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CCT251545 is an orally bioavailable and potent inhibitor of WNT signaling with an ICs, of 5 nM in 7dF3

Description
cells.
IC5¢ & Target IC50: 5 nM (WNT, 7dF3 cells)"
CCT251545 potently inhibits WNT pathway activity in COLO205-F1756 clone 4 (an APC -mutant human
colorectal cancer cell line engineered to express a modified luciferase-based WNT reporter construct) with
an ICs, of 0.035 pMU'L.
CCT251545 has weak inhibition of tankyrase enzymes (TNKS1 ICs > 10 pM, TNKS2 IC5, = 15.0)'L.
In Vitro CCT251545 is a potent and selective chemical probe for the human mediator complex-associated protein
kinases CDK8 and CDK19 with >100-fold selectivity over 291 other kinases.
CCT251545 alters WNT pathway-regulated gene expression and other on-target effects of modulating
CDK8 and CDK19, including expression of genes regulated by STAT 121,
CCT251545 also reduces phospho-STAT 1SER727 levels in SW620 cells with an 1C5, of 9 nMEl.
CCT251545 displays potent cell-based activity?l.
CCT251545 (70mg/kg; p.o.; twice daily) causes an inhibition of tumor growth in NCr athymic mice bearing
established SW620 human colorectal cancer xenografts[2].
In Vivo Animal Model: 6-8 weeks female NCr athymic mice bearing established SW620 xenografts[2]
Dosage: 70mg/kg

Administration: Oral administration; twice daily; from days 0-7 and days 10-14

Result: Caused an inhibition of tumor growth with a 70% reduction in final tumor weight

relative to control.

Solvent&Solubility

In Vitro:
DMSO : 2 50 mg/mL (118.51 mM)

* ">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration’

Preparing 1 mM 2.3701 mL 11.8506 mL 23.7012 mL
Stock Solutions 5 mM 0.4740 mL 2.3701 mL 4.7402 mL
10 mM 0.2370 mL 1.1851 mL 2.3701 mL
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VISR IR ]: 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 1.67 mg/mL (3.96 mM); Clear solution

ST A3 2 1.67 mg/mL (3.96 mM, IR A AN) (T E T

PL4mL AR, B 100 WL 16.699999 mg/mL ({4 DMSO fik#4 %] 400 uL PEG300 ft, R4
B5); [ R R 50 pL Tween-80, TRAIE]; SRG4kEINAN 450 pL AEFEEEKE RS 1 mL.

25K F I IR Fl: 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 1.67 mg/mL (3.96 mM); Clear solution

BT EN RS 2 1.67 mg/mL (3.96 mM, ARIEEA ) (IS IA TR .

L4 mL TAE# NI, HC 100 pL 16.699999 mg/mL [I¥% il DMSO fif #% ¥ Il 3 900 pL 20% F
SBE-B-CD AR /AK/KIEHH, WEHS.

A KIFE IR R]: 10% DMSO  —90% corn oil

Solubility: = 1.67 mg/mL (3.96 mM); Clear solution
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L1 mL TAERCAM], B 100 uL 16.699999 mg/mL i DMSO fif 4% 900 pL EKif, &1
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