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Description

CX-6258 hydrochloride is a potent and kinase selective pan-Pim kinases inhibitor, with IC50s of 5 nM, 25

nM and 16 nM for Pim-1, Pim-2 and Pim-3, respectively[1].

IC50 & Target

IC50: 5 nM (Pim-1), 25 nM (Pim-2), 16 nM (Pim-3)[1].

In Vitro

CX-6258 hydrochloride 4377 Pim $ABEEE AL 5 S112 F1 S65 LA T37/46 51 71) e 49 i ik 0 i)
P RSB 1 Bad Al 4E-BP1 [MBERRIL[1].

CX-6258 hydrochloride #bFE (12 mM, 3 /M) AHERRMET PC3 4ifi A NKX3.1 MFa&SKT
(21.

CX-6258 hydrochloride AbFESE NKX3.1 IR E4i 56 [2].

Cell Line: MV-4-11 human AML cells.

Concentration: 0.1 uM, 1 uM, 10 pM.

Incubation Time: 2 hours.

Result: Caused dose dependent inhibition of the phosphorylation of two pro-survival proteins, Bad and

4E-BP1, at the Pim kinase specific sites S112 and S65 and T37/46, respectively.

In Vivo

CX-6258 hydrochloride 4377 Pim $ABEEE AL 5 S112 F1 S65 LA T37/46 51 71) e 49 i 1k 0 i)
PR EZE05 B 1 Bad Ml 4E-BP1 [MBERRIL[1].

CX-6258 hydrochloride 4b¥E (12 mM, 3 /NEF) ACFEREAE T PC3 UM AL NKX3.1 A& KT
(21.

CX-6258 hydrochloride AbFESE NKX3.1 IR E4i 56 2]

Animal Model: Nude mice, MV-4-11 xenograft models[1]

Dosage: 50 mg/kg, 100 mg/kg.

Administration: Oral administration; once daily; over a period of 21 days.

Result: Exhibitd dose dependent efficacy, with a 50 mg/kg dose producing 45% tumor growth inhibition

(TGI) and a 100 mg/kg dose producing 75% TGI.

Solvent&Solubility

i g

DMSO 1 HIE#E : 10 mg/mL (20.06 mM; 7 B AR M DMSO X 7™ i BV 7 AT 535 R0,
WAL FIETTE K DMSO)

H20 HIFEMRE 1 mg/mL (2.01 mM; #75BIE (<60° Q)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 2.0064 mL 10.0321 mL 20.0642 mL
Stock Solutions 5 mM 0.4013 mL 2.0064 mL 4.0128 mL
10 mM 0.2006 mL 1.0032 mL 2.0064 mL
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AR A7 7 RANIBR . -80°C, 6 months; -20°C, 1 month (sealed storage, away from moisture). -80°C
TETFES, ELE 6 N H P, -20°C fEAER, 57 1 AN H AR
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RPN AIAT): 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: = 2.5 mg/mL (5.02 mM); &% ¥

T RAI3RAG = 2.5 mg/mL (R RED BIEIEIER

U 1mL TARBCAH], B 100 wL25.0 mg/mL KI¥%HE DMSO A& M3 400 uLPEG300 H, i
G854 B BRI RPN 50 uL Tween-80, R& KIS MAEHALEMN 450 vL AEHEHK &

A% 1mL,
AR KA H: ¥ 0.9 g LA, WRT ddH: O FFEARZE 100 mL, AT UG SIS I HAE B 2L
TR -

[1]. Mustapha Haddach, Jerome Michaux, Michael K, Discovery of CX-6258. A Potent, Selective, and Orally
Bk Efficacious pan-Pim Kinases Inhibitor. ACS Med. Chem. Lett., 2012, 3 (2), pp 135-139.
[2]. Padmanabhan A, Gosc EB, Bieberich CJ. Stabilization of the prostate-specific tumor suppressor NKX3.1

by the oncogenic protein kinase Pim-1 in prostate cancer cells. J Cell Biochem. 2013 May;114(5):1050-7.

TEEEAE BRI R -
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ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
H20 /DMSO 1 mM 2.0064 mL 10.0321 mL 20.0642 mL 50.1605 mL
5 mM 0.4013 mL 2.0064 mL 4.0128 mL 10.0321 mL
10 mM 0.2006 mL 1.0032 mL 2.0064 mL 5.0161 mL
DMSO
15 mM 0.1338 mL 0.6688 mL 1.3376 mL 3.3440 mL
20 mM 0.1003 mL 0.5016 mL 1.0032 mL 2.5080 mL
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