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Conclusions

* This MAIC examined the relative efficacy of zanubrutinib versus acalabrutinib plus the B-cell
lymphoma-2 inhibitor venetoclax (AV) and demonstrated a significant progression-free survival (PFS)
advantage for zanubrutinib over AV regimen

* Results should be interpreted with considerations of typical MAIC model assumptions. Future analyses upon
trial data maturation are warranted

Background

* In treatment-naive (TN) CLL, the efficacy of continuous zanubrutinib has been investigated in the phase 3 SEQUOIA
trial (NCT03336333)"*

* Efficacy of fixed duration combination regimen AV was evaluated in the phase 3 AMPLIFY trial (NCT03836261),
with interim analysis results first presented in Dec 2024° and published in Feb 2025*

Objective

* In the absence of head-to-head clinical trials, an anchored matching-adjusted indirect comparison (MAIC) was
conducted to investigate the comparative efficacy of zanubrutinib and AV in patients with low-risk TN CLL
(without del(1/p) or TP53 mutations)

Methods

* This MAIC was conducted using datasets with similar median follow-ups (SEQUOIA, 43.7 months; AMPLIFY, 41.0 months)

* With the assumption of bendamustine plus rituximab (BR) and fludarabine plus cyclophosphamide and rituximab
(FCR)/BR treated as common control arms, SEQUOIA and AMPLIFY can be linked through FCR/BR and the
comparison of zanubrutinib and AV was conducted in an anchored MAIC

* Individual patient data of low-risk (without del(1/7p) or TP53 mutations) zanubrutinib patients in SEQUOIA were
re-weighted to match the key population characteristics of AMPLIFY (Figure 1)

* Population adjustments considered prognostic factors or effect modifiers, including age, sex, Eastern Cooperative
Oncology Group Performance Status (ECOG PS), disease stage, del(11g), and immunoglobulin heavy chain variable
(IGHV) gene mutation status (Table 1)

* Reconstructed individual patient data for AMPLIFY were generated from digitized Kaplan-Meier (KM) curves of
progression-free survival (PFS)

* Weighted Cox proportional hazard regression was used to derive relative treatment effect estimates for PFS
* Sensitivity analyses were conducted in model scenarios of different matching variables

* At the time of this abstract submission, an anchored MAIC was conducted based on data availability of interim
analysis of AMPLIFY? that reported only independent review committe (IRC)-assessed PFS (IRC-PFS) and
common control arm of FCR/BR. Based on data availability of the AMPLIFY publication from 2025,* this poster
presents analysis of INV-PFS, as well as additional sensitivity analysis of IRC-PFS, and an unanchored MAIC
without the FCR/BR common control arm assumption

Figure 1. Overall Methodology Details

SEQUOIA
(ITT, n=479)

I‘I @ |.| 'ﬁl
Individual patient-level data (IPD)
(Median follow-up: 43.7 months)

AMPLIFY
(AV, n=291; FCR/BR, n=290)

|’I 'i' I‘I 'il I’I ®
Published aggregate data
(Median follow-up: 41.0 months)

Variables identified as potential treatment effect modifiers or prognostic factors for matching

Age, sex, ECOG PS, disease stage, del(11q), IGHV gene mutation status, geographic region, complex karyotype,
CIRS, creatinine clearance

Sensitivity analyses of model scenarios to consider impact of different matching values, IRC-PFS, and
unanchored MAIC of FCR and BR

Matching, reweighting, and adjusting variables

AT ATAT

SEQUOIA AMPLIFY

- Zanubrutinib low-risk population (SEQUOIA), n=389
. After population adjustments, ESS=126 for SEQUOIA

Balance

HRs for INV-PFS: Weighted Cox proportional

INV-PFS .
hazard regression

AV, acalabrutinib plus venetoclax; BR, bendamustine + rituximab; CIRS, Cumulative lliness Rating Scale; del(11g), chromosome 11qg deletion; ECOG PS, Eastern
Cooperative Oncology Group Performance Status; ESS, effective sample size; FCR, fludarabine-cyclophosphamide-rituximab; HR, hazard ratio; IGHV, immunoglobulin
heavy-chain variable; INV-PFS, investigator-assessed progression-free survival; IRC-PFS, independent review committee-assessed progression-free survival;

ITT, intent-to-treat; MAIC, matching-adjusted indirect comparison.

Table 1. Variables Matched in the Base Case and Sensitivity Analyses

VEIWEREWAE Sensitivity analyses

Unadjusted SEEE EERE
Variables : adjusted S1 S2 S3 S4 S5 S6 S7 S8 S9 S10 S11 $S12 S13
population .
population
Sample size for ESS
SEQUOIA, N=389 ESS=126

zanubrutinib 32 125 38 120 291 55 155 343 127 147 126 129 126

Age >65 (vws <65) v S AV A VARV Vv A s 2V A VAR VARV
Male v s 2 VA VARV s 2R VA VAR VARV
ECOG PS=0-1(vs 2) v s AV A VARV 2% s AV A VARV
Rl 01 (vs C or IV AR VoA NV
Del(11q) 2% s 2 VA VARV v A v A
IGHV unmutated a% v A A s 2 VA VARV V
Geographic region v A

Complex karyotype y

>3 abnormalities

CIRS >6 V v A

Creatinine clearance y

<60 mL/min

CIRS, Cumulative lliness Rating Scale; del(11g), chromosome 11q deletion; ECOG PS, Eastern Cooperative Oncology Group performance status; ESS, effective sample size;
IGHV, immunoglobulin heavy chain variable.

Results

Base Case
 After population adjustment, the effective sample size (ESS) for SEQUOIA was 126 (Table 2)

Table 2. Baseline Characteristics of Low-Risk Patients in SEQUOIA Pre- and Post-Matching and in AMPLIFY

: AMPLIFY SEQUOIA
Population : :
TrelEEE TS e N=581 Pre-matching Post-matching
N=389 ESS=126
Age >65 (vs <65) 26.8% 718.7% 26.8%
Male 64.5% 61.7% 64.5%
ECOG PS=0-1 (vs 2) 91.8% 93.3% 91.8%

Binet stage AB or

Rai O-ll (vs C or llI-IV) SE27% 7Oz 2IeL2 %
Del(11q) 17.6% 19.5% 17.6%
IGHV unmutated 58.6% 52.7% 58.6%

Note: Unweighted population included only patients with non-missing baseline characteristics regarding all selected matching factors.
del(11g), chromosome 11q deletion; ECOG PS, Eastern Cooperative Oncology Group performance status; ESS, effective sample size; IGHV, immunoglobulin heavy chain variable.

INV-PFS

* The unadjusted comparison of INV-PFS for zanubrutinib in SEQUOIA vs AV in AMPLIFY demonstrated a significant
treatment benefit for zanubrutinib with hazard ratio (HR) of 0.47 (95% confidence interval [Cl]. 0.28-0.77; P=.003)

* Population-adjusted INV-PFS for zanubrutinib vs AV indicated superior INV-PFES in favor of zanubrutinib with HR of
0.26 (95% CI: 0.13-0.54; P=.0003) (Figure 2)

* The 36-month PFS rate for zanubrutinib was 85.6% before matching and 88.5% after matching in the base case,
compared with 76.5% for AV (Table 3)

Sensitivity Analyses

* Sensitivity analyses showed consistent results in model scenarios of different matching variables (Table 4) as well
as IRC-PFS (HR=0.23, 95% CI: 0.12-0.48, P<.0001) and in unanchored MAIC without the common FCR/BR control arm
assumption (HR=0.44, 95%CI. 0.21-0.89, P=.0220)

Figure 2. KM Plot for Reweighted SEQUOIA and AMPLIFY
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AV, acalabrutinib plus venetoclax; BR, bendamustine + rituximab; FCR, fludarabine-cyclophosphamide-rituximab; INV-PFS, investigator-assessed progression-free
survival; KM, Kaplan-Meier.

Table 3. Landmark PFS Rates

Time . :nEilrJﬁi'l‘:b SEQUOIA BR AMPLIFY AV? AMPLIFY FCR/ AMPLIFY AV® AMPLIFY FCR/
(months) (INV_PFS) (INV-PFS) (INV-PFS)  BR?(INV-PFS)  (IRC-PFS)  BR® (IRC-PFS)
12 97% 83.6% 96% 38% 95% 38%
24 94.2% 71.8% 91% 79% 88% 79%
36 88.5% 47.8% 79% 66% 77% 67%
48 86.7% 32.2% 67% 52% 64% 49%

*Estimates are calculated from digitized KM curves.

AV, acalabrutinib plus venetoclax; BR, bendamustine + rituximab; FCR, fludarabine-cyclophosphamide-rituximab; INV-PFS, investigtor-assessed progression-free survival;
IRC-PFS, independent review committee-assessed progression-free survival; KM, Kaplan-Meier; PFS, progression-free survival.

Table 4. INV-PFS HR Summary Table

HR INV-PFS zanubrutinib vs AV (95% CI, P value)

Main analysis
Unadjusted (low-risk)

0.47 (0.28-0.77, P=.003)

Base case 0.26 (0.13-0.54, P=.0003)
Sensitivity analyses

Y 0415 (0.07-0.34, P<.0001)
S2 0.26 (0.13-0.54, P=.0003)
S3 0.73 (0.29-1.84, P=.4992)
S4 0.22 (0.11-0.47, P=.0001)

S5 0.49 (0.27-0.86, P=.014)

S6 0.43 (0.15-1.21, P=1092)

S7 0.30 (0.15-0.61, P=.0009)
S8 0.45 (0.26-0.76, P=.0033)
SO 0.27 (013-0.56, P=.0004)
S10 0.29 (0.14-0.59, P=.0008)
ST 0.27 (013-0.54, P=.0003)
S12 0.27 (0.14-0.54, P=.0002)
S13 0.27 (013-0.54, P=.0002)

Note: bolded values indicate P<.05.
AV, acalabrutinib plus venetoclax; Cl, confidence interval; HR, hazard ratio; INV-PFS, investigator-assessed progression-free survival.

Discussion

* |In the absence of head-to-head comparative trials, the indirect comparison statistical analyses were applied to
compare efficacy of zanubrutinib vs AV

* Results should be interpreted with considerations of inherent limitations of indirect comparison, such as
MAIC model assumptions, ie, the assumption that cross-trial differences in patient populations can be entirely
explained by matching variables
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