UPDATED RESULTS OF THE ASPEN TRIAL FROM A COHORT OF PATIENTS WITH
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INTR O DU C TI O N O BJE C TIVE Exploratory End Points for Cohort 2 Safety (N=28) Efficacy (n=26) Figure 8. Progression-Free and Overall Survival
e Responses were assessed monthly by immunoglobulin M (IgM) with Table 2. AE Overview e Major response rate of 50.0% including 26.9% with VGPR (Figure 6) 100 - .
e Bruton tyrosine kinase (BTK) plays a critical role in B-cell receptor signaling, which mediates B-cell e To assess the safety and efficacy of zanubrutinib in WM pts with MYD88"" from an exploratory ex.tral.ﬂe.dullary di;ease assessment.every 3 months, according.to rgsponse e Median time to first major response (partial response or better, requiring L : . L
proliferation, migration, and adhesion™ cohort of the ongoing phase 3 study of zanubrutinib vs ibrutinib in pts with WM (ASPEN; crlterlg in the Nat|<.>na.I 1C7Iomprehens|ve Cancgr Network WM gwdelmes{6 and Treatment Emergent AE reduction in extramedullary disease if present at baseline) was 2.9 mo 80 - '—|_|:
e First-generation BTK inhibitor ibrutinib has shown activity in Waldenstrém macroglobulinemia (WM) NCTO3053440) modified Owen criteria” as assessed by the independent review committee Pts with >1 AE grade >3 18 (64.3) (range, 1.9-16.1; Figure 7) 2 60- =
and has become a standard of care’ e Efficacy: .resp;onse ratgs I(ove(;all and”major. reﬁpo]l?ste rate), du(rjatlon o;.resr;onse, Pts with >1 serious AE 1(39.3) e IgM complete response (requiring normal IgM and immunofixation _g + Censored
— However, lower response rates,> no major responses,>® and shorter survival’ have been reported M E T H O D S progressmn— ree surywa , and overa su.rV|va , 58 e‘ y gssesse according to ) negative) was achieved in 1 pt e 401 PFS: Median follow-up, 17.5 months (range, 1.9-27.5)
in patients (pts) who lack MYD88255 or other activating mutations (MYDSS") National Cancer Institute Common Terminology Criteria for Adverse Events AE leading to death 0 , . . 3 . P, 17 ge, 1. '
In p P g . . , o , o ion 4.03 . . . . e Median progression-free and overall survival were not yet reached 2 20 - Event-free rate at 12 mo: 72.4% (95% CI 50.6, 85.8)
o . L . e ASPEN is an open-label, multicenter, randomized, phase 3 study of zanubrutinib vs ibrutinib in version 4. AE leading to treatment discontinuation 2@ (71) :
e Zanubrutinib is a next-generation BTK inhibitor designed to ts with WM (Fi 5 : : (Figure 8) — OS: Median follow-up, 16.5 months (range, 2.3-27.8)
maximize BTK occupancy and minimize off-target inhibition of Zanubrutinib (BGB-3111) RS Wi (Figure 2) AE leading to dose reduction 2°(71) 0- Event-free rate at 12 mo: 96.2% (95% Cl 75.7, 99.4)
TEC- and EGFR-family kinases (Figure 1) , . . R E S U LT S AE, adverse event; pt, patient; SAE, serious adverse event. Figure 6. Best Responses by IRC in Patients With
Flgure 2 Phase 3 ASPEN Trlal DeS|gn aGrade 4 subdural hemorrhage (related) and grade 3 diarrhea (related). : : : : ' ; '
— Potent, selective, and irreversible® ’ n total. 28 ot ( 56 MYDSSHT > MYDSS ati at . ) bGrade 3 pneumonitis resolved and followed by grade 2 pneumonia (n=1); grade 1 diarrhea (n=1). MYD88WT WM O 3 6 Moaths 12 15 18
. . e In total, pts (n= ; N= mutation status unknown) were .
— Equipotent against BTK compared with ibrutinib; higher Cohort 1: R/R or TN®> WM With MYD88'**F Mutation Arm A enrolled into cohort 2 e No treatment-emergent AEs leading to death (Table 2) 100 - I:::).Sof p;séat risk 53 29 20 17 12 7
. o
selectivity vs EGFR, ITK, JA'.G’ IjIER2 and TEC . Zanubrutinib e The safety analysis set includes all 28 pts, and the efficacy analysis set includes * 2 Pts discontinued because of AEs 0s 26 25 25 25 24 19 10
- Advant.?geous pharmacoklnetl.c/pharmacodynamlc. 160 mg bid until PD 26 MYD88" pts, with a median follow-up of 17.9 months (range, 2.3-27.8; — Grade 4 subdural hemorrhage Shaded areas show the 95% Cl. |
properues: Comp|ete and sustained BTK occupancy in MYDS8SYT WM Figure 4 and Table 1) . OS, overall survival; PFS, progression-free survival.
peripheral blood mononuclear cells and lymph nodes? (N=201) — Grade 3 diarrhea 30 -
[ ] [ [ [ [ 1 1 o
— Favorable drug-drug interaction properties: can be Arm B Flgure 4, DISpOSItlon of Pts in Cohort 2 * Major hemorrhage occurred in 2 pts (Table 3) o\« C O N C |_ U S I O N S
co-administered with strong/moderate CYP3A inhibitors at Ibrutinib — Gastric ulcer haemorrhage g:
a reduced dose, proton pump inhibitors, acid-reducing 420 mg qd until PD _ PR, : > _ . .
agents, and anti-thrombotic agents’” MYD88"™ or Unknown WM Pts Periorbital hematoma, subdural hematoma, and subdural hemorrhage; Q W PD » Largest cohort of pts with WM with confirmed MYD88"™ (n=26)
’ L treatment was permanently discontinued per protocol 0 60+ Sed i - d effi f BTKi
— Approved for treatment of pts with relapsed/refractory — Stratification ft?nctors: WHIM wr e Enrolled: N=28 o Atrial fibrillation/flutter occurred in 1 pt (grade 1) S sb studied In terms ot sately and eflicacy o treatment
(R/R) mantle cell lymphoma in the United States 11/2019" » CXCR4 mutational status (CXCR4™™ vs CXCR4™ vs missing) 5 TN, 23 R/R | . . ] B MR * Single-agent zanubrutinib resulted in major responses
« No. of prior lines of therapy (O vs 1-3 vs > 3) e Most common adverse events (AEs; in >15% pts) were diarrhea, anemia, S SR (including very good partial response)
Figure 1a. Zanubrutinib: A Potent and Selective BTK Inhibitor®° r A contusion, pyrexia, upper respiratory tract infection, respiratory tract ® 40- o 23.8% — Major response rate of 50.0% including 26.9% with very
Cohort 2: WM With MYD88"'; present in “10% of Enrolled Pts intection, and cough (Figure 5) E;) 23.1% W VGPR good partial response
£anubrutinib Ibrutinib Ra?lo . : ; 40.- 20.0% — IgM complete response achieved in 1 pt
Targets IC., (hM) IC., (hM)  (Zanubrutinib:lbrutinib) Table 3. AE Categories of Interest (BTKi Class AESs) T MRR MRR
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@ EUDRACT 2016-002980-33; NCT03053440. | .. Diarrhea (PT) 8 (28.6) 2 (71) — Discontinuation because of AEs occurred in 71% of pts (2/28)
= BTK Occupation 55 53 TN st b Umsuitable to stomclard chomoimmunotharay T (elapsediietiacony: TH, teatmentnatve. Hemorrhage 11 (39.3) 2 (71) 0 . . — Primary reason for discontinuation was progressive disease
CZ> Cellular Assay Major hemorrhage® 2 (7) 2 (71) c()l\‘l’_ez"gl)l (If_/ 51) (:_"l'a) (3 of 6 within first 3 cycles)
BTK Biochemical Assa 0.22 0.2 Ellglblllty Hypertensmn 3 (107) 3 (107) CR, complete response; IgM, immunoglobulin M; IRC, independent review committee; MR, minor response; MRR, major — No fatal AEs reported
e Clinical and definitive histologic diagnosis of WM, with measurable disease (serum IgM Off Study Neutropenia 5 (17.9) 3 (10.7) [fesaﬂfn”jft_rj;?\l(;@PPR[,)’VF:&Q;Z?;V;R?'Sease’ PR, partial response; pt, patient; R/R, relapsed/refractory; SD, stable disease; TN, — Low incidences of atrial fibrillation
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m o or ss'gnmen — . O PD . . uoS, etal. CLancer emother armacol. ;09! - . . wen , etal. br aematol. ; NV .
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