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OBIJECTIVES INTERVENTIONS
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INTRODUCTION To quantify the MRD-survival association in SETTING MASTER) and isatuximab-based (ISKIA, ADVANCE).
NDMM and define the unanswered gap around Phase 2 and 3 induction trials in NDMM * TIE-ENDMM trials: daratumumab-based (CEPHEUS) and
* Minimal residual disease (MRD) negativity =~ MRD-guided maintenance interruption. (7 to 15 per meta-analysis). isatuximab-based (BENEFIT).
is the most powerful intermediate * All compared CD38 antibody-based quadruplets versus non-
endpoint in newly diagnosed multiple DESIGN CD38 antibody triplets.
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myeloma (NDMM) - Evidence synthesis of PubMed-indexed meta- PATIENTS OR OTHER PARTICIPANTS ¢ MRD negativity assessed at 107 and 10™ at 12 months.
* FDA 2025 draft guidance recognizes it as a analyses (2020 to 2026) with dual-reviewer ~ * Adults with NDMM
potential primary endpoint. screening * MRD assessed by next-generation MAIN OUTCOMES MEASURES
* Translation to maintenance interruption * three meta-analyses (4,907 to 15,304 sequencing or flow cytometry.
decisions remains prospectively batients; 7 to 15 trials) provide primary . Ind|V|.duz(ajI- and tnal-lexel MRD-survival assouatmnsh
. [
unvalidated. estimates. sustained MRD negativity rates at 12 or more months.
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