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A complementary therapeutic approach Efficacy in a murine colon cancer model with anti CTLA-4 Efficacy of combination treatment: BNC105 + anti- PD-1 in a colorectal tumor model

C57/BL6 mice were inoculated subcutaneously with MC38 cells and treatment commenced when tumors reached a volume of approximately 100-

BNC105 is a a tubulin depolymerisation agent that exerts anti-cancer efficacy through the selective destruction of solid tumor microvasculature Balb/c mice were i.noculated subcutaneo.usly with CT26 cells. When tumors reached an average volume of approximately 100 ) 150mm? an.imals 150mm3. BNC105P was administered at 10 mg/kg i.v. on Days 1, 8 and 15 and anti-PD-1 antibody (Clone RMP1-14) was administered at 3.5mg/kg
and direct suppression of tumor cell proliferation (Kremmiditios et al 2010). A single IV dose of BNC105 causes a very high degree of tumor hypoxia were randomised into 5 groups of 10 mice per group. BNC105P (10mg/kg) i.v. was administered on Days 1 and 8 and the anti-CTLA-4 antibody i.p. on Days 1, 4, 8, 12 and 16.
leading to >95% necrosis in rodent models. (Clone 9D9) was administered at 10mg/kg i.p. on Days 2, 5, and 9.
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BNC105 + anti CTLA-4 is a well tolerated combination cytotoxic T cell attack of the tumor while avoiding immunotolerance.
Animal weights and health monitored throughout the treatment period demonstrate that BNC105 + anti CTLA-4 is a well tolerated combination. . . . o o o _ .
Previous literature shows that CTLA-4 blockade results in PD-L1 up-regulation, which drives the escape of tumors from anti CTLA-4 treatment, we The combinations delivered synergistic tumor growth inhibition activity in two syngeneic models of
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potentially reducing the ability of tumors to escape via this mechanism when used in combination. There was a significant reduction in the
e number of tumor infiltrating macrophages (CD11b+) after treatment with BNC105, in both the monotherapy and combination group. In the
Lymph Node contgxt of the reported tumor-promoting properties.of tumgr infiltrati.ng mac.rophages, t_his observation suggests that the reduction of CD11b+ These ﬁndings support the investigation of Combining BNC105 with immune Checkpoint inhibitors in
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