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The Ubiquitin-Proteasome System...(continued)

New Product Highlights

� 1-Adrenoceptors are a family of G protein-coupled
receptors that mediate responses to epinephrine (Prod.
Nos. E 4250 and E 4375) and norepinephrine (Prod. No.
A 9512). Three subtypes exist, referred to as � 1A, � 1B and
� 1D, and are known to play a role in many physiological
processes including smooth muscle contraction, myo-
cardial inotropy and chronotropy, and hepatic glucose
metabolism [1]. � 1-Adrenoceptors are expressed in both
cardiovascular organs and in the central nervous system,
where the roles of the specific subtypes remain to be
determined. The � 1B subtype is composed of 519 amino
acid residues and is equally responsive to epinephrine and
norepinephrine, which activate downstream targets
through coupling to G� q/11 [1].

Sigma-RBI is pleased to offer the potent and selective � 1B
adrenoceptor antagonist L-765,314 (Prod. No. L 3040). In
receptor binding assays using cloned human � 1A, � 1B and
� 1D adrenoceptors, L-765,314 displayed a Ki value of 2.0
nM at the � 1B adrenoceptor, showing 210-fold and 17-fold
selectivity over � 1A and � 1D adrenoceptors, respectively [2].
In tissue binding assays, L-765,314 displayed nanomolar
potency and selectivity that corresponded to the predomi-
nant � 1 subtype expressed in the tissue [2]. Recently, 
L-765,314 has been used to study periarterial nerve electri-
cal stimulation (PNS) in canine splenic artery, leading to the

conclusion that PNS-induced responses are mediated via
the � 1B adrenoceptor subtype [3].

Accordingly, L-765,314 will prove to be a useful tool for
delineating the specific functions of the � 1B-adrenoceptor
subtype in various tissues and will be helpful in defining
the therapeutic potential of subtype-selective adrenergic
drugs.

Manufactured and sold under license from Merck and Co., Inc.
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