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General anesthesia and interaction of anesthetics.

Adachi, Yushi

3,800,000

JIM-1232(-) propofol

We established the experimental procedures mainly using mice. The hypnotic
endpoint was evaluated by a loss of righting reflex and a recovery of it. We obtained results that
explain a part of the mechanism of action of general anesthetic through detailed analysis of
interaction of various anesthetic agents. Especially, we examined the interaction between propofol
and non-benzodiazepine hyﬁnotics called as JM-1232(-), developed in Japan recently and found the new

profile of general anesthesia by co-administration of both drugs. These achievements are announced
at the international conference and are currently posting.



(Harmeroff SR,
2006)

32 40 ddy

10
10ul/g

50%

Response Surface Model

280 3209 SD

(Kimura-Kuroiwa K et al. 2012b)




50%

Index

IN-1232(-)

IM-1232(-)

Bispectral

— AT
100 — = *
o
5
= 10
]
L
K 1
e
Ew
Z
< 01
:s
£
K] % 001
=
0.001
Prpotl  Propoflc  Propofds  Propatol+
ey Ritsmeket Dimee  Dome
Fig. 1. 50% effective dose (ED50) for loss of the righting reflex (mean * SEM.
JM: JM-1232(); *: P< 0.05 between groups.
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Tigure 5. Duration of loss of the righting reflex (mean * SD).
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Table. The percent ratios of responders in each treatment.
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The data are demonstrated as mean and SD. All larger dose administrations prolonged anaesthesia time. JM-

1282() (IM) demonstrated a shorter recovery time and the mixtures demonstrated more prompt emergence
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Table 5. Th ime of 2- and 3-fold 50% effective doses of
propofol and thiamylal in each administration (sec).
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Table 4. The ch; i ic time after the ionof
tworfold of 50%-effective dose of propofol and thiamylal (sec).
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doses of propofol of flumazenil sie shortened the recovery time

Table 1. 50% effective dose of propofol and thiamylal in each

administration (mg/kg).
Propofol
ok
Simultaneous administration with  Saline 570 0.61]
(Mixture) 10% soybeans ol 9.46 % 059 :I
20% soybeans oil 1208 * 100
Pretreatment with Saline 570 % 061 %
#
10% soybeans oil 802 * 085 ]:|
20% soybeans oil 1814 * 154
Thiamylal
Simultaneous administration with ~ Saline 883 + 084 %
(Mixture) 10% soybeans oil 1200 * 064 ]
20% soybeans oil 1346 * 109
Pretreatment with Saline 865 * 093 - %
10% soybeans oil 1212 £ 092 ]
20% soybeans oil 1512 * 101

Bispectral Index monitoring in rats during q_/{

intravenous propofol anaesthesia.
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Table 2. 50% effective dose of propofol and thiamylal pretreatment with
dobutamine and landiolol in each administration (mg/kg).

‘Propofal

Pretreatment with Saline 579 + 061
Dobutamine 5 ug/kg 780 + 103
Dobutamine 15 pglkg 872 * 0.70
Landiolol 10 ug/kg 676 + 076
Landiolol 25 pg/kg 692 + 051

Thiamylal

Pretreatment with Saline 865 *t 093
Dobutamine 5 uglkg 930 * 066

Dobutamine 15 pg/kg ~ 10.50 *+ 0.98

Landiolol 10 pg/kg 7.81 046
Landiolol 25 pg/kg 871+ 062

&

Data are expressed as mean = SE. There is no significant difference among.
groups.
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Bispeetral Index monitoring in Rats during ﬂm’y‘
Sevoflurane anaesthesia. i
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