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Background

maMICVO Induces Dose-Dependent Inhibition of MOC2 Tumor Outgrowth maMICVO Sensitizes Immunotherapy-Refractory MOC2 Tumors to Anti—PD-1
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Mouse analog of MICVO with anti-PD-1 produces greater antitumor efficacy than either treatment alone.
MOC2 tumor-bearing mice were treated with saline, maMICVO, anti-PD-1, or the combination, as described in

to improve efficacy in immunotherapy-sensitive and -refractory syngeneic triple-
negative breast cancer models (4,5).

maMICVO Modulates MOC2 Tumors Toward a More Immune-Permissive State
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unchanged CD4 T cell density, but trends toward (C) reduced Treg density and (D) lower Treg-to-CD4 frequency,
accompanied by (E) higher CD8:Treg ratios. Data are representative of a single experiment (n = 3 per group).
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Conclusions

“ maMICVO Increases the Abundance of Anti-PD-1-Responsive CD8 T Cells * Monotherapy with maMICVO inhibited MOC2 tumor outgrowth in a dose-dependent
Monotherapy Study Design Combination Study Design A. #CD8 T Cell B. %CD8PD-1 C. Gatedon CD8 PD-1T cells D. %CD8Tex E. %CD8 Tpex manner, further Supportlng the anti-tumor aCtIVIty of MICVO in HNSCC.
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Mouse analog of MICVO increases CD8 T-cell abundance in MOC2 tumors, including a progenitor
exhausted subset that is highly responsive to anti-PD-1. MOC2 tumors from saline- or maMICVO-treated
mice were collected 48 hours after the third dose and analyzed by flow cytometry. (A) maMICVO increased the
number of intratumoral CD8 T cells relative to saline controls. (B) The proportion of CD8 T cells expressing PD-1
was also higher with maMICVO treatment. (C) Among CD8 PD-1+ T cells, terminally exhausted (Tex) and anti—
PD-1-responsive progenitor exhausted (Tpex) subsets were identified. (D) Saline-treated tumors were enriched

a-PD-1 (I.P.)
« Six- to eight-week-old female C57BL/6 mice were injected subcutaneously with 0.3 x 106 MOC2 HNSCC cells.

clinical benefit in patients with HNSCC who do not respond to checkpoint blockade.

 These findings support the clinical development of MICVO as a monotherapy
(NCT05720117) and with pembrolizumab for R/M HNSCC (NCT06795412).
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* When tumors reached ~75 mm? (Day 0), mice were randomized into the following treatment groups: (1) saline;
(2) maMICVO; (3) anti-mouse PD-1 (clone RMP1-14); or (4) maMICVO plus anti-mouse PD-1.

« Tumor volume and body weight were monitored to assess efficacy and tolerability, respectively.

» At selected time points, some tumors were collected and processed for immune profiling by flow cytometry and
multiplex immunofluorescence (miF) or for determining EDB+FN expression by immunohistochemistry (IHC).
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for Tex cells, (E) whereas maMICVO-treated tumors were enriched for Tpex cells. Data are representative of two
independent experiments (n = 8 per group). P-values by Mann-Whitney U-test: **P < 0.01; ***P < 0.001.
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