Advanced glioblastoma immunotherapy: Attenuated herpes oncolytic virus armed with
anti-PD-1 antibody and IL-12
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BACKGROUND RESULTS
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» The anti-tumor activity of MVR-C5252 in vivo was evaluated in U87 or D54 subcutaneous xenografts via intratumoral injections (A& B) and U-87MG-Luc orthotopic model via intracerebrally injection (C&D).
» The anti-tumor activity was validated in an immunocompetent orthotopic mouse model of murine GBM CT-2A treated with murinized MVR-C8282 virus. (E&F).
» MVR-C5252 significantly inhibited the progression of glioblastoma and prolonged the survival of the tumor-bearing mice.
Immune activation against tumors in immunocompetent glioblastoma model
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a7 D54 us7 PDNASL PoCNTFRa  PcONAS.L PeCNTFRa  PeDNA3L PoCNTFRa » MVR-C5252 significantly reduced tumor volume in the CT-2A GBM syngeneic model compared to backbone virus MVR-C1212 (A).
Atz bsa U138 LT D4ss Atz bsa Ulss UsT Dass AL72 ps4 d » MVR-C5252 induced higher levels of IFN-y and TNF-a compared to the MVR-C1212 and with a longer induction of TNF-a (B&C).
» MVR-C5252 induced remarkable CD8+ and CD4+ T cell infiltration in tumor bed (D&E).
—  Caspase 3/7 activity in CNTFRa knockdown glioblastomacells - > MVR-C5252 induced strong immune response against GBM.
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£os g oo . > Knockdown of CNTFRa resulted in a significant increase of caspase 3/7 activity in » MVR-C5252 is highly replication attenuated but with higher cell-killing activity in GBM cells compared to the first-generation oHSV.
g 04 Rl 5 GBM cells (E&F). » Mechanistic studies demonstrated that MVR-C5252 specifically induces cell apoptosis by caspase 3/7 activation via reducing CNTFRa expression.
- 7 om .l > MVR-C5252 shows superior anti-tumor activity and immune activation over the backbone virus.
I w2 osa ussum ote: Tp=0.05 T pe0.t » MVR-C5252 has a remarkable safety profile, which is unable to establish latency or reactivate.
» With the unique combination of safety, potent anti-tumor activity, and immune-stimulatory properties, MVR-C5252 makes it a big potential
candidate to address the pressing need for effective treatment strategies for GBM.
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