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C

EFFITHD /a7 ra~< ] (CAS No. 50-53-3) (22T, JECFA &} EMEA
DFHMFESE 2 AV CR AR 2R il 4 50 U 72,

P W o RBREGRE X, EEhRE (T > b, A X, IUEE K BAOe M), EBisE
P, AEEE (v AL T o b, USROS X)), AEREEE (U AKROT v b)) %
DFERFE TH D,

yanra<Y 0k, in vitro TEE S BEEERBRO—EIC B CTEHEE R LT
Z D, BB A R RMREMEAVRIR S Ts, In vivo CHEHE SNV ZBREEERER Tl
RFDRERICIBWTCRatEE R~ LTz, LL, Zrara~U 2R LTCe MEEITBW,
TYMNEREDNFEREND L ORENH D=0, 7aLTa<s I 0 NERICE > TRIE S
72 DR A R AREM I DWW TUIIE CTE o Tz, EBIZ, Zurru~y A
WD AR OFEM e 1370 < . BIRERCTRMI L2 AN DI, Z7rrra~wyy
INFEIN AANEE G T D ATREMEI I C X Zed o 7,

PEDZ &t Zarrawd AlonCainmltz a3 5 iEEEGETE . &
URNAMEZ AT LRI &3, —HEBEGEFEE (ADD) ZEET_XE TR,



|, M RSYEAEELOBE
1. A%
BEERH

2. AR DO—HA
me . rurra<wdy
54, . Chlorpromazine

3. {EF4
IUPAC
#.4, : 3-(2-chlorophenothiazin-10-yl)- N, N-dimethylpropan-1-amine
CAS (No. 50-53-3)
54, . 2-Chloro- N, N-dimethyl-10 A-phenothiazine-10-propanamine

4. ¥R
C17H19CIN2S

5. #F=E
318.86

6. EER

7. FHRBMRUERIKR

ranruvwV AL, 7 ) FT VU ROEFRLOIIRFTH D, (B3, 4 F
IZR—X32 JAT R kRO =0 @R EHET D 2 Lick v,
RERDZEI O OVFEM R ER 280635, (B 3)

WNTIE, B MAERKN L LT, Zalra~ D RS ASTE. SYE MR
i OV 5 DR OESFIIOIREEICIA fbivd, (B3, 4 HATIEH, b MESE
pn & LTORRE ULH L5, BiHESRMN & L ToRRITRW, (B 5~T7)

B, RUT 47V A MIBEEANIBE LT, BRMIZBWT IR & Sh b Biks
DG THD ERESNTND, (BE1)

U RS LT, @, RACEZ o< U s LT 1 B 30~100 mg %, FEthEMEk
IZBWTHWAEAIZIE, @5 1 B 50~450 mg Z/0ER A543 L SnTn5b, (B35, 6)



II. ZeHITRIMEOME
AFHiIETix, JECFA KON EMEA OFHMliEEZ HIZ, 7 ur 7 v~y o OEMEIZE
THLERMRAEE L., (B 3~22)
PR AR 2 BRI LTz,

1. EYBREER
(1) RN - 2%

7 a7 ae Y ATEICHFE D ORI SHL, IFERE 2 8T 2 BRI T AR S
AN, EICAETR# SN, WP aLrTa~d 00X 37 #EERIT 90%
PbThHot-, b FTHE, BEEEBZIC nrT o~y OmMPREITELS 725 2
Eh, ZunTuw Ui HE ORI DU A 2R X8 5 rTReEN
DI EIRENT, WINE, 7l a< D BRI IE S 5 L. JEERPED S
W E DD RPN T SIEE O 2 E O M R A R T TIREICRET S, (B
3, 4)

PR OBRE THH LM 4T/ u LT~ Y A AR AO#E (100 mg) L
7oL XOIEWENEE T A—H K 1R LT, (BH5, 6)

* 1 HYERE T A —X

j&l_ﬁ‘% Tmax AAUCONDO T1/2
(mg) (hr) (ng * hr/mL) (hr)
100 2~3 838 30.5
(2) K5

Junru<w Y OFERFREIL. BIEA TV a BB ETHY . B ik
DNSEFNDOANRN I CEE /2R EE Refe 3, ZALARFT MEIE, A XIZHBWTRZE L
RKOKI 8 43D 1 DEEFHERZHT 5,

b R T, 10~12 FEORFHE L 5,

bt FEETW ONOEWREIZIW T, MAS Y R, BULAmSETsh
%, (B3, 4)

(3) Het

A RZBIT D7 )T a~< D ORI 6 B TH 5,

WEEIZBIT D7 v~ 2 ORI S: (2.6 mg/kg KE) Tid, EEEY
B (Twe) 1% 1512048 il T o7z, IUFEDOFHIH O/ nL 7o~ Y R,
MAFEFEE LD b EhoT-,

BlzBIF 57 a7 o< OIRN TR DG Clik, £ oREWITRE 96
M & RIS SNz, £&5%, BEEOZNZI 10% % 27%03N K2 H[E)IY
Sz, (M3, 4)

b FTIE, KRG 6~18 D HBZTH 7 7 u~ 0 K OZFOREINRT )5



B Ehiz, (B 3)

(4) EHEREAER &)

KiZ7 a7 u~y o2 BEGRNES (1 mgke RE) L, 8, R, Bh&
&, AR OMERGH D7 a7 a~ Y ORRENIE S,

MAEP SR (Cnay) 13 0.010~0.015 pg/mL ($¢5- 0.25~1 K§filtR) Th o7z,
PR, g, EE, R O R O femiREElL, £iE4 0.107~1.316 pg/mL (¢ 5-
#% 0.25~1 IFff#]) . 0.0054 pglg ($25- 6 Fffl#%) . 0.0129 ng/g (1 K#fi%) . 0.0128 pg/g

(4 FEfEIF%) 0N 0.0279 pgleg (1 HFEIR) CThoTz, MkTF OB OT— 2 13-+
BTHoTT=80, THMlECE72notz, (BPR4)

(5) FFF 9 O—L P450 MFEIZDINT
F v M(SD R MEAIYED) 127 n VT a~ P % 4 0Lk OIS (20 mg/kg
KE/H) L, Z7arra~<YrOffF 7 a—A5 P450 (CYP) OFFE R ST,
7T <Y 0% % P450 & (CYP content) (Z528 % MIF S 72\ P T CYP2B
NN CYP3A 4y fHiA#HE LTz, (BR8)

(6) ZEBHER
Junraw Y OEREEERICONTIE, 2R LSRN REEEIT <, B &
QY \fj:l, N

2. BIcEEHER
(1) EnHEHCET LB EHROER
ruanrua~yrm in vitro N in vivo DIEGEMRBRER AR 2 LN 3 I2F &
Hic, (B3, 4. 9~14)

* 2 Invitroi R

A HE I M= i
IRIRIAE B | Salmonella typhimurium 5~10 pg/mL (+S92) (B
T TA97 his, TA102 his, EE97, (;%EE’”; 4. 9)

EE102 BRI e
S. typhimurium TA9S, 1~333 pg/plate fep: c
TA100, TA1535, TA1537 (£89) * (Z# 10)
S. typhimurium TA9S, A~ Rk
TA100, TA1535, TA1537, i
(Sl 11)
TA1538
S. typhimurium TA98, 5,000 pg/plate (£S9) £33
TA100, TA1535, TA1537 (3 11)
S. typhimurium TA98, 1~333 ng/plate fexi: d
TA100, TA1535, TA1537 (M 11)




FRATE H EYSSES & i A
S. typhimurium TA100, NBA X363
TA1537, TA1538 (3 11)
S. typhimurium TA98 5,000 ug/plate (—S9) X363
(ZH12)
Fluctuation | Escherichia coli 0.4~4 ug/mL (£892) Bot:
test (W3, 4)
L TFIURE | F oA =— AL ZZ—fli 10 pg/mL (—S9) petk
FEER V79 e (Aprt FE(T) (&M 12)
F v A =—ANALAZ—Nfi |10 ug/mL (—S9) (=333
V79 flifa (77 A ARG (=M 12)
YufafRZRIE | b 1 LosER 0.24~2.0 pg/mL (—S9) BoiE
FaaR (M3, 4, 13)
b hAEMmER 1~100 pg/mL (—S9) ftE
(M 11)
b MRRHEE A 8~80 pumol/L. (—S9) Bt e
(M 11)
bR U UoRER 1~10 pg/mL (—S9) (=i
(M 11)
F XA =—ANLAZ =PI 0.05~1.6 pg/mL (—S9) . fext
H il (CHO #fia) 1.6~16 pg/mL (+S92) (£ 10)
DNA R |~ 72V 74—~ L5178Y [2.5 pg/mL (—S9) X363
Bk A (K 10)
WGt R | B R U L oRER 0.25~2.0 ug/mL (—S9) Bot:
SRR (3, 4, 13)
b hU B 0.05~2 pug/mL Equivocal
increasef
(M 11)
b U sER 2 ug/mL (—S9) Equivocal
M 12)
CHO #fg 0.5~5 pg/mL (—S9) . petk
1.6~16 pug/mL (+S92) (ZH10)
F¥ A =—ANLAZ—Mi  |0.25~5 pug/mL Doubling of
V79 HHfa spont. rate &
(M 11)
F v A =— AN AX—Jifi 5 pg/mL (—S9) Gl s
V79 #lfe M 12)
a: 7 MFHXk
b: ZanTra~w D ATEREEZ, ST v RRUONLAAX —HREHNTWD,
c: 7 v MK SO {FE F D TA100 K& X TA1537 OfEFIE, Equivocal Téh -7,
d : 100 pg/plate LL L CHRERHE
e : 80 umol/L CHHlSE, -+ » 7 KOWIMORI, 100 AHia L2 w7 > K LTV,
f: R —IZB8E L&V 0729, Equivocal increase & X177,
g : 5 ug/mL Ll E Tt




# 3

1n vivo i\BR

FRATTE H koo 5 JiEh= At
{ARIAZEIRZE | Drosophila 10~75 mmol/L Rapt: a
S O % P
NN (MR 11)
P IEBE | Drosophila 2 i (=i
R (&M 11)
AN TN ~ A AH =35

(& 11)
F344 7 v Nk 0~70 mg/kg AH, H[EIFED (=i
kb, #5 3~5 Hi% (B0 14)
F344 7 v MM ORMY | 0~70 mg/kg (A, HER D F5RG1E b
i Bk B, #5 2~5 H% (B 14)
ddY ~™ A BB 25~100 mgrkg REE, MEIEN Boit: b
ke (MR 14)
Yett(RGEIRAS |~ 7 A Y /s ER 0.4 mg/kg K&, FRIRANES- BoH
SRR (B 11)
EMEERER |~ 7 A 4.2~8.3 nglkg AR, EIEN fext
e (MR 11)
BRI ANA | N A A — 1~15 mg/kg (K, MEFEN# fext
AR .. ZRACAVE 2 KRR (&M 11)
DNA $58Ir | 7~ MFHAE 70 mg/kg IR, fRO&KE fext
allR (11, 12)
eafRRER | b MRARGHIERE (T4, | AW =35
B KHFEZR L) (&M 11)
bt MEsPERERE (13 | ARH B d
£) RO (41 4) (& 11)
bt MEERERE (10 (600 mg/ HULTF =35
4) FOXIIR (6 44) (B 11)
b MEMPEREREE (11 |~ Individual
&) MO (16 44) increase
(MR 11)
b NS R REA FIRE:
(MR 12)
a : 75 mmol/L B TEWEBIERE /R LT,
b : ERIRDT= 0
c : BEASBEOREM
d: Xv v 7, R OMIE (EERICOWTTEBRBINN G - 7200, “BIER, BRkaik, BIRAZ R

DT T TR, BFEDENT T 7 A N OBEITHIN L2 o7,

in vitro FERIZIBUW T, WUEM 2 T AR 2R SR TG E M O D5 R
DEIE L CTWABM, #EWZ - Fluctuation test, Hifgb b U L /3ERA V- Yk
RGNS FLERER S Ok G R HERBR CIIBG A R L2 Z e, Zavrm
~ U TBERE R R T RO SN, in vivo RRBRICEWV T, a vYa o
7 T AR 22 R 28 Sl Mo OSRHAE 2 R0 N PEHES PESERER, ~ 7 23U 3



7 v N AW MR O ESERER, AR X — KTV MBI D a5y
(RASHERBRIE N 7~ MTFHIIEIC 1T % DNA 400 Clifatt 2R L=, /MR
BRCIMEXUTFGIE L 7o T2 B b o 7oy, DKL T v h RO~ 7 ADMRIEAK
TONEKRTH-72, Lovl, Zuail7a<P 0 2RA Lz EEOYR R FE AR
([ZBWTR2ME & BEEOFRERMIBIE L TR Y . i ZeZ Bt RIS EMFES
L, ZuenLrra<w VU NERIZE - TRIE & 72 8 mmtE 2 R~ Al RetElc WV TiEd
ETE o7,

(2) StEEEk

MBI S D in vitro W BROFERZFR 4 IR LT, (R 11)

#4 rurra<wTrONEEERER

fRAcE H YIS JiEEs i A
mm  |EIFZREE | S, typhimurium  his | 100 pg/mL, black light (k8
vitro| FLakR G46, D3052 % (M 11)

S. typhimurium 10 % |10 pg/mL, black light (320 Bk
S ~400 nm) (ZH11)
S. typhimurium 10 pg/mL, black light (& BEE
TA100 K 360 nm) (M 11)
S. typhimurium 33 pmol/L., 350 nm R4 BoiE
TA98 (ZH11)
S. typhimurium 2~8 ug/mL, UV 2TV K5t
TA97, TA1537, TA2637 | ## (M 11)
S. typhimurium 3~30 ug/mL, ¥t /7 BEE b
TA102, TA1537 7 (ZH11)
S. typhimurium 0.25~75 pg/mL, &/ (B o
TA98, TA102, TA1537| 5> 7
. (B 11)
FE. coli WP2
E. coliK12 B BErE
(ZH11)
E. coliWP2 500 pg/plate, EEKERT > X363
v (ZH11)
¢ X174 amber 0.1 mmol/L, ¥t/ 7&X% Bortt:
mutation reversion VA (K 11)
Fx A =—ANLAK |12~17 pmol/L, Black light b
—Jlifi V79 #ifid (320 nm i)
(S 11)
(HGPRT)
YR | F v f =— AL AH  |12~17 umol/L, Black light BErE
iR —fifi V79 i (320 nm #A) (&M 11)
CHO i@ 2~10 pg/mL, FJEKEET ks
v (ZH11)
CHO /i 6~25 pg/mL. & /5 T
v (ZH11)

10




A H YIS JiEEs i A
DNA &5 | E. coli K12 differential |0.17 mmol/L, 350 nm & Bk d
Y repair (K 11)

E coli K12 H3¥Fk 100 pg/mL, black light No differential
toxicity
(M 11)
SaccharomycesD7 & |13~75pug/mL, & /7 K5t
{5254 7 (ZH11)
GGty | F v A =— AL AKX 10.25~5 pg/mL, F4 T =| Dark effect not
IRAHGEAER | —fii V79 Hifa — 7 HE g enhanced
(M 11)
A EH AKenfi ERHIlE (lens | 3~30 umol/L, UV (Z3FV b
DNA A& |epithelial cells) b ”
o (B 11)
AR
DNA 9J#r | & k P3HiiE 200 umol/L, 334 nm &/ 7 SotH: e
iR 2 2R TV U ERHE (ZH11)
ORAy NT | R) T 0.2~20 pg/mL, ¥t /7 ks
A L5178Y i 7 (3 11)
AR | #E DNA (—AEH KL O |60 pg/mL, 320~400 nm
iR A$H) i AT DY
(Complex R (M1
formation)
vt 7T/ e T T ) UA VA BF0.1 mmol/L, black light Differential
TANAD A (WT) RO BN toxicity, factor 3
A&k B R MR (K 11)

a : TA100, TA1537, TA2637 i TRy 2k

b : TA1537 Tt

¢ : TA98, TA1537, TA2637 £k Ttk

d : uvrB# TR

e : BRI

7 u)ra~Y iAW in vitro DIGEEEMEFER T, 138 A DGOSR
s Lic, o, zunra~wUiaL, ETOEE N, ZE LBESR e LT
. DNA OFTHXT 77T D 8 (MDRFAF T & i LT DNA A% £k 3
LI ENHEENTWS, (B 11, 15)

BN ZEREESHAERLEMFESL. OO ENL, /L~y
(B EEEE BT 5 &Rl L=, BHES & U CEEICHER LI AIce b
DEMZIBEL Tl av VU AIRBEINLSRITBELNDG Z LD, B MZBWT
EAEIRLE LTy a7 a~ D r a2 o~ 9 aTRe kR &l Lz,

3. RMESMEHER

(1) AMsEEE (IOR, Zv b, 9HFRUA X)
suanra<yrOatiEaEBRoER AR 5 IR LT, (B3, 4)

11



* 5 runTruav T AlB T Dl E R R

i Pt 5 PRI LDso (mg/kg {ARH)
5 * 135
" . 136
~ A Lleie 115
HHIRP - ol
ik i 20
g * 210
- JEREAN * 71
7w b ; - 49
RPN 23
ks FRIRPY * 16
A X ERHRN * 30

* RIS S TORYY,

BRMEEHER

(1) 7 HRESMEEMER (BILEY b, BERRE) <&ET—52>

EAE Y b (MEES VL) ZAW=sunrra~wyr EREARKIEM ©7H
MEREEN G- (30 mg/kg RE/H) (2K DSty sEh S iz, #ERE)
Wz, YlalE 8 HIZRIZHStAVE L, Sz 3L <. B, ML OEBOA%E
bt L7z,

T BNZERWT, JEREREICZED & AV S 23 A HivTe, [REMEO IS,
EIBOMNEZR M CTA DA, WERHRR TR, MO L Z DI WERHEEAE 23, [A]
Ao e OSERG CTROL S L7z, 4 BV T, BIBIEE LVEIR FEEZ R L, B0
HAL T, RIEHZAL R O BZE Sh-, (B3, 4)

(2) 6 BREERMEMRR (Sv b)) <BBET—423>

F v~ (Wistar &, HE24VU/EE) 127 = /2L X — X |Z/alLra~<vl %6

RO EE (50 mg/kg (KE/H) L, %51, 2, 4 KOV 6 BH%OMmEEF OfFlEE

(TARGX BT I ) 7oA 727—F ASD., 79=73I /) TV AT =T
—¥ (ALT). #EaMik#ERESE (LDH), 717U ARA 7 7 % —F (ALP), %A o
P MK O R G—RYA m=2 (Ts), i Ty O T M ONE FARIRAIRL AR LT
(TSH)) DR ONZ K OSFIR AR E ORI E I OV, FRIRAR A OV F IR O
RSP DS s S Uiz, RTREEICIE 0.5%E 7 F o KRN~ o = b= 285 Lz,

BRI 2 ], AR Ty 23T DA BTz, ok 2 i, AST
KON ALT JEMHE OB IMER & A ST,

e ONERIR R OO sct M OVFERFEE RS 4 B & Cloili GREE bEfEEZ R L, 7 =
J VS — VR RECIT 6 % b EEE R LT,

JRESHRR RO Tl PR R S GHE L & 4 WA E CICBlgE s, 7=/

2 JERENB B TITON TWA Z N BBETFT—&2 L LT,
3 EE OEMRBRTCIIANWI BB ETFT—F L LT,

12



SV R — U ERECIL 6 % bEiIZ SN, Eﬁ#ﬂiﬂ%‘]ﬁﬂ@%ﬂﬂﬂ’ﬂ@ﬂﬂkﬁﬁ&ﬁﬁi@
Eﬁfﬁm) 4 BN BN, T = ) S X— VRGO 2 RE . 6 HEIC
IR ST,
IO DOFRERNS, FIRISEEICT 57 =/ VX — L KO e ey
DT, oI 7 v Y —LFEORRE LT, EITRMFBLE L OMEE~DOZEIC
E5HDTHDZ LIRS, (B 16)
suan7uavwP A7y MCBWTIEH ) oo S22 b inTih
ER1T) ., TUIEH B S D 2 & 0D | ARBROEANT I S 7= A Ty
OENIMERX, Bt 5 SIHORERAE LD EE X LT,

5. EHEERUELSAMSER
PBPERRMERRER IOV TIIS IR L ERNIRRE N o T2,

(1) ENAEIZDINT
FDA @7 — 4% ~_X—ZT FDA KON NTP NG5 5 - #fa % TR0 AANERER O
FERAAHNT LT Joseph &0 (1997 4F) (I2LiUE, Z7uerra<Uif, 7y b
DHEDERICIS T DIEG AN S5, (B 18)

7T aw Y e EORE KIHEIRIFREED 5 b OMBREMEE T 7 7 7 7 F o DOt
HZRST 508, AARIEBERECIIRWT A XD = v TP ri o7
) FTIUBERIZIZFDO LS I ERIT e, Zulaw itk w AT
% BRI ER L HMMER ORI Lo 2 EE S Tna, (B 19)

bz Emne, Zanrra<y oz HOnT380 AMEREROFEM2 S X7 <. 7
w2V a D BN A AT D FTREMRI IR T E 2o T,

6. AfERLEEMHER
ZAREIHRBI OV TIIRR LB BHIRLR e o 72,

(1) E£msEHRiR (vOX, #O8S5)

~ 7 % (C57BL/10 % 4, M 20 PU/EE) ITIHERIRIAZ @B LT, ZuLrruvwd 0 a8k
OEeG (0(F7&AR), 4 WX 16 mgkg (KE/H) L, AffdtERB e S v, B
HiZ, &R 6 B ENBIRD b, RO E COMBOIERIZIIT 2 EY D&
2 REME IR B IRAREEME LA NS — 824 7= © O R QMK E AN EEe
=Y gk

HAEREO R OIREIZOUWT, BERICHE PR A B2 A DIV o T, 178
IZ2WTC, 4 mgkg K/ HKGHE k RTHRHE & OIS EIIBIE SN0 > T2, 16
mg/kg RE/ A GHETIE, BEZRITHE BRI 1~5 REEFFEE OB - BT,

4 JECFA JFi3CTliE “C5BL10” & & 570 “C5TBL10” DEhE N & HIkr L7~
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16 mg/kg IR/ A #GEE T, RO MEE COMBIHFIICHE BIER 2R
L., WEWEIIA B LT,

FIEIRERICOWVWTIE, 2 BEREAZE L 0D &, ABIEOREMW L0 A ZITHED
L7, (ZHE3)

EMEA OFHiiETIE, ARBRIZOVWT, 4 mg/kg RH/H 58 CEYRIE A AE
DI BN DA ENECHOWTIL JECFA OFHliED SITHBITE b o 72 L iiE
LTW5, (&f4)

RINWEERESTW A EEKLEMTIRESIL, EMEA O#REE2ZE L, RERAED
BERWAD 4 mglkg RE/ HEGEECTHLNTZONE 9 DDA D78 ARBRIZE
i} % NOAEL [ I5%E CTE 72\ M L7,

(2) &hEsHHER (TOR, BT#HRE) <8BT7—45>

~ 7 AN (LACA SR, 448 0444, 6, 7. 8, 9 XL 10 HIZ, Z7mL7m
~ VBRI TG (20 mg/kg R, I ZKEK) U, AGEEMERERDN i <
72 PHEREMY A B 30 HICZEIEALE L, L ONEFEA i L, EE N OYRHERL
WRFHIRE 21T o 72, RFREEE L C 7 IR E ST,

FERIRE, ST OVE NS 1 2 & TR S OB G OISR STz, K bIEER
WENT, AR T BICEG SNTECTA LN, ZORICRBWT, BEREREKUESE
HEHEOWMAS, [FERICA B,

WE. 20 mgkg (KED 7 nL 7o~ U HER G, 4% 10 B TlcEbsns
&L O~ ADMREE RS D Z EAVRENT, (BIR 3, 4)

(3) £WEEMHER (v b BARKEE) O <EEFBT—26>

TNE /7w b (Rattus norvegicus, T, 24 VW58, 12 VLo fEE) (2, 7=
wfvaV7Xi15EW%WW%5(OXilmg%%m(?yF@WE%ng
& LIHA1T 5 melkg (AH/HICHEY)) L., AdlztEBra gz s hr-, %5 8 Xix
16 H7&l ;ﬁ¥%%%b¢%65;zﬁéﬁE&@%§l/ HRR 2 FEh U7z, FEHL, AEEL LRI M OV 2
L, EEAZNE L-, £72, MiREERE LA L2 9506 L7z,

W ODDT v Ra 7 U ARTFHRER ORI Tre | R, R BAEEE K&
W OEFEOA BB S,

W7 A a e g, ansfETe RaZ/h—E R0 ALP ORI SRIICT
L. FRLORER HIRICB 2R A7 7 2 —EB L3 L AT a— VREOHEINMN
Ao, (B3, 4)

(4) AESEHER (Sv b BRAARE) @ <BET—4 7>
F v~ () O 4 BRI T a~ D RN EE (20 mgkg (RE/H) L,

5 G TIThN TWAZ EMbBET—H L LT,
6 ARG TIThNTWA Z e eET—2 L LT,
T HRNES TITON TWA Z EnbeET—2 L LT,
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Al R MR BR DS Fhit S A7z,
FRANDNIERG N AR A NAF 3 2 EAVHIBA L7, sl e o7, (B0
3. 4)

(5) EHEHMER (T v b BERNERSE) <BET-—F5>
7w & (SD 3%k, 150 Hilie, HE 12 VWEE) (27 T m~ Y& HIERERENES (0
GEREA), 2.5 mglkg KE) L, MHTENC VTR BILE,
RGHETIE, SHATORRIEEE DO 03 Bz, 1 574720 O FRIRECUIAR R
RBOHERBICRD LT, (B3, 4)

(6) HESMHHER (vOXR| BiEORSE)

R~ A (CD-1 &, 24~29 VU/EE) Ok 6~15 HIZ, 7 vl u~y ik
e ZsiilR OG- (0. 2.5, 5. 15 X% 30 me/kg R/ H, I - 7RE4K) L. 34
FERBR NN ST, BEMWA IR 17 BICLERSEALE L, BN R OGERIR
B AT SR UTWRIUR Ve 0% & gk Uiz, 2EFIRIEIZ Wik, EEEZHEL,
g, Pl OVE RS s 2 92 L 7=,

B ESHETOREMWIC, . HEXIIE (erect coat) . AREEVD. RSO EH
DOUEE ), ARREE ORI v, REWIOSETSRIE, 30 mg/kg AE/
HEGRET 17% (529 f) (23 L7220, OBETIISELIT A Lo T, R 11,
15 LN 17 HOREITIHEMEEIICHEAD L, 5 mg/kg (K5 H 5 CIIME 11 HO
F. 15 mglkg ARE/H UL EERGEETIIWTHORERICB W T H A EICED L, (KE
NI & AR EAEBIRITIRA L. 156 mg/kg (AH/ A LL R GEEOIHR
BRI R O G- AR P O R BN B XA B Lz, 30 mglkg (KH/ HEG8ETIX
FEEEEINEL OFEEESOTILHAEICED Lz, HEICHEE L TR B
XD U, AR BRI Uz, — 84720 ORI AR IR OIEASE R+
W) X IHAN OB EZ TR GEAEFRXIAER) BRI TokE
FECHIN L., 30 mgkg (AH/HRSGHETIIVTNHLAE ThoTz, £72. HFEMFEUT
WELZ TR Z AT EOFEIE, WIS LML,

EFBEAER LN ZNOOIETIE, —I8472 0 OB IRECU IO TG I
BRERNC T O o T, —IE2Y 72 0 OSEHRE ARSI EARRERIC A L, 156
mg/kg (RE/ A LA B GBECIIEEOIR IR & I E TH -7, — 84720 OIBEHE
HBR K OG22 A3 D IEOEIGIL, 30 mg/kg (AE/H &G CHEICHEM LT,
30 mg/kg AT/ A GRACIIT DY T2 0 OFHTIHERRIL 13.70% TH v . R
RE2ATHIEOHERIT 18 it 8 5l (44%) Th-olz, BIEINI-FHFIL. IREEE
# (openeye), NHER, KE. WEXKEXIEEIE THo7, (B 10)

BN ZERE BB AERLEMNTIESL. ARBRICBO T, BEWTIE 5 mgkg
WRE/H UL ERGEECHREOA BRI PRO b Z Enh, BHEFEMEICHT 5
NOAEL % 2.5 mg/kg &8/ H L% E L7z, M Tl 15 mg/kg K5/ H LA EEGHETHG

8 JEENR G- TITONTWD ZLnbBET—2 L LT,
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RAKE OIS HHNIZZ & 75 % falRIZx4 %5 NOAEL % 5 mg/kg A/ H &
U7z, fearriid, REc g N A b 2% 58U L TA BT,

e
it

(7) RESHHR (vOR, #OEE) <&BT—-4529>

~ 7 A (C57TBL10 %) IR @ L C, 7 v m~ Y o 2k 045 (16 mglkg
RE/H) L. SEEERBR i S vz,

TR DI 2SS 45 E COHARB D B IO K ORI %218 L C OIRE
HINEORD R A BT, HEWOKER, Higs ) 2—7  kiEa L A7 e —
IR, 7 anTas Y o EGHE LT, REWINZ DWW T, — 82472 0 O,
b4, PR A OV D RS B Bl DN I M ONBas DA L PRI C VT, bRt L
KRR CR IR B BB SN, iFliTSRE shvieotz, (BR 3, 4)

(8) FESZMHR (TR, BENERSE) <&ET—4X 10>

R~ o 2 (3 22Hil, 10 PW/EE) DR 6~16 BHiZ, 7 aira~ T 2 lEREN
#5- (1.8 X% 9.2 mgkg REH/H) L, AR ER I, HNEW A5k 2
X% 8 HAMZZHIEALE L, IR E, (REEINEL OB AR LTc, st
FREEICITRHEK 0.3 mL %z, BRI E X 20 A HOYD 2&H 9 57 HiTH
0.3 mL %, #HHEE FERICEEG LT,

B GRE N OGP ERT IR T, 2 IR OIS A RD MR IREE & i L CHEICE -
7o ETHEGREMWD DG DN BRI ERI TR 7o, FRROEIEIL, 1.8
F 9.2 mg/kg REE/ HRGRECTENEI 38.5% M TN 42.9%., [aPEtRRECTIX 0%, 5
PEHIREE Tl 28.6% CTh o7z, AHEORHMIIHRS S CWver, (B3, 4)

(9) HESMHHER (Sv bk, BEEORS O

R Z » b (F344/N SR, 22~27 VU/RE) OIHR 6~15 HIZ, Z7rLrra~I U8
Rt 2 il DG (0 GRED. 5. 15, 30 XU 45 mglkg ASH/H . IRIE « 788K)
L. ARG SNz, REWZ AR 20 HIZZEESEALE L, T ENEY&
OEf, ARFE, A7, BT UIRIERECOWTERR LT, SRR OREH
E. AR LR OVEAS A A FEh L T,

B HGHARIP OREM)IC, g, HEXIILE (erect coat) . RHED . HIRZEDE
RIER NI BT, REEMW)OIETHIL, 30 mg/kg RE/HIZREEET 4% (1/28 1)) 72
ST, MMOBETIIFE T ITA bR D o T2, iR 11, 15 KTV 20 H OREIFH &R
AN L, 80 mg/kg A/ H UL FFRGHECIIA RIS Uc, (KBNS (&5
31T DRERINE, R P30T D IRERINE R OSSERERINE) 11
wEE L FERE, FHEFEEAICED L. 5 me/ke (8B DL E#RGRECIIRG- R D o4k
FEHINEAS, 15 mglkg (KE/A UL EFR G CIISTEARERINENFEICRD L, £
72, 30 mg/kg R/ H UL R GRECIIEIRRFO R ERINE K O -5 &S A B

O H—METIEMINTND Z L MUFHFIRHRE SN TV RWZ LnbBET—Z L LI,
0 JEENERETITONTWD Z LB ET—2 L LT,
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L7, FFigoEE FHEMEEIZRA L, 30 mg/kg IR/ H UL LR GRECIIAEE TH
ST, AREEICZEIA DR o T, —ME4ET7- 0 OWINIRIE AR, JRIROIEAELF

GEC+RIN) BT EZZ TR GEEFERXIIFHER) OHBIERITE TOR
BRECHNL, 30 mgkg AE/HUL ERGHETWINBHEETH-72, IHIT, 15
mg/kg RE/ A UL B GRETIIRININZ A3 2 EOEIG )Y, 30 mg/kg RE/H UL Fix5-
BECIIFRAEG U B A Z TR IR T DIEOEIE D, Z N ENXREEOEZ EF]
272,

EFBEAERONTE ZNOOIE T, —I8472 0 OB IREBCU IO TG I
RN =TI B DR T — 2720 OSERR VEAER 13T BAHRIAI S L,
mg/kg REE/ H UL B GRECITHERERR L C L BITHR Th o 7o, 184720 OIRIEATE
FROFIR I EZA T HREWMOEIEIZETA LR Tz, (B 10)

BN ESEY AERLEMFIES T, ARBRICBW T, 5 mgke (AE/HLLE
B GRECRG IR O EINE R OB AR O BRI R HA LN Z L, 7
) K OB Ik % NOAEL %3¢ E C& 9, LOAEL % 5 mg/kg {KH/H L3%E L
7o MEFFTEMEIIA DI T2,

N Ot

N

(10) HAESHHER (v b, #OKSE) @

IHEZ >~ ~ (CAW; CFE (SD) &, 19~20 VL/#) OiHE 6~15 HIZ, 7 r/L 7o
<~ Vv (iEEAlE 2.5%Tween ARIRICIAME) 2085 (5, 25 XX 35 mgl/kg
RE/H) L, EEERBRN TR Iz, B AR 21 BICZEEAE L, R
BRI ST, AFRRIRE, Wl ERE. MR R OME 2 DA IR IR E & Fiik S
iz,

[FIfE V2 450E 35 mg/kg (AT H B GRECBWCTHEIZBA L (p<0.05), WKL 25
mg/kg R/ B UL ERGRHIB W CHERICHEM L7 (p<0.01),

R VAR TR e FREE & Bl LT 5 K 1825 mg/kg (AH/ A # 58Tl L= (p<0.01)
23, 35 mglkg RE/ H R GHECTIRBAD 1T A LR T2,

5 mg/kg (AH/ H % 5REDONRIE 1 BN T, BEHED BRI D 3 HEE & RHED KRN
[ZHFHEDELDEIE & WS T-wERRO DLz, (B3, 4)

RINWEERESTW A EEGLEMTIESIL, ARBRICB VT, 25 mg/kg R/ H L
R EHEORIEROBENMN A LT 2 s, R % NOAEL % 5 mg/kg
KE/H ERRE LT, 2, RIEREORBD D REHETIIALIL TRV, 5 KT
25 mg/kg RE/BRERECTITHEEIHD L TWA Z bttt iz, BRI 2
LOAEL % 5 mg/kg K8/ H L 3E LT, AT OW T ATERENHE STn
IRNZ EINBHITTE Ao T,

(11) BEFHAE (v b, BOKE) @ <BET—42 11>
R Z ~ b (Wistar/H-Riop &, 5 VU/fif) Oz 13, 14 Xi% 15 HIZ, ~Lv 7 =)
v (perphenazine), 7 u/Lru~y . rsuiy 7 )V TFHEIV TAT =

1 H—HETHEMBIILTWND I & LUGHFIDNERE STV N EnbBET—X L LT,
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VX Fona ) R— b Z B ERR O S (3.7X104 mol/L /kg {AFE) L, =
o 6 FOLEMOMEFIAEZOW TR ONTZ, Z7rLrT o~ OGEIX,
0.585 mg/kg REEIZFHY L7z, WBRENMY) 2 4R 21 HIZZERSEALE L, WX, 7LD
FETCRE IR, BRI EE NN R AT &Rtk LT-,

KRR L I L T m T a~ Y U EHET, L0 EWIRIEOETHE (p<0.01) 23
Blggshe, lRIEEREIT, FERCHEIE2 72 (p<0.01),

T—HIX, Ty MCBOWTEAORIRFEEERZ R L, (B3, 4)

(12) RESHER (Sv b, BERNEE) <BET—5 12>

Z v b (CF %, M. BWERH) R 14 B2, 7 n 7 a0 & HEgrEnN
G- (0 CEERHEIK) X3 100 mglkg E) L, FEAEmRMERBNERi Sz, IR 16
A5 20 HETOMIZ, RIEAHFUBIC X RSN, EFRELOZEOEED
B} (intact preparation) 23aREBRIC VD=,

HILIZOWT, WEOEET1~3 H, EHET1 HEKUOWET2~3 H, ##ET D
LN LTS, AR R OMYEL. R 20 H £ CTIHEILOEE TH -2, HHEFO
BILDIEIE LTz, MBI R bEEZITDHZ RSN, (BR38, 4)

(13) REmEFENER (v b £OKS O

RRLSE72T7 v b (SD &, M 20 IR O 6~15 HIZ, 77 m~y %
BET 2 — 712X 0iEHR O S (0 QB 0.5%MC KA, 1. 3 ¥ 9 mgkg (&
H/H) L. SEREERBRNE SN, B2 R 21 BICLERSEALE
LIRIROSNHERE #ii~7, 0 OREMWE ot s, FIEOTE) (M 2 Do)
ZEIRL, SRS, 178 R OVEFRRSEE ORI AV V2, F20 OIREMZ 15 T
16 @i TRl L7,

REMIZIB T, 9 mglkg IR/ H B 58E Tl 514 2~4 B, TEEIME T L7=,
W FUIBA I, MEOAFRIRREIZZ IZA BT, PR EIZ OV T H A bid e m
Slz, MEAIAEIIBIEE S e o T,

O3 UTeMEIZ IV T SR R OVt 1 B O—I824972 0 O R OSELT EEW)
BUCEACIT A B2 o 1o, WEMWIOSFEEREIZOVWT, 3 mg/kg (RH/H LA B 54
TILHE A BB DA by, HERICERITBIE S eh > T, KB D
R DORRICHEGIZEE L2 i3 o T,

F1 B O ldas L, X Z SOt TRk Ch o 7o, BRHIRICEk T 5
MEDZZERERE, AERIRTE, A 7 BB ONE B ORI R D88, s
o7,

F =TT 44—V RRRBRICEBW T, AERIEEIOMENNAS, 434k 7 %12 9 mg/kg (K
/AR GRECBIZ SN, % 18 1212 3 mglkg IR/ H B GEEFCHBIZ ST,

3 mg/kg RE/ AL B GHEHCIVN T, otk 3 KON 13 %IRRT O B 7228
MIH BT,

2 JEENER G TITONTWD Z LB ET -2 L LT,
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JRERARR AR A TiX, BEGHOMICE IR s o7, (B3, 4. 20)

JECFA TiL, ARBRICEBIT DA IEICEIT 5 NOEL % 9 mg/kg (RE/H LEXE
LT3, (ZH3)

R eZ B AEIRGFEMFESIX. 9 mg/ke (KE/HBGEEOREWIZEE
DK T BB BN Z & D HEWIZ3 % NOAEL % 3 mg/kg fAH#/H & 5% E LT,
Flo A= T7 — RRBRIZEBW T 3 mg/kg (KE/ H UL B GREIEBN O BN &L Y
B O BB A BT 2 & s TEMZ 33 % NOAEL % 1 mg/kg (A
/B ERE LT,

(14) FEHZHEEER (v b 8BOKE) Q@ <BEBET—4F 1>

RZ ~ b (SD %, B3R OIHR 6~20 HiZ, 7 aLra~ Y U ks
OG- (0 (B XX 20 mglkg RE/H ., AL BIEK) L, S tEatings
TSN, MEWEZ, R0 B L UM 6 B2 O 21 HETO 3 H Z & ITIKE
BE L, AR, PERE MR, TRIRIRE R OBEL RN N A RO R 2B
LT —H Bk LT, T8 T A M. &8 cirbiniz,

R ORE, AR, PEVE — 18472 0 OPEESUTIREM OFETTERIT- OV T,
BB TR SN o T,

AFRRAETIEL, REMIZED LS RETB AL ->T,

ERRI72 /3T A= OUTEIZIBN T B EGHE L HREE & OICA B2 7o T,
MHELY) BORTCIE, BERHE. AR 6 HICHERIbA R LT (p<0.01), /KIKFAE
i (Swimming angle development) (ZOW T, #EGRETIIAER 6 H (p<0.05) &
O 8 H (p<0.01) TrESiiz, ADESEMET A M CIE, AEREITBIES
Nighotz, FEGREOMEOAATIZ, A 35 HIZHEM L7z (p<0.05), 4% 22 H DU
TlIr—% vy FEIPAEIE T Lz (p<0.05) 23, METIHE FIEA B2 5T,
KRS, M FLHE N ORISR IR O ZIFBIE S o 1o, B HOEM
TIE, RHREE S i LT ARICEITIEHEBIOK 233 b7z (p<0.01),

AR TIE, V7 R U U XE F—/32 & & (dopamine contents) (Z
ZEMIRNT EDI BT 7e S T2h, IAED DNA JREDOF BRI BNA B, A
PR AR Tt R GEMIOMO LTSRS S -7, (B3, 4)

(15) FEMBZEMHER (v b, BETRE) <SET—214>
HHEZ >~ b (SD 3%, 11 DWEE) Ok 4~7 HIZ, 77~y % 1 H 3
ST TR THRE (0GR XL 6 mglkg (RE/H, I 288K L, FeEthikat
FRBR AN FE it X7z,
BHREZIWT, dfIRBEE i LT, ARICE B Lz, EEICOWT, AE
FE I DN ST, BRI EEWL, EENEEAME T L, BEEISIEN
HEANL 7=,

B H-HETEMINTND I LNEBET—Z L LT,
U RGO T\ ZENbBET—F & L,
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7

W DI ORRRTERE FI R I IBIEE S e o T, (B3, 4)

ZDMDEEHER

(1) REsEER

7w b (Wistar &, ) 12, 2%7 /L =0 LKL 7V Tt Sz 7 v
Ry —~NEVT = UEEAEER Bmg) E/MED/ A VRIS TRRE LT, &5 2
~7 BRI BEREMDIC 7 LT a ~ U R % 25 mglkg (REE/ B CIRETR G- L7,
FARGSE SAVTORWERIZFEERICIRER G- L, MRBHCIZZ nr T e~ o o2 a R
WEEE B2 e, SREREM A 65, 75 XU 90 HENRE&R G- L, LHSPAET S 3
AANCEFEAREHC R Uz, Mg, MR, IR GA I L - Tholggs 284 L. &
Bri7z,

TARRSE SALZEED 10 B 7 FlCISV T, B IgA HullAs BA L, $ir mv
7 a< D UHUAS MG B, FUROTEIIRE SheioT-,

HIFRIZIUWNT, BB IR STz,

SRPHHAR IR T, 7 u 7 a~ D IR S REORBI ORI . FARE PE O
W70 a—2 s, IRIPERBIAZME K OSREN O FRRAES NN L S iz, (B 3)

(2) 26 BEESAMRER BEFREYIR) <BET—F 15>

C57BL/6 ~ 7 A (B KOERHED pb3T (~T s ~vx UL &
fEAER) L), W BIERER 15 TW/EE) (27 mrra~ 2 % 26 MR
OG- (AR : 0, 5 XX 10 mg/kg RE/H |, Bs e : 0, 2.5, 5 XX 10 mgkg
(KE/B) L. B0 AMERBRNSEE ST,

—fRIRAE I, REIR, ML, ., GEENVRHH, K OMRIRIR T AR GRECHIN L
T B EREOREIC BT, 7 L7 a2 OSEFNRICRi R+ DB O— 172,
RO T2 1IELOYT 2 BIZH BV, ZORER, KENRD Lz, HEHE TR
REEIE, XPPREEIC LT 10 mgrkg AR/ H & GREOBG 18T 12.4%, BARIT
7.0%8 LTz,

10 mg/kg IR/ H FGREOBATICIIF-EEEN B L, 5o/ b & IR
o T, BB REOBAR TSN I35 B B U 7= B 0072 i bl X 7e o 72,

FESSIR AN DN TIE, BPAT R OSBRI O BREZ W T R £ TS
LTh, RIREC AR TIERE O AR N O R LR EOMINI A b o T, (B
7 21)

. EIHGER

sy OHBERAZE 6 IR LTz, (BE5, 6)

B B WA E N TN ZENbBET—F & LT,
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£ 6 oo~ OREIER

7 H mR | /kﬁgﬁig -
?ﬂ%{ﬂi:ééég;;%gmglé EDso | =7 | 3.84 (RrifEh)
;igﬁg%g%%ié EDso | ~wA | 1.97 (&)
%gﬁﬁg&%ﬁzié EDso | Zv bk | 15 (ROEH)
%igﬁ%”“”:ié EDso | AX | 327 GRO#H)
%;ﬁf%;gg%:;%%?ymi EDso | ~©%* | 567 (EA#S)
! éﬁﬁoi) FI@%)%DTE@ Ki qum/&% 8 nmol/L
T e e 52T Dy | x| 200 GEng)
oty e | K| e | 22nmoll
SNSRI E A EDso Z vk 15.09 (FO#&5)
% 1IF 5] 8 | Pole-climbing 75 EDs | 7 b | 13 (OIS
JOAIHEIER | Sidman-type 15 EDso 7k 11 (Rogs)

HEIRBESRIER (~NF e 2 —)1) EDso ~ A 5 (RO#5)

I aNT vV AT RS U RORHC De e R LT 5, (B 22)

THEAREEICRT 571 T 7 F UMD DT 1T 7 F U ERRT, FREEORMERL
b= a—a bl SN D F— 32 A X D IHPEICHE S g, (B 22)

m7a 7 7 FUoMGEE, FTEEKAEERSFR RS = a—a U OEERHE S
NHZEickoThlEEZENS, NbD=a—a 3, FEEMIREZN LEK T
H R O IER PRI T2, FERAREED AR /LT D R— 33 OFHgE
7 v T 7 F UHBEER A& LT 5, SRR e 7 a5 7 F L ED
R L LFERET A,

PUSREEIC X om 7' e 7 7 FUMIEFSEY O R IR L0 #E0NCdGET 5, &7
7 7 F SEFHBEERCIHI W a5 | E 27, (B 22)

9. EMZIHBITIHMRE

sanra<wy ok, b NOREAECEERNEZSSEZTHARH Y, i
IZEDZ b b D, 2~4%DIEAERT, PAEMSENBIZ SN, ERTIE, BEOR
FEROSZE 5 /NBEHULERRH 5 S TR B ATz, BRI IS T, A ERERHIN & O ER

21



HEA LT LITBIE SN, 7aLTa~ Dl O, A fmEREIE & O ek
WMEDNRER S-S, 2O ITAEE 10,000 A0 HH 1 AKX & 7emoTtz, 2o
AOHEIL. 5 LTERAIO 6 MOMIZZ L A bit, BHEIY bFEROLETLE Y £ <HE
gZInr,

sanrawPrERGINTOWLEFICBWT, BEKGN LI UIEBIZER SN,
ZERIZ SUTRERDNETE DK 5%IZ A AL, WBIMERES, HElMER &2 M OYEmEiED 3
TS D B RFIRIED—RAITBIZR ST, SR, BB, AR OV & Vo 7o
RS, WEHE 1~8 MEOMICE Z 72, #ERERIL, 7aLrra~d
EROP->TNDE NMIADZENTEM, D7 = ) FT 2 NTKHT HAERIED
AMREMED B o T2,

HALTERE ORI EGOR], 7aLu<o A2k, BN 5 & OEL
TIR~FtaRIE & U OURIND BERERILEDHR SN, ABRKOYKREEIZ -
FeANE X ONRE b Bl STz, (B3)

7 a a0 I IRHE & OME A R OR ARG SITWDH, 20
JRRITAANED FRAR—VERMSRE~ DA O T L D b D L s Sz, ZORET,
Junru~w Yy OEmAEOERFIZEICALNZ, (B 3)
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