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Earlier Use of Zanubrutinib Monotherapy in Patients with Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma is Associated
with Greater Efficacy: A Pooled Analysis from 3 Studies
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INTRODUCTION

Zanubrutinib is a highly specific, potent BTK inhibitor with minimal off-target inhibition

of other kinases such as EGFR, JAK3, TEC and ITK. Zanubrutinib has shown 100%

BTK occupancy, sustained over 24-hours, in both the peripheral blood and lymph

node biopsies from patients treated at 160 mg twice daily and has achieved durable
ke -

responses in patients with chronic
(CLL/SLL). *

In a phase 2 study conducted in patients with relapsed/refractory (R/R) CLL/SLL,
treatment with zanubrutinib results in an overall response rate (ORR) of 85%. In
addition, duration of response (DOR), progression free survival (PFS) and overall
survival (OS) of zanubrutinib monotherapy at 12 months are 93%, 87% and 96%. 2

.

We present the pooled analysis to evaluate the impact of number of prior lines of
treatment on outcomes of zanubrutinib treatment for CLL/SLL patients.

METHODS

Our analysis was based on a pooled data including CLL/SLL patients treated with
zanubrutinib monotherapy in two phase 1 studies (ClinicalTrials.gov NCT02343120, and
ClinicalTrials.gov NCT03189524) and one phase 2 study (ClinicalTrials.gov
NCT03206918), with median study follow-up time of 29.2, 21.1 and 15.1 months,
respectively.

Firstly, efficacy and safety outcomes were compared between the treatment naive (TN)
and the relapsed/refractory (R/R) groups. Secondly, patients with 1 prior line of
treatment (LOT=1) were compared to patients with > 2 prior lines of treatment (LOT = 2).

To control confounding in each analysis, entropy balancing was used to create a
weighted sample where the baseline covariates were balanced between groups. *

Baseline covariates used for balancing included age, sex, ECOG, cancer type, BMI,
disease stage, bulky disease, lactic acid det { i
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Table 2. Sample Sizes in the Pooled Analysis by LOT=1vs. LOT 22

Original Sample

Sample size

Median follow-up. 171 168 171 173 158 169

‘Abbreviations: LOT=1, 1 prir i of treatment; LOT22, 22 prior ines of reatment.

necessarlly
eaqual to the sum of subgroup sizes.

In the weighted sample for TN vs. R/R analysis, the effective sample sizes were 19 and
25in the TN and the R/R group, respectively.

The median follow-up time was 31.3 vs. 21.0 months in the TN and the R/R group,
respectively.

All baseline covariates were balanced between groups (Table 3).

The prevalence of prior medication use in the R/R group was kept from the one pre
weighting (94% prior use of alkylator, 67% prior use of nucleoside analog, 77% prior use
of anti-CD20 containing therapy and 5% prior use of target drugs).

55.5%, 17.5% and 27.0% of the patients in the R/R group had 1, 2 and >2 prior lines of
treatment.

Table 3. Summary of Baseline Covariates by TN and R/R pre and post
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In the weighted sample for LOT=1 vs. LOT 2 2 analysis, the effective sample sizes
were 78 and 84 in the LOT=1 and the LOT 2 2 group, respectively.

The median follow-up times were 17.3 and 15.8 months in the LOT=1 and the LOT 22
group.

All baseline covariates were balanced between groups and the prevalence of prior
medication use in each group was preserved (Table 4 and Table 5).

56.5%, 20.6% and 22.9% of the patients in the LOT = 2 group were treated with 2, 3
and >3 prior lines of treatment.

Figure 3: The PFS and OS Curves in the LOT=1 and the LOT 2 2 Group post Weighting
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Table 6. Summary of Exposure-adjusted Adverse Events post Weighting

LoT=1vsLOT22

Original Sample

Weighted Sample
Baseline Covariates

IGHV and TP53 mutation, hemoglobin, platelet count, white blood cell count, neutrophil
count and lymphocyte count.

In each weighted sample, the efficacy outcomes of zanubrutinib included complete
response (CR) rate, ORR (defined as the achievement of CR, or CR with incomplete
marrow recovery [CRIi], partial response [PR], nodular PR, PR with lymphocytosis), PFS
and OS. The difference between groups in CR rate and ORR was investigated by
logistic regression, and those in PFS and OS by Cox proportional hazards models and
log-rank test. The 24-month PFS and OS rates were calculated by the Kaplan-Meier
method. Exposure-adjusted safety profiles were summarized.

P values less than 0.05 were considered as statistically significant.

« The analysis data consisted of 19 TN patients, 93 patients in LOT=1, and 99 patients
in LOT 2 2 (Table 1 and Table 2). Seven patients were excluded due to missing
baseline covariates.

Table 1. Sample Sizes in the Pooled Analysis by TN vs. R/IR

al Sample Weighted Sample

‘Sample size 19 102 21 19 2 4

Median follow-up 3ts 1 173 313 210 205

Abbreviations: RIR, relapsedirefractory; TN, reatment-naive.
Notg

‘equal to the sum of subgroup sizes.

Je—— I T T T

standard doviation; TN, treatment.naive.
Note: Balance criteria was defined as the absolute value of the standarcized mean difference was no more than 0.1 for a confinuous
covariate and the absolute value of 1 tegi

Compared with the R/R group, the ORR was significantly higher in the TN group
(100% vs. 90.6%, p<0.001, Figure 1a). The CR rate was numerically higher in the TN
group (21.1% vs. 6.4%, p=0.09, Figure 1a).

Figure 1: Response Rates post Weighting
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PFS of the TN group was numerically superior to the R/R group (HR 0.32 [95% Cl:
0.09, 1.11]; log-rank p = 0.14; Figure 2a). The 24-month PFS rate was 100% in the
TN group and 78.1% in the R/R group.

The OS was comparable between two groups (Figure 2b).

In general, the exposure-adjusted safety profile was better in the TN group, especially
in adverse events of special interest, such as diarrhea, hypertension and atrial
fibrillation/flutter (Table 6).

Table 4. Summary of Baseline Covariates by LOT=1 and LOT 2 2 pre and post Weighting
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Table 5. Summary of Prior Anti-cancer Therapy by LOT=1and LOT > 2 pre and post
Weighting

Original Sample

Weighted Samplo
Prior Medication Use

Prior Alytatr Use 0% o e8% o8%
Prior Nucleoside Analog Use: s a5 s1% e
Prior An.CD20 Containing Therapy Use oo s % 0%
Prio Target Drug Use o 9% % %
prio Lenaiidomidel Thaldomide Use: 2 18% 2 1a%

‘Abbreviations: LOT=1, 1 prir line o reatmen; LOT22, 22 priorines of reatment

The ORR was numerically higher in the LOT=1 group, compared with the LOT 2 2 group
(97.0% vs. 88.3%; p=0.05, Figure 1b). The CR rate was comparable in two groups
(10.6% vs. 8.5%; p=0.63, Figure 1b).

The PFS of the LOT=1 group was significantly longer than that in the LOT 2 2 group (HR
0.13 [95% CI: 0.04, 0.4]; log-rank p<0.001; Figure 3a), and 24-month PFS rates were
95% and 75.3%, respectively.

The OS was comparable between two groups (Figure 3b).

In general, exposure-adjusted safety profiles were similar for both groups. However,

lower rates of adverse events of special interest were found in the LOT=1 group (Table 6).

AtLeast One AE 160 22 194 186
AtLoast One 2 Grade 3 AE. 03 04 09 08
AtLeast One AE leading to Death 00 00 00 00
02 03 03 04

AE of Specil Interest
Diarrhea 01 05 02 02
Hypertension 00 01 01 01
Major Hemorthage 00 00 00 00
Atial Fibrilation/Flutier 00 00 00 00

1 prior line 22 prior lnes of reatment; RIR, relapsediefraciory; TN

reatmentnaive.
Note:

as the numberof
duralion of exposure.

CONCLUSIONS

e Zanubrutinib administered in the early lines, including treatment of naive patients and
patients with 1 prior line of treatment, led to higher overall response rates and greater
durability of therapeutic benefit.

o Exposure-adjusted safety profiles in early lines were better, especially for adverse
events of special interest.
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