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Description 251 259 40 &2 (40 MTR3. NCI-ADR 1 HL60/VCR) [ IC50 #REiH N 1.8 # 0.1 uM.,
SKI-178 LL CDK1 {7y F0i 5 N SR EE T A i 4 i
IC50 & Target SphK1 SphK2
Cell Line Type Value Description
Cytotoxicity against human A549 cells after 48 hrs by
A549 1Cso 0.3 uM
sulforhodamine B assay
Cytotoxicity against human BxPC3 cells after 48 hrs by
BXPC-3 ICso 0.2 uM
sulforhodamine B assay
Cytotoxicity against VCR-resistance human HL60 cells after
HL-60 ICso 0.2 uM
48 hrs by sulforhodamine B assay
Cytotoxicity against human HL60 cells after 48 hrs by
HL-60 ICso 0.2 uM
sulforhodamine B assay
Cytotoxicity against human HL-60 cells assessed as reduction
HL-60 1Cso 470 nM
in cell viability after 48 hrs by MTT assay
Cytotoxicity against human KGla cells after 48 hrs by
KG-1a 1Cso 0.5 uM
sulforhodamine B assay
Cytotoxicity against human MCF7 cells after 48 hrs by
MCF7 1Cso 1.3 uM
sulforhodamine B assay
Cellular Effect Cytotoxicity against human tamoxifen-resistant MCF7 cells
MCF7 ICso 1.8 uM
after 48 hrs by sulforhodamine B assay
MIA Cytotoxicity against human MIAPaCa2 cells after 48 hrs by
ICso 0.1 uM
PaCa-2 sulforhodamine B assay
Cytotoxicity against human NCI-H226 cells after 48 hrs by
NCI-H226 ICso 0.3 uM
sulforhodamine B assay
Cytotoxicity against human H460 cells after 48 hrs by
NCI-H460 1Cso 0.3 uM
sulforhodamine B assay
Cytotoxicity against human PANCTI cells after 48 hrs by
PANC-1 1Cso 0.1 pM
sulforhodamine B assay
Cytotoxicity against human SH-SYSY cells after 48 hrs by
SH-SYSY 1Cso 0.3 uM
sulforhodamine B assay
Cytotoxicity against human U251 cells after 48 hrs by
U-251 ICso 0.5 uM
sulforhodamine B assay
U-87MG Cytotoxicity against human U87MG cells after 48 hrs by
ICso 0.6 yM
ATCC sulforhodamine B assay
SKI-178 (5 uM; 24 /M) - FIOIH T4 AL 12 5K Bel-2 BERRALAAE[1].
Apoptosis Analysis[1]
In Vitro
Cell Line: HL-60 cells
Concentration: 5uM
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Result:

Incubation Time:

24 hours

INK activity (indicated by phosphorylation at Thr183/Tyr185) increased
in a time-dependent manner starting as early as 2 hours continued to
increase for at least 24 hours. There was a concomitant increase in
apoptotic cell death indicated by the cleavage of caspase-7. Bcl-2
phosphorylation at Ser70 increased with time in response to SKI-178
treatment, reaching maximal levels at 8 hours, which was consistent

with the timing of caspase-7 activation.

SKI-178 (20 mg/kg; 7 AR BRI T HRHEJSVESS) 0] MLL-AF9 MR ) (4 ik RE 3]

Animal Model: MLL-AF9 mouse model (leukemic mice)[3]

Dosage: 20 mg/kg

Administration: Retro-orbital injection under isoflurane anesthesia; three times per week

In Vivo

for 1 and 3 weeks

Result: White blood cell (WBC) counts decreased from their initial 104 cells/’B
L levels and continued to decline after 3 weeks of treatment until they
reached normal levels (~4x10° cells/uL).

1 B S5
Solvent&Solubility DMSO ML : 50 mg/mL (126.77 mM; #/H BIVA; WK DMSO X7 i IR VA A 8 0 35 R,

WA F T DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.5354 mL 12.6768 mL 25.3537 mL
Stock Solutions 5 mM 0.5071 mL 2.5354 mL 5.0707 mL
10 mM 0.2535 mL 1.2677 mL 2.5354 mL
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Solubility: 2.5 mg/mL (6.34 mM); Eyhifi; #mH BhiE

SET7 A3 2.5 mg/mL B AU, e R] T IR A

PL ImL TAEMB 9B, EL 100 pL 25.0 mg/mL AJ¥%E DMSO fi&ima 400 pL PEG300 i, BA
B8] I AR R PN 50 uL Tween-80, VRA5): SAEHARSINA 450 uL AEBEK EHE 1

10% DMSO — 40% PEG300 — 5% Tween-80 — 45% Saline

mL.

AEFREKIECH]: K 0.9 ¢ &AL, WEMT ddH.0 JE & E 100 mL, A LATS 2V E 5 I 2R B E K
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EIRF I INEER:  10% DMSO  —  90% Corn Oil

Solubility: > 2.5 mg/mL (6.34 mM); V&5

W7 A3k > 2.5 mg/mL CHIFIBERED MR, b7 R SEsb e A Ll ERsh s it m
AL

PL I mL TAEBCAE], HC 100 uL 25.0 mg/mL [{7H DMSO fig & inE] 900 uL Tk, JBEH
5.
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LA AR,
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI

wE
1 mM 2.5354 mL 12.6768 mL 25.3537 mL 63.3842 mL
5 mM 0.5071 mL 2.5354 mL 5.0707 mL 12.6768 mL
10 mM 0.2535 mL 1.2677 mL 2.5354 mL 6.3384 mL
15 mM 0.1690 mL 0.8451 mL 1.6902 mL 4.2256 mL
20 mM 0.1268 mL 0.6338 mL 1.2677 mL 3.1692 mL
25 mM 0.1014 mL 0.5071 mL 1.0141 mL 2.5354 mL

DMSO

30 mM 0.0845 mL 0.4226 mL 0.8451 mL 2.1128 mL
40 mM 0.0634 mL 0.3169 mL 0.6338 mL 1.5846 mL
50 mM 0.0507 mL 0.2535 mL 0.5071 mL 1.2677 mL
60 mM 0.0423 mL 0.2113 mL 0.4226 mL 1.0564 mL
80 mM 0.0317 mL 0.1585 mL 0.3169 mL 0.7923 mL
100 mM 0.0254 mL 0.1268 mL 0.2535 mL 0.6338 mL
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