Abstract: 4377
High affinity receptor bio-selected novel oncolytic RNA virus, IVX035, demonstrates potent anti-tumor activity in

human NSCLC, hepatocellular carcinoma and bladder cancer with potential for immunotherapeutic combinations
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BACKGROUND RESULTS - continued

Oncolytic viruses are emerging as promising therapeutic agents that selectively infect and lyse cancer cells

while enhancing responses to immunotherapies, inglud_ing Immune checlfpointinhib.itors (CPls). IVX035 is a In Vitl’O OnCOIytiC aCtiVity Of IVX055 in Bladder cancer In ViVO OnCOIytiC aCtiVity Of IVX055 in NSCLC

novel, non-enveloped, single-stranded RNA oncolytic virus developed using a proprietary receptor-focused

bioselection platform to optimize tumor targeting and entry. IVX055 engages distinct cell surface receptors
to mediate efficient tumor cell binding and internalization, resulting in potent lytic replication. Mechanistically, A B A
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5637 TCSUP UMUC3 Time (hours) Figure 5. VX055 mediates robust oncolytic activity in a human non—small cell lung cancer (NSCLC) xenograft model. Intratumoral
CeII Lines (IT) administration of IVX055 (1 x 108 TCID;,, three doses) to NCI-H1299 (NRAS-mutated) xenografts resulted in significant tumor
@ ‘ growth inhibition, consistent with productive viral infection and replication. Tumor volumes are shown as (A) individual tumor growth
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mmﬁms Figure 2. IVX055-mediated destruction in a panel of bladder cancer cell lines. (A) IVX055-mediated oncolysis in a panel of human
bladder cancer cells. Cells were infected with IVX055 at a MOI of 100 TCIDs,/cell and viability was measured seven days later via

Figure 1. Schematic of the MAP kinase pathway the XTT viability assay. Results were expressed as mean percentages of viability, normalised to mock-infected + SD. (B) Viral
highlighti.ng the potential impact of RAS and RAF growth curve of IVX055 in various bladder cancer cell lines over 5 days post-infection. Cells were infected with IVX055 at MOI = 1 0.0 \ J & | U ad J O \<
and viral titres were determined at 0, 24, 48, 72, 96, 120h post-infection. LOD denotes below the level of detection. J — . J .
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controls to determine relative viability. Cell Lines
In parallel, viral-induced cytopathic effects (CPE) were monitored by phase-contrast microscopy to evaluate _ _ o , _ o , . FUTU RE DIRECTIONS
morphological changes associated with Iytic infection, inclu ding cell roundin g, detachment, and cytopathic Flg.ure 3. IVX055-mediated degtructlon /n.a panel of liver cancer cell lines within three.da'y.s. (A) IVX055-mediated oncolysis u? a panel

ffect R tative | tured to d t infection kinet d extent of Vs of liver cancer cells. Cells were infected with IVX055 at a MOI of 100 TCIDsy/cell and viability was measured three days later via the
€iect. Representative images were captured to document infection Kinetics and extent or oncolysis. XTT viability assay. Results were expressed as mean percentages of viability, normalised to mock-infected = SD. (B) Viral growth curve

of IVX0585 in various liver cancer cell lines over 3 days post-infection. Cells were infected with IVX055 at a MOI = 1 and viral titres were
In vivo xenograft studies determined at 72h post-infection.

All animal studies were conducted in accordance with institutional guidelines for animal care and use.
Immunocompromised mice (athymic nu/nu) were subcutaneously implanted in the flank with human tumor
cell lines. Tumors were allowed to establish until they reached a palpable size (~50-150 mm?), at which
point animals were randomized into treatment groups.

VX055 was administered via intratumoral (IT) injection at defined doses and schedules. Control animals
received vehicle alone. Tumor growth was monitored longitudinally using digital caliper measurements, and

Phase 1 (combination of IVX055 + tislelizumab)

Patients receive up to 7 injections of [VX055
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* Intratumoral administration of VX055 in human tumor xenograft models using immunocompromised MOI (TCID.../cell) tumors
mice was well tolerated and highlighted potent anti-tumor activity against NSCLC cancer xenografts >0
(NCI-H1299-NRAS mutated) (Figure 35). Figure 4. VX055 induces oncolysis across all NSCLC cell lines. Various non-small cell lung cancer cell lines were infected with VX055 o) i e
at MOI = 0.0001, 0.001, 0.01, 0.1, 1, 10, and 100 in reduced-serum media. Cell viability of the six cell lines was determined at 72h post- Disclaimer .
infection via the XTT viability assay (n=2). Results were expressed as mean percentages of viability, normalised to mock-infected + SD. o o e o e e rabroduoed witot o iV R I m rT] VI rX *®
permission from AACR® or the author of this poster. R R
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