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6. RERUVAE
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(27/63 i) T -7, BHELEEIC BITERZEBEIA 1T 61% (43/70 1) . SEASEREIER O

FEEIEGIL 40% (28/70 1) m*ooto

¥ooonaRY R= L OERBENTZHEROHREIL (e F— e LT, lEARAICIE 1 A 0.75~225mg 2 Hiad, hxic
HWET 5, HFEE LTI H3~6omg 2RRO595, 7k, Fih, ERICELVEEHEBT 2, | Thb,

i) B 7T I MR RRE o R 9
WA KIIERF 159 Bl x5~ m A 1 [8] 4mg IS S U CTEY 77 I IR 1 5]
25mg Z# 1 B3 EHEMAL, K1 HESRT ALY 12 48mg, BV 77 I UHFEE 300mg & 3% i
BRI, 8 M- T H BRI A £ L. AFIOFEN R ST,
N Ao UGS RETIE 12~48mg/5#;'<“51ﬂf@ﬂz1’4< freER (PEELEM ) 1335%
(22/63 f5) Td o7, WHHLZEHEIC BIVE R BLEIAIE 2% (56/78 Bi]) | HE(RIMES R RIEH
DIBLE|IEIT 46% (36/78 1) 'C“&)’)ﬁo

2) REMRER

lmﬁﬂ;ﬁ#}%ﬁfﬁ%ﬁ FEER) °

/LD GEEnA NS R RN == /ODEB;%&L-? 67 ALLE1HEZDE) ICX DR REMNE, %Y
B MAHRRER D S BATARE TH - 72 55 Bl >V TIRES L7 (MBI TMHRBRLFALTCTH L 1 H 12

~96mg (1 H3[E]) ) ,

Z ORGSR, 12~48mg/ A & HHI T OREEMRUGER (THEESEEL L) 1369% (29/42 ) Tho7, 1

H ¥ 5 B3k 48 U T 30mg it Th -7,

WG 2 2T 2 RIVERZEBLEIGIE 73% (40/55 ) TH Y| i 1| BEG&E&D 12~48mg TiX 73%
(33/45 f31]) . 52~96mg TIL 75% (6/8 f5) Toh o7, HEEIKRRAIEH OREBREIEIL 56% (31/55

Bl) Th oz, HEHBITESE L THRBUFECOREN AT 28ERNIEGERD otz

AR OAR I N EROAET B, XeAre UHEEEE UCORA 1 El4mg 1 B 3EE DD, e lZEET 5, H
ﬁ;& LTI H 12~48mg % 3 [BIZ/0 1 TRBR NS T 5, 72k, i, ERICK 0 EERRT 5, AL, 1 HEIX
8Bmg TEA RN L, | THD,

(5) BFE - FRRERIGIER
MAMER e L



(6) ;AERI(E A
1) ERARERE (—RERAKERE. B EEARERE. FRARELERE) | HERFTRT —2~—
AAE. WERFTRERABRONE
OEHER I A
AFNOFERERE TIZBT 2 RS OL 2, G2MECET oA 2RI 5720, AHAl
BEHBLE G 12 5 A (8 EREA THIREM) A AEAEBI 2] & U CilA & 50 L 7=,
ZAEVEREAM R RAEF] 1,191 B 254 B (21.33%) (2 463 tFOBMERA RS b=, EREERIX. 7
HTT BULE:2.60%) . IR (26 1F : 2.18%) . RERAE (19 £ : 1.60%) . 1HFE (17 14
1.43%) . R (16 14 : 1.34%) . SHREME (16 1 : 1.34%) ZETh -7, HERIEREIVER X 88 4
(7.39%) (2RI, ARBKE CORENEKRRER L i U CF L BBBEEN LA U-RIER. 5
LT REEWER TR 2oz,
ANERFA R SAERF] 1,144 BIIZF51T D BPRS At A 2 7%, EHTHREBMEEE 5S1.9 KA v Mk
HCETIIE 433 A h~EHERB L, 8584 > NOEE (Wilcoxon D E-FHIEM FikE) 7eiid (2
) BR LT,

QYIFERA ISFRIESEBN X9 5 T
HRIGIR DY ARFVEIEFN R AR O e, ARMECET 2 MBS C 2R 5720,
PURE IR S DT IRIE D 72 W HIFE A FSFRAESE B 2 6 512, FEYERI S 2 ARKI B 5-BAG 5 8 i ]
E LTIt A e L,
22 FEAR SRR IER] 75 B 23 B (30.67%) (2 35 HEDRIWER RS iz, FBEEE N 5%LL Eo
BUWERIX. 7227 (61 :8.00%) . #EH# (41 :533%) . fHIR 41 :533%) ThHhoi,
HINWERAM T ZiE 5] 70 23517 5 BPRS A EF 2 2 713, Y CEEBIMARE 46.6 RA > k26 B ket
flRE33.5 A h~EHERB L, 13214 FOFE (Wilcoxon DFFSAHIEMFIME) 72l (8G%)
Zos LT,

QFNER DR AR+ BN 5
L OPUREARFEIC X D IBED RN R+ CTREMIEIR 26 3 D EMICKT T 2 RKA O R, FEC
BT ORISR E2ERT A2 Z L2 BN E L, EEBEIM 2 AR GG 8 A & L CilE
ey Oy -
ZAEVEFANSTRAER] 176 Bl 21 B (11.93%) (ZEIWERANRO b, EWERIXER (1.70% : 3
) L fREkR (1.14% -2 44F) . IR (1.14% : 2 #F) . ALT (GPT) 0 (1.14% : 2 f) Tholz,
MR RT SER 174 BIIZI1F D PANSS 0 A5t 2 a7k, EH CTHREBIMAR 1162 A > b2
5 EREEEMIE 1064 AR A > h~LHEBE L, 98 KA v FOAE (Wilcoxon DG SAHIER fk &) 72
(%#) LTz,

@QOL (/A VT 4 AT T4 7) IZHETIHE

A RIESN R B O B H RIS T D AFIF 50 QOL ~D 2O\, QLS 2 Z G R E &
U TR, LM 2 AR G-BhE» S 6 » A & LTI % Lz,

AT R GER] 27 B 2 B (7.41%) ICERIWERDRD bz, B LUIZRIERIZEA, 2%,
RHRE, FHEEZ Th -7,

QOL FH-Alixf GHAER 24 BllZH51T D QLS Gt A a7 &, B THG-BALARE 49.1 7R A b B i i&FEAT
RES9.0 NA » hAEHERE L, 9.9 KA > FOAE (Wilcoxon DFF SAHIEAFIkE) 7o (8G8) %R
L7z,

ORBFAR 22 2T BT 2 R4

AFNOIRFFH L 2T DWW T, R 2 AK & G5Bm» 0 3 » AU E RE144FET) T
IRFFFARMRA 2 20t Sz Wpi T & Uil 2 50 L7z,

PR SIER] 57 FlHF 10 B (17.54%) (2 16 ORIWERNR® Hiviz, #5700tk TIRE-I#H
AN L7 44 Bl 1 FIZBW T, AHF & OBENGE TE 2WHEIET, BNRE, M@K T H o
AT ZRFRBOTZN, AFNE SR 5 EBEEAMEIC X 20 T M, ANk, KT 28O TS
Tholz, TNUANDIREEOGER & Ui, IREREERESR), IR BEK, AZHNE 114

(1.75%) @B BNT=,
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1) B - BEYEIEIRFEAG R (Positive and Negative Syndrome Scale; PANSS)
TR OFHIREE D OE D, MR 7 HE . RRYER 7 HE . ZOMmoBiER 16 HE ., 530 HE #Z2nhZEh
(2L 26 TREE] $To7BRETHEMT L0 (TH) .

Bt R P R AP B R
48 THE) DAk DSUE IR S e ok
WEokak®E | FENOEIbLY BN PN T
NRICEDTE) | @tk OEE FRFRK EEORE
BizE MBI TIC L 242M0E 28 Bk BT 77 & gk KA
EEZNS R o R BIAHE L RARREE  ESOmRE
EED AR B FEME & S o KN Mmoo B O AR
R W R EE SLEINE BIE: A
et F 2R 72 i m e

#£2) QLS : Quality of Life Scale

QOL OFHliIREDD L D, #H 21 HEZZNENRD bNTBEETHEiT 260 (TR) ,

K+ I H

o N FhfE, KA N, HEESEIEE), fik Yy N U —2 MBI =TT 4 T
FEEPOE 2B 0, PERBILR
HHE - R - R COBEIRAT | B, ERE. BETSARR. R
TS O SLnE HHEMR, B a0, PUsiddk, R oA, & a8k
—IXAIPITRE S &G E) — XA AL, —ARATEED

DEBEHELTEREFENABXEEEL-AE - HBROBE
Pz L

(N Z itk
WA RIIERFT kG L Ul “HEMIEGERER 2 3 ClRRRBRICBS N T, KBHETHS 1 H 12~
48mg & 5 X7z 358 BlZ I D I SR UGEE O RS o ERIT 48% (173/358 i) ThH -
oo TOW, FRER SRR OB TR RUERNME N, £, IR - S ERIRE LS
BITIE, 28~48mg/H £ TOEA R, HREMEXRL « BAEMM ZR15 & T 28551 12~24mg/ H OIKH &
NEZTH -T2,
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VI. EMEE(CEI HIER

2

. EERPMICEAESHHILEMRITILEMEE
RYNXY Ry, VDAY Ry, Tafrvl)r, Vo NUERE %
EE  BEOH LAY ORE X ITIREIL, BHOEHLSNTRITXEEZRT L L,

. EEER

(1) YEFERAL - 1EFIHEFF
I BT R/8S 0 Dy AR O B =2 S-HT) ZAMRIC AR G2 R L, HEHRIC IR
B
Do SRS HUER %40 L CHEA RAEDBIER 2 5 L, S-HT A KESHER 2 L TR KiE
DEMIEREZLET L B2 TWES, 7y MERNTO F3I ARGGHIEIHE XX Fos B AR BLZ FREE &
L7 AR OB B HERSMEER & OBIER TR & STV D REIRITHT 2 /B @R~ e
Y R T HARTIN T L BRI SN 7Y, In vitro SARE B ERIT X B A RIS EM T Z AT
B A E s OFAEERMEIRO LB TH-7 07,

ot A |
% % Ik WG | Y AR ﬁ%fi%
o h=r%
5-HT KBS | *H-Ketanserin 0.61£0.11
5-HT\a W5 3H-8-OH-DPAT 29104
NEARIVEA
D2 FZE AN 3H-Spiperone 144023
Di fS SN 3H-SCH23390 210+18
JIVT RLFU v
al KIKEE | *H-WB4101 17423
%) KIKEZ'E | *H-Clonidine 410+11
B A4 SH-DHA >10009
TEFLIY R
muscarinic KIKEZ'E | °H-QNB >10009
nicotinic il 3H-Cytisine >10009
ExZ I %
Hi A% SH-Pyrilamine 1.8%0.18
H2 F2E AN 125_JAPD >1000
FEAA K KAMAE | *H-Naloxone >1000%
R TEE RV 3H-Flunitrazepam >1000»
v-7 2 BEEE-A il 3H-Muscimol > 10009
TNH I R RV 3H-Glutamate > 10009
mean*S.E. 8-OH-DPAT : 8-hydroxy-2-(di-n-propylamino)tetralin
a) ICso DHA : Dihydroalprenolol

QNB : Quinuclidinyl benzilate
IAPD : Iodoaminopotentidine

(2) BZE$hZE 1T HHBRAE
1) R/ 2 Dy A UEM
7Y PR YATOAS 7 =28 IV T REL LRI L2 BECHFEITBSEOTEIZEL™ ) i
NZT v N COZRMERBEREE? Z2IfI L, Zh b a~LU K—=Lrof) 1/3~1/5 Th -1z

11,12)O
EDso (mg/kg, #&H#%5)
=0 8 el =% Ny R—Lb
AL T = Z I BB TUENS (5> ) 22 0.56
T ARENE REFRE RATESE] (Z > ) 5.8 2.0
TRENERFER S T4 I TITEEH (U R) 35 0.67
S e S 4 3.6 0.89

- 12 -



ED A2 7=y (RAIVERAD . 7REAVER (RS UZABRETE) 13 PRI oEfHzmL,. 7 b
R~ U ATHEATE OB, AREBLELZE T, ZhbOMEAIE R/ A RERTHE Tl S,
*HEATE) - R CATEI A MRV R T Z &, i L7ofkD, WATEI R &,

T 2) SAFIFGEEROG & 1%, 0B 72 & D YAT AR THERT D AR 2 BERAY (1 TE) L ClREES 2 5Ub, SRl
BESOSIEIER & BURSHRIERIT & MBI 2 2 e HA TR Y | FUEHRIEH ORMMET L & LTAS HW L
TWd,

DFiEE b= 1EA
Ty hTORM)THEIV T p-runT v 7 =X I A K BHIEIT O ASRCKRIE RS0 T8 28 ™
ZIHEI L. 2O NiE N m XY R—= X 10 FEU BRI Th o7z, 1112,

EDso (mg/kg, #&O#5)

N Aenm maRY R—j1
R U E S BRI ORAADE] (5 k) 14 14
p-rZuar 7= I VHEERR ERE (T ) 1.8 >30
5t Ra%y U7 b7 7 o #F%wet dog shake! TEHIHI(Z » B) 1.4 —
5-A M¥ N 7Z I UFERERVITEG (U R) 3.9 —

L) RUTE Iy (km b= S EEER) | preRTr 73y (Br b=V ) | Sk Frd v R YT R T
| 7y (B R =UONEERE) | S-A REY U TH I (Bn b= REEEBE) 3tn h=r o ERERL, T
L MO~ U ATHIMI R A, IR R BRI, wetdog shake* 72 X O BREITBIZE ST, TRSOERITER
i b= AT TR SN B,

| sewet dog shake : LTS RAKZ 1 L < B0 SV IR L 72 17)

3)RM AT T FES < ATEIHHIAEH]
7 v b CORBMGGMATT I < HATERER (FREEEET L) P CLEA L RICE DT HTE) (
BEIR) OFEBLZHHI L7z 1,

) Bz U2 KO IR SR T, 7y FTTHTE (BEER) MBS, FIREHE, i) >¥b
DVE—EHOPUSHRIIC LY . Z o3 2ATENIMH SN D,

HZEDOMDOIER (W2 V7 —FRIEM. 77 V%3 U7 FHRIEM)
Ty hEORTATORL LT U—FRIERYY | ~UATOT V%30T (F8) FRERSY 1X
Ny R—=1D 1/10 BLFTHh -7z 19,

EDso (mg/kg, #%0#5)
~NXogAra ALl R—)L
NEVT—FRIER (T ) 150 12
B2 VT—FRIEH (T R) 57 3.1
TIOXRRUTHEREER (U R) 44* 0.66™

X B BME (R—VBET) B2 SR S0%ER 32 H &

D AE LT — L BB ERE L DD L. NS RARRES THoTH O DE T EOE DL LA
. BAAEE LTV HIRIER S . BS54 LTS —d, SRR O TS L L LTRGBS,

| R L BT AT 15 S AR DI & o T ¥ LT v — BT 5.

| D) 7T URFUT LI, BRI ULERR G, ERSEIEROTHIT L 00 LT ) | HEEBFC (£ OBES

| BOZ LRV, GURMRIEREMRAE RS VRO L > CF 7 VX 2 OT R FH KT 5,

(3) {ER RN - F GRS
LR L

- 13 -



VI. EYEREICEAY HHE

1.

mepRED R
(1) SBER LA 7 I eh
LR L

Q) ERABCTHRASIA-ILSRE
DEEFERL N DGA
OH a5V
fERERR A AR 1, 2, 4 KO 8mg ™ &4 2 BICHERR O &S L& & miEh~<a A m
WREE DR E B 5% 0.5~4 FERICERD HAL, TORE (Coa) (IR GEITHHG LT EA LT,
AR 6 Bllc N A a4 KO 8mg ZHEREORL (B%) LA omheara s
K OEREH ID-15036% OWEEHBIZIRO LB ThHo72, X A1 2 KON ID-15036 O Chay &
NAUC IFEEBITEFEL TN L 7=, ID-15036 @ Cpax 2 TX AUC JI~21 Z B7 1 LT ERR L Ty
ExRLE (FH)

20
~ 154 :
E T
2 ? #5 ~O2REO0V  ID-15036
o —o— —0—
o —& —fe
e
=
0 2 4 6 8 24
B 5% (hr)
i ~Ng 2oy ID-15036
1==N "
() B T Conax AUC t12(4-6ht)® | Tonax Cinax AUC
(hr) (ng/mL) | (ng-hr/mL) (hr) (hr) (ng/mL) (ng-hr/mL)
4 6 |17£13] 19+12 | 4.0+45 17+13 | 7946 26.5+9.9
8 6 |14%07]| 57+50 | 13.6+16.6 | 23105 | 14+07 | 133145 | 51.3+27.1
mean®+S.D.  a) IR

) ID-15036 : R AR D 12-27 a~FH P HLRF A I FOKBRLE, TERHHO S bikbiito h=1F
i AniR, mava o 1/8 OEERT (Tv ) o ZEBHLR I AEAIRIEEAERD Lo
7oo  ( TVI-6. X8t OIEZBM)

RO 1R K OARIER (E &) S8R, 4mg §E & 8mg SED M FHIRIFEMERERIZIB VT,

BEEERCAIC 8mg Z HAEIRR A G L7z & &, MIEF 2 A8 UJRED Crax (3 2.2~5.7ng/mL, Tmax 1%

1.4~23hr, AUC (% 10.1~15.7ng « hr/mL T&H V|, HRIZAMAMEZ R L, 5% 6 FEFTHE £ Tl tipa
1~3 R, EALARRIE tipB 5S~8 FFfil CTH - 7=,

e " Trma Crma AUC ti2(hr)
2 % * :
” B S (ngml) | (g-heanl) | g b
AR 6 1.4+0.7 5.7£5.0 13.6+6.6 | 2.3+0.59
fife R S B 12 22+15 3.9+29 15.7+10.2 0.79 4.6
Pl =] AL
AR 30 23+1.8 | 222*1.67 | 10.07+5.78 22 8.0
4mgHiEx2
R = A
iwféﬁméﬁ 30 1514 | 2.83+243 | 10.69+7.68 2.6 8.0
8mghiEx1
mean=*S.D. a)n=5, tip (BEHHKFH : 4—6hr)

5 1 AR SN ORERIZEIT D tin ITEBEOHRE B HEH LT,
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QEERE Y

fEEER A 6 B2 1 B 1 [\ 4mg % 3 BREIKEROEL (@Rk) L&D, miEfh<aave &k
O FEH ID-15036 @ Cmax, AUC K OMt1/2 1335 1 HR & 3 HE CTRERLS ., KEREIZ X
0. EFRCIETH WA FR B O BTN B 2 b,

BER . ~NogAva ID-15036
(HA) i Tinax Cinax AUC Tomax Cnax AUC
(hr) (ng/mL) (ng-hr/mL) (hr) (ng/mL) (ng-hr/mL)
1 6 0.8+0.3 21%13 3.0+1.6 1.2+0.7 6.7+2.8 18.6+10.4
3 6 1.3+0.8 1.7£0.8 29+12 12404 69123 20.4+6.5
mean=+S.D.

) ARIOERENT-EROHEL M@, o 2o U E LTRA 1 E 4mgl B 3 BElEL DA, Hx ol
D, MEFFELE LTI A 12~48mg % 3 B/ CRERNEET 5, ok, Fn, ERICK 0 EEMEKT 5, AL, 1
H&ElL48mg #2722k, | Thd,

HEHEOEE
O A RIESE ¥

BHE DARBR CHBE (89 41) 210 4~32mg, 1 HAE L LT 12~9%mg ™ % 4 #RdH 51 T 8
HERERYS (&%) Lize &, MiETo 2o o KOENH ID-15036 O E L, HIRERTE
FIEFEaTHY, [FAEGETHKRT S L EGHM% 4 HE & QB TRER -T2, £, MG
w2 v e PR OFEEEITH R KFIC BT oM AR Lz, 8 T AHERREERICIS T 5 R
MANDKE R CTRBEINTZL ST, BETOEHKREICEBNTHEMMEL TRET 2 I iRE D%
;I Bz o,

) ARNOARBINT-AEROHAET @Y, Soxv'o UEEEEE LT 1R 4mgl B 3 BIEVERD, ke (28RS
D, HMEFFRE LT B 12~48mg % 3 [BIZ3 1 CRERNELT 5, 2ok, Filn, ERICL D #EEHT 5, AL, 1
HEX48mg B2 22 &, | Thd,

(3) i
KPR L

A EBE - tAXOEZE
HEFEOPE
RN 12 fllc<m 2 m 2 1A 2mg P & 7 v A — N—{EIC L0 A% A TRO®BE L8
HAOMEFRNr A r v R OERGHY ID-15036 DREHBIIRO LB Tho7z, teAxtr KO
ID-15036 @ Timaxs Cmax XN AUC I ZWT N H BB E GO FNER TG LV KEho7z (KXrAn
[ Tmax : 1.46%5, Coax @ 1.6 fi5. AUC : 2.4 %], ID-15036[Tmax : 1.7 fi%. Cmax @ 1.3 fi5. AUC : 1.6

1) o ~EAE R CEEANIKISETIZ WD, MR RS X0 BREES OT7 85RO i & OVE
HATTEST 5720 LB 2 b,

) AFOEBENT-RER ORI B, <o 2o HsE e UTHRA 1B 4mgl B 3 B VGO, kel
5, MEFFEE LTC1 H 12~48mg % 3 BIZH T CRERD# G35, 7ok, Ff, ERIC I Va5, AL, 1
Bl 48mg # B2\ 2 L, | THD,
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2
~ —Oo— 8
T - X-Ak
< 1.5 (n=12)
iy mean = S.D.
%
e
K
o
¥
&
iz
g
= T
12 18 24
155 H%ESE (hn)
8
—O—#A
2 7 - % - R’
S 6- (n=12)
Q T mean + S.D.
T
[(o]
S 41 T
n
.
& 27
g
0 ——————————————————————
0 6 12 18 24
1R5%mEM (h)
m AT ID-15036
#5.A . =
(HE) ik Tinax Crmax AUC Tinax Crnax AUC
(hr) (ng/mL) (ng*hr/mL) (hr) (ng/mL) (ng-hr/mL)
T 12 0.6+0.3 0.5+0.6 0.7%+1.0 0.7+0.3 3.84+29 9.6+7.6
' #% 12 09104 0.9+0.9 1.7+15 12405 48=+35 152+10.8
AR 1.4 1.6 24 1.7 13 1.6
mean £=S.D.
i 3% 4
I-7. 8 E/ER OTHEEMR
2. EMRERU/NTA—4
() B Ax
MR L
(2) IR IR BE 2 38
MU ER e L
Q) HEKRETEH
MR L

WoUT7FUR
KPR L

)t EE
MAEER e L
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(6) 2 DAt
AR L

3. BEE (KEalL—ay) @4
(1) B4 A 3%
PR L

(2185 A — S EHER
KR L

4. RIR
HC R A 2 0ih (10mgkg) L7256, el A EREIX T v b Tidg 5% 30
Sy PILTIRE 5% 1~4 BFICEE D D vz, JEH K OURHF~OHEMEREN S5 R L72WINEEIX T v M TR
60% CTh o7, G (10mgkg) L7zHa & FRIRNESS (1.5mgkg) L7286 OR PR O ) 5 HE
ELTERINRIT T ~ b TR 80%, /L TIEHI 90%TH Y . W OEMIZEB W THIHLE D O
BliFTh D LBz b 151617,

NAFTRALFTEY T 4
BROBEEONRLTT_RATEY T £1ZT7 v FT1L7% THo72 19,

5. 5%
(1) % —RPAFT @B 1
LR L

(2) M &—HRa AR R P @B 14
MO m A e 2R 0#&S5 (10mgkg) L7ZEHR20 HADOZ v MZBWT, BIR~OBEEEL
N2 rrOBITRRO bivTe, RERMELXOKRIEF O~ 2 e CREITRIICIRT Lz, £/
FEVEIZH T D S RE iR 1T R AR PR L 0 &<, BIE~OOMEOGFHITEERED 0.1%KiETH

S72 18,

Q) Fit~DBITHE
MC RN m A e AR OES (10mgkg) L7ZWETT v MZBWT, TP ~DO R U1 X
R OBITNRD b, AT m A e CREITER % 30 0 TRRTH Y . MIEF O 2 5T
bolz, FIHTHEHEEL O m 2 B m BRI ICIR T L7z 19,

@) R~ OB
LR L

(5) Z DD BB~ DFEITHE
1) KRR
B~ m A %27y MO VCHEEBEREO# S (1omgkg) L7cHa, BHBIHERITHEIC
R L, 1A OB CIET LY bEm W EEL R LT, B, I, B RS EVREL
RLT
UC IR m A v %27 v M 14 B REGEHRE O & 5% O ETRED A 3 7 — T Al 5 & B b
Slanolz, £2. BHMTEEIZCC LR LA, HEHGERKO 3ELTTH Y, Mik~nFE L
EREIL W EE 2 Bz 161719200
2) AT = ~Dh3Ai
UC i n A o2 UcRO# S (1omgkg) L7za. 7 v b ERBRICHIBE . FFIR R OV K
WCEWREZ R LN, IRO7 BRI S @SR E OB ENRD Hiv, #5% 168 KFEIIZHB W TH,
REOEITOT N oo, 7 RUBEA~OERE AL, REIDSEFEM & ONRAMEO WiPEE % Rk
NLEW T, AT =Bt EET -0 EEZHND,
MO A0 26T v MOROES (10mgkg) L72BE. IRERTHEREILH 5% 24 FERE
W IRE 2R L2tk #5144 168 BN HIE T LI, TO®RITHHE & HIE T Lz, 2B, A
7 v MEAWIEEENRE (&E 25me/kg. 1 E#&Y) | Pz HuvizfiadEEZratn (&S
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25mg/kg. 3 # H¥EE) ROMEMEEMRBR (K& Smgkg, 1 FE#&5) I2B W OREARRZAOMA CIRIC
R4 HLE mm%hﬁ P E TR RN O Smg/kg, 50 8 5-RE R CRAEE R 2 & TeIRF
FHIRAE TS BEITRD LR o 72 1720,

3) I ER~DBATIE

B _r AR 2T v EEROWUICRO#E (10mgkg) L7286 O Mg/ M o REd B be i
0.8~1.38 TH V. IMERIZFFEIIZ /AT DAETN mwgh&#ofmm

(6) MIBELKEEE
Uo N o A Ve v 2 AWV TEESITETRD - MFICRT 5 e 2 e o OE S EIT 96~
97% T o7z (Ru A w CEINRE 0.1~10pg/mL) 9,
6. Lt
(1) BB R VR BHRER

TERERR A 12 fllcm 2y 2mg ™ 2R O#5% (BEIHAET) . MiELORFICn 2t m
D12-v 7 andHh VAN ARFT A I ROKBILAR (ID-15036) D 10 FEORBW R iz,
MIFHFNT AT ARED Cou 23T 8554 1 FER O MIEF T, &bHIEBESES WG 1KkE (L2
Ao T, e Ae O3 EORETHY .. £, BE5% S E TORITIE., 1 -KEE Lo X
e rnigb S gEkES T,

) ARNOARBEINT-AEROHEIT @Y, Soxv'o UEEEE LT 1R 4mgl B 3 BIE VD RD, ke (28RS
%, MEFFEE LTI H 12~48mg % 3 B/ CREKENEGT 5, 2. e, ERICK 0 #EE8EET 5, HL, 1
H&Eld48mg #2722 &, | Thd,

Z v PRI LVOmME, R, B, ML, 12- 7o~ h o DL RF A I ROKBIGIE, 7
FLUHEERTUUVERO CNEGO N-LT VXM L DBZUE, 4V F 7  — VRO S-FR{LIK, A
VFT = VEROHBRIRSED 17 OB & RED 5 WVITHEE Lz, a2 a v OREHRE &%
CYP i FFEDRE-% THD L v H#HEE L 2,

0

10-15010 0

?;O 1A1, 3A4
d 208, 1A1, 3A4
1D-11926 KQzxREOor
10-11614
;;O\ - M 206
" (1A1,20
(1A1,2¢8)

mae SN Ay
d-\_/ 10-15036 ° -
N )
3A4(1A1) w0 O 3Ad
™ 0 oH y
o OH

L O WIS

S—N
\_/
@ Wi
10-15001
M

0
m&n@u/\/\/";;(j\w (X "s n’_\"/\/\,u));o bfl "/\/\":;:E)

ux
ux2t s

l OH
1,08 i );O
\_/
B e
NX24

N A e OHEERHTREKE & & CYP oD 5
(CYP BH AR TOMBRE RN O BENTR SN0 FREICOW TRl
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Q) RBICEEET HBR (CYPE) OHFiE. FEXR
t MFI 7Y —A KTt b P450 BEHRZ AW invitro RERIZ L D . e 2o ofEHTIZEI
CYP1AL, 2C8. 2D6, 3A4 NEELTEY, B TH CYP3AL DHEENR B REWVWI EAVRENT-,
B, Ty MINmRE R % 10 KO 100mg/kg/ H HEISUE 14 HERE®R S LicGa, HFEED AR
FROFHE K OFHEITRD Doz 22,

@ VEEBNROEERVZTDEIE
MOk ~m A r 2 A#&E (10mgke) XITFIRNTE S (1.5mgkg) L7227 v MIRBWT, mEE#E
FICB T D MiEF N 2 e r RED AUC O L ONLIE FHEREED Crx I2H O 52 A B 1 DR
DTN ~a 2w 3R ARG R ABEERNRIC X D 2R < =21 D 2 & AVRIR STz 1319,

4) REYOEEDEHERRUVEML, FELE

FERBFMOH e F=EH (T v F) 111ID-15036 BNk b il . X2t a L 0f) 1/8 TH-o7-, Hl
KA UHER (T v b)) BT ORBEIICBONTHIZEA RO NN D),

1. B

(1) HEMANL K OV i

DL AEIEF A

fERERRANIT 4 O 8mg & HiEIRR G (% 6 5, Bf%) %, 24 Rl FE TIcNm A e V(3G EDN
03%MNREALIK & LTRFPICHEI S iz, 1~8mg %5 (45 26]) I2BWT, NXa A n rORH
PEER IR 58I XA LT b o Tz,
D

TR 1 H 1B, 4mg & 3 HEIRER NS (K6 fl, M%) Lize&™ | &h51, 2 K03
HHO®#& 5% 24 B & TORPPEERITRZER L, XA U REHRGIC L DO LS X220 L
E 2 b,

1) AHIOEBENZAEROAREE @, ~r2vo U EisE s UTHA 1 E 4mgl H 3 BX VIR0, e T8 5,
MEFFREE LT 1 H 12~48mg % 3 [ENZ/0 T CREK NEGT 5, 2B, Fin, ERICK v #EREET 5, (AL, 1 AT
48mg ZBR N L, | THD,

T oL WEIH LI BC R~ r A r 20 iE (10mgkg) L7256 OGS EEDHRMITLL

ToOLEBY ThoT,

D7 v MG 72 B & TITR T~ 22%, #H~ 74%HEME S fu, FERHICIIE & A EHRik S 7e
oz 19

@Y TG54 168 B £ TITRTIZ 40%., FEHIZ 46%HEE & 7z 1720,

@7 v MIHH1% 48 Kl F T HIZ X 40% R S 4v, & 72 AR HIC PR S V72 UG RE D 14%1%
PRI S du, IGHTFIRER 95 Z & A8 H vl 19,

@7 BET > M 20 AT v N TRECEFHEMRIZEIZIA LN T2, WE{LRFEREICX
HIFEET » N TIZIER 7 v MR TRPPEIED 8% EH L, £7-. 5/6 BHEkRIC L 2 EEE
Z v FTIZIERE 7 v M TRPPEERRN 7%E T L7z 2429,

&sgme%)

i F w8 (<0.1%)
RXE (60 %)
H Bit (40% i & #
Tt fBit (40%) =
ﬁ ] i e
BRI (6%)
R (80%) B (20%)

Ty MBI ~m 2w ORNERE HEE)
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(2) Bt

TVI-7-(1) eSO B ONRE ) DIHZ R
(3) B R

TVI-7-(1)HEHEERAL K ONR S ) DTES R

8. b5 RAK—5—IBT HIEH
AR L

0. BAFEIZLBREE
BB L

0. HENDERERYT SEFE
(1) B aErz

MO A B U 56 BRRICE VIER LB mETT LT v MIRO#ES (10mgkg) L7

A MIEF B RERE D Cun (ZIEFE T v hO 1.2 %,
VIBED Chax 1$ 1.6 5, AUCIZ 215 TH o722,

(2) FFHRERE

UC IRk m A v n v A W LR G K OER L RS ET V7 > MO &S (10mgkg) L7z
B, MiEPHBEEERED Cox 1 ZIEHE T v D 1.6 %, AUCIEZ 195 THH-oTz, T, MEHFr A Y
2 UPEED Coax 13 5.6 5. AUC 1T 102 TH o722,

Q) Bl

MO ~m A %20 » A7 » Mo OiE (10mgke) L7ca, MG F BN REIRE O Chpax 1
THEET > D13 %, tpld2.8f%. AUCIE 20 TH o722,

1. 01t
LR L
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VI. Z2% (EALOEESF) I HIEHE

S (ROBHEICEEBEELLGNVI L)
FHERREOBE [FERELE (LSBT BH 5, ]
VLY — VIR EAR G O AR HI A O 5RO T IS H 5 B [P 1 23858 S U

\

$ﬂ®m“’ﬂLLﬂﬁ®%ﬁf®%é$%
T RLFY vEREETDOBRE (T RLT Y vE2TF7 4 7% —0KARE., IIHRHEERICBIT
RHEBREED L < IIMBZEMEMCERT 2856 %2k<)  [10.1 &)

(fiERL)

2.1 Rp 2o 3P sRIMEER 263 5720, BIERELZELLIEIBZNNH D,

2.2 R Ava U FHPHARIEER 28 L, ~ 7 A TONE VL E X — U K 25 kR a2 B L7z 1,
ZO7D, VLY — VEEFEARSE O ARSI S A OB T H 5 B Tk, AR
ﬁ@m#%ﬁéné ENRBZOND, B, MOEETIZARWEAIC OV TH L E Y — LR E
KOGFRICIXEEN L ED D, fFHTEEICRE LT,

2.3 AHIO RS U OREUE DR O & 2 B3 Tid, AAIOFEHR G2 L 0 BBUER S F3 9 5 nlHErE
DEWEEBZBND,

2.4 7 R U A& iox LCmEIGEIER (FE, o fEH) & mEREER (FE. pIEM) DMK
T2H2O00EHZH L TWAHR, @FIXa lERANEBNOTZORELE L THED FHIC/ERANIEEHE T
Do FNUIKIL T, TRLF VU ET RLF U va- ZFENERZ LA ZHHET2E, 7R
LF U O a tERAORER S, pIEANMENORNE &L, MERTIEZIZBZNNHDLT-
w T RUVF Y U EBEEFOREICH L UIRRTH D, 2L, T 74 7% — 3Bk

WCEAHAHEMERH Y FEAKANEE L TT RLF ) v BERLELINDZZ N, TFH 747
X IR ICBE DORREFREOZLICHL RIS TEX 2K FIZBWTT LU U 2EHT 52 L
Z, VAZZBELTHLHFRTEZH L LTHRAIN TS, T, ARIMEITIE S 70 L 72k
R, T RUTF U UEAEBHRIANISEZ ClE e < OFHER & L,

- FHNIZBWT, FUSRIEE Ak 57 R U U E A EERELS (U KA 85D offi
FENHESN, ITHOFEENRSHD Z ERFEINTEY, E0HICEIY 7 R+ U KERIC &
HEEZONDIELRNITLEALHRES N TNRN Y,

c USRS ATE L2 Ty M7 RLF U v 25 L, ERONREE OB ERE L& 2
A, BERBREAPRDONZT RUF U rofkbEiTe MW THEEREANIC X 0 BEREH S
L HREAERE L REED 9,

-#ﬁ%fizﬁﬁéh1w5$% BWT, 2FMEEFTTY RLFU UMY R4 v 25 LT

-

A, MEREBEBICHEL B2 ol Z R ESN TS Y, [ WI-T-()HREREZTOHE
Ejﬁﬁﬁﬁl

. MEXIIHRICEET HERETDER
FREZI LTV 20

BZERUVUBAEICEET 5FE L ZTNDERH
BESI N TV

. BEEGERMIE LT OEH

8. EELEARNEE

81%@%%%@%& TEWCK BN ERT 2L, F72, AFNCLY CK NEL RDBEAERH D Z &
5. % IZAT9 2 &, B, MoOFEMRIRICHW T, A EIC L BHEEREND S b
ht&@ﬁiﬂ%éo[9m\u115%]
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8.2 IR&. 1 EES - £ - KEHESENSEDOEK TN D2 E083HDH DT, AFIRGHOBEIZITH
B EOIERELIRE ) R OBEICEFE S TRV TEET I L,

8.3 Hie . JEWAHM:. BE. EEIMOMEEESOGMERE B ST 20N H DO THEE oI
1TV, BALR A LN GEITIIMOIEEIEICOI D B 2 572 E#Y 2 @ 21T H 2 &,

8.4 AANIEWERR (( X) THIMIERZAT S Z L0, MOEANES P I, BHE, MiEEs
WK DIEMIER 2 AL T2 ENEZONDIOTHEETDHZ &, [11.1.3 2]

8.5 AHIDFEEIZ LV, EILEE-CRERIE D EALN H &b, BERFIES B 7 F—3 A BERIBESE
WCEDLZENHDHOT, REDOEEIZELTE, SO0 U INLORWERANERTIHGERNH L Z
Lx, BEROCZOZFBEICHSICHIA L, 0¥, 2R, 2R, BIREDIER® & b bILi2HA 12,
EHIZEEETRE L, EMOBREEZITHL 5, BETHZ L, FRIPERIE XUIZ OBEFERES 5V
ZOERK T 28T HBEFICONTL, MHEEOMEEOBILZE L +/5I1iTH> 2L, [9.1.6, 11.1.8 %
el

(fE3n)

8.1 KR E COENERRARBRIZB W T, CK (CPK) EHFEHREIAEIT 7.2% (23/318 ) TH-7=, 23 i
HEEPEEERES D S NTEFIZ 2 FTH Y . 2@ 2 F T 3000mU/mL LA D CK (CPK) & %7
L7z,

7000

6000 * * BHAEREEDER

CK (mU/mL)

CK (CPK) REEDH#E

8.3 AKREFE COENBRRERIZB W TERELIZ L A2 IERITK 10%TH Y . BHEEIROBE(S 1 IED R
FZp > Cie, Fz, FHIHERE (CEHEMLERE) 1235 T, BPRS X FPANSS (2 L % & & HE
I A =7 ¢, B, FEWERME, BReR. EEIMEOFIEREE OKBEMEEIRIZ 13~27%D AN Hi
776

FEAER (BPRSFHMIEE) Bl Ktk (PANSSEHIER) Bl
FEPCEML QML E) Bl (%) FEREFIEL (%)
masl R=b | BT TR | e Fob | B TT S R

% HEERER % B ER *f B ER ot HREAER
W & 11 (16) 20 (26) 13 (19) 21 27)
FethamTE 11 (16) 17 (22) 10 (14) 19 (24)
27O 9 (13) 16 1) 9 (13) 15 (19)
BRI DR — — 15 1) 15 (19)

FHAGIE : e Y B L REER 70 B, YT I o HERe e AR 78 51

8.4 A X TOTRENE XFBRIC L HIRMAEA N0 2 0 Img/kg £ A5 THHl S iz,
( TX-1-2) ReMEERER) 0HSHR)
8.5 MHRZICAH & DR EMEZ S E TERWVEERIEIES b7 v F— A B 72 @ A% OREF NS S

- 22 -




6. BRENEREHIHBEICHT IR
(D EHHE - MEEFOHLEE

9.1 mr BEREOHIESE

9.1.1 - MEKE, BlIE. XIFZTNLDREVVDOHIEHE
#Lﬁ@@ﬁh?#%%bhé ENRbH B,

9.1.2 NR—F VY UBEBRIFLE—/IMEABRIBANED H D EE
HERANIER DB LT DB E RS 5,

9.1.3 TAMLAFEDEEMREKER, XIIThoDBREFEOHZEE
FSEEAZR T SE28TN11H 5,

9.1.4 B - REFBKREBZEZH > BHRMEROHLESE
BEMEERENSE Z D o90, [81, 1111 ]

QLsaﬁﬁlwﬁ&&Uéﬁﬁﬁéﬁiéﬁ%

IEREZE LS ELBENNH D,
9.1.6 WERRXZZTDBREEDHDEE. HAHVIERFRORKEE, SMiE. LEFOHRERREDER
HFzHILEE

MHES ERIT 220355, [8.5, 11.1.8 B3]
9.1.7 I gikee, REABAER. MBiE. B/KIKEFDEE
%%@E\ﬁ%m&f£®m&%ﬁfﬂﬁiémfwéo[HJ9§%]

(fiFa)

9. 1.1 HoksehmAN L & E B FHE PAX 240 L CIRIMEAE 292 &0, 7 LT U v-o AR R

LCEMNMMHERNEAE -T2 ERnH 5, AFNET RLF U v ZRKICHESHRMMEZRL 10, #@)

WFEBRC oy T RERIER 278 U7z 129, F70, MR 2B W TIES TR L7229, 7ok, v

BN E T TV & T2 SR CIIARANC IR S RIS R AE R X580 b o 7z,

RSV Dy BERIER RS B 720, #EERIABIERZSIEE T 208D D,

PURSAIR AN IC B 2 5 2 IRERBEAZ K TSI 083D E5bNTW5D, ARANIHEEE

RN 2 x5 & T D ER R ICB VT, EEMIEORIE (6 ~03%) ZHEML, a~p %K

L EEDIERER LY,

W (Ba~Ps i) DOEENNTIRD B o 7273, FEARR #%@rﬂﬂ:ETé%&%m@ﬂ&

—Tholz, ok, BMFERIZE N TRBEBRETIH T 2EERITRO bR 7 19,

4 TVI-8-(1) EX74 Hﬁmt@%rhu1$k&@¢%n¢1ﬁif&ﬁj@ﬁﬂ%

5 MR ICAAK L OEMZ S E T RVAZENORENRD b, ZOFITITEZROEEDH
HIEBIN G EN T\, BREROBEER NEHSEE2 AT 0 BE AR Z &S LI-HE. ER
FHEAZELIBENLDH S,

9.1.6 TIIRZICAA L OBIEMELAZ S E TE 2Vl EFOWMENBD . ZOHIZIIRERBEE &L

TWHEBE, BERFOMGRRIN T BERIBSOFERE, S 247 58BENEENR TV, BR
5 1T F OBEERED & 5 B %5wiﬁﬁr@%#ﬁ R, AR S O BE R IR O fERRIN - &
B HHRE A ERS LSS, EES LR+ 2808355,

© ©
—_ =
w N

© ©
— =

(2) BEHeEfEE RS
9.2 BHgelsEE A
BEEESLEY (T v ) TRFIOIMAPEEDOH KRR STV D,
(fifah)
VI-10. B ENEREAT HEE-(1)EHERS ] OIESR
) FFHaEEEEE
9.3 FFiseefEEEE
friEETsT LE (7 v ) TARBAOMTEEOHEKBED LTV 5D,
(fiFan)
VI-10. 3% EDEHRFHT 2 EE-QFHIERE] OEEMR
b ETEREEET HE
BEEN TR
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(5) 3247

9.5 114
YRR SRR LTV D ATRENE D & 2 LefEITid, 1R oA RIEEltEz L5 Ll S D56
(CDOHBIES 5 2 &, IIREIICHREMFEI KRG SN TWDIEE, HrAERICHLES, HiR, 5
WeRe, RER, AECRINT . S RITIESE O BEDUER-LCHEMIMESIER A D b bl L OWMEDRH D,

(fiFa)

7 v MO FITB W TR IRBEEER K OBAGTER IR SR o223, iR T v h~D HC 1%
WARu A e OO THIE~OBKNEOBITRRD i/, ( [VI-5. 2% KO 1X-2. HHEHR
%) OIEBR)

F72. 2010 4F 12 HKRERMLERLF (FDA) OERICE Y RS IS HURS R IR 2 6 L 7- /)
5 HVE U723 AR RS BT 2 BEBUE IR -SCMEAR A BE IR 2 B9 2 1 B 2 K E O HURB MR R O IR SCEICB R
N7z, ERICBWTYH, £ TOHRMHERE (2011 483 AL 28100, BrARIck T 2 BERUER <
HEAAMSIEIR G ORITERR BRI EZ b S ICRERIRO MBI OV TIRFID TOI TSR, HU e
LROEEFHEE L BT Lo T,

(6) =¥l 4w

9.6 #&R7Lim
AR OB /IR ORFARBOARMELFE L, ZALOMKG TP IE 2G5 2 &, BiEER
(7w b)) TAHBITARD LN TS,

(fi&7)
HH 7 v b ~O HCIE#~r A v n OfR AL THI P ~DOXo 2 o OBITRRD bk,
( TVI-5. 3% 1 DHZH)

(M IMNRZE
9.7 /NR
INREE SR & U RRBRII S0 L T Zeuy,
(fiF7n)

AHNDBFRRBRIZI DTN (15 ARm) x5 s LIcBRIIFEm S T b9, £z, /hEFE~D
BEHIG 2o T,

8) mnE

9.8 S#E

A& (118 4mg) oG ZMT 22 E, BEOREZBE LR oHEICRE T2 L, &l
B CITHEAABAERFEORIER N S Db < e, —RICAEIEENMET L TWD, BiE
B (7 v b)) TEEEMY., IEEEOEEESET VEICISU TITE TRE O KRENBD Hi T
W5,

(figa)

PUS R AN LS S CIZEWER BB SN E W ERNMON TR . L R3S AEHIC & % #EE S RIE
Ry e EEIERIC L BESMERIE, bta V) AAERIC LA SEEUER. FRAE Z VTV EES by
Do AFNIPL RS2 UAEA, o EFHERAB LOFTW AN s bHia ) MERAZFE 720, 2 b0RIWER
DHLOLNRT L RDIENEZLLND, Flo, — AN EEE TIINTRERE KX VBB RESE O A BB RE N
TFRFLTWDZENEL, RAITITERT v b, FEEET LT v b, BREET LT v hOKEWYE
BRICI D THLTE PR FE D Corae ° AUC DHEKFBO HNTEY . EiE ~DEEIZB W CTIEAF o i
BENEFT 23RN H 5,

( VI-10. FEDEREZHIT HEE-Q) AT OHESM)

1. HHE{ER

10. #BEEH
AFNL, &L LTCYPIAL Ik TRETENS,

- 24 -



() HFRER L ZDEH

10.1 fAEE BHALGWLI L)
HFN 40 HRIAEAR - HEE T 1E PR - BRI+

7T RUFUCOER %
Wilin X E, MERET %
BT endhd,

T RUFY T R AR o, BREAE
DORIFHITH Y . AHID o ZEAERERIC &
0. BRAEBRIMIEMPEALL 220 . MERT
TERD R S D,

7Ry

(77 4 T % —DORERKE,
ST SRR 35 T D 1R T RRI
L<iHMo@Emic il 2 %6 %

Fr<)
RAI v
[2.4 2]

(FF)

AHFNET KLY OMEMEFICOWTHRE LT =2 IR0, AFNIT FLFU v o ZRIRICHE S B
FPEZ R L 10 @35 C o A MERER 2R L7 1120,

Q) HtRZFE L EDEH

( TX-1-(2) ZEMREHRER OHZM)

10.2 HAEE

(BrRISEET S L)

A4 55

BN - BB TR

BEFF - falRIA

T RUT Y E A R R
VALY T RLT U

MEMETEZEZTZERND D,

7 RLFYATT FLFy»
TEEE o, B SZAEMORIK
HITHY . AHNO o ZHEAEIE
WrfERIZ LD B A ARRITH
ERNEALE 720 | ERET
TERER SN DB Z N
BHD,

FFADC AR D A
SNV B — VIR B R

FE B AR AR ARSI E A & 585 %
ZENBHDHOT, WERTLRCEE
WZgEETBHZ L,

&b ISR AR IR 2 A
T,

R/ AEBHE
LR RSB
TREsVIF

FEIZAERARET 5 Z L 03 5 D
T, BET DR EEEICRGFTHD
&o

AANE RS T T ORI
MaHT5,

ANrmaFFINR

RPBHALLT S RDZEBDH D,

Ik A1 MEICEEEMN 2R 2 ettty | & bICRERRZAT 5,
HDHOT, WET L LEEICRE
THZ L,

FoRY R PSR RE R I SR ST HEAAMIRIE | & HIT R/ 2RI T

MEfT %,

7 a—r (BkiE)

FRELS AP ah R il 1 ] 2 50 %
BB D,

&b ISR 2 A
T,

Ho 52 2 (AHE T 58
VAFY L

FREAZ B W5y Wb & 589 %
RREMEA B D DT, B AT
W, HEICEES TS L,

&b
T,

H e 2 A

CYP3A4 OERIBHEHA
~r7uJA4 RRPAEWES

AFN L DBIWER D 8L & b b
AREMER B D DT, BIEE 2T
W, EHEICEETH L,

AANONGHHILE S, ff
BREEDS 54 2 TRt &
éo

Navava/N
NUTY TN A

CYP3A4 12 X » THF & B 3EA

CYP3A4 2 L » TR & 2 3AI K
OAANZ L 2EIWEH R H b
HEREMEN D D DT, BEEZ T4
TV, EEICES T2 L,

AHKIE Zi b OF A O ARG
ZNE T (CYP3A4) ThHDH
7o, R EBANCET
HHREMED B B,

(FFR)

7 RUFT U EFERREA] (V R4 - T R V)
WI-2. Z2EEANEEZFDER-24) OESHR
AR A (L B — LR R )
WI-2. EERNEEZFDERH-2.2] OESHR
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8.

RN AEESEE (LA KRR T aes ) 7F0)
AHNE R AEEEROM BEAEIZOW TR L72T — 2 1372008, AANE K32 2 BRI EH 2
BT D0, RN UZREEN UTERT 2388 032 LM EICER 28857 2 rleetEn & 5.
R 751
VI-6-(1) &6HE - BEEREOHHEE-9.1.1] DIESH
KoUKy, AR rI3IR
RS VU RRHERIER 2 © AL, IwF FEE R RO L > ToF e T 7 5 o %k
S0 BERRSR RS R OMRTIZ L > THRAMNEIER 25 ZEZ L2325 2030 5.
AHlE RoRY Ry, A7 ar7T I REOHAEERICOWTRE LT — X137 00, AANE KX
S UZKEEBERE AT 5720, AU RN U FEERER 2 L S3A L O3 2 & Nowek
RERRER 25 SUT SR EIEIR DR L o9 < 72 D AletED & 5.
T a— (k)
N ZAvw ATFRARIEER AL, £72, vV RIZBW T H ) — /L TORMBEZ R L7 12,
Ho 2R (3 ATV %)
N2 NET7 y b+ RGN E G CHIEGWIHEIER 2R L2 29, £o, ZOEMRIZT AT
VLT AZ Eic kv imEn 12, ( [R-1-Q2) R&MEEHER) 0omsi)
CYP3A4 ORINIAEHR] (w27 v T4 NRIAEYESE)
t b P450 BERIFEBLR 2 W in vitro FRERIZ L D X A o > ORFHTIX CYP3A4 DR G-ib K&E
W ERRENTWS, F72, CYP3A4 OFFRMLERTHL 7 bat Yy —nicky, exve
Dt MNFIZ7uey—2NIBIF AN MBEINT (nvitro) .
( TVI-6. X% OEBM)
CYP3A4 IZ L > TR SN DA (BT V K, RN T VT ALE)
t b P450 BERIFEBLIR 2 W in vitro FRERIZ L D X A o > ORFHHTIX CYP3A4 DR G-Rit K&E
W2 ERRINTWD,  ( TVI-6. K38 DHEEH)

BIEA

1. Bl¥ER
ROBWERPRHEDOND ZENHDHDT, BEEZ T7IATV. REDPED LN HEICI3&kE %2 T
1E4 %70 EHEO R LEZAT O 2 &,
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(D EXZEIMER & DHER

1.1 EXLEER
1111 BHEEEE (1%A0)

SEENHRER . TREC OFGRAI, W AEE, SR, MEOLE), FITENRE L, FUg] Xk BEn)
HONDEAEIX, BEETIEL, KBH, KOWHREOLGEHLE & HICHEYRLEZITY 2 L,
AJERIEFFICIL, AMEROHBMLMIE CK O EFERHOND Z ENEL, 2, IS4 7 nb v Rkae
PEOBHEREDIR TR ADND Z ENH D, 728, MBS L, Bk, e R EE, 7R,
BATEIR, BMEEEE~LBITL, ETLTHZE01H 5D, [8.1. 9.1.4 ]
11.1.2 BEECZAXRDT (0.1~1%Ai)

EHHREICLY, OEAREORMEEINNS SONDZENHHDT, ZOXHIRIERNSH Hbh
AR E XTI E2ZE TS 2L, B, BSFIEBGERI T 2808 b 5,
11.1.3 BREMEA LR (1%A)
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ARILERE D 2(0.47) 1(0.08) — — — — 1(0.07) | 3(0.15)
ARILERECHIN 1(0.23) — — — — — — 1(0.05)
SN E R €Y 4(0.93) — — — — — — 4(0.20)
1 1 BR A 4(0.93) 1(0.08) — 1(0.57) — — 2(0.13) | 6(0.31)
F 1 ER A0 20047) | 2(0.17) | 1(1.33) | 1(0.57) — — 4(0.26) | 6(0.31)
ALT (GPT) #4/1 13(3.03) | 12(1.01) — 2(1.14) — — 14(0.92) | 27(1.38)
AST (GOT) #91 13(3.03) | 8(0.67) — — — — 8(0.52) | 21(1.07)
A E U Ve BN - 1(0.08) — — — — 1(0.07) 1(0.05)
y-GTP J/ 1(0.23) — — — — — — 1(0.05)
y-GTP H4n 2(0.47) | 10(0.84) — — — — 10(0.66) | 12(0.61)
SRR IR AT i — 1(0.08) — — — — 1(0.07) 1(0.05)
SR D ey R 1(0.23) — — — — — — 1(0.05)
M= L 25 o—LEd 1(0.23) — — — — — — 1(0.05)
M= 2T o— L N 3(0.70) 1(0.08) — 1(0.57) — — 2(0.13) | 5(0.26)
M =Y 7YY RN — 1(0.08) — — — — 1(0.07) 1(0.05)
fL 7 R ok — 1(0.08) — — — — 1(0.07) 1(0.05)
i v BRI N — 1(0.08) — — — — 1(0.07) 1(0.05)
M7 L7 3 L — 1(0.08) — — — — 1(0.07) 1(0.05)
C-BOSHEHE [N — 2(0.17) — — — — 2(0.13) | 2(0.10)
M 3(0.70) — — — — — — 3(0.15)
i H R 3R I8 1(0.23) — — — — — — 1(0.05)
i v pR 3 N — 1(0.08) — — — — 1(0.07) 1(0.05)
PRET R o kR 2(0.47) — — — — — — 2(0.10)
SRHE A 5(1.17) — — — — — — 5(0.26)
i 2 v — L 1(0.23) — — — — — — 1(0.05)
g YU o A 1(0.23) — — — — — — 1(0.05)
IRERA 2(0.47) — — — — — — 2(0.10)
PRE N 102.33) | 2(0.17) — — — — 2(0.13) | 12(0.61)
o=, PESSUTNEEHHE = 1(0.08) — — — — 1(0.07) | 1(0.05)

EHE — 1(0.08) — — — — 1(0.07) 1(0.05)

# o HEARSNEIE IR

SRR E B AT AR O A4

EW REACBT 2 QOL : QOL (293 % i

Y+ WIFEREA IFTIESRE B 5 5 A IRA : IRFF PR VBT 5 i

RAAL - AHEFENRAA L HN T LA

BIVER O FEIT TICH [ERRE S FEE A AFER (MedDRA/J ver9.0) | TRt L. BMEMA ITEAARE (PT) MW
RFFEERIRDINC L D605 @EEHIRSEA T T4 <Y —S0C 2 M\ iz)

PRRERERRICRIFTEE
BESH TV

BERS

BRIE STV

BRAEDIE

14. BRALEDEE

14.1 ERIRFEHOEE

14.1.1 RFORIIRFORELZITLT VO T, BREICIRAT X H5FET 2L, [16.2.1 2]

14.1. 2 PTP Al DHKANT PTP > — OV H L CARAT 2 L H4E S5 Z L, PTP v — hDFARRIC
L0, BOBAEARERFEA~TIA L, B2 L THBARZEOBERAIHNEEZ IR TS
ZERDD,
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12. Z DR
() ERRREEAICE D < 1E#R

15.1 BEERFERICE D < 1H#H

15. 1.1 RANZ L 216, FERAHOZRENRE SN TV D,

15.1. 2 AMETHEM S - SRR EE B E 28 & Lz 17 OEKRRBRICIH VT, EHEOIEEM G
SR R T T AR ERE L I LTI ERN 1L.6~17 EEmho T DWENRH D, 1=, 4E
TOEFEREIZBN T, ERPUFARIE G IEER U IRE & RSB C RO LRICEET 5 L0
WERD D,

15.1.3 & MBI DT v T 7T EH EEERAE & OBEIZOWTIE, WIRIZIZb > Ty
N, FAx OFEFFREOKRETIZ, b MBI 25 Z OFEOIEA| O R 5 & EEREA & OB E M
Y A QAVAJ AN

(FF)
15 1.1 HlRARICAA & OBEME 2 G E TE RWERRIEOWE BN H - T2,

(2) SEERPREFICE D < 1B

15.2 FEEGEREABRICE D < EH

15.2.1 ol (T A, v ) OBNAFEMERBRICE T, FLIRESE (M~ ™ 2 100mg/kg VL T
s, M~ 2 300mg/kg DA CHRBIARNE, #EZ > N Smg/kg UL ECHRYE) . TEEES (-~
A 300mg/kg DA b CRIZERRNE) K ORI /I iE s (BEZ ~ b 15mg/kg VLB CRMADARE) %
AREED ERAPHRESN TS, TROOFTRIZ, a7 7 F U IcBE L2 E LT, FohkE
TlEE<mesnTnsd,

15.2.2 & (HEZ ~ b)) OBREFEERBRICBO T, Imgkg UL ETER (BEE) O Z4£ 5 el
AR B RO NRO b, TNOOFTRIET e T 7 F v ERICGERT S 2 Fa 74y
PHNCES S B E B Z b, MOFUFEMHEE (~eXY F—1%) THEH LN TND,

(fgs)
15.2.1 TIX-2. %8R OESMR
15.2.2 TIX-2. =48R OESM
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X. FEERARERBRICBI9 SIEH

1.

2.

ERE A ES
(1) ZEShE A ER
VI, FEFEEICEHT HIER OHESMH

(2) ZeEEEHER
1) AR R %9 B A
N Z2va IO BIEB ZHE L, N Y oL E X — LRI ) — VB OB, e O
. AREBOMH], ARIRAR T 72 EOHFRINHER 208 Lz, e A e e oo R EnSIE R 0 S
BFD EDso [ED LIS, ~a XY R—/LO# 1/3~1/13 Th-o7= W12, F7= i/ 17 L+ U AEH
(VT RLF U UFRBEEOME, IR FTEOFER) W, fikre b= -1AFH (Bo h=-1A %R
RVEENSE 8-OH-DPAT (2 &L A IRIRIK T & OV SR MEARIRTIG B O MH OfEs) PER L7, e h=-
A ZRRIZH LTI D7 T=2 MEELRLED, FL7eFra ) AR -7, X0
KRBz 2 AR Al U723, BB 2 1l 8 2 WIEBh RAER IR Do 72 1229,
Q)R - JEER R R ITXT T HIEH
BRI 2 OFFIRNAR G- (0.3~100pg/ke) TREK, OA%L, OEX, MGEICHE REEL 52720 -
7oy, MV 1pg/kg PA B CREERTIC TR LT 29,
3)H AP RR I DR
FRIFE R = OFRIRIE G- (30pg/kg) CASARRERIMEIVER 277 L 7= 29,
HFFHEE SR B EH
Bif@lEsist - 1 (> b)) L 0B (BELEY M) . 7B (v b)) &E (ELEY M) IIHLTE
BNB T, 2D OEHORBIAEIT L& (8.4~44ng/mL) (TEET 100 fFLA LoD SR
Thotz, Bl (BT Y b)) ICHLTE AZ I AT X BUUHEZ 108g/mL DR CHE L7z, mE
(Zv b)) | @RS ('Y b)) ICHLT /AT RLF U S KD %2 T ZH 10°%g/mL, 3 X
1071%/mL D Thpfil L 7= 29,
5L EE R T H1EM
~ 7 ADORKOEE (100mg/kg) THFENEXEREMEWER 2R Lz, 7 v o+ i8GNS CHIRS
WHEIER (10mg/kg) MR WEAER (30mgkg) ZR L7229, 4 XO&EO#SE (Imgkg) Tl
H{EAZR LT,
6) - A D — R SEEVE A
N2 rOFEERGYO 5 B MEFRIREOR S EWEH DI ID-15036 TH -7,
DIEZ)

ID-15036 O—#XFEBER IZXn A e OB T 0 7 ¢ — VIZHEBIL, FHOBIS F R eaxtrnr b
FIERZE S L35 Tz,

( TVI-6. 431

(3) 2 DD FIBIER
AR L

HHHER
() BEEE5HHRER
2N (LDso. mgkg, NuAv o VIEREE LC) 0
(LY <A F vk
;;%%\\\\\ 3 9 3 9
% m 660 720 1240 870
[ 28~40 33

FZE T DR OEGAMEFEERBROMSEN S | I OBSEEITH 2000mg/kg Th - 72,

- 34 -



Q) REHREEHRAER

1) diStEENE

Z v M3 » AMfEOEE (1, 3. 10, 30mgkg) L7-fE5. MET Imgkg 6717 7 F 2 5 lER
BT HEBZ LA G, TE. B OMBFNZEERD Hiv, B E LTI 3mgkg 7
SRR T, HISEENRD SN S, 10mg/kg 2> 5 IEEN, REHINIHEIA, 30mgkg TIEA & L7
VNI BT,

P 3 p AR #ES (1, 5, 25mg/kg) L7ofER. Imgkg 7 OEIEREIR, & L7 o —RRIEES,
REN A B AL, S BT Smgkg 0 DBIEHE~OLISMET, 5 3T<E0 - By, AR, MEH:, BEEL O
LAY, 25mg/kg THEEDS A BTz, T v S RO L & QICEEEEIIE O~ T2, &5 F
ZF8 8 BT BALIFIRERIC L 0 K LIRIEMER RO BTz,
2) (&L

F v MZ 12 » AR OESE (02, 1, 5, 25mgkg) . KOWLIC 12 » HRRO#&E (02, 1.
Smg/kg) L7ofER, NmAv o OFREEERICEE T 2 & & 2 b b ARERRED . Rig T 8#E
OFERPHZAMN S IFIFER CHAETALNTZ, 7 v b T Smg/kg LLEDOREE 1mg/kg LA EOMET I i+
7Ty F NN, METIEE5IZ, Imgkg UL E TR ORERIE~DRY | BHEERD %L
D RERE OB R & B8ORS IERMNAS . Smeg/kg DAL THE B #E0 i5 R0 & UREL K OVFLAR
DEARH BN, MET > M THLNTEOEIZ O TR, =R be Y= ROERH ST 2
— A OEEHECL VR LIRER, 70T 7 F 0 OB E2N L ZRI7ETIC X 5 IR ORI ZE
LR HE T 2 b r AU REEA B S T2 LIk TAHEL D EEZ BN, REDEIT 1~
U R—=NVEOHE#BR 7 e a<y  Thdd bz, B~0OREBoREEE2 7 v M2 6 » AME S

(5. 25mg/kg) L7 3 » ARIET 2B CRgT L= & 2 A, Smgkg TIERIEMER 2R~ LT, Mt
X, 7y FEROY L E HIZ 02mgkg TH o 72 3132,

3) ElnHMHRAER
NoAvay (HEKY) T OBEIRERERERBRICB W T, S9mix fFE F TR A IF 7 ZAEHDO—FRIZD H
FIWERFEMENGED b, MoOERTIZEETh o7z, Nuxvny k) ® TizeCrEET
b oz, WHIHOEFEMIEZ FND in vitro 86 T-28R8 BakBh, WL ORERMIEZ HV 5 in vitro Y&
AR E R, <~ U A/MERBR K ONT v DL 2 VD in vivolin vitro REX DNA &% (UDS) #bR
TIETRCREREOEREIE LN 373, ) AKIOFEITA~ D 2 Er kK

(4) DA R BR
~ AT, MECTIHIRIZI VT 100mg/kg LA THREDY, 300mg/kg CREBGIIEIE S B L, F 72
300mg/kg Tid FEAFIZEORIE LM L7-, 7~ b Tid, MEOILIRITI T Smg/kg LL TR H N
L. KD 15mg/kg THENRD BfaBER N Lz, ~nAvn o &ZE5IZLY v T AROT v M THEINL
TN OOEBIE, LRSI U MEREZAT2HECTH T HETHEMT 22 X MbNTRBY, 71J
7 F U OEINTERT DS & & 2 b,

(5) EEHREEERER
1) WERRAT - dEURPIH B 550k
7 v N OWEYRRET - R 5EER (0.1, 0.5, 1, 3. 50mg/kg) (2T, 0.5mg/kg LA ETHEDIENE
JEI DI RN A Hdv, 3mg/kg UL ETZIEHROIKAE, 50mg/kg TARBHRDKAEZ b N HAEEDOIREIZ
PES BERB L AT OIBRMENR 2 S, FRREREOIRE L8O bz, IR EBEEIER KOS
AERNIZRRD bieino 7=, MERATOAORERR (1, 10, 30, 50mgkg) TiE. Imgkg 75 RIEE
WO, 10mg/kg 7> b BRI OARAEITAE 5 FFIRE L OVEFIR A OIRE A RO 7203, B HHRITIRE
TIZ 14 BIEREE S 2 Z LIk W [IHET 5 2 L3R S iz, (RO O 20 #& 538 (1. 10,
30mg/kg) TIE. 30mgkg £ THRITITHT 2 BT L) o - 3637,
FRAIEEYOER I OPEMFEAI CLALNTE Y, TOHENIT 0T 7 F o OBUMEETH D & #
HEINTNWD, Fio, BEBA~OFEIL, thOPUREHFHEAI T FEL S O LH 23 EIC L0 HEIE
PS5 Z ERMEINTREY ¥, FEOHFICEDEE2 60T,
2) xBTS G5k
7 v b OZEFRIE SR (1. 3. 10mg/kg) 2BV T, 10mgkg £ TOHRE TS « JRIEBSEIEH &
OMERAERIZEEO BT, E%O F IROAGFOBEEREIC O HEIT R 2723, U XOIREK
G ER (2.5, 10, 40mg/kg) (2B W THIRRICEEIT o7 40,
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3) JAPEW - AL GBR
7 v b OJEEN - ARG (02, 1, Smgkg) | kpf\ﬁ%kgﬁﬂﬁﬁﬂﬁﬁﬁtﬁ@;m

72 B ONC VSR R O 4 FAETFER OIS FATR® HALZ A8, Fy I OBEFLLAM OB T I 118 % RIE &
Tt fo 4,

(6) BATRIBIERER
AR L

() ZDthoiEkE
1) HulssE
TNy bEAWT, BAKIE, @HT 77 4 7% —BIS, ZHRET T 7 1 7% — (PCA)
BOGRJ OVF VINTERE RO DFRER 21T - 7o fE R, Wi odiffRiiRicBWTHEETHY , Re A
2 NTENAE Y MZEWTHEMEZ RS2V EEZ 2 b Y,
2) RAFE
PRI 530 B X — )LiREEGEHIERICB W TNn 2 ¥ e UREEEZ s, e s
~wﬂ®x%3%@ﬁ RN EB 2 b, PCBITAFIRNE C & 5EBRICB T, Xy

1O [ REEREEI IR TR - 72, T v MR 2 EIRENEIC X 2 FIMEFERRERIZ B W
T, HRIKFRREZ RS 2RI o T 9,

3) At
&uxauy@iﬁﬁﬁwwé%\%ﬁ%%@@%&@ﬁf%ﬁm%<@mént5@@&%%(
20234% . ID-20235%, ID-11614. ID-15010, ID-15036) ®F -~ k H[E|# 5 (H%WRVﬂ) PEERER T

1%, ID-20234 OV ID-15010 1I_Xe 2 'm v L 0Ey< . ID-20235 TN ID-15036 1% 1HLT%oto
qum4@ﬁﬁm&uxﬁmy;Dbfﬂmﬁﬂotﬁ\tbf@éﬁ%ﬁ9&<\£éﬁ®ﬁf%
B o agetEid RV B 2 b, BIRZERAERREBR CIL s oREmETREThH -7,

% ID-20234, ID-20235 : A MX1 O RMEE ( TVI-6. £XH] DESMR)
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X EEMFRICETHIER

1. RHERX5
#IK| . L—F BE 4 mg, $E 8 me. f£16mg SRR AL S S
F) EE—EMEOLTEICLVERT D &
HEhESy - a2 e UK BI3E

2. A
AR 3 4F (LEMERBRRRICE S )

%/mf%ﬁ

4. WFEWEDIEE
BREINTWVN

5. BERITEM
BEMERESLTA R HY
<THLoLEY : HY
Z OO BEWTE
V—Z g% IR ST % J5~ [https://sumitomo-pharma.jp/instruction/] |

6. F—Hi% - A%
R, — P AHORBER,

1. EgREERE
2000 4E 12 A 22 A (EWNEEZ)

8. WERFTADBFABRVEARES. RMEALENBFEAB. RTHKEAR
JL—F BE dmg

. BUEIRTEKRR A A EE R R HRFERR 4
I AR R EAH A H
/blﬂﬁg{éﬁﬂ 2000 4F 12 A 22 H 21200AMZ00650 2001 42 H2 H 2001 2 H9 H
AN
wﬁfgfgfmg 2?%%; ;7;}}3 . 21900AMX01287 2007 412 A 21 H 2008 =2 A
W = 4 [
N—7 L HE 8Smg
. BOEIRE AT e A 5 RIS R WRoEB AR
il AR Rk AR 4
/V'EE?\H;?E g 2000 4512 A 22 H 21200AMZ00651 2001 #£2 H 2 H 2001 #£2 H 9 H
AR IR
/ngj_i;f;%mg 2?%%; ;7;}7? 21900AMX01288 2007 412 4 21 H 2008 42 1
bz =) V1 it
J—F U HE 16mg
o BUEIRIEARE — AT AL AE N HRFERR 4
E&JL% ﬁzﬂ 5| KE S QEH A ﬁzﬂ H
N—7 $E l6mg 2008 3 H 13 H 22000AMX00849 2008 ££7 H 4 H 2008 4F7 A 14 H

9. MRERIIZNREM. MERVRAEEEEMFNFABRVUZORARE
M L7
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10. BEERR. BMERARFABRUVEOARE

FHHEARE RBmAEN H - 200046 H 19 H
PR RS AATE 14 RE 2 HE 3 5 KRBHEEFH) OWT T HEEY L,

11.

12.

BEEHM

6 £Ef] 1 2000 4E 12 H 22 H~2006 4 12 A 21 H (#7)

REHEHRICET 17K
BRI ERRAYER T DTV D RIESIZEEY L2V,

13. 83— K
JE AT . -
= 2 ' B = — R . L7 MR
wmoge 4| wmkeie | EREEE por o we | U7 DERE
EHa— K
Jb—T BEdmg 1179043F1032 1179043F1032 113876402 620006169
N—7 o §E8mg 1179043F2039 1179043F2039 113877102 620006170
Jb—F U EEl6mg 1179043F3027 1179043F3027 118386301 620008168
14. RE&fSF EDEE

FARANA
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XI. Xk
1. SIEX#ER
1) FEKFNEIED: Ko L BEER. 1997; 31: 2113-2157

2) MEFRIED:

l

! FepfE L ERIR. 1997; 31: 2159-2179
3) MR SEFERIE D

l

Tl

L L ERIR. 1997; 31: 2181-2206
BRIRETAM. 1997; 24: 159-205
5) LRESIEE D BRIRATHAM. 1997; 24: 207-248
6) Hmﬁi‘éﬂé I FERE L BRIR. 1997, 31: 2207-2230
7) Maruoka Y., et al.: Jpn. J. Pharmacol. 1993; 62: 419-422 (PMID: 7901446)
8) Ishibashi T., et al.: Eur. J. Pharmacol. 1996; 303: 247-251 (PMID: 8813576)
9) Ohno Y., et al.: Pharmacol. Biochem. Behav. 1997; 57: 889-895 (PMID: 9259021)
10) Kato T., et al.: Jpn. J. Pharmacol. 1990; 54: 478-481 (PMID: 1982326)
11) Hirose A., et al.: Jpn. J. Pharmacol. 1990; 53: 321-329 (PMID: 1975278)
12) {EHEAEFIE0 S L ERIR. 1997; 31: 853-878
13) Ishida-Tokuda K., et al.: Jpn. J. Pharmacol. 1996; 72: 119-126 (PMID: §912913)
14) Ohno Y., et al.: Pharmacol. Biochem. Behav. 1994; 49: 19-23 (PMID: 7816873)

4) Hlllt}i‘éﬂé EF/RY

15) KEETIED
16) KEFET1ED
17) KREHEA1E D
18) /KEFEA1E D
19) KEHEA1ED:
20) KEEA1ED:
EQARY

21) EARFE—

22) IKEFHEA1ED:
23) & IEiEA

25) AR

EQARY
26) VERRIARIZ A

FLAE & TRIR.
FLE & TRIR.
LU & RIR.
LU & R,
LU & R,
LU & R,
LU & R,
LU & R,
LU & R,
L0 & R,
LU & R,

LU & R,

1997; 31:
1997; 31:
1997; 31:
1997; 31:
1997; 31:
1997; 31:
1997; 31:
1997; 31:
1997; 31:
1997; 31:
1997; 31:
1997; 31:

737-753
543-568
799-809
755-788
569-579
811-819
581-657
789-797
893-902
707-735
659-688
903-929

M & iR, 1998; 26: 205-215

H ARG SRR 2 RE. 1998; 18: 374
JEE & BRIR. 1997: 31: 879-892

LRk L BRIR. 1997; 31: 177-199

27) HIBEARFTIED:
BN —FEIT D
KEFATIME D
ZIGFERNE )

28)
29)

l
'
'
'
'
'
'
¢
24) IKEFEA1ED:
'
'
'
'
'
30) '
!
!

31) HEMATIED: HAE & EEER. 1997: 31: 309-358
32) i B =AEA EEAE L ERIR. 1997; 31: 359-391

33) WHE  fiEd: FERE L ERER. 1997; 31: 519-525

34) /INREESCTD: FEAE LK. 1997; 31: 527-536

35) Wl [BNE A FRAE L IR, 1997; 31: 537-541

36) B LFNE A FEAE & IR, 1997; 31: 393-420

37) R FED HRRE & FEEE. 1997; 31: 421-433

38) Harrington F. E., et al.: Endocrinology. 1966; 79: 1130-1134 (PMID: 5927711)
39) Bl DEEIE A HEAE & FEEE. 1997; 31: 435-455

40) JIFS  BRIE A JERE & BRIR. 1997; 31: 457-467

41) JIRS BRIE A JERE & FRIR. 1997; 31: 469-488

42) P& LIEh: B & ERIR. 1997; 31: 511-517

43) ZH T H: FEEE L ERIR. 1997; 31: 489-510

44) —F EMIEH BAREBUREE SRS 2014; 42(2): 190-195

45) Higuchi H., et al.: Anesth Prog. 2014; 61(4): 150-154 (PMID: 25517550)
46) Shionoya Y, et al.: Anesth Prog. 2021;68(3): 141-145 (PMID: 34606571)

2. FthnsE X
B R L

-39 .



XIl. $&&H

1. EHNETOHERTRR
AHNTVES TITERTE S LTV (2024 42 9 H K H)

2. BN E T BEERIBER
MU ER e L
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XI. &

1. E% - RESRICER L TERRHIMZT S 12HT=> TOSERER

AREDEBRICEE T DEE : KHEICITARB LT TORWMEICET O ER I E TN D, RBRGIEEN
MESLL TORVARLEENTEY, HSETHRMSN T DHABRFIETHONIRREFREL L
THIRRL TS, EREFEDPRKEN 2T 5 ETOZBERTHY , MITFEOEZRTHO
IS ESAY AN

(1) #9r%
J—F U BE 16mg (X, /L— T U8E 8mg & EE R IRMNA OFELE 7 H NS Z O E IR T HELA LRI
[ER G
1) V=7 U BE 4mg DRt 072 T8 MRS
GRS
RIS PrAF I TR A5
HiR 25°C. 60%RH 1% H 777 2k (BA#E)
JEFE - W | 40°C, 75%RH 1% H 777 2k (BA#E)
IR 40°C 1% A T Xk ()
e R, 10001x 1% H HT AV ¥ —1L
[RBRRS ]
D=1 (25°C, 60%RH)
AR IE H BA 4GRS 1 38 [ 2 A 1% A
PR HEDK R HE DR HEDH R HEDHR
(%) 99.2 97.9 97.8 98.0
QiR - WS (40°C. 75%RH)
AREREH bR A RE 1 38 2 A 1% A
PEAR HEODE R DR H DR HE DR
(%) 99.2 96.6 96.7 96.8
@IRESME (407C)
RERTE B B AR 1 A 2 A 1% A
PEAR DR HEODE R H DR H DR
o (%) 99.2 99.5 100.2 101.0
@5 (53R, 10001x)
AREREH bR A RE 1 JE 2 1% H
PR ERENDY 5 S ERENRYFS ERENRY PN HEDR R
(%) 99.2 99.6 99.5 98.7
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2 — T EESMg DWWtk D22 EVERRBRAS R

[RRBRSA]
TRAFESoAT: PRAFHR RAEA A

HiR 25°C, 60%RH 1% H 7 A (BAtE)
JEFE - WBE | 40°C, 75%RH 1% H 7 A (BAtE)

= 40°C 1% H 7 A ()

e 2R, 10001x 1 %A HTAY ¥ —1
(TR
D=iR (25°C, 60%RH)
FRBRIE H B ARy 1 3 [ 2 A 1% H
PR WP EAOMER | FRAGAOMmEK | RGO | #AaobhR
&%) 98.0 98.0 98.0 97.4
QiR - WAL (40°C. 75%RH)
ARERIEH B AR IR 1 38 2 A 1% A
PEAR W AGROBMER | HFEAMOMRE | HEAGOBMR | HHAAOHE
&%) 98.0 96.9 96.8 95.8
@IS (407C)
RERTE H B AR 1 [ 2 A 1% A
PR W AGBOBMER | HAAOMEK | HEAGROBMR | FHAA0mE
&%) 98.0 99.6 99.6 99.1
@Y41E (5IR. 10001x)
AR H B A 1 JE 2 1% A
PR W AGBOMER | HHAAOMEK | HEAGOMR | FHAAOmE
G &%) 98.0 99.7 99.4 99.3

(2) fRtk - BEAMRURERSF1—J0@EBM%

KPR L

. EOMOBEEERN
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