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Background

Plinabulin is a first-in-class differentiated tubulin binder that exerts anti-cancer activity primarily by activating GEF-H1-
mediated pathways in dendritic cell (DC) maturation, M1 polarization and subsequent T-cell activation (La Sala 2019;
Kashyap 2019; Natoli 2021). In a global phase 3 study (Dublin-3, n=559; Han 2024), plinabulin/docetaxel
outperformed docetaxel with significant OS/PFS/ORR benefits and 80% reduction in G4 neutropenia (p<0.0001). The
doubling of 2- and 3-year survival rates also suggests a durable long-term benefit. When given after radiation in
immune checkpoint blockade (ICB)-relapsed/refractory cancers, plinabulin (30 mg/m2) potentiates PD-1 inhibitors with
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Primary Objectives

To assess the safety and tolerability of plinabulin
when administered in combination with a radiation/
Immunotherapy regimen in subjects with select
advanced solid malignancies after progression on
anti-PD-1/PD-L1 mADb
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Single-cell RNA Sequencing Analyses

GEF-H1 Immune Score Computation: The GEF-H1 immune pathway consists of 47 genes that together drives a
distinct cell signaling program in DCs (Kashyap 2019). The gene expression counts were first normalized by log 2
Fragments Per Kilobase of transcript per Million mapped reads (FPKM) and then summed up the expression of these
genes to establish a normalized.
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Cancer Types and Treatment Cycles

This triple combination with the addition of plinabulin after RT initiation (3-6 hours apart) plus anti-PD-
1 rechallenge was well-tolerated and provided 54% disease control rate in 13 ICl-refractory patients
(3 PR; 4 SD) with 2 heavily pretreated Hodgkin lymphoma patients demonstrating long-lasting anti-
tumor responses.

Despite the mixed cancer types, scRNAseq analysis of tumor biopsies showed that GEF-H1 immune
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Plinabulin alters the tumor microenvironment to reduce tumor associated macrophages and enhance M1/M2 ratio. Days on Study
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