SYNkinase

Tozasertib SYN-1092

N-[4-[[4-(4-methyl-1-piperazinyl)-6-[(5-
methyl-1H-pyrazol-3-yl)amino]-2-
pyrimidinyl]thio]phenyl]-cyclopropanecarb
oxamide

CAS Registry No.: 639089-54-6
N Smiles String:

N Cc1cce([nHIn1)Nc2ce(ne(n2)Sc3ccc(cc3)NC(
/ =0)C4CC4)N5CCN(CChH)C
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K\N NAS © Molecular Formula: C23H28N8OS
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Lot Number: Refer to vial
1H-NMR: Available on request
HPLC (Purity): > 95.0% @ 254 nm

ES-MS: Available on request

Description:

In mammals, three Aurora kinases, Aurora A, Aurora B, and Aurora C, are expressed. Aurora C
expression is mainly restricted to testis, where it functions during meiosis, whereas Aurora A and B
play key functions regulating mitosis. Aurora A is localized to the centrosome and spindle poles,
where it drives centrosome maturation, separation, and bipolar spindle assembly. Aurora B is the
central component of the chromosomal passenger complex (CPC) that also contains the inner
centromere protein (INCENP), borealin, and survivin. These nonenzymatic components of the CPC
play a key role in regulating kinase activity and localization. Over-expression of Aurora kinases can
be oncogenic and they have thus long been targets for cancer therapy. Tozasertib, or VX-680, is a
potent and selective inhibitor of Aurora kinases, particularly Aurora A and B. In vitro, VX-680 blocks
cell cycle progression and induces apoptosis in a wide range of human tumor types at low 1C50
values (i.e. 3.38 nM for human BE-13 cells, and 14.34 for NTERA cells). Moreover, VX680, also has
very potent Ki values, with inhibition constants (Ki) of 0.6, 18, and 46 nM for Aurora A, B, and C,
respectively [PMID:14981513]. VX-680 is also effective in vivo, being used in a Caki-1 xenograft
model, VX-680 demonstrated a 75.7% (P < 0.001) decrease in Caki-1 xenograft tumor volume with
no apparent alternation in animal body weight, peripheral blood counts, or other biological
parameters [PMID: 20589168].
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Biological Activity
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Kinome Mapping
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Shipping and Storage Temperature

Shipping:
Ambient

Storage:
2 years -20C, Powder 1 month, -4C in DMSO, More than one month -80C in DMSO

Solubility

DMSO 93mg/mL, Ethanol Tmg/mL
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Preparing Stock Solutions

Stock Solution

(1ml DMSO) TmM 10mM 20mM 50mM

Mass(mg) 0.4645 4.6459 9.2918 23.2295
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Ordering Information

To order more of this or any other SYNkinase compound, go to synkinase.com, Call us Toll Free (US
Only) at 1- 877-854-6273 or email orders@synkinase.com.
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