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DISCUSSION AND CONCLUSION

INTRODUCTION STUDY RATIONALE, DESIGN & TRIAL STATUS

Immune checkpoint inhibitors (ICls) have transformed

Key Conclusions This abstract describes a trial in progress: efficacy results are not yet available. Below: scientific rationale, statistical design, biomarker strateqy,
advanced NSCLC treatment, yet many patients exhibit primary ICI y prog y y 9 gy

and current trial status.

resistance or progression after initial response. * First VA-based multicenter trial Combining dual EZH2/EZH1

Epigenetic dysregulation, including aberrant EZH2-mediated inhibition with anti-PD-1 therapy in ICl-refractory NSCLC. Scientific Rationale Biomarker / Correlative Studies

trimethylation of histone H3 (H3K27me3), is implicated in tumor « Addresses a critical unmet need: no standard of care exists for EZH2 ACTIVE (Untreated Tumor)

immune evasion and reduced ICI responsiveness. ICl-refractory NSCLC. Prca complex Primary Biomarker: H3K27me3 (methyl r.nark) and F.’D-L1 expression
: ey e in tumor biopsies — to explore epigenetic/immunologic correlates of

Preclinical studies suggest EZHZ inhibition may enhance » Mechanistically rational: EZH2 inhibition may reverse response.

antitumor immunity and potentiate PD-1 blockade.

epigenetic immunosuppression to restore ICl sensitivity. Correlative studies:

Tulmimetostat, a potent dual EZH2/EZH1 inhibitor, demonstrates
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Phase Ib (BOIN dose-escalation): tulmimetostat 200 or 300 “ Treatment
mg QD (7-day run-in) + pembrolizumab 200 mg IV Q3W; « BOIN dose-escalation « Simon two-stage design
o/ . . .
target DLT rate 20%; up to 18 patients to determine RP2D. . 2 dose levels: 200 & 300 mg « Early stopping for futility
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