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ZANUBRUTINIB MONOTHERAPY IN PATIENTS WITH RELAPSED OR REFRACTORY
CHRONIC LYMPHOCYTIC LEUKEMIA: 34-MONTH FOLLOW-UP RESULTS
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INTRODUCTION RESULTS (CONTINUED) CONCLUSIONS

- Zanubrutinib, a highly selective, potent, and irreversible Bruton tyrosine kinase (BTK)  Patient and disease characteristics are described in Table 1 « ORR was generally consistent across all subgroups analyzed, including patients with high-risk  After 34 months of follow-up, safety data are consistent with those previously R | +h | foll
iInhibitor, was designed to r.naxi.mize18TK occupancy and minimize off-target inhibition cytogenetics (Figure 4) reported (Table 3-4, Figure 6) ’ eSL! ts with longer tollow-up
of TEC, ITK.’ and EGFR-family kinase | | Table 1. Patient and Disease Characteristics — Patients with del(17p) and/or TP53 mutation and del(11g) achieved high response rates of 91% Table 3. Safety S continue t.O show a dgeper

« Zanubrutinib has been approved for the treatment of adult patients with relapsed/ : . e 95% Cl, 70.8%-98.9%) and 100% (95%Cl, 83.2%-100%), respectively able 3. Sarety Summary response in more patients,

Baseline Characteristics
refractory (R/R) chronic lymphocytic leukemia/small lymphocytic lymphoma (CLL/SLL) in : Event. n (% ey including those patients with
China and for R/R mantle cell lymphoma in both China and the United States Median age (range), years 61(35-87) Figure 4. Subgroup Efficacy Analysis vent, n (%) i olonaed Ivmbphocvtosis at
(o

. The previous results of this study reported that zanubrutinib is highly active in Male, n (%) — 6326(27'21) Subgroup Response/Patients  Overall Response Rate (95% Cl) (%)’ Any AE 91 (100) P 9ealy p YEOSH
R/R CLL/SLL, with a well-tolerated safety profile2 Advanced stage,o n (%) (69.2) . Grade >3 AE 76 (83.5) a data cutoff with a median

£ 34 ol . q Prior therapy, n (%) All patients 80/91 87.9 (79.40-93.81) 15-month follow-up

» Here, we present the long-term results of a 34-month follow-up of this study Alkylator (including bendamustine) 68 (74.7) Age groun <65 54/60 e 900 (79.49-96.24) Serious AE 47 (51.6)

M E T H O D S Purine analog 52 (571) i?j years 7226//2:;3; | | o. .= 883‘»7.98 ((6;2.317;99349593) AEs leading to death? 6 (6.6) . Deep and durable responses

h/?:dtI;iDl'nzL?nfsélfgﬁ grior lines of therapy (range), n 5? ((15 253) Cancer type SLL 8/9 = 88.9 (51.75-99.72) AEs leading to treatment discontinuation 14 (15.4) were aChle\{ed N f3|| patlgnt

. BGB—311’I?2005 IS a Slngle—.arm, .mul.tlcent.er, pha.SG 2 study (N?TO3206918) of Refractory to last therapy, n (%) : 72 (791 Refractory to last Yes 63/72 o 87.5 (77.59-94.12) AE leading to dose interruption 42 (46.2) subgroups, including patients
zanubrutinib conducted in China in patients with R/R CLL (Figure 1) y Py, N {76 : systemic therapy No 17/19 ¢ 89.5 (66.86-98.70) with high-risk cytogenetics

- - . . ECOG PS 1/2, n (%) 49 (53.8) Mutated  20/23 : o 870 (66.41-97.22) AE leading to dose reduction 8 (8.8) 9 ytog

» Primary endpoint: Overall response rate (ORR) assessed by |nd§pehder;t review Beta-2 microglobulin >3.5 mg/L, n (%) 68 (74.7) :‘I(’I:lLII_’!?a/tional status Unmutated  45/51 —e—  88.2(7613-95.56) AE, adverse event. - ORRs of 100% were
Comm|ttee (IRC) aCCC)4rd|ng ‘tO Interna“onal WOFkShOp On CLL gL“de“neS Or the Lugano Molecular riSk, n (%) NAb 15/17 L . I 882 (6356'9854) *Pneumonia (n=2); 1 each with cardiopulmonary failure, brain herniation, and multiple organ dysfunction syndrome; 1 with cardiac failure, pneumonia, and respiratory failure. achieved in patients With
Classification for SLL TP53 mutation and/or 17p deletion 22 (24.2) %hr%mloi.ome Yes 15/17 o 88.2 (63.56-98.54) - Most adverse events in regard to lab abnormalities were low severity (grade 1-2) of del(11g) and 91% in patients

« Secondary endpoints: Duration of response and progression-free survival assessed IGHV unmutated 51(56.0) C:rofqoesl(()):qe $eos 23;1? ‘. 9833 2321867--99472298)) Common Terminology Criteria for Adverse Events (CTCAE) without clinical consequences . e © P
by IRC, and safety L deletlpn 20 (22.0) 139 deletion No 43/50 e 86.0 (73.26-9418 « Only 1 patient reported atrial fibrillation (grade 2) with del(17p) and/or TPS3

13q deletion 41 (45.1) 3 ( ) tati
: : — ' Chromosome Yes 20/20 ——e 100.0 (83.16-100.00) » Commonly reported treatment emergent adverse events leading to treatment e
Figure 1. Study Design risomy 12 21(23.1) 11q deletion No 60/71 —e— 84.5 (73.97-92.00) . : . . . .
CLL, chronic lymphocytic leukemia; ECOG PS, Eastern Cooperative Oncology Group performance status; IGHV, immunoglobulin heavy chain; SLL, small lymphocytic lymphoma. YeS 19/21 . . . 905 (6962—98 83) dISCOntInuathn lnC|Uded pneumonIa (n:4) and hepatItIS B (n:2) Y Data SuppOrt the tOlerablllty
Conflrmed dlagnOSIS Of CLL/SLL Wlth treatment II’IdICatIOﬂ *Percentages are based on number of CLL patients with Binet C and SLL patients with stage Ill and IV. TriSOmy 12 NO 61/70 : : o— ' 871 (76 99_93 95) Of |Ong_term Zanubrutinib
Aged >18 y, relapsed or refractory after >1 prior therapy . Overall response rate was 87.9% (Table 2) | B ositive 12/20 : o 900 (6830-9877) Figure 6. Most Common (220%) Treatment Emergent Adverse Events ot ¢ R/R CLL/SLL
. The median follow-up was 34 months (range, 0.8-41.4) P53 mutation Negative  62/71 — 87.3(77.30-94.04) O 10 20 30 40 50 60 70 80 90 reatment I ’
T Chromosome 17p ~ Yes 20/22 | e— 90.9(70.84-98.88) with no new safety signals
Zanubrutinib 160 mg PO bid until PD or intolerable toxicity Table 2. Efficacy deletion and/or TP53 mutation No 60/69 | | @  870(76.68-93.86) NeUtrOgQ(i:'rceiggg’é 49.5 identified
0 25 50 75 100 ' . .
Response N=91 CLL, chronic lymphocytic leukemia; IGHV, immunoglobulin heavy chain; SLL, small lymphocytic lymphoma. Upp?r retSDIfrat?ry 12.1 ® TWO_thIrdS Of patlents
ZTI:I/V:_SIi’?gdH\(;I;Z?aGtrI_oPnea?rst(;?ugsi?fg(r)?I:iediglfoevj/:wtgrzglsse.s: IGHV gene rearrangement undetected (3 patients); multiclonal IGHV gene rearrangement detected (13 patients); test failed (1 patient). ract Infection I 1+i
ORR by IRC, n (%) [95% ClI] 80 (87.9) [79.4-93.8] @ patencs) (3 patients test e pateny Slatelet count decreased were still benefiting from
Median TTR, months (range) 2.79 (2.6-16.8) « Prolonged lymphocytosis during treatment does not indicate a suboptimal PFS (Figure 5) ’ r continuous zanubrutinib
o ematuria :
Best response by IRC, n (%) , treatment at the time of data
. . . . CR 6 (6.6) Figure 5 Anemia
Discontinue due to PD Discontinue due to reason other than PD PR 63 (69.2) a. PFS by IRC cutoff
PR-L 11 (12.7) Pneumonia
SD 3(3.3 1991 T -
Safety follow-up visit Safety follow-up visit oD 3 53'3; 28 ) i — Pupura
(30 days after last dose) (30 days after last dose) Not evaluable? 5 (2'2) o 6758 _ T Hypokalemia REEERENCES
* (o) —
: Continue efficacy evaluations until PD Discontinued prior to first postbaseline assessment 3 (3.3) » 50 - . 1. Tam CS, et al. Blood. 2017;129:2224-2232.
S al follow-up every 3 months ’ ’
urviv W-Up every Survival fO”OW-Up every 3 months Estimated progression/death event-free rate at Ibl: §8 : Hyperglycemla 2. Xu W, et al. J Hematol Oncol. 2020;13:48.
24 months (95% Cl) (%) 80.5 (70.5-87.4) 20 - 95% Cl Cough 1. Cheson 85, ot o, Gl Oncol. 2014732:3055.3068
bid, twice daily; CLL, chronic lymphocytic leukemia; EOT, end of treatment; PO, orally; PD, progressive disease; SLL, small lymphocytic lymphoma. 36 mOI’IthS (950/0 CI) (O/O) 681 (56.6'772) 18 : + CenSOred Wh”:e bIOOd Ce”
DOR event-free rate at | | | | | | | | | | | | | | | | | | | | | | count decreased D I S C LO S U R E S
R E S U I_T S 24 months (95% ClI) (%) 83.4 (73.2-90.0) 0 2 4 6 8 101 14 16 18 2.0 22 24 26 28 30 32 34 36 38 40 42 Carbon dioxide increased M Grade 1-2 WX, SY, KZ, LP, ZL, JZ, SG, DZ, JH, RF, HH, TW and JL have nothing
36 months (95% CI) (%) 69.9 (570'796) No. of Patients at Risk Time After First Dose, months Diarrhea Grade 23 aJdiisggseemployee of and has equity ownership in BeiGene

. A total of 91 patients were included in this analysis (Figure 2) response with bmphocyoss SD, dtabls ciseese, TTR, e o rasponse, o PrOSSSSe CSCasET TR paS fesponser PR parie 01908884838362828281 817876767676 76 74 7372 72 706968 676666666464636362523230 1915 5 5 4 1.0 H1S an ambloye of, has a eadarship fole, ealty ownership in
. . . - Not evaluable’ was due to missing anatomy imaging of 2 patients. IRC, independent review committee; PFS, progression-free survival. . . pate.nts, ~nd has rece,ived travel expenses %roni] BeiGene )

Figure 2. Patient Disposition « Response to zanubrutinib increased and deepened over time (Figure 3) S Table 4. Adverse Events of Special Interest ‘SI\::NIslSaane;n;?gzgieo?gagdhgzszftq:r:z%ﬁﬂeézri]épelr?elaaenlgigi equity

: b. PF by Tumor Response All Grad Grade >3 ownership in BeiGene, Amgen, Nektar, lllumina, Annexon, Hutchison
Enrolled/safety population . . . raae rade - China MediTech
N_9y1p P Figure 3. Response to Zanubrutinib Over Time 188 1 4 — | | | Event, n (%) N=91
= N ‘_\_\_‘_‘I—\_ | | | I
! 50 e 80 - — . Anemia 36 (39.6) 10 (11.0) ACKNOWLEDGMENTS
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Efﬁcacy pOpUIGtIOﬂ d’ 70 220 : ] (If 28 — emorr age ( . ) ( . ) especially the patients for participating in this study
N=9' S 60 e T 20- omi Major hemorrhage 2(2.2) 1(1) T B e e, e support viasprovdec
§- i 50 : 38 : — CR/PR Hypertension 1 (']2']) 3 (33) Contact xuweil0000@hotmail.com
Off tque_z;crw ent o Y gg 18 - + Censored Infections 81(89.0) 42 (46.2)
. m (7)) I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I .
(PD, n:15, AE, n:14’ withdrew Consent’ n:’l, P decisign’ n:’]) 3 20 O 1234567 8910MN121314116 1718 192021222324252627282930 Neutropenla /1 (780) 46 (50 5) c fh b dJth h Ouick
7)) . . . opies of this poster obtained throu uic
g 10 55 33 6.6 Time After Cycle 13, Day 1, months Second primary mahgnanmesb 5 (55) 5 (55) Refponse (QR)pCode are forpersongl use
C | d O . . ) No. of Patients at RiSk . only qnq may noI‘ be reproduced without
OIMRIEE UEElmE! 9 months 15 months 34 months CR/PR 50 47 47 47 47 46 45 44 43 43 41 40 39 39 39 393938 38 373736302016 13 11 5 3 3 O Thrombocytopenia 48 (52.7) 15 (16.5) permission from WCLL® and the author of
n=60 Median Follow-up PR-L 17 17 17 17 17 17 17 17 17 17 17 177 77 6151515151515 1515 11 8 7 3 2 2 1 1 O AES!, adverse events of special interest, pOSIEr

*AESIs were summarized based on predefined categories and corresponding search criteria.

CR, complete response; IRC, independent review committee; PFS, progression-free survival; PR, partial response; PR-L, partial response with lymphocytosis. "Second primary malignancies were reported in 5 patients (2 gastric adenocarcinoma; 1 each of colon cancer, breast cancer, and rectal cancer).

AE, adverse event; PD, progressive disease; Pl, principal investigator CR, complete response; IRC, independent review committee; PR, partial response; PR-L, partial response with lymphocytosis.
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