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Background: Despite the development and approval of effective therapies for multiple myeloma (MM), MM remains an
incurable disease. Moreover, patients with high-risk cytogenetics, like translocation t(4;14), continue to have a poor prognosis
compared to standard-risk patients. No novel agents have been approved speci�cally for this population. There remains an
unmet need for precision therapies for MM that can target speci�c drivers of high-risk MM like t(4;14). Multiple myeloma
SET domain-containing protein (MMSET) overexpression observed in 100% of patients with t(4;14) acts through the MMSET-
H3K36me2 axis, which promotes malignant transformation through regulation of multiple oncogenic programs. KTX-1001, a
methyl transferase inhibitor, is a novel, �rst-in-class, potent, oral, small molecule that inhibits MMSET and the methylation of
lysine K36. KTX-1001 had favorable drug-like properties, demonstrated in vivo activity, and was well tolerated in non-clinical
studies. Based on these data, KTX-1001 is now being studied in a Phase 1 dose escalation and expansion study in relapsed
and refractory multiple myeloma (RRMM).
Study Design and Methods: This multi-country, Phase 1, open-label study (NCT05651932) is designed to assess the safety,
tolerability, and initial clinical activity of KTX-1001. The study will also examine the recommended phase 2 dose (RP2D), phar-
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macokinetics (PK) and pharmacodynamics (PD). Part A of this trial includes an accelerated titration, followed by 3+3 dose
escalation with back�ll of cohorts for dose optimization prior to moving to Part B, which is an expansion phase at the RP2D
(please see Figure 1 for study design schematic). The expansion phase will only include patients with t(4;14). KTX-1001 will be
administered orally daily and given until disease progression, unacceptable toxicity, or withdrawal from the study.
Estimated enrollment for Parts A and B will be approximately 60 patients. The study will enroll patients with RRMM who
have received ≥3 prior lines of therapy, including a proteasome inhibitor (PI), immunomodulatory drug (IMiD), and anti-CD38
antibody. Patients must have measurable disease, be ≥18 years of age, have an Eastern Cooperative Oncology Group score
of ≤2, and adequate bone marrow, liver, and kidney function. Key exclusion criteria include history of or current plasma cell
leukemia, active central nervous system (CNS) disease, or active unstable cardiovascular function.
The primary endpoints of safety and tolerability include incidence of dose-limiting toxicity (DLTs), treatment-emergent ad-
verse events (AEs), and treatment-related AEs. Secondary endpoints include plasma concentrations of KTX-1001 and ef�cacy
outcomes such as objective response rate (ORR), duration of response (DOR), progression-free survival (PFS), and overall
survival (OS). Exploratory biomarker and pharmacodynamic assessments will also be performed. The sample size was not de-
termined by formal statistical methods but will be suf�cient to provide preliminary information on safety, PK, PD, and ef�cacy.
Statistical analyses will be primarily descriptive.
Conclusion: This Phase 1 study will evaluate a potential treatment for RRMM utilizing KTX-1001, which is a novel, �rst-in-class,
potent, oral small-molecule MMSET inhibitor. The study is open and actively enrolling patients at centers in the United States,
Spain, France, and Canada.
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