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E#HITHL [7uLrrFr< ] (CAS No. 50-53-3) (25T, JECFA &1 EMEA
DFHMES 2 AV C R AR 2 56 L 72,

PRI - EBR AR, EERE (T v b, A X, ILEE, K BEOe M), EisE
M, Bl (v A Ty b UPERO X)), AFERAEFNE (tUAKOT v b)) %
DRBRFGE TH D,

ryuru~P A%, in vitro TEiE SN EGEERBR OB O Tt AR LT
Z e, BEEEERTAREMIVRIE SN, In vivo TEM SN BIEEERER TlL.
REORBRIZB N CREMEZ R LT, LML, Zerra<wPrzRALEE MEFEFIZBW
TYRIRBRENFREIND EORENH D20, 7aLTda~P U nNERICE > CRIE L
72 DB EME A R ATREMEIC DWW TG E TE R0 T, 612, Z7uLrru<wd M
WER D AR ORI < BIFFACTIMEL 72 A 61k, Zalrra~vy v
DFEDINMEEE T D REMEITHIT C& 2o 7,

PLEDZ s, Zarrua<wd AlonCalsattba BT 2 EIgETcE 3. &
UHENAMEE T HAMREMITEW CE 3, —HEBEEFAE (ADD ZRET XX TR,



[ FHERBYAEEROBE
1. A%
PEERA

2. BMH DA
M4 . raLrrawd
#4, : Chlorpromazine

3. 1t®4
IUPAC
#4, . 3-(2-chlorophenothiazin-10-yl)- N, N-dimethylpropan-1-amine
CAS (No. 50-53-3)
#4, : 2-Chloro- N, N-dimethyl-10 H-phenothiazine-10-propanamine

4. HFR
C17H19CINgS

5. 7FE
318.86

6. tBEX

N cl
::: :s: :: (=R 2)

7. EFREMRMMERKR

ruanrawPAL, 7 ) FTUVROEFL ORI TH DL, (B3 49 F
W= AT R F Y RO e h=0 2/ EERETHZ Ik s
PR DZ IO OVEEEFRER 2805142, (B 3)

WA TIL, b NAEERLE LT, Zulra~v D U EENAETE. B
i O S TR DESRI OTRREICIA i, (B3, 49 BATIE, b NHES
pn & L CORRE UIH 505, BAEREL & L TOERITR, (B 5~T)

7B, RYT 47V A MIEBEANIELT, BB T IR L s B
DR ThHDH EHESN TS, (B 1)

LHVE - RS LT, EH, A e e D i LT 1 H 30~100 mg %, KPRk
ICBWTHWASBEAIZIL, @% 1 H 50~450 mg 20 ERN#&595 - &nTnbd, (BH5, 6)



[I. Z2HITRIMEOHE
AFHIETiX, JECFA XU EMEA OFHiiEEZ T, 7 LT m< T Ok
THERMAZER L=, (B 3~22)
R EEIEFRZ BRI LT,

1. EYEReER
(1) IR - 2%
7an7av Y ATEICHE N LRI SH, BERE A @RS A BRI AR S
NAN, BB CRE SN, MEho s nLrrn~y 0 X 037 FEEERIT 90%
UEThHotz, b FTlE, HEFEMKZICZ 7 a~ Y OmAEEIIE< 725 2
LD, ZuanTaw P NlBE ORI 2T A A e S8 5 TREMEAS
B EIRENT, WINE, Zal s aw T B ERTICE LS 00 Ly TEEMEN S
WZ e D RN I SISO 2 E Ot B A R TIREICRET S, (B
fe 3. 4)

R OBE TH LM’ AT/ LT uv P U R EERROES (100 mg) L
To b ZTOEYFNENT A —F EFK 1R LT, (BFE5, 6)

® 1 EYBREAT A—X

&5‘% Tmax AAUCO,\,oo T1/2
(mg) (hr) (ng * hr/mL) (hr)
100 2~3 838 30.5
(2) K&

yunra<w Ty OFERGFRIKIL. BEEOZ VI v BaaThy, BbiEkE
EEBN DO E RN CEBEREENZRI2T, AR MERIE, A XITBWTHRE
ROK) 8 43 1 DEFEREZHT 5,

b R TIE, 10~12 O AE L D,

t FEELW L O OEMWIFEIZIW T, NMAF Y RIGEWIE, BULEITE TS
%, (BH3, 1)

(3) et

A XIZBT D7 avTa~ D OERFRIEEITR 6 B TH 5,

LRI 7 mv T e~y OFIRNES: (2.5 mgkg RE) TIE, MAEHERF
BEHA (Tie) 1X1.51+£048 Bl CThH o7, IUEDHHHF D7 a7 o~ D U REX,
MAEFEE LD &7,

BlcBIT2 7 nrra< P ORI ORE T, 2Ok 96 K
M & CRPICRE SN, FE5%, B5EOZNEI 10% 30T 27%H3RH 75 B
i, (B3, 4)

b FCIE, R E 6~18 MAKTH Y a7 a~ P r B OFEOREMBIRE D



sz, (BHR3)

(4) EENREEER %)

Rizzanra~y o 2BEHANES (1 mgkg (KE) L, m4E, R, Bk T

&, ARSI DY a7 a~ 2 OEENEIE S -,
MAEFHEIEE (Cmax) 1% 0.010~0.015 pg/mL (%5 0.25~1 Efii%) Th-o7-,

PR, g, g, AL OB R OREREIL, 424 0.107~1.316 pg/mL (%5

% 0.25~1 IK#ft) . 0.0054 pglg (& 5- 6 IR#fEl%) . 0.0129 pg/g (1 FFf##%) . 0.0128 nglg

(4 BEREIE%) JUY0.0279 pglg (1 BEfEEE) CThoTz, Mk OREMOT — 2 13-+

B CTHoT-T-9,

(5) FFF +o O—L P450 DEFEEIZDINT

P CE Ao T, (B 4)

7> b (SD R AR (27 n T o~ Y& 4 B g CIEIENIRS: (20 mg/kg
KE/IH) L. Zar7ra<v OfFF 7 a—2A P450 (CYP) OFERBE ST,
JaFu<wT 0L # P450 £ (CYP content) (ZE 24 KT X 72 &< CYP2B

KO CYP3A 5y FHEZ#HE L, (B 8)

(6) %BHER
Ja)raw Y OFRERBRIZOWTIE, 2R LB EEEIT /2 < . FBEb S

T \fcgl/ R

2. Bi-E4HER
(1) EEFEMEICET B3 FHBROBR
yuanru~<Y O in vitro KON in vivo DBaEERREREER 2 KO3 I L

Wiz, (B3, 4, 9~14)

*x 2 Invitro# BR

FRETE H FBRAT SR H= i S
EIRZEIRE R | Salmonella typhimurium 5~10 ug/mL (+S92) e
B TA9T his, TA102 his, EE97, BEa 4. 9

EE102 R A e
S, typhimurium TA9S, 1~333 pg/plate (=X
TA100, TA1535. TA1537 (£S9) b (ZH10)
S. typhimurium TA98, NEA e
TA100, TA1535, TA1537, o
(ZH11)
TA1538
S. typhimurium TA98, 5,000 pg/plate (=S9) X563
TA100, TA1535, TA1537 (ZHE11)
S, typhimurium TA9S, 1~333 pg/plate Pexf: d
TA100, TA1535, TA1537 R 1D




RAEE EYSIES HE i
S. typhimurium TA100, NBA X563
TA1537, TA1538 ZH11)
S. typhimurium TA98 5,000 pg/plate (—S9) ftE
(B3 12)
Fluctuation |Escherichia coli 0.4~4 pg/mL (+S92) B
test (B3, 4)
BRTIHRE | T ¥ A =—ANLAZ il |10 uyg/mL (—S9) patt
HEABR V79 #Efa (hprt JEAL) (R 12)
F ¥ A =—ZANLAH—]ifi 10 pg/mL (—S9) (=X
V79 #ifa (77 A ARDTE) (ZH12)
YuaRZeRZ5 | & b U L SER 0.24~2.0 ug/mL (—S9) BoTE
FEABR (3, 4, 13)
t hEMmER 1~100 pg/mL (—S9) ftE
(HE1)
b MR 8~80 umol/L. (—S9) Bot: e
(ZHE11)
B RU SR 1~10 ug/mL (—S9) S
1)
F ¥ A =—ANLZAZ =PI 0.05~1.6 pg/mL (—S9) . fett
HHEE (CHO ) 1.6~16 ug/mL (+S92) (ZFE 10)
DNA #{E |[~vv 2 74—~ L5178Y [2.5 ug/mL (—S9) X563
B AR (& 10)
TR geE R | B N U L NER 0.25~2.0 ug/mL (—S9) B
SEHGABR (3, 4, 13)
t U NER 0.05~2 nug/mL Equivocal
increasef
(ZHE1)
b U sER 2 ug/mL (—S9) Equivocal
(ZH12)
CHO ##fa 0.5~5 pg/mL (—S9). Pt
1.6~16 pg/mL (4S9 2) (2 10)
Fx A =—ANLALZ—fifi |0.25~5 pg/mL Doubling of
V79 #ifa spont. rate &
(R 11)
F o A =— AL A X —if 5 ug/mL (—S9) g5 R
V79 ik (ZH12)
a: 7 v MTHR
b: ZuLTav g3 EEL, S9I1XT v NERUNLAF —HEEHW TN D,
c: 7 v NHZE S fFE F D TA100 KON TA1537 OfERIL. Equivocal TH -7,
d : 100 pg/plate LI ECHREFLE
e : 80 umol/L THIEFE, &+ v 7 KO8N, 100 Ml Lol 7 kL ThRuy,
f: FF—ICBE L7=EW 7=, Equivocal increase & SAL7z,
g : 5 ug/mL UL ECEME




=3 invivoiRBr
FRAIE H FRBR TSR & AE R
{RAAREZERZ | Drosophila 10~75 mmol/L B o
FLR O % =
" (&M 11)
P ESE | Drosophila 2 i Rextt:
R (M 11)
AN7Evy ~ A B paxtt
(B 11)
F344 7 v Nl 0~70 mg/kg RE, HEHRXO fet
5., &5 3~5 Hi% (B0 14)
F344 7 v Mg OSRAY | 0~70 mg/kg (AE, HERHD FIRGHE b
i Ek g5, %5 2~5 Ht% (B0 14)
ddY v~ 2 B 25~100 mg/kg K&, AEHE B5itH: b
£ 5 (B 14)
GuEafRZEIREE |~ T A U 7Bk 0.4 mg/kg A5, FHRANES- Btk
FEAER (B 11)
EMHESERRR |~ 7 A 4.2~8.3 nglkg K&, HEIEN (=<3
B 5 (B 11)
TR B MR | N A X —E B 1~15 mg/kg A=, IERENEE patt
PR 5. ZZBEHVE 2 BRI (&R 11)
DNA #5517 | 7 ~ NP 70 mg/kg (KE, BO#KE Pt
v (R 11, 12)
PEfRRER | b MNEERTRIERE (T4, |~ (=<3
B RIERZ2 L) (B 11)
b MR ERE (13 | R B d
£) RO (41 4) (ZPF11)
b MEEEEERE (10 [600 mg/HLLT (=i
4) RO (64) (B 11)
b MEMERERE (11 | R Individual
%) KOS (16 4) increase
(B 11)
b MR R EE N BBl ks
(BHR 12)

: 75 mmol/L BB CEWEBFER AR LT,
ARIIR D76

s BRI BEOREM
DX v v 7 U OMR AHRIC OWTIEE RN b > 728, ZBEIAR, BRIRGvER, BIRARA R
DT TT AL b, BFIROEENT F 7 A v - OBEREITEIN Lo T,

o0 T W

n vitro RERIZIBN T, EMZ AW TR IR ZERE BB ClIGHE R OFatEoRs R
DNEIE L CUWD DS, W& AV 7= Fluctuation test, Bt b VU o/ Bk Vs
EARZEIRZE BB N O oy A BR CIIG M2 R LT 2 &b, 7 e m
~ VU UNTE R A R RIREMEDVRIR ST, in vivo RBRIZEBW T, v a v ya o
% F T AR R 2 IRZE SR N OS2 2 SRR DN R TEEERER, ~ 7 AT



7 v M AW IMEE B R BB, AR Z =R NI Dbkt sy
(RAHAERERI ONT T~ MATHIRIC 1T 5 DNA $HUIKRRER Clafatt2Rr L=, /Mt
BRI UIFIBME L Ao T2 A b -T2, TOFERITT v bR~ 7 ADMRIEK
TOREETH-7-, UL, ZarravIr2RA L MEEOYEIRRERER
IZBWTCRRME EBBEORERMIBIEEL TRV, BZeTERIT, 7 av I V)
AERIZE > CTRIBE & 72 2B EEELZ T RBEMEIC OV IR E TE o T2,

(2) ﬁ'ﬁ’i{f\f&'ﬁ

KB EEMEIZRET 2 invitro BROMERAF 4 1 rLT-, (R 11)
F4 runLTav T rONBERENRR
FRAIEH ESSES HE i
n  |1EIRZHRE | S typhimurium  his  |100 pg/mL, black light B
vitro| FiAER G46. D3052 % (EHE 1)
S. typhimurium 10 |10 ug/mL, black light (320 Bk a
S ~400 nm) ZEH11)
S. typhimurium 10 pg/mL, black light (& [
TA100 K 360 nm) (ZHE 11)
S. typhimurium 33 umol/L, 350 nm F&f R
TA98 (R 11)
S. typhimurium 2~8 pg/mL, UV [ZiT\ [
TA97, TA1537, TA2637 | fi% (ZHE11)
S. typhimurium 3~30 ug/mL, ¥t/ 7 B5rthe b
TA102, TA1537 7 (ZH11)
S. typhimurium 0.25~75 ug/mL, ¥t/ L
TA98, TA102, TA1537| 7 > z
: (ZH11)
E. coli WP2
E coliK12 NEA ik
(1)
E. coli WP2 500 pg/plate, m=IEAKEET ftE
7 (1)
¢ X174 amber 0.1 mmol/L, ¥t/ U 7&%K Bk
mutation reversion Z (1)
Fx A =—ANLAHZ [12~1T7 umol/L., Black light .
—Jiti V79 #fa (320 nm #8) (B 11)
(HGPRT) "
Yt (KB | F v A =— AL AH |12~17 umol/L, Black light [
R —Jifi V79 i (320 nm #8) 1)
CHO ##fipa 2~10 pg/mL, mEKERT i
7 (ZHE11)
CHO ffifa 6~25 ug/mL, &/ 7 Bt
7 (1)
DNA &8 | E. coliK12 differential {0.17 mmol/L, 350 nm R85 BEiik: d
FRBR repair (1)

10




RATHH ESIES HE i
E coli K12 H3¥KEE 100 pg/mL, black light No differential
toxicity
(ZH11)
Saccharomyces D7 #& |13~75 ug/mL, ¥t/ 7 [
=T 7 1)
TR ta sy | F v A =—ANLAH  0.25~5 pg/mL, *4 T = | Dark effect not
AR | — it V79 AlfE — 7 IRt enhanced
(zH11)
EH Kemf& ERZHIAE (lens | 3~30 umol/L, UV 23V b
DNA &% |epithelial cells) Fs (BHE11)
DNA 917 | & b P3 e 200 pmol/L, 334 nm &/ 7 BoilE e
it 2 2R, TV Y ESHE (M 11)
SXy NT |[RUAY T4 —=  |0.2~20 pg/mL. ¥t /7 Bl
A L5178Y #fifia 7 (M 11)
BAMRER | #: DNA (—A88% |60 ug/mL, 320~400 nm ¥
AR A$H) i BT DHE
(Complex 5 (MR 11)
formation)
EhT7T /e 87T A NA, BF[0.1 mmol/L, black light Differential
TANAD A (WT) ROBEEE toxicity, factor 3
REL thazgzpiiin (&R 11)

a : TA100. TA1537. TA2637 Kk T\ &
b : TA1537 Tk

foTo)

: YllrooBEhn

@

: TA98, TA1537. TA2637 £ CIHE
T uvrBERCIE

)T~y RV in vitro DIGEIREMBR T, 12 A EDBEORE R
ZRLic, £, 7aarravTd, RTEEbIN., ZELEBESRELEY L 7
V. DNA OFFXL 77 )3 D 8 MDRERT L K LT DNA &z 4 k$
D2 ENHESHTWS, (BHE 11, 15)

BAZEZERIT. INOORRNS, 7T~ iEicmta a5 L
HEr L7223, BMHERELE L TCESIEA LZSAICE FARGREZEE T ey
DV UUNCERBINARIIBONDSZ LD, E MIBWCEWHERELE LTDY
LT e VY BRI E AT R AR &I LT,

3. RMEEMEER

(1) BEEHEER (IDXR, Y b, DHXRUAX)
suarruavl L OaEERBROGRELR S IR LT, (B3, 4)

11




# 5 rvunrFu~xV Nl 5 AR R

) B S PR LDso (mg/kg {AE)
&0 * 135
- . 136
- FERZEN 115
IR - 51
" e 20
| * 210
Sk RN Z;
E R 23
S RN * 16
» X RN * 30

* o REIE SALTUVZRY,

4. BREHEEHER
(1) 7 HEESUSHRER (BLEY M BEREE) <8FT—422>

TLEy b (MRS IUEY) 2RV nlTa~Yr (EREARIKICER o 7H
PREEEIEIEE 5 (30 me/kg (RE/R) |2 & 2 EAME IR SR EN STz, HERE
Wz, VG- 8 BRRICZERSEAVE L, #itezEiE L T, [Eis, WiEkUEROA»%
B LT,

7 FIZIBNT, JEERTEICSZED & AU EHEHE S N D, BREMHEO AN,
EHOIERERR CH b7, JRESHR TR, MOZ bz R WEREERE 23, [
R OWEG TR Sz, 4 PliCWT, BEIEE LW MEEZ R L., BHT0
LTI, REMZR R OCHn B SN, (B3, 4)

(2) 6 EAMEMSFERR (Sv b)) <BBT—F3>

Z v b (Wistar &, BE24 UC/E) (7 = /7 VB X =)L arrn<I %6
HEEROES (50 mglkg KE/H) L, #5451, 2, 4 X0 6 #EE%OMEEH OfFEESE

(TARTGXUBT ) v T A 7x27—F ASD, 79=207 3 hI AT 2T
—¥ (ALT). AmeMiAZEESE (LDH), 740 U A2 7 72— (ALP), #% A o
TV (TYRORY a— Ry m= (To), 8 Ty KON T A N FRARREE A L€
(TSH)) DR ONATE N OF IR EEORIET N AR, BRI OV T EA DM
RRFAIRRE N ST STIREEZIE 0.5% 7 F L KIS~ o = h— V&5 LT,

BAND 2 R, MR Ty 23IN3 2@ A btz E7&PI0 2 #HiE, AST
Jo Y ALT TEMEO¥ENMER & A2 H ATz,

PPl R OVFRR AR Ofet B OFERTEE 27 4 A £ Cloimi& 5L bEfEE R L, 7 =
J Ve — VIR ERECIT 6 % b EEE R LT,

TR AR Ol AR R S Ei G L b 4 M E CICBESN, 7=/

2 JEENR S TIThN TWA Z EmbeET—2 L LTz,
3 W DFHEERCITRWZ e HBEF—Z L LT,

12



PR — N ERECIE 6 BE% bBIE S, FIRIRIERRAIR O IR E K RO
BHIO 4 BRI SN, 7= ) 2 VR — AR 5EEOEF ZRE . 6 B%ICITE
IR,

B DFRERNG, BURIMEREIC 57 = ) 7SV E X — L RO a v
DFET, FOI 70V —LFEOMERLE LT, EICRESVE OB ~DFENC
EB5H0THDZ EWRENTZ, (BR16)

7an7uavw ATy MZBWTHEN D ol Z25 S 252 Ao TRy
(BB 17) . TIAET D SHRE S D Z &6, RRBROFHN I S 7= MLEHA Ty
OHENIMERX, B 5 ~THORRA LD EEZ BN,

5. BUSERURNAERER
BB OV ISR LIZERHTRL& 2o T,

(1) EDAEIZDONT
FDA 7 —4%~_X—ZT FDA KO NTP AT 51 > kE % A 7230 AMERER D
fEF AT L7z Joseph ©O¥#E (1997 ) ([ZLiuX, Z7arrma~<wIid, 7 b
DREOHEIZ I T DIEEAZENS T 5, (B 18)

7T aw Y e EORE ITIERFREED o HOMREREKIL 7 v 7 7 F L DOk
HZRT 503, SEFTEIREE IR Ta A2y = v 7Fadrihlo”
= /) FTVUBERIIIZD X D MERITR, ZurTaw Y iy AT
% BRGNS UIMEE ORI LW 2 s S D, (B 19)

Ik Lint, 7uanrra<y oz ADTESNAMRBROZFEMREREIT R, 7
BV Y DN ANEEE T D FIREMEITHIMT T E 2o T,

6. EEHRAEFMHRER
ZHEBIERER IOV CIIS IR L -G RN # N 72 o T2,

(1) &EHEHHER (vOX, #OKE)

~ 7 A (C5TBL/10 % 4, I 20 PL/Ef) |HHRMI A @B L C, 7l ra~ o &
05 (0 (771K, 4 T 16 mgkg (AE/H) L, AFEmEREBRAEM Iz, &
51X, %22 6 BEMNGIED BT, RO E COBBOERIZIIT 5D
2 HEWEEICRT 2 EAFSEE LI ONC—E 2472 W O VREME K OMAER ) R
iz,

HAEROREMOEKREIZOWT, HEICHEFRIRAEEEIA N o T, 1TE)
[Z2WT, 4 mgkg A/ B#&GHE &L ORICEITBE I N2> T208, 16
mg/kg AR/ B GE T, BE5RICEERZ 1~5 MO SR DT,

4 JECFA JF3CTliX “ChBL10” L& 57 “CHTBL10” D& &l L7-.
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16 mg/kg (REH/HHEGHTIX, KB E COMRICHEIIICA ERIEE 2R
L. REWEIIAEEICED LT,

FIEREEIZOWTCIE, 2 BEHEZELDDE, MREOREW LV LEEITED
L7z, (ZRE3)

EMEA OFHliECIE, ARBRIZOWT, 4 mgkg RE/ A &5 CEYRIEAE
DFIN I BN HEEMIZHOWTIL JECFA OFHHED S ITHIBITE o7z &
LT3, (ZH4)

B eZE=E, EMEA o#E2EE L, REREEORERBDD 4 mgkg
RE/HEGHECHALNIZONE S DRRAOT=D, ARERIZEIT S NOAEL 133 7E
TN EHIET LT,

(2) &hEEEEER (VR KT#HRE) <S$ET—425>

~ o AFAER (LACA %, 448 OE% 4, 6, 7. 8, 9 XL 10 BiZ, 7 u)rnm
~ VU BER TS (20 mgkg (RE, B ZKRK) U, ATEEMERERD I I
7o, HREME Biln 30 BIZZEESEALE L, FEERAONEFEZRME L, EEROYWEE
AR EEAT o 72, XEREEE LT 7 IR IE Sz,

FERBRE, R TR OVEENRE T2 8 ORME OFIE OB BE S, ROIEER
BT, AR T BICEREINEBTA LN, ZOFIZBWT, BREENUIHEE
BHEOHEMNN, R BT,

BE. 20 mgkg AED 7 a7 o~V U HERREL, A% 10 BETlckE5sn5
&, O~ T AOWEREVE RO H Z LIRSz, (B3, 4)

(3) £EHUHER (v b, BHAREE © <&BET—426>

TNE /T v & (Rattus norvegicus, 1. 24 VU/FGHE, 12 IU/XIREED) (2, 7o
NTawY 7 XE 15 BREFANE S (0 XX 1 mg/@/ B (7> FOKEZ 200 g
& LTEAIT 5 mglkg (RE/HICHEY)) L, AEEERERnEiisins, &5 8 Xk
16 H 12 (ZHEBREN) & Lo ROPAVE U, SRR 2 S50 L7z, M., R LSRR VR %
WL, BEEEZHE L, 72, MREBE LA % FEhE Lz,

W DOWDT v Ra 7 ARTFEESE OTEMEZM LI T | BR, BE AR
VRHOEEDE BB INEE I,

WEEET A a VBV EE, a s BT e Re/—E RO ALP ORISR
L. BHEEORE HMEICBT AR A 7 7 2 —E R ONa L AT o — LEEE O
Koz, (BZHS, 4)

(4) A£HESMHER (Sv b FARKRE) @ <FBFT—47>
7w b (M) OMR4 BIZ7 v a~ P ZHRNEE (20 mgkg (RE/H) L,

5 [ MG TITON TWAZ LB ETFT—H L L,
6 NG TITHhN TWA Z b ET—X L LTz,
T AN G- TITON TWNA Z EMbEET—H L LT,
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A B RRBR N I S AT,
SRR BB RIT T 2 LM L7, FEIERE Sheho T, (B
3. 4)

(5) &hEEHHER (v BENRES) <SET—28>
7> kb (SD &, 150 Bifn, K12 PU/EE) (27 mrra~ P 2 HEREENEE (0
GERK). 2.5 mgkg (K8E) L, HATEIZ OV THR DI,
BHETIX, SRERIORRBEEOBL DAL, 1 5% ORREEIIAE
RHLAEBIW LTz, (B3, 4)

(6) RESMHHER (TOX, BHlEORS)

R~ A (CD-1 %, 24~29 IU/EE) OE 6~15 HIZ, 7L u~ T HHEg
e 2R 05 (0. 2.5, 5. 15 X% 30 mg/kg (AE/H., Wi KK L. ¥4
FHMRBRNEM SN -, HEW AR 17 BICEEEALE L, FENEY MR SRR
B AR, SR USRINAR IR ¥ & 5ok LT, 24FRIBICOW i, EEZHIEL.,
SR, NIER OVESIRE 2 EhE LT,

BEHEThOREWC, i, HEXIIE (erect coat) . KNEED . 1RO EH
DEEE W), RN DOTRIESEN A DTz, RHEMOIETEIL, 30 mg/kg A/
HEEEET 17% (5/29 #) 122 L7223, OB TIIETIIA LR o T, 1R 11,
15 KON 17 HOKEIZHEMEERICED L, 5 mg/kg A/ A58 CI34ER 11 HO
. 15 mglkg (AH/H L EHRGHE TIIWTNORRICBW T AEICED L, (RE
HEINEIIFEEE L FRRICHEMERENIZED L, 15 mg/kg (K& H UL - GEEOITIR
AR R O G AR R ORI EI B BB Lz, 30 mg/kg (RE/ A GRETIX
FEAEENEAOFEEEDWTNUHAEEILED L, AEICHEE L UFBOEE
IXB U, ABRTEEIIIEM Uz, —RE27- 0 ORI AR JRIRDOIFERE GEL+
W) S IEFNOFE L= TR GEAFREIFFR) ofBRILToRE
BECHEIIL. 30 mgkg (AHE/BHREGHTIIVVTH AR TH-T-, F7-. IFAEFEZ
WEELZ T RREZAT HIEOFEIE. WTNOBRERTHIENLT,

AFERIENELNTZZNODOETIX, —I8H7 0 OAFRRIEECUIMEREDFIG 1T
BRMICETA LN -T2, —E4 720 OFEXRR AR HEMBENICED L, 15
mg/kg R/ B UL EEGRETIIMEREDIRIE & LICHEE ThH 72, —E% 720 OREIR A
HERR K OFEIEIRA2E T HIEOEIEIL. 30 mgkg (AE/ B RERECHEEICHEM LT,
30 mg/kg AT/ H BEGRECRUT DIE4 TV OFEFEHBLRIL 18.70% ThH v | TG
RE2ATHEOHBRIL 18 it 8 i (44%) Th -o7-, BEEINT-EHFIL. IRIGEE
A (openeye). OFEH, K&, MBEXKEXIIEEINE TH-T, (B 10)

BIWEEZERIT, ARBRIZHBW T, BEMW Tl 5 mgkg ARE/A UL ERG5# CTHRE
DEREIRBD DD b Z &b RHAEMEIZRT % NOAEL % 2.5 mg/kg (AE/
A LERE L=, BRIZTIE 15 mg/kg R/ H UL EERERECIRIRIKEDORD B A L= 2

8 JEENF 5 TIThN TWA Z EmbeET—HX L LTz,
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&b, FRIRBIZHRY 5 NOAEL 4 5 mg/kg KE/H & 8E Lic, (@aTEMHEIL. REW
(CREDHONLBEGEL ETHLN,

(7) RESHHR (OX, BOKkE) <SET—29>

~ 7 A (C57BL10 %) (R # @ L C. 7 7 m~< 2 2 0#%5- (16 mg/kg
RE/H) L., FEEHRERD FEh ST,

TR OB 23RO 45 E OO B O N ORI 48 L CORE
HWIMEDREL LT, NEWOKESR, Hgs ) 2—7  ENiEa L A7 m—
D, 7 anTa~s D o FESEE UT, IREMWZ OV TCIE, —IEX72 0 DA,
b, B OV FE R B Bl N I iE e OiggR DAL FRIBE IV T, G E
KBRS PR B BB SN, SETE SN o7-, (BHR 3. 4)

(8) RESMHER (YOX, EENKRE) <&ET—42 10>

iR~ A (3 22Afn, 10 IL/E) Ok 6~16 HIZ, 7 L7~y o aEERN
h (1.8 XX 9.2 mgkg RE/H) L., BAFBERBRNEHRI N, BEWE ik 2
X% 3 HAEMZLHICALE L, EHRE, REENEROMRIEAEETHER LTz, st
FREECITEEK 0.8 mL %, BHEMBEACIZE# I A ROD 255357 b
0.3 mL %, 5L [FERICHE- LT,

BeHRE R OBGHERTIRRECIE, BEVROF AR IMERTIREE & e L CRRICED»
Tz FIBEERENLEONBEOVEIREIIR) -T2, FEEOFHIEIE, 1.8
T (9.2 mglkg IR/ AR S5RETENTN 38.5% K% ) 42.9%, [EMcfFBEECIL 0%, B
M IRRE Tl 28.6% Ch o7, FEOFEMITHRE SN TR, (B3, 4)

(9) REFMHHER (Sv b, BHREORE) O

HRZ >~ b (F344/N R, 22~27 IL/Ef) OIHE 6~15 HIZ, 7oLy u<w U4
FetE 2l O G (0 GRfD. 5. 15, 30 XiT 45 mglkg RE/H. IR « ZREK)
L. BAEFERBRAEwLINTZ, BEMETIR 20 BICZEE L, FENEYD KL
OE&E, HFRE, £17, U IR IREIC OV CRisk Lz, 2EFREOMRER]
TE. SR, PR OVE RS AR 2 S50 L 7=,

BEHARITR OREMIC, Sk, B XIINE (erect coat) . REHD . TIEZ DR
HRIER2S I HT=, RO RIL, 30 mgke AE/ HIRE5HET 4% (1/28 ) 72
ST, MMOBETIIFE T ITA BRI > Tz, iR 11, 15 KO 20 H OREITH EFEE
Bz L, 30 mg/kg A5/ B U BB S CIIR BB Uiz, REHENE 58
BHICRT DIREEINE, ERIEPICR T D IRERINER OEERERNE) 137
EEE LA AEMEBEICED L, 5 meke KE/H DL ERERECIIR SR T oMk
EHINEN, 15 mg/kg KE/B U H&E S CIIEEREENENG R L, £
7=. 30 mg/kg E/ A L. G CIHHER O EEINE R O FEEENEZITED

9 H—HETHE SN TWD Z & ROGHIRHE SN TN b ET—X L LT,
10 JEENR ST TN TWA Z b eET—2 L Lz,
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L7z, FHigoEENSHEMBEMIED L, 30 mg/kg RE/H UL EESEETIIAEE TH
ST, FERTEEIZET A BRI -7, —IES7- 0 ORINIRFEAR, JRIROIEALF

GEC A+ IR TR GEAEFRXITIEIRIR) OHBIRIIETOR
HETHEML, 30 mgkg ARE/ALU EREHETHTINHLFEE Tz, SHIZ, 15
mg/kg RE/ A UL B GHETIIRINIEE BT 5BOFE2, 30 mgkg (K5E/H UL F&%E
B ORI ELZ T R 2B T OEOEIEN, N EIRtREEDOE A L[E]
277,

AFRIENEONT O DE T, —EX7 Y DA IRECU I EOFIG IR
ERNCEIT A LN o7, —EXS 70 OFHRRRAEITHEMRBENICED L, 5
mg/kg RE/H UL BB SHECIIMREIE R CL bICHEE CTh o7z, — 84720 ORIEAE
FROFRIEEZEHT 2B OEEIZEITA LR ->T, (B 10)

B ZEFEERT, ARBRICHW T, 5 mgkg (AE/A UL R G TR EHIRIF O
HEMER OBREEEOFTERBONALNTZ L0 b, BEWRORRIRICRTT 5
NOAEL %##E &9, LOAEL % 5 mg/kg (K&E/H L% 7E L=, M@FRIEIIA B
Mol

(10) REEHHER (Sv bk BOKRE) @

H4EZ >~ ~ (CAW; CFE (SD) %, 19~20 IL/#) DR 6~15 HIZ, 7 /L7
<~V (ERlE 2.5%Tween KIS R) 0% 5 (5, 25 XX 35 mg/kg
RE/H) L., BAEFERBROERE I, BEWE MR 21 BICEZEFENE L, BBIR
MBI ST, AFERIEEL W, BRI, MR OME % DR RE R Uik S
iz,

[FIEIR%%1% 35 mg/kg R/ B GEECB W CHEICHED L (p<0.05), WINEIT 25
mg/kg AE/H L EHREREICBWCARICHEM L (p<0.01),

RIRARER T, e HBRE & el L C 5 25 mglkg 1A/ A % 58 TE)> L= (p<0.01)
25, 35 mglkg (RE/ B HERETIRBIIA DN -T2,

5 mg/kg (RE/ A BGEEOIRIR 1 Bl T, BERED RO 3 HEE & D KA Y
IZEHEOBLOEIE & W S T2/ Bz, (R 3, 4)

BAEEFEESIT, ARBRICBWT, 25 mgke (A5 A LL FHEG5EEOINROHENN
NIHNTZZ &G, FEMWIC x4 5 NOAEL % 5 mg/kg (K8E/H LRE L7=, £7=.
JRIRMRE DR BREHE TIIA SN TR, 5 K25 mgke (AE/AFRERT
FAEEICED LD Z enbEEEIRZ, RIZICHT 5 LOAEL % 5 mg/kg {KE/
HEFRE LTz, AR OW TR ERENRE SN TORNZ En Bl cE 2
ol

(11) REFHEER (Sy b BORE) @ <HET—4H 1>
4R Z >~ b (Wistar/H-Riop &, 5 PL/BE) Oa4E 13, 14 XX 15 BiZ, ~v 7 =
v (perphenazine), 7 u/Lru~yy rar Vo TFHIV TAT =

U B TESNLTOD Z & RUGEFHINRE SN TORN I ENESET -2 L LT,
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Vo Ine Y R A FNENEEREO#ES (3.7X104 mol/L /kg fK&E) L, =
o 6 FMOLEWDETIAEZOW TGN, 7 a7~y ofb5aid,
0.585 mg/kg REEIFEY L7-, BRBRENMD & 1HHR 21 HIZZERIPAVE L, WX, AEFER Y
FETHEIE, RIBEEW ORI ek LT,

KRERE L G L Crm T a~ U BT, LV EWRIEOETE (p<0.01) 7
B, BRIRERIL. FRICERIZE)»72 (p<0.01),

T—2IE, T v MIBWTEAIOREEEERE R L, (B3, 4)

(12) RESHEER (Tv b BEREE) <SET—%12>

7 v b (CF %, M, EM3RiA) OFRE 14 BIZ, 7 a7 a~ Y % EEREEN
5 (0 CEERAIEK) NI 100 mg/kg (AH) L, FAEFMERBRNFEHE I, TR 16
H72% 20 HETORNC, RIENHEURRICEL VIS, AFREKOZDOEED
Kl (intact preparation) 23FRERIZHAVHILZ,

FGIZONWT, WEORET1~3 B, EFET1 BEXUWFET2~3 A, #BIET S
LV LTe, B RORYEIL, MR 20 B £ CIHEBLOEETh T2, BHERD
BALHIEE Lo, MESENROEELZTL I RSN, (B3, 4)

(13) FHEHZRSEHHR (Svy b, OKE) @

REeSH7=7 v b (SD &, M 20 IT/AEE) OHE 6~15 HIZ, 77 a~vy %
BET2—7IC L viEfiRO&E (0 @Q#E, 0.5%MC KER)., 1. 3 Xit 9 mgkg &
H/H) L., FEhREEBRNER S, BRI 2R 21 B ICZE5SFENE
LIRROINERE T i~ %0 ORBEWE oth S, KEOREMW) (RS 2 0
BEIR L, BRROFRE, T8N OAFERSREOREMIC AV =, 720 o B@8i% 15 U
16 @i CHlfE L7,

REMIZIBV T, 9 mglkg (RE/ H & GRE TR G4 2~4 BER, IEEIMET L7,
HEUIB I, MEOATRIRIEICZB IR BT, EIRIRIREIC OV T H B k720
Sl [EFEIBIE SN2 o T,

i LT EZ 3V T SRR R OVt 1 B O—RE4 7= 0 OAF R USELREH
BB A O o T, REMWIOFEEREIZ OV T, 3 mg/kg (RE/H L. E&G5#
TIIHFHICE BB DA LT, AEKGERITBE I N2~ T-, HEio
R DR G BEE L 722 ki3 o 7,

F1 REW O gerEm &Y, XPREEAZ SR CRkCTh -7, HEBREIREICEBIT 5
MEDZZRRERE, EFRIREE, ETFREWE ONEEW OFEIREIC T DT, W
Y VAV Yl

F =707 4 =)L RRBRIZEBW T, BRRIEBIOMEMN, 75 7 82 9 mg/kg &
B/ ARERECEER SN, O 138112 3 mgkg (KE/ AREGRECTHBIER SN,

3 mg/kg IAE/ AL ERGHHITIHW T, ok 3 TN 13 LI ZIBHFRFE OF B 72 B
MIHBII,

12 JEENR S T TN TWA Z EhbeET—2 & LTz,
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TR AR T RO ClT. BEHOMICEMITBE SN o7, (B3, 4. 20)

JECFA TiE, KRBRICEHIT DA IEICEST 5 NOEL % 9 mg/kg (RKE/H L& E
LTW5, (BH3)

BWEELRERIT, 9 mgkg (KE/BHEEFOBEMIIEBOK TR L Z &M
O, HEMWICKT 5 NOAEL % 3 mgkg (AE/H ERE LT, £/o, A—F 74—
v RERBRIZIW T 3 mg/kg (KE/H DL EREGRRTIEEN OFEIN & OVERFREE O A B 78
WPIRHBNT-Z s, REMWNZRT 5 NOAEL % 1 mglkg RE/H EFRE L7z,

(14) FEHZEUER (v b BOKE) @ <BET—H 1>

IR Z v & (SD R, BWECRE) OfER 6~20 HIZ, 77 u~ Y EEE %
OG0 (BRI 20 mg/kg (KE/H, {AE  BHK) L, FEEEHRER)
Fhe T, BEWZ, TR0 BROMIR 6 B iR 21 HE T 3 H Z L ITRE
BIE L, AR, PEVRER. MRS, MRIRNE R OBEC IREN N AR O REIT R+
LT =R EiEk L=, 1TET A R, £REw cirbniz,

FEWIORE, R, ERE, —IE472 0 OMESUIIEE DIETRIZ OV T,
HERPEITBE I N2 0T,

NFRETIL, BRI ED X D RHF L AL o T2,

FRR)72/3T A =2 OEIEITIBUNT A GHE & lBRE & ORICA BRZEIT o7,
MHEY AT, BEEE A% 6 BICEERMbEZ R LT (p<0.01), KIKAE
33% (Swimming angle development) (22T, &ERBETIIAEHL 6 H (p<0.05) &
WE% 8 H (p<0.01) TUEINT-, AOEEET A N T, AERPEITHE S
Niginot-, WEBEOMEOSATIZ, 1% 35 BITHEM L7 (p<0.05), 4% 22 HO
TlIr—% vy FEEANAEIZIET L7 (p<0.05) 73, HETIHE N IIA bR T,
ARERRE . BEFLAE N QSRR S RO SR O 2 T E S e o 7o, &EHEOEM
TiE, REREEL i LT ARICEITIEBIOK TR b (p<0.01),

AL ETIE, A7 RUF Y I F—" &% (dopamine contents) (Z
ZNTRNT ERALNNT IS T2, 2RO DNA BEOH BRI DA LI, 7
BT RIRE CIX, REEWOMOEITHE SN o7z, (B3, 4)

(15) REMHZEHFHHR (Sy b KTHRE) <SET—5 14>

HIEZ » b (SD %, 11 DR DR 4~7 BIZ, Z7ulra~Y % 1 H 3[EIC
ST TR THRE (0 GEEAXIL 6 mgkg (K5E/H, EL : Z¥K) L, HEEHREE
RERDNESE STz,

BEETIVNVT, BB HER L T, AREICEZ L L, EFEICONT, AR
ZIIH DN oTe, BERENDEDNIREMWIL, EENEEMET L, BEEFIEN
ML=,

B O ORI REFR B LITBIE S e -T2, (BRES, 4)

B H-HETEBEINTWHZENEEET—X L LT,
U R TITON TWAZ LB ET—X L L,
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7. FODEMERER
(1) RESHEHR

Z v b (Wistar &, #) 12, 2% 7V =7 KB 7 VTR SN2 v
vV —~EUT S UEAE B3me) B/NBED S M TlERE L, 552
~7 BRI HEBREMIC 7 LT~ Y U HE YR % 25 mglkg (A EE/ A CIREER G- LT,
TARFSE STV WEEICFRIRRICIREER B L, XtRRBERCIZZ mr Ty~ 0 kg E e
WEE R B2 7o, 2WEREM A 65, 75 U 90 HRREEERE L, BESNET S 3
ARNZEFEFRHIR Lz, MR, I8, gk OSGEIc L > THoOlgER 286 L, 4
Hrlie,

Pl SAVIZRED 10 B 7 FCIV T, BB IgA k7S BEJ- Lz, #12 mb
Tu= P UHR S MIETIC A LA, FUAOTREEIIRIE SN/ o7,

FIRRICRBWT, EERFTRITBIZE S RnoT,

JRESRER IR T, 7 uv T a~ U U REER RO O, FIIRE O
FF7 U a—/27 o lde, TRBMEIRIAEME R O N O BB B S iz, (B 3)

(2) 26 BEMFEHSAMRER ELRFHETIR) <EBET—X 15>

C57BL/6 ~ 7 A (B4R ROFEZRMED ps3t (~T afEsi) <o (LT L&
fRFERL ] LD, WTIVHRERES: 15 TT/EE) (127 mv 7 u~ 2 % 26 JEE5EHRE
A5 (B4R : 0, 5 XX 10 mg/kg (AE/H, B FZER .0, 2.5, 5 XL 10 mg/kg
KE/H) L, BBPAMRBRNEE S,

—EARRE T, WBHR, B, HLE. EENCEHH, K OMRIEIER T SRR L
T B EEEOREICIBW T, 7 a L a~ U OSEENRI T E T HIBEEE D —IF 72,
BEOKTR 1AL 2 BIZH LI, EORER, RENBD Lo, &EETRO
(REI, SHHRBEIZ LT 10 mg/kg (RE/ H B 5 OB G AR T 12.4%, BARIT
7.0%BD L7z,

10 mg/kg R/ A GEOBFAR TITFEEENBD L, 50/ & IREEN
o Tz, B B REOBAR TSR I35 B2 B U 7o B 22 i R 7 o 7,

JEBRZIZ OV T, BAEME OB FUWEM ORGSR Ura &S °RE
LTh . XFRRBEC LA TIEE O R A K O BRI FEOI NI D ive o Tz, (B
& 21)

8. ZIF{Es
JuaLTuawlrOFEBIEAEZR 6 IR LT, (B 5, 6)

B RS E M Z N TS 2 EmbeET—X L LT,
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£ 6 ruLro<wYrOIEEER

A B | (e i)
%&;;NS:§£%;;§&JWZi5 EDso | ~WA | 3.84 (RO#5)
ii;ﬁ%ggﬁ%ié EDso | ~%% | 1.97 (A5
%j;%g%%ﬁzié EDso | Zv b | 15 (EO#E)
éi;ﬁ%““ﬁzié EDso | X | 327 (&O#5)
%;ﬁf}ggg%:;%%?ymi EDso | ~w= | 567 (&O#S)
i i tay ~omme | 5| s | Somol
%;;Pﬁ:%&%;;%fiéﬁ EDso | ~%% | 200 (RA#5)
ot e | K| s | 2ol
SRR INHIVER EDso 7 v K 15.09 (BHE&5)
4= f [B] 38 | Pole-climbing ¥ EDso 7w b 13 (Bo#5)
JCAIHEIER | Sidman-type ¥ EDso 7 b 11 ®EOoEs)

PEIRIESRIER (~F Y ¥ —1) | EDs | TR 5 (A5

I aNT Y AT RN U ORI Do R L H LT D, (B 22)

TERRFEEICRIT D707 7 FUEEMENL DT 0T 7 F U EHET, SR ORI
b= 2= U BEE SN D R— 32 A K DRI ST D, (B3R 22)

|7 a7 7 FUoMmER, TEEKEMEERSR F—33 v =a—a U OIEEDSE &
NHZ LIk TBIERZENS, ZNbD=a—a ik, FTERAEMIREZN LR T
EFRE D O IEHRFERIZIRSA T2, TERARZEEDHERITA /LT LD F— 33 L OFHE
W72 7 a5 7 F U HREER 2T L T\ 5, FUEREO Hiie 7 a5 7 F L fED
LRI L <FEEET B,

s REIC L Dm 7 e 7 7 F U MIEITE O IRIZ L0 EL)ICHET D, m7 e
7 7 F U MIEITFURREIROILIT i A B X 23, (B3R 22)

9. EMIHBITHHMRE

rsuanra<wyook, B FOBEAE CESHMRMEEZF I XEZJHE1H Y, K
IZELHZ EbdD, 2~A%DFART, PAEMRENBRE SN, AR TIE, BEOR
FESOGZRE D /NERMERRH 5 ST B DT, FFIBICISN T, AFERERIE NN M OGHBARER
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BENA LT USEIZEIN, 7L a0 5 e, BimEkEEInE & OE sk
BUDENRE S-S, ZOMEEITEE 10,000 ADHH 1 ALKV D Rhotz, 20
AOHEX, &5 LR 6 HORIZE < A b1, BHELY SFEOMETL Y Z<HE
g3z,

suanrawVrEREINTOWLEEICBWT, BERIGN LIZUITBR SN,
IR UTRER D EBE DK 5% B, BRI, Bt 2 & OSEEBUED 3
D R EREN—RANBIE SN, 2, S, SR E OVEE S V> 721
BEROSDS, BHEHRE 1~8 HEDOMIZE Z o7-, #MERERIL, 7alrrn~dr
EROF-TNDE MEAHDZENTETN, DT = ) F7 I NIKRT DRERIGD
HREMENH -T2,

RELIERZEOERIRGOR, Zur a2k v, BIEITYS -2 REDEHA
TIR~FEAFZILE & L ORI BERERILENT B IN, AL OKEERIZ L
FARER NEE b BlE I, (B 3)

g a7V ARG X0 FHRHE R OB RORAENRE SN TND, 20
JFERNTANED T RS —MESRE~DEFIDO T L D b D L G Sh-, DR,
Junrua~YrOmAEOERFIZEICALI, (B 3)
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I, BRAEEZEFE
1. EFHEEICE T 55
(1) JECFA IZH |+ A5
B L 77T — 2 ORE, HHI O X 572 2 3BEA OFEEFL R MRH &I
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