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Background
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Lurbinectedin (L) is a synthetic agent derived from trabectedin.
Via inducing PD-L1 expression and depleting growth promoting
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that not only induces apoptosis in cancer cells and exposes tumor
neoantigens for immune recognition but also depletes tumor-associated

growth promoting macrophages, thereby restoring immune surveillance
and potentially enhancing the efficacy of immunotherapy.

L Nivolumab (N) is a monoclonal antibody that binds to the CD8+
Killer T cell PD-1 receptor, a negative regulator of T-cell
activation. Via blocking the interaction between PD-1 and PD-
L1/L2 on Tumor Cells, Nivolumab prevents PD-1 pathway-
mediated T-cell inhibition, ultimately allowing for T-cell
activation.
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Methods

This Phase I/ll open-label single-site study will evaluate the safety and efficacy of lurbinectedin in combination with ipilimumab and nivolumab in patients with advanced STS.

Up to 40 patients with advanced STS will be treated. Phase | will include 6-12 previously treated participants and will employ a standard “cohort of 3” design with a DLT window of 3
weeks to determine the Maximum Tolerated Dose (MTD). In Phase Il, an additional 28-34 previously untreated participants will receive lurbinectedin at the MTD and fixed doses of
ipilimumab and nivolumab.

Objectives Treatment Schedule Study Schema
Primary Lurbinectedin .
- Evaluate MTD of lurbinectedin in combination with fixed doses Phase I: Escalating doses per standard “cohort of three” Screening (D-14)
of ipilimumab and nivolumab design 2.6 mg/m2 (Dose Level |) - 3.2mg/m2 (Dose Level Il) 21{.3 years .
With Advanced Soft tissue sarcoma
IV every 3 weeks
Secondary Phase II: Determined MTD
- Evaluate objective response rate (ORR) by RECIST v1.1 via Phase |
CT/MRI/PET q 6w until end of treatment (EOT) Ipilimumab Drug Route | Dose Schedule
. Determ?ne progression_-free survival (PFS) 1 mg/kg IV every 12 weeks Lurbinectedin |[IV 2.6-3.2 mg/m2 | D1, q 3 weeks
« Determine overall survival (OS) Ipilimumab Wi 1 mg/kg D14, g 12 weeks
Nivolumab Nivolumab 1V 3 mg/kg D14, q 2 weeks
Exploratory 3 mg/kg IV every 2 weeks |
- Correlate response with amount of ctDNA via Signatera testing Safety Analysis

MTD Determination

q 6w until EOT Participants may continue treatment until significant disease
progression or unacceptable toxicity occurs.
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Phase Il
Enrollment Criteria prug - \Route|Dose " Schedule
- urbinectedin b-o0.Z2 mg/m , J o WEEKS
_ o AnalyS|S Ipilimumab IV 1 mg/kg D14, g 12 weeks
Key Inclusion Criteria Nivolumab W, 3 mg/kg D14, g 2 weeks
« Confirmed pathologic diagnosis of locally advanced unresectable Safety
or metastatic STS The Intention-To-Treat (ITT) population (all patients who received Efficacy Analysis

« At least one measurable target lesion by RECIST v1.1 of 1 cm at least one dose of study drug) will be used for adverse event CT Scan or MRI g 6 weeks until EOT
- 218 years analysis.
* ECOG=1 | End of Study (36 months)
* Life expectancy of 2 3 months _ | Efficacy Safety and Efficacy Analysis
* Acceptable hematological status and liver/renal function The Intention-To-Treat (ITT) population (all patients who received
» Previously treated in Phase |; previously untreated in Phase | at least one dose of study drug) will be used for OS analysis. The

Modified Intention-To-Treat (mITT) population (patients who :
Key Exclusion Criteria completed the first two 3-week cycles and follow-up imaging) wil Author Information
be used for analysis of PFS.

« Untreated CNS metastases
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