solMelHe|sts| Xl M 257 6% Korean J. Oriental Physiology & Pathology 25(6):996~999, 2011

ox
oy
2

.ol0jE - ME2-d E-4A02 - 27| - =EHAU? . 22X

— = A

Study on Sleeping Behaviors of The Combined-Preparation
of Crude Drugs -on The Well™ Preparation-
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This experiment was performed to investigate whether the combined-preparation of crude drugs (The Well™

Preparation, TW), has hypnotic effects and/or enhances pentobarbital-induced sleep behaviors. TW was mixed with
water extracts of Ginseng Radix red, Germinated brown rice, cultured mountain ginseng, and 50% ethanol extracts of
Longanae Atrillus, Nelumbinis Folium and Chrysanthemi Flos. TW (100 mg/kg, p.o.) reduced sleep onset and prolonged
sleep time induced by pentobarbital similar to muscimol (0.2 uM), a GABAAa receptor agonist. Also, TW (2 pg/ml) and
pentobarbital (2.5 uM) did not affect the chloride influx in primary cultured cerebellar granule cells, respectively, but the
combined-treatment of TW (2 pg/ml) and pentobarbital (2.5 uM) increased the chloride influx onto the cells. In conclusion,
TW augments pentobarbital-induced sleep behaviors; these effects may result from chloride channel activation.

Key words : ginseng radix red, germinated brown rice, cultured mountain ginseng, longanae arillus, nelumbinis folium,
chrysanthemi flos, sleep latency, sleep time, chloride ion
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2. Aok

Aol A&gt Aok arabinofuranoside, poly-D-lysine,
cytosine Sigma Co.ol X, fetal bovine serum, basal Eagle’s
medium- Life Technologies Co.%l 4], pentobarbital sodium-
Hanlim Pharm. Co.9l4], MQAEE Dojindo Co.olA T3t
AHgsk e, 718k Aok cell cultured B 15 Al%F& A3t
At AHE-7] = multi-well plate Nunc Co.olA F+3t A
|31%2™, FLUOstar (BMG Lab Technology), CO; incubator
(Vision scientific Co.) & A3

Table 1. Yield of The Wel™ preparations (TW)

BEL FEL SgHg)
HEFS Germinated brown rice 3.97
I ZHEER Cultured mountain Ginseng 0.08
BRIRR Longanae Arillus 52
% Ginseng Radix Red 1.2
' % Chrysanthemi Flos 0.27
i % Nelumbinis Folium 0.38
& & AR
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1. Pentobarbital, muscimol @ TW7} FHF%d mlx+= &3

Pentobarbital 28 mg/kgs £35S A AF 15718 &
7ete)7b Rlo] FEE AL, FHEAEE 275 + 31 oj3leH,
42 mg/kgs Fo3tHs Afode AF 157 F 14 w7t &
Hol FEH AL, FHAIIEE 709 + 578 oAtk FEHETF
Fostde A A 157y F FHol

=¥ TE2 fi9len, TW 300 mg/kgs Fo5tAS 7450l
= *H 1578 5 o] fFEE 52 §1ch(Table 2).

muscimol 10 mg/kg S

Table 2. Sleep-inducing effects of pentobarbital, muscimol and TW
in mice

Dose . Sleeping time
Group (maka) Number of falling asleep/total (min)
Pentobarbital 28 7/15 275 + 3.1
42 14/15 709 + 57
Muscimol 10 0/15 0
TW 300 0/15 0

Each value represents the mean + S.EM. (n=15).

2. TW7} pentobarbital 2 =3¢+ AF < FHAFE
2%

Pentobarbital 42 mg/kgs T39S o 2T FAFE
AR 37 = 03% ©]2™, muscimol 0.2 mg/kgs F3taL
pentobarbital~ SIS W= 22 £ 02802 thE ol vl

@55 TW 50 mg/kgS Fo]8kaL pentobarbital & F13}3]
< W= 29 £ 02822, TW 100 mg/kgs 5939 S = 24
+ 0280 thxo g FHFEAIZT] @55 U TH(Table 3).

Table 3. Effects of TW on sleep onset time in pentobarbital-treated
mice

Group Dose (mglkg) Sleep onset time (min.)
Control - 37 + 03
Muscimol 0.2 22 £ 027
50 29 + 02
w 100 24 + 02"

Mice were fasted for 24 h before the experiment. After the administration of TW was

given orally to mice and pentobarbital (42 mg/kg) was given intraperitoneally to mice.

Each value represents the mean + S.EM. 5 Significantly different from control group

(5 p<0.05, "5 p<0.01, ™; p<0.001).

3. FW7} pentobarbital2 =g+ A5 9] $HA| Tt v]X= &7
Pentobarbital 42 mg/kgS FH3}AS W 2] FAA

7+ 687 + 79%°]%2 ™, muscimol 0.2 mg/kgs F3t1

pentobarbital S FH3HAE W= 1252 + 112802 7o H
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3l AFE A TW 50 mg/kgS F 3}l pentobarbital & F<
S e 945 + 82802, FW 100 mg/kgS T39S o
= 1357 + 107222 thxgol Hs] FaAzte] dFEAY
(Table 4).

Table 4. Effects of TW on sleep time in pentobarbital-treated mice

Group Dose (mglkg) Sleep time (min.)
Control - 68.7 £ 79
Muscimol 0.2 1252 £ 112"
50 945 + 82
w 100 1357 = 107"

Each value represents the mean + SEM.  Significantly different from control group
(5 p<0.05, ™; p<0.001).
4. TW7}F A3 MEW CI ion ol w]X]|

WxFe AIW C e 112 2 mM o|gler,
pentobarbitalS 2.5 M AHZ3FE W= 173 + 34 mMZE,
muscimol 20 uM *] 2] 5}+93-& E}]% 8 £+ 47 mM=Z, TW 2 ng/ml
£ A39S W 191 + 53 mME tiz7ol vls] ¥ xe)r}
$91 2, pentobarbital 5.0 yM& xial—s}ﬂa 273 + 57 mME,
muscimol 40 uM & 3}H & W= 285 + 7.8 mME, TW 4 ug/ml
2 AAE W= 302 + 7.5 mME thxol wls) AZu CIY
o] Z7}8}th Pentobarbital S 2.5 pM ] 2] 8}3 muscimol 20 pM
A e)sld 724 + 89 mME, pentobarbitalS 2.5 pM * 2]}l
TW 2 pg/ml A23AS W= 75.2 £ 10.3 mME tjx7ol B3|
AZ CreFel F7HetAth(Table 5).

Table 5. Effects of TW on chloride influx in primary cultured
cerebellar granule cells

Group Chloride influx (mM)
Control 112 £ 32
Pentobarbital 2.5 uM 173 + 34
Pentobarbital 50 uM 273 £ 577
Muscimol 20 uM 188 + 4.7
Muscimol 40 uM 285 + 787
TW 2 pg/ml 19.1 £ 53
TW 4 pg/ml 302 + 75"
Pentobarbital 25 M + Muscimol 20 uM 724 £ 89"
Pentobarbital 2.5 uM + TW 2 pg/ml 752 + 103"

Each value represents the mean * SEM. ; Significantly different from control group
(" p<001, " p<0.001). % Significantly dlfferent from pentobarbital-treated group (
p<0.001).
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