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Introduction

S-CP201 is an 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.
The pharmacokinetic (PK) package provides comparative assessments
of the bioavailability of CP201 racemate (edelfosine), its R- and S-

enantiomers (R-CP201

and S-CP201), and dose-proportional

pharmacokinetic evaluations at various p.o. doses, as well as
comparisons with the i.v. route in both rodents and non-rodents.
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PK Comparison of CP201 in Adult Mice and Rats?

Adult mice received oral (p.o.) treatment, while adult rats were
treated both orally (p.o.) and intravenously (i.v.).

No animals exhibited side effects, abnormal behavior, or mortality
following treatment. Compared to the racemate, S-CP201
demonstrated consistently higher bioavailability, as indicated by
increased AUC and whereas R-CP201 exhibited lower
bioavailability.
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Systemic exposure, measured by C_.. and AUC, was consistently

lower for R-CP201 than for S-CP201.

Both CL/F and CL of R-CP201 were higher than those of S-CP201
under all tested conditions. No in vivo enantio-conversion was
observed.
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Rats study - i.v. groups:

CL was highest for R-CP201 followed by the racemate and S-CP201
respectively. Systemic exposure, expressed as C_.. and AUC, was
lower for the R-CP201 than for S-CP201. F based on AUC_, was
highest for the CP201 racemate (edelfosine), followed by S-CP201
and R-CP201.
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Summarized PK Parameters of CP201
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Dose Ratios of CP201
Dose ratio
Dose Conax AUC 5t
! 40 mg/kg p.o. vs 20 mg/kg p.o. CP201 racemate 1.314 1.931
20 mg/kg p.o. vs 10 mg/kg p.o. CP201 R-enantiomer 2.657 2.273
20 mg/kg p.o. vs 10 mg/kg p.o. CP201 S-enantiomer 2.392 2.134
Summarized PK Parameters of CP201
Pharmacokinetic parameters of CP201
Group 1: Group 2: Group 3: Group 4: Group 5: Group 6: Group 7: Group 8&: Group 9:
20mg/kgpo. | 10mgkgp.o. | 10mgkgp.o. | Smgkgiv. | 25mgkgiv. | 2.5mgkgiv. | 40 mgkgp.o. | 20 mgkg p.o. | 20 mg/kg p.o.
CP201 CP201 CP201 CP201 CP201 CP201 CP201 CP201 CP201
racemate R-enantiomer | S-enantiomer racemate R-enantiomer | S-enantiomer racemate R-enantiomer | S-enantiomer
Crgaz. ng/mL 4670 1272 1683 - - - 6135 3380 4025
Cp.ng/mL - - - 9340 3659 6927
tmax, h 3.00 4.00 3.00 36.00 8.00 8.00
tlast. I 120.00 120.00 120.00 120.00 120.00 120.00 120.00 120.00 120.00
AUCh 4. ng.h/mL 191464 62024 92994 109809 45783 53043 369763 140982 198434
AUCx, ngh/mL 217367 67789 107201 122192 50671 59372 NA 157144 228645
ti2. h 36.33 33.16 40.61 40.05 38.82 41.61 NA 34.68 37.31
CL/F. mL/lWkg 92.01 147.5 93.28 - - - NA 127.3 87.47
CL, mL/h/kg - - - 40.92 40.34 42.11
F. % 44.47 33.45 45.14 42.09 38.77 48.14

NA: Not Assessable

Pharmacokinetic parameters of CP201
Group 1: Group 2: Group 3: Group 4: Group 5: Group 6:
20 mg/kg p.o. | 10 mg/kg p.o. | 10 mg/kg p.o. | Smgkgiv. | 2.5mgkgiv. | 2.5 mgkg i.v.
CP201 CP201 CP201 CP201 CP201 CP201
racemate R-enantiomer | S-enantiomer racemate R-enantiomer | S-enantiomer
Cmax. Ng/ML 3178 1050 1465
Co, ng/mL 12883 5065 5325
tmax, 1 24.00 16.00 16.00
tlast. 11 144.00 144.00 144.00 144.00 144.00 144.00
ATUChes. ng.h/mL 150409 49350 63713 98449 42980 48364
AUC=, ng.h/mL 158069 52254 67097 102488 44905 50558
ti2. h 31.93 35.12 34.89 34.64 37.61 37.03
CL/F. mL/h/kg 126.5 191.4 149.0
CL. mL/h/'kg 48.79 55.67 49.45
F. % 38.56 29.09 33.18

NA: Not Assessable

Conclusion

In alignment with regulatory guidelines and after obtaining feedback
from regulatory agencies, these results confirm PK and PD
advantages and acceptable tolerability of S-CP201 and support
further development of this enantiomer of edelfosine as an
anticancer agent.
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