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MSC2504877 (M2912) is a potent and orally active tankyrase inhibitor with IC50s of 0.0007, 0.0008, 0.54

Description puM for TNKS, TNKS2, PARPI, respectively. MSC2504877 increases the expression of AXIN2 and TNKS
protein levels and decreases B-catenin levels. MSC2504877 shows anti-tumor activity[1].
PARPI TNKS TNKS2
IC50 & Target
0.54 uM (IC50) 0.0007 uM (IC50) 0.0008 uM (IC50)
MSC2504877 (1,3, 10 uM; 24 /NEF) 340 APC %788 COLO320DM 4 B 7 R4 i AXIN2 Fil
TNKS & AK T [FRIEFH AL B-catenin 5 K F[1].
MSC2504877 (0-100 pM; 5 K) #ifi] APC—/— 4 Al COLO320DM 4iA A7 1]
MSC2504877 (1 uM; 24 /NiEF) 5 albociclib (0.03 pM) &8 H 7T S 4000 8 S w e G J[1].
In Vitro Western Blot Analysis[1]
Cell Line: APC mutant COLO320DM colorectal tumour cells
Concentration: 1,3, 10 uM
Incubation Time: 24h
Result: Increased AXIN2 protein levels and decreased E-catenin levels.
MSC2504877 (30 mg/kg: HR: —IR) il NERAKRPA [ TNKS Al Wat {554 F[1].
MS(C2504877 (50 mg/kg+palbociclib 150mg/kg: ks —&) Mk A Apc SR FEA0H 09I B2 FA[ 1]
Animal Model: CB17 SCID mice (APC mutant COLO320DM tumour cell xenografts)[1]
Dosage: 30 mg/kg
Administration: P.o.; once
Result: Elicited an increase in both TNKS and AXIN2 levels in tumours, peaking
In Vivo at 6-10 hours after drug administration and falling 18 hours after.
Animal Model: Villin-CreERT2; Apcfl/fl mice[1]
Dosage: 50 mg/kg + palbociclib (150 mg/kg)
Administration: P.o.; once
Result: Suppressed the expression of the archetypal Wnt target gene and stem cell
marker Lgr5 and combination drug treatment caused a profound increase
in nuclear p21.
A ST
Solvent&Solubility DMSO IV ARIE : 125 mg/mL (442.73 mM; #875 BiE; WK DMSO X 7= i ME iR A B %5

e, V8 HET T E ) DMSO)

Solvent Mass
1 mg 5 mg 10 mg
Concentration

Preparing 1 mM 3.5418 mL 17.7091 mL 35.4183 mL
Stock Solutions 5mM 0.7084 mL 3.5418 mL 7.0837 mL
10 mM 0.3542 mL 1.7709 mL 3.5418 mL
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AT FE 1 mg 5 mg 10 mg 25 mg
BAUAER

W
1 mM 3.5418 mL 17.7091 mL 35.4183 mL 88.5457 mL
5mM 0.7084 mL 3.5418 mL 7.0837 mL 17.7091 mL
10 mM 0.3542 mL 1.7709 mL 3.5418 mL 8.8546 mL
15 mM 0.2361 mL 1.1806 mL 2.3612 mL 5.9030 mL
20 mM 0.1771 mL 0.8855 mL 1.7709 mL 4.4273 mL
25 mM 0.1417 mL 0.7084 mL 1.4167 mL 3.5418 mL

DMSO

30 mM 0.1181 mL 0.5903 mL 1.1806 mL 2.9515 mL
40 mM 0.0885 mL 0.4427 mL 0.8855 mL 2.2136 mL
50 mM 0.0708 mL 0.3542 mL 0.7084 mL 1.7709 mL
60 mM 0.0590 mL 0.2952 mL 0.5903 mL 1.4758 mL
80 mM 0.0443 mL 0.2214 mL 0.4427 mL 1.1068 mL
100 mM 0.0354 mL 0.1771 mL 0.3542 mL 0.8855 mL
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