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Voltage-gated Ca? * channels mediate Ca% t
influx in response to membrane depolarization and
regulate intracellular processes such as contrac -
tion, secretion, neurotransmission, and gene
expression in many different cell types. They are
heteromultimeric protein complexes composed of
ay, a2-96, [, and y subunits. The «; subunit
is the largest subunit, which forms the ion pore of
the channel. The pharmacological and electro -
physiological diversity of Ca? T channels arises pri-
marily from the existence of multiple « ; subunits.
Channels containing the « g, « 1y, and « 1y sub -
units mediate T -type Ca? T currents. Among
them, the « i subunits show predominant
expression in the CNS. Because barbiturates and
isoflurane have been shown to inhibit recombinant
T -type Ca? * channels in vitro, we examined
sensitivities to pentobabital and isoflurane in
mutant mice lacking « ;¢ Ca?t channels.
Duration of loss of righting reflex (LORR) for
pentobarbital (40mg/kg IP) and LORR EDs, and
MAC (50 % effective concentration for the LORR
and for the tail clamp nociceptive response,
respectively) for isoflurane were determined.
Sensitivity to pentobarbital was significantly
increased in mutant mice compared to wild-type
controls. Sensitivity to isoflurane was not different
between groups. In conclusion, while « ;g chan-
nels probably do not mediate anesthetic effects of
isoflurane, they may be involved in the mecha-
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