#7278 Non-Clinical Toxicity Studies of S-CP201
S-CP201 is a single enantiomer alkyllysophospholipid (ALP) that is known to affect multiple cancer pathways
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No Observed Adverse Effect Level (NOAEL)?

Respiratory and Cardiovascular Function4

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. Beyond its anti-cancer effects, it has
antibiotic, antiviral, and immune-modulating properties and is being
advanced for first-in-human studies in healthy volunteers or cancer
patients (monotherapy or in combination with other treatments).

The toxicology package includes nonclinical data on S-CP201 from
studies in rodents and non-rodents (minipigs), covering acute and
chronic toxicity, safety pharmacology, and genotoxicity. It establishes
dose-response relationships, determines the No Observed Adverse
Effect Level (NOAEL), and assesses target organ toxicity, mutagenicity,
and reversibility of effects. This nonclinical package is supported by
data on R-CP201 and the racemic legacy compound edelfosine. These
findings inform the first-in-human study by guiding safe starting
doses and predicting human risk.

Maximum Tolerated Dose (MTD) - Fixed Dose Phase (DRF)?

This two-phase study evaluated ® MTD phase: None clinical observations

the toxicity of S-CP201 when
administered orally via capsules
to minipigs.

The MTD consisted of four
ascending doses over three
days, in which a dose of 12 or 24
mg/kg/day was not tolerated.

at any dose level. Low globulin levels
resulted in a high A/G ratio at all time
points. Low Ca and Na levels on day 10.

@ DRF phase at 24 mg/kg/day: Slightly soft
feces and partly digested food on day 2,
reduced appetite, bodyweight loss on
day 4. Minimally lower triglyceride count

on day 5.
@ Dosing resumed on day 15 at 12
The DRF lasted for up to seven mg/kg/day. Low globulin levels resulted
days and was well-tolerated up

to 6 mg/kg/day.

It was concluded that the MTD is
6 mg/kg/day

in a high A/G ratio. Lower total protein
on day 15, animal terminated due to
partly digested food, decreased activity,
and reduced appetite; on day 17

@ Necropsy, dark mucosa of the duodenum

The PK model for rodents was developed using data from four
studies, including single- and repeated-dose assessments. |V PK data
later expanded to include absorption, and bioavailability estimates

from IV and oral data for S-, R-, and RS-CP201.
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Simulation of expected exposures in the proposed first in human study

with single oral doses of the S-CP201

Predictions with the final model for the 5 enantiomer, Ph1 study in humans

Typical concentration time courses for 150, 300, 450, 750 myg doses,
Harizontal line: LOQ, Vertical lines: Planned sampling times

The model accuracy
confirmed dose scaling.
Predictions suggest
human bioavailability is
similar to that of mice (IR == |
and rats (~40%). The final R
model recommends a PSR

maximum S-CP201 dose
of 600 mg to maintain

exposures below the rat
NOAEL of 9 mg/kg in Phl.
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Ames Test / Irwin and Haemolysis Test?

Mutagenic potential: Two Ames tests, with and without albumin
aggregated.

Test 1: Pre-incubation method for 60 minutes at 37° C according with OECD
guideline 471. 5000 pg of CP201 in five histidine auxotropic Salmonella
typhimurium LT2 mutant strains.

Test 2: Same setting but including six positive controls in dose dependency in the
presence of albumin.

S-CP201 is non-mutagenic. The influence of albumin could not be
described.

Modified Irwin test: Single oral doses <100 mg/kg in rats produced no
signs of behavioral, neurological, or autonomic effects

Haemolysis test: (up to 20 uM) was negative for S-CP201

Two studies evaluated the effects of S-CP201 on respiratory and
cardiovascular parameters.

In the respiratory study, rats underwent whole-body barometric
plethysmography to assess respiration rate, tidal volume, and minute
volume, alongside clinical observations, body weight monitoring, and
mortality checks. A single oral dose of S-CP201 had no observable
effects on respiratory parameters up to six hours after dosing.

The cardiovascular study used telemetry in Beagle dogs to monitor
blood pressure, heart rate, ECG, and body temperature. Dogs,
surgically implanted with telemetry devices, served as their own
controls with a six-day washout period.
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General health, clinical
signs, behavior, and body
weight were assessed, and
blood samples were
collected for toxicokinetics.
S-CP201 had no significant "
impact on hemodynamicor
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= 0 mg/kg Control ltem =10 mg'kg S-CP201 & 20 mglkg S-CP201 * 40 mg/kg S-CP20r

temperature, weight, or
food consumption.

However, some test-related
clinical signs were
observed, including soft or
liquid feces, mild to severe
salivation, and mild to

Heart Rate, beats/minute

moderate vomiting.

= 0 mglkg Control item * 4.5 mg'kg S-CP201 & 9 mg/kg S-CP201 * 14 mg/kg S-CP201
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