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TR OBEEE (330) : Effect of intracerebral adrenoceptors on central nervous system
toxicity of local anesthetics was investigated. In awake rat model, intracerebral
administration of propranolol, a beta adrenoceptor antagonist, significantly increased the
threshold for lidocaine-induced convulsions. For elucidating the influx of local anesthetics
from peripheral blood to the brain, concentration of local anesthetics in the cerebral
extracellular fluid by microdialysis method. We found that only protein-unbound fraction of
local anesthetics diffuses into the brain.
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Table 3. Conwulsive Dose and Concentration of Lidocaine in
Plasma and Brain at the Onset of Convulsions After
Cerebroventricular Infusion of Propranolol

CV-C CV-5 CV-L

Convulsive dose 235+22 286+x42 306=x51%
(mg/kg)

Plasma concentration 260+ 38 275+ 41 361 =48*
of total lidocaine
(/L)

Fhsma concentration 13726 143+24 225+ 35%
of protein-unbound
lidocaine (pg /i)

Brain concentration 587357 621x21 87x71*
of total lidocaine
{rg/g)

Values are the mean = S0 of & experiments.

OV = cerebrverticie-comrol, CV5 = cerebroventricle-smmall dose; CY-L = cersbroventicle-lante
dose groups.
*p <2 (.01 compared with the contral (CV-C) group.
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Table 4. Convulsive Dose and Concentration of Lidocaine in
Plazma and Brain at the Onset of Convulsions After Intravenous
Infusion of Propranclol

IvV-C V-5 IV-L
Convulsive dose 204433 P34 29 PR 3T
{(mgz/kg)
Plasma concentration 255 +3.8 287+ 26 34.9 + 3.8%
of tatal lidocaine
(g/mL)
Flasma concentration 148 +3.0 178+ 27 204+ 43*
of protein-
unbound lidocaine
(pg/mL)
Brain concentration 562 +52 642+ 63% 8.1+ 61

of total lidocaine
(pe/g)
Values are the mean = s of eight expenments
V-G = irtravenous-control, V-5 = intravenous-small dose, IW-L = intravenous-larde dose
groups
* P 005 and ** P << 0.01 compared with the control {V-C) droup
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