LTX-315 (Oncopore™) as an oncolytic peptide iImmunotherapy
for the treatment of melanoma
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Background LTX-315

Malignant melanoma, which develops from a neoplastic transformation of melanocytes, is the most aggressive form

of skin cancer. With a worldwide increasing incidence of malighant melanoma, there is a continued need for new N O Q
and improved treatment. \)k \)L \\)\ QL \)L

LTX-315 (Oncopore™) is a novel cationic oncolytic peptide designed for the treatment of solid tumors. By adopting an (( ’ 6/ . jﬁ ’ 6/ . \
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amphipathic helical structure, LTX-315 interacts electrostatically with the anionic components of negatively charged
cancer cellmembranes. LTX-315 induces a destabilization and disruption of the cancer cell membrane, causing cellular
lysis and a subsequent release of endogenous cellular content.

Alm
Investigate the anticancer effects of LTX-315 against malignant melanoma following intratumoral administration.

We also wanted to elucidate whether intratumoral treatment with LTX-315 resulted in an activation of the immune
system and tumor-specific immune responses.

Structural representations of LTX-315

Chemical structure of LTX-315 (top) and helical wheel representations as well as a secondary
structure (bottom). Cationic residues are in blue and aromatic residues in grey.

Results

Fig. 1 Malignant melanoma cells are more sensitive to LTX- Fig. 4 LTX-315 induces complete regression of palpable Fig. 7 A proposed mechanism of action model for intra-
315 compared to non-malignant cells and display rapid kill B16F1 tumors following intratumoral administration tumoral treatment with LTX-315
kinetics compared to conventional chemotherapeutics
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extracellularly released and translocate from the lysate (L) to the supernatant (S) following treatment with LTX-315.

when combined with conventional anticancer

Fig. 6 LTX-315 is a synergistic combination therapy to therapies such as immune checkpoint
Fig. 3 LTX-315 induces disintegration of mitochondria immune checkpoint inhibitors iInhibitors
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Source: Laurence Zitvogel, Institut de cancerologie Gustave Roussy
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A375 cells were labeled with Mitotracker (Red) and nucleus stained with (DAPI) (left). Treatment with LTX-315 (6 pM)
caused disintegration of mitochondria (right).
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