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Clinical Outcomes in Patients With Waldenstrom Macroglobulinemia Receiving Ibrutinib
on the Phase 3 ASPEN Study >1 Year After Transitioning to Zanubrutinib
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I N T R O D U C T I O N R E S U LT S Table 2. TEAEs in Patients Participating in ASPEN and LTE1 C O N C L U S I O N S

, , L , , Patients With >1 TEAE ASPEN: Ibrutinib, n (%); N=47  LTE1: Zanubrutinib, n (%); N=47 . , . , ,
* Bruton tyrosine kinase (BTK) inhibitors have become a standard of care in treating Disposition Shene i e ) * The majority of ibrutinib-emergent adverse events did not recur or worsen with
: : . : : TEAE 47 (100 38 (80.9 - : : :

patients with Waldenstrom macroglobulinemia (WM)' » Between June 26, 2020, and June 23, 2022, 47 patients treated with ibrutinib in S S————— P ((89 ;) - ((36 2)) zanubrutinib treatment, despite advanced and increasing age
* Zanubrutinib, a next-generation BTK inhibitor, was developed to ensure greater BTK ASPEN enrolled in LTET1 SR 22 (46.8) 6 (12.8) WM disease response was maintained or improved in 96% of efficacy-evaluable

specificity and potency than ibrutinib to avoid toxicities associated with off-target — Patient and disease characteristics are shown in Table 1 Treatment related 15 (31.9) _ patients (44/46)

binding and improve efficacy” At enrollment in LTE1, the median time since ibrutinib treatment initiation was ' iscontinuati .

- ) Leading to treatment discontinuation 3(6.4) 2 (4.3)° . : S : : :

* The ASPEN study (BGB-3111-302; NCT03053440) directly compared outcomes of 50.4 months (range, 26-59.3) Leading to dose reduction 1234 B s ";“t':]e‘tj byt,san'ehS'ze a?dl ”Ort‘,ra”fjbomt',z,es/ o hoc,f”ha'tys's’ datt)a —

- : - : : : Py A ki : : : : suggest that patients who are tolerating ibrutinib may switch to zanubrutini
zanubrutinib and ibrutinib treatment in patients with myeloid differentiation primary * As of June 23, 2023, 40 patients (85%) remained on study treatment; the median Leading to dose interruption 30 (63.8) 1(23.4) wi’?hgout com promisin nd may im rO\?e 160N safety or efficacy: long tarm
response 88 (MYD88)-mutated WM? zanubrutinib treatment duration was 15.3 months (range, 51-22.1), and the overall Fatal TEAE - 2 (4.3) i mpromising, y 1mp bon, y y,long

* The BGB-3111-LTE1 study (LTE1, NCT04170283) is a long-term extension study median treatment duration with BTK inhibitors was 65.5 months (range, 48.1-76.7) Hematuria,COVID19 neumaria*Respitony fbre, COVD-19 preumoni oliow-up IS ongoing
in which eligible patients can enroll following participation in parent studies of * The median time from ASPEN study discontinuation to zanubrutinib initiation in LTE1 ) . ) ) L .
zanubrutinib for treatment of B-cell malignancies, including patients from comparator was 0.07 months (range, 0-4) Table 3. Serious/Grade 23 TEAEs in Patients Participating in LTE1 Efficacy Results
treatment arms Grade >3 TEAEs n (%); N=47 * Categorical best overall response in LTE1 was unchanged from the last response in
. . . . . . . . . | | O I I | O °
* Here, we report safety and efficacy outcomes in patients with WM receiving ibrutinib Table 1. Baseline Demographics and Clinical Characteristics of Enrolled Patients as Hypertension 1(2) ASPEN In 3.4 pe?tlents .(72 %) and improved in 10 Patlénts (21%; Table 5?
in ASPEN at >1 year after transitioning to zanubrutinib in the LTE1 study They Proceeded From ASPEN to LTE1 (N=47) Anemia 2 4.3) — One patient in partial response (PR) and 1 patient in very good partial response
at the end of ASPEN had a deepening response achieving a negative
At Enrollment in Parent Study (ASPEN) —} After Enroliment in Long-Term Extension (LTE1) COVID-19 3 (6.4) immunofixationin LTE1
M E T H O D S Neutropenia 2 (4.3) , , ,
Age, median (range), years 68 (38-84) Age, median (range), years 73 (44-89) — One patient with last response assessment of PR in ASPEN after over 4 years on
« All patients (N=47) who enrolled in LTE1 from the ibrutinib arm of ASPEN (arm B) were Age group, 1 (%) Age group, 1 (%) Serlous TEAEs n (%); N=47 ibrutinib (local [IgM] at end of treatment already met criteria for minor response:
included in this ad hoc analysis (Figure 1) ’ ’ Pneumonia 2 (4.3) decreased 45% from baseline) was assessed to be in minor response after 6
. . . e . 65 16 34 65 8 17 PT, preferred term; TEAE, treatment-emergent adverse event. 0 I 0
* Patients began treatment with zanubrutinib at 320-mg total daily dose upon enrollment o9 JEelE 34 o9 JEElE 17 months ([IgM] 44% decreasgc} from baseline) and 12 months ([IgM] 48% decreased
* Safety and efficacy outcomes were evaluated, including the recurrence of ibrutinib 265 and <75 years 22 (46.8) 265 and <75 years 21(44.7) Table 4. TEAEs of Interest in Patients Treated With Zanubrutinib in LTE1 1;r)om ba:elltni) Zrlzanuto);utmlb ) Ve d » 2nd 1 oatient di finued
— One patient had “no evidence of progressive disease” and 1 patient discontinue
::reatn;en:'emergent aj\(frse events (TEAEs) . N f ' >75 years 9 (19.) >75 years 18 (38.3) AEs of Interest for Zanubrutinib Any Grade, n (%); N=47 Grade >3, n (%); N=47 before response assessment J
* Investigators assessed disease response every 6 months, or more frequently as . . : , o , i
VeSS . P -Very . q 4 Male, n (%) 34 (72.3) ECOG performance status, n (%) Infections 22 (46.8) 3(6.4) * [IgM] was stable or decreased in the majority of evaluable patients (Figure 3)
indicated, based on the modified Owen criteria and using parameters at ASPEN Hemorrhage 6 (12.8) 1 24)
inhihi . ' ' ' Treatment status, n (%) 0 27 (57.4) : :
ftUdy §ntry (BTK |nh|b|tor.pretr.eatme’l”]t), ,altemapve,ly’, mvgs’ugators could assess Second primary malignancies — skin cancer 4 (8.5) - Table 5. Overall Response Assessments in Patients Enrolled in ASPEN and LTE1
no evidence of progressive disease” using their clinical judgment N 10 (21.3) 1 17 (36.2)
Second primary malignancies — non-skin cancer® 1(2.) - ASPEN BOR ASPEN Last RA LTE1 BOR
R/R 37(78.7) 2 1(2.1) Hypertension 1(241 1(241 %): N=
Figure 1. CONSORT Diagram of the ASPEN and LTE1 Studies e = = Overall Response Assessment by P! n (%); N=47
Prior lines, median (range), n 1(1-6) Missing 2 (4.3) Atrial fibrillation/flutter 1(21) — CR 0] 0] 2 (4.3)
ASPEN COhort1 ECOG, Eastern Cooperative Oncology Group; R/R, relapsed/refractory; TN, treatment naive. NeUtrOpeniab 5 (106) 2 (43) VGPR 15 (319) 13 (277) 17 (362)
(MYD8S mut) . PR 31(66) 27 (57.4) 23 (48.9)
N=201 Thrombocytopenia 1(2.1) —
— MR 1(2.) 3 (6.4) 3 (6.4)
Safety Results Al (49 2 (4.3) IgM flare N/A 1(22) N/A
Pl ok Al LS * Grade >3 and serious TEAEs occurred in 23% and 13% of patients, as presented AE,cvers evert TEAE, restment emergent acvere everts PD /A 2 (4.3) /A
Zanubrutinib Ibrutinib in Table 2 ) ) ) o o Not evaluable N/A 1(2.1) N/A
n=102 n=99 In lable Figure 2. Recurrence or Continuation of Ibrutinib TEAEs on Zanubrutinib No evidence of PD N/A N/A 1(2.)
BTN, €8 [ 5 TN B AR — Two deaths occurred in LTE1; both were due to COVID-19 T T pe e —— N/A N/A 127)
’ InfeCtionS (6.4%; a” COVID-19) Were the Only grade 23 TEAES that Occurred in more infections 7 - aB((-:;rRoubpeesctl :)e\/reT:il response; CR, complete response (negative immunofixation, not confirmed by bone marrow biopsy); IgM, immunoglobulin M; MR, minor response; N/A, not applicable; PD, progressive disease;
than 2 patlents, and no Serlous TEAES OoCCcu rred |n more than 2 patients (Table 3) PI, principal investigator; PR, partial response; RA, response assessment; VGPR, very good partial response.
Not dosed (AE) Treated Not dosed (PD) Treated i .. i N
n=1 n=101 n=1 n=98 * TEAEs of interest for zanubrutinib are presented in Table 4 Pleeding “ Figure 3. Change in [IgM] From Last Response Assessment in ASPEN Study to BOR in
* The majority of ibrutinib-emergent adverse events did not recur or worsen with LTE1 Study
zanubrutinib (Figure 2) Hypertension - 9 5 |1
DiSComnued on fesiment s SISCOILES O festment * Worsening of ibrutinib TEAEs of interest for BTK inhibitor treatment following N
n=20 n=81 n=21 n=77 the transition to zanubrutinib included infections (n=3), all of which were due to - and flutter 1 2 9
COVID-19 (Figure 2), anemia (n=1), and neutropenia (n=1) fz:
* No ongoing hypertension worsened in severity and no new or recurrent episodes of -§ major heifﬁﬁ;gge 1 6 1 ‘§
: hypertension occurred after patients switched from ibrutinib to zanubrutinib wJ B
Enrolled in LTET1 5
=

n=47 * Of the 7 patients who experienced cardiovascular AEs (8 events) in LTE1, all but Neutropenia 4 3 7 /
Recurred/continued at higher grade

1 (grade 2 tachycardia) experienced at least 1 cardiovascular AE during ibrutinib

treatment in ASPEN; no cardiovascular TEAE led to death in LTET1 oo I S I Recurred/continued at same grade
Patiente who transitioned N Remained in study — No rgsolveql |br'ut|'n|b.treatment-emergent atrial TIbI’I”atIOI’l/ﬂu.t’Fel’ recurred, no Ongoing at LTE1 enrollment and NOS | | | | | |
from ibrutinib i e n=42 ongoing atrial fibrillation/flutter worsened following the transition to zanubrutinib 30 25 20 15 10 5 0 5 10 15
rom ibrutinib in ASPEN to Thrombocytopenia -{ 2 | 2 . Recurred/continued at lower grade Chande i
. ot . cL s . . . . ge in IgM value, g/L
zanubrutinib in LTE1 were — One new case of atrial fibrillation occurred on LTE1 day 12 in a patient with an N » o
. . . . . . . . . L. . . , best overall response; IgM, immunoglobulin M.
included in this analysis extensive cardiovascular history who also experienced grade 2 pericarditis 2 days Infections, Did not recur or continue
Discontinued On study rior (LTE1 dav 10 opportunistic infections | 3
treatment: treatment p ( I y ) I I i I Tal | [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ R E F E R E N C E S
n:2 n:40 _ -clj-hreT patldents’. a” g;ﬁh dprlc?r Cétllj]dlol_\-/raES’ICL:Itladr AES Odn Ib1r1u.t|rt]lz In thtehASPEdN ftUdy’ O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 1. Castillo J, et al. Am J Hematol. 2023;98(2)1338-347. 2. GuoY, etal. JMed Chem. 2019;62(17)17923-7940. 3. Tam C, et al. Blood. 2020;136(18):2038-2050_
eveloped pericarditis during the study: on day 11, at 4 months, and a
.. . Numb
2 Reasons for study discontinuation (5 patients): death (n=3), lost to follow-up (n=1), and withdrawal (n=1). 9 months Of ZanUertlnlb treatmenta respeCtlver; a” Cases reSOIVed and Were Hmber AC K N OW L E D G M E N T S
b Reasons for treatment discontinuation (5 patients who left the study plus 2 who remained in the study): “other” reasons (n=3), AEs (n=2), PD (n=1), and withdrawal (n=1). o . . . NOS, not otherwise specified; TEAE, treatment-emergent adverse event.
AE, adverse event; DBL, database lock; MYD88, myeloid differentiation primary response 88; PD, progressive disease; R/R, relapsed/refractory. deemed un related tO Zanu ertI Ni b by InVQStlgatOr This study was sponsored by BeiGene, Ltd. Editorial assistance was provided by Nucleus Global, an Inizio company, and supported by BeiGene.
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