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Introduction

S-CP201 is a phase 1-ready investigational alkyllysophospholipid
(ALP) with activity across multiple cancer pathways. It activates the
FAS receptor, inducing apoptosis, and inhibits the AKT pathway,
which is linked to tumor development.

Previous studies have shown that edelfosine (CP201) and its two
enantiomers, R-C201 and S-CP201, inhibit the growth of 16 primary
and classic human cancer cell lines, with pancreatic cancer cells
being among the most sensitive ones. CP201 enantiomers exhibited
varying activity across patient-derived xenograft (PDX) cell lines,
reflecting the distinct molecular profiles of primary pancreatic
tumors and the potential for biomarker-driven patient stratification.

In vitro efficacy in PDX cell lines’

Prior to starting in vivo PDX studies, the anti-tumor activity of R- and
S-CP201 as single agents and in combination with SoC agents was
assessed in several PDX cell lines. The activity of the two CP201
enantiomers varied significantly across the tested cell lines for the
PDX models. The IC., values indicated a trend of decreasing potency:
PNX0017 > PNX0015 > PNXOO50 > PNX0001. PNX0001 showed a
strong sub-micromolar potency, reflecting distinct molecular profiles
of the tested tumors and was hence selected for in vivo studies.

PNX0O001 was selected for further study due to the promising activity
of both CP201 enantiomers and their potential synergy with
pancreatic cancer therapies. The enantiomers enhanced the effects
of gemcitabine, cisplatin, oxaliplatin, and fluorouracil but were
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antagonistic with irinotecan. The results of the combination R- or S- Oral gavage treatment of the two CP201 enantiomers at 20 mg/ks,
CP201 in combination with gemcitibine (gem) are shown (bottom given three times a week, led to premature death of some animals,
left). often following sudden weight loss. Histopathological analysis of one

mouse revealed intestinal atrophy, adenomatosis, hyperplasia,

Efficacy as monotherapy in PDX mice model PNX00012 abundant apoptotic cells, and mitotic figures, indicating heightened

intestinal toxicity. Spleen atrophy was also observed. Dose-dependent,

Evaluation of the efficacy of R- and S-CP201 as monotherapies in the | | | ._ |
reversible and manageable gastrointestinal toxicity was the main

PNXO0O01 pancreatic patient-derived xenograft

PNXO001 represents an untreatable cancer case.

Single agent treatment
with the two CP201
enantiomers was well

In iImmuno-
compromised NSG mice. Gemcitabine was used as a control.

toxicity of CP201 (edelfosine) administered to >1000 cancer patients in
In vitro efficacy of S-CP201 in combination with gemcitabine

and nab-paclitaxel (Abraxane®)*

Growth of PNX0001 PDAC PDX models treated with The combination of S-CP201, gemcitabine, and nab-paclitaxel
monotherapies of CP-201R/S or Gemcitabine (Abraxane®) demonstrated strong tumor growth inhibition in vitro,
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achieving a RECIST partial response in 25 proprietary patient-derived
pancreatic cancer PDX models. These models, derived from both
primary and metastatic lesions of pre-treated and chemotherapy-naive
patients, represent a broad spectrum of pancreatic malignancies.
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—— Gemeitabine, 50mg/kg, Q1 Monotherapy with S-CP201 resulted in statistically significant tumor
growth inhibition, corresponding to progressive disease. The SoC
combination exhibited strong and significant tumor suppression,
comparable to stable disease in patients. Notably, adding S-CP201 to
the SoC double combination further enhanced tumor inhibition in

SRR N TREV L R G R I ERO N C VO KEN  PNXOO15 and PNX0048, two rare PDAC models lacking KRAS

This study evaluated the

PD of the two CP201
enantiomers with
gemcitabine and optimized
dosing for pancreatic PDX
models. Their combination
significantly inhibited
PNXO001 PDX tumor
growth, aligning with a
stable disease phenotype
per (RECIST).
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Growth of PNX0001 PDAC PDX models treated with Combination of S-CP201 with gemcitabine and nab-

combination of CP-201R/S and Gemcitabine
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paclitaxel (Abraxane®) in PNX0001°

In the subsequent PDX-PNX0O001 mouse model, triple therapy strongly
——Vehidle inhibited tumor growth, mirroring a RECIST partial response. A similar
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effect occurred with gemcitabine-nab-paclitaxel, however, requiring a
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——cra0s56emas - Some tumors in both groups disappeared within 10 days. By day 21,
TEE® 57% (double) and 67% (triple) were below measurable size, with
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continued shrinkage in the triple group post-treatment. Lastly, tumors
regrew, but with faster recurrence in the double therapy group.

References

1. NexusPharma 16-002 RDP Internal Report WP2
2. NexusPharma 16-003 RDP Internal Report WP3
3. NexusPharma 16-004 RDP Internal Report WP4
4. NexusPharma 18-006 RDP Internal Report WP6
5. NexusPharma 17-011 RDP Internal Report WP11

© POSTER TEMPLATE BY GENIGRAPHICS 1.800.790.4001 WWW.GENIGRAPHICS.COM



