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£, BEXEREOEERUNE S 3 EERRE

1 BENIEROEBEUHEREORERE
1-1 U sic

IomY iE, BIERE, E2EE, ERET, BEESEKUH) oRECOBNER 2 EE
RETHENEETHY, HBE, APVADEZVHSEFICBWTSHL, H&HEE &
Woodhd, REICBITSD (BBH)oH] ORBEKIT 18 FALERShTBY, AOOH
0.1%%%) DI LTS PDBPEZITTWAZ LKL A, ) OROBRERIX, BED
LI AHLRIZERTRRVY, BADHEEENETHEE) 7T IV L NOETIRLY,
VP TAGERBEPET LRET S EOE/ T I VEHSRESATEY, R/ VT FL
FU Y (NA) ROMET b= (5HT) PHESLTWREEFPRTHS. 1950 £4_7%H, &
DESTIVLRVDETZHHL, ) ORBEOERZUBI LI LZHAMELT, &
WA X793 VICRESHAZSERI) oESHBZ SN, ZHT/RIN) 2%, NA RU 5-
BT BAEDY F+ 7AMERNOH Y ALK ZHAET A &I L DERIER D DBFR 2 RTIS,
FIREZ, L - MERNOFBLZIR LD, oY Y ERICERT ARNETTE, FRREE O
BRUBREOEVER B 6N, BERE, ThoOFHERCHEE L2 OMEH T 08N
HB. LikdioT, ZHRHI ORLASOBHREAL, & VEFEHIFD R EHOBR
PEENRTWS,

Nz ZREED 1, EEXILOEEOEM, BT, S8, BLTH0OTIRVRE
OFGRERE) Ny 2 BEORA, T, BENBI - TLHUREIRELOTIE
WALV IRE (FHAE) S2EBHL LEAREETHS. RIFIBT D/ =y FHEE
OHBERIZE L TIHRSHELP E o TRV, NIMOFEEEL Y, 72D 5 LEE
CBRAAD 1,000 ACO S HHAOHE LEEENTWEY | Ny 7 BEORKREE S %
EBELPIENTBLT, HRFICBVT, RETHAy ZEEL BRI S SBAREZ
v, LizdfoT, SERH ) OB RPREEOEMME, 552N O FREs
RALNTVDEEIBTHEHN, BAREFDRIBOLNTVELEERT, HlkiH o
FRFZIATVE. | '

EBgAuxeF kR, EBREEED P VERYVAABMERRERTEA
(SSRI : selective serotonin reuptake inhibitor) T ¥, FEMEEEYWHESESEIT T 580

1) BESIAEER | DSMIVEIRROFE L BIfOFS| &, MEERE, 1995

2) PRALTER | ICD- 10/ B X CTE ORE-DCRIFFCABIEER-, (HEFER, 1957

3) LEESE NSy 774 A —F—, BREFEE, 1996 i

4) BSOS EF KA, T -2 OFemosanit AR E R, I FVRDAIRTIFA Y - ¥—
FrAthick b, IOoBOBEEr L THEMNED R, 208, SEFACEEICN4TA2BRELLTH
BREAN:. FETHE, zxh FIE THBERSENERS R, T0#, FRAOREFEFHFA
IRTGA 7 - ¥V Fr L BEEMNIE | & B, E L) OFBENIR) DIRBEETIRELNRE
LBk Bss L, EPLNZy FEEBREENRE LEREZES L.,
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HIED TV LI EHL o, BBV, oW, oy JBE, maNEER
URATRIEICH T B A BEBHERRBRSER S R, ISR 2 BERARURTY >
PERES R 2 WERRER & LOEBREFSR TR S,

FIHICBWTI, I OWMBEIIT) OREX AT BB T 2ERB SV K RUKE
TIMITFIVERNBE L 2 BO_EERBESRSERESN-. BB TV Frin
BE LRBRCRERICENASESED bhi. —F, SBT3 )75 Y U eRE
L7-REB T, A BTHEEZIR(FASEIREEI N2, oy YHEoF .
TERBBREERT X P FFY VREBLTRATEP %L, Zho 2 HOBER 707
TANVZERPRZO bR, Sy JBEREICH LTI, 795 RE0-EERILERE
ICBWT, FRICEN-FEENZED LN, ;

DLk, SBERSROBKES, D, REILS O, N=v 7BECH LER-PEETRL,
3OMBENIL) OREEETEBBEL N A=y yBEREOLBCERLEZbOLE
2, CCKBARBPBETIICES 2, 2, RHBICELTHE, £ B HEE
R B CHEBERETo T b,

1-2 FREO&ERE

REOEMABRILT V< — 7 O Ferrosan 4T EXVRBEh, Z20#%, 1¥F)2A0
AIAZTAY - E-FyARICLYVRHBSED O N2, FEOREMIISNSHAR, &
2 - BrEERE, EERERERE, KEEMR, FEERR, ERRERR, PAE
HRROBRKIC L VRS, £, BYEERER, EYHERROSRPLEOHR) ©
FELTOFRAEVERFSN, BRARSEE I .

(1) BB DR :
| I IHRBRVEE SR, 1T OWMBEERRE LEBRRRY, 372,
oz y FEERUHEEEEREENR E LBRARSFR I, FOBE,
FHADOH ) oORCHEAZIHRIL, 79 ReBE LA—EERILERBREEICL VEESR
bOTHBIENRPLPCER, £77, BERCAHASRTWASERI) o Hil4 3
T3y, BBETINVISFIE) LOEEREEHERICLY, Fhb LITIZEZEDE
FHREATAIE, BTKERRAM) o CEHAFEORD bhidr o 8EHE S oI
FLTHRFLEBRNRZATAIENRESN. £, Noyv 7BE, mEEREEREC
B 7o RenBe LEZEERIERRICLY, cheoRBICHTA2RH0HS >
LAEMEIHERZ SN, M BWTAZy JEEDEEEL LTEASNTWLIERE 7 1 3
CTGIVROTN T IV I A EO_EERIEEBGAERRICL Y, -, MEEREOEEEL L
TRBINTVWAIREBIOITFIVEEOETREBESEBRIC LY, FHSWEBICH LT
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BECEABYMEET L LISRENT. A

FHNE 1990 FITH ) DFE LTHADTA FYATERASI N, BlE, HI2FELLT
BRO 90 » EYU LT, Noyv 7EERUMEEEEECKRIEL LT70 » EU L TAZ SR,
BEIZ 7000 FARLEDBZEIFEH I NAb0LHEEINTHS, FiZ, 1998 EIHEARZE
E/HEBMEDCRERELE LTA ¥ A TEMRR SN TR, HAFEBE,/ HATME
DRFEE LTHHRAD 50 »ETRASATVS, $, BE SREFEEE, Sk
A MV ABRERVBEHAESBEEEZ L HHE L BERRRSERER TR,

(2) FFMICH SEEFRAER _

WAL B B EBRRE UK RBR R I T &, £ B~ HI b
# T HABERI N, ERABTFICBITS 10, 20 KU 30 mg QEERSHAEBR U 20
mg D1 H1H3BHEBERSFRIERSN, FORERIHR SN F0%, FHO
BSSHAIRZ T4V« ¥—F v ABSERICE] S0, £ B XD HEBRRER
FEISHmEEENL, | |

| BEER .
BREBRABETZHRELT, £ A~ HIZ20 mg QEMEU 1 H 1 H 10 HEFEE
BRERBFERSN, ZEABIRESRE. 1B, S ORBELL) SRBL AT EER
WHEELEBRHETHRERIIBVLTREEHEY Omg KHETAHI LAFTHEINTZI E2D,
F A~ BUBERABFLHRE L7 40 mg OEEEORSRBIERIN, &
BHEFHERA SR,

S ORBENE I DRBERTIBELENRE L RFRE

BEREE 1 4ERER L L, £ B&Yy £ HET, 1H1E10~30 mg, 6:EH&E
%5 (FE#NE) 12X, SORBENIES oRER2 AT AR T HAFOFHME
BRUREROBET EITo7. FORKR, FZHAOFHESTO LN, BFEEE LTE, 1 Al
BEOREZEOLFRGHEICE DERLPICEE L. 2RSHIREELRIOEALN
Ldpolz, Tz, FHOEBEREERIL 20~30 mg RiZF M L THLMREIEEINLZ
LD, BESETHARARICBVTI, 1 H 1E 10~20 mg OF#gEEE 1 H 1 H 20~40 mg @
R pool v i R R DY A

HHENESEEE LT, £ HAiDp £ RIET, AHOEKHEERELTIBI
A 10~20 mg (FEE#IME) %, SHEEHLLTLH1HE20~40 mg (EESHE) 28T
L, ZBRE) DEORENEHTH2EBRIITIIY 50~150 mg HEWNEE LECE
EREEABAER L. 2OHE, BRESRUEE (PSEEEENL) KBV, 3 B
ICEIRTD b o o, FHEERIIBCTARNOEHER (250%) , BBAI7T
IVE (239%) KL, AFOERAERE (83%) HEEER LY. 7, RETERES
B OYEE (PEEMLE) X, BEEFTH 10 myH 30.8%, 20 mg/H 652%7T, 10 mg/
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BREBAEHEHICAL 2WEEZ 6N FHRICEHER COYREZEI 20 mg/H 42.9%,
30 mg/ A 4445 R U 0 mg/H 60.0%T, AEOMIMEVRERS LR T 2EAFBHL R,
4 my/AETHEBARME LT ALENDLLELONE. ReBCBL T3 BRIcE
REBOLNLholz. L LY L, RANCHEL CTEEA I/ Cl [BE] ¢¥HE
ENLEMEREZRBEL-REEFBLF 28 THo7, Uik, 51 H 1 [ 20~40
mg DEEIZLY, HEA 3753V ERBEOEYRIHE SR bOLEL LN,

EBIMERRE LT, #£ HBXv £ RAET, AAO®FHELTIHIEILO
~40 mg (10~20 mg IXBRMBYATREEE, DU 40 mg £ CRAEEWNE) ¥REL, TRED
HRTRDEEEHOEML-ER SV FY (75~200 mg/H) 2B E LAEERILE
REBRE, AR - OEPRHEROMER Y R OCER L. TOBE, RelELTEERR
BobNhdort, FHILERF TV PV CRLTRCEZFIRER LA, BT
77ANMZEALTE, FHMEERF VPV EOBCHLALERRD bR 2o/, LD
Ladts, RAICHBLTER NS Fr ok [BE] LHE SN BB 2 25 LABEE
KB & Z2ETH o o

E7, £ ALY £ BIT, A¥oRSEELT1HI1E20~40 mg (%
W) RREL, SRRMI OB THIEMT I MY TFY Y (50~150 mg'H) EXR
LA EEREBSRBR L W ABMER O ML PO ICER L. TORR, ARIZADM,
f’cé‘lﬁ_fﬂzwbtﬁﬁi‘l&bzﬁv‘t, ERTIMNITFI IV ERFELRERBED O o7,
AR 707 7 4 VB LT, RHCHlILEREIE R R OB RS O BB 5 L0
DEE TR OE D DTho/z0Ik L, BET I MY 7FY L ikt v
HEFEETCPOBBEERT S L VI RCARD bR, $7o, FEICLELTERT 3
PSR TR TEE] LR SRR RE L BEESB L2 2B TH o,

Db, —EEREBEBOBEL D, AMIER N7V VA BB AR
RENS, £, SERHI O THRERT I M TS L LOBTE, APlB
THEEZIE  ASHIPRIETE 2o f2hs, W) Y RERERY [BE] 2aHEEO%
BEEERT I P Y TR VIHSTELS, BRATT 7 7 4 VMCERFAL R

REBERBKLLT £ AIY £ HAIC1H1E10~40 mg (EEWHHE)
DORELER L-FR, 28 AU RS LAATIHEDERERICOL VRS TwAET
EXFERENT:. T, BERHORREES 4 AT CICREL, ThUE, HlCRALL
R, BE, THRVCEBSONELSERSET, Hil-2E0alEA0RRII R 7.

ERECHIBZIRBRLELT, £ BIhH £ BETRERBREICBITIS20mg
OHEEEERERTEBL, FRIGT 2EEERUEDEEZRE L. 20RE, B#ES
BECBILAEFEIERSN, FEREOEYHBRLHL I LBRRWI ERSML,
EPAR £ By £ HEICcesmULoEMBEELNELLZ1H 1 HI10~40



mg (EEWWE) OERRBLEHLY:. ZOER, FANOHBENT ERLBRUHA
S, JEREE L ARETHD D LIRESRL,

B - FHEEET > DOREREICHUIRBRELT, £ ALY £ BETHR
BEZEUE - FHRETREZHR L L1 H 10 10~40 mg (EEHHEE) OBESRR
EERLZ. TOER, BREERUVEECTE - FERETEZ BT AR UEDH
REIE, I - BEREFEZ LWL PLREIRDLNE P2,

=y UEEBEEHRE U BRER . |
BIHEEE I {ERBRE L T, £ AXY 4 HBIT, 1H1E10~40mg, 128Y
BO#kS (EREHEE) Kk, Moy 7EEREF N T 250N R ULL2BEORS
2707z, EOFER, N2y JBEEE, FHRZOBRERVESEHORECSWTER
DREVRO LN, FREKUFTEOPEEREU LOWERIX 13.5%Tho 2. :
PBlllick b, RF0OFEESTR I A0, Bl THERBCBTTsoL kL

BEE R L LT, £ BXy &£ BT, FAOERSERLLTLE
1| 10~20 mg (GREGTAGHIRIEL) , BRSERHELLT1H 1 | 10~30 mg (GRHEHHEE)
% 8 BHEBORS ST A 77 RENRE LA _EERIBRBRYER L. TORR, 28
HELEAD 30 mg & TRE S NASEFIC BT AWERR, 77 R OMICEREFRY
Bhre 72, B3 BMCARRERASRT, HICHEE LAEMEEORELR
DHENE I,

LlEizX b, FAOEHHE - AR 1 H 10~30 mg (FiEE) L#EESH, 10 mg, 20
mg, 30 mg & 1 AMITLIZMEL, 28 HHELUE 30 mg ¥ TRETAHALENDS Z LATER
=¥ (VAN

SNERERE LT, & Bibh 4 BET, 1H1HI0~30 mg GhlMHL
®B) 2REL, 7R ERBE L-EEREBERBEERLA, £OFR, 28 HEL
T#HE SNTEFCORF OUERL 82.0%L, 7T EFD B5%ICHLAZIEN TV,
FHDEEKIL 37.6%E, TTELFD 65.1BILLEBRBMTH o720, BEELZAERAO
BRI R <, FHERTREML MR LLAHETIE, FHO 740%i3 7 7 RO 485%
LEEICERL T2, o

BlEicXy, n=y 7B 257 0F AR S k.

PEropgEoREEKA —11CR7.
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2 BERUERM-
2-1 FEREREBICH U AR UEHE

(1) @RWE O =B AAZBREEH .

AW in vitro [CBVTHAR LT P2V AREEERHERLAY, JVT7 FLFY
VY AKBEARFITED 11320 Ki MER)ChoT, IARFFIVRETT7I Y TSFY
YO Ki i, #0FNR 1/180 RU 11091 THhotz, T, FEOF— I YIDAARNE
E/eR ik 171000 (KifEl) 5o 7.

Fv Me 14 BERKERS LB ben b = VR ASBEEEFZD SR, 20MEH
IZIREAT 24 BERICIEEE L. VT FLF Y VI ARRERER IS b Nidho
7. :

(2 ZRLFVUL, F=i32, EAMZY, LAAVY Y, EX423 LSRECHTS
EuviaEHFmE :
TRV VEEE (0, o B), F-IVEEHF (D, D), ¥0F2VEER
(5-HTw, 5HT,, 5HT:) ., ARGV VEHE M, My) , =3 FVZHE, eA5 3
SRE H, H) , YUV TEEY Rk, GABA £/ (GABA,, GABA;) , 7 V¥
IVEBERRE, AYFA FREE (6, kv, W RUVIYREE (0, o) “OEREDES
FRMIIES, B/ 7I VARV VESERO RS b0, |

(3) BMEFNICH IR D OEBRUNARER

AR IL= 7 A DBEUKIKRRE CRBERRICBVTH I EFAERLE. 2O b=V
BT OMET N CH ARMEMET v F DA U FEEICH L THRAEREERL
728, JNT RLF UV RBREREE > OME SN TH B BREREN T v F 0L UY 1 FTE)
B Loz, £72, FEORBISITLY social interaction HER, Vogel B 7Y
7 VRBRUBERTERRRBRICBWTHAREREZR L.

2-2 BESABRCHIIBBBEUERYE
(1) 3ORBENE D DREBEETIREADER
NEBFNSYFACKRLERICER RS OEH
FHENE, BE, BRINTV L) 2RORCROLEHEEFOEVER ST 0
EEREBSRICEVT, ARCENAPERVERELRL:. Z2BCBVTRAR
BEEFTOLRE D o7

2) EBPIMNTFILCRPERAI/SIVEREIBREIOZ 740

SERERD 0 THAERTI NI SFIVERUERAISFIVENBLLEZEER
EEBRRICBWT, AL IO =ZFAN ) SHOMOAEHECH L TEEERALR 2D
o7k, ) YEOEWERRREE IR 0T P ZRRIL) SR L VKL, BELHES
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N2EWEH ORBHBIFROF B L 2l o fe.

3) ERE > ORBEICHVTHHSHEEEDBE LAROBHY - Rehk
FR ) OFBE BT IEHOEHEEEERE L AR TH Y, BWERORM - #ELE
HENL DT, '

(2) "= JEEBEADEH |
Kﬂm,7?%%&@:Eﬁﬁiﬁﬁﬁtﬁwf,ﬁ%%&wﬁmﬁfﬁﬁﬂﬁhéﬂﬁ
¥R, Sy 7BEECNY AAFH0FAENR SR, -

3 SEEFIRSL

4 HEICHTIFERHRR

BRI F e F KNP ORKIL, fFYR, TAYHEOWKEE, F—AFFY 7,
H7700%, R0 +ENETHISEELT, BF 70 »EULET A=y 7BE, HEE
BREDBEE L LTAEIRTWS, ¥, HATFERE HEEMEOHBELLTY
AFYR, TAUD, A=A +IUTF, BT 7Y 7%, #F 50 » BTCEAZSATV5
(1999 4£ 12 AE#%) .
EEECBTAEARESORREEA —URT. o, A FVARTT AU BB
LB T T2 F KNP ORMAFOMELZ RA —21I7 7.

FA—1 EEFLCHIIABEFEORER (T 11 F£12 RRME)

. . . . AT/
E % il | 9 D9 Ny 7EE BREEREE o T
7AY Paxil 1992.12.29 1996. 5. 7 1996. 5. 7 1999. 5. 11
R Paxil 1993, 5. 4 1995.11. 9 1995.11. 9 1999. 4, 15
£¥) A | Seroxat 1990.12.11 1995.11. 7 1995. 8. 9 1998. 9. 16
79 A Deroxat 1992. 6.24 1996. 3.14 1996. 3.14 o
R4y Seroxat | on. 6.23 1996.11.19 | 1996.11.19 1999, 5. 19
Tagonis
4597 | Seroxat 1992.12,31 1996. 4.23 1996, 423 | 1999, 11. 15
224 | Seroxat 1992. 7.31 1996. 2,16 1995.12. 5 | 1999. 10. 21
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T4 —2 HNEICHTBIFEALFORE

1 B 1E, 8, ARLKCRETSZ kR
N5, FgERlid, HBTL2 L {B.TT2
Z k. thoin S oEEERE, LERISL, &S
B 5 2~3 AMMACHERED T, B
FEREHDZBERTRETAI L, BEOER
FEETEHEIT, BEERHETAZL, HOF
T a~6 7 (AFVADTL¥FIFIAVRT
WHO #38) , MRS, Noy r7EETR
ENRULEHTBEEZONE. £ ORFEH
ELER, SEERIIETLZE ( [BEH
# (Undesirable effects) | OHEZHE) |

E’ 1% 2 FAY P

HR Seroxat Paxil

5% | $¢Al 20 mg, 30 mg & $£#) © 10 mg, 20 mg, 30 mg, 40 mg £

% | BOMBEH 20 mg/10mL FELEEHA . 10 mg/5Sml

: AREEEIIOH/EELESIATOIOKE| - IR

| ROWEHE L EE

B | BEFELWBOERTH Rz JEE (BHRHORELRDERN)

- | - BREEREEORERUERTEH c HBRAREE

|- ERERHOFEEEDR Sy JHREDHE

2| RRUERTH

| - AT EREE AL AR FEDRR
IO 3 o%
AR 0myEThs. BFICLoTIIN| B¥0NMHEE 1 8 1 B, ZERUIAHE
BT 0ENDL. FOBEIE, BEORS| o, B%, Biksvac k. HEVHARR|
I0, 0 mgHOWMTHEHTLEZ L, 1 HEKR| 20 mgHTH%. 20 mg HTHEMEALNE
HERIZS0mg/ B TH 5. VSR, BE 1 AMOREEEYT 10 my
s REE HOMTHETLZ L. | BRARSER 50
HRARIT 40 myHTH5. 20 mgHAPLES| ngHTH5S. '
FRIEL, 1 AROHBEE T 10 mg/H O | MR I, J)omicidis AL Lo#k
THHETEIE, BERE-TIX 1 HREA 60| FEEXLELELTHS, FHIZ, FHL
mg/H ¥ THET 5. T# 30 mg HORET 1 £, FHIHES
Now rEE ENZ T EPRENI,
HRFER 40 myETHAE,. 10 myH LS |[ihBTEE

B| #BAL, BEFORISICEY, 1 AROHEBEZ| BFOWHEE 1 B 1 B, EEEZER
BT mgHOMTEHRTAZ ., BEICK] K, B%, SRS Ta2 k. HEARE 40
ST HREKS0mg/H ¥ TR T 5. mg HTH5B. 20 mg HP RS EZHKBL, &
—iRiz, Ny FEEOMHEEIIBV T, & 1 BMORBEEEVT 10 mg/H O Tl

| oy PEROBLOWERSFZDLATWE| $T52%, 1| BRARSEIZ 60 mgHTH
20, EREDPSORSHRERI NS, 3. '
HETEEE,/HERE MR .6 » AHOBRFHRRICBWT,

- | #HEERIZ 20 myHTHL, BEHHEL 0my| HFHEORHESIZOORE, £, F5
BEL, e 2 BNERLTHEESA| LFRICEL, BWEREMRERS, BEH
LNBWEECIE, 1 ARA S0 myH I THE| BEZRENEBRTHE. BHIBITIFF0O

Bl 732k HREMMEOhEE40H52. B RNEDEETHERTH L) ARPEH 4T
HOFBICE A2 Ed 1 BEOHBELEY| v, BIHREOLEEEZALLD, BEEE
T1IOmgHOMTHETEZ L. MR RTLH L,
FANZ 12 BEOT 72 REHEE LEBRA| =y 7RE

B | BIIBWIHESEDLNATWS, 128K B0 HEE 1 B 1 |, ZEEUIAHE
DRI LT, EohlERLrR. 2, BF, STz k. HBARR 4

mg HTH 5., 10 mg BPHRGEHEBL, &
1 BEROBBEZEYC 10 mg/H O THH
To5ok, 1HEAKSRIL 60 myHTH
2. .

HERIREL (3 v AHOBRTHERICBWT,
FoEORBESFED ONE. 1, 77
EARECHL, BRBEBREIRIN, S=y
IREEREBEERTHE. BEICBIZEHA
OBRNEDREYMRT LX) BERE T
W, BEBEONEEEAED, BEETE
BB REITL L.
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FM—2 SHEICHIIEMTEOBE (532)

X

A1) R

TAYA

H-W H

{(owl) o

B L BEE TR, FAODETREERNS
BOLRTWS,
BAOHYHE» SIS THEL, 1 AROB
BEZEVWTI0 myARNTHBELT, BEORK
BICEYIHERKOmgRECHETLI L.
MR AR TOFSURUARE R SNT
WEWDT, NENORETHR IR,
FRENIHEEEE  BEOTRESEE OV
F2yP757A<30 ml/5) NRECHEEEET
i, FHOmEPBELAFEDLEA TS,
HEREER 20 myAThs. HEZLELTS
BEE, RARICLEDBZE,

&%Tﬁ%ﬁ
EOMYFAE 1 A 1 H, ZESLTIAR
L,ﬁﬁ S5+ az b, HERIHEHAERER
WmgHTH5D, BRERIIBWTREMRIL 60
mg/HECEHMES ATV 3A, 20 mgHI DS
AEFHESTIHEIFED TR,
MERE S EEEIREEERTH LD
BT LT LG ENTHE. BE
BT A2EAORNEYHEZHRTL LR
BERETIT, BEERONERT L5720,
BELEHNCBET LI &,
BRE T I ERE~ORE R UBEOTREY
FEEEE~ORY | #RIP BRI 10 mg
BC¢Hs. HDEBBRESEIMETACL, 1 B
KSR OB THS.
€/ 73 VB{LBEEHEEEMAODNDOBITL
i MAO-L 25 D847 - MAC-I 2L AFI~DE
7B, ¥, BHH S5 MAOI ~OBITERIC
i, RE4ARORBEE Z L.
HEBREFIEHEWICL(IRLZ &,

1. S

FHNx LBEEEZ T BE.

2. B4 (Special warnings) Rk U L OEE

1) 73 VBEBEEREEMAOD . £ D
HH-oFEEFA#E, MACT EHFRELERWVWIE,
F 72, MAO- &5k 2 BRDAIREH %
BHSLEVWT L, E0%E, HEICAAORK
ErREL, EEHEF CRAICHBETSS
&, Fi, KHFRERIEE 2 BELDAKR
MAOI OIS FbLnZ k.

2) BRE T RTOHS °FE L [, kﬁﬁ
FETLERECRERCERSTL L.

3) BOFKBEME | BORENEERAL TH

AEECR, HFrlECRSTAIE ([H
ERE] 0m\EZE) .

4) DIERER  AHRX, mE, LHEK LB
BlUcERRS IcEE 2B RIZS 2w, L
L, TRTOMEREL [, CRAEEZ
BETsBRECIERRETAI L.

5) TADA MOBEISEELERE, TADPA
RPETABREICRMEICRS TR L.

6) e ! BfeoBHAFL, FHlzkG Shi
BED<L01%TH 5. %ﬁ%%ﬁbt$%k
W, FHOwSEFILETLL

7 BEY a v 7 FEECD : $ﬂkEcr&%
HAEDE-EREZRINILA RN,

3. FEMER _

1) EVMRUTHBE . XA ORI, £k
i, EM B ICERShR .

1. 32

MAO-I JREFOEZE~OERF OFHIRES T
Hd ( [BEWamings)| , MERLOER]
DEBM) .

. B&(Warnings)

MAO-I L OHERE O | 8% MAOI
LEERLBWI E, MAOI OS5 PR 14 B
MitafEEF LI k. T, FMKEsE

IR 14 HR OB EEYVT, MAOI O
SERABTAZ L,

3. R LOEE

(1) —EWEE

1) BR/ BEFROEEL . §-TOHH 0%
LA, BROBAROS D BEICIHEERIC
CES5TBRIL,

2) e BEOBREROSH D BEICITEE
BETLC L. BESBRLULBAE, &H
ORGFHRETEI L,

3) HE  BEEeHOWERIE I oFHICEET
50, ZELERIEBLShEETHL. R
OB EE D TERRREIT I I,

BRELETELIFIZL., BEESORBREL
BoTo0, LFECEEREORFLRERE
Bz ELRR/NROEFRRERATA L.

4) B+ FUyAmE B UYL EFK
FlEE s hTwa, EFIRICEYEESR
BRENRD, KETURBHECERALTRW3
A%, fc, FIREGFHEE, ERASTEIE
bR TWEBEICREL TS,
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®M—2 SHECHTIFACEORE (BER)

R E

4 ¥ A

TAUA

2) VT NTy v O 5-HT BEY) AAREE
HLEH%, BPRBRCBLT, FFE YT
Py OMEERBICLY, BHE, BEF
%, THZ2ELEBEREET SOt
FEEBFRIATMRENRE ST,
3) FYANHBEEFEEIEESE | FHOM
HRUEDEEL, FEDRABREREFE
HENEHETIEMII L VERELTZTI
EXdAB.
AH L EYRBEEERE L TALN TR
A EHHTLIEER, FHORSEFEL TS
TEEZEERTHIE.
 FHIEEDAHFTEEE LTCHLATWAERE
FlEBEHT A, AFOMHHAEEAGT
LUREBERR, BRYIR (BRHEERUER
%) CIEETEHOBRSELRMT L,
4) TN ERHBE TNV L BER
RUESHBEOBELHBIEIZ LRy
A, BFEBRBFOBRFR 7L I LERETE
Jaz k.
5) NuRY F—), 7IapE Ny, X
FHRL I BLALABTOREACBITS
CRECIE, ~usy R, TITWNNME R
Y, FAFXHESRALERA LSS, FHZE
NODFEANCL 88, 5 &5 LRBLMR
BRI kR
6) MAO-I: 1> 5-HT BV AAHER L
B, BRERIZB VT, FH & MAO-T & O
EEROBENYRB S iz ( [ (Special
warnings) & UMER L OEE | OHEEBH)
T UFTA Y FoaRHEELEEESIT
EEAERD, JF A bfo 5-HT FEY
CAAHEEOCHEEEBICE T 5 BERXHR
HENTWELEOT, JFIAt0HRER
AT C &, VF T ABESFE=V¥—FT4Z
k.
8) 7= bAY, BB EKFELT 2=}
A EDBRICED, RE OMBFPREIMS
TL, FEREFEMT S, RH LDFE
WELOFHICI->TH, EEEROZHES
BNy 2RSS,
9) T—7 7Y FHEROKRTI, FH
ET—-T7 vy rEomicid, Jutorevs
BIE 2 b L 2 WA I AS T 2 350
HEEROTHEEFFRINTWS, BONK

1 Ems s R LTy BE 01, SR

wETHZE.

5) REHM : /MMERERBES T 0, K#
CEELA-RESRM (KBS THm Tt
EH) SEAFEIhTw:, FHEO0HE
B&EIHES Rk v, MBI &
0 b= EEPIMUREEREEOER 2
h, B¥him% &2 WEeE D 5.

6) BEDHLBETORER | KM mMiES
BICEELTRIZTHEEODHZERPRED
BEIE, HERESTAZ L.

7) Fof A, mE, GHEERTLER
KRBT RIZS R, i
BEOBEE (NVT7FrTI0A<30 m/a) X
IEEOFBRERE T, &H OMEPRE
ERERALNRBDT, TNGDBEIEEE
¥BE5To8E, UHAEREZRETAZL
([ BE] OoHEER) .

(2) BE~OEH
Emid, RToEEIzo%, SFz0FTLE
ELELSY T ERERIRG, .

1) RHRRCEDBE~ORE . AHE OB
&, ERiEr i BROBEIIAHIFERL
RiEELVEIHRENEIT, ThH0H
fEOBEFET A L.

2) BREBORET I O8RS | AFHZ, S
1~4 BETEROEZEZRTH, EFOER
EROVRHEs®RITAZ L,

3) GEREEH . BEPRFDAOEH (W
FEEEL) ZHETIHAR, HEAHO
TReEA S 2 D CHYEMICHmLELZ L.

4) THI—N I FRI- VX HERROE|

BRROBREFTHRIEII LRV, K
HBERZ T a—NVEREEITAZ L,

5) IR : RFRB P ICIEE L3S IR
rHRETAHARBLEEMICAILEAZ L,
6) B FAHMREPIIZILT 2 BETHELE
micabeasl ([ERLOEE-EIG
~O#E] OHEEBR) .

() BREZ
ERTNEIFECERBEEE R,

(4 EPHERH

D M7 7Y OB P VERD A
HEEFELRE, FRE YL L7 7 O
B W HHEEEPREZZLFHSE. EiIT
i, BX, BRTFRUDIVOFERLTH
HERhTwa, . :

2) B/ TR /ERMEBEEEEE . [#E] RO
[E& (Warnings)| OHZEH.

3) U—=77Y ¥ PREABRORETE, F4
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RM—2 HNBEICHIIFALEOHRE (KE)

X H

4% 2

TAUA

4

4, EFREOCELF~OKRS
BHERICB VT, £EEEHLIVIISRNE
FEHEEIZEDOR TR, LRL, EFOE
BEECBTAEEBREBEIEA TV EVD
T, HRLIZEILANGL, BEEOFEREN R
Bt d EMA L HMINLIBGICOARSTE
hall N
5. EELIIBRBEED '

BERRBR TR, 2 EERILEEBRICE
BEERIZELWILEREDLENTVS, Ld
L, ¥_XCOmFEHELRE, BHIABED
R USRI h BTS2 L.
6. #EI%H (Undesirable effects)
EEHBCBWT, Y7 BOBHE LS
FHBERIIEL AbhgEESE, Fi,
EXR, HEE, 8%, B, £hE, OB, 7
B, M¥EEE ([ Y FyARUHBREE:
&t) , ®FEW, EE, TARFEREETH
o, TDH)LDELIR, FEBETICEER
BUSERENRS L, —&iC, BEPEIIEES
Lol
PRz, &Fv, BH, TH, #HHF
%, 8, ERROHBEE DS, 2HIER
HmEREC L2 ERB L EOEEFRESH
Twa, L iboERETFEETIEE S
W, BvBEEMEHOERFHEEIALTY
5.

& % [T(infrequently), SEAMREEENHRESL
Twa, 203 HE0E%{OEER, EHEE+
HVA8%, Xii, iEHREFREIATY
LRETHL. H, BERUVBOVAI=73H
HFERTWD, _

NI (rarcly), FFEBERERFRTES MY
Y AMEAED SNTWS, FEEIE, FHdE
IhREICERET .

FHREZFRHL) oFichx, OB, EER
VIR &EBRZL b o iz,

FHoOSEEFRICEY, DEw, REREE

(BRERES) , 7%, BREE (£FF%xE
i), B, R, ER, BTRUHEILOEIRK
PREENTWE, BFEIL, BLET, SHER
EBEEAVLELE LV, ZHh56DERES
WERETHLZBEEIFES AT
B, i 0EPLEE LB o BIE, BB
XBHEESETB LT, A likEE
BILT2Z L ERTRETHS.
7. BEHKS
BEFTOF— 7 T, BWEEZBIED S

NTWwa, AFHMECIE2000mg T, Fi,

ET—=7 7 UL OMICREHZEME A
(7o roryErBEEEREEL2WA, Bl
HEROEME Z/23) OWEENRESH
Twa, BERBENI VD, KFlET—
77 v OHRAREERTIC
4) AT hFYTH Y AT TY EEREGE
O b= YERYALHEERSSRD L OFHIC
BWT, BAHRE, ESTE, BAFESTHR
BRAETCTLICREENTWE, X7 YT
&k SSRI (BlAE, 7 AF¥eFr, T
REHIX, NOFEFY, ¥LEFY V)
EERBHETABARE, BErEYEEY
bl
5) FREICEELT RIZTTEHMN | AAORE R
MBI, EDRBBREEROFEMLD H T
HEZLVEBE2STAZ LSS, UTO
HEHEHEHT 56, BRIRCDLTH
KOBISEZAGHTLI L.
- VRAFVY
- T IRV — N
I ol P G
6) FhZu—A PudlDg i2 & VRAFEhBHE
# . K0 ) o%¥ (R ETHhO SSRI,
ZLDZRR/I ) 2H) 285D, L OXEH
ii"f‘ i"yn‘—i\ P4507’f 7'33’1,1\0) P45(]]ID5 b:
SN END, PullDs ICL o TRFENS
HoOEHLFAR, FHIZOTAVF4 L0
HiEFEETLATWRENSHSE. b DA
EHHTAEER, FRXEFrro—a
PysollDg 12 & o THBENALEH/HETHE
HORBELTETHHEENFDHD. LToEHD
BERIERICTS 2
- RE (VMY TFYY, TRHY
TFEY)Y, £33y, FYro93 v,
TNFF BT &)
- 72 FT I VRERRE (FFU T
Vv &)
- BiRERE (Fusya )y, 7VvaAd
o, ZvASZF, FoVUE)
7) F RO U —A PydllA, I L DRBSNHE
F D EFIT XD PusollUA, HEHEEFRICH
L, BBENICEREZEZ RIZTTHBEME
vy,
8) =TRH I DE(TCA) : RHRE=TRIL) ©
EORFLHEETZTHREFH L7120, =&
R oEEHABT A2HE, MEPZHRRE
FORBEOT Y —RUSHRH S oED
BEFLELLLTEEYFDS ( [EHLD
HEE—F 70— A Pl iC L DRBIESHhS
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R1—2 HECHIEEHTBORE (F2)

R H

A F) R

FAYF

72— EEHME & OEERARRS I HE
ERTVD, FHE2BEKRS LAEBAOERE
LT, BR, B, R, SILEK OB, #
ZBE, BFRCEARSEZDLATWEY, B
BN EmE L b Tk,
BREWZBERRILZY, BO)ELFBRERS
L-BO—RELE* LB L, FERORE
BE50, RHORILEBE S €5 WiERD
Z.

] OEBE) .

9) M#EF 7 CEECHESTAHH | 4
IS R IEH T EEAENF DT,
M3 28 EEROF A L H L%
&, BEESLEULWEEESDH S,

10) FhI— FLI—ickBEMEUE
B oOREFHBE I Lidbhve, X
FRASIZ 7 va— VEREBFE L.

11) V57 A BRERFIEAE WD,
JFTAEOHBREEITIC L,

12) TIF Ty BREBRNS WS, T
FLLOFRAIMERTIC L.

13) VT ERA L VTHEIRAC L BERFOBEY
DEADEERALNTWRWE, FHOT
TENRANOEEIRE IhTuR,

14) 72 Iy EZHL ai s v o
Bl YioU YEEXEARORZEEE,
FaT NI ERETAE.

15) BEMIEE . AHo T ST  u—LhEY
BREADERRIALLTwWEWY, fur/s
Ja—oERF~OBEIRF I
[Fa

16) 7A74Y Y [ FRNCEETFFT714) Vi
BEEAPHESINATWS., BFHEFF 741
ERBETAESE, A4V VEERE
=y —FLT LR ERD,

17) R 2 v 7 HFEECT) [ ECT L5F L %

M AE DRI v,

(5) iR

1) WFBEER SR 7Y —C: 9y MR-
U FIIBT2RROBEERERSEER
BWTRSEHRALGR Lo, T
b OIFEHE» BIFE LI RERS LR,
% 4 BECORERETHEOBMIED S|,
Nz, BIRZHICBT L THRBRFRITbR
TRV, BELOFEEFBECHT S|
fERtE® ER2 LM SR B BEILOAERS
THIL.

2) SHRUHE | SR THE ST 554
DHEBIITHTHS. .

3) BIB~ORE | AT~ OBFTIFEDLNR
A7:0, BIFPOBREIFHEHRSTIEE
BREETLIL, :

& NE~DEES

MRICBITAEFOZeE LB E R
T, ,

(7) BEENORS

BnE LERRE L TR, FRICKEFEF
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M —2 HECHIZEAIEBOBE (B2)

|

47 R

TAUA

&, PR EEERTOLATYRW, L
L, BHEHERARICBWT, BBRETOZY
TV AOETHEEDLNL 20, SEE~
FHEEETLER, BEErOHS A
THILEPFEF LY ([HE-BE| 0BS
R .

4, BEFH

(1) BE5hIcBET I HEES SRR TOH
EBERBRICBVWT, )oK, MalkE
&, oy JBERUHESTFEEEICH LT
ARE PRSI NLCEZFOFR TR 20%
(1,199/6,145) , 11.8% (64/542) , 9.4%|
(447469) RT* 16.1% (84/522) »%, AEHESE
DizHISHBk s hiz.

2 EHEEELR e EogBRECEES
h, Pobiltd 7T LRESO 2 FEE
ShizEg.

) odm—HAE, BT, BR, EKEE, H
B, ®Fv, FIE, E, S8, 596
FEE R Mo B A A R

mEAEE-IER, OB, ARKE, EH,
LI, @, BR BF AYEFVA
RUGHRES '

Ry y BE-EHE, BF, ARRE, &
AR, B, WERE LM4EHEFRE
EUAL BT R

HEFEZRE-BF, BR, 18, 88, £
R, FHIE, ik, E8EE, H{T,
BERE, KEEHEBREE, 1 Y RTF YR

5. EWELE. - EYEEE )
B, BHKES RSB TRERERE
DERIZA SR TWhWD, BEOEYERE
PEFFEGAXL, BEBREOHLEE TR, &
HOERH VEAEORELEEE(HET
An k.

6. BEREYS
AFERTIL 2000 mg £C, TMhHEOBR
BEEEOBREND 5. '

FHOBEBRSOBEOBELERE LTHE,
B&, IBH, #i, 3w, BERUERL
BHbH, FHEHMOBERESICL 5EELILE
oG TR,
BERGOLE | RAICFROLHFRR L
v, i) o tEERS L-BOo—EHL
&, b, R, BUHHORE, Bk, §
FRLCLLBEOBERESSOMERZ LS
k.,
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5 —REIRHR
b-1 JAN

¥ 94 A HAT WHO Recommended International Nonproprietary Names (Rec. INN)
ICEOEEELA —BNEROELR2To/%, FRIFES A9 HOEERBHFANESTUTD
SO IHERR SN, FR104E1 R 9 HREEES 10 5IC L hBmEhiz,

JAN: (B&%) HEST$EF YKy
(3% 4) paroxetine hydrochloride hydrate
134 0 (AER) (O3S AR)-4-(4-THATT20)3-[(3,4-FFV vy TN T ) Ry AFIE A 5y
—IERRIE 172 K%
(G £&) (—)-(3S,4R)-4-(4-ﬂuorophenyl)-3-[(3,4—methy1enedioxy)phenoxymethyl] piperidine
monchydrochloride hemihydraie '

5-2 INN

- AEEDEBEIEHIT, WHO Recommended Inetrnational Nonproprietary Names (Rec. INN) : List
18 (WHO Chronicle Vol. 32, No. 10, 1978) |Z paroxetine & LTI ST 3.

6 FERDR—LE

AERSEE LT, S OBBREED ORELETIREENSR Y LS IHRCELM
BERSRER T B A HEBECHLERA I VT3 Y, BBTI MY TF) Y RUER ISV R
v, BN, ER 114 4 BItRBERw L YBRT VRS I Y OME - BB, FHiE-
g, SREOERS:, HWEST ST KAWL HE L TES —3 15T,

- 17 -
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F1—3 RERMNRLORE AR, ME - BR, EHLOTEOLER

-~ 19~40 - -



O. YEMEFEE S IR R OB A LS
v BEM -

| . BRESICEET 3EBEEMNAR
1. 2%
—fs L EB ST S F VA (paroxetine hydrochloride hydrate) (JAN)
k234 . [BERL] O-(3S.4R)-4-(4 7N F 7 2 = N)3[34XF L It F)
T I FTAFN] ERYT Yy —EEE 12K
[E2] (-)-(38,4R)-4-(4-fluorophenyl)-3-[(3,4-methylenedioxy) phenoxymethyl]

piperidine monohydrochloride hemihydrate
AN

O

« HCI - 1/2H,0
0. 0O
SF ¢ CHFNO,-HCI-1/2H,0
T . 374.84

2. MIBREFAIER

R BEBOEEEOHRTHS.

BRE CNN-VAFIWERVATIF, 25—V RUBEBIOOICEITRT{, =¥
J—@5), ¥ —V@IHRUZOuFMLIICRRBITRTL, K T
P PUN, EREER, TEFY, 227080, FEFREFOTT S,
14-T4FF 2, pH 2.0 RU 4.0 OREEIHEITIC< <, 0.1 mol/L IEERFHE,
pH 5.0, 5.5 R UF 6.0 OEEHLICERD THITIC < <, HABRILT MUY AEH,
TIFVE—F N, Y yanF§r, pH6.S, 70,95 KU 120 OBRERICITL
AEBITR,

FERARE . 17 ¥ ) -V ROFEREIT 338, -4 27 87—,/ 1 molL KEbkF
P ABROSEREIZ 222 THE.

- 4] -



. HFFREIE
1. #85%

2, MR .
AARFAEBEERO 74 VAT — METH S,

KANEE 4 1 GBI T e F L KR E ST F TV = LT 10 mg BT 20 mg
EETBTAIVAI— M ETHD.

3. BEM
=B RE&M WERRE HRELR HERE
(=B g o b H RN
. \ . BOHBNLD, FTOMOER
il mam L2RUS AR pmE v TR ki@
bhidod.
) N CFRORBEEICBWT
: dat )
Bl @ |scoowrn [REEET liopossR [@umesadgec
B Hodx,
10
e BT ' HEEEOENFED L
% |@2sC st 6075, 120 GRU | 72%, £OMOBBEE I
%mmi) e 180 5 Luxh** | BwCZELiEEDdD L
’ v iz,
' 3,6,9, 12,18, 24, 0 AL PRBREHIC BT
FEERFHER 25T +20) Yok 36 ]}3?.0,“'36,:!: H 1HZEERFDSNTRET
Hoi.
10 mg R 20 mg il b
ETony MZBWTIE
BEOETIERD b5,
rom| mugstg |30 CLON lYu—aE  |13RU62A | ZOMOBRRRECENT
= BEi 2L, ZROSE
EHERZWLOLHEL

*1 . KO- [ PTP SR PVC:- PIVIZ9 AR 27NVIZvAF3—-32— MLV EBEEL:
LD, .
) REEE

BEnZeyb, XROFERVADNAZ [REAR, ZRIE] LBREL..

— 42~126 -



‘ H
BE FE evenrrrreereetiettnteeiitiininiiiiinasaens e 127
1 MM cceee et i e e e 138
I e Ay B 4 ) A= ok L R R R PR RPN 138
1=2 Sy POBIEFESRER +ocvrrerrretrtretatatrtttatitssittsesssststsssrearss 138
1-3 YO 3 BAEHREREE - cvreceereincenn tednseaanane thrissataastaannana 139
2 EEHEHME cereerraeennn I ey 140
2u1 S PO 2 BREIREEEE -+ cvrreerr ettt ittt 140
20 Ty PO AARIHYESERES -+ vverrrrronaanrereirerataiiaaeeraaaaanns cee 141
2-3 S FD 13 B EEER - vrvrrrrrrrerrarertiratstetiitettesnaiasmnanes 142
R R o R R TR 144
2.5 _‘;-g-”,g) 13 ﬁﬁiﬁjﬁgﬁgﬁ ................................................... 144
3 1EMEE R R R R AR ER LI 146
31 Sy bOBBARHEREE ccrevrerer ittt it st e s 148
3-2 S [‘@525@%3&5—%5%""""'_ ........................................ 148
3-3 IO B2 BEESERER v rrrrerr ettt 150
F O e S R AR PP PP PR 153
41 FRABER U HAETEEERIR (Seg. 1) v-rrevrrserrr e 153
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SES

TYARGZ v MCEBAT X2 VR EEEORS LR, LDy EiX< T 2 Cidi
385 mg/kg, M 303 mgke T, F v FCHEMEMEL 17 374 mykg Thole. BESNIERE
&mﬁﬁ,%Wﬁﬁ%ﬁéot.7w¢*wm%@ﬁn#h¢yo4,&Rdmﬁ@@%3
BRERERORS LAE T2, 20mgky/ HETHRS 3 HEWHEIGET L, HELBEREL L2
ofz. WTNROBRERIC S XISEE, BERVEMRRS O EMEROERPBIZ SN, 8
mg/kg DA L O SFHTIRBEHEICEEEORPPRD L Rl

FoMEE

7;%L%@nn#t%/@4122ﬁmnwmm%1&ﬁﬁﬁﬁﬁuﬁ%tt#% 12
mg/kg/ B LA E D SEEIC I R U BRIBEEER A S R, GPT OEMEAMIZFED 5 iz, 40 mg/ke/
HETIE, AEMNERUCEBEREOKME, FHEEOEHM, MR~ o 77— VEER, I
KIER ORE Lk EE b EE S hiz. S, THFFVCEERA TS ET V0 08, 2
Xik 6 mgke/H % 13 BREEOHE L2468, 6 myky HETHEE, BE, RERREOY
EFEHESH, FREAIHKERITED LN,

DEXY, 3 AMREROKRSEOESHER, v PRIV E D ITHIEMEROER
RUBERVORD O NL P o7z 4 R 2 mg/kg/H & Hl S iz,

TR

S McEBATFEF IO, amixn@mm%%h%maamiﬁﬁﬁﬁﬁ&%b
PHER, 25 mgkg HFETIRE 26 AL RIS, M, MHEMSIBREIN, &5 1
B RERNER CEBEREOEEIED LN, TLAYI+RT7 75— (ALP) ik
HEROBRELRENRA LIS, MEHBZUREICBWIFRICEREERED NP
t.it,%EﬁUVN%K??H77—V%%%ﬁﬁﬁéﬂt.%?Eﬁ%%ﬁ&mkw
T, BHEEY > 8 THIBEAICBIIREAFOA LIS 1 ¥ RO MITRDH LN, BE
BELEETR7 7 TV -4 (BR) BRUEEFMOBIIC L B EESREI N, Wi
HOBLH EEMEIE BT, AEHHOAERINZBEIIESBETH .

TASFEMCER a2 F 0 1,35 Lid 6 mgkg/ B % 52 AR RESIRS LR,
6 mg/kg/ B H CITERIARABRE S h, ETEBENRECEWT, FHRA/NIESAS (5
AV —5) BORNFBEIN, 3.5 myky H L EOREECIR, BHEERDICERTS
BERLSIHENEOEEFZED SN WTROE{LbEFELIZRFTH o 1.
PExy, EFfEEE, 5y 026 R0 52 BRRSEBROVWTLORRICBWTY,
25 mg/kg/ H B CHERMERO—RINBOERY, FEMINE K EEROEME, ALP IFE
BEOGHE, $Te~ru 77 —PEBRFFEDOLNEZ L2 0, Smgky/H EHBT SN,
V@ 52 BB S RER T 6 mygkg B ITTEIRE R UNIRA MBS A SR OB MPBE
Rz &d b, 35mgky H & ¥rs iz,
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Ty PRUFLEDI, ELRFRIIFHEMERO —BIREBORE L REMINNH TH - 7-.
FEERO—EREORF S, FERPRTH 2R SHT FINDAAMERE (SSR)
@7»£#ﬁ3yt£wf%ﬁ%énrwéh”.¢Eﬁmﬂﬂmﬁﬁ§®ﬁ”EEmLf
BY, nudbFroBRSTEIEER I, BEPETHHHRTHICHFET S 5-HT, 8
BENLEREZEZORLZEDS Y, ZALOFRIINS R v F v OBEOERER
R LB Th B LB S, |

v+ ORMRUBHEELY ¥ SHicH b N-BECTHEN 2w s 07y — VHEER, ETH
HEREICBWTAHR LN Y EIRENERIRH Adosin GEREY v 18 , 7
7 IV — AR UEERMOREN (REAELE) BTITTF AR S R AN
HAK (34vV—5) Bo#ing, VVEEECL bOLELILNE,

EHERED Y VIREESEROEDICE VFISEI SN LOTERL, FO5TFHE
O, BIb, MREMERS T PRI IFIERI &A, BEEaillh, #ReELERT
VU SEEREAORSEY YNBRECRAETLIZ LML TE N> Y, AROELIR=
BRI o RMBD SSRICBWTHHEERTWS V23878 2oRBEREER, 5S4V
—ALBVWTHREEEYORENRUHBANICL VER LY VE L OHARFERE I,
MEREERISFBRES NI Z LT D, SN WEE (BERE) EHoBREHI T
AV —ARICBECEEL, BEARB R ECOBBIEETLILEZLNTWS Y| /2,
REOFERVEOEEZ, EPOBBRE I 280, R5HE, K58, Ehos
7 - 53, BWERUCEROBRESIC LI EFRESNTS Y, SERBEOREYL L
T, BEOEE L L 2PEONBRE;ESE - HlRTR25700, EEEROEEISHE -
MM cRRaeEIONTWS, HEERICELTE, VY EELOBESHRBESEEHE
2P0 TREL, HREEROBENRURADICL 2B HAKLIIL0THE
ERb, ZRETHEGOEEI L ITNE, KRECX VAN ~By BTRETS LEbIT
A 59). .

1) [EFE=E 5 [ Fluvoxamine Maleate 5 v MZBIT A BEHEORE S L U7 13 @M KEEORSEER
5%, ZREEBRIK 28, 4149-4168, 1994

2) BEFIRS : Fluvoxamine Maleate D ¥'— 7 V25135 13 BHEEBAR RS SR, HRLBE
28, 4169-4191, 1994

3) McGuirk J er al.; Effects of the 5-HT uptake inhibitors, femoxetine and paroxetine, and a 5-HT),p agonist,
¢ltoprazine, on the bekavioral satiety sequence, Pharmacol. Biochem. Behav. 41, 801-805, 1992

4) Lucki I ef al.: Reduction of feeding behavior by the serotonin uptake inhibitor sertraline, J. Psychopharmacol.
96, 289-205, 1988 |

5) Liillman H et al.: Drug-induced phospholipidoses, CRC Critical Reviews in Toxicology 4, 185-217, 1975

6) Hook GE: Alveolar proteinosis and phospholipiodoses of the lungs, Toxicol. Pathol. 19, 482-513, 1991

7) Lilllman-Rauch R: Drug-induced lysosomal storage disorders, In ; Frontiers of biclogy Vol.48, Lysozomes
inapplied biology and therapeutics 6, eds. Dingle IT et al., North Holland Publishing Co., Amsterdam, pp 49-
130, 1979

8) Lillman-Rauch R ef al.: Intraalveolar form cells associated with lipidosis-like alterations in lung and liver of
rats treated with tricyclic psychotropic drugs, Virchows Arch. (B Cell Path.) 19, 255-268, 1975

9) Halliwell WH.: Cationic amphiphilic drug-induced phospholopidosis, Texicol. Pathol. 25 (13}, 53-60, 1997

- 131 -



B2, S COENRUENRSIARRTER S N2 X SR CIRA 2 RE T,
Y VIREON, BERUBEAOLE L HbEsRERHASSNT, FAERSLEEEOR
VCEEORERS 75 LRE L ARE [ X 8 BT b B 260450 (6%) , 7
7 2 HEE 399 (3%) , IBRIZ2RURAE (BB N U 2 F B 119/483 (25%) , 775 & FEE 23/109
(21%) 1THolz. T, EBRNUFEF D 30myH % 2~28 3 AHRS LBBREN,S
R LRHEMROETFERSFORE  1CBVT, U ¥/ SRR PRI IR
HAGFBRE S W ERFORER, RLER L ZRARE TH o7 (BRI X7 VE

7 ¥8ER323 (13%) , BFdEk 123 (19) , FRAEBE ;U V38R 324 (13%) , FEk 0/24)
ZEhh, EREMWICEHREINLY VIREENE MCERTIEREIBVWIOLEISLN
7z.

LRSS

I PR RERR T REEERERICBNT, EBSOFEF 0 43, 128 B
425 mgkg/H, Xid 1 BT 50 mg/kg/ B 2 HEWCACAC 9 Lid 10 BaiA 6 REEHIH 28 U T, T,

ZZEC 2 BATA S R H U ML S TR ORS L, BT 128 mgkg/H, HETIE 4.3
mM@EHL@&%ﬁL#ﬁ%Mg@@ﬁﬁ%b%hﬁ.nsmﬁgautoﬁ%ﬁfwx%
HIZHBIEADNLE P o720, FREOBREIFBD LN,

T, ZRROBEFBEOTRISHTEIREICERT2I0THL0E2RET 57
O, BERSIOIENLETY EFERSHY G0mgkyH) DH#EL EhEhEELL
OREE, ENERE & RERSHOREBICEZRBICEESA LN o 28, FERED
MERE R AR S L R S OREREICB W CEIRRORMESREA Hh, BEER, B
B EERIOE - LRZERIL, BTERUEFESHOERESOREFRED ORI EhD,
RGO BEIAE OREFER~OLBITRET S LEX LRI,

B, TORFABFR, BELAE LRSS VIREEROIFRBETHLZ &0 Y, B
EEERE~DOY VIREOEN (Brz=fadfl) 2k VAESEE, BRELTIOEEESEN
MHREL-EEZLONDL, ZHBR OHEEES ORI 10~14 AR OFKEHM 2 RITTD
HEAMERS o lzhs, B7 v FOEREFICRIZTRESR (5 EEORS) B85
15 mg/kg/ BB R UF 52 BRI S ABRICBIT 5 25 mekg/ BEClE, BAMBRICEERZNE
fERBEIhTwEW,

RERICBWTIE, 43 mgky B U ORGSR IBEAEOKMER CELEE, 12.8 mgky
HIL EOBERECEREIETROEME, 425 mgky HEICEFRIEROBMEI T b,
72, 43 mgky HU EOREMHICHEREFROEEFAON, 425 myky HFETIIERK 4
HETIZTRTOBERIEFET L, LALEHS, 1 mgkg BEICBWTIRBRR B4R
KEBEIZDON oz,
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BLEE Y, ZhiekU—RAEHEERRIC B 2ESEEIR, BERUBHBYO—RFMHEIC
BLTIRENRETN 43 R Q mg/kg/H, EFEREICH L TIRMEE L B IC 43 mgkg/H, 72, X
BACDTEE T LTI 1 mg/kg/H & HIBF S i, ' |

BROBEBBRHRSABRICBVT, 5 v b (43, 12.8 Xit 425 mgky/ B) Tk, 12.8 mgke/
HLL EOREFICBEWOGERMER TEREEORKENSA SN, 43 mgkyH U EOS
HCRRERELTFRT 2BEBESTD HN0, RERSIRE L2-FREZ0 5
Pofz, iz, vHF (09, 2.6 Xik 51 mgkg/H) 2BWTIE, 5.1 mgky ARCHEICE
HPEBE SN, BECRWMOEBIROOR o7,

BEXY, 5y FEROBRERESRSICE T 2ESHEZ, SEHYICH L Tid 43 mgky
H, BRI LTI 42,5 mgke/ B R UM IRICH LT 12 43 me/ke/ H 3R & MBS e, o4
FRBW TR, BEPO—EEEIIHL T 2.6 mgkyH, £RHERORBROBEEITH LT
i3, WIFhb 51 mgky H L HEF S i,

ZhaaE R U AEEERRICB VT, 128 mpky AR ICEREFECEORES, 43 mgky
H#C A REFEOBRMEIA SN2, HEARCELEICRS L | mgky 0 BR U
A (D #hfk 5~24 H) OAICES L33 KU 10 mgky HRETid, HAREFRCEEN
BObNdolz, Lo T, Hik6 HX VA8 20 HE TRE LHEWMRTHERD
Bt U RAROBEICET 558 (0.1, 1 Xid 13 mgkg/A) T, HEROBBMLRY
EREBEE IS 2 BB A FHT 502 R BO MR E RS 5710, 13 mg/ke/ H #HEER
198 (R0 H=XRHIH) V5H#k6 BHETImgkg BICRELL:. TOHR, KB
WINEDEED 13 myky BEOBEHYR U FI HERICAS N2, HEROEFYE, TRk
ok, T8 - BReRGE, FEERRRUCERBEOVTRICHEEIIZED SN o7,

BEXY, EFHET, SBHO-KSEHICELTIE | mgkyH, EMEEICHLTIR 13
mgkg/ B, KoL izx LTt 1 mgkg/ H EHET S R, .

SRR R R EFERERRIC BT, 43 myky B L O S8 ICH & BAEFROKEN A
BNTWEY, BB VA FLFIIBWTY, 7 FOEIRT~20 BIZ 12 mg/kg/ H 20
#5752L, HERKEORBERTAZ 18 COBARRTEOREIROONTHS 1D,
LaL, ABEFERRT7 VA F LS 10 mgky B 2R 13~20 HICE THRE LB o
HERZ, HERL VELECABHWICIHETILL L, EFRICPROLWI LIHFEL
nTBY "2, ERSOXEF V10 mpkgBE T v P OSHRE 5~24 HIIEORSLTH,
WA RAEERIIEREIFEO O P o7,

11) Vorhees CV ef al.: A developmental neumtoxicits( evaluation of the effecis of prenatal exposure to fluoxetine
in rats, Fundam. Apple. Toxicol. 23, 194-205, 1994

12) Cabrera TM and Battaglia G: Delayed decreases in brain S-hydroxytryptamines,pnc receptor density and
function in male rat progeny following prenatal fluoxetine, J. Pharmacol. Expl. Ther. 269, 637-645, 1994
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—F, NuFeF EARHBICRERS LR, HEROCERNER,LATF 7R
CREERTYS (N R o7, R, PElk (245) BB) . £, EBATFEFUE
i‘élﬁ!ﬁ%lﬂ&%btﬂé}@ LDs i1, 26 H#S v T 350 mg/kg THolDIZRL, 4HEBT v
MG 3125 mgkg TH o 72

Proc ki, HERRECOERIZHEHL A TRV, HEHHEUSHEEDIHICB
LBEHY~OKE (FEEIEIHS) , NEAHEALTRESA L XL F Y L 2R
T AHEROBRSHIGER L2bn L ER bRk,

RIFME

H=7 A FNERAWTERAT S F O EERFREE, NVES - VRFELEFEK
ZHHFRIEE, BUENETRERC L SRR ARV TR Lz, 20RR,
NIVEY —VRTENEFXEFHERFERBROWTIIBWTD, BLRHAEORIZER
TH 5 8mgkg HT, W OPOBEEROBELIHAH DN, L LEARED, 24mg/kg
¥ (EABERESE 40 mgH =08 mgkeg @ 304%) CTiLBEERONHIRED LT,
BAER U EFRERRBOLE LD LT idho 2l L35, HERDF 5V HKER
FREZAE L Twivw LTS,

R .
%w%y}r%ﬁ&ﬁﬁ%ﬁ%ﬁ7f743#9~Eﬁﬁwﬁﬁﬁ%&ﬁ7%74§#v
— (PCA) FILREE Fic<er A — 71P®%EHmﬁm%%&%mLt W ORERE:

BEyEETHhHo i,

TREEE:

HHE % v RRRAEREE, ﬁﬂﬁ%@%&ﬂ@%ﬁwt%ﬁﬁ%*%ﬁ e
IMAAmﬁﬁEUEﬁ%%%fﬁﬁﬁ‘?bX%HWt¢ﬁﬁﬁﬁUL7zko&ﬁﬁﬁﬁ
BEERLE. WINOBBREIEETHo .

AR : _

BB AureFrol, 5Nt 25 mgkgBE~T A, 1, 5 it 20mgkgH%E T v Mo #
nEN 2 FHEERERELT, PAREEZRE LY, WThoFRIIB W T, HEEFIC
KABEBCREALZBRIALNT, PORRYLEREORELZOONRPoI LPD,
BEBEATFEF VIEIPAREEZEL TRV EHBF SR,

ERMBY (BRL36610) DItk
BRSO ¥ 2T OEEAEYIL BRL36610 DHEHRTH 5. BRL36610A (HEE) 2~
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9 A EERIRIRS LR, MR 0525 > OBIRAREE & i, =R, FRIE
B, AREHETRUOTESN 8 mgkg B L VEHESN, EE O3 L5 Y OBIRARSE
OB/INEIERTH D 38 mgkg © 2 HEETHD 76 mgkg B ETHREDRRELLZ Ehs,
BRL36610 DEPEITIER SO 1 F 2V [T H<GEv L HIFr E e,

ZORORR (#S v FOEBERICRIETHE)

HEES v MIEBRAUXEF 01, 5, 15 XX 50mgky B % 15 BRI REEROERS LR,
50 mg/kg/ HFETIAR S 10 BRI C, BELFICHEL, HUERULEZRILS, BEIE
MERBRUERORHEEOMMAERZD ENA. LA LENS, 15 mgkey BEECldiEAERE
HICBEEEZHEFTRRO MR ol b2 b, 7 P OMEFRIIT LESERIE 15
mg/kg/ H & H¥F & iz, '

DEXY, YLVETTy FEBIZ52:BHF CRIEKRS L-RICED SN E 2T, &
ROREMERAICEET 5 LEZ LN, PREMERD—BRREORE R EHERICL 54
EENHTHY, U VREEICL S EELLRAMETBREEY Y Hov s a7y —
SRR, V) MR ENBRRE Ao, BEaRLEEOT7 v I -ABEURRRE
MEOBINA T v M, FHEA/NEESAE (5477 —2) BOEMITVICBRES L
2. LALRAS, WERLEBRLREL TR, THEELRTF Cho7. EBEREIRS Y
FTS5mghkg/H, YV T35mgky H EHFr S, AOEBBRICIBWT, Y VIFEELRED
®HL)LFHAFBLNR TNV Ehb, EREFICELCHEL 25MREIENEE
x b, | |

7 v b O R USRI RERE o STRA BB IR M e AR O b iz, BHE
(BRBRERBRSEDOR 60 ) T RERG LAROATH o722 L5, BIRMERICELTH
ML ebRweER LN, HFFEEELRETAIHAEEL NP o120, BEYWOKE
BIERISE T ER T A ZREE, NIAHENLCREShi O3 EF v & Z20RBY
R 2 MAEROBREMEICERT AL 005, AEROBERURTICNT 528
BmOLN, REROBEIINT HESEMEEIT 1 mgkg B Th o7z, .

REITRFHE, fRE EREERUFAREZELTELT, BB NTXF S VY OEE
REWTH B BRLI66I0 DFMEIL, HEEATFLF Y IRV OEHFSRT,
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k=2 EMERR-EFE
HEIEE &5 WG GLP BT FF 4
B~y 2 RERE RS- =—1 Us '
g < 7 X HAFFHRATEE =—35 Us FDA 270 b 3— VAR
#% |7 v FEREORS =—2 Us
S v b2 ANENRS g£=—1 US, OECD
(|7 v b 4 ERBERS -2 -
217 v F 4BlgEOES B=-3 —
¥ |7 v r 13 ERELGES B=—4 — _
# v 4 BREOSS =3 - FDA 270 + a— VKR
& 90 13 BMHEORS B=—5 -
MY IAFRRTATA B —6 -
5w b 26 EMERERS =—4 Us
EFRANSEORE =35 US, OECD
8 [ A =—6 Us, OECD
e 7 v b s2 AMRERS =—7 Us
= BTFHRMENRE =8 US, OECD FDA 7O Fa—-AER
B FEYOFRTFALTA ==9 US, OECD
v 52 BEEORS =—10 US, OECD
ETFHfsmEieE =—11 US, OECD
PEIARRT LA =—12 S, OECD
Fhabk B U —R AR R =—13 — UK
& | FEE R U SR RR2) =—14 - U8 . i
b |ERRER URRERR =—i5 US, OECD FDA 270 b 2— VR
# [HT v rOZiaEE =—16 US, OECD
& |5 v PSR ORBESRRS =—17 — UK
# [ ¥ BIEOREHRIRS =—1§ — UK
% | EE R ILERY =—19 US, OECD UK
HAERT - 383 UM AR AREE - =—20 US, OECD, UK ICH
i =HEATE B=—7 US, OECD, UK, B & -
1 ST =—21 US, OECD, UK, EC,H#& -
s B EEREREOIVE Y -1, B =—22,23 {US, OECD, UK, EC,H4 -
Bk . =—24 US, OECD, UK, H#& —
ez b =—25 ,
fﬂi —— — 6 | US OECD, UK,EC,H% R
BRERERAXIF7AH) =—27 US, UK DECD
TERBRER ) =—28 US, OECD, UK OECD
§ RemAEE( P R =—29 US, OECD OECD
B AER] DNA 4% (HeLa #ifid) =—30 US, QECD QECD
1_&; 7 v 2K =—31 US, OECD UK
BEFERER(T AT Y AER) £=—8 — OECD
35 v b+ EREETE £=—9 US, OECD OECD
A2 2 ERREES =—132 US, OECD, B & EC
Ay 4RI S(50, 75, 100 mg/kg) 2= —10 — -
R 4 BMESHRS0S, 25, 40 mgkg) 2o —11 - -
15 v b 2 EMEHES =—33 US EC
EERBEY O~ v ABERREES . =—34 s, CECD, UK —
2 [ERER UWERE O X F  OER B Ho—12 US, OECD FDA 270 b a—VER
o |7y PEEERICRETEE =—36 US, OECD . _
i FETVIAXRFLTA =—37 US, OECD FDA (2701 b2 VAR

— BT L GLP XIXT A FIF4 %L,
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1 2ESE

1-1 T ROEEESHER | .
| M CD-1 ¥ Y AR T £ T 2 BERORSE L8R, LDy i3 385 mgkg &
U 303 mgrkg TH D, FhmEiRiL, &Rk, BREHILE BESTHo L (F=-3) .

=1

F=-—3 v AOBEERSHR
= ® &
wRmy | o (fjf) TR B5E]  LDniE? e
& d £ [95%E EX H] (mg/kg)
oY | o6 | o BT ' _
100 03 03 ME (I 420), EEE (DP2315)
133 0/3 03 | 2 285 mosks - BEEFGTE, ik, BE
<Y A(CD-, 177 /3 U3 | 1201~ 507 mg/kg] (d'2236, $2177)
&:20~30g, |£&EO| 236 0/3 113 ) | E# ($2236)
£ :19~27g) 35 | us | s |[FrI03mEke gy
. 420 36 | we | [207~443mghke] | B BESEEILE, BRI,
560 3/3 313 b2
. 748 3/3 3/3 R/ BERGFEC S 5 B
D1%AFI-ENO—ABHE, 2) BEFHEiz L bHER
1-2 2 v FOERKZSHER =2

HERE SD AT v MCHEBR/ SO X T R BEREORS LR, LDs EIdE#EE b i 374
mg’kg TH Y, ERERIY, BELE, HITRE, ﬂﬁ&t’; BRETho (F=—4)

F=-—4 Tv rOEERSHER
#E | #EE R &
edzZE 2% | @ R HE5H IDgfE? FFRCATA,
) [T T 2 | wswEmKHE (mg/kg)
¥ 21
1}
192 zj 2 32 B, BELP, STRE
] Pivramgkg | EE HH, BRUEGE, BT,
72 FED A, 265 | O3 O3 o asam kgl ARERZRM (52265, #2199)
$:139~176g,{ B | 354 3 | 23 . il A
2« 106~14 | FodMmgke | g gde, RESS, B
01 9 g) 473 33 23 ;
. [286~490 mg/kel | B, IRER, HAIME WESE,
63 | 3 | 33 K _
840 3/3 33 AR £ B BHER

D 1%AF RN — A, 2) BEIFESHECLVER
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1-3 ¥10 3 QRHREHER =3
RAERAE (40mg/H=08mgkg/H) D 2545 (20mgkg) L TORMRNTFLF 28
DS L7290 4 B SRBRICB VT, 20 mykg BOMES 1512 D335 3 HICFETLX
TBTERAE & 22 o T2z, CORBICBIBHESE 3 A TOBLE TR LF T OREEN
ELTEMELA (B=—5) . &b, R\ OF 7L LEBAOFEFVE, Ty MBI
BHEMEREEERICEWT, WEOHFHICEN2WEHETEATYS (10-1 BE) .

EHREES 1 ROT7 I 7YV IR S a+EF 04, 8 X 20 mgkg/H % 3 ARRKER
05 Ll s, Smgkg MEOHSFHETREBESTELY, 4mgky BHTIRES2HE &
D, BEBH T CHEL-BE, BERLUVBKRESRSO—RIREORENBEELR, 8 mg/kg
D EOHRSRETITEHEORDVERE I N, WHESH 24 B DHROETIEA SN2
778, 20 mg/kg BEOMERE TS 3 H B KR XIRBIOREE 2ok 2 Epb, BEOEIE
BT 20 mgkg & HIMT Sk, '

. w/=—5 HIL0 3 BRBSER

g THIFN, 2~45%, I3 1 2.5~55kg (AFE)
w5 HE 3 HM, 1816 4mlke ¥ CHEEORS
5 B (mg/ke/H) 4 8 20
Bt : 31 £1 41 £1 &1 21
FiANE 0 0 0 0 1 1

#5330 QMES 2 BHEERET,

L Hes 7 BRI ER

— i IREE - hhB:— 1 B EE, AR, BREL B EH, B, =2, mRE,

B(2~3 B ~2H) ME, BILEA, 39<Eh, &

2,3 H : H&, (2,3 0 BE, R, HE| RS 4EME-8H)

7 2 B DR, A%, HREERET/IOTE,
AR, SUE, IEW .

3 H B, SEF, 3, R, om0
ME, EILECk, #iEE

ﬁ@iﬁmfﬁ(ﬂ m) - - #3501, $200)
B E(E &160—250 818060 | d'150—50 |

(-1 B—~1 H) £ 160—130 : $130—60 | $-250—90 |
FEER — — —
# R — - B D o (3 %)

RS DEFT R d'% :20mg/kg
- REFREL, | 1@ B

- 139 - -




2 HIEEM

2-1 Zv bD.2 BEHRERE : CZ—81

WESD%vzb%mwfﬁﬁ»n#%%/(ssoﬁolﬁmwwa)wzﬁﬁﬁﬁﬁn
HERBREER LY. 125 mgky HETIR—EREPELLLAD, BTRESHE, BTHR
SAHE L OMEEEL D IZ 100mgkgHE 1 HE, 75mghkg/H % 2 HHE®RS L7248, HECHME
- BREESRZSCERT —BRINEOBLIBOo Rz P, BETIZs HE, Mt
7 BECHREZBIEL, kL L.

(1) BSBRERN

e SD R 7 v MCEB SO ¥ £ F XD 50, 100, 150 K U200 m/ke/ H % 4 H M KAHRED
BELZFHEBRIZBVT, 100 myky BN EORSBCHERMEOBEEREA SR, 150
mgke/ BEEDOMER UF 200 mg/kg/ BRI HRIBE, IPBRA, BRERHET, MENE, STERFE
RUEREZO—FREOREFED N2 L5 5, 100 BT 150 mgke H OHHETH B
125mghkgHEZEHEELL, BTSO BT Smgkg/ HEZEREL.

(2) HEREAA

125 mg/kg/ HE TEE 2 —BRIRBEOBL R UBHEE L FERIFEDO LN, ESHARUKE?2
PINFFET- Lz, WENOBWOERE b RETH 072, 50 mgke/ ERTRBMEMEE, Wi, 2
RRUBEBREO—RREOL, AEMIERCREROEM, M<su7 7 -V
%, R ERARARZED bk (Eo—6) .

PBLbX D, #RERET s mykyH LHEFS Wi

R=—6 T b 2BMBSHR

HESY SDET v b, H6BE, J:186~227g, 2 1 141~184g (R HIER
w5 HE 14 A, 1 81 @10 mLkg OF4& THMEECORS
1% 5 E(mg/kg/ H) 0 (B 5 50 125 (—100—75)
St 10 $10 d10 £10 d'10 %10 310 210
FH ' 0 0 0 0 0 0 -5 2
&RH) b1 FlRPEER
(d:4~7H, $:56H
—ARIREE - - WEE, BEGR, (SR, ¥R, §E, RE,
SRS )Y [ BEBHRGT )
#EE®) R - BEEESET)
EERIE() $82.5 9349 | 3751 $327 | 24091 $11.5) |P-48.6) (7E), £-26.4) (GHED
R /IL28) | $325.39236.6) £328.29219.9) §'265.0 4 $194.2 | [ $*74.4 (6H ), £55.8 | (SHED
FokE 2B | 3'375.29327.8] $376.39289.4( §275.5 $213.7) [ 959 L (6H ), 91002 SHE
HRAL R — — — —

B 19AF VAT —-2EE, - BEHREL, | I EBE
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®=—6 Sv o2 EERSHR (Bx)

% 5-E(mg/kg/H) 0 GE#E) 5 . 50 125 (—100—+75)
3 S A AR AR — — RBC, Ht, Hb 1 (2) .
MEALER R - — GPT (&%) BRIk O/ DERE T
RREPY — — -
#H OB - Al | miRked$) PBECA) MiAelh(d ), BIGE,
' Fii - N - BBRAREA( )
) BREakE@H
BEEEYY - - R L (Y . n
| | FEE 1 (2) SEPILO-DERET
WEERZORE ' ERD) FEL)
B d10 £10 | &10 210 | Q10 10 &5 28 P ds %2
Bhifgen7r—" SN, 0 0 0 0 10 10 5 8 S B
Bk g 0 0 0 0 0 0 0 2 2 0
TR ML AR R 5T 0 0 0 0 o 0 1 0 t 0 0
Frsmay Va4 v t 0 0 0 0 0 0 3 4 152
il ) 0 0 0 0 0 0 3 6 Vo3 1
R & ARk - 0 0 0 0 0 0 5 8 o0 1
oE To i 5
BRI 2Rt 0 0 0 0 0 0 5 6 00
WREHE 0 0 0 0 0 0 4 5 P02
J LIRS 0 0 0 0 0 0 5 8 32
BMEY oS o o 0 0 0o 0 5 8 2 o2 2
FREEER 0 0 0 0 0 ] 5 8 P32
it e ) | 4 0 0 6 5 !
i E9 189 s mgkyH

Wi 1A F VO — AR

#1 :RBC, Ht, Hb, MCV, MCH, MCHC, WBC, BIEREHG5E, MhEL, PT, APTT
#2: GPT, ALP, BUN, 8 82, Fha—A, AIGHI, Na, K, Cl

#3:RE, B, ILE, pH, ¥ 37, 8, iy 2y, i

#4 0B, MR, (O, TEE, PREE, EEE, AR, N, WO, RN, FE

— I REFERE L.t IEME, | D EHE, 2) Mann-Whitney @ U RS (vs M IRED)

2-2 T v b 4 EREHRESRAR =—%2
REESABROBRSEZRETSEHNT, MEL s CoMESDRT v MR/ ot
F D 50, 75 it 100 mg/kg/ B % 4 BMEBEHES L2, BHED 50 mgkg/ HFITBWTHR
ERERERLEBEIRD NI b, HaBPr Ay, 125 X 25 mgkgH % 2
ERRERS L. ' '

(1) HERRLAR

2KV 4 BERERS LD, RTARREDLNEd, o7, 4 HHRSTIL 75 mgkgH
DA DR B RET AT T U E B OIS, 50 mgkg H M O 5B R B2
b, MEHCAERIROBENED b, 2 ARRE TR, —RREBICEERA LN
B0 72%%, 25 mgky BEEOBICBETI 28 E B EERINEQEENZO bR (B
-7 . ~
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F#T=—7 Sv bO4BRESHER

BRE® SR L. BoEm, SDRS v . B IR,

d' . 185~235g, & :135~172g J':138~186g, ¢ :107~141g

5B (3% 5 FRER)
wEHFE 4380, B ' 2:8M, B
EiE=%
(mg/ke/ ) 0 50 75 100 0 12.5 25
Bhins &5 25| I5 %5 &5 %5 &5 25 35 25| &5 25 &5 25
BT 0 0 0 0 0 0 0 0 0 0 0 0 0 0
—fRIREE - SRS | RS | SRtk S ) - - -

' (&) RO $)
#% =B (188 +400| 120+881 | 10082} | 49+£108) (1164139 122285 93£5.71
HnE (e 2| s6+11.4] 3741554 | 24+75) | 202134) ) 41+86 | 43+66| 36+5.1 -
EEE
TR () — |d'99 89| J'99 $97 | J93! £109 — | d104%99| o1l 294
O - — — — — — —
BEER M
Helik(e) d'0.68+0.08( 0.58+0.08 [0.50+0.07 | 0.46£0.09 ) - - -

EHEE & £ . 50 mglkg/ H R &% :12.5 metkeg/ B
#1 1 S T+ g

#2., TR, FRER, OB R BRR, B W, %, X, 7=
—CREmRAEL, | DEM
2) Student @ 72 (vs HFEERE), b) Student O r WE R U Williams O E, X Kruskal-Wallis 125 (vs %7 IESE)

2-3 Zv MDD 13 HREERESHER Z—23~4
MHESD T v FICEEBRATFF D 4,12 BT 0 mgkg/ H % 13 BRIKERO®RS L,

(1) #E5ERTIRA

MERER 10IED SD R T v MK/ S X1 F v D 4, 12 Xid 40 mgkg/H % 4 BERERO
#5 L, —BRIREOHE, 4F, BHELVREERONSHE SIcHRZERLAL"*Y .
%@ﬁé&ﬂ'&, 40 mg/kg/ B B CHEEC, METRMRET, O - AL AFRGFESO—BRREBOE
1, REENEREEREOEEFZO A LdbH, FERRORSHNLTEELCT, B
CHRSETHB 4, 2R OmgkgHE L.

(2) BERRAE ‘ -

40 mgkg/ BB TIZSMIEM:, W, FEFL, UEEEE - AebrEEsh, 5 1
LRI RE 4 IR O 3 BUASTET- L7z, 3 1 BIOTERIIBFEUE L i S hizds, HoByo
FREIFETE2 P o/. AETHEAERNERUVEEEOEME, RIERAE/ ST X—F O
B, TVHY 7+ AT77F—¥ (ALP) RUFGPT DEE, TUICHSER iR~ a 77
—VEEFEO LN, MTIFEETEEORED, BTHE K FEERAPEE S .
12 mgkg/ BE TR AFBMERURENA DN, HET ALP RU° GPT OBMENFTED LI, 4
me/kg/ HEETIY, M ALP OB EFBOLNDATH o7, LPLENRD, JOBTAS
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Tuie ALP OEBIIMEOH THo ALP BRMOZETH ), FRER S HERRFHGZLIT
DENEPolZ i, BRFHERORVTFRATHELELONE (F=2—3) .
DEXY, ARERICBIT 2 ESHER 4mgkg B L HEF SR

£Z—8 Sy hOI13ERBSEE

#1 :RBC, Ht, Hb, MCV, MCHC, WBC, HIFESE, I/MR¥, FOYHFAL
BRIV, BE, By iy, R4, AGH, ALP, GPT, Na, K
#:RE, pH, RE, #r77, BnHE, B, & EVVEy, sue)ry, AE7a¥y, kE
#4 0B, TR, FURER, LB OBFEE B TR BT, WBE, ¥, 7=
— tEERELL, | (EE | 1EE, a) Student @ BrE(vs HHEE
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EREY SDHZRTF v b, &:128~198g, % . 134~180 g @5 BHAE)
B5HE 133, 1 3 1 [H 5 mLkg Q& THRAEORS -
#E5E (mg/kg/H) 0 (0.05%EEBK) 4 12 40
B $15 215 15 215 $15 215 15 215
AN 0 1 0 0 0 0 4 3
FEREB, H) (53, &) (S11~13 # : 1 FIlK
fE, MHIEAH, 211~13
. B )]
— IR - - B, W, B, HEER,
ThkEe - Bt [k, UEkEe  5e
(&) (&)
{EEHETIR ()
(0~13 ) a 403 +38.5 409+ 582 375+138.7 277+45.0
$ 160 +20.4 163 +34,9 147 £21.1 764202
BAEE ¥ GHREH)I — $100 %97 299 997 Jo11 %87
BAxm - - - -
ERESEAREE — — — —
m&%&éﬂ*ﬁﬁ”'i ) & 2 d 2
1338 RBC(10%mm®| 85+03 7.5+02 79+04) 7002}
Ht (%) 52417 50+1.6 S S 51425 47+1.14
Hb (2%) 16.3+0.5 149+04 149081 13.7+£061
M LF RS & 2 d 2 & 2 g 2
138 ALP(KAwnit) | 38+11.1 26420 {48179 34+3.21 {48+10235+3.71|53 21051 36871
GPT(mU/mL) | 38+88 31427 [33+6.1 35434 (29431 38+411|81£293% 49+401
RS — JERES 2—| IEREST $-— -
#H % — — - -
mEEEYY .
Hik%tE) J 393+ 45.8 305+ 54.1 417+39.8 455 + 48.6
2 375+ 27.6 381 +38.6 385 +36.4 495 +50.9 1
TR EFEH) 1 FETH)
) 15 215 &5 215 Q15 #15 [ &11 212! P4 23
B E 0 1 0 0 0 0 8 5, 0 0O
Hilaernyr—y" SR 0 0 0 0 0 0 i 9, 2 1
FEYE bk Eprzepadl 0 0 0 11 B
EEER % . 4mgkg/H
| EELEREE




2-4 H IO 4 BREBESERR - —3

SUBEE UTHM L2V 0 4 BHRSHRICET 2 4 BRRSRHROK#EE, ESHESE
WEHEDSE & LTUTICR LY. ARBEERHRSBBROBRSETRET H2EHT, Mk
FB1EOT H ATV SO 32520 4, 8 ik 20 mgkg/ B 7 4 BE ERDORS L.

(1) HEeniE

20 m/ke/ I BECHEL 3 HAA MM & & 1B, S, 35, Rk, ER%rELTRHEX
CEHTEREE L o 2. 8 mgky HETILEE, B, BEIRE, BTN, BRESOME
RUGRERIIPRD SN dmgky AECIHEST 2 B L UMK ICEE, MRERUVEBEE
BREOBESEE I NS, RBEICEL pLRE{RRO P77 (F2—9) .

FT=——9 HILO4BEKRSER

ER g FHRIFN, 2~41&, % 125~55kg (AFER)
kEHE 28 B, 1 H 1| 4 ml/kg DFETHEEDRS
%5 F(me/kg/H) 4 8 20
) g M f1 M f1 M #1
e 0 0 : 0 0 1 1
— R RS 2,3 H~4 8 RE, iR, |~4.8 | s, B, #5RR, S8H5 3 ORIER, &
BN, BEERE (&%), BERS B, =53, RE, o
~3 38 BEERIS D), BRER) |[SEELHELEL,
# = & —&fE | (1) & 1 300g § (4 38) JE 2 BRI
21508 (458) $ :200g ) (438) T, £S5 7 R
F R/ H) ) WEER
GRE5RT4EM — (& 21502400 (28 HE) 200.0—>137.8 L (18 B ) itk BB S o i
¥E5HE) |$ 20251705 4 (22 H#) 152.5—~117.5 § (28 ) (&4
LEEY - —
HEER" — —
G - -~ -
R 3% . 4 mg/kg/H i

#1 !RR - PR - QT - QTc B

FEHE

#2000, WE, TEA, TIREE, IR, W, O, FREEL R, B, EE, BT, ME, W, R, 7
+ dAmpky/ BECIIHES 1 AR5 4 BB ICEMBT LA bbb, BEEREET A 005 CEL 14
PEMLTHEELS FRCEEAcREL-BES 1 AoREERL:.

— I RERALZL, | @Y

2-5 H IO 13 BEBERER ——£5~6
WEHE 7 B I NVACERRN T XS D 08, 2 R U 6 mgkg/ H% 13 BEKERDHRS L7,

(1) HEEHTIRN

FNO 4 BEEORSRE= OFR, 20mgkg BRTHS 3 BRI L b ICERE—
BRIREOEZE L CIETXISELRE L 2D, 8 mgkg HE TR —RREBOZT(LRUEEL
HEBLFRD LN, 4mgkg HETR—RIRBORILIRBIR s hids, FEXHLPRE
LA RRD SN L do/el i b, EHMEEEL T 4mgkg/H & Smgkg HOTHHRTH
2 6mgkg B R BHEL L, WTAKY 3 CRUALIBRERELE.
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(2) Rk

6 mgks/ A HTHRE, BE, BHRRSOTRMERNOEENKS 1 BB L k5 2~
3 BB ALN, BRERVEEIEAORSIICIFESNA. I, BEPHICRE
EREERY (100~200 g) FBHLNTz. LALEYFDS, OREEE T, #SHEL
 ORBIZBWT, FEREIZLIIEERBOO P57,

fito b= (5-HT) BELZES 1, 48T 13 BIC8E5mEIc & h#E LR,
B5 1A LY, BSHECHSEREE, THERCEAERCTEINER 94, 70 KU 33%
B L. BOOBEIRS 18L 13 8CARE T o/,

REDMEETRER, 6 mgkg/ H TREEHMOFE L Db EELZRL, KERSICL DM
SRR 8 TN L7225, B O S RIERIIRD S Nid o, 2mgky HE T O 58
THABRIMZBELESEER (3 ngml) RFBXREERRNECHok. Tz, 13 BEE
SHORERES TS VBERHIE LR, 6 mg/ky H B CMBER T F L F R
O 1%KL I, RFBE~OBTIROON. LPL, 2mgky B TORSETIE
ERBEFRBTCHo4 (F=—10) .

BRE& b, HEERE—BRE @ﬁm&Uﬁiﬁ&w?b%h&#otzquakﬂﬁ.
=X (B

FR=—10 HIL0138BEE5HER

5 Bty ThEFN, &% 11.5~3 8, 22~48ke (AfK)

5 htk 1380, 1 81/ 4 mUkg OF& CHlflEORS

x5 E(mg/kg/H) 0 (& 0.8 2 6

B3 33 23 3 23 &3 23 43 $3

FECE 0 0 0 0 0 0 . 0 0

—HRAREE ' - - : - R, B, BEIRR, 7E

. (&2, 85 1~1358)

=" ~28 1 (d2.%3
0~13 BnE@| 417 2350 | 4517 $383 | J'667 617 4367 $300

B4R - BokE? — — = -

[RRFHRE — — - —

AR — - = -

MR 2 - - — —

ke 3ci0t v ey - — — —

ik 2 — — — —.

HEEE D9 - — : - —

OB - - - —

FREHSZNRE — — - — -

B 0.0004%EE A ety

#1 :RR - PR - QT - QTc 8, #2 :RBC, Hi, Hb, MCV, MCHC, RMIIRitM=EE, #iRAm%RE, wBe, HII

WRESE, MM, 7o brar ey, B 7va—2R, RE, &7 v52, ¥y 238, AGH, ALP,

GPT, LAP, ¥ ¥V, Na, K, #4: RE, pH, kLE, ¥>17, EiWHE, #, 7 >& ¥Iner, Ju

Y=y, ~EFu¥y, ik, 450, T8 TEE PR, RR, W, 5, R N, B ¥

B, BAE, WE RS RE -G, BE, 7E

—TREFREL, | WD, a)Sudent ® PR (vs HBH) (#<)
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F=—10 PLO 13 BEEIBSHE (@)

#5-E(mg/kg/ B) 0 (i) 08 - 2 6

B d'3 23 d'3 +3 &3 23 d'3 23

A S-HT#E(ueg/mL)| 0.54+0.13 — | 055012 — | 0.52£023 — 0.70+0.36 —
(RSB~ 5. 13 58) 0.69+0.19 0.37 + 0.06 0.12+0.06 0.05 + 0.006
FEVIFRTFA4ZA &5 8H% &%0 43, %4 g 51, % 31
(ng/ml, %5 24 BERITR) #%5.00 H 323 33, $3 4379, $265
PR 78T ¥ 5 /I BEE (ng/ml)

RIS 24 B F2<3 SRR d29.0, ¥2L3
R [#9 2 mpe/E

B 1 0.0004%EEEEK, #6 . mEAERBEES2H - FRyl(+ )
3 EMEHE

3-1 Sv O 26 BREKRSSER ——4~6

Mﬁﬂﬁﬁv}ﬂﬁ@ﬂu#k??@LSIﬁ%mM@E%%Eﬁﬁﬂ&ﬁb,ﬁ%
B, BRAERRUSHEFROMEEL S LIzoWT 6 BROAERR 2R T2,

(1) H#SBFHTRN

S v b o 4RMEERSEERT Y OFR, 50 mygky/H D 4 BHES CREER MR
R UM BRI AR & A5, 25 me/kg/ B O 2 BRI E CId, BCHEMMEOEE
FROOLNIZDARTHo2Z bdd, AREOWRSHE2EZRB LT, BHEL 25 mgkyH &
L, BTRAKS TSR 1mgkgBEREL:.

(2) BBk _

RIEICERLABTRT-BREBORERIEE I oz, 25 mgkg BRECIIAEER I
ERVUREROEME, BUNEE~PSEOBRRRY Y HiRvr 1Ty - VEREORBHR
ROEMIH LI, BFEBRENREICB T, BELRY ¥ 5RO 8~75% DAl ENIZE
PR ARTRD 5Nz, £z, HICALP ORMEFSRD bz, wIhoE{hd BERIEZE
HChY, 25 mgky HED 26 BRRSETEROEEIZMEE L b TR REICHAY 20%EH
Thold, 6 BAEOKERRIZE VE 10%&ECETHE L. 2, BREEY V8@
27T —VHEBERETRRE L ALNN, TRCEETHY, BRREAGZET
B R OBERT 2~ 14%1I2HS L, -

REHEEEL, BREBLEDITTFEROEY ZEN L, 25 RU'S5 mgky B FEO M1
AT RSV RERRSERINOEE L) SBEERL, KERSICE b mEREEILY
2~SEEICHEMLA. HS P aMEIEIED LN Lo, 1| mgky HBEO MEEHRER, BB
HEEELIZEAEOFATERRE 2~3ngml) RETH -7 (R=—11) . _

FHEMARFENRERCETFERSENREZRV SR, S, ESHEIBELDIC 5
mgkg/ H L HMra sz,
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F==—11

S v b0 26 BEIESHE
{EEEY SDFRZ v b, 5EE, &:125~177g, 9 114~144 g (B 5 BEHED
w5 Hk |26 M, BARY ,
# 5 Bmgkg/H) 0 1 5 25
B 20 220 &0 220 415 215 820 %20
A IR 6 B (5 5) (5" (5 5) (5)
AN 4 ) 1 1 0 0 0 0 1 2
FERHE, FEHE) & 1TEEER & @ 24 FRELBER)
(O =iitE) 22 BEKEER, BT
£ 1 15EERER) WROI- AR
— R ARAE - — — _
i & )
BERTHEEE| S 639(483+£83.8) |666 (508 +74.6) | 626 (469 +51.3) 505(349£3694)
(0~26 FHIME )| T 321 (198+39.4) |336 (207 + 45.5) | 328 (202 £ 32.4) 255 (131 +£14.7 )
T (/) &  4433+1987 4533+2489 | 4261 £46.4 3867+117.9)
{1~26 ARFAFE) F 293141007 2988 + 164.0 3022 + 56.6 2639+433 |
Ezzil;_c 38, 26 ) & 220042567 2743+39.05 | 212.0+12.17 283.8+31.75%
HEERRE - - — —
LA e — — — —
At A }
ALP(mU/mE) 1558] &  23+3.9 22+53 25£53 334911
2438 &  20%3.0 flEE3* FlEds 28701
RigzE" — — — —
# R — — — —
%ﬁﬁ 4, a) _ _ _ — .
BRI B R v fivpuzr-y° . B R vy -t SRR
B3 HEH (510, £710) T add (312114, 210/13)
EFERERE B BB " g on BB PN
Geman/® | T RIS | EEET g e, 24
FEYVIFRT 47 AmpmL) #HE52E | <8, £<3 | S5, 227 & 500, % 653
(&S5 8 wE268| J'<2, 248 | $62.0, $78.8 31578, $1468
BRAFED & 664(20166) 728 (28 :20.8) 575(92+1921)
(GEIE ) 2 3290017 £8.6) 320 (84 9.0) 289 (39+£123 1)
R R (/) ? 953, 2615 31009, £ 630 1078, 2610
g FERE ® mucsE) 3203 4246 . 4232
" ALPmU/mLY” J26+3.4 J27+90 §27+7.0
o FEARER  (BHBIN S0 BB Hivyarr-y SR
B BREEI) BEREUS, $315) (d'3/5, 25/5)
BT BRI SR RO BB R on” Yo" BR & B on” i o BB R PN
P& 4 LiFETRE RBIRRE A& i BRI A3, $£3)
/%) (d'1, ¥2)
EENR MEREX HiC, 5 mg/kg/H

TR+ R

#1 . RBC, Ht, Hb, MCV, MCH, MCHC, WBC, HIIXEG®E, M[/-MEY, PT, APTT, #2: /N a—A, RE,
BY RS, TWTIY, AIGH, ALP, GPT, 7 VTF =,
#3 &, pH, WE, ¥r7, BuWH, ¥, S YIVEY, w0y ) —-Fy, NEXBEY, it
&, #40BH, TEE, FOIRE, OF, FR EE T T, 8SE, BE, 78, #5 RS 06K
UEAREOSPHIOWTORER, #6 . FFH, B >8Rk UHEE
—IREHRALL, 1 IRMEXIINN, | EE o) Sudent @ 1 BSERT Williams BRE(vs )
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3-2 Sy b 52 BARKRERER =—7~9
HEHE SDRT v MICHEB S OF S 01, 5Nk 25 mgky H % 52 BRI FKEREES L,
X EERF, BAERCRARROMES 5 KIZ0VvT 8 B ORI 2 5T 7-.

(1) BEERERN

v bO 26 BEEEKRERBR"Y KBWT, 25 mgkg AR THERNERVBEEOE
5, WTWBHEY o< a7y — VERERTY ¥ 3R EARAIRE AEiS A
b, HEICALP OEENRD b2, 5 mgky HRICHARICRE L Lvwhi 2 2{Ed &
bR ol D EOFRRUTRSHB L ER L C, 26 B 528 L H L 1,5 RU25 mgke/
HO3HEae@EL:.

(2) HBRR#E

FIEICERT S L EDbRAFBIIED bk o /2. 25 myky B BECES RSN, BB,
BT AVRMEO—FINEDEL (—RRBOETLICHET S EFEZLLRIETRE |
HEENERCEEEOGE, FREEORMENA LI, BIC, BTHES IV —AEE,
HECTHEEERY v fiRNov s a7 7 — VREESHBRICEERICRD oI, £, B
FEERSEIRISIT BT, BB ¥ /SEFCIZEIE L 72y ¥ /S5O 5~300 ORI E ICBARK
HAEFEALN, #ETE7 7 ITV—4a (BR) BOBEINEUESEMOBEMIZER LA
BELFOREFEE SR, WIFhoBLdNEEIZRFTH Y, 25 mgky BEED 528
WS TROAGEIIMEE L b ICHREICEAY 3%EETH 7225, 8 BEOKEHRET
HIZIZAEETH o 7-.

¥e5 25 BREOWA T 5 mgky HUL L OHEOREREICRED b7z ALP OFEHEENICE R 2
SEREET, RSYRAKTHORECIHNBRIAEETHD, 5 ngky HRFEORSE 5038
HbNIMBI NI —ADEELEME I, &5 50 BREONBEOEIEME (881121
mg/dL) 2RL72720THY (FRF—F [ 1223+13.46 mg/dl) , EHRFHEHEIILLEE
Zbhiz, e, B#5226BEORELEBNT, BOTRTOBESHIIRERUVLEO#RKE S
WICE B BENA LNz, MEECENREICBWIRESE, JVT7F = YHIEE
B2, BESOBROBECBWIERLREDVRED oI EPo 2 &, BT, HREUWH
BHEZNBERILBW T AR ICER T 2 LE 2 b NAEROBEENEEFEHE SR D
22T eWD, BUENERCZLVERLZALN.

BEHHEZEL, FRE5HLLZRTFEEOEYLEML, K5 2 BEomErREL,
BEZHMOFE L ) WL CEHMERR L, 5 RU25 myky HE TR RERSIC L D miE
PIREEA 1L5~4BICHM L7, 5 mykey BRFTHEO T 2 FEVEZR L7235, Mok
TS PLEEEIFED LN R, (F=—12) . '

PlEogERLy, ESEHEIIMEY D IC Sngky/H L HB S i,
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F]=—12 Ty b 52 BEESHEE

&R SDETv b, 6:B#, I:176~290g, $ :131~188 g (35 EIMAER)

w55  |52:BH, REERS

%58 myke/F ) 0 i 5 25

B &35 235 &35 235 &30 230 &35 235

FRIRA AR 8 SRR Gy (5 5 (3 (5) (5)

T 3 1 1 1 1. 0 2 2

(R, EE) 42 120, 26BVEER| & ( 25O | L SBECRE) (82 41, 4ETEER
CRERETE, BIE B (FRIEA TR IE - BiSLRR
iE - EBR 2 I13ERER %, LIRUIEKIE)
d'1 & 50:E(REHERR) By 21 6BOREER/ER), 1
¥ 3LBUEEREF 3BREEEV - BEMHED
&) 72 )

— i iRAE - - — S, TBE, o<

: i AR, HEM, YE
($22638~)
ﬁ; E g) .
. - .|d&  4222+7057 418.1+53.41 404.7 £72.10 313.5+54.05 |
A~268HMEL)\ o 167543410 1828430641 | 1749+33.10 122.0 +23.65 |
. & 147.3%4589 144.1 + 52,51 147.4 % 40.31, 82443057}
@6~52 MR ) 2 86.0+28.87 92.7 +32.55 80.3 35,54 39442179}
BEREY0~26E)| &  4290+2205 4224 +183.1 4156+ 158.7 3784+ 1559
(/%) $ 3101 +2087 3124+99.3 3087 £ 1323 2819+128.3
@7~523) & 417312071 4107 £253.6 4003 % 156.2 3625+ 1528}

- _ 2 31082166 3134+ 1465 3009 + 169.3 2772 £171.1 4
kg 2438 & 236297 flEes ey 275+31.81
(mL/LAE) 5138 & 218+349 249 +74.8 203 +£31.0 225 +35.2
IREHERIRE — — - —

M ER RO — — — : —
M bR AN :
ALPmU/mMLY25:8| &  17+5.4 17£3.2 20+13 1 20+39 1
5038 244139 ° 22445 2442.0 22457
§*ha-Amg/dL)25 38| & 115:+10.7 121 %156 121 £ 14.6 139+22.1 1
50 38 88+£12.1 106 £25.9 T 1172151 1323131
RIS -
REmL)268|S  40+1.43 25+1.131 23+074) 2.1+1.061)
50:8[% 594284 6.6+2.99 5.0%1.60 4.7 +1.60
H B 26:8|% 1046139 1052+59 1 1055+2.6 4 1048+6.2 1}
5058(% 103699 1036+ 6.4 1041 + 7.5 1035 +5.1
SR+

#1 :RBC, Ht, Hb, MCV, MCH, MCHC, #Aik#Mm%kE, WBC, HMERESE, MMM, PT, APTT
¥ LI-X, REEE, BFUNRS, TAMSIY, AIGH, ALP, GPT, 2L 7F=r, L5, Na,
K, Cl, Ca, BV > -
#3 . RE, pH, IWE, ¥ >»32, ErYHE, ¥, r Mg, VLYY, on) -5y, Aoy, RE
- REFREL, t iwE | EE
a) Student @ r 5 (vs WHED), b) /7 7AMyY ¢ B U Williams B %, Fisher & UF Mantel 85 X iZ Kruskal-Wallis
7 (vs 1 FBEE) )

(<)
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F=—12 Sv OB BERERE (BX)

#e5-Emykeg/H) | 0 1 5 25 :
T 335 £35 M5 235 [ &0 230 $35 235
FEIRA 1458 8 S (5 (5 5 (5) (5) (5)
& AR BREESSYY | EFBRET3I%e| BEBEED EERRE(S 1D
HERER MO _

FFRERE®| $2449 21404 | 32369 $13.14| 2448 213.88| 27461 215891
TR AR B TR v BieymTr-3” | B B vn° fisesm _ NS RRREY YA fiemT -5
(i) |EERE(S2%3) 777 BERBE( D) EEE(S 213)

BT ERSRRET BB 5 BRI 5 S5 IEHERI N #y
(SLE3IEE | U RO EMBREM Jon 3R -2 ) Jun® BR(5~30%) 4§08
REARARE At MRS R M B AR ggﬁﬁﬁlﬂiw‘s 23)
(13D HAMHI2) EFE LEMEEE - 772
v-a - BEBRME T
($343)
FETIXRTI 2R #5288 | &'587 $£338 | f146 {342 & 388 £523
(ng/ml, % 2~4 L/ #h 5238 2290 $382 | 548 £138 21127 2766
BHREE(Q & T25(60x7.81) |779(-6.8163.59 : 714 (81.2%48.621)
(B 2 469(29.0£8.69) | 460(35.4+18.76) 472 (113.2+65.77 1)
R ()
/I8 ) 1230 21074 J'1383  £1031 §1485%t $13061
BEALPmU/mL)? |& 17224 19+ 9.4 21452
B ha-2mgrdL)® | & 128+15.4 126 +8.1 118:+9.8
@ % BABE(3) ERBE(J2) EflEE($1$3)
2 FHEE =0 42363 £16.02 | $2238 F14.64 J2499 £15.84
TR
e - FEHid3T -
BTEMSR  [BREE A g 2R
BEGR [ EMEEARREK £ — (d'3%3)
HAKI12)
EFHE &% . 5 mg/kg/H
#4 1 B8, TERE, FRE, GO, R OBE SR BT, BEE.0E FE Tl + B ERE)

#5  FERHEKE LTHRIELE, #6:1 RO smghke/ HEIIIGHE) VRBiD A, #7 TR, BEEYD 385
RURBK, —  BEFRe2L, tBEEHM, | D B4E a)Student ® s B5E (vs THEREE), b)) 34N t B
TF Williams ##72, Fisher /& UF Mantel #2582 1% Kruskal-Wallis 58 (vs FHBREE), c) Williams 3252 (ve FHEEEE)

3-3 YL b2 BREIRSHE

BEBAnEEF o1 Xid 6 mgkg HE 7 A 7PN OMRES 2 ILIZ 2638/, 1, 35Xid6
mg/kg/ H % MRS 4 ITIC 52 BEREROKS L, FRERCEHEROMES 2 RiIZonT
52 BERS R TR, s BROKRESN LRI,

(1) BEBRER

——10~12

o 13 BHEDRSHRER™ 2 ILBWT, 6 mgky HFFCHREE, AE, ®REER,
FHO—RREOCRFERUVRERDIRDONAZ 20, FEBROEHEY 6 mghkg/H &
L, 2 mgky BEEOMBEHFREFNERERRAMECHoA720>"870 | LT 35 RUF 1 mgkg/H

D3AETERELR.
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(2) FHBRRHR

6 mg/kg/ H BTk 1 FIAHR5 27 BE BT L7=ds, —BRIRBICHFRE T ~EREIRES
N, BEFNBRECBCCOBEZEETE 2P0l Lirh, K& L QOMERIIRET
Hoiz. 35 mgkg B EOBREETIE, AERMEREEEOEENEICRSPHONE
30 b, HPICEITIZEE L. ETEMENRE T, 6 myky HEICIFMIN D/
AL (54 YV —5) OBMFBEINS:, TALOEEREEFTHo 1.

6 BRU 3.5 mgkg BT SERMOSE L ) DEERRL, KERSICL D IFHEE
34 S~10 BRI L7z, 335 52 BRERORSMEETRE (Co) R OMBERRE —HET

HTE (AUCh) WKHLPRMZRRBDONL P o7,
i REEEERARNTH o7z (K=—13) .

| mykg/ BRI, SURMMZE LT

WE SO 25 v & S2ARBRORES LROESERIE, EFEMENRE? I%wf:ﬁ%%
5, MHEE D235 mgky H EHETF S iz,

x=z=

—13 H#i0 52 BEHSHR

B

THFFN, L1429 7 B, 1.2~3.0kg G5-BIREED

&5

HEEE, 1 RU 6 mgkg/ HBDOMERES 2 TI20WTHE 26 8, FOMoiiyicon
Tid1 H1HE5288, 4mlke QFSTRHBRORS.

5B (mg/ke/H)

0(EEA

3.5

6

TiLE .
26 B 5
52 AR S

52 BHE 5%
fat 8 AT

#3828
2 2
4 4

2 2

(=4
L]

JIB '?8#1
2 2
4 4

@ o

TR
(GERA, FEHE)

0 1 .
(2738, )

TR G

YAy

C{EFEM

iTEh¥PE) - BEAIE
(F241:7~1338),
BRE - TH

(P24 1:31~52:8)

ERIIE -1~26 8
ke)? —1~5238

J0.63 2061
21.08 £0.99

3069 %0.66
J'1.08 21.06

d051 %039l
J'0.88 £0.71

d049 20384
4078  £091

iR

i
(IR <700 g8,
9~24 )

i
(' <700 g/ﬂ 8~24 18)

#1211 FRE—EREEEAL D 2 8 BE @ 1 RS I
- REFRZL, | (8L, o) rEE(vs EE
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F‘=—13 Y052 BEEESAE §Ex)

"#21RR PR - QT - QRS - QTc {&
#3 ! RBC, Hi, Hb, MCV, MCH, MCHC, #iLsRinEks, WBC, BIMBESE, M E%, PT, APTT

#4 7 GOT, GPT, LAP, ALP, #l2—X, BUN, 2 LAFI—N, ZLTF=y, BYULYEY, By N7,
TNTIy, FuFuy, AGH, Na, K, Ca, T
#5 0 RE, 55, pH, hE, BEE, yon7, B, o BTHE, CIEry, su¥n /-5y,

AEFOVY, iR

HE5-Emyke/H) . 0 X 1 - 3.5 6
Ly ke &8 28 6 26 $4 24 '8 bgh
26 EE S 2 2 2 2 0 0 2 2
52 EEHRS 4 4 4 4 4 4 4 4
wERESRL o © @ o
R MR - — — -
,[“‘ﬁ @#2 — —— —n —
Mg FREs — — — —
g LER RS — — — —
FRERAEY — - - -
BEEES ¥ R = — - -
SRR R S AR AT - — — —
BT
&) 26 @S - SRS |26 ARRSRERL -
52 HE#HS- - - e o FF#RBa PO/ S REET A t
(& $5 23)
FEVIFRTALA
(gmL, &5 4 KM #5 1H| $<28, 228 | 93, 2173 §'66.8, £38.35
#E 528 15358, %<6 | 817, 2754 3326, %211
5. 52 EEH Coux (ng/mL)| 6.7 £3.0 39291 59.7 3349 £122
' : 24.7% 286.4+51.0 2250+ 83
AUCyq4 (ng ho/ml)| & FEFHETEY | 114712804 §'5506 + 2482
' 2 843 £307 £3451 £1148
[l [#Eke) &| 345 — 358 3.40 — 3.43
#5260 | 3.13 — 3.18 3.20 — 3.53
% |REE — —
ARETFEMENRE _ _
Bl 34210
IS &% :3.5mgkg/H
' SEH A R )

#6 1R, TEAS, TR - LEOME, B, OB B, BB BB BR, BIE, WK, WX S FE
#7 P, BMEY o ER OB R - ORBRIFIRO2), #8 | Rl Sz 2 lOTE
~ I REFRELL, 1 |
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4 EmEZEEEM

4-1 ZHREERU—MRETEAERER (Seg. | ) |

4-1-1 ZRREER U —MAEEERER (1) - =—13
EE ST F LT D43, 128 Wik 425 mghkg/H ZHEME SD R T v b OZECHT 10 8 ~3AC

B, MEVESD BT v M OREBIMNE 2 B~E 18 1 GEEWEE) XS %kE23H (8

RAHEE) ITROKRS L.

(1) #EERFEIRI
v b0 13 AMROHRSRER (5, 15 RU 50 mgkg/ H [ EEFRE) =~ 52128 T, 50 mgkg/
AR CHE, BHRSFIEESH, FEMNERCBEEORE, GPTRUFBEEOHER
BHHN, |5 11 EURIECASRESRAZ L2S, ERREL LTRLERSE 6,
15 BU 50 mg/kg/H) % EEE L7

(2) HERRIA ,

I INE O IRAEDT 42.5 mg/ke/ B HEOMEMER OF 12.8 mg/kg ABOBETEREMHEZEL T,
12.8 U 4.3 mg/kg/ HREOMTIIDHRE 1~4 HIZRED b, RERICBEEIAS Lo
72, SEREEEOIRAED 12.8 mg/kg/ H LL E OIS FICED & Nz REAIH LTI, 4.3 mgke/
B LoRSFICBRAREOBERUELEE, 128 myky 0L EOHTSH TERRFEIETE
OEAENH DN, 425 myky HHECREFRRBROBMEIRD N, o, BABAEER
DAEMEAS 43 mgkg/ H U L OBEBICH SN, L5mgkg ABTHER 4 HETIITRTDE
BAEE L, BALEIWEro (Ex—14) .

ProfFRl o, EFEEEE, HEMo—REMEICH U T3 43 mg/key H B UM 4.3 mgky/
HoRib, EREERICR L CidMEE L $12 43 mgkg/ B, BRERVCHERISHLTE, wind,
43 mg/kg/ HRW SIS e,

*k=—14 SDRRERU—HEEERR (1)

RS SDEZT v b, &:110~155g, F :160~200 g (3% 5-FEERE)
F5HE - BE 1 B 1 10 mL/kg D& THAKEDRS. & KA 10 B~2ZEAIH,
' 2 1 ZcHCEl 2 M~ R 18 HEEEUREH X d 44 23 HERSEKRD

5 B(my/ke/H) . 0 GEEA) 43 12.8 42.5
B 30 30 30 30

SR GER) 0 1 (F5HEE) 4 (B GaE5R) 8 (¥ 5858)

Btk He@ ‘ _

| H5ME—~&5 70 B] 13373315 135.7—+337.6 132.5->314.6 | 132.3—270.9 |

D LR (%) 93.3 86.2 80.0 90.9
FREE®) 933 82.8 ‘ 68.0 4 59.1 |

RO B AR H, WEW Sk 19 H, #ILE @ 5k 23 8 FHE

B ¢ (R 5CEED) % 100
(#H<)
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R-—14 ZRREEZRU—METEESR (1) FZ)

%58 (mg/kg/B) 0 GEEK) 4.3 12.8 42.5
&bk 30 30 30 30
FETCH(FEE) 0 0 | 5B 3 (E&5ER)
AR 30 29 25 22
1 | R i R 14 12 9 8
By Ehiig: 14 12 8
BE =g
HEME—#E 14 H| 177.8—1927 178.5-197.5 179.0—191.0 180.4—>182.6 §
| HiE0oH-~19H 195.4->276.2 199.4—+283.3 192.1—+265.6 182.7+229.6 }
St 1 A—4 8 213.2--223.6 22332250} 215.0—215.6 | 193.0—>191.0 4
U (AR R 21.7 21.6 213 21.4
VY G 13.4 14.1 143 13.0
EREY 10.8 11.3 9.7 7.4
ST AR 0 1 2 2
EFRERY 10.0 10.6 8.4 59}
- A D) 5.6/ 4.4 48,/58 4.4/°4.0 3.1,/238
R FETE (%) 20.6 13.1 15.3 37.7
HEERIET (%) 7.3 13.0 30.7 3531
fale b (g)? 2.1 20} 1.9 171
Hl—mressstm | 09~249 (17~2.2) (1.6~2.1) (1.0~19)
NEEHE  EE®Y o040 21127 (1.2) 0/76 1/47 (2.1)
F& i FIE- BEAL=T
=R L L 2L 2L
R\ R 0/58 . 0139 0/24 0714
BREHEW | 2L 2L ZL =L
TR EEG" 4/82 (6.2) 13/86 (16.4) 7/52 (13.5) 4132 (12.4)
B |BEEREL |(BETEEL W BRERREL, BESERREL W%
MHER(LRE |BiEEERIE F - HEE{GRE | S{0LEE
HEERE 10.2 - 8.4 10.8 7.6
EERACTED) 49,/5.4 4.8,/3.7 55/5.3 3.4,/42
E HEFE%R " 100 77.6 96.9 69.4
el HEFE® ™Y - 88.5 30.9 } 13.5 0.0}

e [BETLEE (%) D 63.0 17.8 4 831 0.0}
ik B@Y  maw 38.3(J %) 38.8(8 %) 45.9(4'%) -
. F—-FkL

SENEE MR — : — —
mapg | BBy | HEE: 43 mekyH, 4.3 meky HARE, AR 4743 myky/B
K |BRIR - AR 43 mgkg HRWH

ERTFECR=(RFY— R/ HFH x 100 T
HRBICCR=CERY —EFRRE.EFREY %100

#1 D SRFECEWEEAE T, 2 REL/ RERCGEIARERORE), #3 | HERBEECHE,

w4 HARH, BE, DMEHE, REFROS mgky BB | BETOR), 45 2AECOLD,
—IRERmRLL, 1t [E{E | EME, 2)Kruskal-Wallis RER U Jonckheer BR%E(vs HHEEFE), b) Williams DHRE

(vs ATERF)
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4-1-2 ZRREER U —RAETEEERER (2 . ——14
(1) HErBHY - '
SR U— IR ERERESRER (1) T, 128mg/kglﬂu_l:@&%‘ﬁki“ﬁf*ﬁo)ﬁj"#&BJ}’L

43 mgkg BRICBVTH RERERUHEREFRIHEFZO b N, ZOZEhb, 2

feE, BREVHARIEZTEELOWTOFRERUZBERTORRIEEOWTN

WERT 2072 E%EETAHT, BHNRREEKEL:.

BT YT O 1 L 50 mg/kg/H 285 v b OCEET 9 B~ E, %S v b
DAZECLAT 2 B~ R 19 B IUEHAER 24 BICBORE L, R—HAJIRER LIEFORT
L. BiZ, EoWEE 2046)) & somgkgAE (1SH) CowTid, 23 BH#KEL
THSL, 3 AROKREREZET, HALCAFLERLEES v M ERELT, #Eio
ROV TRA L.

() RERM

RERIAEOLBEIALN D o720, ZIERIZ 50 mgkg HHEOH LXBHRT 50
me/ke/ HBEDME S KM U 72 BR I Z B NIEAEZ R L. BH8, BREECEEREROE
&% 50 mg/kg/ H BRI ORZEMTORR® bz, 23 BEESH, 388 OKED R % %77
BB L RAERSYE RS L 25, SHRICHBIRAS NP o3, FREOE
EHFRO bz, £72, 1 myky BB CIXMEEEIY O— IR, KFERU SR, B0kl
ROFE - RECHBRBOOLARP oI DD (E2—15) , SRERU—RLEMHEER
B (1) TR® SN2 Ao LIMERE O — i R ORI 2 EEREE, wIRb 1
mg/kg/ H & HIWF s his,

F==—15 RRERV—RETEREHR (2

3 B Wistar FU (RORO)H T v b, E : $114~159g, $£116~148 g (HEFITED)
F5 5 - HI 1 8 1[5 10 mL/kg D4 CREEDRS.
‘ & 1 ZTHCRY 9 S~ AR ARG R R OF 50 my/kg/ H B Cid g S 2 SR L, 23 BRI
ik, 3 EMOKEMERT7)
L : ZCECHT 2 B(EER 758)~1FR 19 B R EWHEH S 21 B(EATER)
- (BASSGERER24EGRH | ESREEEE f?ﬁ%«%ﬁﬁbrﬂmw@
& : #5-B(mg/kg/ H) 0 GEEX) 1 50
(EED E (30) (30) (20)
FEC - UhEERE 0 1GRE558: 5
(SERE, #HE fiti 5 o Ift) (%5 12~2358, 3 PGS i)
" — iR : - - | BRI, E, BB,
. PR R, E® (W8~
% & E@
Wy #®5.0—108| 188 — 365 184 — 364 185 — 287}
HBREE@D-10)" 48¢g 47g
# ot - Mi3ERELE@2) - FEHEE Y
(R, BiED b AR (L)
IR0 B I KRB, #: BB L S0 mekey BEERESAT 11:8ME ‘ TiyiE

— T EEHESRL, | {EfH, a)Student ® rBE(vs FEEEY . - (L)
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FR-—15 SZERRERU—REEERR 2 %)

¥ B ¥ B

FhaR =R/ TR x 100, FFEAATE=EEM—~FEL/EEH 2100
HRBRCE=ERN - £FRRE)/HE x100
#  TEDERCEERELA TR OL, 82 BARCAERESGT BSOS, #3 Rk 248
— 1 REFERLL, t 1 BE | BEE
2) Student 0 z By5E(vs REEE), b) Kruskal-Wallis BSE, ) Wilcoxon 85E

- 156

¥ HFE(mgky ) OREA)|  OCEREA) 1 50 50
B (30) - (20) (30) _(20) (20)
REJ (mgke/ H) 0 50 1 50 . 0
B FEWHE 20 20 20 20 20
BRI 10 0 10 0 0
B - aERE 1 2 : - 6
(GERGE, iR |(GRER 16 B ILIREERS, IEEREE) (1 Pl BIRER,| (BB 8~108 : 4 B1Fi S - M)
B 1138 : A )
BE - 55 - 78,
FERE)
— R IREE - - BRI, TIEE, HEEHR,
. WP R e, A
& E(g) HRRE 198218 196221 ) . 197—191) .
IHREIEY  218—324 226321 227-+328 201266 § | 2012791
DEET 262303 259—+307 e
AZRE(%) 100 90.0 96.4 94.4 93.8
ZHEE(%) 100 75.0 96.4 66.7 87.5
HIREEHI(H) 21.5 ‘ 21.5 -
D 143 13.0 14.6 7.8 | 13.5
AR ° 11.9 9.7 12.6 3.9 | 9.9
RS (%) 100 100 -
#REEE® - - - - —
AR Y 10.8 8.5 11.6 2.4 7.6
# HPSD) 5.8.5.0 41,/45 5.4/6.3 1.6/0.8 3.7/3.9
Fj ERRECE(%)” 17.0 263 15.0 4991 21.6
LE R ERIATET- S (%) 9.8 17.0 10.1 7221 30.3
ATk B 3.30 3,44 3.22 3.32 257
SBRE G E21:10)) ZL -3 &L BEREREQ
HERE 10.8 10.2
| ER%) 100 91.7
1; 0~4H EFFIER) 93.9 81.5
4 |0=21 B 75 (%) 91.4 76.7
= PEH( S S, BEILE 56742 3.7./5.2
s & - —
B - -
EHEMER MRS O —iEtE - REA 1 mykg/H
FIRO B I XREIE, FEDH R0 B, #ILE  AN%2E T

(<)




F=-——15 SDRERU—REEERE O %)
23 EHREAEIC 3 HM O RS B 71 L R B O R R

& T 5R(meg/kg/ B) - 0 GEEAX) - 50
@5 (20) (15)
G RE, JEH) 1278, R 0
— IR — ' HEE, FRBE, HEHYE, TERER
w* E© | _
&5 10:8—~23 8 365 — 438 287 — 318}
z K 3 SEM 446 ' 375
% ZRE (%) 950 100~
= HESE (%) 95.0 100
BEEEGRE 1LERER)Y . 50g 4.8¢g
g #® MiMETHRES BB T #Ee
& R 19 15
g By 152 14.8
BEERE 135 109}
ERRNETH®G)® ‘ 6.2 21.44%
B R FETR %) © 14.1 16.4
RBis &E@? : 3.36 3.34
NERE - -
TR =R/ ZTECH) > 100, SERBTTEC R =AY — BIRED), EAH x 100 F1E

EIRIEIE TR =R — S ER RS,/ R x 100
— I REBRR2L, t . EE, | &E, 2) Sudent @ BEEVs HEED, o Wilcoxon BoE

4-1-3 STEKEEER USZIREERIBR ——15~16
(1) REEN : 4 '

TR R ERBERRICBVWTERBOBEIALRL-Z 4L, TOREFEED
WFRIZHT A BRESICEET 23D TH B P ERT 220, BIFRRS VIBLES v
b EASERE (SOmgkg/B) T v FOMEY FRFNKR LT, SMEEERUFHREBICET
BHEERT R L7z, ‘

(2) WBaRkAE

FERSHE L B SH & ORERICEREOERENSA LN, BFERUBFEHEOK
T, BECICHERUBE MEORBRENRY (BESEE - BTl B - &
RZEfak) FROLNLP (R=—16) , HAEE LB L ORERICHEZBRICEER
BHohhhol (R=-17) . iz, BICKRESB LT, AEHBPICHLLELER
VT 2E (k3 RIF108) RELED, WTFRORERD SHBIMEETH ), HE
JESFOFEZN A EERRIED b do s (R=—16) .

2B, HRERUHFELESYO-HRERVEEICHTLZERFEE TH o 7.
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£ 16 LTESEERUDRALEIC R R TEE=9

& FHahy SDEZ > b, $:63BE, 161~233g, T .193~251 g (X 5-EIMGED

BEHE 1 B 1 [ 10 mL/kg DE& RGOS
d' 1107 H BCGCECET 10 8MEEy, £ A28~ ;‘f}.ﬁs HXi$12 B

Z B BEEE 12 C2BMRERL, RROKY LAV TRBORERE2:E |
MACED, HEORREE 10 P1R U555 20 SRR % 5%0F, A3 RUT 10
Bl AR L ELBgEE 1.1 OXE, REEYHREEOR & L

Ho OB | BEOREEAGER 4 B iR L TFEERE LTIER, BY OREIIEE 13

BICHEDE. EOMNBE S ARVESE 10HIIRSHMETHRERL, £h
DA OB 14 BROHRIHREIR.
ARZEEA M (S ACED L A SR I I AT AR 13 B IS EEIE.

d | 5B (mgky/H) 0 GEEX) 50
@) (15) (35)
2 5B myky/B) 0 GEREX) 0GEEX) 50.
GG ' (30) GO (30)
BCH 0 4055 1 BITRAER
(BERH, FH) 5. 71~99 H, &)
— i - BORATED, EERR MOENL, W, #EER
& ECEERTHEMmE) +132% +66% 4
BfE Gl 24~30 o 18~241
@I/ RIEBHE 30~33 26~35
B - _
H (R ) e 5-2 100 100 (FEE R, 100 (LB )
3L 388 100 (EALE $) 100 (FEALE $)
21} #EE10:88 100 (LR 2) 100 (FEALE )
Fhes g 51 100 533 ) Cif R $), 5331 (AESD)
B {R3E 3 HE 100 (GEALE £) 500 § (ERE )
K108 H 100 (fELE $) 50.0 | (JRILEE 2)
Y| REEE )" 3.85 3.04 4
HFpE” - B ERMET
R BEH .S BEH 1
_________ T e e BREGREERG) .
PR WA 10 ‘ REEH 24
- FBELGEIE - BEQ13)
HEARFERREN REH S wEH : 10%
BED) - ME L EEEG), LEZERE0)
______________________ WS MIEENO) BRQ)
Rk AR 10 A 24
BEEHERRO) FE LR R - IRk, LELBWRD
B T ERE, %Evt%(ls)

KRS =P &b 1 LML RRRL LS/ ZEEH0) % 100

SHEr=D% L ED | EoBER RSB/ KREIH) % 100
# 13 RGO CHE L EOHSE, £2 1 4 HKEE0L, #8 BTFY, ﬁﬁiﬁ[ﬁﬂﬂ#sﬁ&mﬁ%ﬁwuﬂ—?
#4100 BEARE)), #4 ) BERUHEE HE, #5 T 20, EERMI ALY
- EFmREL, | &M@

- 158 -

TEgfE

(<)




F-—16 SEBERUSRECREITER ()
& 5B (mg/kg/H) 0 GFEEA) 50
9% (15 - - (35)
? : &5E(mg/ky/ H) 0 GEEAK) 0 GEEAK) 50
@Y (30 30 (30)
B R FELIH 15 20 18
BRI 15 10 12
FET B 0 0 0
—AxiRAE - — SHIBE, FiEE, WEER
& \E(Eﬁﬂﬁ’ﬁiéﬂnﬁ) +6.6% +7.1% —2.7% |
ﬁﬁiﬁa 55, I 18~23 18~23 12~22 i
ERE — — —
EEE A (%) 93.3 86.7 83.3
REFEH PE5108 100 100 93.3
B @ sHEsE 100 EILE £) 100 JELE S)
SHEE108 100 (GELLE 2) - 100 (IEALE 2)
# FhE  JE5108 | 93.3 367} 37.9 4
g| @ JHEE 100 (GEALE 2) 50.0 | (HEALE 9) '
JREE10:8 100 (EMLE 2) 50.0 | (AL $)
P HEHR  J#5108 17.1 4™ 17.6 (" 14,5 (6)*
SMARIE3 B 17.6 (JEALTE $) 16.7 (JES0AE ) -
JMEEE10i8 18.5 GEALE $) 16.6 ((EILE 2)
ERE JE5104 147 14" 14.4 (D7 12.0 (6"
PHEIE 14.6 (EMLE &) 15.1 GELE 2)
AR08 15.6 (ERES) 149 ELE )
ERIR iR B 2D 12.6 (14) 13.0 (4) 11.0 (5)
SEIR /RN 69.0°11.8 49.4,349 . 62.7./28.9
;S - - -
& J'4% 5104 13.9 13.7 11.5
RIE% JMREE3E 14.2 (ST T) 14.4 (JEMLE )
F1 JREL10:E 14.4 ELE %) 14.2 (ERE )
ARET Q5108 16.5 16.8 21.8
RfFeTER  QMAE3SHE 16.6 (AEALE £ ) 9.8 (EALE T)
(%) QEEI10:8 15.3 (LI ) 9.8 (ELES)
RiEFRE JE5108 55 4.7 3.2
EE MRE3H 2.6 (ENE L) 4.5 (SELE 2)
(%) JREE10:8 7.7 (GERLIE 2 ) 4.8 ((EALE £)
SR o= (RRBIL(BER - MT OV TRIRE ZEH) x 100 i

ERATEC R =AY —ER Y/ HAEH %100
HRBFETE=(ER I — ETFIRIEH)/HRE x 100

#1:3 HEACTHIE L-EOREHE, #2 | EAIERE#

—IREmAEL, | (EHE
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R=—17 WSy FORIAEERER=

1 F Ehi SDZET v b, & #10BEOANE, £ :197~249 g GRE-BHER)
w5 FE Qo EME, 218 1610 nlke OFA CHREEORS.
QULER REEI IS H~EEIEXIE 12 H
RER L 15 AMEEESE, 3 ARORERMERI L.
xR’ WLERE, KRB b ICHMEE 1 2 TREL
IR BRI AT, Bl BRI HZHROB E LA,
HO® R 4 BERENDX & 13 BICEFWEL .
. AL ARER
2 L5 B (mg/kg/E) 0 GEBA) 50 0 (FEEXK) 50
@) (30) (30) (30) (30
FECHEERR, 5EH) 0 1356 H, 78) 0 ]
— R IRRE - HEARRY - 15 - W
BB, FRIEE, e LT — R Eo
RO E AN, FEfE, REFBED LRI,
BREEET, LE, :
i gt BEEE
ﬁ @E(iﬁﬁ%{‘%g FZ?E );JHH; C +62% —5.1% { +7.7%./+16.3%| —6.5% | /+192%
IEE BB (%) 90.0 759 83.3 (F-5-HAR) 63.3 | GR5-H3H)
gy | RBE) 100.0 100.0 100.0 6.7
ZHEE®%) 86.7 89.7 93.3 89.7
iy KRB RR I (HD 2.6 4.2 2.5 3.1
BHEH 16.0 15.6 17.1 17.3
ERE M 143 12.0 14.6 15.4
EE B " 12.2 (15.8) 12.4 (17.3) 12.8 (15.8) 14.3 (17.4)
SEIIR/RERIE R | 61270 69.7./9.9 . 64.9,/5.6 69.3,12.1
H B | - - ~ -
F1 | SRR 13.1 11.0 - 12.7 13.8
B |35 BRBTFE 56 (%) 107 22419 14.2 10.9
| R TR (%) 79° 79 13.0 9.5

HIRBIFEC B = (A — F )./ H68 <100
HRBFECR=CERY —ETEEE)./FHELH x 100

#1 1 IHE 13 BREWEEN, # ! HiR4 BREUERY
—CEEmERL, {.0WME | &{E, a)Mann-Whitney O URRE(vs XEE)

Ty

P EQSHIER VAT ET 53R (SRR U—RAMERE () , AMRER VS

BHRR) OBELY, TREORERE~ORFIRETILOLELLN, TOBELC
EERIERD bt o Tz,
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4-2 FRROBETRIRERE (Seg. 1)
LB X LS Ty NROYF RRBOBERES CEOES L SR, Bak
Hoohidrol,

421 Ty MBI BRER e z—7
BEEBATXEFo 43, 128 i 425 mgkg B % 1T4R 6~15 HIZEO®E L, EIR19 H
B RoKEEITo 7.

(1) ‘"EEHERR

v b0 4BERORSHR (FR0F LTV OEFRREL LTS, 15 KU 50 mgky
H, BEHEERREREL L T4, 12RUOmgkyH) =89 28T, 40 mgky HEEIT—FR
BORERUVAERNEOREIRBO NI LR L, BEREL LTRUKREERE 5, 15
BU 50 mgkg/H) ZERE L7, '

(2) HERmiR .

FIEIER L - CIERD bk oz, BEYOKRERINE OEKRMED 12.8 mgkg HELE
DEGBICHD bz, BE TR 12.8 mgky U L OB EBICRBEEOEBERALR, T
RCOBEGHICHRETEELBE LB LEESED bz, £/, 2.5 mgkg HBICERE
LT 3IEEMOENEAL R, UL, FERSCERTAFHEIBO O 2P o 72

(FF=—18) .

PlEXy, EFEell, BEYo—8HEIcl LT3 43 myke/ B, EFEBICH LTk 42.5

mg/kg/ H, REIBICH L Tid 4.3 mg/kg/ B R & T S horz,

®=—18 Ty MRROZEWRIARSHR

\ERES SDET v b, $:170~220 g CTECHIMAER)

BEHE IR 6~15 Hi= 1 B 1 H 10 ml/kg OF & CHSIEDRS.

e 5-B(mg/kg/ H) 0 FEEEK) 4.3 12.8 42.5

HEE 17 20 19 - 25
B , 0 2 ($5-HE) 1 R 5858) 3 (5B
W 0 0 0 0

Sl E(g) ' .

z GEIE 6 H—15 H) 231 ~ 266 234 — 276 224 — 253 228 — 236 | -
BEHE? 129 11.9 113 12.5
HEH 96 9.5 8.7 10.2

IR0 R  XBHZH FHyE

—ERHRELEL, | ({BE, 2) Kruskal-Wallis 3% R U Jonckheer By E(vs I RED
HEM I OWTREROBEREROBEOAT, —HREHZRERL THR Y,
# <)
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&®-—18 Tv MREDHEEWRIHESHER (&)

H5Eogkg H) 0 GEEA) 43 12.8 © 425
REN 17 20 19 25
HRBCE ) 2.4 10.7 14.6 10.9
EfFBEYR? 9.4 89 8.1 9.1
% (3D 5.1,/42 4.9,/4.0 3.2,/49 4.4/438
" &R E () 2.3 23 22} 194
C (CHEOESAEEMR) (2.0~2.5) (1.9~2.6) (1.9~2.4) (1.5~2.3)
wwEW HEE®"| o1 01160 114607 0201 -
| A 2L ZL SH Bl
Bl R aEt 0/45 /46 0/49 0/70
BETG  EE 0114 0114 0/96 0/131
ER  HE®Y 8/114 (6.9) 12/114(15.3) . 21/96 (20.1) 24/131 (28.0)
B |2 WiERLEET - WEFL |[&EEF - - BiE  |[R5HE - WieEil
EIE(S) EE®T) BGEIE(14) EE(13)
FBHEENMD BBMEEDNG)  [BIBEEDE®) BIHEEAD
e B8 |[—iEFHE 43 myke/H, HEREE ¢ 42.5 my/ke/H
I B 4.3 mg/kg/ H RH

EEBETER=CERY— £ IRE/ EFEH x 100 THH
#1 . BB/ BAEMGERAI R OEE), | ﬁ;‘ﬁfs‘_ a) Kruskal-Wallis #052 & U Jonckheer #55E(vs X3 FREE)

420 UHEICHIERE =18
LB o FtF o009, 26}1&151mgjkg/5%ﬁﬂ56~18 HicEOmS L, fiE28 HiC
HEDE L TRBOBREETo 7.

(1) #EERTIRR

FNo 13 BEEERORSHRER =759 12 :rowc 6 mghke/ HEEICHEE, BE, BRIEIRR
- R ESOBRAERNOEBRUGEBIPRD LN 26, 51mgkyH (R
B:LTémgkyH) 2BHELL, DTFARH 2 CRUTIAREBRELL.

(2) RERRHE

IR LT IRRD S kb oz, 5.1 mgky H BT T, B5HMLELT
Bk 1~2 BEICEAR B SN, RERBRUISBOAFEPREAE ML EEFR
DENLPoll birb (F=—19) , BEWO—xEEICHT 2 ESHEIT 2.6 ngky/H,
HFERE R OB RT3 2 EFMRIE, WD 51 mgkg H LERE N,
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R=-—19 FHIXREOFEWRIAELERER
1 I Bhty Sa—Y-FY FREEYHF, ¢ 1462 A, 25-42kg(3tﬁﬂﬁﬁizﬁﬂ#)
RS HE HiR6~18 Hic 1B 1810 mL/kg DEE CREETRS.
BRE5EmykyH) 0 GEEK) 0.9 26 5.
FEhE 9 13 10
SEC-E(FER) 0 1 (Be5BRR) 1 (A58
TER 1 1 0
B |—frikig - - - it
@51k 1~2 B
B gfg, iﬁ& 6 H~15 H) 3.13 — 3.50 325 — 3.51 2.98 — 3.24 3.24 — 3.48
gy |EEAABY 8.7 8.7 9.0 97
EREY 7.4 6.9 7.7 8.1
#H & — = - —
HREETER %) 15.5 20.6 25.6 17.8
HFEREIRE Y 6.2 58 6.8 6.6
R ACPED) 2.4,/3.8 2.4,/3.3 3.1./3.7 3.0./3.6
¥ IR ER? 36.4 36.5 34.2 359
(—HEEOESEERERE)  (309~437) (33.3~39.1) (29.5~36. 9) (29.5~43.9)
NER HEEG™ 1/56 (3.1) 1/69 (1.7) 0/61 0/59
& ) AL KE - R &L HL
MBS LR HE" 0/27 0/34 0/30 0/31
BFREE HE 0/28 0/34 0/31 028
BEE HE@mY 1/28 (12.5) 1/34 (2.5) 0/31 0/28
i EAWESHKIE | B4 EERE L L
ER  HE®" 15/28 (52.7) 17/34 (48.3) 12/31 (39.3) 16/28 (57.3)
it 5 56 B 55105 5/6 E Z 4B 1L| 5 516 B Z4EAL|5E 56 leR — 581t
' IEICEEIRE 1B ICEEAREL  B{CEEREL  |BBEREL
i ey | —&SEM . 26 mgkg/H, HREE 5.1 my/ke/H
B R | 5.1mgkg/H

HiEO B | KRR A, BEBFECSE=(ERE—£ERBE).HEE x 100
—IEEBHRLL, #1 . BRSO )
a) Kruskal-Wallis 852 B Uf Tonckheer 358 (vs 3 EEEE)

4-3 BEHRCEFLEIRESHER (Seg. )
ER TS O 1 myky A %R 15 H~4%% 24 BICBEO®RS LT, BEMIRUH

AR T AR RET L.

=z,

iy fi

—19

BEMIC 3.3 ik 10 mg/ky/ H 2985 5~24 HICEO

#5LC, BEROEFERRUEFICRITTHEERE Lz, SHE 25 HCBBYR U4

RBE#gLZE.
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(1) BEEREIRM |

ERAT RSO 13U 4 myky B R EEHIC 4 B, B 4 BERS LTHR
BITBWT, 4 myke HEETIR 35%OMERTBEAR SN2, 1 myky HETIRHI%ER 15
FE CHERICEZEEFBEDON o722 b, EEREOHREDD Imgkg/H & L7z,
Tz, FRHBEOADRERTIE, A3 T33 R 10mgky/H % E %Lt

(2) SRR
WPNROBRSEOBEWICB LTS, —RE, AEEBRUSHRICKE SRR LA$e
IXE0 b NP o T -
BESRUEANZELCRELE | mykg HHTR, HMERO—EIRE, £7, %%
URECEEBER0 bR od. HEREFERINBEI KL REMTH o 728, HEt
FRCHRERER P o7z, T, S5 BEBROBAB O LIRS L7 3.3 R 10 mgky
BBCBWTD, HAERAFRICBEERD S kol (E=—20) .

FZ—20 BEEHRUCRILGEESHAR

ERE SD%ZF v bk

k5 HE 1 B 1 [ 10 mL/kg DEISCHREEOES-

g | iR 15 B~7i%fk 24 H ikt 5~24 H

[P E(mp/ke/H) 0 (i) 1 3.3 10

BEIH ' 20 21 ' 19% 5™

PR 0 0 : 0 0
— AR — — — —

Bt E - — — -

1B (R RO 21.4 21.5 21.5 21.5

Y | (%) ‘ . 952 100 100 100
R ' 13.1 11.5 13.2 12.9
RO BEAFAREG) | BEAFAEE® | BEATARER) | BEATXEE®)
ik 11.7 10.0 12.2 11.9
ELCON 97.0 91.3 99.1 100.0
) 1./0.8 1,709 1711 1./1.0

gy [P BEFE®) 84.5 T8 97.1 96.2

i B3 (%) © 79.5 71.9 93.2 89.6

& & = - — — -

m PVEREGTR) HEIRER() BHERAM) - HRE - §IK)

’ EE2a0)
HENEEMER —~ - — —
THEE " — - - -
H O — = - -

. OB 1%AF VT - AR ]

IR0 B I KRRV H, 4o A(HAR) 1700 £ TIHEIRT L-H, #IH £#250
#1 : B FGH I 2R BT OB R G mgkg HEE D 1 48, 10mykg/ BB 4 54K
#2  ENEH, £4£, EHE, BEREAZ, & EmRKE - ERaEE TR

— 1 BEMRL L, a)Mann-Whiney @ URE (vs FEE)
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4-4 HEFIRUCHEROBREL ICBEOREEICE T 558K
~ . =—=20

EE%R@E%%&%ﬂﬁﬁ,m&ﬁwﬁ@-%ﬁﬁﬁ,i%%ﬁﬁ&ﬁ%,ﬁﬁmﬁﬁ
REFRIEOTA ¥ T 4 ¥ &7 LT adotizb, ICHAA FI4 v iclto 2B E
L7z, _ _

EBAOXEF 001, 1 X B3mgkg B2 ER6 HL V8% 20 BE THMES » bIC
BOREL (3mgkg HBIME 19 HE VS HHE6 HIT, ImgkyHICHE) , MERT
Biotsy, ZBEYRUHEROEECRIZTEEZRE L2, BHERIZDWTR,

BERUREE I EHgRRCOVWCORE L2, '

(1) #EBRERR | .

I v MAROBEFEERSSERIZB VT, 128 mgky ABETHREBYWOKRERINIEOEE
DEEFALNZ EPE, BHEY BmngkyBIREL. £7-, BEHRUERILIRS
HERICBWT, 1mghkg/ B2 iR 15 B4 8H%E 24 HE CRIOKS LI-L 5, RERICE
BREHRDO LN o722 825, FHEY | mgkg BICRREL, BT2ARK 10 C0.1 mgkg H
PEHAEE LA UL, ZRERV—EAHEERRIIBNT, 43 mgky HE Lo®RERC
EBAETICELASSELHAERETICLY, BBARSE LA EE NP o2l 225,
13 mg/kg/ B RETIIRMEROITEINERE, SEBR CEMEEE I 2R LTl 572012,
TS RBOEREFRERTELWIEFFRENE, Z0%D, HEEE (RO E) L5
it 6 H X TORSER 13mgkg/ B 5 1 mghkg/H IIRE L7z,

(2) HERREE

13 mg/kg/ BRI BY CREM QAT R USSR E ORE, LTI F1 BAEROFER RO
B LB OFEISHREIC LS T~0%{6E) 54 bR, HERDEEYE, HERVE
B EIRDL LMol &b, EFEER, BEWo—FRICEBLTE 1
mg/kg/ H, ZERBEICH LTk 13 mg/kg/ B, F1 HARICH LT I mgkg/H IR (R
=—-21) .

- 165 -



R_—21 HEMRUHEROREUY CICEBHEOBEECET 5HHER

pdi bk SDRT Y b, 2491088, 200~500 g GCELELER)
#55k iR 6 H~21ht2 20 HIC 1 H 1 H 10 mL/kg OEI& CREEORS.
13
HE-Emykg H) 0 (&) 0.1 1 (TR 19 B ~ Ak
6 H : 1 mgkg/H)
BENIEL 23 23 23 23
R 0 0 (%S H) 0
— iR AR — - — —
% E :
HIR6 H—19 H| 20544 — 406+6 | 20345 — 40746 | 30045 — 41747 | 29845 — 38516
FEE 7 B—16 H| 35345 — 36314 | 35445 — 36245 36145 — 37345 | 34636 — 33946
&| [HiE 6~108 103£2 106+3 103 £2 842
D4R 10~14 H 1082 110+2 112£3 S 9%6x2y
g | B FiE 14~19 B 146 %3 14742 146 £3 127+21
R A% s~120 28414 28414 2815 247%4)
| & |3 EHE12~16H 319+7 31244 314+ 6 2765
S¥EtE16~21H . 457 +13 448 +9 449 +9 42349
iR R 21.4:+0.1 21.430.1 '21.340.1 21.740.1
H (%) 100 100 100 100
HHEH Y 162+0.4 16.5+£0.3 16.1 £0.5 16.3£0.3
OB - - FETH) -
BUE - IR A
HiE 8% 15.2+0.4 152403  148+05 14.8+0.4
HEERR (%) © 98.9 +0.5 99.7+0.3 97.6+1.7 100 + 0.0
% 3D 6.5,/8.7 78./7.4 7.5/7.3 70/7.8
7 BEFEE®)® 99.2 £0.5 98.7+0.7 082107 969+1.2
AR 98.9 +0.5 98.0+ 1.5 96.0 + 1.7 97.9+ 1.1
- £ ®E? 3 2 J & d 3 g 2
H&H(g) 6.410.1 6.120.1 | 6.410.2 62+0.1 | 6.140.1 5.80.1 | 63101 6.0:0.1
HEHTHE | 147103 140203 | 146104 143204 | 143104 13503 | 144204 14.0£0.4
LR () | 43.741.3 42.141.1 | 442413 432413 | 44.941.4 43.3+1.2 | 413415 40.2%1.5
s NIERE — - — —
BEse® | — - - —
B 1788 N b, B B B _
T
FEEERSE 20,723 (87%) 22,/°23 (96%) 20,721 (95%) 22./°23 (96%)
LRHE®)® 100 9] 100 06
ZHEG® 96 95 100 95
HEIREME)Y? 21.6£02 21.6+0.1 21.410.1 21.5+0.1
HEE (%) 100 100 100 100
W 1BAF NV EN T - RER oM+ AR

IR0 H ( RRRYH, A0 B(HBAH)  8:00~18:00 K& SHEHIMRT L8, BAB (&% 218
R | GHRRLSERED % 100
FRat BEAFEGESEEVRED, T8 - BRR2ERUETERH  BEEERY, BERESERUSHEE
—BREHRRLL, | A 2)SAS PAT A Vesion6.08 EAV, EOEEICL YNNG A M) v 2T 8T
AM) v ZEBEERPERL, FEHABECIOWTRENEELEH
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F-—21 HAMNBUHEBORELECICBEOMEECET 258 (k)

. 13
EE5Emgkg/H) 0 (IBHE) : 0.1 : 1 (AR 19 B ~aihdk
: ' H :1mgkyH)
i RE 14.5+ 1.0 15.240.7 16.1 £ 0.6 159+0.4
R{E B3P 7.3/72 8.0,/72 7.8.78.3 77782
H | E () @ 98.4+13 98.4+0.8 © 989+0.5 98.1 £ 0.8
& |7 B EFE%)? 808+6.2 971+17 92,7 +4.7 98.5 +0.9
BHs &E? - — - —
NERE - — - —
e | RV | BN lmgkyH, AFEE 13 mgkg/H '
EEMR N §
KA | 1 mgkgB
W 1A F eV T — AR PRt EESE
—  REBHRZL

a) SAS ¥ A 7 A Version 6.08 THV, HOMEHICE Y N5 2} 1) }71#31/ NG A M v BERETEKL,
BEAEE IO W RERE 258 ‘

5 KkTFEE
BER/ ST ¥ 2 F v OB HMEFE, TREKFERUEREFRICOWTHIVERWTERL -
7o, B -RUREBRAFEOBMEZR L. :
12 mgkg ¥ TOEBITFEF Y% 1 B2 H 28 AHRKEROES LR, B5Rgo
WEMBPICEREERIIBESRT, 4, KSHMPTTESLAERETH 5 flumazenil
(5 mg/kg) AW L THITEHIICELEIRAD SN o72, 72/ NV EF—VRELE X
AR VIZH LT, BARREERBRCRCFANED 5Nz 24 mgkg ADFEETH S 48
mg/kg CHEIEEREOBERIRNAR LN, FUMEKEEZERNEEREEICLY ~Fﬁﬁ L=k
ZA, BHKEREREEFEL TR EHE S L,

BEED, 72 AVEY—VRUELE MRERRS MICH LT, 48 mgkg B5HIE
EREOMHAH S N, BERERO ISR BREEEIC Lo Lok )& U E
REFREEEZ OGNS, LMo T, SXHEEE (40mg/H =08 mgkg) O 30ETHS
24 mighkg HRICRIREEEFBO bR bokl l, FARRPEHEKEEOELLIED
bhipdroZ=Z Lirh, TEMEEERREEZA L EEI LN,

Fo, AFEERE PR SNTHoH 8 EWBEOAF VR, 7ANHTBNTHEELED
BHOLNBZFABIEE SR T RWI L LY, [FRERCERETRE] CHST 2%
BT RWEEL bR, |
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R=—2 KEHEERROBR
B -

REIE B3 REHFEORE ' E7
BEO®&S (1 B 2E).
. [N HEE.: 12 mgkeg 3 BE)+1 BARIE+6 mg/kg (1 H)
o= 4
B 7457 +3 mg/kg (23 H ) _ =—21

®) 1 EBHEE,

2 E .3 mg/kg (2 ) +4.5 mp/kg (2 1 )

NV EF — VASEKERE| s 43N

, 24 o D ==27
HFIFRED (4) 12,24 X 8 mg/kg DEFEORS

ENEATTEREE | A=ZATFN ‘ _
IBISRERD @ 12,24 i 48 mg/kg DHEHEIHS. =23

@ 03 mgkg RO ERECTHS @ HEF)
@ 0.6 mgkg/ MO FHETRS (2:HH)
A=74¥N (@ 12 mgkg BOFABTERS (2:8H)

WA @ @ 12 mgkg/HD 3 it 6 BRI B & OIS + =T
BHECKRS 28
® 1.2 mgkg/HOBRECHES 2 EH)
5-1 HILICE T3 FERTEERER =21, ——57

(1) #EEFERL :

MR 1 ED D =7 A FMIER ST FEF D15, 3, 6 Xk 12 mgks & EEBOHRS
LEROTBRU—EREBICRZTEZEERFT LR, 12 mgkg BIIBWTHER
WELHE, BEM, TESFFBRESNLY, &5 1 RAZEICLIEESWT, RERTHE
CHEHBROBLEBOLNLE oIl ERD, 12mgks RARBRTORBRSREE L. F0%
DHE BT —BRELZZE LA LHR L,

(2) HBarkfE A

EREE ST T VRSB R O-RIREEL T, PREARREEERE CRE OB
SHPFENT, HEHBBOKEHN P ICEREO R VEERR URESOTHELIR
Do, BETHOKRERE CERDEIIASHT, REMMPIT7EARHET
% 5 flumazenil (5 mgkg, BT) 2BH L Td —RREICHEELZBIED SNE Do/ 2
s, BEBATREF VIEERREERELZE LT Eiishi: (FE=—23) .
—%, BEGRCH D VT /AR 5T, flumazenil B HEER OASENI B B SR E DS
HEmahd, ' - '

.- 168 -



FTo—23 HIICHT B S EIRERER
EHEY H=F AN, P2 H1~-38, 1.99-2.28 kg GREFIHEE
RER (B SRR HRE SO B F D DTS G
®E5E1H 1B 12#) = 6% — 3P yoike 5 mg/kg '
% laB2m 2~438E | 3mgke 5 mo/ks_
= ARSI 5H O R
a‘.ﬁ BEHETH 6~78E | 3mgkg 5 mg/kg
& |1 B 208 8~9:8H | 45mgkg 10 mg/kg
= |[RESETH 10;:8H S ® E
B W J3# $2 41 £1
T T % 1 0 0 0
(ZERE x5 48E)
2 b g T 3 MNE, BE, B, R |99, BRESHET, ESEF, T8,
P B, BB MRS B, M=E, Eﬁﬁﬁf 5% Juck
= = E, B, R, HREE | BREEET, EEIRE, 6, BE,
# BIA v .
]
ol e e 7 e =
? "S5 11 B | B
4 R HLE | &g | g |
BEE REET, TH - - '
Flumazenil (5 mg/kg)| 4BH IR - BE (d'1,%Y) FIE (&, PEE (B
B 5% OBHEAEE 98 H - - BIE (M, PHE (B)
#* [ammr R T (2 BE @9
B3 EET] - R (1,2 FEIE (&%)
’?3? R KEBIH B 1 B
i ETH B4 BEY
Dl m WAL T - H<15T)
BT g — 1 15C)
R s Phafss 1,0 — -
SH

PEFIE | MRBEIRE, TRRMDN, EEEE

E jE.EE
#1:.:1~3HH, #.:5H88, #: 6ElJSiU~7EEkE%@EE&MWET‘:LL;LMR%), #4: M BEHSES4H

BB L0, #5288 LY M PIEEML, 3mgkg % 4 8%

- I EE

BizL, tHIGEER, | BOET

5-2 HIZH T 2 TEKTEMERER
PNVEF = IVRiLE I RMRERE S = 7447‘)1/Lf£@2\u#vba’-/a) 12, 24 X% 48

mg'kg & EEEORS L,

(1) HBariE
JSIVEZ — LT EN e JMEEER Y = ﬁ%ﬁwowfhkﬁwf%

HCTRHALPLRBEEROFHEED bR o 7.

AR «Pﬁﬂi L7z,

REiEfR= B IE D EHERTE, ZNERECHE - FUF - R, BERE, V%

——22~23

12 BT 24 mg/kg

LarLaHs, WEROREREY WV

BB TD 48 mgkg BTV OrOBREGROBELIWHIFRE S, Big, SvEsy—n
RIERE T VIC B T AROBHRET RO bl (Fo—-24 RU25) .
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S oh BT BB IULE & — LSRR

EH B A=z AFN, £ 1~25, 2.05~2.19ks
Tx NV =M ALDFNET =/ SVEST = F U 54 10mghks % 1 B 2 HFRAREL, &
KBTS Ve | RPBEL 25 12 BT 135 mgkeg (1 H 2 EDEEAHEEL, 15mgkg (1 H2E)T
ML Ble BHESRIC4HERSZPRET A LR L) BEKFEOTRLHE
AL, KEEFRRSNECEET7 = AVEF—b - 5 M)A 15 mykg
L % 1 H2B5RA%RS L, L. . .
REHE: |72 NES - - M T AORREY 64 RREBIC, BE, Bt eF Y
' E7 2 2RV EF =) -+ b T AE Smlke REIS THREBHENRS.

SRERI ®5E | B - REWD wEBEO X

(mg/kg) | TF BEEROEREE BEEAE RO (C)

1 & ThEEfE EE _+02

2 d PR e 403

X GEEA L I S 2 s e +09
4 2 & & g £0.0

1] & B i e +0.0

b 2 J HEESE AZE +0.3

3 £ B OE g +0.3

4 | 2 PEE g —0.5

T 4 FReEEE TEE +0.3

. - 2 g 8 i g +0.4
BRmEET Y 2 3 2 HREESE R +0,0
4 | % B g +0.4

| & 2 i) —1.1

48 2 d B E £l -0.7

3 £ B E £ —2.0

4 £ AR el —0.5

1 g 8 i il —0.4

Tz SVEF—N| 2 | d B i —2.1
FrUTL 3 $ HREE sl o -2.1
4 £ PSR il -1.6

BRER= B BEEEN, SRNECRRE - RE - 0B, BERR, ¥
thSRAE © PRERN, EMRLE, K, W
# 15 3 BRI
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RZ—25 HLCHETBTIE ZFRERTFERER

fERE

A= AFN, P% . H1~25%, 2.02~2.24kg
ENLREREFV (4EOFVERBENLAD 0mgke % 1 B2 AR THRSL, HREBERLR2ES 5
feslih mg/kg IZIRL, RWT75 RN 10 mgkg (1 H2EDEHRFEL, 125 mgkg 1 B 2
E)THIF L. 516 BREHZEHIC 4 AHRETHRET S LKLY, FHEEFED
HEXHRE LA, KFEES RSN CEREMEE TV RAO 25mgkg X 1 H 2
FIRE TS L, MfELA.
S BEEEE L A OBIIRS 43 BRI, W, BED RS U NRHmEEL L 3 E
5 mL/kg OFE CHERRAEOES.
. w’E5E | B BEHWD #BEH®O iRz
RRUR o] B2 | P | mmegonmes | SERRoRk ©
1 d FEESE g ‘ 05
2 d RpEEsE E 0.2
HRGEA) L A £ = #081 04
4 % FEEE HE5h 0.3
1 & E OE I 0.2
12 2 & R AEHE e 0.3
3 2 E - g 0,0
4 £ 2 E E +0.0
1| & i ] +02 -
. . ' 2 a AR SE Kok +0.5
A L I £ 5 180 01
4 2 E E g 0.0
1| @ it i +0.5
A 2 | & E E #5 -0.1
3 2 " & e +0.1
4 £ 2 E il +0.1
1y a8 " A0 -0.6
. . 2 & B i Rl +0.4
BT ER Bl E 71 409
4 2 £ iE gt -1.8
BEER= & E HLT, BEENE, B, BRY, 1EE
PEE 1 B, IR, A, SHEME, BERUL, RERFE, FRE®, {L+rk, BER
B EEEORE, B, ERERFE, SRR
#. 5 IEEE
5-3 HIICH T 3 RHEKREERER —24, =—27

s A FNERAWT, Eo—200RLAREBE (BREATRSE) 0Ly, Efpto
FuF v ORBAKERRE L EHME L 7.

- 171 -




(1) REBAE

PRI B S €, BAd =2 — v%ﬁ%b#ﬁwsﬁgmwt EAMBLEREL,
LS4 v F 5T L FORE—EE (1mlke, EARE :092~1.14mL/min) DA
AT =TV ENLTRNCEIIEAS 2 A TR EE BRSNS ¥, HHORHE
MBEUFNVOEREREL. :
Vﬂuﬂtﬁﬁﬁﬁ&?éifﬁﬁzLﬁmfﬁw&%ﬁﬂé% ZTOH2BHTEICE
Bi2 T THREEZENEE, PHEEO 4 EOREZHENSETH LA—HLIADL
CRBRWIBAIT, WEREOBEANE 3BE CUL 6kERE) BEIC 14 HEBHAKRS 2175
Fo. BABIBRSAETH, 14HMLA—BLEEHEL:,

(2) BEERERH

EBATFEF YO 1S5, 3, aMiumyg%$E%D&$Ltﬁ®ﬂ 27 4 N OITE)
RU—BRIRBICRIZTEEERFT LAKER®Y, 3 ngkg Y ECHIEREREROER (B
BT, BE, NUES) FEBRSALILRS, FRAFRO VIORICE3 03, 06K
UF 1.2 mg/ke/in. & 35 L.

(3) HBRRTAN

RSO R VIR WTROBIC L RS CREST, HiL, BHRSHCEY
THLEENLEITRHERD b0zl b, WETFLT ViR %
HLTOhWEHE SR (E=—26) .

—F, BMBR7 ¥ 728 IVHREHO 2410 1 HITiE, 025 mgkg/inj. ORGSR TLN—HL
mEAEML, HMLSEIEDLN, BETOBRIHER I,

Fo—26 VBT IEHETERE
EHE | A= 1N, &% #2~45, 2.18~340kg

ra%ﬂﬁﬂ@&_
&S - BRSO & & F ~ (mp/kefing.) WEE7 ~ 7 = ¥ 3 »(mg/kg/inj.)
" 0.3 06 | 12 12" 1.2 0.25 0.5 1.0 1.0*

444503 | 0.14 036 | 036 | 036 | 0200600 | 021 — - - -
445194 | 3.57 279 { 150 136 | 07946 | 079 - - - -
N282% | 0.14 (.29 036 036 | 036(6.0) | 0.14 - - - -
44507% | 0.57 0.29 0.57 050 | 01446 | 0.14 — — — =
44526 % | 0.43 — — — — — 1.00 | 1.00 1.43 | 0.09 (6.6)
445059 | 186 | — — — — - | o] - - -

# 3Nt BEMB A 14 HEMEEERS, #2 3 Niko MBS 11 BAMEAHRS, B0AE 1 0 FRMmmEs
E%, #3 445052 R AW LEEEEZT 0 E LA, —  B8Bed
BT 7 ¥ 3 BESERITESAT 2 BRI RIREBR R0 ihERER
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6 mEME

ENEY MIBITLHHBENEREET S 714 7% — (ASA) Emﬁvﬂﬁﬁﬁﬁzﬁ?%7
45%— (PCA) RRETICTY 2—F v b ORI PCA FISEERE I L 72,

FOFER, WTNLORBEBWTHRETH -2 b, BES O X L7V IBRER
LR E 25 XD RMEBEA LR EHIT SR,

6-1 ENEY MO ASA B U EHE PCA R IGEER | ——25
et Hartley RENEy P 2EE, ER TR EF O NEEWE (e POBFFLFI Y
HSA) TEMEL, FMERIE6 B (HSA B CREMIEME 13 HEE) TR LT 4 BRI R U 48
RRIFAE PCA SUSHERZ 1TV, HiZ, FHKME 17 HiE (BSA BECHRRHBME24 HB) 1<
ASA FISRBRE 1T o 288, WIROER TS LT VERERUBERBICBV T R R
L7 (FE=-27) . :

—F, HSABRMEEICid, T XTOBEY T ASA RUPCA RIS E b ICHEEERL 2.

. FT=—27 ENEv ORISR )
i B it Hartley RENE v b, % 6388, 383~514 g (RIEEIERD)

. R A e
Bles G Jik 58 . | AREE | 48EER
RSER (mg/ke) (RS ASA K& PCA KIS | PCA RIS
: TR EEF L . 0.5 0/10 010
WS +FCA ETF 0 |HEEEsaZEFr /GPSA 05 010 -| 010
: GPSA — 0./10 0./10
TR ST 05 015 0./15
TR OEEFr+FCA| ET 10 [EEEANUXEF 7 /GPSA 05 015 015
GPSA 0.5 015 015
1 HEENT R T - 1 05 0/ 5
e 29 /GPSA 05 0/ 5 0/ 5
HWERST X 2T .

BT F 2T BT o |[EESOEET> — 0/5 | 0/5
WEEATOFEF/GPSA | 05 | 05 0/ 5
| [EEEEeF - J 0/5 0/ 5
EEEST R EF Y, GPSA 05 0/ 5 0/ 5

=y RN n -
BomEesy 20 0 [EESEFEFy - 0/ 5 0/ 5
C |EEEAT T /GPSA 0/5 0/ 5 0/ 5
HSA BT 5  |HsA 5/5 5/5 5/ 5

#:ETRS  E1AT4BME 4 |); 278U, HSARKERIZREA 1 @2 [)
FEO#RS B3 ET4BME 12 @)
#2 . ASA BRIEEQ mL/kg), PCAEEREEQ mybody)k b EEEATF S 10 mgke,
BRSO F 1TV /GPSA ; 10mg/kg(#EEH & LT), GPSA; 10mg/kg

FCA: 704 ¥ FRET V223 F(0.25 mL EIERYRS), HSA . & FHE7 AT I
EBTEEF Y /GPSA BRSO F L ELEY MIFTFNT I »OESY
— &Ky

- 173 -




62 ¥ X—5 v FOEEPCA RIS - =—26
EBE 5 EOMENE CD-1 =V A2 B, HERWHEIBEYHE (HSA) TRAEL, Rtk

10 HRICIRIL L, £FRMEE 3 ISORES v M0l ml FORABIEL (1IE%71) 6%

FOIME) , 48 KR PCA FGRBRE T o & E, WINOER S UF L5V BERUHR
BICBWTHBRHETHo (FF=—28) .

| —7F, HSARMER T AT, T XCOSWCHERER L.

£=-—28 v AOIENEER

1 H b Mtk CD-1 =9 A, #6388, 30~37 g (BRIEBILAR)
B Wistar 27 v b, #1888, 201~279g (BEED
a 48 B PCA FUG
AR i REE AR )
ﬁ%ﬁﬁ'(mﬁw» (BRI S B BE< T AR
BRSO XS 0.5
B A A+ Alum BIERN 0 EEAT X 2 F 2 /RSA 05
RSA 0.5
. FEE O R F 05
EEEATOEEFr+HAm | BEEA 10 EEENT 5 /RSA : 05
RSA - 0/5
1 P J AN m R T SR 0.5
. : BRSO X &5 /RSA 0.5
B AT T _ A o ERE S L Yy
a8/ SO ¥+ F > RSA 0/5
. YEEE ST 0.5
e . . RO %25 /RSA 0/5
ERTa LT ® O 10 BRSO E b F ' 0.5
' TR T F I /RSA 0/5
HSA ' BAER 0.5 |HSA 5/5

#1 ;RS | FGE 1 ET 6 EME 3 E)
BOHS  GAIECSEMETISE) .
#2PCABRRESEC mLkKg) | BB U X 2F > | [0mgke, EEEN T3+ F > —RSA ; 10mghkg(&EAH L LT),
R3SA ; 10mg/ke .
Alum ; ZKEETE7 V3 =07 A 57200 mg/kg), HSA : & MFT VT3 Y, BESTFEF Y /RSA DIEBNTF
BF LTy MU TVTI O
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7 ZTEFRE

MEZ AW ERREAERSE, ﬁ%ﬁwﬁﬁﬁw%me%ﬁﬁﬁ [EER, AEH DNA
ARRBR CBETERERAR, wYAREGMERBECICT v b i E W EERTT
REBRLPEBLT, BB EF Y OEERBEIZOWTHRI L.

ZOHEE, WThoBRIZBNCHBEETHo Az e, BB URLF I/ IERENE
BHE LT EHF SR,

7—1 ﬁﬂ. %mb\f-(_}ﬂ?%n\\ﬁ_iagﬁ :—_27""’28
A X357 AE (Salmonella typhimurium) B OKEHE (Escherichia coli) VX3 B1RRZEK
ERFREET TV FMERLOBRE L. 208%, BB S0 Fr CiIAEHERLOF

EZhPDST, WTROBERICBW T ERER I = —RORMITED oMb o7zl
Larh, BEEATFLS VIMEREREREBREL LV EHR SN (B=—20K0UB0) .

-

—29 R XIFI7IAWEEAVWLEIRERZEERR
BB 7l— FEEBERURBEEEC L Y, 370 T d~T72 B L CER
oo = —Foz kil
R SR WEEE | T — U hOFESEBRER I —-Bn=2, HBR1/FEY
S (ug/7" Vb TA97 TA98 TAIG0 | TA1535 TA1538
Bt RO Co1o0pL | 2117172 23,18 96,7122 21,725 23,716
1000 14/ ¢! 0/ 0 2/ 4 0/0 0/0
500 70/ 42 1*/0 80, 86 0/0 30,722
& | B oEx T 250 175./169 24,14 1057121 25719 23,21
125 1917143 23,22 95117 27,26 3418
62.5 241,158 23,19 106/ 94 24,735 22/17
9-Aminoacridine 100 1436./15356 - - — R
2-Nitrofluorene 50 - 1267./°1261 - - 131971285
Sodium azide 5 — - 1997.72039 | 1699./°1693 —
Rettxt ROEED 100puL | 179158 22/17 102,114 21,28 25/16
1000 11*/ 15 /0 | 1%/ 31* 2/ 0 10" 70"
500 1437 87 | 17/ 9" | 112/ 93 1014 24,19
H | RO XSV 250 143/ 89 28,23 1157106 1818 29,24
125 2057123 19/17 1097110 24723 | 22/
: 62.5 204,129 23./16 124,116 24,33 2617
2-Aminofluorene 10 1323 /1323 | 224772159 | 173471780 — 21812236
2-Aminoanthracene 10 — — — 840,877 —

¥4% . Dimethylsulphoxide _
B3R : 9-Aminoacridine, 2-Nitrofluorene, Sodium azide, 2-Aminofluorene, 2-Aminoanthracene

* EENT R F VITERTE,
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%=—30 ABEEHVAERERTERE

e F L b EEEER CREERLENC X D, 37CT 12 BRIERL TERT
——HEERE., ' -
RE | g | WEREs | 7V bR ) OTHERERT T Hined, HBI1/HE)
EiE]4 (Lg/7°Vv-h WP2 pKM101 WP2 uvrA pKM101
Bt REEE) 100 L 53,43 1047137
400 412 o6t 43 /27"
200 4417 51./45
. EEEuxF 100 48,/°25 108,781
- 50 55./38 1137156
25 61733 100,155
MMS 0.1 pL — 11627989
Mitomycin C 0.5 420,518 —
AT RRGER) 100 pL 72./°73 162,197
400 - 45,50 74,91
200 61774 131,/153
H | EBvFEF 100 77./88 136,169
50 72100 1627217
25 72,783 1747213
Acriflavine 20 355,211 587./313

#4#  Dimethylsulphoxide

8 ; MMS (Methylmethane sulphonate), Mitomycin C, Acriflavine
FLERSTER LS VIZERRE, - (EEST, 41 EDoFHC I AERERIv S -HRHEl, 22 BFFR
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7-2 B MY NERERBVWIEERBHERESR .
e MY YRS T A RBAREFRELRE LSRR, ABERtoRECrrD

B, M MRS IR MBI R OB BRI OB ED

6, WEENATSFES IIRERBELSIELEVEH IR (F=2—31) . .
2B, REHEHALED 175 pyml CEMEOHBEESEER R L7124, 3.50 pgul ML

DORETIIBENR L OMICED

R

oy, BELER LR,

=—29

Lohhpol-Z

]/=—31 M BHEBNAREHRREHE
1 H BEADEMD X DI LAY >k ‘
RETE RERR % & b IR EEEET 25 B UABHERLE T 90 4, 37CT
EBL, 73 RIS, FAVREEBLAEREET7IAI%LLD 3~5 84
WL, EHETTERAIA Flikb 50~100HOGHEPEHEEHREL L.
i xR AFERE | BERFUREEG) EUREHBEE%) |REHERNE
i1 (ugmb) | BIE &8t BofEe | Bk SR (%)
Rt BB (P 85 0 3.00 3,00 - 1.25 0.09 434
1.75 4.50° 4.50 0.00 0.24 4.74
& | ERAnI TS 350 5.00° 500 2.00% 0.09 7.09
700 | 200 2,00 0.50 0.29 2.79
Chlorambucil 3.00 | 60.00 77.00 6.00 0.00 83.00
Bt B (S ) 0 375 425 125 0.10 5.60
1.75 2.50 2.50 1.50 0371 4.37
H | EBATREF] 350 0.50 1.00 1.50 0.26 276
7.00 1.50 150 1.50 0.09 3.09
Cyclophosphamide 10.00 39,00 43.00 0.00 0.00 43:00
#3#t © Dimethylsulphoxide, RS © Chlorambucil, Cyclophosphamide THylE

BEAE | REARUEReSTEOWE, —8EE, TSiREad, ReSEcR, BEEET T ERRAE
t :¥18, 2) Kastenbaum 5% U Bowman #(vs Bt FEEE
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7-3 Hela #Hf2 % H /=FEH] DNA SRk ER
HE3% HeLa M1l % I\ C DNA B ICRIZTHE 2 RS LK E, RIEE{LoFRETC
100 pg/mL OWEEIT & D ALEE LIRS ) A BOBESED b LL,
BEBRRLNT VD ZEPE, ZOBEIHEEEIET 2 BE COHRGRYISICER
TBHLDEZL LN, WIEBEEOAD RS o7 50 pg/mL T OREIC BT, RS
HALOF B Ho Db b THSEHRIY AABEOSERRO NP o722 L, EE/SOF
EF VIIAEY DNA SREBHE LW EHBF S A (BE=—32) .

=—30

F2=—32 Hela #f2% R /A=K H] DNA S REEER

it i A g Hela S3 #Hf2
B R E AR R 1T 1000 pyml FEFBHARE LT, DTARI0TRLE S BELZE
EL7. REE2 TRHRE 1 T100 pyml M EICHRESEFARL R0,
50 ug/ml BB L LC, TR THLUSBREEZREELL.
BRERA R ROy L7 CREL HeLa iR, RBHEMCOEETLIIETE
FTTOPHIF R VU RUSRBRYRE CAEL, TCA IEEIC X il LA DNA
_ OBEREE B P L—Ya vy —THELE.
e SUERIH IR FCATRERY b sAAE (dpm/pg DNA, n=4)
AL (ug/mL) BER 1 SER 2
e FRGEED 10 L. 62.9 32.7
: 0.08 - - 357
0.1 61.6 -
0.4 - 36.9
1 579 -
£ | BT FEFy 2 — 31.8
10 51.6 29.3
50 — 22.1
100 91.3% -
1000. 0.1% —
4-Nitroguinoline-1-oxidel 1 x10°M 2013.11 1489.6 1
Rt BREED 10 pL 121.5 93.8
0.08 - 91.4
0.1 102.0 -
0.4 - 83.3
1 112.0 -
A | EEAnxeS 2 - 91.3
10 1011 74.4
50 - 55.1
160 103.7 -
1000 0.1% —
Benzo(a)pyrene 4% 10° M 3653 1 269.8 1

4% | Dimethylsulphoxide, BE{EXHR | 4-Niwoquinoline-1-oxide, Benzo(a)pyrenc
— D SEREET, #1 ARSI, #2: MRRRE, 1 EE(Kolmogorov-Smimov ¥ 1 EAMEE, vs BIEREEE
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7-4 < X% AW IMERER » =—31

WSO F R T Y 2wy RICHEEORS L, RaARESRIEL/MEET 5 SR
MEROMBEE L REICRT L. 208, WIFLoRSRIIBV T IMEEETIEY
AR EEE OB I S N Eh o2 L i b, EEST 2T VI invivo RERICS
WTRESRERHR LV LU SRS (= —33) .

F=—33 wRERAWENMEEER

{HEHEY MEHECD-1 v R, #5612 8E
{E FEh ik BEERSICOWTHES 5 K/ BB RBMEES 3D
BERRERR 77 AQBERORSRE OERIZET 5 LDED 170 me/kg % H 105
L7z,
5 HE HE, 10 ml/kg OHE& CHFlEORS
ARG ik ' G4 bF LA _
SFERATETERR et GEE | _ mEgAAOREF ' CP
52 (mg/ke) 0 75 150 75
BEER () .24 48 24 48 24 48 24
INERET AL , _
z RIS R ) 0.04 - 0.06 0.07 0.08 0.06 0.08 1.40
& ﬁﬁmﬁu’ﬁﬁ*a &3tk '
% N — ALY .
FREEAE 4978 49,29 4453 4590 43,62 43,47 4191
. BR1BAF NN O—AEE, BHEHIE [ CP (Cyclophosphamide) . ' FEHME

a) Kolmogorov-Smirmov 9 2 FE4M 23 U1 Kastenbaum K UF Bowman E(BHENHE L BB AT 35 Y BH O &)
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7-5 %R Y LNERRE AV ETRIEERHEK - Z—£8

BERAT X EF O T AN VAERRCH T 5 BEFRAZAFRELARGELOF
ETRUSEFET TiE LER, (AHEREORFECrPHo T, RINERMBTER IR
MHERLARE TH o2 &b, HRATF L7 Y BFFABR BV THETERER
eFRL2EHR SN (R=—-34) .

RZ—34 v oNEHEEAVIRETFRATRABRE

{5 AR A v EHEAL5178Y, TK+/-)
REAHE . M ERBERCOFET XISEFET CRRYH I s RBAEL, 2% 10°H
/mL S FEE LA MERE % 37°C, 5%CO, TC 11 Bl L tan=—$%st
H., R TAEFE Y, ifluorothymidine % #iHI L =B TER D
=—%EEH. '
3 B HLEL e _ ﬁﬁiﬁﬂ%p %é’kz{?%t!ﬁﬁﬁﬁﬁz/ 195 {H(n=2)
ikl (ng/mL) PR 1 RER2 HE1 BER2
B R GEEK) 0 100 100 11.8 13.8
‘0.5 116.7 - 11.9 -
1.0 1262 — 11.3 -
T RSy 1.5 80.8 - 12.0 -
i 25 522 - 135 -
4.0 332 S W 12.1 143
: 6.0 — 10.4 — 13.3
EMS 300 16.5 13.0 201.9 225.0
DMBA 5 79.6 — 11.9 -
BERREEK [ 0 100 100 17.6 16.5
0.5 103.0 - 11.8 ‘ -
: 1.5 93.6 82.4 11.2 16.7
K |(EEESUFEF 3.0 796 68.4 13.1 15.8
50 - 655 526 153 16.8
8.0 7.9 30.5 10.5 123
DMBA 5 . 6.4 8,1 139.8 95.1
REt4%fER © EMS (Ethylmethane sulphonate), DMRBA (7, 12-Dimethylbenzanthracene) FHE
— L EEET
7-6 S b ERAWBEESIFERE ——29

ZIREE L invivo BT B EFEHMEERERZHRE T 440, HESDRT v MIER D
FEF D100 R 200 mgkg FEEREORS L, BEXOFRLER v ML 1BBT210
ARRE SEER, 200 mgkg BORE 1 AR ICEELZIEROETHRD b4, #HoD
RT A= FIEENBRELIARED L{EBEETH o2 hs (R—35) , HEER RS
T F VIZEEBERAERFEELF L v LT S k.
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F-—35 Sv bEHAWVEEBMTEREEEE

(LS.

SDRT v b, & :i12~13 388k, #350~400g, $8~10:88, #200~250¢
(AFTRE) '

ek LRI L DK 18~20 I (BBiEEREEIZ 8 IT)

HEHE JEE], 10 mL/kg Q& CHMlEORS

BE5E - ERRERR

FRABICBVT, T v} OBEEORSRE 586 LD HO 310
mg/kg ¥ FICHE L7Z 270 mg/ke F, 24 BEHEC2 ik 3 @S LAER,
BIREFFRCXIhEREN TH oA, T, 180 mgkg % 24 REHHET 2
EHES LA 25,5 % 1 EAEE L, SR OAERRS 1 EE%ICI61%
B L7z, '

Pl Y, BEHEORS L VBESRET D EFL 51D 200 mykg ¥ EAH
i, 100mgke FPEAEICHREL, BHES L,

HEBAE

BEDO I DRMBRS Y M & 112 T 1EETD 0EENESELTHLWIES
FEEE, FEORERT 11 A%, TEWHL TREY, #48 TRE
DHERCEHRCERLEHIL, BESFEEERERE KD L.

SBRWHE (mgkg/H)

% B OH M

1:8H | 288 [3:8H | 4388 (5808 |64H | 7:88 | 8:8H [9:#H (1088

= | B GED

0

833 | 900 | 900 |100.0 | 90.0 | 967 |100.0 | 933 | 96.7 | 933

& [1EBE
2 4 S bF

10D
200

700 | 8.7 | 933 | 967 |100.0 | 90.0 | 933 | 967 | 967 (1000
3674 933 |100.0 | 93.1 | 967 | 90.0 | 96.7 |.96.7 |100.0 [ 96.7

= nox-tkFr

200

(%) lmms 250| 91.7 |100.0 | 833 | 1000 | 1000 |[1000 | 917 | 917 |100.0 | 833
% (B ROEE 0f 93 | 162 | 130 | 156 { 156 | 117 | 97| 103 | 103 | 77
giﬁ Y 100| 83 | 199 ] 121 | 198 | 148 | 110 | 135 | 105 | 106 | 7.3
(i

10.3 | 151 136 | 153 | 144 | 138 | 127 | 140 92 | 102

(T)|EMS.

250

103 | 201 | 394 | 198 | 194 | 11.8 | 105 5.8 83 | 102

e NnaxbFr

200

%ﬁ EEs 1000 07| 00| 27 60| 21| 36| 00| 35| 07| 21
E%; naxeEFy 200 15 | -14 271 451 07| -14 0.0 21 | 35 49
(é{) EMS 250 1.5 | 786 | 959 | 38.1 49 | 43| 07| 92| 07| 28
IE | BRGEED ol 75 ) 73 5.8 8.2 46 7.9 7.4 47 | 41 7.1
:{;_,E Yl w00l se6| 67| 56| s3| 58| 70 61| 45| 53| 65
| Sox+eFr 00 43| 66| 59| 97| 5841 60| 48 6.1 57 | 81
(%) [EMS 2500 95 | 756 | 922 | 373 | 62| 76| 41| s5| 77| 67
T |BENRORE 0 6.8 47 45 |- 63 4.6 66 1 47 3.4 4.1 5.1
% R 00| 56| 47| 50| 40| 5.1 521 34| 39| 46| 46

4.3 4.6 4.6 9.0 5.2 4.0 4.8 5.4 4.5 7.4

(%) {EMS

250

95 | 675 | 883 | 358 62 | 70 2.1 4.3 52| 67

B 19 P00 - AEHE, BESHEE | EMS (Ethylmethane sulphonate) T
FHIRBIFETER ¢ (%ﬁﬁ—%ﬁ_fﬁ)/ HHE <100

EFRBLE | [1—(GEREE O E R ORERE BT A O BEA OFRIRE)] x 100

MEFECSE © GECTIRM/HHRED % 100

FERIeH | (W TR HRED x 100

) RE (XA L EE DA, vs BIEFERE)
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8 MAREM ,

RURICL, 5k 25 mgkgH, Ty MC1, SXid 20 mykg HOERNATF LT V&, £
NEN 2 EFBAES LTHARMEEZHRE L. BBRFERUREOHKEE= ~36K0738
TR L.

YTATE, B0 5 moky BB THER FHNRERBEE OBMESED b N, AR
EERA NPl L2 OBREEHAR SR s

Fv MZBWTi, BicY YoSEREEORBICERAM ZBENARED L. L
Lahs, MBECESEECEHLZEEIALKT, BICEIREOB{LEA LI -
FZ bbb, BREEZLNE. :

DlEXY, BEASAUFF LV EIFAREEZELCHRWEHBF SR,

8-1 v Xz HWENARERER

=—32, ——Z10~Nn
EEMER 52000 CD-1 w7 212, WE 03 EF 01, 5 K025 mgkg H % BHHKRS
L7z, WEEE LIRS 104 ROBICIERY ST 2 vt 5272, SRt cs 99
H, BclosBE b L.

(1) #ESERTIRN

R OS2 F v D 50, 75 Xik 100 mghke/ H="210 BT 15, 25 X3 40 mg/kg/ H=*' %
Az T A 4 BERMESHEICB VT, 50 mg/ke HFE T, 40 mg/ky/ H BTl
IR EMINOERE S bz, 25 mgkg HEBHEL L, UTALS T3 HEY%
EL7.

(2) BERE
RCEREEZZ Sl RIEEERER, 7TIoA F—3 X, EFEE, {tREAFEER
WERCHRIFEFEREOERE TH oo, BEHIFIELBDOORIBREII R Po 7.
ED 5 RV 1 mg/kg/ BB CHERBRTRE OBMEL A bR, 5myky HBETIHRMIC
HE (p=0.02) Thol. LPLEIS, FORESE (15527, 288%) IEFETF—¥ (/52
~20/52 B, 0~385%) DHWENTHY, BEHEEIBRD AR P o220 (HfR
S, p=0.45) , BRELHKSHL (F=—36 RIT37) . |

- 182 -



FTo—36 X EHN I ARMERBROERS

beaieg il : CD-1vw7 X, &% 58 &5HERH
fiaaden BERS, &:o9BH, §:105EE
S mgke/H) N R 1 5 25
Bk J104 - 2104 d52 252 $52 £52 52 252
A 69 64 27 31 37 27 40 30
BEDAOERIC L ST 46 24 12 16 18 13 28 17
(%) 9 @23 23y 31 35 25 (54 (33
—ERIRE ' = — - —
*h EY
o~l104B¥mEER ¥ 16.7 +6.58 19.4+6.31 26.0+8.531% 22748211
ﬁﬁi c} .
1~104 #(g/IT) 21 315243127 324413140 3449 £240.7 1 3219 +328.4
ETMERE 5 Y - - 1 - -
#H OB’ — ' — — -
RB IR O (B a 2 & 2 d % g 2
FrARD 171043004 | amsp 2 | st 4s2 | w2 ws2
p fE—Pairwise comparison| _____________ {014 _ (039 ) _(002) (015 | (037 _(0.50)_
—BRRE | .. d:045, %:054
BT Aufe bR E [ 15104 _ 7104 | 952 _ 452 | 952 __ 61523 _. 5/52_ . 852_
p {E—Pairwise comparison| _____________|_ (050) __0.50)_|_ (0.39)__0.27_ | _(0.56) _ (0.50)
—WERE - | d:055 #:037
FrABRaAE -+ BE [ 297104 _10/104 ) _21/52 _ 6/52 | 20/52 _ 9/52 | 1152 _ 3552 _
pfE—Pairwise comparison| | (035 (0.50) | _{0.051)__(0.13) | _(0.50) _ (0.50)
—HARE d:055 2:0.62
—REFHRLL, T HME gl R

a) Logrank %7 (vs X FHHFF), b) Williams BLZE. c) Student @ 1 HE(vs iﬁi‘fi‘?ﬁ), d) International Agency for Research on
Cancer JARC)DHEIRIZHE - 72 time-to-tumour 3

RZ—37 RIREAVEY ARMERRICS TIERBOEFREHNL

# 5 BmgkgH) A B 1 5 25
B Y 5 J104 2104 P52 952 | $52 52 | 52 252
JE 5t 2 5 &59 £67| 37 37| S0 $31 | F25 $32
Y | A M 4104 18/104| 452 5/52 | 5152 552 252 452
HRAE | A ABAE R A R M | &104 117104 152 452 752 T2 | 5/52 5i52
1) SRR LR M | 2104 5104 252 352 | O/52  us2 | 252 1S2
it M M 17104 17104 ©O/52  O/52 | Of52 1s2 | ons2 1452
B AR M| o104 or104] o2  1/52 | 052 052 | 052 0/52
Rt ] B 6/104 5/104] 452 452 { 2752 352 | 352 152
] M | 191104 15104 13/52 952 | 14552 652 | 352 W52
B AR R B | 15/104 77104| 952 452 | 952 6152 | S5/52 5/S2
FriRadE M | 17104  3/104| 17/52 352 | 15652 452 | 852 wus2
MEE B 0/104 /104 52 - ois2 | w152 w2 | oise a2
JGEE  [mERE B 0/103  O/104| 152 52 | 151 0552 | 052 0450
k=gl M | 2103 1/104| o/52 /52 | 0/51 52 | 152 050
[ |7 KEMaE B 1102 o/104| o/52  o/s2 | o510 o052 | O/52 0451
PR E B o102 orto4]l o5z os2 | oist o052 | 1s2 ois
B Btk M:EE, RAEN/BREN - (#<)
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R-— IR EAVEYARERRICS I 3BRFOEERENT ()

# 5 BmgkgH) HE 1 5 25
By ¥ 3104 2104 | @520 52 ) &52 %52 | f52 952
TR |RAEE M viod  o/104] o2 o052 | 152 s | o052 0452
AR |(EaRE B 1/104 0/52 0/52 0/52
WENE M 1/104 0/52 052 0/52
BER [BR B M | 1102 0/52 0/50 0/52
SR [EncESPRR A REE | B 4103 8/52 /52 /51
ERE B 2/103 0/52 0/52 0/51
& E B 21103 0/52 0/52 0/52
FE  |NEREENE M 1/104 0/52 2/51 1/52
PR M 0/104 1/52 0/51 0/52
TR B 1/104 0/52 0/51 0/52
EIE B 3/104 2/52 1/51 2452
R AE M 1/104 052 0/51 0/52
il =914 B 1/104 1/52 1/51 3/52
mEwE M 0/104 0/52 1/51 0/52
F) —FRRIE B 1/104 052 0/51 0/52
TEE |BELER M 17102 0/52 0/49 1/52
R |aRiuii bR B | o102 0103] 152 52 | 52 051 | 052 0/52
BIE |EWRE B 17103 17104 3/52  0/52 | O/52  O/50 | 151 05t
1B ETE B 1103 2/104| 0/52 52 | o052 o050 | 151 0451
= RE IR B 1102 0/104| O/52 O/52 | 052 1/52 | O/52 0452
e |TEFAE M 0103  1/i03] o/52 052 | 51 o2 | st oise
EM  |EEdRE B 17104  o/104| 0/52 0/52 | oO/52 052 | O/52 0/52
FELEILERE B 0/104 17104 052 052 | /52 o2 | o052 0is2
TAEE |IErE M | 0104 0104 052 /52 | o/52 152 | 052 0i52
Jix TERAE LG B 17104  O/104| ®/52 0/52 | O/52 052 1 0552 0452
TEA |HRRE B 100  1/101| 052 o/50 | 1449 /st 1/49.  2/48
RIS B 0/100 07101 ] O/52 1/50 | 049  0/51 0/49  0/48
FH  |[WEBEE B 0/104 1/104] O/52 o522 ) o/52 0/52 | 052 O/52
kgg F I ‘B 0103 O/104| 0/52° 0/52 | 252 052 | o052 1752
PRk |IEHE B | w6 o012 | ot w3 | o3 wé | s 0/3
MmE P "M | /6 112 | o1 o3 0/3 o6 | o/8  o/3
H A{bhiE el B 01 0/5 0/2 1/ 4 0/0 0/ 1 o2 02
B HAMEPIIE M| o6 12 1/3 0/ 1 0/ 2 0/0 044 OO
ETH [HHERE M 178 /8 o1 0/ 1 o1 0/ 1 0/3 o/ 3
M |[BEAESEE M| 0/7 0/2 0/0 0/0 0/ 1 0/0 11 0/0
' oaalid M | 17 172 0/0 0/ 0 0/ 1 o/ 0 /1 0/0
BT |mEE B 0/ 0 o1 /1 0/0 0/0 0/0 0/0 01
MEHE ITLERAL RS B 0/0 11 0/ 1 0/0 o/ 0 oo | /0 0O/1
hE | B.|.Wo___ 01 | o1 ___0/0_j 00 _ 00 | 00 V1.
MR M | 33 3111 11 o/5 /3 0/ 4 /0 o/ 4
P iE M| O3 0/11 o1 075 23 0/ 4 00 o4
FHE M | /3 011 0/ 1 oS 0/3 o4 | 00 /4
SLES I M| w3 s | w1 45 ) w3 44 | o0 24
FLERRAE I E M| o3 Uit | 01 0/5 0/ 3 o4 | 000 0/4
F E E B 0/ 0 172 0/ 0 o0 /2 0/0 o/0 1/1
n—7" -1 | SERE B o 1 0/0 1 0/ 0 1/ 1 0/0 11 o/0

B: R, M:BE, BEERER
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8-2 v FPERWEFARERER =—33
BHMEEL SOEOSDRT v Mg, BERSTFEF 01, 5 R 20 mgkg/H %Jﬁﬁﬂéﬁ%‘-
Uz SHHREE L L 7= 100 MOBICIIHBDEZE T2 wHR e 547, #ABRILKS 105
BRI T Lz,
(1) BSEFTIRE
S 9y b0 26 BEEAESREETY IKBVT, 25 mgky HETRECIIRD bk i o 127,
HEENEMEECH o2 L RURBBRTOENHE2ERB LT, SHE%Z 20mgkyH,
EHEZEZEEETHo72 IngkgHE L, BHAEZ SmokgBICRELR.

(2) HERRAE

HLEMMER CEEEOBMEI 1 mgkg HF X VD L0, FEIGER L —KIRE
OEALIZBR SN of. BUREALZEZ SN EREEEREE, RMETESOER
ETH o7z, 20mgkg/ HREOHEIFRIRETROBE, V Y NHKEFEROEMESES 528 X
DO L N7, MOMBEZRCMBAEZORAIERL TB LT, 2OBRZHERER
HTHhb, 28, BTRH—EOE{EZASLT, Tv O 52:BHREMERSHE 7 BT’

b EEOELIERD bk doTe.
HERZ ) VoSHIAERIEE (U Y NANE, BFEEMEIE, UV oosMERmR, EERsE) o

FBUC B EMBE R A b R,
FIZEST, ROBRERD) Y HBREFREE (6/50 41,

L LaAG,

ZNBHEAOEEORESINERES
12%) d3EFET—F (1M

~750 Fl, 1.4~14%) OHEBEARTH Y, EL,%L@H&@E&@?baﬂ&#ot_&#
Eﬁ%kﬂ%éﬂ#(iwﬁmﬂosm

a) Logrank #7E(vs XHEF), b) Student D r BTE(vs HHE)

185 -

£=—38 5y FEAVEFARMEROME
1A By SDRT v b, 3% 6B (RIEGER
|BEHE RBHERS, 105:8H
#5-Emakg/H) . xF BB 1 5 20
i 4100 2100 4§50 250 450 £50 $50 $£50
. lEe? 58 60 27 28 25 31 29 27
BN ORERICX AFETH 29 10 11 1 8 1 17 7
(%) 29 ao (22) (2 (i6) (2) G4 (149
—REIRAE — - — —
h =Y 0~105 & 6131374 563£111.2 596+ 98,8 463+1053 }
i@ | 377+958 321£1007 | 3141666 | 2193546 |
EEE 1~1058 & 17693 +£914.7 17497 +503.2 16982£759.71 | 16005+449,5)
(/) %] 1348415430 12916 +412.7 } | 12220+427.6) | 11366+4203
HmREFE" FHHRD) 39.8 +14.32 42.0 +10.79 44241530 48.8£11.49 t
C 1048 ) SER(%B)Y 56.7+14.90 54.9+10.93 52341437 47.8+11.18 )
B OW® — - - -
—(REWRLL, o wfE, | CEM %’Sﬁié%ﬁf)%
oa



F]Z—38 Sv FERWEFARMEABOEE (GZ)
¥ 5-R(myky/ H) xt B 1 5 20
FHERFORE O B - & ¢ & .8 £
U SRR L _ 4100 _4100__)__1/S0__ _Of50__j__2/50___3/50 | ¢ 6/50 __ 150 __
p & —Pairwise comparison| | _ (0.55)_(0.83) ] _(050) (042) | _(0.06) (0.58)_ _
— AR E 4 :0.009, ¥ :0.63

) 1 B TE(vs HHEEEE X i International Agency for Research on Cancer (IARC)D3EFRIZfiE© 72 time-to-tumour ¥

F=—-39 Sv rEAVWEFARERRICS T IRESROBEREAR
¥ 5 FEmgke/H) o 1 5 20

B o5 % J100 2100 | $50 £50 | 250 50 | P50 £50
EEEER 38 29| 339 248 439 245 38 241
D (U UNEE M| 1100 2100 050  o/50 | o/50 256 | o/50 1/50
AEF [F RS R M| 2100 oi00| 1/50 050 0/50 0/50 0/50 0/50
JryoEEmE [ M| 0100 0100 ©O/50  O/50 | 250 - 0/50 | 250 0/50
AlEAR R P M| 17100 2100]| 0/50 050 | 0/50 1/50. | 450  0/50
fitg R E B | 1100 0/100 | 0/50 o/50 | o/50  0/50 | 050 0450
B LR M| 0100 14200 ] /50 0/50 0/50 0/50 | 0/50  0/50
Bl (WBRADRERE M| v71 o885 | 033 32 | 040 0/44 | 030 0/43
FREEF IR M| 71 /85 | 0/33 1/32 0140 1/44 0/30 0/43
384 R iR B | 1100 0/100 | 0/50 1/50 0/50  0/50 | O/50 0/50
sl M| 27100 0100 2/50  0/50 1/50 1450 | 0/50  0/50
EEE B | 2/100 17100 | . 0/50 0150 0/50 0/50 0/50 0/50
k=gt M| 0100  0100] /50 1/50 150 0/50 | 0/50  0/50
TR FEKEMBBIE | B | 1397 6100 5/50 2/50 6/50 0/50 9/50 0/50
7 KEHaE M| o097 11100 | 0150 0/50 1/50 0/50 ‘| 0/50 1/50
S RiE B | 2/97  0/100 | 2/50 1450 | 0/50  0/50 /50 0/50
+ Z16HE | M| /98 O/95 | 0/49 1/48 0/50 0/49 0/50 /49
= R OB M| 294 /96 | 0/46 47 | 0/49 0/49 |7 0/47 (/48
[E1kE FU—SHEE | B 796 O/96 | 0/49 0/49 0/48 0/48 0/44 0/46
B M| /96  0/96 | 0/49 0/49 1/48 0/48 0/44  0/46
il BE M| 1798 0100 | 0/50 0/50 0/50 0/49 | 0/49 0/49
by FRARERaREE | M | onoo o100 | oS0 1/50 0150 0/50 1/50 0750
RAMERFE B | 1100 07100 | O/50  O/50 | 0/50 0/50 1750  ©/50
FAERREEE] B | 000 o100 | 1/50 0/50 0/50 0/50 0150 0/50
RIS REMRE| B | o100 17100 | 0/50 0/50 0/50 0/50 0/50 0/50

WHE A EEALE B | 5/98 1/50 3/50 3/49
biE HEAE M | 2/100 0/50 0/50 0/50 .
PR |ERE B 6/99 1/50 ' 3/50 3/49
|HEE B 0/ 99 1450 0/50 /49
= PR P [l M 2/100 1/50 0/50 0/49
B & M 0/100 '1/50 0/50 " 1/49
Mt E M 0/100 ~ 0/50 1/50 0/49
S P RS B 1/100 0/50 0/50 0/49
RBELER M 17100 0/50 0/50 0/49
FiEHIE B 0/100 0/50 1/50 0/49
B: Bk M:EN, BN RER (# <)
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®=—39 Sy bERAVWENrARERRICS T IBREOEEREIN &%)

& & & (mgkg/H) Xt B 1 5 20
5 ¥ B ' 100 2100 | M50 50 | Pso 250 | P50 250
FEH (BPRLEHE M 1/160 0/50 0/49 0/49
e o I M 0/100 1/50 0/49 0749
PO M 1/100 0/50 0/49 0/49
R [JeieiRiE B | 6100 1/100 | 249 1/49 3/50 2/50 6/50 0/49
R A R M| 17100  2100] 1/49 1749 | 1/50 1/50 0/50 049
R | B8 | 17100 o100 | O/49 0749 050 0/50 2/50 0/49
5 I L B M| 7100 4100 0/49 2749 | 2/50 450 [ 5/50 2749
THEE (B R B | 3/08 59/100 | 16/49 29749 | 19/50 27/49 | 19/49  31/50
TERE M| 0/98  4100| 249 2/49 0/50 6/49 | - 0/49 3/50
BI% B EBRIE B /99 0100 0/50  2/50 | o/50 050 | 050 0450
B MR M| o9 2100| 150 150 | 1/50  0/50 | O/S0  0/50
BEMmEE B | 79  1/7100 | 2/50 1/50 7/50 0/50 2/50 1/50
Vi e B 19 0100 0/50 0/50 0/50  0/50 | O/50  0/50
Y WA B | 0100 0/100 | 0/48 0/50 1/49 0/49 | 0/50 (/49
B E M| 1100 17100 | 0/48 0/50 0/49 0/49 0/50 0/49
G FLBIE B| w9y 1/99 | o150 0/50 0749 0/50 0/50 0/50
£ LRSS M| 0/99 o909 | /49  0/49 1750 0/50 | /50,  0/50
53 ERBHpE B! o100 17100 1/50 /50 | 0/50 0/50 | O/50  0/50
FreeicBaielE | B | o100 /00| 1/50 0/50 [ 0/50 0/50 0150 /50
FHIRRE B | 17100 0/100 | 0/50  0/50 1/50 0/50 | 0/50  0/50
HRHE P (BRI M| 14100 07100 | 0/50 0750 | 0450 0/50 0/50 0/50
PARAIERE | B | o100 01001 0/50 1/50 0/50 0/50 0/50 0/50
FE R B | 17100 0100 0/50 o050 | 0/50 /50 0/50 /50
BB B | 0100 0/100 | 0/50 0/50 0/50 0/50 1/50 0/50
i HEEEHIE M| o1 00 | 0/0 0/ 0 171 0/0 0/ 0 0/0
Jﬁ%g R M| o1 0/1 0/ 0 0/0 0/0 0/ 0 /1 0/0
BT (LR e B | 527 5563 | 111 3134 211 2831 o2 1113
e B | 15/27 5/63 | 611 434 6/11 2/31 22 1113
PabiiE . B | 10727 3463 | 311 2434 3411 1/31 o2 /13
VFLI AR R B[ w27 263 | 111 034 | -oa 031 02 013
ABRE | B_|.0r27 __&63 | 011 334 ¢ 011 331 ) 02 113
BF_LE i M| 05 16 | U5 o5 0/ 1 012 o4 11
FLERSE M| 15 13/16 | 2/5 5/5 0/1 11112 V4 1011
FREEHEE M| VS /16 | O/5 o5 | o1 o1z | o4 om
REAE P E M| 25 2716 | 15 oS 11 0/12 o 4 1/11
B W R | R RE ARG M| o/2 0/0 1/1 0/0 0/0 o0 0/ 1 0/ 0
BTk |[AEfebang B 01 0/0 0/2 0/0 1/4 wo 01 o/ 0
Hat HHENE B| o3 0/3 0/1 16 0/0 0/6 0/0 0/0
L BFLERH M| w1 172 0/ 0 01 0/ 0 o/ 0 o/ 0 0/0
TR AR R M| o1 1/2 0/ 0 o1 0/ 0 0/0 0/ 0 0/0
= AR iE B | 0/34 0o/12 | 0O/15 113 0/23 o5 1/26 o8
FELEAFE | B 1734 o/12 | 015 013 0/23 0/5 0/26 o8
BEFEEMEE | M| 134 w12 | wis /13 0/23 0/5 026 /8
Fi BHE M| o0 0/0 0/ 0 0/ 0 1/1 0/0 0/ 0 0/ 0
Jiedid F R M| wie o/5 0/9 02 /9 0/2 010 0/5
i HRAEPIE M| o0 0/ 0 171 0/ 0
g U B| o0 0/0 171 o0 0/0 00 0/ 0 0/ 0
WEE |BYLEs M| 00 /1 0/ 0 0/ 0 0/0 0/ 0 0/ 0 0/0
FERE&: (I B | 0/8 0o/8 23 02 0/3 0/ 3 0/2 0/ 4

B. Bk, M B, BEHBEY
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9 EENBMRTAHOENE
o-1 EEMNHMW (BRL36610) DFk Z—34~35
BE T e S RO LR, FCONEBRNRIAS I RS, FITR
EARHRE LTHFETS (N B, o4, A, #hlk 35 28) . ¢ FOXER#Y
7 ADRBEZERBEY L F U BRL36610 ORAETH o722 25 (~, B, 94,
e, Bl (23-1) 28) , REWOZLTMEFMAHTHED BRLIGIOA (EMHE) T
MLiz. 272, REBBEEIIENERYHREEET -0 KERAKS L L. 23,
BRL36610A #f BRL36610 D34k L D b WVWEBIER 2R T (F. BEER 13-1) 20 .

(1) BE5EBETIREL
BRSO R b T 2wy R EEBIRARS L8O LDy ETH 5 38 myke 2312 (E
=—41) , 38, 50, 76 RV’ 150 mg/kg ® 4 AiE % & Ew_

(2) HERRKAR

BRL36610A @ 76 mg/kg LA L OB TS HIC2MFET L7z, 50 mykg LT 055
THbNBEIL, 5% 25 SUAICEERL, FOBOBRII2 P oz, EoEERIEE,
@wﬁL,aﬁﬁﬁﬁT&wj%%ﬁﬁot.ﬁ&fu,ﬁt&wiﬁﬂk%uﬁﬁm%ﬁ
- BRERIhRbol (FE=—40) .

—77, BT F Y 2BIRARS LRI, BT 50.4 mg/kg B, %T?megﬁ
K OVFCHFRR L, ELBRITREE, IR R, EEEs), BREHE TS TH o7 16.0mgke
FIZBWTh, BERCRBRE, BRI, b, 22, EnEg), &% gRESHET
sz, BEHSAURICIIEELL: (E=—41) .

VLED X 517, BRL36610A O SHFMIC LA ELITERR/ SO 3 5 V5 L ITITRKRT
% o 72%%, BRL36610A @ 38 mgkg B CHMEICEERTE LARESNEDP o720 L,
TR LT VT 16 mgkg FICBWTOEERE, B, 28, kEES), E$E0E
ELrBEISEEIN., £, BB U 2F U ORNEFEEN 38 mgkg THo 2748,
BRL36610A Tl 76 mg/kg &, B SUXLF VD 2ETH -7z, ‘

L7:oT, ZERHFYWTH S BRL36610 DHEAHE L b  EHER OB VIER-S4O BRL
36610A (IEERIE) OFMN, EB SO F L F v L ERESRBRET #7222 &5, BRL36610
OREEOFMRE, EEBAATXEF Y X VEWEHB SN,

- 188 -



2= —40 BRL3G610A D7 7 XICH 1T 3 BEAMRAKSRE™

HEEEY {cD1=w R, #o~10588, J301~330g, $218~258¢
*E5HE EEIREL Y 10 mLkg D& TH 3 mUgORE CERARS
BRI 14 H M
5 Emgks) 38 50 76 150
B ds 25 35 25 42 d2
pIAS ] 0 6 o 0 2 2
(S ITEES| .
— RS ME Rk, TERAEE, B3 ([, MRAE, B, RSERCET
HEME T ./ ToiE, A5 | :
(%), BB
* & — _ — 2RO OEETE S
W — - — | —
M%@ﬁﬁﬁi 50 mg/kg ZAB X HET, 76 mgkg ki

B EWAEN, - REFRER2L
76 mg/kg L L DI SEECIE, HCTRERBILETHRR Lo iiRsed.

go—41 ERIOFEFLOTYRICH T2 BEBRRNE SRR

R EY CD-1¥ T A, J'24~28g 218~26g
TG hE E#IR X Y 10 mLkg DFI-ETH 0.05 mLAB O EE CRIRAIXS-
e 14 B
TS5 BE(mg/keg) 0GEE)| 160 21.0 284 37.8 50.4 67.2
B &3 23| M3 $3 | 3 31 Sy 3| M3 3| &3 23] 43 %3
A o ol o ol o ol o o] o 3| 3 3| 3 3
—REARE - R, SR, | A I
B, R, FER-ES), | HREURE, REEEE, MREE,
PR, ERES | BB, B, 2R, EEES, EmRS
ETE ) FElElESy, SEMEER | Hk, BRESHET
(&
& - - - - - TRt (MR,
TR
LDy 8 ¥ Jd:44mgkg, & :33mgks, I 38myks '
(5% HEX [B]) (% :33.4~43.2)
o ERAEl, - RERRLL, #1 BEESEICLDER
9-2 AHMOEFIE
ROV, REOFHYORBMEE 019D T TRELZT L5, FHMOH
HBIER L Ao 7.
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10 ZOMbDRER

10-1 EMRUEBR/ OX &+ OHEks ——212
FNOBEREERRRTIE, BRYEL LTHBAST 2 F 2R LTWwWE D, R
NOFEFY LEBATFLF L OBEE, T OSBRI L ) HBRE L.

Ty MIEBR ST X2 BRSO ¥ F Y D 151~630 mg/kg % BEREORS L2k
25, WFRDEIZBWTD 41 mgkg HX VRTHFRER L. BESNA-ERERE, »
THROEIZBATHEE, HEERTEREOTHMERNOVEICIL L LEZONLEL
ThY, REICH L COIABEOBELR LA, LDyfEid, BB o RHE#EE I
630 mg/kg LR B ThH o DI L, BB/ YO ¥ 1 5 Tld i 440 mg/kg K UHE 530 mg/kg
Thotz, LPLEXED, WALAEBRSTISEF Y 2AVET Y FORERORSRB
DIoBIT B LDy ML, ML DI 374 mgkg THoleZ &5, ERER UEEBREORILE
RUSEHSRICAS2ET VIO L INE (Bo—42) .

7=, Ty FIC UCERER ST F £ I EREERR T R bV R RORY LR
DERIFVTFNRD FIREEXTH Y, BEHRBORE TS IR CEREZR L (AN BIY,
575, E, et RIESR) | ARCERSh R e T EREEE LTEEL,
RFENZZ L2, FRRUER UL F Y REZZREOEKNEIREZRT EELONE.,
BLEED, BEBREIRSIC X 2 S MEEEN, BIMERSICIAFBLEEDTEMLTY
HiEZLR, "X LS OENEER, EREVHS LRIENLEBER-ES T
o, BRSO F T2 HAvCER LARRR#E, BB v 0F:E L FRkRIC
ARl L CHRRER V- EHIRT L.

Fe=—42 LEEBUEBEIOXtEFLO5y bMobit3EMIEE

[ER Y SDH&T v b, #15~638#, J:129~145g, $:116~132¢
55 HIE, 10ml/kg 0F4 CHAIEOHRS
B 5B (mg/ke) 151 216 309 441 . 630
ik 43 $3 &3 23 $3 $3 | - I3 2R3 g3 23
s 0 0 0 0 0 0 [/ 1 1 1
Bk |—HAREE, |[fEHNE ] [EENH TR, RR, TER) TEHE)
7 |EE (&%), e, A &, |8, #HED
; BEFRED) |[WE, HEE®)|, EEFRD
- .
T B, - - £ D HERE - O HEATRAES
> EF 2 - BRE
Bt [FETR o %0 Jo %o Jo_ £o0 d2 %1 d2 %2
B [—RCIREE, (UREE, METERER, &R, [B8(5Y) BOEM(E) BB
NI|EE hEMmE | (B MBS
o} (&%), EE, ' K, FMURE (D
jz HE, MBS
7l oz — f— - RS EBNRB|EESY B
- Wik - W AEE
B OTIEE [/ S0 3 F 0 3630, 441 LDspfH © & $>630)
RULDsfl |BRBE/ ST 3+ 5V 1 3441, $441 LDspfl ¢ J'440, $530)

—IREWREL, | (&HE :
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10-2 HEMES Y FOEBERICRIZTHE . = —36~37

ATEEIER CRIERB Y 0BT, HBRANX £SO 50 myke/H % 107 BRI
BORS L8, BREEUCRE AORBENEL T SRENETAZD bR, 14:8H
DHREBERTRICBWTHEBEENZBO LN/, #2°C, B SD %5 v MR
RoextFrol, 5 15 RU 50 mgkg/H % 15 BRAKEEORS-L, 78 ORERMNZ &
LU, MARESR (BRERUEELE) CRIZTREETCEERCOVTRILE,

50 mg/ky AHR TR UHESWHIER L, EEAOREIRATHo-2 L2, £S5
71 B (BB A=H%5FKA) BicRBEPhIEL, #RicE L £, 15mgkg HUTD
BEETI, BSHMERTRE CORERURBE FECEBEYRENDOSNE Pk T
LD, REROBMICOVTILRERSFORELER Lok,

ﬁm@@ﬂﬂT@&%ﬁﬁﬂ$¥KE®Lkﬁtm&%h&#ot.mmﬁwﬁﬁfMI4
- BB LI BERERBINE IG5 B% & ) BB L7225, BRIERETH o 7. 15 me/ke/
AU EO#RSBECIIREE, HEFE HREDET, HuME, 8, TERUHREE
TEO—WREOE, B IEAEEMBOREFHES K, 50 mgky BB CIIERIRS
7THELDBECHEEICRED bz, 50 mgky BETCRIECRFEFEAOWTRIZS, KREMHE
ZHREICBWTEE LRI AEOREE AN, BRCRBRCH o2, 7, BEEE
BEARUVLEZR LM, BHUESERUEROETFHEOEMLAD SNz, 15 mgky
AUToO®RSHETHE, HRSTERRUCBE LEBERFRRENLS, FORBEERTE
BEUMBRLABRE CH o220, RELREELAEETEZwEEZ N
MR AT F T VBER, REERNOHAL) IEEERLE (E=—43) .
P&y, #HES v 0SS 5 EEERIT 15 mgky B LIS hi,
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J=—43 HEMS v FOEFERICRETE
it . SD&T v b, #6:M, J . 160~237 g RS HIKEE)
¥5HE 15[, 19 1H 10 ml/kg QS CREFETHRS
5B mg/ke/H) 0 GERRA) 1 5 15 50
i3k &30 430 430 330 30
A A 7 M (15) (15) (15) (13)
BT 0 0 2 1 1409 © 1 fEER)
(EBE, FTE) (92 H :FEEE(18 H (#5880 20~70 0 : A
—fxiRKE - MR |9REE, SiEdE, ES, R, S
BEEEET, [ BEEHET,
BTG - M, (R, BiRimYe - M,
SN, REETIE, HEEET
HEMIMEY 718 151.5 1527 1515 1304} - 62.7 |
(%) 106 B 183.2 185.2 1809 156.9 HERELL
REER - - - - -
# o’ - - - - HE LEEE -
IRy
TR MR 2 AR AT - I T A
1% 15 15 13 14 6 1 12
R R 2 0 2 3 6 3
BREEE 0 0 0 0 o 1
R CEME X 1 1 1 0 7 0
A3:2:3 A 0 0 0 0 6 : 10
LREKIE 0 0 0 0 2 !0
FRIOR (] 0 0 0 8 | 3
3 0 0 - 0 0 5 2
FEIIFFT 4 7 AT (ng/mL) '1.56 102.5 635.5 2808
(K ) 0.64—~4.18) | (31.6~315) (393~ 1206) (1665 ~6008)
El{E fE2RE8 15 mg/kg/ QLT ORSHTR, EEJBOMABENRESBESA R P07 bR b,
HERICOWTIIRBEHGPHNRE L 2do o,
WERBHTS | g
#1:ME, BERLE Xl
#2 : 50 mgkg/ HEEITIRS 70 H H D5 23 REFEGEER 71 B), mmﬁiﬂ‘é 92~-94 § B 05 4 Rl O Mg
W
- REmAAEL, | ({EE, 2)Man-Whitney © U BE(vs 1 IBE)
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BB BB erarrantiiiaanerteriisrtariseritertaetstearientrnasesenreisarnearennee 193
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1-2-4 PCA RU'H 77/77 FREAREENREMICH TBIEME «oovvereererereannnen, 215
1-2-5 NORY R—LERHLL T — 3T BIEH ccrerreretosnsstsrecasraes 215
1-2-6 N"OnY F—IWZ & B 7RKENERXFER ol imbing FTEHIFNCIET SEH -+« 216
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1-2-8 BERRFCHT IHRMERUBRERCRETHE - EREERRIAEL 219
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*. EEEEOROBE—RH

B 5 (M) bt ¥ % B & X e
BN ndFy (-}-(35, 4R)-4-(4-fluorophenyl)-3-[(3,4- H
. 0
AFI methylenedioxy) phenoxymethyl] ‘
iperidine monohydrochloride
GEm TRy T i
hemihydrate -HCI-1/2H20
o0 °
H
{-)-(35, 4R)-4-(4-fluorophenyl)-3-(4- o
BRL36610 | hydroxy-3-methoxyphenoxymethyl)- AR
- | piperidine '
HO OCH,
*. EREAOBOBE—HR
5-HT S-hydroxytryptamine
NA noradrenaline
DA _ dopamine
5-HTP 5-hydroxy-L-tryptophan
PCA p-chloroamphetamine
H7177 4,a-dimethyl-m-tyramine
mCPP m—chlorophenylpipefazine
ADP adenosine 5’-diphosphate




1 HERM G SHB

w3

+. FIBEH

g FrAafY (UT, EBuFeFr T OFh2EMTS-010EH
L7-HEBREE RURBREEOBEL T~ 1RC 210787, SBRIIER o5V CEBL
720, S EILEREE (N\udrkFy) REEE LTERLE.

Foh—1 WVHEEMTIHBRNR KR

. BE | B5EEmgks) .
ﬁ%g [€:58) - E5ER BB 55
1 9 ofeh
(1) TSR EKEER =7 A 0.3,3,30 |3mgkg U L CEBRHORELEHRE. |F—1
(5 HREEES) )] ¢.p)
@) ERERHR <Y R 2,48 |4mgkg Bl ECEMREOHER BRI [K-81
(10~20) ip)
(3) HESWES Yy POLY| Ty 4,8,16 &Y A FITE)E R EWEAFR )
T4 FECHT 2R (10 (p0) (EDy, fi5 : 8.6 mg/kg). s
@ BHREES v FOAUH Svb 32,64 AUHA FTEICEERL.
4 Firghicx 428 (10) (p.0.)
2 WAL
(1) Scciat interaction 35% )
1) BEES-HE Sy b 1,3, 10 Social interaction PRI - S8 % L.
(12} (p-0.)
2)21 BMEERS R Sy b 1,3,10 |3 mgke BLET social interaction FEE®>
‘ ' 14 (po)  |ATERMMIER. H—3
@) Vogel a7 7 VB
1) BRIk gv b 1,3,10 |ELavrBicEERL.
| @a~26) (p-0)
2)23 HBRHER SR AR 1,3,10 |3 mghkg BETEY a v 2 BoREREMN
(13~14) (p.0.) FER.
(3) BRI TERERE Z v b 3 3mglkg C open arm [ BIT A HERBRD |F—2&2
(6) (p.0.) AR B BRI,

(21 HME#E#HRS)
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®R—2 FHARFCETIRBRABE—ER

. , EipfE | % 5E(mgke) _
HEREAE ) - Fr LR BRI ke
1 S-HTH Y AABEERER ‘ :
(1) In vitro SR 5o MK 10 oM AL SAT W DALBEERA GHE ! (4
TEMEA’ Y (nviro) 7.8 nM). NAKDRALEERREHE &i
¥-h (3) & : 32690 nM). _
(D Inviro BB GHHHEBY (7 v PRI 05,1,2,50M | BEAN%R 50T WY AHEERA GifE: [5-23
TEHHEATH  (nviro) |1.1nM). NA BT DAN D AAHEEHIZ
b (3) BV (Ki fE - FhER 350 oM R OF 1100
nM). ) .
(3) Ex vivo 8% . ‘
1) BEHSHER Fwv b | 006250125 [0.25 myke B ETCHBEKENSPOETDR [F—4
5 025,05 |5-HTHYALBERET. NAT D A&
(.v.) LCitEEERAEL.
2) BEHREF® @RikEy| Fv b 1,2,5 A FEHIT A0 5T S h A&
) - (p.o.) E1EH (ED4,{H © 1.9 mg/kg). 30 mgkeg T
H NARDAHBEEEASR L. '
3) 14 AR S35 RBR 5y k 5 PR TIMA7 b-dn S-HT T DRARM (-5 3
) (@.0.) EEARTA, NA TDAAKBEERRHITE
L. R#RE 24 M, S-HTHDALE
ERAEE,
4) 21 HFER S B YR 0.1,1,10  [0.1 mgrkg Bl ECRIMYT? W-hO 5-HTHL | R —2 4
(6~8) G.p.) A% BESER.
2 BAMERA s-HT S RIS
RITT BRIy 17D
() FRRGERCUEE | KET 08,24 |08 mgke CHEMBRBERE R SHT &R |F—&5
EEAS-AT & (4~7 G.v.) 1247 2 fEI 0. 2.4 mg/kg CHITAER H R
‘ UEREMRTE SR 50T SRIZENE
N2 FUF 4 g,
(2) WRER 5-HT & ENEY b 10 5-HT OEREHRIIFECHMN. KER|+&-5
(14 H MR35 ~86) (p-0.) EBIEIZ 10 mghkg #3515 &, EHHK
o S-HT - E FI2Hm.
13 5-HTP %5 head twitch ITEI | %+ [0.,05,1,2,5 |2 R 5 mykg T 5-HTP 3% head twitch 1T [+ —6
DR ) (5.¢.) &R T,

4 PCARUH 7171 &% Jv 1 05~4 |PCA ZEREREHEWMZ AREFENIC |F—&6

EEY BRI B 1R @ (s.c) PEl (BD,, 18 : 1.7 mg/ke). H7777 HRE
FEEEINCH LT 20 mgkg THLHE
2.

5 NERYF=AMFERIIV | S5u+ |03,09,26,88| 87 LT3 BRET. ~uxY Fo)
7Y kT A (5~15) o) |BRAFLTU—HLTLEBERL.

6 NEARYF-VIRLBTER] <5 | 26,8826 |7HELEFHER climbing FTEIZH LTH|+®—7
ENE aa?f% climbing 1T} ©~10) (p.0.) L. 83mgkg ioBWTHN TR F-
i35 215 MZ kBT HEN & 355 climbing FTHH

Flic LTEELL.
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FTh—2 FAEEFCETIHEREE—BER (KZ)

. B |52 mgke) -
PRRE @ | -momm B £
7 mCPP HRHIEERHER
AHtd 2 EHER
(1) BEBESHRR I} 10 mCPP % B BEHEERIIH L HE
(10) (p.0.) L. g
(2) 22 H FiRH#HS5-BER Fv b 0 mCPP 5 B HEENSRERA 5 L TR
(11~12) (p.0) 8. ) '
8 BEFEHCHTIEME :
RUBERRCRIZTHE
(WEBZFFCHT2BMME |7y b - 10%,107, 105, | 7 K1Y ¥ RHEM(@, o, B), F—733 ¥ [R—9
ELEY M 105 10°M |FREHD, D), &T b= REMRG-HT,
| R T (invitro) |5-HT, 5-HTy), AR %Y 25 4EM, M),
@ = aFRBE, CASIVH, B)EF
&, Ry UIFEYEEME, GABA SH
{E(GABA,, GABAY), 7 v ¥ X EREEE,
F 4 FEEEG k DRV IERE
(o, o) DREBEMERE . (ki #H>
_ 200 nM). \
QOBRESERCHT M| v PR | 102~10'M |5-HT upuke site i3 LCEVEM: &i| T 8T
(& kAR SE(3) Ginvitre)  |1H:0.1aM). 7 F L9 U VEEE (o, w),
S5.-HT, RBERUFLR S ) Y SHRE~DE
EHRMEIRE.
@BESTIvEEVy—¥ |3y K 10*M EB/TIVAX VY- EIERICEERL. (k-9
EcRIZTER SER) (in vitro)
o % BAT |7 5 FIERARR ¢

RO F 2 F VI RFRICI B TRERESIZL DHD o AE2RL, REERR
BV OIS OfEAERLE. £ b2 (SHT) MSRHEES ORETLTH LS
BB v bOA A FITENIH LCIHRIER 2R LA, JUT7 FLFTJ Yy (NA) A
BEEREE S OWET L TH LRI T v bOA YT A PRSI L 2 o7z, /D
F4F Vi, social interaction SR Uf Vogel B > 7 U 7 RERICH VW CEER S CR/ER
ERELh o2, HERSIC L VHARERERL, SERTERBEHRBRIIB N THEE
BH L WFARERER L.

TEFIRERF ©

1L/ F 2T VIR % SHTI D AABE/EA 2R T b OO NAKY AL FHEERILH
¢, F=33 7 (DA) Y AAHZVERIIZIZE A YR E o7, Exvive RERIZBWT, 5-HT
WY AABEEERZR LAY, NA D AKBEEIERERE 2P o2 RERSLTY, 5-
HT B Y ALEERERIIRTH OO NARDALKBEERIIRE S, £05-HT Y AAEHE
Ve ERIES 24 IRRIfRICHSE L.
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BEATR TV IEUREE R UTEEER BT 2R SHT S5 B s ¥, BT,
5-HTP %% head twitch TTEI O35 R ' PCA FH B EZEB B MOIHZ R Ll 20, 7
SR ESMIC b S-HT B AL BHEMRH ISR SR, €72, H7/77 R ESER MK
LTHRERZRE o2 LD b, NAR D AHZHEEHIBZE LTHWRWI EARE I,
EBAOFEF VALV T VR BRET, NORY F-VBERH LTV THLTD
ML RERMol, B2, TRENEAER cimbing THRINTRY Fe- iz 57
EN L 2 FEFE climbing TEHIFICK L CHEEL R o2 225, DA FHEMEEMN LT
HEERZREL RN EITRENE, '

. mCPP FHHEEFEBIEMERD IO LU TS/ 32 7 VITERR S THEREE RS 2 h o
72A8, REHRSCEIGRAEZRLAZ LS, EBENNT S F VIIFERSICE ) BiEE 5-
HT,c S840 downtegulation 2 FHT B2 LSRN, F/2, T FLFY VB854 (o,
oy B), F—r83 VZ#4 (D, D), LU ZEE (5HT,, 5-HT, 5-HT), AX%
V2R E M, M), —aFUEEE, CAYIVESE H, H), VVIVTEL S
74k, GABA S774k (GABA,, GABAg), 71V ¥ I VEESHE, A ¥ 34 FEAE G, k, p)
RUY 72254 (0, o) ~OEB ST FF Y OBEFAMIEL, B/ TIvFFY
¥ —CPHEEELREhol. ‘

KBWOHHCONTOERHER ©
WBRATXEF oL FRBITSEREARYIE, BRL36610A ¥ UICL OWMBRREEHF
(BRLA465524) RUS/ V2 0 v E#aAth (BRLAGSTSA) Th Y, BRL366I0A BUEDZ I
70 BIEEo S-HT BUY ;AR HERENE (KifEiEtheh 24 RO 524 i) 1, BB SO

FEFY (KifEiE7.8 oM) ERBLTHE, WEMEAHE SHT Y AAMEEEERE L

Ao 7z, Exvive BERICHE YT, BRL36610A DTEHESHERU S V7 0 ¥ BABAKIL 10 mg/ke

DEIRARS T S-HT ) AKBEEH LR E o 2z, Tz, HEMEHEEWEZEE

@ BRL36610A OEFMEILEP o7z, ThonZ &dh, HEE/SOF v F L EREH LB
CRBPOEBERILILALBRTEIBIDLEIONE,

REOFAERDEEOLER :

WRTEHY F+ 7V —23EAD 5HT WY RAEEEEOB S ITEB X LF >
YO TSASTIVEXFIV>INVFFEFUOTERFEF U >VANITVDIETH 7.
¥72, 5-UT Y AABEEREICHT 282 R T KK XYy 079 A >ERn
FEFUSTVRFHIVOVANIUSTINAFEF V=72 EFLFVOETH o7,

Ex vivo REXC O S-HT B AHBHEFMOR S GBS0 F EF U >PRYI >V o0
TFASTNGZFEFYSINVEFFIVO>T2EXFEF Y OIETH o7,

PLEORGE, S, RSN AR SSHT D AKEEEAEF L, RERSICLY

) oERARUBTAKIER 2R T. COERBF & LT, 5-HT EHEOHRITH <, 5-HT,
ZEAD downregulation 12X B EZEZ HNS. Tz, FREUZFTRI) PR LERRY, o
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TRUF)ZHHE, CAY IV HSEE AADY Y M, SEEICHT HEAENENE
LAy, EVMRIE, 8%, DERUVSHESORERZ2RBRT 2 THEELED TRV & #
Zbh, IOWRUN= Y FEEOEREEL LTEVWEHAESHFINE.
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-1 FhEEM G5 EERR

1-1-1 #15>fEH |
(1) =7 RERHIAKEER H—1
=y

sk kERER I B O K R OFTBY L (EBYIRAE) RIREL TR 0Oy Y —=
YETHY, SHRHD OESERRN P ERT 5 Z AR ENTV . FERBRILIEER Y
O &£ VI SEAE R PELERET 2 DI EHi L 72

ik

B AdY BT ARKDA T T2 YVEY ) ¥ — 12 ANTKREKITEI & 6 SHBEL,
ﬁ&@sﬁﬁtﬁﬁ&ﬁ@ﬁ%%ﬁ&bt.ﬁﬁ%QM1E1ESHﬁﬁEW&%L,ﬁﬁ
s 1 (BEHRS), 3 RU 5 HHO®RS 1 BEBICERKL -

R

WEBAAT S F VBRI S CILESRMAERIEHZ RS 2o 22, 30 mgke 21 H 1
E3HHE, 3RUT30mgkg% 1 H1HS BRREERS T LIZLY), AEEKENIOEFR
hEBSBERERERLE —F, BRE/ VT FLSY Y ERYALKEERTHLTT
OF1) v, 30mgkg % 1 H 1S5 HERERS LTIHELRERd o7 (FRF-3).

zo
R Al

BE ST e P RS L D) e 2R - L SRIE S R,

F®h—3 77 XEHIKARERICH ¢ B EEREAICH T S1ER

‘ BEE SEBIRER (7))
BBME T -

(mgikg) | #4524 BREM HE S 3 Hifldgs S HE®RS

E (0.5% CMC ‘{'ﬁﬁi) _ 0 168.0+1.9 171.8+0.6 171.0 £ 0.6 173.8+0.8

0.3 164.8+34 171.0 +1.8 1720+12 1740+1.8
RS F L F 3 167.6£0.9 1742%1.9 168.4: 1.7 1352+ 2.3+
30 166.0+1.7 172.2+2.7 156.6 £ 1.5%* 110.6 £3.5%*

0.3 170.2+2.1 _175.21 1.1 171.4%1.7 1726 £0.7

= 7aF) v 3 168.6 +3.6 173.6+1.0 170.8+2.6 170.0+0.8

30 1712+1.9 1708 +£2.8 169.0+ 4.4 170.0+23

CMC . ANEF LA F T —2Z
1 p<0.01 vs IR QEER riRE, FEBREEIL L) AEES)
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(2) =Y ARBERER F—51
BH9 : _

REERRIIEY 2 BN ORR 2 RIRIC BV 2B A4 5 2 EENRAE 2 30E L U7
B, BEHEORVIL) 2EOAZ Y Y FETH Y, SBRHD oEPEERE % 6%
FTAHILIRENTV S, FRBILER T LT VI oEHERTIEr RT3
2D ER L.

Hik ‘

M NMRI 2V ADRPEELCEILR YT, 8o E8i2 D ¥y 27 v/ T6
SEMEL:. BREHER 7+ e VET 10 SHHE L. FBRYEIZRERO 30 48112
MRS L7, ,

R

ERATFEF Y (2, ARV 8myky) BERKENZEDRNOEREAEZRL, 4 R0
8 mgkg THEENFED LN, BEEFHEICH LTI 16 mgkg 2BV TR RSP
a7, ‘

—%, BIRE 5-HT B AKEER CH A TNV F FEF 2, FAYT U RFA TN E Y
BT ERESELHTOIHEEICBWTESRR2EH L7 (Bk—1).

ok

ERATE LT Y IHREGREFET SR AT ) oA RT 2 LR SR,

R eFr IN0FFEFy VAVTYy A FNEY YrEeFr
140

120 f

100 |

oo
(=]
T

ok

%> bA-N
(=
<o
T

ik * * ¥

Y
(=]
T

L] %
| I SO N S NN N AN N SN AN NN SN N N NN SN NN SO SRS I I SO |

24816 481032 481632 1 31030 031310
(mg/kg, BEARS)

RF—1 vIREBERBRICH3EHEE (@) RUARERE O) T353R
EHEHIRERE (n=10~20)
i AEAEE @EBRADTEFY, INEFEFY, TAYIY)
0.1% Tween 80 SHAHEIER (Y IVEY, U IEEF)
#¥ 1 p<0.01 vs IR (Dunnett 15E) .

]

o o
T

#

¥
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(3) RERETIRES v FOWBTEICRIZTHE ‘ =2
HEY . .

RBEHIES v POA T A FITRRRILEA 5-HT MEROBBETIAS (BT
IDI/ETFNTHY, ZHARH) 2ERUSEREG ) XL VT4 FTEIZHHls5Z &
FRENTVS, FRBUTEBE SO F 2 F U FH) 2R ZRTPRPERET L -DIE
L7

ik
M WRASea B M ORBEPIRER UBANRE TR L%, 1AM, R
8 L7z Ty RISHT BYRATH (5094 FTB) #BALLY v b ki 20 BHEAL
rot, BRNEEEIRS Lz, 5 ABMRICS ) 1 FEBHOHEE 15 SRS L.

e
EEATRET Y (4, 8 RU 16 mgke) WHEREFRIC A YA FFEEISIL, £0 EDy
B 8.6 mglkg Th ot (Fh—4). W TF2FVOHE, FFVFYRIAITTI
YOERENBERV 20 TH otz £, FHT v PO—BERICH LT, ERSTFL
F i N2 mgkg IBWTHEBEE RS ol

ka5

BT E LT VIS OEERL, £ ORI SHT MERFEET 2 2 LTRSS

7.
FhR—4 PEHERMEEES v FOL YUY FITEICHT 3EH
FERWE 5B (mg/kg) | AV T4 FABIHE(%)| - EDy(mgks)
B %7 7 YT T ABH 0 0 _ —
: T4 20
R AT B F 8 40* : 8.6
] 16 80%
40 30
A4 80 50% 65.9
160 100*
40 20
A3I793Y 80 0 174.0
- 160 40%
320 70%
* | p<0.05 vs ISIEEE (Fisher O EHFERETEH) n=10 -
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(4) BEEES v FORBTRICEIETHE *—2
LD | , .

BRI 7 v PO A YA FITHRRIIMA NA HEROBEET RS KBS T25 0
FEFNTH Y, SHERHD D%, MAC HEH R VISR D8N A Y4 P78 5
THZEMFRENT VS, ARBRIIER AT EETF ¥ O8> DEE I NA HHERFEST 2
PEPERITT B OCER L7,

FHik

Hed WKA/Sea 7 v b OFAGERE BB T Rl L%, 1 BMLLERATLL, <
AVHT BBETE) (A VF 4 FIT8)) 2RFALLT v P 2420 BEHA L2, BRWE
TREOHRS L, 5 4ARERIZLAVT A FITBOFEL 15 7RBEEL-. '

R
VERASDFETF I 64mgkg iIZBWTH L )T A FITBICH L TEREZR SR o72. b
SUFYRUA XTIV, FREN 160 BU 20 mgkg BLETAY 54 FFFE) %I L7
(FF-5). |

= :

ERSTF LT VR OEAR RS B0 kI LB D, EOW) DEAIC NA HHER O
EEDA RN LR SR, ‘

FTAR—5 BRBEEHZy bDOLV YA RITENCKT H1EH

; &%‘i A1) 4 ]"ﬁﬁ?"-ﬂ%ﬂﬁ EDsoﬁ
IR (mg/ki) @) (mg/ke)
B (%7 T ¥ 7 o AETD 0 0 _
3 20 —_
AT A
s Y 64 10 -
FSURY 54 20 -
160 100* -
5 20
13753y 2 o 332
80 60+
320 0%
* 3 p<0.05 vs ¥IRAE (Fisher O EHEESRE-HE) _ n=10
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1-1-2 HARER o
(1) 5w b social interaction SXE& : F—3
Social interaction (SI) FREBRIEARIERICESrN-FPHOFR FEIRAE % STRERI 23R L L Ol
ETLFEEBEEN R CEEEMIEY SNI-AEEMEFLCH Y, FHERATEIL SIHE
MERMEEs 2 LB HMESLTRNS.

1) BEEEER
BaY

WER a2 F U BEER S X D AZER /R 9 24 % social interaction SERIC X B
Bt L7

Hik _

SHERANAET L 1 HOEMESD RS v r 2HAEEBHETOABBRESICAL, BRWR
K178, BETE, E5L{A &0 SIfT8% 15 FHBELC, SINWZzEHL-. #EBY
HIXHERD 60 5R7 ICEORS L. '

faR
BBATFEF 2 10mgkg BT H SIRFRUVEBREREICH LTEELRSI 2P0
72 (F&H—6).

]
ERA0F T VI BERG CREARERA L2 RS 22 PR Shiz,

FrR—6 v b social interaction (S1) HERICH T3 S| BRIRY
EREBHEICHT IR (BEEESER)

e oo @ | cmmm

B (AT Ve -REH) | 0 85.4+ 8.6 367.2+18.7

| 1| 777+£8.7 350.3+24.6

EE SO F 3 - 850%8.5 368.6+21.3

10 7724113 33114327

ZONTTERFLR 5 166.0 £ 10.5* 307.7+22.7
* 1 p<0.05 vs FEIERF (Dunnett #E) _ FHETRERE (0-12)
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2) 21 FRARERSHER | - h—3
EES) ,

BWE AT S  BARBRICE W TEERS CRARERAER SR o kI 2D,
BRIk R R L. '

Hik

5 HRMERIAE Lz OB SD RS v } 2 BEALEETOMABEMICAL, VR
E178, BRTE, #TAVEOSITHZ 1SFHBRLT, ROINHEEHLL. BB
WEW 1B 1E21 OBEORS L, BRET 60 SRICHBRET- 1.
R ,
BERAOFEF iE 3 R 10 mgkg/ H TR SIRE 2 BB ICHEMS /. BRESRICH L
T, WENATF LS VI 0ngkg BB TOHRRRELPoiz (Fh—7).

]
HWE A2 F Y RFERS IS VRALEHRRT 2 EAARRE N,

#F«A—7 S bsocial interaction (S1) RERICH 13RSI BERY
C AREBRERICHT AR (REHSEE)

i BN Pt I ey
B (1% A F VLT — A 0 42.5+82 4972 +26.7
1 57963 504.1 £25.3
R AT F 2T 3 103155 516.6+31.8
10 81.7 % 6.2* 447.1+£16.5
ZaNYTERFUF (ﬁlﬁl&ﬁ}) 5 97.2+ 8.2* 481.9+22.9 |
* 1 p<0.05 vs #EHLEF (Dunnett 7€) FHE L RHEEE (=14
(2) v FVogel X717 FABR *+—3

Vogel Bl 77 7 FERERIZBMERIECTH 2 HE (k) kBN THIHNE (BRY =
v2) Evd, HETARIETOMCEHYERE LA LR BV EEREICHT 5
HEADRELREL TAREHYEF N TH ), FEAALEIETUMEsHNsLs2 L
PHREIRTW5. '
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1) BE#RSHR
BrY o _

WO F 2 F FERRSIC X VA EAZTRTPEPE Vogel a7y 7 B
W& DR L. _ :

FHiE
20 BEEI#k L7-HERE SD %9 v T % 30 BRIE ok 847278, SBT3 LICESR
TavrRSIFBEVIEHTT, BLay 7 150 BEEELY. BBEWEIISERO 60

SENCRORE Lz
R

ERATEEF R 10mgkg KBV THE Y a v 2B LCHELZRE P o (FKFk
""8). .

=]

BT T VIBEERS CERAA R 2R IR W I &R S,

FA—8 TFv bVogel LT UT MRRICHBIBMI 3 v 7EBSHT 3R

(BE 5 HER) .
ERAE BE5E meke) Wy = v 7B (AR

B (1%XAF LT — AEHE) o | 10.1 i 1.3
1 9.9+1.1

BRAOEEFY _ Y R 8.8+1.2
10 9.4+12

FUNTTERFY I 5 15.6 + L.7* |

* 1 p<0.05 vs IFIEFE (Mann-Whitney @ U B5E) FEMELIREERE (n=24~26)

2) 23 HMREHSHER | \ HF—3

838 _
BRI T Y BEARBRIIB CTHER S CRAARIEREZRE kool LD,

FHERSCLAPRERE L.
HiE

20 BERTHEA L7-HEME SD R T v M & 30 BRI E R S8, SHEHKT AT LIRESR
av s ERAREC)EBETCHEYay 78T BOHHMNE L. #BWEIT1H 1E 23
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HEEORE L, BEES 60 HRIHRETo 7.

R _ .
EBATFEFVIL3 R 10mgkeg B THY 2 v 7 MEERICHMS S, (Eh-9).

3 |
YR/ 7 AT X DR 2R T 2 AR S e,

FAR—9 Ty bVogel BTV MERICHIZMY 3y 7RICHT 2 1EH

(RE#RSEE
BRE5E e
B E (ngkg/H) BHavrig (@)
B (1% A F 20— X EHD) S0 ‘ 56109
1 6.1£0.8
BRE SO S EF 3 8.5+0.9%
10 8.5+1.2*
NI TERSYF (EEKRES 5 12.2+ 1.3%
. * 1 p<0.05 vs IFIEEE (Mann-Whitney @ URE) : A ﬂ%ﬁ%’% (n=13~14)
(3) v FEEXTEEBEER (REHRSHR) , R—&2

By . ,

PR T R B A BED B 5 AT (closed arm) ZEED LV EITHE (open arm)
LI BELZHE L CAZREEZNET S HETH Y, FHEILALE open arm
Tﬂﬁﬁﬂ#mKUﬁllﬁlﬁ%%mé%% EFBEIRTVDS, Zk%tﬁiiﬁ@;\ O¥bkF
ﬁ“f"‘T?:ﬁ?ﬁ %Tﬂ‘ﬂ‘Eﬂ‘ ERET B30I ER L.

Gk

2 2@ openarm (10x45cm) K2 2@ closed arm (10x 45x 10cm) 6 % 2 HEXTFE
HEE (B8 50cm) & A7z, Listerhooded 5 v 2 RO HIIZE X, open arm ~NOEAM
3, open am TOWERH, am ~OREADH (BREHR) % 5 HHWEL2. BEBRY
Hid1H 1H 21 BEEOHRS L, SEES 0 S RICRRETo 7.

R

WSO F 1L, 3 mgky HIZHBVT open arm TOWERE R TEARBOE &%
ME, openarm TOREAREM ZHMS 72 (FFR—10). Arm ~O#REAMEIH L Tik#E
WERE Lol
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E5m

BT PV RS L VPR R R R o LASRIE S e,

FE—10 Fv FEEXTFRBRBRICS I AHTRMER (RERSHR)

BRWE ®5E Open arm C@®  |Open arm TDFEFE | Open arm ~ D A
(mgkg/H) | WERHE @) | REOEE (%) | BBOEE (%)
R (%A F N2 O — BT 0 | 340+ 7.0 141 +2.1 272+32
it A Bl 3 51.6+5.5% 21.3 £ 2.4* 363+ 1.6%

* 1 p<0,05 vs M (Mann-Whimey @ U R5E)

1-2 {eFIf&FF

1-2-1 5-HT W AHEEIFR

(1) In vitroSE

BrY

FHAEHEHEIE (n=6)

K—4

BB T LT ANRRE R S-HT i) AL BEFR 2 R TP EP2RE L2,

FHik

SD %T v FOBETEHEY T 7V —a5E2ER L, HEBRWEEUPH-S-HT 5w
PH]-/ V7 FLF1) Y (NA) ZET Kebs BRER (pH7.4) HC37C, 1051 ¥ Fa—
PL7 WY ALKEEEY (KifE) X Lineweaver-Burk JEATIC X hEH L.

=R

B O idEEARRH)

S-HT B ARHEERAERL, 30 K48 7.8+04 sM

THolz. —F, PHINAWYAHBERRIETE <, £0 KER 3269+£524nM Th o7z, (R

F—11).

A

A

BT F 2 IERE . S-HT BU) AR EERRAZRY S LSRR ENL,
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T"AE—11 In vitroBBRTOS v MR TEIEY 7T PV —LREICE G S
- [*HI-5-HT B 1) A & FREEH -

K.
HBE — T NA/SHT

bt Tt a o g 7.8+0.4 3269 + 524 419

P ) 35+1.5 8533106 244

TNEEFI 49+0.8 12480 + 1047 255

C TNEFEFY 151+13 5167205 34
PHE L HEHERE (n=3)
(2) InvitroRB& (RIEFRRE & DX HELED F—£3

By - ' -
BRRATE LT VPRI L SHT Y RAREER 2R 2 EPERE L. T, &
FE%I%ECH BRI 5-HT TR AKBEE L ORI LB ETo 72,

Hik _ :
MM CFY & T v POBRTHEY F 7 V-2 5HE2/ERL, BWEEUTHSHT %
BVIEPHI-NA &3 Krebs B (pH7.4, 006 mM /83— Y V&) £ T30C, 105K
AvFan—FLl BHAAEEES (Kif8) X Lineweaver-Burk & OF Dixon B2 L 1
ALz, F—r93 > (DA) WD AABEEERHITEEEE Y+ 7 by - ASERUPH-DA
CE3SREA YR aAR—bTAILICL BRI L

SRR T T AN A PHS-HT B A HERRE 2T L KifE=11 M), #0O%
I aTSITA, FNEFFIY, 7FXEFY, 7EXZEF RV I IO 2.4,
5.6, 22.7, 327 RU 1545 {5 Tdh o /-, BT 3£ F 2 OPHH-NA B ) AAEEER L
{, ZOK{EIE350nM TH Y, [PH-5-HT BLY AHBEERICH T % EREE RS KoK
BiE, YIOTTASEBTFLF IS TARFFIVOVR YTV ST A EF Y=
L I rEREFYONETH ot Tin, FWESTEF L F 2 OPHIDA B AABEEMERIRE L,
O KifHiX 1100 nM CHhot: (F#h—12).

wH

WEATF LT VIR S SHT L ARHEAA 2R L, ZOBMS IIEBR SO £ F
>TSS ASTLNREFIVO>INTFEF O STVLEFEFUSVRNVTIVOETDH
o7z, %72, 5-HT D AKBEFBIINT 5 BREL R Ky/Kisor T vyu T A>IE
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@Nﬂ#f%7>7W£#ﬁiV>§xU§V>5w%#%%7=71%$%f7®m@%

oY Al
FAR—12 In vitroBERTDZy MIKTEHESF 7 PV —LBEICSTS
[PH]-5-HT BV AAAFBER(ER (RERXIEE & O /7 HE)
L L FHI ST ?:nﬁl(;hf PHIDAY NA/5-HT | DA/SHT
oA FANE L av 1.1£0.10 | 350%6.0 1100- 320 1000
¥FaS5 A 2.6+0.41 | 3900+ 660 - 1500 -
VAUZ 6.2:+0.14 | 1100+ 42 >10000 180 >1600
TINEFEFY 25 +1.0 500 + 180 200 20 170
TrzEF LT 36 +35 710+ 57 - 20 -
AT 170 +14 | 8600+110 - st -
TIMUTFYY 87 +28 79+ 17 - 4300 - 0.91 50
I3 100 11 65+4.2 8500 0.65 90
FYSGI 1400 +200 12+ 4.8 - 0.0086 -

SR+ HEHERAE (0=3~6)

(3) Ex vivoiB&
1) HEHRSHR

HEY
1R/ S U F % ex vivo BRICB WV TR L SHT WY AAEEER 27T 2 E0%
BEf L.

F—4

ik

SD % T v MIHBRYE ZBIRARS L, ®5 15 SRICHETHRHY 7 MY —-a0E%
YeRL 7=, PHI-S-HT RUPHI-NA BUY ALRBRITEBRGELMA T, 121 (1) #B&REE
BT T 72 '

R : —
BENOFEF VL, 025~05 mgkg OFIRARS I X Y BRKFN»OF E 2 H)-5-HT
HYOAABEEREZR LA (BR—2). —74, PHINABY AL LTH, 05 mykg D&
RS CTHHEEREZ RS 2oz, : *

1) A. M. Johnson: Paroxetine: A pharmacological review. Int. Clin. Psychopharmacol. 6 (Suppl.4), 15-24 (1992)
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]
HB a2 TF Vi ex vivo RERICB VT LR % S-HT WY AL HEFAEZRT Z LA°

R E iz, :

80000

70000 | . ‘|‘

60000 'I‘

50000 |

40000

EL
30000 |- il

20000

{’H]-5-HT B ¥ A& (DPM)

10000

EBAEE 00625 0125 025 05  BRI36GI0A BRI36610A
ERATE Ty WmEAAE rrrorBREE

(10mg/kg) (10 mg/kg)
(mg'kg, HIRAHE S e e

FAi—2 Ex vivoREBTOSy PRIRTEES 77 MV —ASEICEHIS
[*H]-5-HT T W) 1A % RRE e (FifE-HEERE, nb)
*+1p<0.0l, *#* ! p0.005vs HEAMME (Tukey HSD M)

2) BHEARSHER (REREE DR ELE) F—£3

By -
WE SO S £ F A ex vivo BERICB W CERN 2 SHT Y ALEEH 2 R hESE

BRET L7, £7, FMERZE TS 5BIRY S-HT HIY RAABEL L ORI HBETo 72,

Hik
EWCEY %5 v M OEBRDETEORSL, £5 2 BEBCEETHREYF 7V —»a%
B2 fE8 L7z, PH-S-HT RUTH]--NA BLY AR SRBII B E 2 M2 35, 12-1 (2) Rk

L EREIC T o 7o,

BR
B 0% 1 7 BN 2 PH-S-HT B AGBEEMER 2R L (EDyfE=1.9 mg/kg),

TOWERY ANV Y, ¥5uTIh, 7hFFEFy, TAVRFFIVRF72E5EF
YOFREN12, 3.1, 37, RIET147ETholz. T2, BB/ X £ 1L 30 mgke
LBV TOPHHNA R D ASEEFH ERE 2 o7z (BH—13).
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BRSO F IERN L S-HT D AARBEERAL2RL, 203 IHER SO 5
STUAYDYSVINTILASTINGZRFIYOTIAREFIV>TI2E5LF Y OETH

o7,

FTHh—13 Ex vivoBBRTODS y bRETEHEIF7 bV —LGEICETS
[3H]-5-HT B ¢) il%llﬁ%ﬂiﬁﬂ (RERRZE & O H )

EDsn‘fﬁ (mg/kg)
BRI A [H]-5-HT | CHJ--NA
HE SO T 1.9 >30
VE A=A : 5.9 >30
TR Y ' 23 >30
Tt Ty 7.0 %30
TrEFEF 28 =30
VXYT 23 >30
VA AR ‘ >30 . 10
FYTIIY >30 7.0
n=5
3) 14 BRRERSRE K53

By
BRSO3 F ERERGTAILICLD, exvivo ERTO S-HT LY AL HEER IR

THRREFZILT 2B 2RE L.

BiE _
HEMECFY 2Ty FCHSWES 1 H 10 14 AHEEERORS L, SRS 2 BHERY
mﬁﬁ&mﬁ%T%ﬂvffbthﬁméﬁﬂLtmeﬂn&wﬁﬂmmﬂﬁﬂ&a7
BRI B E A M2, 121 (2) REL AT 7.

7R ‘
BSOS F ik 5 mgkg HE 14 HEEERORS L TH PH-S5-HT Y AL HEEH
R U0, PHF-NA BLY AABEEBIIR S hdol, T2, BRES 24 BEBICE

PH}-5-HT B0 A& HE R GEE L.

BB FriERERS LT 5-HT Y AABEEERIZBEGE L2V EPFRB SR
y A
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5) 21 BRIRGHESHE - S 4
=) _ ‘

BB USSR FEERETEIEITLY, exvivo REXTO 5-HT B AR BEMRFFE
LT B pEr LB L.

FiE
HEME NMRI . BOM R o AICHEBRME . 1 H 1 1 21 BRARGEERRS L%, BRE
5 BERICHRY 77 MY —ASEEERL, PH-S-HT XIEPH-NA % & KrebsRinger
U VEBHEEW (pH 7.4, 0.08 mM /S—¥ ) YR 1 nM A MY F—r8&7%) ST 37C, 155
AV Fa—} L7 :

&R
BERNOFEF D01, 1 RUT10 mgke/H % 21 HEEEBREARS LT, BT

bV = AGBIADOPHS-HT B D A HEER RO LN (FREk—14).

am

AT F VIERERS LTS 5-HT MY AHEEEREEB LRI ENTREN

y
Foh—14 Ex vioBBRTOZ I ZFRSF 7 b —LICETS
[*H]~5-HT Bl A& ICH T 2 RIS OER
i BEE S5-HT LW 3AA (nmol/g protein/15 57
RIR (ng/kg/H) BEs RS
B (EEAE 0 37.6+3.0 ' 346422
01 174223 8.8 4 1,8%%%
R AT F S 1.0 63+1.6 2.8 £ 0. 3k
10.0 0.4 0.4
ik ¢ 00,001 vs MEERE (Student D +IRE) TS+ BRI (n=6~8)

1-2-2 BiP#ERISH 5HT 2 BICRIZ T 58
(1) 5y PESRSEER U IEEEER 5-HT 28 F—85

=l
WO 2T A RAMERS SHT 8B 2 B LSR5 DEH2RF L2,
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ik .

| MM SD AT v MREIKS U5 LCRBLLS, BEERMLOENEERAITA 2

WYL TYYASO-TEEEIAR, 2 plimin OHEETATINGERL BE L. BRYE

PRIRPHES Lok, BREERSEE,S 2 BEBET 20 STLICERL, BREPO
5-HT €& % HPLC-ECD TillE L 7-.

R _
YEEE T & 5 13 0.8 mg/kg TR G ERD SHT B A 2 BN se. &

12, 2.4 mg/kg TIXAWHAERERUEHEEEERB SHT ER2 TN ENH 2 R4 15
iEmEsEs (Bh-3). .

o .
Bt Y RS R CNBER R OMMS) SHT SELRMEED T LIR
X P WA

B)
500
2 z
& g 400
f-+3
g 2
2 5
: £
= ]
o 4
B 2r
B -
wy
100 |-
0 .
o 1 ) 1
6040 20 0 20 40 60 S0 100 120 140 60 40 -20 0 20 40 60 80 100 120 140

RFE (570 mE (5)

BM4&—3 Sv FEAEHIE (O) RUERNEEEERE (@) R-HTERICREITRE
(sFﬁJ‘fEi#%i’ééﬁi, A n=4~7, B:n=5~6)

(2) ENEy PERIRAAS-HTEE (14 BRARERS) +K—5

B8y
B/ b F VARSI & ) BPIHIRES S-HT SR A B2 P EPERE L2,

Hik
FENWEY P ERRE LR, FA4 PO — 72 ERECHEZ AA TS 7&5&%%% 1 H1E 14
ARRESOHRS ULk, 24 BEO vy o7y M BE8T 7. BEERBRS 16 BRRTRGIC
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HAFTO=FEef 70¥ 4 T7Y AT O— 725538, ATRMESE%E% 0.75 pL/min DFE
HETHER L. W% 2 plmin ICEE LT 2 BEMER L 2%, EESESSNEHY > IV
05HT LI 3FYFIVEIR L. BRYWELRORS LR, ERREREER,S 3R
MEE T4 LICERL, #HESo SHT 8% HPLCECD THIE L7z, ELEY Mk
EREE RTE T ORI LA '

EESTE 2T 10 mgkg/ B 14 BEEEROKET 22 LI22 ), BREICSBITS 5-
| OHT REEgRZARICWMS Y, Ik, BEFRERS L-BICERSTXREF Y 10
mg/kg 2S5 LCHERERO SHT SEIIZE L o228, BB/ ITFEF 7 10 mg/ky
HOREHRS%, BIcERATS LS Y 10mykg #4853 52 LICL D, SHT S BIIEE
ML (Bk=—4).

] ' :
BT F VIR RERSC L VEREOMES SHT SR 2HMEE5 2 LSRR R
=,

ir (A 2 - (B) —e— E (14 M),/ BB 0=5)
¥ —m— Y140 M),/ etk B F L @=5)
—O— @/ F - (14A )/ B n=6)
200 —h— ¥ F (140 H)/ BER An¥ EF s (a=6)
= 3 F =
= =]
< :
g B 150 |
]
ol ]' )
® o
: & o
o a;
wy 1 . w
3 r HE TR F (0 mglke)
pdre
0 . . 0 1 1 1 1
HHE NBEATR RS :
(n=28) R ()

Ht—4 FIIEy bEREICE TS 5-HT R EHEICRIZT 14 BERERSEOEE (A
B4 ABERESRS L A-8ic it 3 8Eh 5-HT € BICRIFTHE (B)
(EHEiRERE)

VI < 19 A F 2 LT — R I8
* ] p<0.05 vs FEHE (posthoc MAAEFEE 1 E)
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1-2-3 5-HTP ﬁ% head twitch fTEIDIEA{EH | +—6

Ef:p]
ﬁi&/\u#{f% > %3 5-HT L B AARHEER %T“M%#% 5-HT O TH S 5-2 Fo

FYPUTPTTY (SHIP) Lo THRENS head twitch TTHIOHIRIERIZ T Dﬁ'ﬁ‘ﬂ,
7. |

HiE _
HEM:T/IO R~ T A2 EEMIZ 2 ML 348, ANE F—,325 mgkg ZEBERES L
72. B30 o-RBI{E & &728, 5-HTP 50 mgrkg % RS- L, 85 30 5805 558D

head twitch 7TE) B3 % HIE L7, BBRWE SHIP 5 HTICR TS L.

BR .
WEE ST F L, 2 RUS5 mgkg T 5-HTP #5% head twitch THIR M 2B R ICBINS €&

72 (& —5).

bt '
EBRATE 2 F VIMTREREFENICD SHT D AREEER 2 RT C ERRS L,

0r
— 40
5
B 30
e
8
E 20.
2
T 10
0 .
NoEkF o B MM O Em 0 o1 0.5 1 2 5 5 {mg/kg s.c)
+ o+ + + + + © o+ + + +

SHIP ¥ 50 400 50 50 50 50 50 ¥t (mghke,ip)

E4—5 B5-HTP §8% head twitch {TEIDIMEE{ER
(CEI{ELIEERRE, n=8)

B ABREHCID R EFY), Tmgml FAINE ‘/%ﬁéﬁﬁﬁﬁ(&m‘w
* 1'p<0.05 vs ¥+ 50 mg/kg (5-HTP)BE (Dunnent DI5E)
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1-2-4 PCARU'H 77/77 FE B EERIEMNICH T3 EH

‘B

PCA RUTH 71/71 SR ESRER ST TN TN S-HT R Y ALEERR NAFRY 2
HFIHERICL o THHIS WD Z LA FESN T 5. FRRIDEB S0 F€F VP SHT Y
 AAEEMRA R RT PGPSR B A0 ICERm L.

Fik

REME Wistar 2T v b & 4 LT OZARBREICAN SEMBMLS ¥, p-7 0T 72 ¥
2 (PCA) 5 mghkg Lid 4,0-V XA FNVm-F5 3 ¥ (H 77/77) 5 mghkg & F TG L=,
Animex %W T HEESE % 3 BRIRIE L. R E L PCA NI H77/77 L RIBRICE T
H17-. '

ER .
BRSO F v E PCA BREEEHERNE BREFWIIFIL, O ED, El 17
mgkg Tho7-. H71/71 BHREBEFHEMICH LTI, 20mgke iCBWTHLHBRRELH

=7z,

e o
EHRR O F 2T VT EEENIC L EIRN L 5-HT WY AREEEB L TRT I EATRE
Shis, ' :

12-5 NONY K—AERHZL TS~ T 516 k=T
E . |

ERAAOFEF U DA AR EHEEERE2ARTPEPE, 757 V7V —FRERARLTN
oY) F=L@BERF LTI =107 2FERIC X DIRST L 72,

Hik

HEPECEY &5 » Mooy F— vz BRERNRS L, T02BRRICEEEZ ThEh 48
OTAR IOV TEBEEEETAETAZERED, A LTI —0EL A7 —1k
L7-. #HBRWEIRHE 1 BEcROKks L.

fam -

EBAUFEF ik 88mgkg BV TH I I VIV —FRIERAZARET, hury F—u
FREIZVIV - LTHEEERI P oz (FF—-15). ‘
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fErm
WSO F L F ik DA REAOWUBERRTEIIEAOWTN RS 2WI LHITRES
iz, . ' :

®AF—15 NOANY F—ERNEL TS~ T 5160

BE5E NgRI F—jp ‘ .
HEE (g | OR5E gk %k I VLTI —REE (%)
0 (IFED 5 0
2.6 0 5 5
1ER ST F b F > 8.8
0 (5 15 57
2.6 0.5 15 32
8.8 15 62
0 (FEHD) 0 5 5
8.8 : 5 10
- 0 (iFHE) 10 _ 70
BB TR EF 0.3 ‘ 9 75
0.9 B | 10 75
2.6 10 ' 90
8.8 10 83

B 1% 2 F kLT — A

1-2-6 NANY F—C&BTRENEXBR ol inbing FTBHHICH T 5 1F
B : . |
k=7
=L |
RO F V9 DA RBEGLHEFALZRT PEPE, THREL L FFHS cimbing 17
BIRUNRRY F— IS X 3 7 RE ) & AFS climbing FAHIEMIICH T BEHIC X DREL
AN

Hib

BYECD-1 ¥ Y RIZTREVE R Lmg/kg R THS L7k, climbing FTEHRE Y —VIcA
n, #5 10 RU°20 IS5 climbing 782 A 2 7 — (b LTl L7z, WERWEILEE
O 1 BEEICEORS L, HERy F-RREIED 30 SENICHEERRS L.

R _
BEATXEF I 26 mgkg Th T HENVERFR climbing fTEIICHELRES T, 83
mylkg KBV THNTNRY Foii2 kBT HEN € ABF climbing TR L TRBE
RELHolz (Fk—16). .
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i1 FA R SRl A DA ZEFONESFRARTETUERO VNI RI PV ERES
ni=. ‘ ‘

A1 NOXY F=RCEBFREINERBR cl inbing TERIFNCH T 5 1R

#g#EE | NNy F—N Climbing ED., Tl (mg/kg)
BIHIR | gy |0B5E gxp)| BEE®) | T D | oo mmREHE)
0 g3 -
0.05 76 24 0.07
= B 0 :
0.1 24 76 [0.05~0.1]
0.2 0 100
0 ‘ 98
EmSaEeEy | 26 0.05 39 62 0.03
0.1 10 90 10.02~0.07]
0.2 5 95
0 95 .
0.025 72 28 0.05
B O 0
0.05 63 37 [0.03~0.1]
0.1 18 82
0.025 76 , 24 0.06
BRI uFF 8.8 05 45 )
= ' o0 = [0.03~0.09]
0.1 26 74
TR 1B AT NN T—ABH n=9~10

1-2-7 mw%ﬁé%ﬁﬁéﬁﬁyuﬁTéﬁrﬁm

5-HTyc REGEHETHS m-7 007 2o VERS Ty (mCPP) »REAICRSTL L
AREERTAHIE, Ny VEERFRUREREERFICRSTI L I VBRLFAREE
ET%:&#B,am&%@ﬁﬁ%t?ﬁﬁ%&@ﬁﬁﬁﬁ%@éhfwa

(1) BEERE5HER +—8
iy - A

BRSO F BB EHESIC L D 5-H, ZAGREICEEZ RIZTPEDS,E, mCPP #HF
SHEEEEERD T AERIC L DRRETL 22, ' '

FHik

HMESDRT v FCEBRDE AR | BWHISEORS L, mCPP (4 X 6mgkg) ZHlE
20 RIS IEREAR S L=, BRESEEIZ 7+ PEVEIRL Y 10 5HHlE L.
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R
BT EF S 10 mgkg i& mCPP R BEFHERIEMER IR L THER2RE hho iz
(Fr—17). ' _

w5 A
BT 5 b F ISR E Tl S-H, BAEEIRICH L CHER RIZE R LSRR
Shie. |

FA—17 mCPP BREREEDERS ICHT 350 (HORS)
#5E |mCPP ORGSR

WERWE (me/ke) (/) . BBk b kA H TR EK
: EEAIER 152+1.7 90.8+8.9
B B 0 4 41+1.7% 23.2+ 15.5%
6 0.9+0.5% 1.4+ 1.2%
AT 157+1.7 80.8+13.5
ERESeFL T I0 4 3.0+1.8% 16.2 + 15.9%
6 0.120.1* 0.0£0.0*
AR 163+ 1.1 85.7+9.1
TN FRF 0 4 1340.9% 0.8+ 0.6%
6 0.5+0.3* 5.2+ 5.0%
HHAIEE 11.7+1.0 78.4+3.0
FUTII 10 - 4 2.9+ 1.2+ 7.9+ 6.6%
6 0.4+ 0.3* 0.1£0.1*
B 1% F VT — A FRMELFERE (n=10)
* 1 p<0.05 vs SEEEIERERE (Tukey M%)

(2) 22 HRIRERSHER F—8
)b ) - \

RS0 £ F U BARREBRRIC BV THEERS T 5-HT, A I LTHEERIZ
ExPolelldd, RERSCIAHRERFLL.

Hik , :
HEMESD % T v MIBBRIWE % 22 HEERO®RS L, RS 24 KFHZIC mCPP (43X
id 6 mg/kg) % BUEAIRS L7z, BEESFHER mCPP RS 20 505 107 7 4 Ve
& e L7, '

R

, ﬁ@z%uﬂmﬁ-‘/ 10 mg/kg DRFETIREGIZ L D, mCPP D 4 RU 6 mgkg Ik o THR
AN EHRBERRERAREHR SR, T UFF 2T~ 10 mg/kg i mCPP @ 4 mg/kg 12X o
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THERIND HREHERBD I U THEER 2R L3, 6 mgkg XX o TERENBH
HEBEERID S LCRBIER e R E e ofe. 72773
FEHEERS IR L 2ol (FF—18). '

e

7=

¥ 10 mg/kg I3 mCPP S5 H

WER SO b F IR SC L D SHT, ZAE % down-regulation €A EATRR S h

#H—18 nlPP FRERBHIMERD CHT 3EH (RERS)

' ¥58 | mCPP OS5 E iIhEAYTE)
R (ng/kg/F) (mgke) BEhEH% DOEE -
3w kil 205+ 1.4 1269+80
H K 0 4 6.5 % 2.0* 23.5+ 12.5*
6 3.8+2.0% 22.7 +15.4%
HPEIRH 18.8+1.4 . 97.9+6.6
Ya@gto E kT 10 4 18122 85.4+8.9"
6 18.0+3.5" 72.3+14.0
EBAKY 226+ 1.6 128.6:+11.2
TNt EFeF 10 4 19.6+34" 119.6 +20.7"
6 1.9+ 1.3% 59.6 + 17.5*
EF IR 147+1.2 82075
FLTIIY 10 4 1.3+ 0.6 0.7+0.5+
6 0.8 £0.7* 22£2.1%

W 1% A PN T — ARH
* 1 p<0.05 vs AEFREIEIERE, + [ p<0.05 vs FIEEFE (Tukey #7E)

SEigfE - EEHEERE (n=11~12)

1-2-8 SESRECHT 5 HMERUBSERC BIZTHE

(1) BESEFEICHT EMEORE
Lo |
R R B S EREE R S A I L TR AR R RSB R R L

F—9

Hik
%ﬁmﬁﬁUﬁyk%mwf,ﬁmﬁU#%%yoﬁvb&ﬁ%m%v}%¢%ﬁﬁgﬁ
BTF A LT AEMNE e L .

TR

7 FLF U Y ERE (0, o B), F—2t3IYREK (D, D), 0 b=V RFE (5-HT,,
5-HT2, S‘HTS)s Azﬁr) ‘/‘fx"% (Mls MZ)) ‘::[q-"/%ﬁ@s EZ& ":\ y%% (Hly Hz)’
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RYVTTEE S SEK, GABA Sk (GABA,, GABAy), 7NV¥ I VYBSHEK, +¢4
1 PEHK G, x W RUVI<E8E (0, o) ~OER T F 2 F > O EAEIHE
<, %@Kzfﬁia&wfh% 200nM BA B CH o7 (F|F—19).

S,
=11}

BRAT S LT Y OREREEEWAZEHINT 5 HLSEMEIEN - EFRR SN,

FeA—19 ESESBEGY T a1 FICHT 2%

SHKETIIAT Ki i (M) SHEFTEAS Ki fH M)
-7 B+ ¥ 4.66X10% CA¥ IV, 3.76X10°
07 FLFy > CL72X10° ERF IV, >10*
B-7 KL+ ¥ 455X10° Ry IITEEY >10%
P37 1.84X10* GABA, > 10
F—riz v, 2.14X10% GABAg _ >104
o=, 3.24X10° TNy I UEE 7.86X10°°
= ' 223X10° FEF A FE) 8.87X107
kb=, 228 %10 F¥F 1 Fo 8.13X 10
KAAHY YV, 2.09X107 ¥4 Fu 460X 10°
AAAY Y, 177X 107 72 (o) 9.31X107
—aFr > 107 T 7=(0y) 7.62 X 107
. n=2
(2) BESBRECHTHHRIMEORE (& FREE) F—
BEHY

BE oS e IS 5-HT vptake site 123 L CRAEMG 2 RTHEP2HRE L2,

s
KRR A FEHWCHERE/ SO 3 €5~ O v i 5-HT uptake site EU%@-‘-M
T I AT T BB R RE L.

=R

Bl 0¥ F ik EH 5-HT uptake site (23 L TRVESEAEZRL, €0 KifHi2
0.1 M Thofz. ¥72, TFVFIYVEEEK (o, o), O F=VEFE 5HT) RUFA
ANV BEEAOER AT ¥ T OBESEIEEL, 7O KEReThb 300 nM A
ETHhotz (FE—20).

L] ,
B/ aF e F ik e S 5-HT uptake site 13 L TEVWEABRIE 2R T LARES
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nrz.

F#AR—20 b MNEERIC S I EBRREY T2 '1'7°l-_iﬁ' A

iata 5-HT uptake site | 2T b=, off: f 15311\;1/) o, TRV | AZRBYY
TR T L F | 0.1 + 001 > 10000 > 10000 > 10000 300 + 70
VRE L L S 22105 270 + 40 > 10000 > 10000 8000 + 1200
TNEEFFI > 3.6 £ 09 > 10000 6500 % 500 6600 + 260 > 10000
AP FY 0.5 + 0.03 5900 * 250 760 % 130 1800 + 240 | 7700 + 1200
TIMJTFI ¥ 72402 28+3 5106 152£8 10+5
JWVENTSFY S| 32 1 43+ 8 9+ 1 580 + 50 27+ 10
FFr¥s 16 +2 500 + 13 260 + 50 1430 + 80 67 + 44
| THELRERE @-3)
G)%/7s>#%9‘ Eﬁh&ﬁ? BEOMS H—9

B8y

ERNOXEFVHIE/TIVAFVS— %ﬁ&r”@%&ﬂibﬁﬁéﬁﬁbt_

Fik

Ty MREDOI Pa Y FYTHOEZEBRNACF SV RUPHS-HT 250y a8/ U Y B
BR300, 2004 vFa— ML B7 2 2{EREDRERZF NV /Ny EY (1
1) THIBL, BEYYyFr—arayyy—TREREERIIE L.

BE

ﬁ&ﬂu#t%yuﬁMm%/TEVﬁ#?ﬁ—ﬁﬁﬁmﬁbf%@%%é&#ot(@

F—6).

5o
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L Z- 3 Fid
RO YRS

W

L 1 O-0 1 1 1 ] 1 1

-005 -0.03 0.01 001 003 005 007 009 0.1
1S
Ex—6 Tv MK MAOBEICRIETRE
VIBRT7 I /{ERIGHEE oM/RH/mg ER), S ERBE M), o2

13 REMOTNICOVTOEEHER

1-3-1 5-HT IV ABEEEH - k=4
(1) InvitrosEg
BEY

ER/SOFEF YO P COEMRHEYTSH 5 BRLICG10A K UE DR HA 5-HT B Aé
FEMER 2R PEDERE L1z,

ik

SD &7 v FORKTHMES 77+ — L5 EE/ERL, BBRYWERUPHSHT 5l
PH)-2-/ V7 L3~ (NA) & Keebs BBEHE (pH7.4) FC37C, 101 v Fan
—rL7& HY ﬁ%}ﬁﬂ%ﬁ#{ (K 1) _Gi Lineweaver-Burk BT & D H L7=.

BR :

BRL36610A R UFFDZ Vo 1 BT (BRLA6STSA) W35S 107% PHI-5-HT B b AL
EERZR L2300 (KifliZFhEFN 24 RU 524 M), FOERTER SO 3LFY (Ki
f . 7.8 nM) IZHET B L§i o 72, BRL36610A DOFEENAAE (BRL46552A) 1X[PH]-5-HT
WY AABERRBE2RE R o7z, F/2, BRLI66I0A RUFZFDF V7 O IS SEEH
ZPHINAR D AAHEFRAEZRLAZ OO, FOEEIETHEI -7 KiEEZENENR IS RD
272 1 M) (FH-—21).

*an

BRL36610A BRU£OEAED 5-HT LY ﬁaﬁﬂﬂ%{’ﬁfﬁ‘biﬁﬁﬂﬂ FeFrERBELTHN
Z RS I,
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R/AR—21 In vitroFBBTOSy bMEETEESFT PV —LKEICETS
[*H]-5-HT BR ¢} ;A HBHEFF

ERE T LALRELY I LA NA/5-HT
BRL36610A ‘ 24206 4520 1.85
BRL36610A O 7 2 O VB S 4 524.4+10.7 272.2+762 ' 0.5
BRL36610A OHRERFA & - - -
HERR O X eF 7.8 £0.4 (nM) 3269 + 524 (aM) 419
— R SRR @)
(2) Ex vivoRBg +—4

=)y - .
ERSUFLF 0L FTOERBEWTHS BRLIG6IA DHRBREHERIT VI 0B
HEWD exvivo REBRICB VT S-HT MY AABEEA LR T PEPEZHRE L1 -

ik

SD %7 v MNCBRYE ZHIRARS L, €0 15 SRICERTREY 77 MV —-L45HE
YEBEL L7z, PHI-S-HT RUTPHI-NA I AARE, #ERPEEMR I, 121 (1) RERE
H#RIZ T o 7=,

R

BRL36610A DFEMEHIA 14 (BRL46552A) R UT 7 )V 7 10 ER¥a&4k (BRL46575A) i3, 10 mg/kg
DEIRAES-T b PHI-S-HT B AR EEREZRE 2o 72, WE/S T2 F 21X 025~05
mghkg OFRAHKRSICL Y, AREENLPH-SHT )Y AABEEAZRLE. £/,
BRL36610A DEEITEHER U7 Vo U VBHIEKIL 10 mgkg IZBWTH, ERA O £F ¥
i3 0.5 mg/kg I2BV T L PHI-NA B AAABEERAZ RS Bh o7z (121 (3) BH).

BRL36610A OREISER UV 7 O v BFEET exvivo RERIZB W T S-HT LD AAME
EEARRERVE LARBENL,

1-3-2 BEZEEICHT 5 HMEORE | | *—9
B |
ERATFEF O FTOERBTH S BRLI6610A FEEMHEREEWESEEICH
LCRGHIE SR R A EP 2 RE L2
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FiE

BEBEHEY T FERWT, EBAUFF Y05y PRUSEVE Y MuhSEEAE
#7% 4 72+ 5 BRL36610A OBAMERIRTT Lz,
R |

TEVFY VREE (0, oy B), F—/32 X FFEK (D), D), O =V ZHE (5-HTy,,
5-HT,, 5-HTy), AAFVZHE M, M), =35 28K, BAY I 284 (H, H),
NYVITEE Y REE, GABA ZBME (GABA,, GABAy), 7V¥ I YEIRAE, 4 ¥4
A FEHE G, x, W RUVITZEE (0, o) ~? BRL3I6610A DFFABMEIIEL,
Z 0 Kifidvhd 300nM M ETHo 22 (Fh—22).

R

BRL36610A OSBRSS E SR T B4 BMEE Y L SRR S A,

SA—22 SRWSEHY T2 TICHT SEM

SRELTIAT KifE (M) RBEEGFTEAT ki 1 M)
a-T FLF+y» 3.92X10°¢ PRIV, 7.07 X107
0,7 thu e 2.96X10% LAF I, C o> 10t
B-7FLFY» T5TX10° RSV TEES >10
Fe—st3 2.10X10° GABA, >10*
F—rt3y, 4.30X 10 GABA, >10*
ko b=, 6.63 X 10° TVEIVER 1.64X10*
ko b=, | 5.51X10% FE¥F 4 K@) 3.15X107
ko b=, 8.39x10° FEL A Fo - 2.14X10°¢
ARHT) 2 1.63X10° FEE L Fw 6.71 X107
AAKY YV, 1.09X 10 ¥ 7= (o) 1.18 X 10¢
—agv > 10 7 2(0,) 3.72X10%

n=2
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2 —MRFEIEEER

B & -

BSOS T O—REBEEE, Y UX, Fv b, EVEY b, TFXRUALX2H
WTRE L7 (FBFR—-23RU24).

— AR ITEHEEE I B W'T, 23 mgkg (p.o.) THENEDLNLA, HEBIEIZHDL
NiHpoiz, PREMERICRIZTHETIIER - BE/NN Y — 2120 LT 032mgkg (po.) T
REREOBEE MMEZ R LA, 32mgke (po.) HETERHOMN, RERHEUL A
FEBEI DA 2R L7z, HEBERRUTEHEHICRIZTHZETHE, 10° gnL TRBOBEE
BEHFIL, TEFLIYY, LXFIY, b0 Y RUEENY T ABRIGEE ZNE
$.5.225, 5.265, 5.528 JUF 4970 O pD’, B THIH L7z, SRERR CIEIREMSN T EEHIL,
vwWithd 23 mglkg (iv.) OFETIE L7z, R - BREFRICNT 2 28T, 1 mgkg (iv.)
PLECTAREESRMAZDET, 3 mgkg (iv) UETHEMET, 10mgkg (iv.) TLHEHD
T, EEEEEHOLEE, LB PQ B, QRSIBRY Qe RMOERZRL. /)
TR 7Y YERRERBIEN LT, 1mgkg (iv) THRBEBERZRLAN, 573 VEXE
ERBEF7eF Vo) yERBEERBICH LTRBEZRIZE 2P o7, BASRRU
X BRERE N LCIEERRIZS P ok, IBEERERUTF/ VY21 B (ADP)
RO°O 5 =77 L BM/MIEEICH T 2B TiE, 23mgkg (po.) THEELRIZS P
oz, TUF2F UMW LT 10mgkg (po.) THEZRE2Po7.

2-1 —fERBRUTEICRIETHE F—10
vﬁz®—ﬁﬁﬁ&@ﬁﬁnﬁbt,mmﬂg@&)?ﬁ&ﬁ%b%ﬂtﬂ%tﬁﬁ?&
XYEBLRIZE Dol

2-2 FIRMERICRITTHE F—=10~11
TYAOHREBHERTS v FOEBEAERICH LT, 23 mgkg (po.) LT THELRIZS
o, RTAONRY FANVES - VBEREBERO Y FOBRBEICH LT, 30 mgkg
(po.) KBWTHHELRIZET, oA I8 TESEBEN EREERRFRVFL Y
7 M7V AVERES), ERER (BREBRUNRVFLIYF IV - VERESR), #
HBUER (BEEE writhing ¥%) RUBHSEEH (BESBRUEMMEER) 2RE2hof.
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2-3 HENRERRUEBHICRIZTHE - &—10
S B O B EIES) T LT, 10° gmL CAURIT R U IR MR R TR0
Lidz, ENEY MEREBOTEFNIV Y, CAFIY, Oy RUEEAAY 7 A
FHIR%Z, THENS5225, 5265, 5528 RU 4970 O pD’, HTHHI L=, 7L & VKB L
725 v b OFEERE CEIREATEEENST LT, Wihd 23 mgkg (v.) THEOREM
R UURH DREA %% L7z, |

2-4 W - ERBRCRIETHE F—12
RY PIVE Y = VEREEA 2BV, 1 mg/kg (iv.) L ETARREIRMARDET, 3 mg/kg
(iv) BLEClEDET, 10mgke (iv) TLMEROET, LERO PQHE, QRSIBRAY
QTe BENER LR LA, HRISH LTIk, BRARTHS 10mgkg (v) KBVTHHE
FRITE Dol BBEA XICBT A VIR 7YY Y EREERIGIZE LT, 1 mgkg (v.)
TRMIERAERLAY, 7 I VEBRBRERBRET 25V Y CBEREERIGCE LT,
| BEARTHS 1mgkg (iv) KBWTLEEBYRIZS ko, ﬁ%%ﬂkbwf 10 mg/kg
ﬁv)Tﬁiﬁﬁﬁﬁoﬁﬁ%rbt

2-5 H{EBRICRITTRE F—10
TV AOBBEWREEICH LT, 23mghkg (po) KBWTHIHEEREBI2Polz, -
FOVRET TH BRI Sh-EB v 5 ik, REBREELLET Y POBRS
WEISH LT 2B mgkg CBWTHEBLPRIZE 2h ol '

2-6 RERURTERERICRIITHE | R—10
7y FORERUVRPFEBREICH LT, 23mgkg (p.q.) IBWTHHELRIZES oz,

2-7 *DEOZFEBIER F—10
MmEEE T 2 BE T, B mgkg (o) EBVWTL Iy Foso barErEY (PT)
- RUVERARRS P o YR TS AF VR (APTD) KX LCHER RIZE Aol iz, I
AR 2 BB TIE, 23 mgkg (po.) IKBWTHI Y LD ADP RS -7 &k
i LTHERRIZS R o,
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2.8 SN 5 FAS hBEEEE

2-8-1 $HER{EH ' =10
BB/ T ¥ € F V13 23 mgkg (po.) T Y RAD—RIERE CITEBREIC BT HEHESR

IFERERE S, vV AOBRERHEIT L CHELRS R o7,

. CHBOERPG, ABREBERFEH SN-BIEERREI DETROLNE L) hEEE
BRI AIMEEIEEELONS.

2-8-2 BEERUER—-MEE/ N2 - ICRIETHE

+—11, EBAR—21
U FOHBBEICHN LT 30mgks (po.) THERZRIL, o7, Fv F OEIE—EEE<
F—IZx LT 032 mgikg (po.) TREBRMOBELRRMERLAS, 3.2 mgke (po.) L
L TREHO¥M, FEEERMALCL AERMOBLZRL 2.
 SBRRD OEIZ—ENIC L AR O T R CEBEE IR T B B OER S y — 1L
BRTCEFHLN TS, REIBSHRAN D o LBV ABROET2RLE-b00,
EDREBNG —LBRLEZ DD, BREASNZBIEZSRARS 2ETEDHLRT
WE LX) REBERBETATHERENEELONE. T2, Iy NIBYAREOINS
. OFRESHT ORDAAHEEH 2 A THEIDAEVWHARIZBWIER LI ERD, B
REMBELERLEWEZZ LN,

2-8-3 FEEFR(ER : F—9~11
7 7 AO—HRERE CTEMAZIC B> T 23 mg/kg (p.o.) CESAHERLT, 30 mgke (p.o.)
CTEERBREUIRYF VYT M7V VERERIN L CHB/EHE RS do iz, £,
Kﬁﬁ&7777%@7%&@Eﬂ%mmh§ﬁﬁtﬁLT&&&Eﬁ%ﬁﬁﬁ%%éfg%
QK ERWTRY 10°M EETH o7, ‘
CNEOFERPL, RERZRRER SNIBICETRIL) ETROLNL L) S
FRTITREIBEVEEZ LN,

2-8-4 fEFREEMRIER F—12
Ry PRIWVES — VRREELI2ERR 4 X i2BWT, 10 mgkg (v) TLERO PQ HIR,
QRS BR U QIc B OIERERZ R L. T2, BlA XICBWT 10mgkg (v.) CEZE
EREBMOEEZR L. LL, ChOOERIEAI TSIy, 73 M) TFI RO
37T IVERBLTE P |
:h%@%%#%,ﬁ%u%ﬁﬁv@%@uﬁbfﬁﬁ%ﬁﬁT%mo,%oﬁmmzﬁ
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RS OMEWBLTE, ERERS B SRR OR TR SN LD BREIR
PR B TRERERN L2250,

- 2-8-5 MEETEH F—12
RY PIWES — VB RITBVT, A 3 mgkg Gv) B ECHEETERLZ.
—hH, AX7FIV, TIMITFIROZ7UITIIZEEFREFRL 1 BT 3 mykg (v.)
Pl bEcimEfETREZR L. |
CNODERDPL, AEIEHAECLEETHERZRTOO, TOHEZRRN) 0
HMEEBLCEL, BREASNCZBIISHEAR) DETRDOLNS &) R KT %
BETATRERIBENEEIORS, ‘

2-8-6 #m Y 1EH | R —9~10, BHR—F2
T 7 AO—RIER R CITBHERZRIZB VT 23 mgkg (po.) TEEEANTERD bhizds, 7.7 mg/ke
TIZD bR P oz, ERI VY FRREICH LT 40mgke (po.) THEERSEPo
Jro EBEVEY MEREROTEFV Y YERBIEEICH LT, 5225 @ pDLETHHEIL-D
DD, FTOEBBERELS) 7 ABRIEICNT2EELARE ChHo k., FEOLRA
TV BAANY ,RO=2F r ZERICKT 2E68AEIMEL, 20 K HiiEhEh
2.09X107M, 1.77X10°M BU>10*M Th o7z ‘ o

INDHOFERPL, REIEFH Y Y ERERTLOOFOEBITE L, ZBRHIL) oFET
EHOoNTVE L) 20OE, ERRUCEREESEORERZREET A2 HREIENEEZLS
na.

2-8-7 EMHICRIFTE =—3, ——57
| Bhk—%3
F N O—FSERBRIZB T 20 mgkg (po.) TEHIEDS M (=, FE 1-3 &
D), 12mghkg THRDONAD oz (2. B 5—1 kD). i, A XCBITBTHEN
v AFREL R OREEFFEEN I LT 10mgke (po.) THHEHEZRS R0k
IRBOERLID, ARIEHEBRLADOOIFEAECOEETHY, BELHEL
BRehwEELLND. '

2-8-8 TOSIF BB RIZTHE ER—F4
Sy FDTET 7 FYHWCR LT 10mgke (po.) THEBEREhhot
ShODERLY, AEFGRRERALABIC TS 2 F 0 SR BEL RIZTHEEE
wEELbRD.
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®h—23 —REBEA-EE
ABRE A B EH BER
— — (8 ; 8
L ( ki:ﬁ% -TRCRITTRE] <o ,Z B | (ngkg) BB £5
o [ ERERECRETEE =5 #H | 267723 p3mgke TR
5 ,\f.ﬁﬁﬁﬁ’fﬂ“ﬁ%@ (3‘5/;l B0 | 26,77,23 &—10
%7% . T;QQ! MW A-VERERICREIE <vA 671,23 |[RE%L
& (4w 6 | B0 | 3030 @zl
o :1»; s <ToAde| B8
N VTR N H 3
% b mmEeA w8 |<oxze| B0 | sk pwel
3 | »EEns . ' 2= -
: A syt -
’i% - ?ﬁ Y-V R < A( 3‘6; EE 3,10,30 |[HE%EL
'},!:'j-' . SRR (REBk writhing ) | w7 A(P6) | £ 3,10,30 [BEEL
B 7 FE-REIE EBE | 5 76 O | 31030 |[BEEL
% s BRRECRETEE - B0 | 26,7723 |BR=L
Ao, #hiig{Es ¥4 | 88O 10,30 |[BE%L L
| g gfj;ﬁ ITA(LG | &
HRBER A | 3103
o T A .10,30  [BERL -1l
g I'Sﬁéﬂﬁff CRETEE (6)| B0 | 31030 WEEL
& il vyE | g
i nvirro |10%, 107, 10%,/10° g/m .
%% 2 fof'rgmm,- LXFIY(His), | )f,i‘i i 10° gfmlL v@g&i;ﬁfﬁiﬁmﬁ&
%3 27(5-HT), ey A LT n vitre |10, 107, 105, Ach, Hi
gl GoLBROMm (&4 e e o BaCl, JR##
% 1 gmL [EZhERS.
% 2. EENTEESCRIZTE fészs RU 4.9%5},) ';]szﬁ *—10
| FHERTE 4 59 e L
2) # v (R4
) IIRTE 2t $4; gﬁ?g 26,77,23 |23 mgkg CTEERTIR
ﬂq_ <) 2.6,7.7,23 (23 mg/kg Tt—ﬁgﬂiﬂ%iﬁ
B (I W, MIE, ABBIRGR ks DL CRRIHRIA
" CHERULREC R | TR ' 3['! T
% g ) s | 0103 L mg/kg Pl - CHEET
= 310 |\0mefke T-LIBUET, L
? Tan R
= ¢ RE M DIER, TR
B : i
B s | s R w1
- U SF
i e | IR e | 01,051 [REREHE A
— . DB O TV /a%
R —— (5) .1,03,1, |10 mglkg THELR
% %_1: 1. (iﬂi%gﬂﬁﬁmhﬁﬂ—g‘%@ S 3,10 EE gz 4
F ¥ ' (&) B0 | 2677,23 EHELL
iz B2 BROBKRITHE swk | =i *
= (4'6) 26,71, A F=—10
RERURTEBRECEZTYE | 7v MNJ6 Brs 23 \BEZL
z x|l MREEE I e (2§ R — Y| B0 | 26,7723 (BELRL
@2 CTRUAMD 77" | mn ' IO
o m* NIRRT R ' 5({‘61 2.6,77.23 [H&E%L
(ADP BU IS —##3E 7 & ;
(d'6) 26,7723 |HEB%EL F—10
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TS > FEE N LR

{RHFRFIER
FEMIUTFI,

3 mghg B ETHESEH
R HER

Fhk—24
HREEE 4 f’g}f ‘gﬁg ﬁz; BB 5
—aER - TENCRIZTEE T A 23 mg/kg THRUE, FiREME _
| % Qrvin ) @e | B | 26773 [sqmmnonmar | T
BERESHEICRIZIVFE A I —_
;| (S 3 ES R E) (26) #£0 | 26,77, 23 PR F—10
B lasmmcneyree orery| B0 | w30 |[BERL F—11
I
— BN -V ¥ . 0.32,3.2, 10, B, 32 mg/kg B, .
£ w 7y M) BR T T eemm, | ST 2!
RU L AR A
—ﬁfﬁk&-)ﬂﬁnmz?ﬁzg ':(' ;5;( 20 | 26,77,23 gg{kg TR, D% F—10
e |EEEREER
21 wenss T 7A(PE)| EO | 310,30 |[HEEL =11
B | o ~umoilrms =YAP6)| &0 | 3,1030 |[HEEL s
& _ . ] _ |GABA, RUN ¥V
YEEHECRT AR ” ooy |[TEREL, Ki fEiZVTR
- @ 3 10°M BLE
HRENTXEF
10 mg'kg ¢, (LEEHD PQ
M5, QRSIERL Qi
HoER
L3753V,
1 mg’kg BA T QRS B
O QT BHOEE, 107
BRI RIS mi” BRI °"é°$' b imgkg TPQ MBOER | &—12
e : FIMYSFY;
3mgkg MLETPQ MIRR
) QRS KEZIEEE
o~ R R i -
= 1 BU°3 mglkg T QTe B
1 MOERE, 10 mgkg T
H QRS IFDIES -
i At ol L g
10 mg/kg CTHEE{RHEH
ER
437537
ey . s BEEEA 2 0.,03,1, |1 mgkg THEEERH] .
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Fhk—24 EHEHpPSFEINZIFEEEHE-E (FEx)

EiipE

b 1|

B5&

REBRHES e s (mgks) RAERE &5
BEAnFEF;
3mgkg P ECIMEET
1437537, |
In ' 0.1 RUF 03 mgkg THE
% FEeA X 0.1,03,1, | X%, 1 mgkg L ETHE
T [LECRIZTEH ) BIRA é’ I P E—12
5 TIFYTFUY
1 mghkg L ETHEET
FREISFIL
- 3mg/keg A ECIERT
—BE - TR RZTER ST .
Irwin ) (26 O | 26,77,23 {23 mg/kg TR F—10
" Liohet FE BRI AHR | vVARE®) | £O 40 BEEL EBrR—22
o ' - . |[BEEAEREL, A
U luanyr 1 SR, Ay 2 REE, ;: éggﬂf Invitro lg:’ lg;’ 1, AR QIR
e PRI AR ARE e Bong 5 K fi 200107
A @ 10°M M, L77x10° B UF >10°M
TEFLIYV(Ach) & USERALAT UL | EAE Y b | Invitro |10%, 107, 109, ;C;%g;a%giﬁ;(?% F—10
(BaCL)FF BN (&9 10° g/mL oD fECHI
H e -
B (2.9% 1) #O 4,8,20 |20 mgkg THRLE =-3
Ll S
R ¥ , -
%3:. (2.9% 1) ZFO | 153,612 ELORBHRL &7
% |Mitkfem .
F | ) 7REMCABREL £2(P6) | B 10 |BERL ER—B3
2) HERATE SR A2(d6) | O 10 BEeL
7R7yF R RETE Iy MIS| BH 1,10 [EERL k-2 4
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77 Y EERRE LBIRE SN BEERIIOVWTRET L. FOER, SHEEATY
ZEARELAVYITEECR (13~17 8) RUBGENRE (5~8 #)) THY, #iES
ﬂfuﬂf’ﬁﬁﬁ@%ﬁﬁ]ﬁﬁi%h{’ﬂ3"-9{51’&'()‘ 2~4 Pl Th > 7. ¥/, nowRYy F—g,
Brunsuawly, B-BRNERTRKERTFATIOR V77 VORI
7=,
WFhOHREITBWTHRESNEWER R, HEREATIABAI-ZERL, BIYE
mwﬁﬁm"ﬂﬁ”aﬁﬁtﬁ 7z, BIFHRBRES FRER L EHEREATCHEE TS
BLEZI. : :

B, 7O0ARY F—VEHTAD N -#ENABREEIL, TOARY F-VEHFICLSE]
fEBELTHREShTWAZE, F/, BSPEEI 2 FREYEEAMRRL-ZE25,
FELOHEERAIZE D DTIkRVEHBFL .

T/N—66 FHOBAHRBRCBVTHRELHAINAFYRUBE LA EFTEER

a B BE R 3 BE A% | BE mEs N -gEHS
B, BRE, DT\, bR 58, OB,
TFEINA 17 9 OETLE, 3, IR, SRR HGE), B,

NERE, T, ERTIR, E5, R0
R, 08, HR, REAER, ER, B,

Choe 2P 6 | 4 |mmu mom e
A s 5 | TR O, O, LMETE, THRGE),
R4, T3, R A
e RW, i, OB, MR, BE, Tﬂﬂ, R,
ZaFHSITA 13 5 HER R BE
Nnoel) F—jb 2L L &L
. [ Faany R—a 5 2 | OE, A EEE
LS ERryolsoedy | &L L (&L
AN R 8 4 i, ¥ F v 4EIE, B, B
_ BRIy 1 0 L
Egilw T YRS EEY 1 T ED
ﬁig% g~ 7oFYy » 1 0 %L
HgEI7yEY > 2 0 2L
pos—x |HBERIORASTr 3 0 2L
gt d R Y~ F 2 1 BRI BREE (S~ F v VR

HABA M Sou—n | &L 2L (&L

ENEE
BT VA YBFED—V ZL L |[&L
REEYF 74 3 1 w5
£ DA, RALKERT*X b | »
A NATPY 2L 2L =L

3

ZORICHEN TEB I NLEREAATF 2 F Y OEYHEEFRICE T 538 ZN—67IIR
7. '
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FA—67 ZOMOFYAIEEE

HREY

7 #®

B_R

ACAV RS A Ly
& —

xRNV EY—NL100mgZ 1 H1M14
HREEZEORS L, 14 HEICER 0
F b F 30 mg * HRIREOKS-

P ST F+F 0 AUC &
O Tipid, #hFhEH 25 K
W 3snEL. 7z /0¥
¥ — Vizxk LTk skaket.

A=t N G

EROES L, 14 B EICEEENT & BT

7z bV 300mgZx 18 1814 BHK

¥ 30 mg % HERECIRS.

MEEFNNTEEF O AUC K
FTpid, 2T 508
U 35% 4.

ERATFEF Y 30mg® 1H 1M 148
BREZOKRSL, MABICJz=b,
¥ 300 mg % EEHEORS.

T4 O AUC I,

iy
2% 5, o

A= B A A
u—

7u77 /09— )80 mg% 1H2E18H
HREZORS L, &5 9 HHPLHIER
NueFEeFr30mgE® 1B 1EH10AHK
HEERES.

EEREBBYA S 0T/
D-LVOEHMBRICEER
L. tafxrFfrial it
FARET.

TrFE)

BT EEF 05 mgkg RUT VFV
10 mghkg % 1 H 1[E 14 HHEEHH
#5L, &5 15 HEL7YFE¥Y ¥ 10
mgkg ¥ EEIZE,

TryFEU rOEYHBIE
L.

TVTENRL

1734 5mg % 1 B 3 R REEHRS.

E#AoXEF30mgE 1H 1028 H
FEGEHRS L, #5 15~28 HEIZV 7 ¥

FEERECBIT2 N uxLF
v OEWEREICEEL L. ¥
7 E AR LTkt

VAFTY

BN OFEF30mgZ 1HI1E 280
HEAESL, %5 22~28 HEHICV 2 F
TV 300mg ¥ 1 H 3 AREFEHES.

EERRBICBITA AT ELF
ViR, SERAESEHEBRIC
# s0%iE,. v AFTrCHE
L T SRRET.

D v i ) v

BEEUFEF30mg2 tH1IE28 H
BRE®ZRS L, %5 15~42 BEIMN
77 v 5mg¥ 1 H 1 EFEEFERS.

Jr7T) vBgECEERL.

IN7r)5mgx 1 H1H28 HEFEE
BEL, &5 15~42 HEICERB ot
F30mg % 1 H 1 BEREHAKRS.

nu#t%vﬁﬁmﬁﬁtb.

=

ERATXEF30mgi 1H1E 28 H
BREHRSL, &5 15~42 HBIzV IF
T 025mg ¥ 1 H | BIEHEFERES.,

EERBICBTANTF £ F
Y OEDERCEER L.

VIR 025mg% 1 H 1H28 HER
BHRE L, B5 15~42 HECHERSOX
tF30mg ¥ 1 H 1 BIREHERES.

SRR BBV TR
DI AUC X, O FbF >
DI L Y 15%80.

FTn3a—-w

BEAUFEF Y 30 mg RETVI—)b
50 g 2 BEHIRS

NOFrFrOEPHELE
L& L.

~—22 29

AF R

EBATEFEF Y 0mg® 101 BRY
AFNF250mg % 1 H 30 10 HERE
CiRii ki

NoFxeFrOEYHRBIZE
k= L.

~—E10

272, FFVRAE (7= b4 Y, AANATECYRUAVTOR) 2EHH5 17T
APABEIZ, 1 H30mg XTOEBRNSOF LT X E2HHLLABRIBWT, NOoFEFy
OMFFBEICEIADNED o7 £, MITVYHAECIIFRERTY V8286
612 BALXTD NI 72890
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4-2 F 7 0O—.4 PASO ST B 1ER
4-2-1 CYP1A2, CYP2G19 R U CYP2D6 ICxi3 BFE=(EA (/n vivo)

A= 20, 31
FiE .

BERABETF (MERA, CYP2D6 BU CYP2CI9 DWW TITRT EM) ([CHEB T+
F- VD 10~80 mg Z 1AM HBE CHBECTHRKRS L. BEATFF R 3HME
I spartsine BUFR 7 2= b4 Y OZNEN 100 mg, XikAT =4 > (I—L—2 %) %
CYP2D6, CYP2C19 U CYPIA2 Diffk<e—h—& LTHRESL, 12 BRHE T TORPEN
L7z, sparteine, A 7x= ;A Y RUED 724 Y ORFPREMER TCREDOF RS DK
HILEHBL, NaxkF 0 CYP2D6, CYP2C19 B UF CYPIAZ I2x%f4 3 [HEZHRET L7,

F7z, BEMRAD CYP2D6 D EM (94) RUFPM (84%) WKEBENSOX 5 30mg% 1 H
15 14 B B RERO#KS L, sparteine fSH ELOTLIC X D A0 3£ F D CYP2D6 IS+ 2
B2 #X AR ICHRET L.

BR

RN FeF D CYPD6 \IHT LB LEH LER, BRI U X7 O@EiksIc
£ 1 sparteine RHILIZAEICHWIM L7z (p<0.01, Page DIEFIEE) . CYP2DS BD 6 $3 3
P, BSER 0 P5 80 mg (THHE LEHRRED EM 25 PM IZZLL%E. LaL
RHG, AT72= b4y SRERUD 7 2 4 YRELICHBIEOLNY, XEHOBLD
AoNhdrotz (~N—26) . _

L7zioC, NaFxvFriE CYP2D6 ZHET 445, CYP2C19 BT CYPIA2 IR % 5
AhhwnwkEZ LN,

CYP2Ds o o6 - CYP2C19 CYP1A2
ESy . :
R
R 5
2 = S o
k] 1] st
3 H 02 n
~ R
A A
0 . . ,
0 0 40 & 80
#E5E (mg)

BA—26 HEBEA (BERRA) (CEROSEF 2 EHiEHE L A0
CYP2D6, CYP2C19 R TFCYPIA2 ¥ BREE (n=3~6)

T/, BEESUFLF T 30 mg & AR5 L7250 sparteine {0 MR Ibid, CYP2D6 @
PM TEILIE K 6N o7z, EM Tiiik5 1 BAEH S sparteine A MR A EH L, /<o
FeF VBENPEEREBIGEL RS 2BETRESEER L (B~—27, 3328H) .
9ZDEM D3 B 280D CYP2D6 DEREARIES 14 HEIZ PMICEL L7zAs, SOFeF
OG- T IZHE sparteine K MR IMIZET L, Ri&de5 7 HROEIZFRSH & IZIZE LE
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ERL7=.
BLEIZE D, S e id CYPD6 #MIICHET 54°, 2OHERAESRY 1 B/HT
EET 5 gL bRk, ' |

Sparteine 1% 1

EA—27 GYPDE DEN (XA, 98) ICIEEE/IO% L F > 30ng %
181 @814 BEREHRS L /-BD sparteine {$B

* | p<0.05 (Friedman BRIE, vsIXSBIMED sparteine R HIE)

4-2-2 F o 0O—L P00 HTFEICHTIBEER (in vitro)
. N—2 32~36
Hik ‘

v MIFRX 78V — A sparteine ZHML, NeFEFrRITTORBPOFET T
CYP2D6 I3t § ARHEEAZME LAz, /2, © MFI 720V — A CYPIA2, CYP2CY,
CYP2CI9 B UF CYP3A4 OEREHTHET72FEFy, 7zt AV, ATz b i
C T RTUSGARRML, SOF LSO CYPATFREICHT B MEEEERE L.

¥R

CYP2D6 IS B30 F2F ¥ O KifEik 0.15 .M (9 50 ng/mL 1Y) Thore. T,
CYPIA2 IZHPT 230 F L F ¥ D IC,fliE 45 pM, CYP2C9, CYP2C19 KU CYP3A4 {43
BRUR LT YO KERENRETNR3S, 1T5RU3TUM Thok (FEA—68) .

—7, CYP2D6 2%t % BRL36610 O Kiflilx, FEHEAET 16 uM, SN o 1V BHRAHKT
200 pM BLE, TEBIEAET 120 M TH Y, CYP2DSFIELAYHELRWEEZ BN,
BRL35961 K UF BRL36583 ? KifEld, #NEFN20MEU ERU 05 M TH o7,

EE a3 v 20 mg & HEEOHS LEROEERBIZBIT S Cou iE# 60 ng/mL T
HotzZ bhb, BRIZBWT/ITFEF 3 CYP1AZ, CYP2C9, CYP2C19 & U CYP3A4
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CE2REZBEETATRERZWEHE SN LA LS, BEICEWT CYPDS
& BRBEEET 2 TSR E v,

FA—68 F b C—L P50 AFRICHT B3/50% £F L ORB/EHE

CYP #FHE Kifi (uM)
CYP1A2 45 (ICso f)
CYP2C9 35
CYP2C19 75
CYP2D6 0.15
CYP3A4 37

4-3 ML NIBEE

&

N—44~46

BT FEF O 0~500 ng/mL 2T VT 71 ¥ (500~1500 ng/mL) , FUNRYZ T3
F (300 ng/mL) Xix7==1+4 > (1~17 pgml) 2&L e PIOEECHEML, FhoEYO
FUNRIESIHT ATy OEE Y ENRREIC L VR

R

v MBSO R F O RRMUCROME Y V7 BERIE, TNT 7Y T 95T
~99.4%, FIRY 7 TFIFT 9%EE, 7= tA YT 858~878%Tho/zZ &irh,
BERSOXFEFEINT77 0y, FURVIGSIFRFIzZ M Y OMmMBES V7 K6

RIHBEZRIZS holz (BN—69) .

CEA—B) TNTFEYL, TURLISIKRRB T hM2O MBS IS TTES

A0 F 08

& YT REE (%)

Yemp s & s v D i ) BV FUNRVFSIF Jx=hAf v
INIiEE (ng/mL) (ng/mL) (ng/mL) (pg/ml)
500 750 1000 | 1500 300 1 5 17
0 98.8 99.1 99.2 99.1 — 86.5 | 876 | 872
5 99.0 96.9 93.9 99.4 - - - -
10 99,3 93,9 98,7 99,2 - 868 | 858 | %64
30 99.2 95.7 99.2 99.4 - - - —
50 99,2 98.9 99.2 99.4 >99 - — —
70 99.0 99.2 99,1 99.4 - - - -
100 99.2 99,2 99,1 98.7 >99 874 | 878 | 8638
150 99.3 97.7 97.5 97.5 - - -] -
200 99.0 98.9 99.3 08.9 - - - -
250 - - — - >99 - — -
500 - - — - >99 — — -
— I EEed SEHE (n=1~4)
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5 SEI0EMFHREE

RRBBICERA L BAZEREA—T0IC , iy
hooBANCHELT, BRHSSESAH 30 Elﬁi%%% 718 B R UMEH 5748 5 B 31 B4, #KE
452% (R0 634 7 A 18 HAF, —#RMIE) ikK#&TE, Y ER A

MR (RERAZHEE LL-RBREUBHER) 2EHL:.
EEOELS  HBEESE (10 mgsE28/20 mgst 180 RUME - WEOR25 20
mg 4t ( MBAGE, FAPSLOEE) COoVTRERAZESE LiztheyR
SEUHFBRLEBLLER, WThFASFETHEEHWEN, 2, F - BEORL2S
0mgét ( MAREEKS EAPSLAGSE) , BROB2224 (10 mg BT 20 mg
g0 AABOESS  EREGESE) RULE GGeH) 0R%285% (10 mg KU 20
mg &0 ABEESR/  FERLHGS) OsPENESERRLENRRICIDE
HL-iE, FSETH5 s Sn.

DLEOEES S, BRABIERE LT~ CTORAIX MR FSETHS & HEF L.
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Fen—70 EREEEERICHER U /- 885)

A B K 4| X % , % B # A
10 mg AEadsE, 20 mg ¥ A e,

B4 BERARTE | Y amees
B BEERE 0mg _ ABELEEE

N s 10 mg MEpfE, 20mg = MHEHGE,
EWFRRSE | REEART | e mEEeE ome  ORELSEE
EEERE 10 mg AfAEARE
BHE I 10mg FEEREE, 20mg HEOEEE
% WA ORI OREE | 10mg s EEEsE, 20mg i I ==t
EiiEs BETLHE 10 mg EhAS =
EiE 10 mg FEaasE, 20mg AEEagE
E- i 10 mg M aEgE, 20mg | RrA=gx
HilsE 04 10 mg BERedE, 20mg  HER®ESE
HEE I A Ry yEERE 10mg HAEA®RE, 20mg P9 B g
#MAH 10mg  FAWEHLOHBE, 20mg (5 g I =k
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5-1 FEORL 3 HARICSH T3 EMFENRFHE ~—40
FEREIAE -
BWEATEEF 020 mgf 1488 10 g 2EOSRORLD  MBHGELEER
ABFIRORS L, EYFNRFEEZRE L.

HERid Iz ICTER L7z,

HERETERRTEARNML
HEZRORSBOMFF TR F VEEICEAZFREVERE LT, FRICBIT529
EEEEREATKE {, REEOBAZIL L EPREZ OGNS, KFPICBITHEPWFENELER
i, BFISS4ES B 30 HPEEE 718 BT X HARSICE DITI T L 2 ko TWAH,
BRSO R F Y OEPENESEERIET 5 2D ICLELRHBRENE 20 mg BERSED
Coa R UFAUC (3-1 BHR) ICESWTHEHHLAER, 1 BN LU LTIFRTSTHAI LA
FHIE s, o

ER S UF TV ERERS LEKOEERECBIT 2 MFEHF 07 Y REOHAZE
i, BERS LBROBAZIZHSTIS (552 ERRENTY S [Cog OTBEH ; 40
(REHSH) RU 7% (RERSE) , AUC OZBRE : 47 (RIEHRSHO AUC,,) &
U 103% (BREREGRO AUGL) 1. B2, RERSROEERES, L AWENFRFET R
ETHDILELEBRERZFRL/ES, 1B 320 EELY, HERSEBIZESTR
HBRSBOFSL WP AR CEYENRASEEBEL(RIETE L2 LIRSS, '
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L7ehoC, BTS2 oA IS T2 EENRSEoKEICEHL T, B8
BEIZLVERTE L L LT i?:io RiE#RS5 7 EIEU.I% MEEF O bF EERE
FTRBIZETAZLFEDLNTWEDT, RBRBRICBT2HRSHBMT10BBE LA

FiE

RERANBET (BAEN) CHRATXEFY O 20 mgéE 1 L 10 mg§E 288 7 U A
F—N—FICE D 28RS 1 H 1 10 HREEREORS L, | BORRELE 1 HFRER A,
E2HEFRAZOE 138 L, REFKSED Cuu 2 UF AUCo2 2 WK L CTHRIFIR 0 &%
By RISt R B3 L 7.

BR

£ 1EOREBERIZL Y, 20 mg$e 188 10 mg 4% 2 LD AW LN RSB ORI 572
BEDIFR SN Z bR, B2HORBITER Lo 7.

BEEANOXEF O 20mg% 1 H 10 10 HHREEORS L2BOMER a0 F 25
BERZ, £ 10BBICIZEFIRBICZELLZ (~N—29) .

HERATF LTV ICBT B ERORL HHAMO Co I, 2 BAMTEEAD WEPo
72h%, AUCon IZZEDRD BNz (p<0.01, FFRGH) . LPLEHD, Cun BT AUCo0
BREDEWTRS 080 Lk, RAMMEHER 011 UTTHY, 2 BAHONE 95%EEXH
20D THo/zl bird, HBAUXEFYOEERORLS HEORED 20mg i
188 L 10 mg 8 2 SRIT MM IC S TH B L HBF SNl (BAN—T3RUTT4) .

(ag/mL)
50 +
©10mg & x2
%40 1 ozo:gﬁx
FA
a J
%__30
&
4
J.fiZl) b
;4
ol 5 8 { |
0 24 48 72
LIPS PR PR PR PR P S S (RO RSN ()
1: 5

BAN—29 BERABTFICERSOXEF 20 mgsE 1 210 mg3E252% 10 BR
REROHRS L o MfEREHE - (CHETIEE(RE, n=18)
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T"A—73 HERABFICERSOFEF- 20 mgiE 1 SENIZ 10 mg§E28E%
10 HRRERORS L AROZEMERENI5 X — &

B A Conas (ng/mL) T (br) Tip () AUCy4(ng*hr/mL)
20 mg §E X1 8 28.79 +10.51 5.39 +1.50 20.18 + 8.82 446.46 + 208.13
10mg X2 4 30.46 £9.64 5.83£1.38 18.95 +6.43 506.14 + 203,80

FHfELRERE 0=-18)

TA—74 BERABTICEBRAOX 2T 20 mg$E 152X 10 mgsR252%
10 BREROEZS L 0 SHIRIC 5 1 3 £ YEi RS I

H B ' Crax AUCgo4
BEROFHEDE +5.80% +13.37%
SESTHT BEZL L{p>0.05) HEXD Y (p0.01)
Bttt 1By , 1.00 1.00
BB (A) B 0.09 - 0.1
X s REXE + 8.8% +4.38%
#1:a=005, #2:A=02, #3 :1—p=03 n=18
5-2 MARUSIEORL 3 8FMICH T 3 EMFHREE ~—4]

HERfER ,

BBEBRLORAIRTGA Y - E—F 2 b4 (AFVAR) LB THAONS R USEOLEE
PITD R, RIICB W TE DHERRRUE THLY - 885 X 285 (FERF) AV
b, o7, [BRFK - BE20mgdE (| MHEOGiE) LHRF - B85 20 mgde (

REFLgasE) 2REEABTICEORS L, EPENESELRS LA,

HEEIZ iz I CTERE L7,

HABRETERERML ‘ 4 .

EROEL ARAMOEYENASE LR LA FELEKS, 18] 15 13 208%8RE
MBERUVBEOR R HHHE 10 BEEERS L2-ROEEREICBITS Cuw BT AUCo2
AW CEDERHRSFELZRIE L. :

FHik

REBABT (BEAN) EBRSTXEF Y 20 mgEOHALY - SN - 8
X OAF—N—FEICL D 2FIC1H 1H 10 BRIKEREORS U, EF0BEREIIE 1
MERER 9%, H2ERRILOF 138 L, RERFHED Con BT AUC, Z EBIL, TR
HIM O £ RSE LB L. '
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R |

BHO 1 ZOPBRENATHEACIVHEEL2b00, £ 1 AORBER L YAEEADOE
PR RSHERBOFMIC+ S HREOPER SN2, £2E0RBRIERL 2o
WERS O X LD 20mg % 1 H 1 H 10 DHEEROHRS Lo mgEH (o ¥+ 5>
WA, B5 10 BHCIREERECELE (F~=30) .

%1 ARBROKBR LD, ERATFEFVICBIT ALY - BESER UMY - Sk
58D Co B AUCo, ICERBO LN LD 572, Coux BTF AUCe OB IRWTFRD
1.00 LAk, Btz 012 TH Y, 2 BAH O 95%EHRKE VI d £129%L0 T
ThofZ kb, EESUFLSFVOHLE - BE0 mgd (| MESLOaGS) LIH
M- BE20 mgdt ( HHOGSE) REWRNICESTHE LANSRE BAN—T5K
»76) .

(ng/mL)
801

o
p=1

© B
® FanA St

it A T S el B =Y
3

s~
<
.-
—a—
—e—
1 e
—e0—

- 2 48 72
rttTrrr Tt BRI RS (hr)
1. 2. 3 4 5 6 7 8 9 10 (H)

EIA—30 BERASFICER/SOFEF D 20 my SEOFAE - 2E NIRRT - 8k
% 10 AEREROBRES L o iiEdugEHE (FHEHiEEEsE, n=17)

=75 RERABTICER/SO%£F> 20 ng SOFNS - ST HIBRS - Wik
% 10 BRERERORS U LBORMBIBEN/S A — &

# & Conse (/L) Tpe (hr) Ty () AUC 34(ng -hr/mL)
B - Bk 51.07 +21.30 571 +0.99 18.45 +9.61 876.01 + 448.07
B - g 48.35 £21.36 5.88+1.32 17.17 + 696 823.53 + 473.32

I L HERE (n=17)
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FA—T6 MEHABTICER/ SO F S 20 g SROWMNT - MK TISIBNE - BikiE
Z 10 BRREENERS L OHER IS 3 T 5 EMRrREF SO FHE

H H Cora AUCg4
AR OEHEDE -5.33% -5.99%
SR HT# HEEL L(p>0.05) HEZER L(ps0.05)
B8P 1.00 1.00
CRMRHEQ) P 0.12 0.12
% EEER +122% +12.9%
#1 1 0=0.05, #2 ! A=0.2, #3 ' 1—p=08 n=17
5-3 BBEERICAWARADBHEER ,
5-3-1 WARUVCEZEORE 2 EFMICH T 32EHEORIES
AN—47

&

NHRUOBEOR]R S 10 mg HEHfESEL 10 mg I AL B e O B o 4
FRRSERABRL, REAPREANSOSHEOEEIEN 59RBOEFETHII Lo,
HAEEREA—RABREOCHENREBREE 23k (OSFVE) Tk hERL .

BR

WEROBEHRBIZBWTY, 10mg  HEBBED T5%BHER (Trxe) OFHHEIZ
HEBTHY, 10mg FIHEEERY 0mg  FHHHLHGBED T lEdTT
BRBCTHo2Z hd (BN—T77), 10mg HEARKELE 10mg FHEHFTARE
ik, APENKESTHL I LFEE SN, SEBREERA-31ZRT.

CR’A—T77 ABRUHEORL SHAEOEHRR
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BEN—31 WA EHEDEL BB/ OF & F 8O B HERR
(3 Elf# ") iR L OFHYHE)
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5-3-2 WARORE% 5 HFIREICH T 3EMFHRFYE N—47
HiE : ‘ _ .

10 mg & UF 20 mg AEBHERE MEE GBS RE DDA THAI LD D,
HASR S R RBRIE OSBRSS 25 USFVE) 1Kk EPFIFEERER T Zi L
7=. E

ER : '

WTROBIHEIEBEWTY, 10mg R 20mg AABHERO ThwuOPHHEE &
RHTHY, 10mgRF20mg EABEEE, 10mgRU20mg  FHBEBSED Tis,
EFTRT  FRWCHoRIEPD (EAN-T8),  HEABEEE (0mg RV 20
mg) & FAEARE (10 mg R 20 mg) &, ThEREYZHICAETHL LIiEEE
&hie. HEHEREEA—2I0RT.

BA—78 WRORE S HABOBHHR
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KAN—32 HRORLZZERBAOX F 0B AR
(3 EI#2 ¢ 3R L OF91E)
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5-3-3 MAHDORAIHFRICH T3 EMEHNRAEE ~N—47
HiE . :
MEOELRB 10 mg RTF20 mg @ EpASLk M B e O £ P # R L
HRB, HFEA L L THAROSHRN 19RBRORIFESIOEETH A L2b, B
AERFHF-ERBFEOBHBREE 28 (OYFVE) KX DEMLA. :

R

WTNROBEHEICBWTD 10mg BT 20 mg® HELEED T DFEREIX 4%
WTHY, HiZ, 10mgRU20mg® - MEABE, 10mgRTF20mg® MEHFLH
BEED TrafEFT T  SRETHo0Z S (FN—79), 10mg - H%Eﬁﬁ&
100mg HESFAO6ERT 20 mg HEGGEE 20mg FAEHLAGALEL, &Y
ZWICASTH 2 Z LR S, FEBEELEA—33IIRT.

|/N—T79 WHDRE 5 UHIEDBHHAER
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BAN—33 MAEOERLEBER/O%tF - OBEHEE
(3 B2 )R L OFHE)
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