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Description

SKI-Il is an oral active and synthetic inhibitor of sphingosine kinase (SK) activity, with IC50 values of 78 uM

and 45 pM for SK1 and for SK2, respectively. SKI |l causes an irreversible inhibition of SK1 by inducing its

lysosomal and/or proteasomal degradation[1][2].

IC5¢ & Target

IC50 value: 78/45 uM (SK1/2)[1](2].

SKI Il inhibits cell proliferation by suppressing the Wnt/B-catenin signaling pathway. SKI Il promotes the

degradation of B-catenin by enhancing Wnt5A[1].

SKI 11 (1.25 pM, 48 h) in combination with DDP has a clear synergistic effect in human gastric carcinoma

SGC7901/DDP cell line[2].

In Vitro Cell Cytotoxicity Assay[1]
Cell Line: The human gastric carcinoma SGC7901/DDP cell line.
Concentration: 0 uM, 1.25 uyM (combined with DDP).
Incubation Time: 48 hours.
Result: SKI II in combination with DDP had a greater effect on the SGC-7901/DDP cells
compared with DDP or SKI Il alone.
Chronic SKI Il (50.0 mg/kg, 3-weekly i.p. for 16 weeks) administration leads to permanent reduction of S1P
concentrations in plasma in mice[3].
SKI Il (50.0 mg/kg, IP; 100 mg/kg, PO) treatment reduces tumor growth in mice bearing solid tumor
model[4].
Animal Model: 8 week-old female LDL-R-/- mice[3].
Dosage: 50.0 mg/kg.
Administration: IP injection daily, 3 days a week for 16 weeks.
A single administration of produced a significant reduction of plasma S1P with the
Result: maximum (~40%) observed 12 h after injection. At sacrifice (72 h after last injection)
S1P levels were 266 + 18 ng/mL and 328 + 30 ng/mL in the SKI-lI-treated and
control groups, respectively.
In Vivo

Animal Model:

BALB/c mouse solid tumor model that uses JC mammary adenocarcinoma cells[4].

Dosage:

50.0 mg/kg.

Administration:

IP injection daily, 3 days a week for 16 weeks.

Had strong inhibition of tumor growth from the start of treatment of 65%, with no

Result:
toxicity or weight loss.
Animal Model: BALB/c JC tumor model[4].
Dosage: 100 mg/kg.
Administration: PO every other day.

Result:

Caused significant antitumor activity in well-established tumors as early as day 5,
with maximal response seen at the end of the study. Showed 79% inhibition of

tumor growth from the start of treatment.

In Vitro:




DMSO : 2 100 mg/mL (330.27 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1mM 3.3027 mL 16.5136 mL 33.0273 mL
Stock Solutions 5mM 0.6605 mL 3.3027 mL 6.6055 mL
10 mM 0.3303 mL 1.6514 mL 3.3027 mL

TR 7 S AE S TR VA0 P VAR S PR 3 A TR B i e e — BLRC ORI, 107, BRI
TR R LR i R

il %0 A7 J7 SURIYIRR: -80°C, 6 months; -20°C, 1 month. -80°C /21, i7E 6 A H A, -20°C
REAEIS, W 1 AN .

In Vivo:

TR 1 1 SRR B AN 45 245 77 UL PRIE VA AR 7 58 . DL VARAR T R S 12 I8 In Vitro J7 =URC HIl V8 i 1) i

Bl PR I BVE -

Solvent&Solubility | i geuo s gLy T, i 100 & 00T DURHAEAE 2 fh, 3840047, (RMSEIRM T AN, ARUUERL
FHILRC, SRAEH; U RT S 1 1 45 B SR I AR S C ] 298 b IR AR b b ARSI AR b
BUTHE BB, mTRLisd R/ sgRE 7 o7 s i
LRI IR R): - 10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline
Solubility: = 2.75 mg/mL (9.08 mM); Clear solution
M7 R3S 2 2.75 mg/mL (9.08 mM, YR AREN) FOVETE .
PL 1 mL TAEBCN], B 100 uL 27.5 mg/mL (17 DMSO fif #&# N3 400 uL PEG300 ', B&H5%
] B R 50 pL Tween-80, VG351 SR/E4RLLINAN 450 uL A:# K E A% 1 mL.
2K IS IR 75): - 10% DMSO— 90% (20% SBE-B-CD in saline)
Solubility: = 2.75 mg/mL (9.08 mM); Clear solution
BTG 2 2.75 mg/mL (9.08 mM, (AN A AN) IV IEIATR
PL1mL AR 9G], B 100 pL 27.5 mg/mL ff1%5E DMSO it % i %) 900 uL 20% ¥ SBE-B-CD “:
HEAOKER S, REWS.
[1]. Liu H. et al. SphK1 inhibitor SKI Il inhibits the proliferation of human hepatoma HepG2 cells via the
[2]. Poti F, et al. SKI-ll--a _sphingosine kinase 1 inhibitor--exacerbates atherosclerosis in low-density
lipoprotein _receptor-deficient (LDL-R-/-) mice on high cholesterol diet. Atherosclerosis. 2015

References

May;240(1):212-5.

[3]. Liu Y, et al. SKI-Il reverses the chemoresistance of SGC7901/DDP_gastric cancer cells. Oncol Lett.
2014 Jul;8(1):367-373.

[4]. Erench KJ, et al. Antitumor activity of sphingosine kinase inhibitors. J Pharmacol Exp Ther. 2006
Aug;318(2):596-603.




