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[ Abstract | Objective: To observe the long-term application of diazepam on drug tolerance in mice and
different sedative medicine for its inhibitory effect, and discussed its mechanism. Method; Mice were divided
into blank control group, model control group, Pinelliae Rhizoma-Husked Sorghum group (3.25 g-kg '+d™'),
Magnetitum-Cinnabaris group (0.33 g +kg '+d™"), Coptidis Rhizoma-Asini Corii Colla group (2.73 g -kg™'
d™"), Coptidis Rhizoma-Cinnamomi Cortex group (2.15 g kg '+d™") and Gardeniae Fructus-Sojae Semen
Praeparatum group (1.69 g-kg '+d '), orally once a day for 60 days. During the 60 days, except the blank
control group, each group mice were injected with diazepam in 30 minutes after taking drugs (25 mg -kg '3
d™'). Continuously monitor the mice sleep latency, determination of autonomic activity frequency and time,
using fluorescence quantitative PCR determination of whole brain gamma-aminobutyric acid receptors ( GABA,-R)
mRNA in mice, glutamic acid decarboxy lase 65 ( GAD65) mRNA expression. Result: During the medication,
sleep latency period of diazepam group extended gradually, Coptidis Rhizoma-Asini Corii Colla group and Coptidis

Rhizoma-Cinnamomi Cortex group changed little; Medication after 2 months, compared with diazepam group,
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sleep latency period of Coptidis Rhizoma-Asini Corii Colla group and Coptidis Rhizoma-Cinnamomi Cortex group
was obviously shortened (P <0.01), and mice autonomic activity times and activity time of Coptidis Rhizoma-
Asini Corii Colla group, Coptidis Rhizoma-Cinnamomi Cortex group and Pinelliae Rhizoma-Husked Sorghum group
significantly reduced (P <0.05, P <0.01), and Coptidis Rhizoma-Asinicorii Colla group, Coptidis Rhizoma-
Cinnamomi Cortex group, Pinelliae Rhizoma-Husked Sorghum group, magnetitum-cinnabaris group and
gardeniaefructus-sojaesemenpraeparatum group mice brain GABA,-R mRNA and GAD65 mRNA expression
significantly higher (P <0.05, P <0.01). Conclusion: Coptidis Rhizoma-Asini Corii Colla, Coptidis Rhizoma-
Cinnamomi Cortex and Pinelliae Rhizoma-Husked Sorghum can alleviate body tolerance in mice because of the long-

term application of diazepam alone, the mechanism may be related to increase GABA ,-R and GADG65 in the brain.
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