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Background: Background: Enhancer of zeste homolog 2 (EZH2) and its close homolog, EZH1, catalyze the attachment of 3
methyl groups to histone H3 at lysine 27 (H3K27me3). H3K27me3 is an epigenetic mark involved in
downregulating gene expression associated with tumor suppression and cell differentiation. Altered EZH2
expression has been implicated in the development and progression of non-Hodgkin lymphomas (NHLs), including
peripheral T-cell lymphoma (PTCL), adult T-cell leukemia/lymphoma (ATL), and other cancers. Valemetostat
tosylate (DS-3201b; also known as valemetostat) is a novel, potent, and selective dual inhibitor of EZH2 and EZH1
that has demonstrated antitumor activity against hematologic malignancies (Maruyama et al, Blood. 2017 [abstract
4070]). We report the interim results from the first-in-human trial of valemetostat in patients with relapsed or
refractory (R/R) NHLs, focusing on preliminary efficacy results for R/R PTCL and R/R ATL.

Aims: Aims: This ongoing multicenter, phase 1, multiple ascending dose study (NCT02732275) evaluates the safety,
pharmacokinetics, and pharmacodynamics of single-agent valemetostat for R/R NHLs. Primary objectives include
assessing safety and determining the recommended phase 2 dose; secondary objectives include assessing
preliminary efficacy.

Methods: Methods: 

Patients ≥18 (United States) or ≥20 years of age (Japan) with R/R NHL have been enrolled. Valemetostat (150-300
mg/day for the dose-escalation cohort; 200 mg/day for the dose-expansion cohort) is orally administered once
daily in continuous 28-day cycles until disease progression or intolerance. The enrollment for the dose-expansion
cohort is limited to patients with R/R PTCL or R/R ATL.

Results: Results: At the time of data cutoff (November 2, 2020), 78 patients with R/R NHL were treated with 150-300 mg



of valemetostat, including 62 patients who were treated with 200 mg. The median age was 68 (range, 37-88) years.
With a median follow-up of 28.1 weeks (range, 3.1-190.9), 22 of 78 patients (28.2%) remained on treatment. Safety
results from 78 patients with R/R NHL are reported; 76 patients (97.4%) experienced ≥1 treatment-emergent
adverse event (TEAE). Grade ≥3 TEAEs occurred in 51 patients (65.4%), and serious TEAEs (SAEs) grade ≥3 occurred
in 16 patients (20.5%); no deaths have been associated with valemetostat. Dose interruption or reduction due to
TEAEs occurred in 32 (41%) and 7 (9%) patients, respectively. The most common AEs (≥30% of patients) were
platelet count decreased (59.0%), dysgeusia (51.3%), anemia (37.2%), neutrophil count decreased (34.6%), alopecia
(32.1%), and white blood cell count decreased (30.8%). Grade ≥3 platelet count decreased and thrombocytopenia
occurred in 12 (15.4%) and 4 (5.1%) patients, respectively. Safety outcomes in R/R PTCL and R/R ATL subgroups
were similar to those in the overall population. Preliminary efficacy data from 45 patients with R/R PTCL and 14
with R/R ATL are summarized in the Table. Valemetostat resulted in a ≥50% overall response rate (ORR), with
potentially durable responses in R/R PTCL and R/R ATL. Efficacy was observed across PTCL subtypes.

Image: Image: 

Summary/Conclusion: Summary/Conclusion: These results demonstrate that valemetostat has an acceptable safety profile in patients
with R/R NHLs and encouraging efficacy results in patients with R/R PTCL or R/R ATL and warrants further
evaluation. Valemetostat is being evaluated in an ongoing phase 2 study in Japan in patients with R/R ATL
(NCT04102150) and in a global phase 2 study in patients with R/R PTCL, including R/R ATL (NCT04703192).
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