzaséid|:e:se c:)ntrol rate; CdR, cc;mplite rfesponse, ORR, overall retsponse rate; PR, partial response; PR-L, PR with lymphocytosis; SD, stable disease;
. . ?Intolerance events occurring in 22 patients or recurring in 21 patient shown here. Neutrophil count decreased/neutropenia 9 (141) 7 (109) ) IS€ase parameters performed at study entry were used as baseline for response assessment.
T|me on most recent pnor IgM values were not measured for Waldenstrom macroglobulinemia patient.
M E T H O D S . . 97 (11_737) 21 (05-268) 92 (05-737) T °One patient withdrew from study before first assessment timepoint because of syncope; 1 patient died from COVID-19 pneumonia before first response assessment.
BTKi, median (range), mo e 86/115 ibrutinib intolerance events (75%) did not recur Dizziness 7(10.9) 0 (0)
Figure 1 Study Design On-study zanubrutinib dosing regimen, n (%) — Of the 29 recurrent ibrutinib intolerance events, 26 (90%) recurred at a lower severity, and Cough 6 (9.4) 0 (0)
’ : 3 (10%) at the same severity (Figure 2)
160 mg bid 35 (61.4) 5 (71.4) 40 (62.5) Diarrhes 6 (9.4 1016} CONCLUSIONS
320 mg qd 22 (38.6 2 (28.6 24 (37.5 . . . . .
Previously treated 9 B9 LS E73) Figure 3. Recurrence of Acalabrutinib Intolerance Events on Epistaxis 5 (7.8) 0 (0)
Data cutoff: 01 Mar 21. e o . . .. .. .
CLL/SLL, WM, MCL, BTKi, Bruton tyrosine kinase inhibitor; bid, twice daily; CLL, chronic lymphocytic leukemia; ECOG PS, Eastern Cooperative Oncology Group N ZanUertlnlba Pain in extremity 5 (78) 0 (O) e |Intolerable AEs expenenced on ibrutinib or acalabrutinib were un“kely to
- MZL .ntole ant to performance status; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma; NA, not applicable; qd, once daily; SLL, small lymphocytic leukemia;
r | r WM, Waldenstrém macroglobulinemia. : i
?Five patients had bo rior ibrutinib and acalabrutini erapies i recur Wlth ZanUertlnlb
pl‘iOI‘ BTKi Treatment bgne I;afcieni r2c:i\t/3edthibprutinig c;mtt))inat(ijon tr:e?ap; ffllglvedpby i.brutinib monotherapy. 43 Hyperten5|0n 4 (63) 1 (16)
Comort 1 until PD, ,-g g Arthralgi TN B Did not recur Muscle spasms 4 (6.3) 0 (0) — 75% (86/115) of ibrutinib intolerance events and 75% (9/12) of acalabrutinib
: onort = : Zanubrutinib unacceptable e At data cutoff, 7 patients had discontinued treatment, and 2 had discontinued the =l J intolerance events did not recur with zanubrutinib
intolerantto Ibrutinib Screening 160 mg bid toxicity. study (Table 2) 2 O " Recurred at a lower grade Nausea 4(6.3) 0 (0)
(n=50) at o treatment consent | | | N | < £ Myalgia P Recurred at same grade Pruritus 4.(6.3) 0 (0) — Of the intolerance events that recurred, 90% (26/29) of ibrutinib
<14 days 320 mg qd withdrawal e QOverall, 3 patients d|§cqntlnued zanubrutinib due to AEs, none of which were due o intolerance events and 33% (1/3) of acalabrutinib intolerance events
Cohort 2: ’ to a recurrence of prior intolerance event <9 | | | | Rash 4 (6.3) 0 (0) , o , . o
intolerant to or study c 0 1 2 3 recurred at a lower severity; 10% (3/29) of ibrutinib and 67% (2/3) of
. . termination . . . Number of patients Data cutoff: 01 Mar 21. .. .
a::::b;:;g:obr :’:ic:?s Table 2. Patient Disposition P AE, adverse event acalabrchJtmlb Evehnts occurred at the same severity, and no events
. . recurred at a higher severit
and ibrutinib Cohort 1 Cohort 2 Data cutoff: 01 Mar 21. e 81.3% of all patients experienced at least 1 AE (Table 3) 9 y
. 3Intolerance events occurring in >2 patients shown here. _ o < 0 C
(n=40 [min 20]) (nN=57) (n=7) e The most common grade >3 AE was neutropenia/neutrophil count decrease (n=7 [10.9%]; Table 4) Z.O reCl’.IrrenFe of a prior intolerance event led to zanubrutinib
. . . 3/5 patients intolerant to both ibrutinib and acalabrutinib experienced recurrence of their Iscontinuation
Patients discontinued from ° : - : o
Pt o 7(12.3 00 7(10.9) acalabrutinib event (Figure 3 " Bleeding events oecurred n 18 patients (281%
’ — Grade 1. 9% ini i o i Tal
Key Inclusion Criteria Dy 3 (5.3) 0 (0) 3 (47) e 2 patients had the same intolerance event on ibrutinib and acalabrutinib; neither event recurred — Grade 2: 4 (6.3%) ’ ZaHUert.m.Ib was tolerable, VYIth 539% ot pe:atlents. (57/64) remaln.ln.g on
' ' on zanubrutinib TemE e ° | | | - zanubrutinib, and 4.7% of patients (3/64) discontinued zanubrutinib due to
* |brutinib and acalabrutinib intolerance Progressive disease 2 (3.5) O (O) 2 (3.1) — Patient 1 had grade 2 pain in extremity on ibrutinib and acalabrutinib emergent after 7 days . Atrlal fibrillation/flutter oc.curred in 1 patient .(grac.Ie 2,. 1.6%); this was a recurrence Qf an ibrutinib AEs at the time of data cutoff
— Grade >2 nonhematologic toxicity for >7 days ST e 107y 0 (0) 101.6) and 3 days, respectively (on study for ~7 months) intolerance (grade 3). Patient was treated with digoxin and remains on zanubrutinib treatment o . o
G : - : ' ‘ . e L - . . . o o Zanubrutinib was effective; patient’s disease was controlled or responded
— Grade 23 nonhematologic toxicity for any duration Withdrawal by patient 117 0 (0) 1(16) — Patient 2 had atrial fibrillation on ibrutinib (grade 3) and acalabrutinib (grade 2) emergent e Infections occurred in 15 patients (23.4%) )
— Grade 3 neutropenia with infection or fever ' ' after 8 months and 20 months, respectively (on study for “6 months) — Grade 1:1(1.6%) to therapy
— Grade 4 hematologic toxicity that persists until BTKi therapy is discontinued E:g:'::;f:i‘;;ed on 50 (877) 7 (100) 57 (89.1) e 9/12 acalabrutinib intolerance events (75%) did not recur — Grade 2: 11 (17.2%) » These data suggest that zanubrutinib may provide a therapeutic option in
due to t.oxmlty S | o : : . — Of the 3 recurrent acalabrutinib intolerance events, 1(33%) recurred at a lower severity, and — Grade 3: 2 (3.1%; COVID-19 and gastroenteritis salmonella) patients intolerant to other BTK inhibitors across hematologic malignancies
— Resolution of BTKi toxicities to grade <1 or baseline before initiating Patients discontinued from 2 (3.5) 0 (0) 2 (31) 2 (67%) at the same severity — Grade 5: 1 (1.6%: COVID-19—related pneumonia)
zanubrutinib treatment study, n (% ' ' :
Y, n (%) e The disease control rate was 89.6% (Table 5)
e Additional acalabrutinib intolerance criteria Death 1(1.7)¢ 0 (0) 1(1.6) Recurrence Summary
— Grade 21 nonhematologic toxicity for >7 days Withdrawal by patient 1(1.7)° 0 (0) 1(1.6) e 75% of ibrutinib and acalabrutinib intolerance events did not recur on zanubrutinib
— Grade >1 nonhematologic toxicity of any duration with >3 recurrent episodes
. : I : Y Y : g Patients remaining on 55 (96.5 7 (100 62 (96.9 e No ibrutinib or acalabrutinib intolerance recurred at a higher grade on zanubrutinib R E F E R E N C E S D I S C LO S U R E S
_ Inablllty to use aCId_redUCIng agents or antlcoaQU|antS due to Current StUdy n (%) ( . ) ( ) ( . ) 1. Mato AR, et al. Haematologica. 2018;103:874. MS served asacqnsultant for AbbVie, Genente;h,AstraZeneca, Sou'ndBioIogics, Pharr.nacy.clics, Verastgm,A[?C Therapeutics, BgiGene, Cel!ectar, D-YC, XZ, Al, ACo have current employment and stock ownership at BeiGene.
BTKI use ’ ¢ A” grade 4 iﬂtOlerance events dld nOt recur on ZaHUertinib (neUtrOpenia [n:2]’ alanine ; jl_(aZdZ:SM' it alll.EB;—/|OAO;1&2§12;)13t4(5l:12111,52b5tr):4311. rBer::SeJtﬁjel\g{irssezgcur:t:‘ShIc\:llli(;énggi,/lIgta;rnhgerBaig,egtellcs,eLngaé?islzgfli/ln;ae,rsm;zEigitn;i,aéﬁzgg\c/ﬁc?%ﬁgzg,Olc(;eg;eesl”;tiE;wz,yxbet;\fire]?l%a'ltf\eBrg)pEZi;?cps?léi?é::g, E)? ::ssgj::g:::nn:gllggnr:ee;(t:’:BB;IC?::ee.and previous employment with AstraZeneca.
Zanubrutinib ex osure, H H — H . — ) E;nn:o o’ueo:. ot 4 - Abstrac ; raé AstraZeneca, and Sunesis. ' ' . . . JH has current employment, Ieadership, patents/stock_ownership, and travgl expen§es from BeiGen'e.
* Resolution of grade 1 BTKi toxicities to grade O or baseline before initiating median (ran ge),'fno 6.2 (0.6-16.6) 5 (3.2-87) 5.9 (0.6-16.6) aminotransferase increase [n=1}, aspartate transaminase increase [n=1) T eI R A Brston Myers Saulob an ecalved esearéh g e Pharmecyclice Genemecn, Celgone. Acona ranme, Glead Scences. soute Genetc, Fermers. e Therapeunce Jansion Juno Therapeunen. K P, Morahosse N Therapontcs,
ZanUertinib treatment ¢ MOSt (683% [28/41]) grade 3 intOIerance events dld nOt recur on ZanUertinib &(BYI:zrsacpjrl:tellif’eTnirlg;ﬁen:tZ?EZ?/?&University Medical Center and served as a consultant and received research funding from BeiGene. Izrr:::ngﬁl’:iccsa;IsR(;ilze;eScee?\tiil(raeesneee}::?f-:-Janlzlei:;’fIc?mTZEE\E)i?XCCSe,rtJan;g;rn:]aeri%eig:,czrgi{sffszé;r;igég?lI
Follow-up, median NA NA 6 (0.7-16.6) — Of the grade 3 intolerance events that recurred, all recurred at a lower severity ACKNOWLEDGMENTS s arenensiomeninrorso conersecitas v resacn e an ecenedeserc ning o s canor seseare SeGere Calrere Bescences Celoeie corsleton hmoceutedl Cu P Tnerspeics Fr
Key EXClUSion Criteria (range), mo ' _ ' ' ' JMB served as a consultant for Genentech/Roche, AbbVie, Seattle Genetics, Bayer, Adaptive Biotechnologies, Verastem, MorphoSys, Kura Oncology, Therapeutics, Karyopharm Therapeutics, Kite Pharma, Loxo, Merck, MorphoSys, Novartis, Pfizer, Pharmacyclics,
e 20 ibrutinib intolerance events and 7 acalabrutinib intolerance events occurred in 1 patient each We WOU'? like to thank the n;vestlgjtors, site support staff, and especially the i%i:'yme, BdeiGene, Kymlterai angl Novgrtizahnd ser\{ec]lcon trée speakzr;’ T)dure?uskfgr ﬁleattli Genetics and BeiGene. $9|?ola _;Ifrk:armacetgticaflls., ihizegPharmEch[J)ticaIT, Rochet,geattls Gen?_t;cs, Taketc.ja,Tevda,VTG Ttherapeutics,
Data cutoff: 01 Mar 21. I NI patients or. paricipaing In 1 stuc: i i szrsviur?esna g(r;nsz 8r'r?er?na reeiealze ncggora'nsaer:/oem a:);ecrc?nnsu ;)n S(;SrOCS rI: e(n):i:s.m en, Karyopharm; is on the speakers’ bureaus for P, BF, JM, EK, SSR | ar\lllz r?oseineseoarcisc oseeve OPIET oI, I TRETApEHtes, sne Temeren
[ Disease progreSSion during any BTKl treatment !\XAE n|0t pr;iial?jlg. ti ti penile bleed, COVID-19 p . di d alani inot f d aspartate t . and dld nOt recur on ZaHUertlnlb \;\:}ilv;cr);li[[dslgzey’;? t&;n:)?:lhber;fiz;rr?sﬂ;x?;l;lr:;uémljsld, MD: Joseph Potz, MD: IJ-lapr‘mYsshen,AstraZtenecpa:, éeiG;net,-ll-(aryogharrrI],,gb‘ﬁgen,adnd Takeda; :Lceﬁiedéegeazrch fuﬁé?nggfrothJaynsggn an,d Bei(;[Znezndktrave?expensfes from R BF, ML BIG SSR ihing to discl .
) aSieianI; re(; OIiC(?: mgarl:: nV:jr:e a penlie pleed, - neumonia, and increased alanine aminotransrerase and aspartate transaminase. . o . . . . . . . . < Stud wae s’ onsore S — Or-Was ovide Janssen, AstraZeneca, BeiGeng, Kary(?pharm, and Amgen; and hqlds stock in Epizyme, and Karyppharm.
CLL, chron'ic Iymphocytic. Ieuk.emia; !oid, twice dai_ly;' BTKi, Bruton tyrosine.kinase inhibi'tor; MCL, mantleﬂcell Iymphoma;‘MZL_, marginal zone CIEa‘:ien;[ witthdrer\)/v frimgsiudty a:ter g?ade 3 syncope related to diabetes. ¢ 2 ||:.)|’Ut|n|b Int0|era.n(.:e events, dlZZ|neSS .and InSOmnla, OCCL.IrrIng N 1 p.atlent eaCh’ recurred ;?o C;n?;ctionsf)LLC an;I f?idBedGby Belizgetne. seeper proveeasy ihg,Tsir;uzr;:[cg,merli:’E/OT:Ar;:evr\lsltgglﬂci)tgﬁaEﬁa[?CSeerrc?rﬁ)g,CISae“as’:’j’erééilgﬁgstzsneda\r;gsﬂ:)rlﬂgg;:)OergkBefls(’;tigree,Jj:?graéglzzenlt,e::{gl\gi,rzlf’;f;irrtoabli:nhc?:qa, Copies of this poster obtained through Quick Response (QR) Code are for personal use only and may not be
lymphoma; PD, progressive disease; qd, once daily; SLL, small lymphocytic lymphoma; WM, Waldenstrém macroglobulinemia. ‘Death due to COVID-19 pneumonia. Wh||e on Zanubrut|n|b at the same Seven‘ty and |Ower Seventy’ res peCt|Ve|y Contact mshadman@fredhutch.org THG has current employment with Genesis Care LTD. reproduced without permission from iwCLL® and the author of this poster.
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