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Aim: Traditional management of relapsed or refractory (R/R) marginal zone lymphoma (MZL) comprises
chemotherapy, rituximab or rituximab-based chemoimmunotherapy (CIT). Zanubrutinib, a Bruton tyrosine
kinase inhibitor, has shown high overall response rates and durable responses across MZL subtypes in two
Phase Il, single-arm trials. As no head-to-head randomized study exists, an unanchored matching-adjusted
indirect comparison was performed to estimate the relative efficacy of zanubrutinib versus traditional
agents. Materials & methods: Pooled patient-level data for 86 evaluable patients from zanubrutinib trials
were compared with aggregate-level data from 90 patients treated with chemotherapy, rituximab or CIT
in the Haematological Malignancy Research Network registry. Logistic propensity score models were used
to match the populations for key characteristics. Progression-free survival (PFS) and overall survival (OS)
associated with each treatment were estimated from Cox models. Since patients receiving chemotherapy
generally have less favorable outcomes, a sensitivity analysis comparing zanubrutinib against CIT or
rituximab alone was performed. Leave-one-out analyses were conducted where one covariate at a time
was omitted to explore its impact on the results. Results: The effective sample size for zanubrutinib after
matching was 38. Compared with chemotherapy, rituximab or CIT, zanubrutinib significantly increased
PFS (hazard ratio [HR]: 0.30 [95% Cl: 0.15-0.63]; p = 0.001) and OS (HR: 0.23 [95% Cl: 0.10-0.50]; p < 0.001)
in patients with R/R MZL. Findings were consistent across leave-one-out analyses and when excluding
patients who received chemotherapy only. Conclusion: Modeling using clinical trial and real-world data
from an unanchored matching-adjusted indirect comparison suggests that zanubrutinib was associated
with longer PFS and OS compared with chemotherapy, rituximab or CIT in patients with R/R MZL.

Plain language summary: Comparing zanubrutinib with commonly used treatments in patients with
relapsed or refractory marginal zone lymphoma

What is this article about? Marginal zone lymphoma is a type of blood cancer. Some patients experience
relapsed or refractory disease, meaning the cancer returns or does not respond to treatment. Common
treatments include chemotherapy, rituximab or chemoimmunotherapy (CIT). Zanubrutinib is a targeted
therapy that has shown promising results in clinical trials, but it has not been directly compared with these
traditional treatments in a randomized study.

What were the results? Researchers compared data from clinical trials of zanubrutinib with real-world
data from patients with marginal zone lymphoma who received chemotherapy, rituximab or CIT. Statistical
methods were used to balance baseline patient differences between treatment groups. After matching, (50 vBeca [1s
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patients treated with zanubrutinib had longer survival than patients treated with traditional therapies.
Results remained consistent in additional analyses comparing to rituximab or CIT alone.

What do the results mean? These findings suggest that zanubrutinib may provide better outcomes than
traditional treatment approaches for patients with relapsed or refractory marginal zone lymphoma. This
study also shows how clinical trial and real-world data can be combined to help compare treatments when
head-to-head studies are not available.

Shareable abstract: In patients with relapsed/refractory marginal zone lymphoma, zanubrutinib was
associated with longer progression-free and overall survival versus real-world chemotherapy, rituximab
or chemoimmunotherapy in a matching-adjusted indirect comparison.

First draft submitted: 25 June 2026; Accepted for publication: 15 September 2026; Published online:
6 October 2026

Keywords: Bruton tyrosine kinase inhibitors e chemoimmunotherapy e chemotherapy e comparative efficacy
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Marginal zone lymphoma (MZL) is a mature B-cell lymphoid neoplasm that originates from lymphocytes, partic-
ularly memory B cells, typically found in the marginal zone of secondary lymphoid follicles [1,21. MZL represents
approximately 5-15% of all non-Hodgkin lymphoma cases and comprises three distinct subtypes: extranodal MZL
of mucosa-associated lymphoid tissue, nodal MZL and splenic MZL [3,4]. These subtypes present diverse responses
to initial treatment strategies as each is characterized by specific diagnostic criteria, unique genetic features and
clinical behaviors 3,5,6].

Due to the incurable nature of MZL, patients with asymptomatic disease and low tumor burden may not require
immediate treatment and can be actively monitored following initial diagnosis to track progression of disease and
need for therapy (7). Conversely, symptomatic patients, or those with high tumor burden, require treatment and
may typically undergo treatment ranging from radiation therapy, chemotherapy, rituximab or rituximab-based
chemoimmunotherapy (CIT), depending on disease stage, age and subtype. Advanced-stage disease is considered
incurable and is often characterized by a continuing pattern of relapse and remission [8]. Upon relapse, the relevance
of disease subtype for decision making diminishes and the emphasis shifts to slowing disease progression rather
than treating underlying causes [9].

The current treatment approach to managing relapsed or refractory (R/R) MZL generally involves the use of
regimens known to be effective in other indolent non-Hodgkin lymphomas [5,10-12); most often, MZL is included
in trials together with follicular lymphoma or evaluated in broad B-cell malignancy studies. MZL-specific data are
further constrained due to its indolent nature and the necessity to plan for extended patient follow-up in trials,
which can pose challenges to trial design and funding.

Zanubrutinib is an orally administered, next-generation Bruton tyrosine kinase (BTK) inhibitor; it is charac-
terized by its potent and highly specific mode of action, which overcomes the limitations of first-generation BTK
inhibitors. Zanubrutinib was approved in the EU and the USA based on two clinical trials in patients with R/R
MZL — MAGNOLIA (NCT03846427) and BGB-3111-AU-003 (NCT02343120) — where it demonstrated a
favorable pharmacological and pharmacokinetic profile. In both studies, promising response rates were reported
and zanubrutinib was generally well tolerated [13,14].

Although BTK inhibitors have expanded treatment options for patients with R/R MZL, chemotherapy, rit-
uximab monotherapy and CIT remain clinically relevant comparators. These therapies continue to be used in
routine practice, particularly where access to BTK inhibitors varies, and where treatment selection is influenced by
patient comorbidities, prior therapy, tolerability considerations, reimbursement or clinician preference. Real-world
treatment patterns remain heterogeneous, and comparative evidence against these established approaches is still
clinically informative. Given the rarity and heterogeneity of MZL subtypes, the indolent disease course, and the
relatively small patient population available for enrolment, adequately powered comparative trials are difficult to
conduct and require prolonged follow-up to capture progression and survival outcomes.

In the absence of randomized controlled trials directly comparing zanubrutinib to the historical standard of care,
the current study aimed to estimate the comparative efficacy of the former versus the latter via an unanchored
indirect treatment comparison using data from the single-arm trials of zanubrutinib and real-world data for standard
treatment options such as rituximab, chemotherapy and CIT. Given the limited number of clinical trials investigating
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repeat CIT or chemotherapy in patients with R/R MZL, a matching-adjusted indirect comparison (MAIC) utilizing
real-world evidence from the Haematological Malignancy Research Network (HMRN) registry can be considered
as appropriate [15]. To increase comparability of populations, this study optimized the identification of the HMRN
registry cohort most aligned with the inclusion and exclusion criteria of the two zanubrutinib trials. By accounting
for variations in populations that may affect survival outcomes and evaluating the impact of prognostic factor
imbalances using leave-one-out analyses, MAICs can help alleviate concerns about potential confounding due to
differences in patient attributes.

Materials & methods

Data sources

For this MAIC, the zanubrutinib population was defined as the pooled efficacy-evaluable R/R MZL population
from the contributing trials. This included 66 patients from the Phase II, single-arm MAGNOLIA trial and 20
patients from BGB-3111-AU-003 [14. BGB-3111-AU-003 was a broader Phase I /11, single-arm trial in patients with
B-cell malignancies and only the R/R MZL subset was included in the present analysis [14]. In both zanubrutinib
trials, patients must have had documented failure to achieve at least a partial response or documented disease
progression after their last systemic treatment and received at least one prior line of treatment. In MAGNOLIA,
patients were also required to have received a prior anti-CD20 regimen. Both studies were multicenter with sites
across Europe, North America, Asia and Oceania. Median study follow-up was 28.0 months in MAGNOLIA
(data on file) and 35.2 months for patients with R/R MZL in BGB-3111-AU-003. Disease progression was
assessed by an independent review committee using the Lugano 2014 classification criteria [16]; progression-free
survival (PES) in both trials was defined as the time from treatment initiation to date of disease progression or
death, whichever occurred first. Given that patients recruited into the two trials were broadly similar, individual
patient-level data from MAGNOLIA and BGB-3111-AU-003 were pooled for the analysis (hereafter referred to as
MAGNOLIA-003).

The HMRN registry represents one of the largest registries in Europe with information on lymphomas and other
blood disorders from a population-based patient cohort. The HMRN registry is a collaborative venture initiated
in 2004 by researchers at the University of York, York, UK and National Health Service clinicians working across
14 hospitals in the UK.

Between 2005 and 2020, the registry collected medical-record data from 2039 patients with newly diagnosed
MZL treated with an anti-CD20-based therapy, 155 of whom went on to receive further treatment [17]. For the
purposes of the current analysis, the data were restricted to 90 patients most comparable to MAGNOLIA-003
based on the following inclusion criteria: patients who enrolled in the registry from 2014 onwards (to align with
the recruitment period of the zanubrutinib trials), had an Eastern Cooperative Oncology Group performance
status score between 0 and 2 at time of entry into the registry, received at least one anti-CD20-based therapy,
and received further treatment recommended by European Society for Medical Oncology 2020 guidelines after
receipt of prior anti-CD20-based therapy. Patient groups were not further separated into individual CIT or
chemotherapy treatments due to insufficient sample sizes. The individual treatment regimens received in this
final cohort of 90 patients are listed in Supplementary Table 1. The HMRN comparator cohort included patients
treated with chemotherapy, rituximab monotherapy or rituximab-based CIT. These regimens were combined into a
single comparator group because they represent established real-world treatment approaches used in R/R MZL and
because the number of patients receiving each individual regimen was insufficient to support robust regimen-specific
MAICs. The combined comparator therefore reflects routine-practice treatment heterogeneity rather than a single
uniform intervention. Given the potential for differences in outcomes across comparator regimens, a sensitivity
analysis excluding patients who received chemotherapy-only regimens was conducted to evaluate whether results
were consistent when the comparator was restricted to rituximab monotherapy or rituximab-based CIT. PES
was defined as time from treatment initiation to date of disease progression or death due to any cause based on
medical-record data.

The present study was a secondary analysis of aggregate registry data shared according to data use agreement
between HMRN and the sponsor. The pivotal study that was used in this analysis had the required ethical approval
and informed consent. Detailed study design and patient eligibility criteria from MAGNOLIA, BGB-3111-AU-003
and the HMRN registry are available in Supplementary Table 2.
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Statistical analysis

The approach used for the MAIC was in accordance with guidance published by the National Institute for Health
and Care Excellence Decision Support Unit Technical Support Document 18 [18]. Because the zanubrutinib trials
were single-arm studies and no common comparator arm was available, an unanchored MAIC was performed. This
approach assumes that all clinically relevant prognostic factors and treatment-effect modifiers that differ between
the trial and external comparator populations are measured and adequately adjusted for. Individual patient data
from MAGNOLIA-003 were weighted such that the mean baseline characteristics of greatest prognostic importance
matched those in the HMRN registry. This was achieved using propensity scores estimated from a logistic regression
model. Candidate variables for the MAIC model were identified based on clinical expert input, published prognostic
relevance or clinical plausibility in R/R MZL, and availability across both the zanubrutinib trial datasets and the
HMRN registry. Compared with MAGNOLIA-003, fewer patient characteristics were collected in the registry
due to the real-world nature of the dataset. The final matching model included variables that were consistently
available across datasets and considered relevant to prognosis or treatment context: number of prior lines of
therapy, refractory status to last systemic therapy, progression of disease within 24 months of treatment initiation,
age and time since diagnosis. Other clinically relevant variables, including MZL subtype, disease burden, lactate
dehydrogenase level, disease stage, bone marrow involvement, extranodal involvement, detailed prior treatment
regimen and comorbidities, were unavailable or inconsistently reported across datasets and therefore could not be
included in the matching model.

In the MAIC model comparing zanubrutinib versus chemotherapy, rituximab or CIT, five characteristics of
prognostic importance were included: number of prior lines of therapy (1, 2, >2), refractory to last prior systemic
therapy (yes vs no), progression of disease within 24 months of treatment initiation, mean age (<65 vs >65 years)
and median time since diagnosis. Weights to balance these characteristics were applied to the individual patient data
from MAGNOLIA-003 prior to estimating relative treatment effects. Sensitivity analyses using the leave-one-out
method, whereby one covariate was removed from the model at a time, were performed to assess the impact of each
covariate on the results. As patients receiving non-rituximab-based chemotherapy have a generally less favorable
prognosis compared with a rituximab monotherapy or rituximab-based chemotherapy regimen [17], an additional
sensitivity analysis was performed to estimate the comparative efficacy of zanubrutinib versus rituximab only or
CIT, whereby patients receiving chemotherapy alone were removed from the HMRN registry cohort.

The degree of overlap in the distribution of covariates between the zanubrutinib population and the comparison
population was expressed in terms of the effective sample size (ESS) [18]. A Cox proportional hazards model was
applied to weighted zanubrutinib individual patient data and registry data with overall survival (OS) and PFS
results expressed as hazard ratios (HRs) with 95% Cls. Assessment of the proportional hazards assumption was
performed using log-cumulative hazard plots and Schoenfeld residual tests [19,20]. All analyses were performed using
R version 4.0.2 and using the ‘survival’ package to compare time-to-event outcomes.

Results

Study populations

Prior to matching, compared with the HMRN registry cohort, the MAGNOLIA-003 population was younger
(mean age 68 vs 73 years), more heavily pretreated (55.8% vs 21.1% with two or more prior lines of therapy), and
had a longer time since diagnosis (65.1% vs 50.0% with greater than or equal to median time since diagnosis).
MAGNOLIA-003 also had a higher proportion of patients who were refractory to their last systemic therapy
(30.1% vs 25.6%) and a lower proportion who had progressed within 24 months of treatment initiation (44.7% vs
51.1%). After applying weights, convergence was achieved using the full set of covariates, resulting in key prognostic
characteristics being balanced (Table 1). The sample size of MAGNOLIA-003 was reduced by 56% after matching,
resulting in an ESS of 38. The reduced ESS reflects the degree of overlap between the trial and registry populations
after matching and should be considered when interpreting the precision of the adjusted estimates. In the sensitivity
analysis of MAGNOLIA-003 versus the HMRN registry population receiving rituximab-based therapies (rituximab
only or CIT), the ESS increased to 40, a 53% reduction from the sample size of 86 (Supplementary Table 3).

Indirect comparisons

In the unadjusted comparison and MAIC, zanubrutinib was associated with significantly increased PES (unadjusted
HR: 0.47 [95% CI: 0.29-0.76]; adjusted HR: 0.30 [95% CI: 0.15-0.63]; Figure 1 & Table 2) and OS (unadjusted
HR: 0.34 [95% CI: 0.19-0.61]; adjusted HR: 0.23 [95% CI: 0.10-0.50]; Figure 2 & Table 2) relative to
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Table 1. Comparison of baseline disease characteristics before and after matching adjustments in patients

with relapsed/refractory marginal zone lymphoma.

Characteristic Zanubrutinib Rituximab, chemotherapy or CIT

(HMRN registry)
(MAGNOLIA-003)

Unweighted, n = 86 Weighted, ESS = 38 n=90
Prior therapies, n, % 1 44.2 78.9 78.9
2 30.2 18.9 18.9
>2 25.6 2.2 2.2
Refractory to last therapy, % 30.1 25.6 25.6
POD24, % 44.7 51.1 51.1
Mean age, years 68.0 73.3 73.3
Time since diagnosis >43.4 months, % 65.1 50.0 50.0

CIT: Chemoimmunotherapy; ESS: Effective sample size; HMRN: Haematological Malignancy Research Network; POD24: Progression of disease within 24 months of

treatment initiation; R/R MZL: Relapsed/refractory marginal zone lymphoma.

1.004 Unadjusted HR: 0.47 (95% CI: 0.29-0.76); p = 0.002
Adjusted HR: 0.30 (95% CI: 0.15-0.63); p = 0.001

o

Ry

o
|

o

HV)

a
|

Progression-free survival probability
o
a
T

HMRN registry
Zanubrutinib-unweighted
Zanubrutinib-weighted

0.00
T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
i Time (months)
At risk (n)
— 90 63 51 43 40 27 24 17 12 10 7
- 86 65 59 50 45 9 4 2 2 2 0
- 38 30 30 24 20 4 2 1 1 1 0

Figure 1. Progression-free survival of zanubrutinib versus chemotherapy, rituximab or chemoimmunotherapy
before and after matching adjustment. Values reported in parentheses are 95% Cls.
HMRN: Haematological Malignancy Research Network; HR: Hazard ratio.

chemotherapy, rituximab and CIT combined. Outcomes were generally consistent across the leave-one-out analyses
(Table 2). Results of these analyses suggest that the number of prior lines of therapy had the largest impact on
prognosis. In the unadjusted comparison and MAIC for the comparison with therapies containing rituximab,
zanubrutinib was associated with significantly increased PFS (unadjusted HR: 0.51 [95% CI: 0.31-0.83]; adjusted
HR: 0.28 [95% CI: 0.14-0.57]; Supplementary Figure 1) and OS (unadjusted HR: 0.37 [95% CI: 0.20-0.68];
adjusted HR: 0.23 [95% CI: 0.10-0.49]; Supplementary Figure 2) relative to rituximab or CIT.
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Table 2. Results of zanubrutinib versus chemoimmunotherapy or chemotherapy indirect comparisons in

patients with relapsed/refractory marginal zone lymphoma.

Covariates in model, n Covariate removed from Zanubrutinib, n/ESS Zanubrutinib vs rituximab, chemotherapy or CIT
ocs] PFS HR (95% CI) 0 HR (95% CI)
0 (unadjusted) NA 86 0.47 (0.29-0.76) 0.34(0.19-0.61)
p =0.0019 p = 0.0004
4 (adjusted) None 38 0.30 (0.15-0.63) 0.23 (0.10-0.50)
p =0.0014 p =0.0002
Leave-one-out analyses
3 Number of prior lines of 49 0.48 (0.26-0.87) 0.37 (0.19-0.74)
therapy p=0.0155 p =0.0048
3 Refractory to last therapy 39 0.29 (0.15-0.57) 0.22 (0.10-0.46)
p =0.0003 p =0.0001
3 Age 52 0.31 (0.16-0.59) 0.20 (0.09-0.43)
p =0.0003 p < 0.0001
3 POD24 39 0.29 (0.14-0.62) 0.21 (0.09-0.45)
p =0.0013 p = 0.0001
3 Time since diagnosis 41 0.26 (0.14-0.51) 0.24 (0.11-0.53)
p =0.0001 p = 0.0005

CIT: Chemoimmunotherapy; ESS: Effective sample size; HR: Hazard ratio; NA: Not applicable; OS: Overall survival; PFS: Progression-free survival, POD24: Progression
of disease within 24 months of treatment initiation; R/R MZL: Relapsed/refractory marginal zone lymphoma.
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Figure 2. Overall survival of zanubrutinib versus chemotherapy, rituximab or chemoimmunotherapy before and
after matching adjustment.

Values reported in parentheses are 95% Cl.

HMRN: Haematological Malignancy Research Network; HR: hazard ratio.
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Discussion

Using pooled data from the MAGNOLIA and BGB-3111-AU-003 trials, zanubrutinib demonstrated significantly
increased PFS and OS compared with chemotherapy, rituximab or CIT in patients with R/R MZL. These findings
were consistent across leave-one-out analyses and when excluding patients who received chemotherapy only. The
consistency of the results using both clinical and real-world data supports zanubrutinib as a more efficacious
intervention to manage MZL compared with rituximab among patients with R/R disease.

Other trials in R/R MZL support the current study’s findings. In the AUGMENT trial, median PFS was
reported to be 25.2 months in patients with relapsed MZL treated with rituximab [21], while the CHRONOS-3
trial showed a median PFS of 11.5 months in rituximab-treated patients who had relapsed MZL [221. Of note,
no patients from AUGMENT or CHRONOS-3 were refractory to prior regimens, while 30% of patients in
MAGNOLIA-003 were considered refractory. Published MAIC results of MAGNOLIA-003 versus CHRONOS-3
clinical trial data suggested that zanubrutinib improved response and reduced the risk of progression compared with
rituximab monotherapy [23]. Additionally, the availability of a larger population dataset with longer follow-up from
the HMRN registry allowed the current study to better capture the OS benefit with zanubrutinib intervention,
which was a limitation of the study by Thieblemont ez /. (23] when performing MAICs with clinical trial data only.

Limitations inherent to all MAICs should be recognized to ensure a balanced interpretation of these results.
Comparative analyses of data from non-comparative studies carry the risk of including unknown or unmeasured
prognostic factors and treatment-effect modifiers. Although the matching model included clinically important
baseline characteristics that were available across datasets, several potentially relevant variables — including MZL
subtype, disease burden, laboratory markers, prior treatment regimens, genetic abnormalities, extranodal involve-
ment and comorbidities — were unavailable or could not be consistently balanced. Residual confounding from these
unmeasured or unbalanced factors may therefore remain and could influence the estimated comparative treatment
effects. The precision of MAIC estimates can be challenged by the degree of patient overlap across matched factors,
and this can be observed in the adjusted model, whereby a 56% reduction from the original sample size of 86
patients was observed. This reduction may decrease the precision and stability of the adjusted MAIC estimates and
increases uncertainty around the magnitude of the observed treatment effect.

The HMRN comparator cohort also reflected real-world treatment heterogeneity, including chemotherapy,
rituximab monotherapy and multiple ricuximab-based CIT regimens. Combining these regimens increased the
available comparator sample size and reflected treatments used in routine practice for R/R MZL; however, it
may also have introduced variability in treatment effectiveness, patient selection, and prognosis. The sensitivity
analysis excluding patients receiving chemotherapy only was performed because chemotherapy-only regimens
may be associated with less favorable outcomes than rituximab-containing regimens. Results remained consistent
when the comparator was restricted to rituximab monotherapy or rituximab-based CIT, suggesting that the
observed association was not driven solely by inclusion of patients on a chemotherapy-only regimen. However,
heterogeneity among rituximab-containing regimens remained and should be considered when interpreting the
estimated comparative treatment effects.

These challenges are partly inherent to evidence generation in a rare lymphoma subtype in which large com-
parative datasets and randomized head-to-head trials are difficult to obtain. Future analyses incorporating larger
clinical trial populations, registry-based cohorts or other real-world evidence sources would help confirm the ro-
bustness of these findings. Clinical trial and real-world data also offer distinct insights into disease progression and
survival outcomes. The controlled environment of clinical trials results in more homogenous patient populations
managed under ideal conditions (e.g., protocol-defined eligibility criteria, treatment administration, monitoring
schedules, follow-up procedures), whereas real-world settings reflect broader routine clinical practice and a more
diverse patient population within a specific healthcare system. In this analysis, the zanubrutinib data were derived
from multinational clinical trials, while the comparator data were derived from a UK-based registry. Differences in
regional clinical practice, supportive care, treatment sequencing, access to subsequent therapies, follow-up intensity
and outcome assessment may influence PES and OS and may not be fully captured through baseline covariate
adjustment. While combining clinical trial and real-world evidence can enhance the clinical relevance of treatment
comparisons when head-to-head trials are unavailable, results should be interpreted within the context of these
setting-level differences and the fundamental design differences between compared studies.

No comparison of safety outcomes was performed in MAGNOLIA-003 as well-defined safety end points were
not available from the HMRN registry. Zanubrutinib is known to be a well-tolerated treatment in lymphoma.
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In the MAGNOLIA trial, 26 (38%) patients treated with zanubrutinib experienced serious adverse events that
were manageable with temporary interruptions and no recorded treatment-related discontinuation, dose reduction,
or fatalities (13]. In the BGB-3111-AU-003 study, one (5%) patient experienced an adverse event that led to
discontinuation of zanubrutinib and there were no treatment-related fatalities [14]. These reports of safety outcomes
are consistent with published studies of zanubrutinib in B-cell malignancies [24], and are considered more favorable
than those for the first-generation BTK inhibitor ibrutinib [25]. The adverse events from zanubrutinib were
predominantly mild in nature in MAGNOLIA-003 and were managed with only temporary interruptions in
treatment.

Conclusion

By integrating data from clinical trials and real-world settings through an unanchored MAIC, these results suggest
that zanubrutinib was associated with an improved PFS and OS compared with chemotherapy, rituximab or CIT
for the treatment of patients with R/R MZL. Given the assumptions of the unanchored MAIC approach and the
potential for residual confounding, these findings should be interpreted as supportive comparative evidence and
warrant confirmation in future prospective comparative studies.

Summary points

e Marginal zone lymphoma (MZL) is an indolent B-cell lymphoma that may relapse or become refractory after
treatment.

e Traditional treatment options for relapsed or refractory (R/R) MZL include chemotherapy, rituximab and
rituximab-based chemoimmunotherapy (CIT).

e Zanubrutinib is a Bruton tyrosine kinase inhibitor that has shown promising efficacy in patients with R/R MZL.

e No randomized head-to-head trials comparing zanubrutinib with traditional therapies in R/R MZL are currently
available.

e This study used a matching-adjusted indirect comparison to compare zanubrutinib with real-world
chemotherapy, rituximab or CIT.

e Patient-level data from zanubrutinib clinical trials were compared with real-world registry data from patients
with R/R MZL.

e Statistical matching methods were used to balance differences in baseline characteristics between treatment
groups.

e Zanubrutinib was associated with significantly longer progression-free survival and overall survival compared
with chemotherapy, rituximab or CIT.

e Results remained consistent across sensitivity and leave-one-out analyses, supporting the robustness of the
findings.

Supplementary data
To view the supplementary data that accompany this paper please visit the journal website at https://becarispublishing.com/doi/
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