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653.MULTIPLE MYELOMA: PROSPECTIVE THERAPEUTIC TRIALS
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Introduction: Patients (pts) with advanced and heavily pretreated relapsed/refractory multiple myeloma (RRMM) have worse
health-related quality of life (HRQoL) than those at earlier stages of the disease and have limited treatment options available
to enable improvement in HRQoL, particularly those who are triple-class exposed. Talquetamab (tal), a novel GPRC5D×CD3
bispeci�c antibody, has shown deep and durable responses in the MonumenTAL-1 study (NCT03399799/NCT04634552) in
pts with RRMM. Here, we report patient-reported outcomes (PROs) from the MonumenTAL-1 study, focusing on data through
cycle 21 from the tal 0.4 mg/kg weekly (QW) dosing cohort (initial results presented at ASH 2022) and new data through cycle
15 from the tal 0.8 mg/kg every other week (Q2W) dosing cohort.
Methods: MonumenTAL-1 is a �rst-in-human, phase 1/2, single-arm study of tal monotherapy. Pts with triple-class exposed
RRMM received the recommended phase 2 doses of tal (0.4 mg/kg QW or 0.8 mg/kg Q2W). PRO assessments included the
following instruments: the European Organisation for Research and Treatment of Cancer quality of life questionnaire core 30
(EORTC QLQ-C30), a cancer-speci�c PRO instrument, with scores ranging from 0 to 100 (higher scores indicate better global
health status [GHS] and functioning, whereas higher scores for symptoms represent worse severity, and a 10-point change
from baseline indicates meaningful change); the EuroQol 5-Dimension 5-Level (EQ-5D-5L) visual analogue scale (VAS), which
rates pt health from 0 (worst) to 100 (best); and the Patient Global Impression of Severity (PGIS) instrument, a single item that
assesses severity of disease. PRO instruments were administered at screening, day 1 of cycle 1, then day 1 of every other cycle.
Results for each instrument are presented for speci�c cycles that have a larger sample size (n≥30); later cycles presented for
the QW cohort are due to longer follow-up duration (median,18.7 months) compared with the Q2W cohort (median, 12.3
months), for which earlier cycles are presented.
Results: As of January 17, 2023, phase 2 data were available for 122 and 109 pts who received ≥1 administration of tal QW
or Q2W, respectively; compliance for completion of the EORTC QLQ-C30 was >97% at baseline and >80% at most post-
treatment visits (in each cohort). Least squares (LS) mean change from baseline demonstrated clinically signi�cant improve-
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ments in GHS (16.4 points QW, 8.8 points Q2W) and physical functioning (9.6 points QW, 3.1 points Q2W) at cycle 15 in QW
and cycle 11 in Q2W cohorts, respectively, along with reductions in fatigue (-10.1 points QW, -5.9 points Q2W) and pain (-16.8
points QW, -1.9 points Q2W) symptoms at cycle 15 in QW and cycle 11 in Q2W cohorts, respectively (Figure). An increasing
ability to engage in social roles and activities (role functioning) was also reported by pts in the QW cohort, with an 8.5-point
improvement from baseline at cycle 15. Pts in the QW cohort reported meaningful improvement from baseline at later cycles;
these improvements were particularly evident in GHS (57%) and social function (47%) at cycle 15. In the Q2W cohort, meaning-
ful improvements from baseline in fatigue (45%) and emotional function (42%) were larger at cycle 7. Pts’ global impression of
their MMdisease severity (PGIS) also improved from baseline, consistent with themeaningful improvement data: for example,
in the QW cohort, ratings were 10.8% (very severe) and 40.8% (severe) at baseline compared with 0% and 6.7%, respectively, at
cycle 15; in the Q2W cohort, ratings were 11.1% (very severe) and 34.3% (severe) at baseline compared with 2.8% and 19.4%,
respectively, at cycle 11. Pts reported improvements from baseline in their health status (EQ-5D-5L VAS score), with LS mean
change of 8.1 (95% CI, 2.6, 13.7) and 2.7 (95% CI
-2.3, 7.7) at cycle 9 in the QW and Q2W cohorts, respectively. Median time to improvement from baseline in most EORTC
QLQ-C30 subscales and EQ-5D-5L VAS scores was ˜2 months in both cohorts; estimates of median time to �rst worsening
ranged from 2 to ˜9 months.
Conclusions:Meaningful improvements from baseline in MM symptoms, physical function, and overall HRQoL were observed
in tal QW and Q2W cohorts, with durable and short-term improvements, respectively. These favorable results in PROs add to
the ef�cacy and safety pro�le of tal, highlighting tal as a compelling treatment option for pts with triple-class exposed RRMM.
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