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SIB-1893

Product Number S 9311
Storage Temperature 2 to 8 °C

Cas #: 7370-21-0
Synonyms: (E)-2—Methyl-6—(2—phenylethenyl)pyridine
X

U
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Product Description

Molecular Formula: Ci4 Hiz N
Molecular Weight: 195.26 (anhydrous)
Appearance: yellow solid

Purity: >99% (HPLC)

Melting Point; 43.4-43.9 °C

Glutamate is the principal excitatory transmitter in the
central nervous system acting through ionotropic
glutamate receptors. It also plays a major role in
activating modulatory pathways through the
metabotropic glutamate receptors (mGIuRs). mGIuRs
are G protein—coupled receptors and belong to the
seven transmembrane spanning superfamily of
receptors. The activation of mGIuRs is involved in

modulating synaptic transmission or neuronal signaling.

To date, eight mGIluRs have been cloned and
functionally expressed. They are classified into three
groups based on their amino acid sequence homology.
Group | mGIluRs includes mGIluR1 and mGIuR5 and is
coupled to stimulation of phospholipase C, resulting in
phosphoinositide hydrolysis and elevation of
intracellular Ca*" levels. Group | mGluRs also
modulate ion channels, such as K* channels, Ca®*
channels, and nonselective cation channels. Group Il
(mGIuR2 and mGIuR3) and group Il (MGIuR4,
mGIuR6, mGIuR7, and mGIuR8) couple to inhibition of
cAMP formation when heterologously expressed in
mammalian cells. **

Group | receptors activate different pathways
depending on their phosphorylation state. They can be
activated either by extracellular signals, such as
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glutamate, or by intracellular proteins,?”4 and are highly
expressed in cortex, thalamus, hipoccampus and
cerebellum. Postsynaptic activation of Group |
receptors is thought to augment neurodegeneration
mediated by the ion channel glutamate.®

Until recently very few Group | receptor-specific
antagonists were available. SIB-1893 is new selective
and noncompetitive antagonist of metabotropic
glutamate receptor type 5 (GIuR5). SIB-1893 inhibits
the glutamate-induced Ca** response in
hmGIluR5a/L38-20 cells with an ICsy value of 0.29 uM,
with minimal inhibition of hmGIuR1b at concentrations
up to 100 UM (i.e., >340-fold selectivity).® SIB-1893
inhibits the quisqualate-induced InsP accumulation in
hmGIluR5a/L38-20 cells with an ICsy value of 2.3 uM,
with minimal inhibition at hmGIuR1b/L13-23-7 cells at
concentrations up to 100 pM.G

SIB-1893 inhibits (S)-3,5-dihydroxyphenylglycine
(DHPG)-evoked inositol phosphate accumulation in
hippocampus and striatum by 60% to 80%, with potency
similar to that observed with recombinant mGIuR5.
SIB-1893, at 100 uM, did not show agonist activity at
hmGIuR2, hmGIuR6, hmGIuR7b, or hmGIuR8a, but did
exhibit some agonist activity at hmGluR4a at ECs of
20.9 pg/ml. SIB-1893 showed no antagonist activities
at group Il or group Il mGIuRs in the cAMP or
[SSS]GTPyS binding assays. Because this antagonist is
noncompetitive, it offers additional advantage of being
able to antagonize the receptor even in the presence of
high levels of glutamate that occur in the diseased
states. The excessive activation of mGIuR5 has been
implicated in many diseases, including epilepsy,
cerebral ischemia, chronic neurodegeneration, pain,
and psychiatric disorders. SIB-1893 will be important
tools in determining the role of mGIuRS5 in animal
models of these disorders. >°

For a full line of Sigma glutamate products visit us at
sigma-aldrich.com.



Preparation Instructions
SIB-1893 is soluble in DMSO at 18 mg/ml. ltis
insoluble in water.

Storage/Stability
Store at 2 to 8 °C, tightly sealed, desiccated.
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