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Chemical Properties

Cas. No.

Chemical
Name

Formula
Solubility

General
tips

Shipping
Condition

Structure

Protocol

1234015-52-1

(2)-5-((5-(2-(3-aminopropoxy)-6-methoxyphenyl)-1H-pyrazol-3(2H)-ylidene)amino)pyrazi
ne-2-carbonitrile

C18H19N702 M. Wt 365.39

<0.73mg/mL in DMSO Storage  Store at -20°C

For obtaining a higher solubility , please warm the tube at 37 °C and shake it in the
ultrasonic bath for a while.Stock solution can be stored below -20°C for several months.

Evaluation sample solution : ship with blue ice All other available size: ship with RT , or
blue ice upon request.
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Kinase experiment [1]:

Preparation Method Purified CHK1 was incubated with LY2606368 and substrate was added to

detect whether LY2606368 was inhibited.

Caution: Product has not been fully validated for medical applications. For research use only.
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Reaction Conditions10-6-10nM LY2606368

LY2606368 is an ATP-competitive protein kinase inhibitor with a Ki of 0.9 nmol/L

Applicati
pplications against purified CHK1.

Cell experiment [2]:

Cell lines Hela cells

Cells were treated with LY2606368 for 7 hours and stained for evidence of DNA
Preparation Method DSB using both TUNEL and an antibody for H2AX phosphorylated on serine
139.

Reaction Conditions33 nmol/L LY2606368 for 7 hours

LY2606368 triggered S-phase DNA damage, such as pH2AX (S139) and TUNEL
positive staining cells significantly increased in S-phase cells. LY2606368 also
requires CDC25A and CDK?2 to trigger DNA damage. In addition, LY2606368
causes replication catastrophe.

Applications

Animal experiment [3]:

Animal models Female CD-1nu-/nu mice carrying CALU-6 tumors (26-28 g)

Vehicle consisting of 20% Captisol (CyDex Inc) pH4 or LY2606368 was
administered by subcutaneous injection in a volume of 200 ml(10 mmol/L). 4,8,
12, 24, and 48 hours after drug administration, blood for plasma drug exposure
was extracted

Preparation Method

Caution: Product has not been fully validated for medical applications. For research use only.
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Dosage form 1, 8.3, or 10 mg/kg LY2606368 twice daily for 2 days

Up to 72.3% inhibition of tumor growth was observed in the three doses of
LY2606368 tested, and mice lost no more than 3% of their body weight,

Applications indicating that LY2606368 was well tolerated in any treatment group. In addition,
tumor regrowth was slow in the highest dose group during the 28-day recovery
period, indicating a durable tumor response to LY2606368.

References:

[1]. King C, Diaz HB, et,al. LY2606368 Causes Replication Catastrophe and Antitumor Effects
through CHK1-Dependent Mechanisms. Mol Cancer Ther. 2015 Sep;14(9):2004-13. doi:
10.1158/1535-7163.MCT-14-1037. Epub 2015 Jul 3. PMID: 26141948.

Background

LY2606368 is a novel selective ATP-competitive second-generation cell cycle checkpoint kinase 1
(CHK1) inhibitor (Ki=0.9nM; IC50<1nM). LY2606368 inhibits CHK1 activity to release the protective

effect of DNA damage checkpoints. LY2606368 reduces the stability of the CDC25A-CDK2 pathway,
leading to double-strand DNA breaks and replication catastrophe, thereby causing tumor cell death.
LY2606368 enhances the cytotoxicity of DNA-damaging agents and reverses chemotherapy
resistance. LY2606368 can be used in research related to solid tumors such as small cell lung

cancer, ovarian cancer, breast cancer, and prostate cancerl1-4l.

In vitro, LY2606368 (1.7—100nM) was used to treat KHOS-240S, SAOS-2, OSRH-2011/5, and OSKG
osteosarcoma cells for 24—48h. LY2606368 significantly reduced clonogenic survival, induced

apoptosis, and upregulated yH2AX, indicating double-strand DNA breaksl®l. LY2606368 (1—1000nM)
was applied to treat various tumor cells including AsPC-1, SW620, MDA-MB-231, and H322M for 6—

48h. LY2606368 caused growth inhibition and cell deathl®].

In vivo, LY2606368 (10mg/kg; every 12h) was injected subcutaneously into NSG mice bearing B-ALL
patient-derived xenograft (PDX) models. The treatment lasted for 3 consecutive days followed by 4

Caution: Product has not been fully validated for medical applications. For research use only.
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days off, and this cycle was repeated for 4-5 weeks. LY2606368 significantly prolonged the median

survival of B-ALL PDX micel”]. LY2606368 (single dose of 15mg/kg, or 1-10mg/kg: 3 days on/4 days
off; 3 cycles) was injected subcutaneously into CD-1 nu/nu mice bearing Calu-6 xenografts.
LY2606368 significantly inhibited CHK1(S296) autophosphorylation in tumor tissues and induced

DNA damage. In the multiple-dose regimen, LY2606368 significantly suppressed tumor growth[8].
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