
Data Sheet (Cat.No.T3058)

Powder: -20°C for 3 years | In solvent: -80°C for 1 year
Actual storage temperature shall be subject to the COA.

Storage：

Molecular Weight： 273.23

Formula： C11H6F3NO2S

CAS No. : 438190-29-5

(Z)-SMI-4a
Chemical Properties

Biological Description

Description (Z)-SMI-4a (TCS PIM-1 4a) is a selective ATP-competitive Pim-1 kinase inhibitor with an
IC50 of 21 nM.

Targets(IC50) Pim

In vitro 5 μM SMI-4a inhibited the growth of pancreatic cancer and leukemia cells.SMI-4a
decreased the phosphorylation of Pim targets in prostate and hematopoietic cells.SMI-
4a induced cell cycle arrest and reversed the anti-apoptotic activity of Pim-1.SMI-4a is
an ATP-competitive inhibitor of Pim1, with an IC50 of 17 nM.SMI-4a demonstrated high
selectivity for a panel of kinases by Pim1. SMI-4a inhibited the in vitro phosphorylation
of Pim-1 by a known substrate, the translation blocker 4E-BP1.SMI-4a increased the
amount of p27Kip1 in the nucleus.SMI-4a treatment induced the up-regulation of the
MAPK pathway.SMI-4a inhibited the mTOR pathway by treatment of pre-T-LBL.SMI-4a
inhibited the mTOR pathway by treatment of pre-T-LBL.

In vivo 5 μM SMI-4a inhibited the growth of pancreatic cancer and leukemia cells.SMI-4a
decreased the phosphorylation of Pim targets in prostate and hematopoietic cells.SMI-
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an ATP-competitive inhibitor of Pim1, with an IC50 of 17 nM.SMI-4a demonstrated high
selectivity for a panel of kinases by Pim1. SMI-4a inhibited the in vitro phosphorylation
of Pim-1 by a known substrate, the translation blocker 4E-BP1.SMI-4a increased the
amount of p27Kip1 in the nucleus.SMI-4a treatment induced the up-regulation of the
MAPK pathway.SMI-4a inhibited the mTOR pathway by treatment of pre-T-LBL.SMI-4a
inhibited the mTOR pathway by treatment of pre-T-LBL.

Kinase Assay Scintillation Proximity Assay: Methyltransferase activity assays are performed by
monitoring the incorporation of tritiumlabeled methyl group from S-
adenosylmethionine (3H-SAM) to biotinylated peptide substrates using Scintillation
Proximity Assay (SPA) for PRC2-EZH2 trimeric complex (EZH2:EED:SUZ12), PRC2-EZH1
pentameric complex (EZH1:EED:SUZ12:RBBP4:AEBP2), SETD7, G9a, GLP, SETDB1, SETD8,
SUV420H1, SUV420H2, SUV39H2, MLL1 tetrameric complex (MLL:WDR5:RbBP5:ASH2L),
PRMT1, PRMT3, PRMT5-MEP50 complex and SMYD2. The reaction buffer for SMYD2 and
SMYD3 is 50 mM Tris pH 9.0, 5 mM DTT, 0.01% TritonX-100; for G9a, GLP and SUV39H2 is
25 mM potassium phosphate pH 8.0, 1 mM EDTA, 2 mM MgCl2 and 0.01% Triton X-100;
and for other HMTs 20 mM Tris pH 8.0, 5 mM DTT, 0.01% TritonX-100. To stop the
enzymatic reactions, 10 μL of 7.5 M guanidine hydrochloride is added, followed by 180
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A DRUG SCREENING EXPERT

Kinase Assay μL of buffer, mixed and transferred to a 384-well FlashPlate. After mixing, the reaction
mixtures are incubated and the CPM counts are measured using Topcount plate reader.
The CPM counts in the absence of compound for each data set are defined as 100%
activity. In the absence of the enzyme, the CPM counts in each data set are defined as
background (0%). IC50 values are determined using compound concentrations ranging
from 100 nM to 100 μM. The IC50 values are determined using SigmaPlot software.
EZH2-Y641F assays are performed using 30 nM of enzyme in 20 mM Tris pH 8, 5 mM DTT,
0.01% Triton X-100, 5 μM SAM and 1 μM of H3 (1-24) peptide (same as for the wild-type
PRC2-EZH2 complex). For DNMT1, the assay is performed using hemimethylated dsDNA
as a substrate. The dsDNA substrate is prepared by annealing two complementary
strands (biotintlated forward strand: BGAGCCCGTAAGCCCGTTCAGGTCG and reverse
strand: CGACCTGAACGGGCTTACGGGCTC), synthesized by Eurofins MWG Operon. Reaction
buffer is 20 mM Tris-HCl, pH 8.0, 5 mM DTT, 0.01% Triton X-100.Methyltransferase activity
assays for DOT1L is performed using Filter-plates. Reaction mixtures in 20 mM Tris-HCl,
pH 8.0, 5 mM DTT, 2 mM MgCl2 and 0.01% Triton X-100 are incubated at room
temperature for 1h, 100 μL 10% TCA is added, mixed and transferred to filter-plate.
Plates are centrifuged at 2000 rpm for 2 min followed by 2 additional 10% TCA wash and
one ethanol wash (180 μL) followed by centrifugation. Plates are dried and 100 μL
MicroO is added and centrifuged. 70 μL MicroO is added and CPM are measured using
Topcount plate reader.

Solubility Information

Solubility Ethanol: 27.3 mg/mL (99.92 mM),Sonication is recommended.
DMSO: 250 mg/mL (914.98 mM),Sonication is recommended.
(< 1 mg/ml refers to the product slightly soluble or insoluble)

Preparing Stock Solutions

1mg 5mg 10mg

1 mM

5 mM

10 mM

50 mM

3.6599 mL 18.2996 mL 36.5992 mL

0.732 mL 3.6599 mL 7.3198 mL

0.366 mL 1.830 mL 3.6599 mL

0.0732 mL 0.366 mL 0.732 mL

Please select the appropriate solvent to prepare the stock solution, according to the solubility of the product in
different solvents. Please use it as soon as possible.

Note: The dilution table applies only to solid products. For liquid products, please calculate the stock solution based
on the stated concentration and/or density.
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