72 AR
74

LDC000067
LDCO067

HEYEE

Description

LDCO000067 is a highly specific CDK9 inhibitor with an ICs, value of 44+10 nM in vitro.

IC5¢ & Target

CDKO- Cyclin T1 cdk2-cyclin A cdk1-cyclin B1 cdk4-cyclin D1 GSK3A

44 M (ICso) 24410M (ICso) | 5513 nM (ICs) | 9242nM (ICso) | 1460 nM (ICs0)

HGK/MAP4K4 ABL2/ARG

820 nM (ICs0) 3640 nM (ICs)

The selectivity of LDC000067 for CDK9 over other CDKs exceeds that of the known inhibitors flavopiridol

In Vitro and DRB. LDCO000067 displayed 55/125/210/ >227/ >227-fold selectivity for CDK9 versus CDK2/1/4/6/7.
LDCO000067 inhibits in vitro transcription in an ATP-competitive and dose-dependent manner. Gene
expression profiling of cells treated with LDC000067 demonstrates a selective reduction of short-lived
mRNAs, including important regulators of proliferation and apoptosis[1].

In Vitro:
DMSO : 2 47 mg/mL (126.88 mM)
*">" means soluble, but saturation unknown.
1 mg 5mg 10 mg
Concentration
Preparing 1 mM 2.6996 mL 13.4978 mL 26.9957 mL
Stock Solutions 5mM 0.5399 mL 2.6996 mL 5.3991 mL
10 mM 0.2700 mL 1.3498 mL 2.6996 mL
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Solubility: 2 2.5 mg/mL (6.75 mM); Clear solution

10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline

M7 3RS 2 2.5 mg/mL (6.75 mM, YERTEERE) IS AT
BL 1 mL TAECAG, B 100 ul 25.0 mg/mL ({354 DMSO 4] 400 uL PEG300 i, W45
i) iRk &N 50 pL Tween-80, R&IE]: SASE4SMA 450 pL AEBEER/KER S 1 mL.

2 R AR INEERTER: 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (6.75 mM); Clear solution
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3BT I IR 10% DMSO  —90% corn oil

Solubility: =2 2.5 mg/mL (6.75 mM); Clear solution
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S
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XKS%E:

The fluorescence resonance energy transfer (FRET)-based LANCE Ultra KinaSelect Ser/Thr kit is
used to determine ICs, values for various CDK inhibitors. Briefly, a specific ULight MBP peptide
substrate (50 nM final concentration) is phosphorylated by a CDK-cyclin pair in buffer (50 mM
Kinase Assay HEPES-KOH pH 7.5, 10 mM MgCI2, 1 mM EGTA, 2 mM dithiothreitol) containing ATP at the
concentration of the K, values of the individual kinases for 1 h at room temperature. Subsequently,
phosphorylation is detected by addition of specific Eu-labelled anti-phospho-antibodies (2 nM),
which upon binding to the phosphopeptide give rise to a FRET signal. FRET signals are then

recorded[1]
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