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Introduction: Fixed-duration chemoimmunotherapy (CIT), e.g. bendamustine-rituximab
(BR), Dexamethasone Rituximab and Cyclophosphamide, (DRC), and continuous BTK
inhibitors (BTKi) are commonly utilised firstline therapies in WM. However, a randomized trial
comparison is unlikely and little data is available to inform sequencing decisions. Real-world
data (RWD) is critical to fill this gap. WhiMSICAL (Waldenstrom Macroglobulinemia Study
Investigating Clinical outcomes And quality of Life) is the first global, patient-derived WM
registry to capture treatment patterns, outcomes and quality of life (QoL) data. We present
an updated analysis mapping global practice variation, and the sequencing of CIT and BTKi.

Methods: After online self-consent, WhiMSICAL captures patient-entered demographic,
clinical (symptoms, comorbidities, pathology, therapies), and QoL data. Recruitment is
primarily by WM consumers through social media. TTNT is defined as duration from therapy
initiation to the start of the subsequent line; patients without subsequent therapy are
censored at their last data edit. Qol, assessed using the EORTC QLQ-C30 global scale and
the Impact of Event Scale-6 (IES-6), were evaluated pre-treatment, within 12 months, and
12—24 months post-treatment initiation. Data cutoff was 1% July 2025.

Results: 714 patients from 23 countries (USA: 51.1%, Australia: 18.2%, UK: 10%)
participated, with a median follow-up from diagnosis of 79 months (IQR 42—-131). Median
age at diagnosis was 62 years (range 24—89). Firstline treatment was received by 512
patients (72%), demonstrating high heterogeneity with 54 unique regimens. USA patients-
initiated treatment significantly sooner after diagnosis than the Rest-of-World (median 77 vs.
360 days; p=0.02) and received first-line BTKis more frequently (32% vs.13%).

The four most common first-line therapies were BR (30%), BTKi (14%), rituximab
monotherapy (12%), and (DRC, 10%), with BR and BTKi increasing from 16% and 4% prior



to 2016, to 43% and 20%, respectively, post-2016. At a median follow-up of 54 months,
median TTNT was similar for firstline BR and BTKi (104 vs 101 months; p=0.60) despite
comparable self-recorded co-morbidities. Both achieved longer TTNT than DRC (84 months;
p=0.03) and rituximab monotherapy (36 months; p<0.001). In the second-line setting, BTKI
(n=54) demonstrated longer TTNT than BR (n=29) (93 vs 54 months; p=0.0018). (Figure 1)

Baseline global QoL was similar between CIT- and BTKi-treated patients. CIT was
associated with a transient reduction in global QoL during the first 12 months (mean score
68.6 vs 79.3; p<0.02), but by 12—24 months QoL was comparable between groups (78.0 vs
79.4; p=0.81). Mean IES-6 scores improved over time (5.7 to 4.5; p=0.0007) without
significant differences between CIT and BTKi (6.3 vs 5.6; p=0.51).

Conclusion: The unique, growing continuous dataset of the global WhiMSICAL registry
highlights international variations in WM management. While the adoption of firstline BTKi
use is increasing, the data provides further support that initial BR remains a highly effective
fixed-duration option with comparable long-term TTNT to BTKi, whereas this comparable
efficacy is lost in subsequent lines. While CIT causes an initial short-term QoL deficit relative
to BTKIi, this resolves after 12 months, highlighting the long-term value of a treatment-free
interval to inform shared clinical decision-making.
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Figure 1 — Kaplan—Meier curves showing time to next treatment (TTNT) according to the
four most common first-line treatment regimens. TTNT was defined as the interval from
initiation of first-line therapy to commencement of second-line treatment. Patients who did
not receive subsequent therapy were censored at the date of their last WhiMSICAL registry
update. Differences between treatment groups were assessed using the log-rank test. BR,
bendamustine-rituximab; BTKi, Bruton tyrosine kinase inhibitor; DRC, dexamethasone,
rituximab, cyclophaosphamide.
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