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8% MMGHEERUE, SR, AR, B M, REE, e, 4R, B, AR, #fro
I0FEDEELOHRSINDESETH Y, WRNEDOKRT L2, BHARRA 74 7%E
DOFEMARIER 2 H T 5 ANOLGERIK, DI, %R, Mcs05MWE, SRR, e
M2 EOERICHC LN T WA, JTE, FLFI VPR L ARISOFIEICES 35 2 &2
SN oTER., FLF Y VIR TF FO—FT, F L F T VAT I ICHE T
AMINEF 35 X OS5 T BHICHEAE S 5 2%, 2 OBl 13/ 2 B < iikpife R e oA L, B EqT
BRSO T2 & F S F 2 AMEE OIS L Twa,. RIFETIE, 7 v MEEHIL
AMLVAETVEH, NHHEEROPLA bV AEH, %o CERRF oML LT L F
CHRROE G R MET L7, #1OZ, MMSEEHASE L 2 0 ORISR ET 200 % [~
72. Wistar 2T v M IZ, 100 mg/kg/day, 400 mg/kg/day, 1,000 mg/kg/day @ 3 Ffi 5
OHEOMWEERE 7 HF Sk CROKS- L, mAEF L33 v AREZ % L7, Control
L i L, 100 mg/kg 7 6 08400 mg/kg OF 5 THELALT 23580 H 7225, 1,000 mg/kg
TIEIABELREIERO N o7z, KIS, Iy b7 V—7fEH (Control #), ML A T
L A#E (Stress #), A ML X+ IIMSHER (400 mg/kg) %58 (Stress+KSS #) 12417,
7THMOfER TEUERBELZSCMEINVFIaRTar2o0FLF Y Y AREOHIEZ
1T 7z. Stress # Tl Control # & L L, WEITH Z/RTREHSAEICERL, MiEa Vs
IZATOYRbNFLVF T ABRELAEICLA LA, Stress+KSSHETIZINS DZAL
BAEEICHR SNz, BIZE, WIFhoAEESFE LTEH L TW 0025 L. A%
TIXSEWICIER L, SEdMd% 5 CHMEEL72. 5 v b % Control B, Stress #f, A ML A+
¥ 5.8 (Stress+saiko) @ 3EEICHTF, MIEINFIATO b0+ LI ABEEON
FEZAT-> 7z, Stress+saiko #TIE, TNOORED EAIEREICHHI SN X ML AEMIC
IoT, TBUPRETY, M¥FEaVvFazxrarz2 o0t Ly o ViBENER LD, 2hb
OBALIIMUSHBRL OB G2 X > THEHI SNz, FLF T UPREFVEYDO A + L A KGO
FRBICHG L TWwWb 2 Enn, NMHSHEEROERIE, L3y rawoflizinL7/EHTH
D, HPEELBEEZLTCVLEEZONDS. NKEEHIIPIA LV AERZA L, TR
Pl LT, LI T ot BlE-35 2 2RI N,

F—7— K :MMEER A LF v, PLA ML AER, #SINIA LA, S5

” 2L L 72 5F L L b2, BRI ELRTEZ{L
' L7251, IO E S L ORI B2 %
A ML R, AEREE R EORRAELE 5. 7, HEMERRLNSWR, RIERICHE
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Brhz, SEIELREBOBESCIEEIIMHGT 5.
MR EROE, S, AE, B, MmO KA,
IbE T, 4EFhHz, B, A%, ok Ihs
BEHHETHY (Table 1), [KRPFERMAIG S %
JEL & 3 2 SHE RS, A PR & LR T & ek L 72
HThHbB. WMAERA T4 T % EDOREMAREEIR
DIIH, EHELK 01T, FER HroHk
i, BERCRNIR, I 2 EOFERICHW ST
Wb, S E UTHEEANE, HReWEE, 54 R
&, BECRREICHE, MRSE, #19) DIREE, B8,
HE MR & ORBIHEIE S TWAY, INkkE
R OVERBETEIZOWTIE, WL OO E A
A SN S, BRRMIZE T, BRI DIREEC
MIKEERIENTHY, TOEHAEFLL T,
interleukin-6 %> tumor necrosis factor (TNF)- a ®
PGS L CTwaA I ERMEEINRTWEEY,. )
WFEERCIX, IRESEE T v b ORI R R v
E VANV E Y ORMENEGIC X S BB IT
HEVRHEYES v b & H W 2B K KRB X 5 A H)
IR ] ) AS IR 3 B O TP 512 & o T & .
¥ 72, HEVE~ ™ 2 % JH 72 social interaction sRER©
RFEMIMA P VA Z G 2 72 EREE T v M2
W R EC X B K AATEIOFEE 2 57, Ik
SHBHIPARER AL, ZOMAREMS TS,
WREO = 2—ax7uf FOEALZEL, GABAY/
NYVTT XY v ZBEMREEROEEALZ A L 721k
ATHLI R EPREEIN TN,

FHEA ML =A%, BURTE— T #A—HE
2% (hypothalamic-pituitary-adrenal axis : HPA axis)
7 6 OVHLUR T 8B — 28 Bt — Rl B 2R (sympa-
thetic-adrenal-medullary axis: SAM axis) %4 L,
AMVARISE b3 2L MONTNS,
AR, IR TFTEHTrmasnstL¥ Ty v 2HPA
axis 7 B NI SAM axis OHIICES- L Tnwb Z &
BHESNTWDEYY FLF Y ViR TF K
DO—FET, F L ¥ AR EICHIR T 5
BB L WS EPICATE L, 2ot/ M2 B <
PRI R IS A L, ETE) R UL T2
X F EF R AIEEORMIICES LTwa Y, 2
FLAEFNVEY R F 7 EBR T, A LA
REHA ML AW FERGER A P L APIC K 5
THUR T ERIMIE O 4 L 3 ¥ v i oG b 234 ©
LHIENMEINTVEG., FLT, FLF T Ol
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Table 1 Component galenicals of Kamishoyosan (KSS:
TJ-24) The weights show the mixing amounts.

TR 33 15
(KSS: TJ-24)
Bupleuri Radix (4&%) 30g
Paeoniae Radix (Aj3€) 30g
Atratylodis Lanceae Rhizoma (#71t) 30g
Angelicae Radix (%4/%) 30g
Poria (1R%:) 30¢g
Gardeniae Fructus (ILIAE¥) 20g
Moutan Cortex ($:7F5%) 20¢g
Glycyrrhizae Radix (H#) 15¢g
Zingiberis Rhizoma (4:3%) 10g
Menthae Herba (GH7) 10g

NPT, HURT S E B o RIS R E IR L €
VANV E R, RBIEREME ALV E Y
(ACTH), INFIAFU YO E EH S0,
PG CIIREIE R BICEBEEA L, migEa v a
Z2FUYRTIVEATO Y O5hE LR35,
T2, BIEMEICOFLF Y VBRI EIELY,
FLEYUPIERTY YOG IEESELY,
TRSEZ SO IZPA P L AER A S 5 & Sh?,
FEBICZOMEEZHRHELTHYONTWD 00,
HPA axis 7 & UNZ SAM axis D% % Mk L 72
T E ARV, Z2TARIETIZ, T v Mt
ST A B L ZAETFNVAD 2 Hv, IEE RO
PLA MUV AEH, O OTERRFOMETE LT L
FIUOBGIZOVTHRE L. FLFR Ui,
— DR THLTLTOF L F I bt L F Y
YALFLFY Y BO2HENFHEICAKINS.
bIvbIUE, INWRHEEFE FAR R e R
WHNLTW S EHEE - PR 2 O H % Bk L 72
LZAh, ANFARTULYOHWMER, FLFT
A SO B OGO EAPPRI I NS, FLFY
VAR, STHAYVALVT 4 FREAEEAEL, T L F
PUBIDOBBENIRELTNE I L, T
FLFT YA BEDHIHENESG DRk
T HPA axis ZiGHL S5 2 LR ER S, Ak
TRAVF T VAT =Ty bEKRYIEEZIT-
7z,
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FERTHY

7 Wi (fRE 180 ~ 200 g) D HEME Wistar 2T v
N (HAZMH Ry 7 —, HE) 2Hv, KBX
Ofk (CE-2: HARZ L7, W50 ZHHBERE L
12 B L OG- A 2 VCE L, fEEITER
25+ 1 B, JBEE 55 £5% IS E L7z, AREEBIZIF
RFEMFERBEBROKBOT KA 5 04022),
AR F By Wy FE BRI i $1 % 355 L CTHT - 72,
INERSEERUE, HRANE, AW, o EE 2
FOEBIHHEESNATWLZ L2 5Y, MY
W72 5572 2wt La L, BIRTIEE
WKHHWONLZ L DY, FARUITEOMEHE
L BBATENIME RV E L OREL S TP L
o, WEMOREO VLT v FEHWT, i
AN VAEREBGET A2 & & L7,
TR 3& i D - 5-
TIRSEEZFIIER Y & 5 X 0§t % 5213 72 50K (TT-
24 ; Lot. 2130024010) % L7z, Z4uid 10 fi
DOWAAFE (Table 1) OB T F 2 % RHEE,
R L TER IR IR AR K TH L. 5=
A 1ml/kg BWIZ72 5 X9 ITKICHERL, BV v T
RV H 1 ERCOERS L7,

FEE1 AL F T O WIIRT B IIMSEE O
RO

JEMZ A P LRGN 17—V H72 0 3ILTHE)
DZ v M UNMSEESE 7 HRE$&G- L, AL ¥
VUMD R RN, Ty b 24 VLR ARSI
*HR#E (Control : n=6) & MIMKHE & g G- B 125
7z RS IR R X 100 mg/kg/day  (KSS100 : n
=6), 400 mg/kg/day (KSS400: n=6), 1,000 mg/
kg/day (KSS1000; n=6) ® 3Ffi o H & T&k5
L7z, MEBICEFREOKEEOKEG L7z %8
HH, Ry b vEZ—F b7 2a (50 mg/kg
ip) (V&7 _RyFov; LB W) REREET
WHBE L, FTR#RELDRML 7. M 4C,
3,000 [z C 10 43 3t 7B B 2 $RECL, I
FrlE T -80CTHRIELZ. TilRoF L F ¥ v
A %R ELISA %> b (EKE-003-30 ; Phoenix Phar-
maceuticals, CA, USA) #Hw, IMAEFL ¥V A
TR E L7

FER 2 MMGHEEROPLA b L AER ORET

PN

148

ERENES/N

1. #E&MINZA B L AETIV

KEFVIIHBMYA FLAEFTLVLDOOEDT, 8
PR RBEA MLV AEFTLVELTHWLNRTHED,
AREFEEZECE 2 HMFARTT A2 LI12LD
AL AEM LR 2P 5y b 21 L& MEAE
B, XEEBE (Control s n=7), &I A ML
ZXETIVEE (Stress s n=7), AL ZAETFTNITN
K3 & #k (400 mg/kg) % 5-#F (Stress+KSS : n
=7) O 3BEIZ4UF, Stress B 7 & OF Stress + KSS
Bix, 7THM 17— (26X26X18cm) IZ1PET
fH L7z, o1 7r—Y (24x40%x20cm) &
720 3~4lD T NV—TTHE L.

2. PLA b L AMEH OFEM

D) ATE) Dl (BB EAER)

RKETFTNVEPIIHBEEZWSTZ 25N Tw
5% EZET7THH, LEEOFG L LT, Resident
intruder test® &Mz, BCEWHICESTA5HTO
HANZEB OB ZPERT 5720, RfBRIE 12~ 15
OB 12D TIT o 72, 7 HEEE L 72 et ze
il (MR D) 12, RAZRE LTHERT v M XD/
(5 HEE) MRS v bE AN, 10 5 O4T
WrBgE L. hAO&, YT vT, KoY
VT EOWBATENCE S LR A2 RlE L7

2) AALFEEE (Mg VvFa 250 v iEED
W)

A ML A REEE LT, MiEavFaxsr
OyiEEARELRZY. AMLAAMSHHE, XV
FoSv ey — Vg T (50 mg/kg ip.) (2T KEk
DR SERIMZ ATV, A E 558 L7 e ELISA
Fv b (ADI900-097 ; Enzo Life Sciences, NY, USA)
ZHilllE L7z,

3. FLF Y UViBEEONE

aVFaAFa UfkE, A ML ZAERH 8 HHIZEREL
L7zl z v, MAEF LR A REZIEL.

FER 3 LEHIOPA N L AR oG

TRSHER OB AEED S 5, WIFhoAErR)
REIER LT 200 %2 BET Lz, IREE &
AR RS AR I W S T W B EE 3 - BT
B2 OMEZFR UEBRTHEEL 2L 25, B
PERaNVFaxTa Vg AL¥F T ALRLUB
B EASIH I NP, 22 Thhvbhiix, W
JFdk & Sl B RERCESE, SEH - BT - PR - Y4
it HEO ) HEEHZ0CEHE L, W UEBRR T
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HHEICORBEEMGAE L 72, 91, v a5 XD
AL E 27223 2K (Lot. 2131020010) % A
L7z, v M5 ILEMAESIZ, WIEEE (Control ;
n=>5), AWML A ML AEFIWVEE (Stress : n=
5, AMLZAEFIVIZEEH (40 mg/kg) $5-#,
(Stress+saiko ; n=5) ® 3BT 72. FEERSH
HIZRIMZATV, MEEaLVvFaxsyrarzs 0+ L
FTUARELMEL.

Rt F I ALEE

ETOFEBRAERIL T + F#FEAETRL. 28
M @ HeigiE Student’s t-Test Z 17\, 3FELL LD
B —ICRCE T i, B (Tukey) %

o, HEKER 5%k L L7
® B
L+ LF Y Y O RT 2 MIKE RS o 8

(FEB 1)

100 mg/kg/day, 400 mg/kg/day, 1,000 mg/kg/
day OMMGHEERZ 7 HE&%G- L, Mg+ L £ >
ABREZNEL/EZ5, Control # (049+0.12 ng/
ml) & Il#E L, KSS100# (029+012ng/ml) (P
< 005) 7 5 UNKSS400 # (025*+0.12ng/ml) (P
<001) THERMKTF2HEED b7z, KSS1000 #
(044 %012 ng/ml) TIXHELZEZLTRD LN %
o7z (Fig. 1).

2. IMSEEHOPLA b L AVEH (928 2)
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Fig. 1 Plasma orexin A level following the adminis-
tration of Kamishoyosan (KSS)

Control, KSS100 (KSS 100 mg/kg administered group),

KSS400 (KSS 100 mg/kg) and KSS1000 (KSS 1,000 mg/

kg) groups. The plasma orexin A levels were signifi-

cantly decreased in the KSS100 and KSS400 groups

versus the Control group (*P < 005, **P < 001).
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1) BB

F8x 7 HH, 10 47 @ Resident intruder test®
#4T-7:L 2%, Control # (571%£690sec) &t
B L, Stress # (17229%4352sec) Tl A HIZK
BATE 2 R TREM2VER L2 (P<001). LA L%
A5, Stress+KSS# (11686 +42.39 sec) Tix, €
ORI BIZHIH Sz (P <005) (Fig 2A).

2) MAEINVFaXTF T ik

FEEESHH, AL AR—A—¢ LC¥EaLVF
AT U REZNE L7 Control B (2819 =+
842ng/ml) &L, Stress # (6549 = 36.96 ng/
ml) TIEAHEICEA LD (P<005), Stress+
KSS # (2095*544ng/ml) Tl, =LA A
ElcHmlshzz (P<001) (Fig 2B).

3) MAEF L ¥ v AR

FEERS HH, MEFLFT vy ABREZNEL.
L ¥ AR, Control # (0.30+0.07 ng/ml)
L IbEg L, Stress # (051+0.14ng/ml) TIEHE
W2 EFAL722% (P<001), Stress+KSS # (033
+0.05ng/ml) TIX, FOLAPEEIZIH SN
(P<001) (Fig.3).

3. SEMOPA ML B (FBR3)

BEEROMEF OIS0 ARZRG L, I
aINFaAATar 50T LEF Ty ABRERNE
L7z, avFazxsurEki, Control # (2563
+573ng/ml) & I B L, Stress # (11396 %
69.72ng/ml) TIEAHFICEH LA (P<005),
Stress +saiko # (39.83 £28.68 ng/ml) Tix, Zo
ERAPAEZICHH SN (P<001) (Fig 4A).
FTL ¥ ABEED, Control # (031 %0.06ng/
ml) &L, Stress# (053*0.18 ng/ml) Tl
AHEIZEF L2 (P<001), Stress + saiko #f (0.23
+0.04 ng/ml) Ti&, ZOFEAPEEICHH SN
(P<001) (Fig.4B).

FEBR 2 TR & L % $¢ 5 L 72 Stress + KSS #
&, FEER 3 T O ARG L7z Stress + saiko #f &
T L, avFaAso VBBl L CIIERE
x5 7278 (Fig. 5A), FLVF TV AICHL
T, Stress+KSS # (2 X, Stress + saiko # &
TAE IR S hTwz (P<001) (Fig 5B).
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Fig. 2 Effects of Kamishoyosan (KSS) on social isolation stress

Attack duration by the resident-intruder test (A) and plasma corticosterone level (B).
Control (non-stress group), Stress and Stress+KSS (stress plus KSS administered
group). (A) Aggressive behavior: the time the rats spent attacking an intruder for ten
minutes was measured. The duration was significantly increased in the Stress group
versus the Control group (**P < 0.01); however, this increase was inhibited in the
Stress+KSS group (*P < 0.05). (B) The plasma corticosterone level was significantly
increased in the Stress group versus the Control group (*P < 0.05); however, this in-
crease was significantly inhibited in the Stress + KSS group (**P < 0.01).
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Fig. 3 Effects of Kamishoyosan (KSS) on the secre-
tion of orexin A in rats subjected to social iso-
lation stress

Control (non-stress group), Stress and Stress+KSS

(stress plus KSS administered group). The plasma

orexin A level was significantly increased in the Stress

group versus the Control group (**P < 0.01); howev-
er, this increase was significantly inhibited in the

Stress+KSS group (**P < 0.01).
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£ %

MWD, MEEIZBEADT L F ¥ ¥ D8
LONEHFRIz FEA MLV AAMDT v MIRL
100 mg, 400 mg, 1,000 mg/kg/day @ 3 fli $ &
HEONMMGHEERZ 7 HREG-L, A Lv* 3 ¥ A5
NDWBEBE MR A, 400 mg/kg T d HEIZ
MmAgE+ L& v ABREIMET L7225, 1,000 mg/kg
TIXFEA LB A ON o7 (Fig. 1). —#%
HCVEE SR X — AN OIER 2R 720, HE - K
SRSy 7 A FIRR 2R, —JF, BEHEITE
FEDOEFEP ORI, SHICZOLRNIIEELD
WHEN A2 AT ARG REZINTWED, 7I=
ANETVHTZAMPHGFLTLEIEDLDDY,
- SOSHFRAYY 7B A FH Tl R &P TR
BOE =27 %RTHDLH 5. MEHEERD L L
¥V A O5WIHITER X 400 mg/kg TE—2 %
RL722EnS, DITOFEBRTIE, IMSEEROK
He% 400 mg/kg & L7-.

WIS, Ty MEEWIZA L ZAEF LV Z AV,
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IEEROPLA N L AER ZMGEL 72, AEF L
Bd, AMHE&ICB 0 AR IAR O K% RE

LM A ML ZAEFTLVE LTHAVWLN TV S,
FEIRE L CRIBI AR ACTH 2V F a2 AT

A B
~ 200 e 0.8 * —Ir *% —
E 180 0.7
~ = U
g o0 £ 06
~ 140 w
o £ 05
S 120 = 05
£ 100 £ 04
g 80 © 03
g 60 ?U 0.2
o 40 E
g 20 5 0
8 0 0
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Fig. 4 Effects of Bupleuri radix (Saiko) on social isolation stress
Plasma corticosterone level (A) and plasma orexin A level (B). Control (non-stress
group), Stress and Stress+saiko (stress plus Saiko administered group). These levels
were significantly increased in the Stress group versus the Control group (*P < 0.05);
however, these increases were significantly inhibited in the Stress+Saiko group (*P <
0.05, **P < 0.01).

A B
— 80 — NS 0.5 ok
£ 0 =
0.4
= 60 )
© E
S 50 < 03
2z £
§ 40 §
£ 30 o 0.2
o @
S 20 5
& 10
o
0 0
Stress+KSS Stress+saiko Stress+KSS Stress+saiko
(n=7) (n=5) (n=7) (n=5)

Fig. 5 Comparison of effects between Kamishoyosan (KSS) and Bupleuri radix (Saiko)
Plasma corticosterone level (A) and orexin A level (B). Stress+KSS (stress plus KSS
administered group) and Stress+saiko (stress plus Saiko administered group). A sig-
nificant difference was not recognized in regards to the corticosterone levels; however,
the orexin A level was significantly decreased in the Stress+saiko group versus the
Stress+KSS (**P < 0.01).
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Oy - AFI—NV7 I UawmoiEmy, wEto
ER® HIREBOTLHED e EHAE T LA, A
FeCITBCBME L S NMAE IV F T A5 0 VD%
L% Tz, BOBATENL, SBARSR R N R D
BRI KL > CTHBT 5. aVvFazxrar
1%, HPA axis DBEIZ X o> CTHWDBET Y, —ik
BIICAPLASR—H—E LTS TWSEY,
SR P LA X AR EEO ERZ 5TV F
IAT O OB, IMMSEER OB G2 X -
THEIZIH S N7z (Fig 2). 2L T ORIEOE
ML LT, FLF Y U MRROBY 2 ME L7z,
Jeak @Y, J4E, HPA axis 7 & OF SAM axis @
ALY Y5 L Tnab 2 e LRI
o TE7ZY. KRifETIE, HEMIEA ML AH
MICXoTMEFLF LV ABREFIFEICERL
72A% (Fig. 3), MRHEH OG- IZL > TZ D k5
BAEBICHRH SR, babhid, KEFLVEWIC
BUDLAMLVARIGOFERICA L F T U 0H5 LT
WAHZEERMELTWDAP. A ML AAMLEY
2, LR T U2 AR (TCS1102) 2 % ¢ 5
L7z h, WBEERZSPMIEIVF AT O ik
o LAPEFCHH SNz L EoEELD,
MEEHIEA L F Y v A w2 A L TH A
FUAERZRLIZEEZONA. L X T r2s
Rizix, FLr¥F 1 (0X1) 2B/hEFL X~
2 (0X2) ZHEARO 2FEEIAAL, OX1 &K
FLFR T VAIREVEMMEZRL, OX2 28ARIE
W AR OB ZRTY. F2AO 0X1
& OX2 ZHROFEHAAIIFE—TIE VI &0 b,
ZRA MLV AKIBOFEBIZBWT, FLFT VA
EBETRBEYVIFELZDWTREELD L. 55K,
FLEFL YA EB, F72, OX1 & OX2 ZHEMAON
HDENIDOWT S FHMNIIHET T 5 LD 5.
B, REERO R T, WIhoggEyT L
LTERLTW2o0% et Lz BEHERENIC
X, 194 7 RKADMMAL R EOIRBITIT AN
(R0 Y) PS5 LTEBY, ZEMIEBAMEN (K
DHENERET D) ZHTIHLEINTVWE I L?,
F 7, P22 o R % F UEBRSR CHREEL 72 &
Zh, AROEIED SN2 DD, WM E
OIFOEIETH HEEHNTEHR L7220, KeEFL
ByWICR LS MR 5T, MgV Fa AT
OrReFLE vy ABREO EAZEEICHH LS

PN
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& o (Fig. 4), MWHEEHROILA b L AERHIC
3, SEHAEELEE A R LTV E T LIRS
nz-.

IR E & # % %5 L 72 Stress + KSS # & 2285 o
AP G- L 72 Stress + saiko #E & O T T 5 &,
INF AT VREICHLTIETHEET R, 72
2% (Fig. 5A), FL¥ ¥~ AL TIE, Stress+KSS
FEIZ IR, Stress +saiko #E D 7 25F A 2
Tw/z (Fig. 5B). —RMICEE)T361L, RERLESEEK
B e l, FEEOEHEW V%L hb0, WE
WIANVBNIZRBEEZEZOLNTVWAS., Lo T, %A
DO FAmNF L F v v AMFIRIRZ R LS
LIZHRTE B, avFaRTFa L IZB LT,
SHOBHADPLETH 5.

FLFToMERIE, e ORTFIC L o THEE L
5O RIEE Z T TwbH A, ke b= (5
HT) &, A LF¥ gk bo 5HT /R E AL
THIHIMEICAER LT w3, Sei] oo K Hl i 23
5-HT i ZHRICBAMEZ A3 522053, hivksE
R S OSE O F L F T i X 5-HT A
ZHREREN LA THA00 L, I E
B DTG % 72028 Tk, IIbE -l CHt
AN ER L7228, BFRAMICIE, S0 e
REEDMAE DRI L > THA L A 2 m§2
LEZDONTVWAZ LD, MoORKAEREDORE G
DWTYH, GHELLRIMEEIT-o T L.

AREFFEL D, AR b L AR LINREE R
HHTHY, Thix, FL ¥y ropntl#Eizat
TVERTHALZEDRBEENT. FLF T Mk
&, KRR, SURTES, Wz &6 0 A
WEma L, HMETHRMNEITE), SR MER, 78
BRI, BXEBUS, MWWk, L wo 7o fli4
DITEN R HHEREOREM 217> T 1Y, X o
T, ThHOHAROBED LIIE, FLF Y
VRS DOATANSEL L DL H D, INH KM
AEBVERNZR 3 2 IREIER B DO R RIZ DO W T H 5%
MEEL TWE FETH L. bLbhOMBRY, i
HEERICE 2 L F Y VRO TSI
LEMEIZINETIIRL, 4k, MIRHEIER OIS
HESIANSLZ NI NS.
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AR LT, BRI XSGR

1)

2)

3)

4)

5)

6)

7)

8)

9)
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Abstract —— Kamishoyosan (KSS) is a traditional Japanese Kampo medicine that is administered to
treat menopausal disorders and neurosis. Orexin is a neuropeptide secreted in the hypothalamus, and is
involved in the control of feeding, arousal, the automatic nervous system and the endocrine system. In
this study, we investigated the effects of KSS on mental stress and the involvement of orexin in the con-
trol of the stress responses in a rat model of social isolation stress. The administration of KSS (400 mg/
kg, p.o.) to intact rats for one week significantly decreased their plasma level of orexin A. Next, rats
were divided into three groups: the group-housed control group (Control), the single-housed stress group
(Stress) and the single-housed and KSS-treated group (Stress+KSS). After one week, a resident-intrud-
er aggression test was performed and the plasma levels of corticosterone and orexin A were measured.
In the Stress group, aggressive behavior and the levels of corticosterone and orexin A were significantly
increased. These increases were inhibited by the administration of KSS. Moreover, the effect of Bupleuri
radix, a component galenical of KSS, was also investigated. The increases in the levels of corticosterone
and orexin A caused by stress were also inhibited by the administration of Bupleuri radix. It is reported
that orexin is involved in stress control. These results suggest that KSS exerts an anti-stress effect via
the control of the secretion of orexin, and Bupleur: radix plays an important role in the effect.

Key words: Kamishoyosan, Orexin, anti-stress effect, social isolation stress, Bupleur: radix
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