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Despite its impact on treatment access, tolerability, and outcomes, frailty in Waldenstrom’s
Macroglobulinemia (WM) lacks an objective definition. In WM, mainly affecting elderly,
comorbid patients, first-line BTKi are EMA-approved only for chemoimmunotherapy-
ineligible subjects, although no standardized definition of ineligibility exists. Based on this,

we evaluated whether an integrated geriatric- and quality of life (QoL)-based approach could
better define fitness and guide treatment in WM.

In this ongoing prospective, multicenter, observational cohort-study, consecutive WM
patients regardless of age, disease stage or treatment status, completed Practical Geriatric
Assessment (PGA) and EORTC QLQ-C30 questionnaires at enroliment (baseline), 6, 12,18
months. PGA included physical, functional, psychological, cognitive, nutritional, social and
comorbidity self-perception domains. Primary objective is PGA-based frailty definition.
Secondary: PGA feasibility, associations between clinical characteristics and PGA domains,
impact of PGA and EORTC QLQ-C30 on treatment choice, management, outcomes, non-
cancer survival. Here we report interim-analysis from baseline and +6-months assessment.

From November 2024 to July 2026, 373 WM patients were enrolled: 131 on active treatment
at any line (a-Tx); 113 previously treated and currently in watch and wait (t-ww), 129
untreated in watch and wait (u-ww). Table 1 reports patients characteristics. Compared to
the other groups, a-Tx pts had at baseline higher IgM, lower hemoglobin and more
concomitant medications. Overall, 95% had 21 impaired PGA domain (median 3, range 0—
6), with no between-group differences in cumulative PGA burden or individual domains.
Median EORTC QLQ-C30 global health status (GHS; 0—100, higher scores indicating better
health)was 66.7 (67, 67 and 75 in a-Tx, -ww, u-ww respectively, p=.845). Of 256 pts (68.6%)
with no anamnestic severe comorbidities recorded, 88% reported self-perception of relevant
coexisting conditions. Among baseline clinical characteristics, age, hemoglobin, bulky
disease and vascular, respiratory, renal and neurologic CIRS items were independently
associated with increased cumulative PGA burden; their impact on single PGA domains is
shown in Figure 1. Patients classified as unfit by CIRS >6 and/or CrCl <70 mL/min had a
significantly higher PGA burden than fit patients (p=0.015), despite a median PGA burden
of 3 in fit patients, supporting the additional discriminatory value of the PGA. At multivariate
analysis, neuropathy (-8 points), each additional concomitant medication (-1.8 points), and
each 1 g/dL increase in hemoglobin (+2.2 points) were independently associated with QLQ-
C30 GHS. While impairment in any individual PGA domain was associated with worse QLQ-
C30 GHS, only impaired functional and psychological status retained their independent
value, each conferring an 11.7 and 12.9-point lower GHS score, respectively (p<.001 for



both). At 6 months 201 pts (53.9%) were reassessed, with no changes in cumulative PGA

burden or QLQ-C30 GHS overall or across groups.

Median PGA + QLQ30 completion time was 20 minutes (patients) and 5 minutes

(physicians).

Preliminary data support the feasibility and potential value of this approach for fitness
stratification. Baseline PGA and EORTC-QLQC30 GHS were comparable across the 3
groups. Impaired functional and psychological status, anemia, neuropathy and concomitant

medications emerged as major detrimental factors for QoL. Ongoing enroliment will identify

PGA-based fitness determinants, longitudinal changes and therapeutic implications.

Table 1. Patients’ characteristics

a-Tx t-WW u-WwW Total p

N (%) 131 (351) | 113(30.3) | 129 (34.6) 373

Gender Female 37(282) | 35(31.0) | 39(305) | 111(20.8) | 0.881
Male 94(71.8) | 78(69.0) | 89(69.5) | 261(702)
Median 73.9 725 730 734

Age at PGA (IQR) (65.6-81.5) | (63.0-80.0) | (654795 | (64.580.2) | 307
Median 23.0 12.30 15.10 16.30

IgM (g/L) (IQR) (9.3-34.98) | (5.69-30.40) | (9.89-26.92) | (8.61-31.82) | 9008
Median 1.2 125 13.1 12.4

Hb (g/dl) (IQR) 9.7-13.0) | (106-13.9) | (11.2144) | (106-13.9) | <0-001

\ Median 214 216 238 219

Platelets (10°L) | qR) (169-281) | (174-265) | (185-207) | (172-281) | 132
Median 70.9 748 792 748

CICr merged (IQR) (545-048) | (61.6-93.7) | (59.4-02.8) | (57.9-937) | 950

Neuropathy 20(156) | 23(204) 10 (7.9) 53 (144) | 0.022

Bulky >5 cm 10 (7.9) 12 (10.6) 0(0.0) 22 (6.0) 0.001

Splenomegaly

Splenom 4(32) 4(35) 1(0.8) 9(2.5) 0.320

MYD88 WT 8(7.1) 13 (15.1) 7(76) 28(9.7) 0.123
Mutated 104 (92.9) | 73(849) | 85(924) | 262 (90.3)

CXCR4 WT 32(711) | 32(780) | 16(64.0) 80(72.1) | 0459
Mutated 13 (28.9) 9(22.0) 9 (36.0) 31(27.9)

N of treatment

(if ongoing, Median 2.0 1.0 0.0 1.0 <0.001

current treatment |(IQR) (1.0-3.0) (1.0-1.0) ) (1.0-2.0) :

included)

N. of concomitant |Median 3.0 2.0 3.0 2.0 0.004

medications (IQR) (1.0-5.0) (1.0-3.5) (1.0-5.0) (1.0-5.0) :

Any anamnestic |y 89 (84.0) 79 (78.2) 88 (87.1) 256 (83.1) | 0.230

comorbhidity




a-Tx t-Ww u-Ww Total p
ECOG-PS>0 Yes 55 (42.0) 43 (38.1) 45 (34.9) 143 (38.3) 0.499
Median 3.0 2.0 2.0 2.0
el (IQR) (10-50) | (0.0-40) | (1.0-4.0) 1.040) | 0128
CIRS>6 elo
CIRS3+* Yes 29 (22.1) 25(22.1) 28 (21.7) 82 (22.0) 0.996
Fitness according
to CIT traditional |Fit 53 (40.5) 47 (41.6) 40 (31.0) 140 (37.5) 0.164
criteria
Unfit 78 (59.5) 66 (58.4) 89 (69.0) 233 (62.5)
aCIRS>6: Cumulative Illness Rating Scale >6; CIRS3+: at least one individual CIRS system with a score 23
bCIRS >6 and/or Creatine Clearance <70 mL/min
Figure 1. Impact of baseline characteristics on individual PGA domains
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