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" BTK inhibitors have changed the therapeutic landscape for patients with Waldenstrom macroglobulinemia 20 SrsiQol 15 20, = In the ASPEN trial, treatment with zanubrutinib was associated with greater improvements in HRQoL vs
(WM) over the last decade and are considered preferred options for first and later lines of treatment’ ) T ibrutinib in patients with WM and MYD&8 mutations
~ lbrutinib, the f|rst—|.n—cl.as§ BTK inhibitor, hgs been.assoaated with off-target kmase |nh|p|t|on.tha2t3contr|butes : 15- : : 151 | | — In earlier cycles of treatment, clinically meaningful differences were observed in diarrhea and
to AEs such as atrial fibrillation and bleeding, which can lead to early treatment discontinuation+* that could = 246 T = nausea/vomiting in the ITT population and among patients who achieved VGPR by Cycle 25
negatively impact patients’ health-related quality of life (HRQol) 2 3 2 3 2 <+ B . . o . ' . ' o
S 10. S S 3 & 10 | E — In patients who achieved VGPR by Cycle 25, clinically meaningful differences in physical functioning
— Zanubrutinib is a potent and irreversible next-generation BTK inhibitor designed with improved selectivity E § E —$ § E § and fatigue were achieved in early-term treatment and continued to the end of treatment
for BTK to minimize off-target effects and toxicities? G 2 G t o B
- ASPEN (NCTO3053440 label i domized bh 3 studv of adul , th WM S 5. o 5 o 5 5. o = The improved HRQoL seen with zanubrutinib among patients who achieved VGPR by Cycle 25 is
com ar(ed outcomes as)s,cfc?ia?czzr:/:/i?h ezéﬁitﬁienrie\r;sr?;ruc’:ir:izetheF:aasein S;Eeztz vjit; \Bvﬁﬂ_)e(r;[is \l:vr'te 2 ’ qs’ = qé = ag’ = consistent with the shorter median time to VGPR in the zanubrutinib arm and suggests that when
P Py inp 9 % @ 0 2 disease is controlled to a similar extent, patients fare better in overall HRQoL when treated with
— Patients aged >18 years diagnosed with R/R WM or treatment-naive WM deemed unsuitable for 0 0 zanubrutinib vs ibrutinib
chemotherapy were included in the trial
, , o _ , , , L 4 ! 13 25 4 ! 13 25 4 ! 13 25 = Given the improved long-term safety of zanubrutinib vs ibrutinib and deep, early, durable responses in
— Patients with activating mutations in MYD88 (Cohort 1) were randomized 1:1to receive zanubrutinib 160 mg =9 Cycle = Cycle = Cycle patients in the ASPEN trial, the HRQoL results support the use of zanubrutinib as an effective option for
orally BID or ibrutinib 420 mg orally QD until disease progression or intolerance No. of patients No. of patients No. of patients BTK-inhibitor therapy in patients with WM
— Primary® and long-term analyses® demonstrated that zanubrutinib had an improved safety/tolerability ity e &7 & 7 2D 67 o g e cliutitlls 8y £y & 72
file vs ibrutinib and provides deep, early, and durable responses in patients with WM regardless of brutinib " " > > tbrutinib o o i * tbrutinib I " 9 o1 o a .
prf) ! P P, y’. P P 9 EMTD -2.35 -0.65 -2.37 1.07 EMTD -0.18 1.76 -2.80 0.53 EMTD -2.85 -1.81 1.53 3.05 EQ-5D-5L VAS — Descriptive Analysis
) -8.53, 3.84) (-6.10, 4.80 -7.58, 2.8 -7.11,4.9 % -5.37, 5.00) (-3.59, 7.11 -8.09, 2.48 -4.23, 5.29 % -10.36, 4.67) (-9.27, 5.6 -5.80, 8.86 -3.73, 9.83 . . . .
prior treatment or CXCR4 and MYD8S mutational statuses (95% Cl) i et Nt e (95% Cl) o tain | Pogiee o966 ooz (O5%Cl O e Pegasa e Gagn it = Forthe ITT (Table 1) and VGPR by Cycle 25 (Table 2) populations, mean change from baseline increased in the
= The current analysis, performed at the end of the study (last patient visit June 21, 2021), evaluated HRQoL EMTD, estimated mean treatment difference; GHS, global health status; LS, least squares; QoL, quality of life. zanubrutinib and ibrutinib arms through Cycle 13; improvements from baseline were consistently greater in the
exploratory endpoints among Cohort 1 patients for both the ITT population and for patients achieving a zanubrutinib arm

CR or VGPR by Cycle 25 Figure 3. LS Mean Change From Baseline in Symptom Scores (ITT Population)

Table 1. Mean (SD) Change From Baseline in EQ-5D-5L VAS (ITT Population)
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Figure 1. ASPEN Study Design (Cohort 1) ° 2 < Change from Change from
o 0 o O 0 o O 0 baseline?, baseline?,
» ! o 3 o 3 o 3 Mean (SD) mean (SD) Mean (SD) mean (SD)
Eligible Patients o E = S 3 :
« Histologic diagnosis of WM .‘:: < _‘:: 0 —— B _E: 0 | I T . < Baseline 61 64.9 (16.84) 62 68.4 (17.04)
- Meeling =1 criterion for SN L . Arm A: 2anubrutinib £ ,3 £ § £ ,3 Cycle 4 72 753 (15.48) 9.3 (16.82) 61 75.2 (15.85)  71(17.55)
treatment initiation” Patients with MYD88"YT WM 7 160 m : @ = ) 3 ) 3
- g BID until PD = _ £ £
+ If treatment naive®, must be N=201 (164 R/R) - 11 \ - i — | 5. ® 5. Cycle 7 82 76.4 (16.02)  10.5 (16.06) 73 77.4 (16.58) 8.7 (15.82)
s s Ul Ry Stratification Factors Arm B oputinid | ! Cycle 13 83 79.8 (14.09) 137 (14.66) 78 785 (17.95) 9.0 (17.90)
* CXCR4 status (CXCR4MYT vs CXCR4""/missing) : 1
R Number of prior lines of therapy (0 vs 1-3 vs >3) A ling) G0 Wil 110 4 7 13 o5 4 7 13 o5 4 7 13 25 Cycle 25 73 79.2 (14.87)  11.6 (15.98) 66 774 (16.35) 101 (16.44)
* No prior BTK inhibitors CIinicalTriaIs.gov: NCT03053440 -25 - Cycle -1 0 - Cycle -1 O - Cycle aAmong patients who also completed the questionnaire at baseline: zanubrutinib, n=53, 53, 49, and 45 and ibrutinib, n=50, 52, 53, and 45 at Cycles 4, 7, 13, and 25, respectively.
EU Clinical Trial Register: EUDRACT 2016-002980-33 . . .
aUp to 20% of the overall population No. of patients No. of patients No. of patients . . .
i o Zanubrutinib 87 87 83 73 Zanubrutinib 88 87 82 72 Zanubrutinib 87 87 83 73 Table 2. Mean (SD) Change From Baseline in EQ-5D-5L VAS (VGPR by Cycle 25 Population)
. : ant- : At Ibrutinib 71 71 70 61 Ibrutinib 70 70 69 59 Ibrutinib 71 71 70 61
HRQoL was assessed via patient-reported outcome (PRO) c!ata cgllected using the Eu;opean Organization E“';:_I')"' n " n 3 E“';I‘:_I')"' n n hod o2 EI\';IUTI'D"' i " o o _ Zanubrutinib (n=31) Ibrutinib (n=17)
for Research and Treatment of Cancer Quality of Life Questionnaire (EORTC QLQ-C30°) and the EuroQoL-5 (95% Cl) (-8.14, 4.62) (-5.52, 6.20) (-4.81,7.01) (-6.34, 6.24) (95% CI) (-12.62, -1.90)(-10.63, 0.84) (-8.67, 1.93) (-4.76, 5.91) (95% Cl) (-9.49, -1.66) (-1.62,3.21) (-3.85, 0.81) (-3.13, 2.47)
dimension-5 level visual analog scale (EQ-5D-5L VAS®) at baseline (Cycle 1, day 1), every 3 cycles up to Cycle 13, PEEET AR SR PR P=0082  P=0937 P=2115 P=.8319 P=0085  P=5153 P=.1996 P=8187 Change from Change from
and every 6 cycles until disease progression, death, or withdrawal of consent; 1 cycle constituted 28 days EMTD, estimated mean treatment difference; LS, least squares. baseline?, baseline®,
D it VS : df I d PRO Mean (SD) mean (SD) Mean (SD) mean (SD)
— Descriptive analysis was performed for all measure S . S : .
Figure 4. LS Mean Change From Baseline in GHS/QolL and Functional Scores (VGPR by Cycle 25 Population) Baseline 16 64.8 (1577) 19 65.8 (17.94)

= |n alignment with typical manifestations of disease and treatment-related AEs, key PRO endpoints included

global health status (GHS)/QoL, physical and role functioning, and symptoms of fatigue, diarrhea, and nausea/ 35, SlnlEr 20 Physical Functioning 30, Role Functioning ) Cycle 4 20 80.6 (14.43)  13.0(10.99) 14 69.9(18.83)  8.5(18.16)
vomiting, as measured by the EORTC QLQ-C30 ~ 30. — = 5 Cycle 7 28 793 (1310)  14.6 (1418) 16 69.8 (21.57)  8.8(18.90)
= A linear mixed model for repeated measures (MMRM) analysis assessed differences between treatment arms L\: L\: iy : Cycle 13 29 82.4 (13.52) 17.6 (14.07) 16 74.2 (19.88) 11.2(20.50)
for PRO endpoints at 4 key clinical cycles (Cycles 4, 7, 13, and 25), which were determined from regulatory = 2 S 20
_ The mOdel included repeated measurements Of PRO endeintS Up tO CyC|e 25 as the dependent Variable, E 15 § E 5 § -‘C% 15 | § 2Among patients who also completed the questionnaire at baseline: zanubrutinib n=15, 16, 16, and 15 and ibrutinib n=11, 11, 12, and 10 at Cycles 4, 7, 13, and 25, respectively.
with the baseline PRO score and treatment arm by time-point interaction as covariates; an unstructured o ' % o ' § ut 10.- —1 % REFERENCES
covariance matrix was used e 10 S o 3 o 3
o . . . . . . o £ g 0 € 5 1. NCCN Clinical Practice Guidelines in Oncology. Waldenstrém 5. Tam CS, et al. Blood. 2020;136(18):2038-50.
— A clinically meaningful treatment difference was defined as >5 points difference from baseline; descriptive N 5. " @ 7] Macroglobulinemia/Lymphoplasmacytic Lymphoma. V1.2023. 6. Dimopoulos M, et al. Hemasphere. 2022;6(Suppl):1048-9.
P-values were 2-sided and nominal 2. Gustine JN, et al. Am J Hematol. 2018;93(4):511-7. 7. Dimopoulos MA, et al. Blood. 2014;124(9):1404-11.
0 -3 0 - 3.Guo Y, et al. J Med Chem. 2019;62(17):7923-40. 8. Aaronson NK, et al. J Natl Cancer Inst. 1993;85(5):365-76.
| 1 } : 4. Tam CS, et al. Future Oncol. 2018;14(22):2229-37. 9. Herdman M, et al. Qual Life Res. 2011;20(10):1727-36.
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In the ITT population (zanubrutinib, n=102; Ibrutl.nlb, n, 99), baseline FIemographms and disease characteristics . Cycle . Cycle . Cycle AT: consulting, advisory, speakers’ bureau role with AbbVie, AstraZeneca, BeiGene, Janssen. CST: honoraria from AbbVie,
were balanced between arms, except more patients in the zanubrutinib arm were >75 years, had CXCR4 No. of patients No. of patients No. of patients BeiGene, Janssen. RGO: honoraria from AstraZeneca, BeiGene, Janssen-Cilag; consulting/advisory role with BeiGene, Janssen-Cilag.
mutations (by next-generation sequencing), and had hemoglobin levels <110 g/L%® Zanubrutinib 26 28 28 24 Zanubrutinib 26 28 28 25 Zanubrutinib 26 28 28 24 CB: honoraria from AbbVie, BeiGene, Celltrion, Gilead Sciences, Incyte, Janssen, MorphoSys, Novartis, Pfizer, Regeneron, Roche/
’ Ibrutinib 13 14 13 11 Ibrutinib 12 13 13 11 Ibrutinib 13 14 13 11 Genentech; consulting/advisory role with AbbVie, BeiGene, Celltrion, Gilead Sciences, Incyte, Janssen, MorphoSys, Novartis, Pfizer,
= More patients (>10% difference) in the ibrutinib vs zanubrutinib arm experienced the following AEs (by PT): 463 9.39 130 3.79 416 1042 2.90 1045 147 8.50 11,54 8.67 Regeneron, Roche; speakers’ bureau role with AbbVie, BeiGene, Celltrion, Gilead Sciences, Janssen, Pfizer, Roche; research funding
=S EMTD EMTD from Amgen, Celltrion, Janssen, MSD, Pfizer, Roche/Genentech. VL: honoraria from AbbVie, Amgen, AstraZeneca, BeiGene, Eli Lill
diarrhea (36.7% vs 22.8%), muscle spasms (28.6% vs 11.9%), atrial fibrillation (21.4% vs 6.9%), and pneumonia OS%Cl 1 asss  potsss Coreiz Cos0s O%C s poser Tossta Crtate O5%Cl) O see  pozsro Cooeta S0 and Company, Janssen Oncology, MSD Oncology, Roche Pharma AG: consulting/acvisory role with Abbie, AstraZeneca, BeiGene,
(21.4% vs 5.0%); more patients in the zanubrutinib vs ibrutinib arm experienced neutropenia (29.7% vs 16.3%) , , ‘ . ' o Eli Lilly and Company, Janssen; speaker’s bureau role with AbbVie, AstraZeneca, BeiGene; travel, accommodations, expenses from
. . . o . o . . EMTD, estimated mean treatment difference; GHS, global health status; LS, least squares; QoL, quality of lfe. AbbVie. MD: honoraria from Amgen, BeiGene, Bristol Myers Squibb, Janssen-Cilag, Takeda; consulting/advisory role with Amgen,
= Compliance rates for PRO instruments were high across all key cycles (zanubrutinib 92%—96%; ibrutinib 84%—95%) BeiGene, Bristol Myers Squibb, Janssen-Cilag, Takeda. RGS: honoraria from Amgen, BeiGene, Janssen, Novartis, Takeda; consulting/
Figure B. LS Mean Change From Baseline in Symptom Scores (VGPR by CYC'G 25 POpU'&tiOI‘I) advisory role with Janssen; research funding from Gilead Sciences, Incyte; patents, royalties, other intellectual property with BIOMED-2
. primers; travel, accommodations, expenses from Janssen, Takeda; other relationship with Spanish Society of Hematology. JJC:

EORTC QLQ-C30 — MMRM Analysis (ITT Population)

consulting/advisory role with AbbVie/Pharmacyclics, BeiGene, Cellectar, Janssen, Roche/Genentech; institutional research funding

= Changes in PROs from baseline for the ITT population are shown in Figures 2 and 3 =3 Fatigue 30 Diarrhea 20 Nausea/Vomiting from AbbVie, AstraZeneca, BeiGene, Janssen, Pharmacyclics, TG Therapeutics. JT: research funding from BeiGene, Celgene, Janssen-
. . . o . o5 Cilag, Pharmacyclics, Roche/Genentech, Takeda; travel, accommodations, expenses from Roche/Genentech. SPT: consulting/advisory
= Diarrhea and nausea/vomiting symptom scores were stable from baseline through all key clinical cycles in the S 0 S S 15. role with BeiGene, Bristol Myers Squibb, Janssen, Pharmacyclics, X4 Pharmacedticals; research funding from AbbVie, BeiGene, Bristol
zanubrutinib arm, whereas patients receiving ibrutinib experienced initial worsening of diarrhea and nausea/ o < 201 e Myers Sqwbp, Eli Lilly and Company, Pharmacyclics, X4 Pharmace.utlcals; patents, royaltleg, other intellectual property (institutional,
- _ o -5 o i no personal income) related to the use of MYD88 and CXCR4 testing; travel, accommodations, expenses from Janssen Oncology;
vomiting from baseline 8 5 e, 15. 5 DA 10. 5 other relationship with BeiGene, Janssen, Pharmacyclics. KY, BT, HA: employment with BeiGene. SP, JS, GB: employment, equity with
— Treatment differences for diarrhea and nausea/vomiting were clinically meaningful at Cycle 4 $ 101 = o = 2, = BelGene. AC: employment, equity, travel expenses with BeiGene. WYC: employment with BeiGene; equity with BeiGene,
= = £ 10 = = o Bristol Myers Squibb.
. . . . < < <
= |n other key PRO endpoints, both arms experienced improvements and differences between the 2 arms were S -15- @ S @ S 9 @
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= At a median follow-up of 48.3 months, CR was not achieved in either arm; however, the VGPR rate was higher 20 -5-
among patients receiving zanubrutinib vs ibrutinib (38.2% vs 25.3%, P=0.0374) -10 CORRESPONDENCE
_ PR : : i i ibrutini -354 - -154 -10- ) gisoo.barnes@beigene.com
Median time to VGPR was shorter in patients receiving zanubrutinib (8.3 months) vs ibrutinib (16.6 months) 4 7 13 o5 4 S 13 o5 4 v 13 o5
= For patients who achieved VGPR by Cycle 25 (zanubrutinib: n=31; ibrutinib: n=17), changes in PROs from Cycle Cycle Cycle
baseline are shown in Figures 4 and 5 No. of patients No. of patients No. of patients
, . o , , o Zanubrutinib 26 28 28 25 Zanubrutinib 26 28 28 24 Zanubrutinib 26 28 28 25
= |In general, patients receiving zanubrutinib experienced greater functional and symptomatic improvements than Ibrutinib 13 14 13 11 Ibrutinib 13 14 13 11 Ibrutinib 13 14 13 11
patients receiving ibrutinib EMTD 285 1176 -6.37 -13.53 EMTD -19.83 -11.29 152 -5.12 EMTD -10.98 -1.60 115 -0.25
. . . o . . (95% Cl) (1757, 11.88) (-22.24, -1.28) (-16.93, 4.20) (-25.00, -2.06) (95% Cl) (-33.43, -6.24)(-23.63, 1.06) (-13.97, 10.92) (-13.51, 3.27) (95% Cl) (-22.21, 0.24) (-4.39, 1.18) (-4.36, 2.06) (-9.06, 8.56) Copies of this poster obtained through Quick Response (QR)
= Treatment differences for diarrhea and nausea/vomiting were clinically meaningful by Cycle 4, differences for P=6982  P=0288 P=.2304 P=.0220 P=0053  P=.0721 P=.8060 P=.2245 P=.0549  P=2515 P=.4738 P=.9549 Code are for personal use only and may not be reproduced

without permission from EHA® and the authors of this poster.

phySicaI funCtioning and fatigue were Clinica”y meaninng| at CyC|e 7 and again at CyC|e 25 EMTD, estimated mean treatment difference; LS, least squares.
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