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SCFSkp2-IN-2 (Compound AAA-237) is a Skp2 inhibitor with a KD of 28.77 uM. AAA-237

Description
induces apoptosis of NSCLC cells and shows antitumor activities[1].
IC50 & Target KD: 28.77 uM (Skp2)[1]
SCFSkp2-IN-2 (Compound AAA-237) (0.3-3 uM; 24-72 h) A E$5 Skp2 #4&, S8 Skp2 & AE:
AR . AAA-237 X Skp2 mRNA RIATCRIFHFM, (A% NSCLC 4ifirf Skp2 & FHRIEA I K
A R AR (1]
SCFSkp2-IN-2 (0.3-3 uM; 24-72 h) LA AT AR 77 20 AS49 F1 H1299 4UARIFSE5E[1].
SCFSkp2-IN-2 (0.3-3 uM; 24-72 h) @it i Skp2-Cip/Kip 1 PI3K/Akt-FOXO1 {55 @i, £ GO/Gl
LT 5 BEL LB 200 S ]
SCFSkp2-IN-2 (0.3-3 uM; 24-72 hy LAFFIEFIRS K 77 05 AS49 AT H1299 4EMIIHTo[1].
SCFSkp2-IN-2 (0.3 uM; 1-7 days) 55 NSCLC i FE&[1].
Western Blot Analysis[1]
Cell Line: A549 and H1299 cells
Concentration: 0.3, 1 and 3 pM
Incubation Time: 24,48 and 72 h
Result: Increased the expression levels of p21Cipl and p27Kip1l. Decreased
the level of Skp2.
Reduced the expression levels of CDK?2, p-CDK2, cyclin E1, CDK4,
p-CDK4 and cyclin D.
Increased the levels of cleaved PARP, cleaved caspase 3, cleaved
caspase 9 and Bax. Decreased the expression of PARP and Bcl-2.
In Vitro

Cell Proliferation Assay[1]
Cell Line:
Concentration:

Incubation Time:

A549 and H1299 cells
0.3, 1 and 3 uyM

24,48 and 72 h

Result: Inhibited the proliferation of A549 and H1299 cells in a dose- and
time-dependent manner. The ICso for A549 was 3 uM at 24 h, 2.5 uM
at48 hand 0.7 uM at 72 h. The ICso for H1299 was 3.9 uM at 24 h,
1.8uMat48hand 1.1 pM at 72 h.

Cell Cycle Analysis[1]

Cell Line: A549 and H1299 cells

Concentration: 0.3,1and 3 pM

Incubation Time:

24,48 and 72 h

Result: Arrested the cell cycle at GO/G1 in a dose- and time-dependent
manner.

Apoptosis Analysis[1]

Cell Line: A549 and H1299 cells

Concentration: 0.3,1and 3 pM
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Result:

Incubation Time:

24,48 and 72 h

The ratio of JC-1 monomer/JC-1 polymer was increased in A549 and

H1299 cells as the concentration was increased.

SCFSkp2-IN-2 (Compound AAA-237) (15 or 45 mg/kg; i.p.; daily for 14 days) 7ENlifE A549 SR /N
BRASEAL rp 2R TR VS 1]

Animal Model: A549 xenograft model[1]

Dosage: 15 or 45 mg/kg

Administration: Intraperitoneal administration, daily for 14 days

In Vivo Result: Significantly reduced tumor volume and weight. The tumor growth
inhibition of the low dose and high dose was 55% and 64%, respectively.
No obvious weight loss or abnormal behavior was observed. Reduced the
expression of Ki67 in tumor tissue. Reduced the expression of Skp2 and
Bcl-2 and increased the expression of p27, the cleaving of caspase 3,
caspase 9, PARP and Bax.
AN ST

Solvent&Solubility DMSO VA MFRE : 125 mg/mL (400.17 mM; #AEBIE (<60°C); "HIRH) DMSO %t 7= i IR fift B2 A

B, 1 HEOT R DMSO)

Solvent Mass
Concentration

Preparing

Stock Solutions

1 mg 5mg 10 mg
1 mM 3.2013 mL 16.0067 mL 32.0133 mL
5 mM 0.6403 mL 3.2013 mL 6.4027 mL
10 mM 0.3201 mL 1.6007 mL 3.2013 mL

AR 7 AN RV R P R VAR PR A IS VA RIS A — BRI, TR, R
ST R R I P P R
i %R R A7 77 SURBIPR : -80°C, 6 months; -20°C, 1 month. -80°C f§ {76, 54 6 4 H P, -20°C
ftfPEE, A LA AR

BEXER phase and inducing senescence. Pharmacol Res. 2022 Jul;181:106259.

[1]. Liu J, et al. Anti-tumor effects of Skp2 inhibitor AAA-237 on NSCLC by arresting cell cycle at GO/G1

e Ak AL IR -

* SRR AN RN P VA R I B A B VAT 8 45V — BRI, 1 0 S AR, 388 S R S VR Rl AR A
KA. BRI T AW -80°C, 6 months; -20°C, 1 month. -80°C f&FERS, H7E 6 N WAER, -20°C fEFERT, #57E 1

MH P
AT FE 1 mg 5 mg 10 mg 25 mg
WAUAER
W
1 mM 3.2013 mL 16.0067 mL 32.0133 mL 80.0333 mL
5mM 0.6403 mL 3.2013 mL 6.4027 mL 16.0067 mL
DMSO
10 mM 0.3201 mL 1.6007 mL 3.2013 mL 8.0033 mL
15 mM 0.2134 mL 1.0671 mL 2.1342 mL 5.3356 mL
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20 mM 0.1601 mL 0.8003 mL 1.6007 mL 4.0017 mL
25 mM 0.1281 mL 0.6403 mL 1.2805 mL 3.2013 mL
30 mM 0.1067 mL 0.5336 mL 1.0671 mL 2.6678 mL
40 mM 0.0800 mL 0.4002 mL 0.8003 mL 2.0008 mL
50 mM 0.0640 mL 0.3201 mL 0.6403 mL 1.6007 mL
60 mM 0.0534 mL 0.2668 mL 0.5336 mL 1.3339 mL
80 mM 0.0400 mL 0.2001 mL 0.4002 mL 1.0004 mL
100 mM 0.0320 mL 0.1601 mL 0.3201 mL 0.8003 mL
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