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L RV UBEO. 25mg : PTP /@2 (RUM ke =1, TAIME) /TAI=0b4E

LY RV U DEEO. 25mg : PTP a3 (RU ML =L, TIVIE) /TAI =7 48

1. AR ShLEHE
EERRANE

12. & O b
Y L

_10_



V. {5#RICE4 5 EE

V. AEICEAT 5I1EH
1. FEERITZHE

4. EERIFFER
THRAE. RREFATIREE

2. MREXEHRICEES HEFR

=Y ONGAYAA
3. AERUHAE
(1) AERUVAEOHHR
6. FERUVAE
AFNO A EIT, Ffn, SRR, BEREEZZE L CGEEERT 223, —BICRAIZIIRO X 5 1285795,
(X R 4E)
LE7esF YT 58 LTO0.25mg ZRERNCR ARG 5,
(RREFRTIREE)
FIAME : 17 rF YT 58 LTO. 25mg L EANIRO&ET 5,
JBE B BT 1[ET BT T AL LTCO0.5ng B NEET 5,

(2) RERUVAERDHTERE - IBHL
(V-5 (3) MEMISHRRRER] OEHZM

4. RERUVAEICEEY HEE

1. BERUVHAZEICEET R
T ARIRAEIZ 13, sEEOERCIRMSESD 2 &, £, IRA L TR Lok, EiREHIcsn»T—
PRI R L TSRS 2 T D TREM DN O 5 & SR S8 nZ &,

(i)

7.1 KENZIRBWT, THEIRSE 2 ] LBEE & I PR U, BEITE A & o7&, HOWE L2,
HIRREERERE OITENOFIEN 220 LW D BIER AR L 720, 2007 4 3 A FDA 13K [E CE S
AT D (MR EEFRSE 13 ANk U, BEARSEAR A # 0 iR BRI 31T 2 BFATEY D U X 712250
THEBREZITY LofraltiLiz, Zhzsd, ENICBWTHLARAZ G Y U7 EY
VRIERIEORABZICFERORIER R HE ST Z Enb, T b HEAIRH®%Z O IRTER
RRZBIT D REITHDO Y A 7225\ T, BRHIFEEMELITH X ) fERpP I,

5. B& KK Bt #&

(1) BERT—5/8v7— (2000 £ 4 AUBREZERE)
%Y LR

_11_



V. {G#RICEd 5 HE

(2) ESPRIEEAER
EFER AR FIC 7 aF > T 50,125, 0.25, 0.5mg & 3 &4 THOICHERAO®KE L, FAGER, K
RS~ DB REF LR, T uF Y T LOREENHEREINE? .

1) AFNOARENTWD AL - ARFRIRAEIZ 1[5 0. 25mg, FRFLHTH RIS FATRITH 1 18 0. 25mg, BREHAT 1
B 0. 5mg Z A ETH 5,

Q) AEREERRRAR
@ FrrR Ak
< R BRI C B CHEIRFE S 2 5F 2. 5 B3 20 Bl 7 197 4 0. 125mg, 0. 25mg X i 0. 5mg
WP E 1R LA EE 30 R 1AM OG- L, Aot b NS R eEE R LTIZRER,
TaFY T AOF A&, BHRMAEIX0.25~0.5ng Y LB LN Y,
 FEARR R C B W CHEIRIEE A 5F 2. 2 B 20 Bl 7 a5 7 A 0. 25mg 1% 0.5mg % 1 H 1
[ LG 30 ZrAiis LA NG L, AMER b NCZ e a2 REt LIcfE, 7 rF Y 7 A0fE
IR CRIER OV 72 WIEAITH 2 Z L ¥R STz

@ JBRIFL A
< Y HFRIEET O B 56 Flic 7 1 T T A 0. 25mg T 0. bmg & FRIFEE A 2 FERIATIC 5L, FF
BT e L COMBERBI LIZFER, 70T Y 7 L0308 ARERTH D 2 LR SLE Y,
- FHTY B BRERRTO B 20 BIlC7 = F > T A 0. 25mg XU 0. 5mg & FAHTEMA 2 RERIATIZE G- L,
PRIHTRE & L C ORI b NC LR B2 E LIoRER, 7 n Ty T ATl 2 ek - $55%)
Fa2RURICENER b A b e h oz @

(4) HRRERIFAER
1) RS
O AR
- B CIERED - BAREBIZ W CHEIRFEE 23 2 2 85 223 Bl RIC7eF Y 7 A
0.125mg, 0.25mg i 0.5mg DWWk 1 H 1IE ghiE 30 ranc 1 EMREn#SL L, Aok
RO mE» S AERG LR, 7uF Y 7 A0FMHARIZ0.25mg L EZ 6N,
- R - DENBHER IS B CHEIRREE 2 5 2 2 B 115 258z a5 7 A 0. 25mg XU
7R Z 1A 1A BRE 30 4N L EBREO&ES L, Al b NCZeetr “HE R
R CHET LIZRER, 7 ey 7 MIAME, REMOEWERITH S Z EBNER SN Y,

B

@ FEPR IR R
< RSP I W CTIEIRIE A 37 2 2 B 134 il &2 RI27 nF Y T A 0. 256mg~0. bng %
B 30 RN I~2 RN &G L, A, 2tk FRA%EBRET LR, TeFy I A
ITHEHIERE CHD LEZ BRI,
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V. {5#RICE4 5 EE

SEMPREMERIC B W T RIRZ 3R 2 2 BE 100 25417 e F 5 A 0. 25mg XL 0. Smg %t
12 30 Ay 2B OG- L, A2 O SRR BE LI-FER, 7 uT Y T AIERE
R TRWER O 72 W RFITH D Z L AHER S iz 1,

) AFNIOEREIN TN A - ABERIREIZ 1A 0. 25mg, FRFFATESRIC AT 118 0. 25mg, JFRAE
A7 1[E 0. 5mg R ARETH D,

@ FRRIAA} BE I8
- FINRTHE O BE 228 il 2 %G 7 1 F > F 4 0. 126mg, 0. 25mg XIT 0. 5mg DV HH% TRl
BEEERTICIE ARG L, FINAIRIC I T 2 A, et b NS RN &2 e LI2RER,
TaFY T LD O0. 20mg (TR TH D Z LR SN Y,
- FHTY HIBRBEET O B 99 B 2 BRI 7 0 F Y T 4 0. 25mg, 0.5mg XL 7 T EROWTFNNET
MR 2 BEIATIC R D5 U, BRERETER & L CoF AtEE: R EREBR CRE L 7ok
R, 7aFY T A0 0.25mg it 0. 5mg O AMENHER S,

iR
© PR
C R CLRNED - BAREIIC IS W THEIREE S 2 5 2 0 84 257 fladRIic7uF Y 7 A
0.26mg iZ= T E/3A bmg Z 1 [ 1 §& L4 30 Z0A0IC 1R O&REG L, A2, 2,
AHMA —HERERBR R LTIERER, 7 uF Y 7 M3 e2a2fm L, AR &EOIEA
Thd LR InE"Y,

@ KRRl R

- RERARREIER I do W CIEIRRE 4 3 2 2 B 180 fl&XtRICT v F Y T 4 0. 26mg Xid= |
FE 3L bmg 2 1 H 1§ B8 30 /0RNc 1M ARG L, otk att, ARtE —&HE
BHEGR TRET L72fER, 7 e Ty 7 a3eetta AL, hoflosnEsIchds 2L
MRS W,

PR BRI W CIEIRIEE 25 2 2 3 132 Bl gic 7 v F > 7 A 0. 25mg XiE= h
FE/RLbng & 1 H 1~2 88 B 30 RN 2 AR 0 G L, A AMA ZH S IR Tk
FLIAER, 7Ty T MIAHAEORWERITH D 2 LR S Y,

- PR BRI W CIEIRIEE 2 5F 2. 2 3 185 Bl g7 v F > F A 0. 25mg XL 7L
ZE¥/NL 16mg & 1 B 1~2 88 CUTH 7 EV) sRERNC 2 B NG L, Ao, etk
AHMEE ZEHERIGEGER CRE L7/R, 7 e Ty 7 N3O, ZetEnmERsn, A
HORWEAITHD LEZ BN,

@ WML
- FIFETE O BE 240 il 2 xR 7T 1 F Y 5 L 0. 25mg XIZ 7T B34 16mg 2 18 188 (U
7)) FHEIREBEERNCR 0BG L, FIRIRICERIT 2 EIRZ H 2 — 8 5/ LG T

_13_



V. {G#RICEd 5 HE

LR, 7Ty I MIARRERTH L Z RSN,
- FITY B IRERRTO BE 246 FlE2 )57 1T T A 0. 5mg, 7 VT B84 16mg, XiE 30mg D
T PR 2 RN O BG- L, BRI S L CoRME, Zar, ARME
EREEGERBR CRE LR, 7 a7 AIARRERITH D Z LRSI Y,

) RANOAGE SN TWDHE « AHEIIARIREZ 15 0. 25mg, FREFATHR RIS TR 1 B 0. 25mg, BRI
B 1180, 5mg R ABETH D,

2) REMHER
© R

< DIRNBMEIC BV CHEIREEE 2 3F 2. 5 B 20 Bl 2RI 7 1 F Y T A 0. 25mg XU 0. bng &
9 30 AN A~8 AR N5 L, BRI 5T 81T 2 57 & NS R 2% it L 7= ft R
TaF T MIEMEG N AR TN, ReEAT 2RI ThHDL LEX LN Y,

- NRMER (SfEE, NI EE 22 & oS0 13 CTIRIRKE S 2 3F 2. 5 B 22 Bl & %41
TuF YT 0. 25~0. 5ng & EEE 30 RIS 2~12 W OG- L, 28 b NS R e & HiEt
LIcfER, 7aFy I 83FlThrEEL LN,

- WRMEIRIZ 3o THEARFEE 2 3f 2. 5 B 42 Bl 2 R IC7 1 F Y 7 L 0. 25~0. 5mg EHE 30 437l
(2 2~8 R OG- L, A2 o SRR RGT LR, 7 uF Y T MR 23854 T
oD LRI,
< DIRNEMERIC B W CHEIRMEE 2 3F 2 5 HBE 18 B2 /RIC7 nF Y T A 0.25~0. 5ng & 5bE
30 ARILC 2~9 WM NG L, Ao, Zetk, ARAMERFI LR, Tusy T a3h
R AKITH D = LRSI #

@ FEAR AR

RERRRRMEI B W CHEIRBE S & 3F 2 5 B B8 Bl & xtgic 7 u T 7 A 0. 25~1. Omg & LI
30 AyENIC 2~4 OG- L, Ak, 2tk FRAMEmE LR, 7eF Y 7 M3H
Wk, REMOHENOHERBER THL B2 NP,

R RMEI B W CHEIRBE S & 3F 2 5 B 24 flaxtgic 7 a7 A 0. 25~0. bmg & LI
30 A 2 MR NG L, Az, Zatt, ARAMEEHE LR, 7 uFy 7 M3a Mk
KHITHHEBZ BN

R RMEI B W CHEIRBE S & 3F 2 5 B 24 plaxtgic 7 a7 A 0. 25~0. bmg & L
AN 1 AMROEEG L, AR b NceeEE2 it LICR, 7 e Ty 7 23a v ks
nEFITHLEZ LN,

1) ARFIOEB I TWBHE « AEIIARIRAEIZ 18] 0. 25mg, FREMATEEEIC TR 1 18] 0. 25mg, R
A7 1A 0. 5mg R ABETH D,
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V. {5#RICE4 5 EE

(5) 8% - WEFIHBR
LB L

(6) AMMER
1) ERABRMERE (—REAREFE, FEEARERE, EARBLERAE)  "ERTRT -4 —
AEE, HWERFTRERZBORE
il R A (B3R 63 456 A 28 H~FRK 6 4F 6 A 27 H® 6 4[) 2o\ T, JEAAIE
62 FFITERTE L7z TSRS OB B AL o0 M5 I B DAFZE8E ) D& EICHES < MK
FEMAEDOEMAEICET D4 1y bAZT 1) IZBIL, BWERRAMERA (ZatErkici
TLHADOHOFA), FEMRM ARG E, BRMEICHET DME L L7,
Z ORER, BIERR A& CIL2E 252 sk X v 3,873 i, FHM 7 F pisFi A Tii 4 103
Mg &0 974 B, HFEHEIZBIT LA TIE 68 Bl &I LT,
AEC BT 2 S 2 BIGIE Z S IR TE, UTOEEY Thot,

B P AAIEGIE | BRA CHIEREE) Fl5K BRI AR
ANRAE 848 14 11 4 618/837 1] (73.8%) ™V
FITHI 63 0 15 52/63 i (82.5%) ¥

ZRLEIERE S -
SRARAT 63 £ 0 4 49/63 ] (77.8%) ™2

1) BfRUGERHIEX Sy GEAUGE, THESGE, BEWE, £, Bk 05, [FEadEk), T
HEYGE] CHESNIERZSER L L CSER e HH

£ 2) « WRRHER Sy &R, A2, oofw, 5, Bk 055, 1348, A% LHESh
FEGI &G0 & L CHEZIER AR

ZAMEICB L, RIS A B R S O 7 68 B R A TSR S 7 4,847 ik, 41 4
(0.85%) 49 fFDOEIWEMAFEEL LT, FEBL L2 @IMER OFEEIE, EICHPAX - RAHRRREESE, Hth
EETHY, WOTHILERES, —ROBETEETHI,

HERBIERL 10 6] 12 HFORELRH Y, WTNLHEREICEIDIBDTHo72, ZHLHDOHR

X, RGBSR R ), TRa3E, BE, [ 9A 5K, TEHEE), MEESER],
M=% FRER &2 BE T8y, [30E), [AFRREE, BrREE), [PERimd]), 2988581 234 1
Th-oT,

2) RBFHLLTEREPEOATEIREL-RE - HEROME
Y LR

N zoft
Ly RS v (RIS 1TV, RIRIE R OURMATEE (FHTRTE D 5\ LRI 2 %i% 2

L7-[ENIE~ 191 Figk, $EF 1, 723 llc>W\W T _E SRR 27 2 5 0BR BNl S -
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V. {G#RICEd 5 HE

R, AFOFRAMERRD DT, Zh b ORKRBEEITRO LB Th o7,

% 5 %t % GBI REERE | ARE (%)
AR E 712,/1, 103 64. 6
FERERET FArai# 219/ 345 63.5
B S SRR 130, 222 58.6
1D 1,061,1, 670 63.5

CHE AL O IREEAER (WIS RERER, TR R OV PR IR B 2 &) ([23681T 2 EIE
FFBUBEE L, 12.6% (215/1,701 ) TH VY, FEAREIWEMIL, FERIRE - 22gei) 7.8% (133/1, 701
), 552 2.9% (50/1,701 i), HHERK2.8% (47/1,701 #), 725X 2.7% (46/1, 701 4i)
THoT,
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VI. PR IZBE 4 5 T H

VI. EHEECEY HEE

1. REZMICEHES SHILEYRTELSYE
U7 YT, Vb=wPRy, L AZBRAEOR Y VTV REEIRE A
S my, N ETF LSO EIREAK
HE  BEOH LA WDORIRE - DIRIL, BHMOEFRLEZRT 52 L,

2. EB#EHR
(1) %L - fEFARF

HRR AR R DO REB I INHIMEEEYE T 5 GABA 241 L CIEEN A 5] D UK TR0 KAMIL f5 5 % i
T2 (T ), ZORE, BEMERTOMOENL D OLFIRIPLITEN Sh, IR, 8455,
PR L2 D TR AR 2 B,
NPT RE RIS T 2B ERF LI 25, 7aF Y T LI O TEE URR
KDY T LA T THHNYPTPE Y Type IZA/ELY V7B Type 1 ZAEKIC
EOEAMEEZ R L (in vitro™ ) |

RV TUTEE Y Type 1 (0]) ZHREEEIERIERICEST2EEZ 20N TEY, IMNT
I MMIZZ L AR LT WD, —F7, XUV P TPEY Type T (02) ZEMIIHFIARLZIER, #
MFRVERICBI G35 & &, BHICEL 0T 5, £7o, KMEETIE, Type 1, NZEMEN
I EIEBEEIC oM LTV D,

(2) EERMTSHEBRMAR
VT ENL, = FTEARNLERFEON Y UT B Y RIEY &Ml LT ERBE AN T Ak
R, IR, PR, PURRIEMIERC, MitEREAIZRERNE Y (T X, Ty b, R

28~30)
= ) o AohE (mg ke, & 15

0.1 1 10
| T |

R A o\ .

Ll it
m o~z (~ v A)
1E Al » - %
(7 v )

=
i
4
N
N

o ER
o |~ U &)
fE A% 157 % #
(.~ v =z )

O—O LY A3 e—O A

TaFITh (L RVIy) VT ENLOHEBNENEANT T L
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VI, AR IZBE 4 5 TH H

1) MHEARVER
ERENSRIRIEM 2R L, MEREEERNRO 55 (R= ED=0. Ing/kg p.o.” , <7 A EDy,y=
0.042mg/kg p. 0. ) o £7=, L AMEIRICIZEE L G 2 720y (22 ED=0. 03~0. 3mg/kg p. 0. %)
ED, : 50% A2 H &, ED : A&

2) BRI 2R
RHERE EA, MBI 2 — 2 L 720, F 7 PR R & 2 U NIRRT L BT & B
LGB IH & D (79X ED=2~5mg/kg i.p.* ) .
ED : A&

3) BRI
FEAZMEAR A L%~ D 1EH
RN IR DG L7, Il B BRI O F2fE & iR TR O 2RO BT 5
F7, MEIROK BT\ TRIZIEIR 72 5 NS L AEIRICIF & A C 8% 5 2 a3 9
- PPRRE R OSSR A B PR IRIE O B ISR NG L7256, ARZYGEL, F@RFEEL D S
, PRIEHEIR Z NS5 Z EBFEH LN TND P,

(3) 1ERAIRAFR - FHErFR

R AIC L PV UEEE RO G LA, IRVEAIE 156~30 0 L D FBLL, 7~8 RFfli] TH
K452,
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VIL_HYhhelZ B9~ % mH H

VI. EYMEEICET SER

1. mREOHER
(1) LA MR
LR L

(2) EEPREUBRCRER S Mr- ek
RO A~ (BRI S)
HEER S 7 7 2 — R —ECCT T 5 5 0. 2ng BT LY KA VB (Il 1 6
RiFLy Ry DEE (DED) B4R A#G L, YRS 2 HPLO-WS/MS B51C K 0 Iz L
PR, RN S UKD 1. O~ 1. 5 RE ot B L E PR L e, LS S
TR T 7= ™, E, FRUAIR O MIE IR L T, G Tk AUC, ., OMEHY
FHIZBNCHEThH 72 %,

6 -
5 —o— D (k72 LTHRA)
—e— EsE (k& & bITIRAD
T4
D)
£
W i
o 3
F
g}%
£ 21
1 .
4
ol d
0 2 4 8 12 24
REfE] (hr)

R AT L & B ICHE@EE 0. 25mg & D \VMIAKZ2 L TDEE 0. 25mg % AR
SHEXOFEHMEFT T T 5 APEEHR (n=30, mean=*SD)

—0— DfE UK& & HIZIRM)
—o— g Ok& & BT

1 3P (ng/mL)

0 - T T T T 1
0 2 4 8 12 24

RERE (hr)

TEEERR AT K & & BITEMEEE 0. 26mg 3> D WIFAKE & HIZDEE 0. 25mg 2 R
A= EEOEHMBEFT T aF T ARERE (h1=29, mean*SD)
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VIL_phhelZ B9~ % mH H

@ ® EH
UERR L

) &% - HAEORE
LR L

2. RWEERA/NSA—4
(1) HHTA 3
R L

(2) WRIEEEH
0.069min! (B  HEANTOT —H (fEERA 8 HICAK ZHEROKLG LR )

() HEAEEEH
0.099hr ' (fdEERE A 12 2 CAHK 2 HER O35 LR H %)

@ HYIVF75R
113nL/min (B : SAEATOT —%  GEHEAA 8 44 ITAH & F RN G- LR )

() HHER
0.66L/kg (3% SNEANTOT —H (EFEEALA 8 41T AH & BRI G- LB H ™)

(6) EDith
REERR L

3. BEMA (KEaL—>3) @i
(1) HHT A3
AR L

2 185 A— S EMER
AR L

4. | IR
WRIERAL « AL
W =R R ER R L
NAFT ATV T 4
0% (3% SEANTOT =&  fEFERRA 8 ZITAHZ RN S O HLENE D5 LS )

_20_



VIL_HYhhelZ B9~ % mH H

5.

o il
MR L (B B)
(% B FEED)
Z v MZM"C—=7mF Y T 50.5mg/kg ZHFREOKREG L, SHMKICHT2HEREREZRIE L L
A, HEIRHEBETITIZLE A EOMM TRE & 20, I, B, LR RRIC SRS
O3AR Uiz, A ARRRP R TR I0IC TSR L, 24 BERE Tl TIRME & 72 o727

(1) 1% —RiBarS&Eid s
MR L (B h)
(3% BIEH)
Ty MTMC—TrF Y T A 2. 8mg/kg HHEROEG LTz & 2 AFHMRRICHMmA L2,
Flz, TuF YT AOEMAIFHRETH L Z ENBRESNTND (Tv k) ¥,

(2) mni&—RadEBarT @i

FMERRL (B B)

(& HER)

Z v MZMC—7 v F Y T A 3. dmg/kg & HLEIRE D %5 U 72 IR O IEAFN O U REIR BE I R R O
B X0 BRI o To, B b 24 BRI ORGSR 1T B BTG MR & A ETHER LTz ™,

@) EA~nBiTHE
MBI L (B R)
(% . BER)
Ty MZMC=TuF YT A1 Ing/kg & BB E 5 LI REO LT H O ek B 13 RE AR i
JE L FRRICHER L72 ™,

(4) WA~
R L

(5) ZDHDOEEADBTH
B L

(6) MTEAFKSE
$190% (in vitro b MMIET /LT I v 4. 4%RIRIZ "C— 7 aF VT DA LUEH )
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VIL_phhelZ B9~ % mH H

6. X |

(1) FCEHEBLL R UM EAR R
HERERAIC "C—T e TF YT Azt QG LG GO EMIE, A FAEKRILEROY T E
VB BNMAKBRILETH D (B3F HEATOT—2Y)

A F VKRR U7 B 3L
We 964 We 1061

(2) R#ICPIE5T 2EBEFE CYPEH) nHFE FEE
TuF VT AFELE L TCEYRHIEES CYP3M TRE SN D 0,

(3) NEBENROEERUEOFE
LG L

(4) REMOFEOHRRVEMSLL, FHELE
TuFV T LAOEREW (A FAEKIBE, U788 3 MK OBUREBIER, HiR%
ER%ZZ v b, ~UATHELTZE ZA, HEEHIZH 2N 70T Y T LICHEL THPr-T- (B
Z:Tv W),
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VIL_HYhhelZ B9~ % mH H

7. # ii:
(1) PEMEEPAL K ONRE IS
iR OV g (2% SAEATOT—4 )

(2) HE it =

BEFER AN C—T nF VT a5 ROKRE LSS,

NSNS BE HAEATOT—F 2 |

(3) Bk
IR L, (B) = THFRH (RN )

8. F3UAKR—5—IZBT HHEH
AR L

9. BHZHIZLDKRER
MR L

10. BEOERERT 5BE
AR L

11. 0k
EER e L

_23_

96 AR E TIZIRTIT 64.9%, FHIZ 21.6%



et (A EoEESs) (BT 2HEA

ZetE (FALOIFESF) CEHTHEE
EERBEEZDER

==

BE S LTV

I

W

BRABRLEENER

2. #B

ROBHEIZIFHERES LGN
2.1

&)

PEPAZERBARENIEDBE [fi= ) AEHIC XV IRES B L, JEREZB LS EL 28035
% ]

2.2 BIEMIESED & % B [HIEME/EZE LS E 2B ENRH 5
(fai)

o ]

1 —RIZR Y TR RERNTT L= ) AERE AT B T20, BE

&0 HidiE & T FER PR
BEEAE Z 0 IREN LA L, SEPAZEMARNEOEE TIHEREZ ML s E o8z H 5 * "
T T

2 —RIZAN Y OT B RERII MR IEN 2A L TR Y, BEEMHEEOER 2B S &
BTN D D,

3. DREXIRICEET HEELTDOER
PRE STV

4. RERURAEICEEYT 5B L TDER

V-4, HEROHZRICEET EE] OESMH

5. ERGEFIELEZOEH

8. EELGEAMIEE

)

8.1 KKlDF

DD T, HBHOERLE

Z &, AHNOFE ik %

[11.1.3 %
(L RV D#EO0. 25mg)
8.2 AANTONEN THIEET 523, B & OWINIT K 0 SRR B 2 WiFF 5 5 A CTldZe iz
W, AREETLIIMEE I K TERAA T Z &
8.3 HHICK VHEMKFLLELDLZ ENHHDT

18R & LTkioet G2 L 2 RWME R 20887 2
&o AANOEEG ZMKGET 2551213, 1R EOMENEZ H3ITRETT 5 2 &,

SN FF LRI RO, IRE, RS - B - AES)

EORTITNEZAHZ &
DEMRZ O B OBREICIEE S WnW K 2 TEETH 2 &
(L2 RV 8E 0. 25mg)

8.2 @Iz

L OEMKGFEEZAECDLZLNHLHDT,

Bk & UToilkioe s 512 K 2 RENME N 2880 2
BN T=E) PPV Ry s N AP

[11. 1.3 1]
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VIl Z2etE S EolES) (B4 55

6. RENHERZATHBBEICHTHIE
(1) aHE - REEFOHLBE

9.1 BHHE - BERZEOHIEF

9. 1.1 FFIRiREN S EICETLTWLWSEE
B LR RN S M SN 25 EERE . &5 L, IithD, IKE, <8 S &
OV L P 5 oD A ME 1 % CIPIRBERE N R IIR T L QW B E4E, IRV AL a— v 2%
B ENRH D, [11.1.4 B8]

9.1.2 DEEDHLEH
SERNTELT HBENN D D,

9. 1. 3MICHRENEZTDHLEH
AR OMERPERT DB b5,

9.1.4=PEE

(fiFn)

9. 1.1 DR V7 ¥ L RIRK TIPAEFE DL T LT\ D B G Lz & 2 AR M
BNz OWMENDHD O RN VT REANIPERMEIER A B 5 L Ebh
THY, HREENMET L TWSEE TIIRBH ATV a—V ARKET LBEZNU0NH D,

9.1.2 LIEEDH D HEE TIEPEE - R ELET 270, TR &K OO TOEMES HBLL
T RDATREENRH D 17
JIF- BB O & 5 BHE ClIIR - (DRI T 5 7 EIAOIER DR B D fTREMED & 5 51,

9. 1.3 MIZHEMIIEE Db 5 BE T PRRIENE L G L2548, EROERNREND ]
REMENR & 5,

9. 1.4 —RICEIHBE CILERIOBENE T LTV D LB OND720, HEllE - RF@EET
%72 EFERNOEM R < B D ATREME DN B %

(2 BHEEEEE
9.2 BHREEERSE
RH - PEE2NEBIE S D B2 d %,

Q) FHEREESE
9.3 FFikRelEE &
RH - PR BES D B2 dH 5,

(4) £HEREEHT HE
RESH TN
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VI 224 (FEH EorEs) I+ 53EA

() 15

9.5 1147

TEA AT LT 2 ATREPE D & 2 2o PRI 1T 16 EOF MRS Rt 2 BE 5 &S 2 5

ACOBIETHZ L, MIRPOREGIZEAL, RO XS BBERH D,

9.5 1 HHRPIC AU Y O T BV REROF G522 F T BE OB 2 AT 2 WS oRER %
HPE L 72 A %t R & i L CHIERIZZ W L O FERRER H 5.

9.5.2 Ry Y UT BRI THAICHALEEE, mmik, EEME T, ARIRK T, BERE, B
MR, fEER, PR - RERER . T —B . SirE, il IRk, IRIARIE, SRS AR
T ZENDD, B, ThbOERIE, BERER & 5 WITHARKIEE L THRE SN D55
bbb D, Flo, XY VT BEUREAICTHARIGEHIEOMBER T LN D D,

9.5.3 Ry VT B RIERITHMANEM LI25E . HEGFERICEBER 2 ® 5 bh b
ZEMDD,

(6) RELIF

)

(8

9. 6 ZELim
BRAABT SEDLZ L, BAFOREITEAL, ROX S RWERH O | 0L R ORI 2 5k
T HAREMEDR B D
- B B CHITHICRAT T B,
RV UTREURIEA] (VT ENL) T MELP AT L, FrAERICEIR, (RERD
FErEITIENDH D,

INR%

9.7/hMR

INREE PG & U BERARBR IS0 L Ty 7Zeuy,

i

1

NOEGERET 2R SEEICEREGT 22 L, BEIKREORIEHANEE LT,
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VI %

2 (A EoEES) (T HIEE

7. M E¥%FE A

10. fAEEHA

AFNL, F & U THEYHEESE cYP3ad TRETE N 5, [16.4 B -]

(1) AR ELENEH
WIE SN TV

(2) pFREELZEDER

10.2 AR (BHRISEEI S &)

2L B — LR R

A4 % BRERAEIR - $5 18 715 BT - fabRIA 1
Tva—)b BHFRER., R EN I N | KAl T Vv a— 2T 2
(BKim) ABENNRHALDT, Tha— | L7 V750 20K T KOHE

N ORI S22 & | MR OER N A2 BTV
NEFE LU, b,
FRRR A AR B i 51 EEFERN BRI N BZN | AF L OFFHIC X v #EEFER
T ) FTVUFHER | Rb D, DR HBZNRH 5,

CYP3A4 PHEA
A rTaFy—

AF DM AN EF L, 1EH
O HE 58 Ko OME H IR ] D 4iE = 703

ARFNORHIEHELE TH D CYP3A4
N, IhbOEATHESN

R SV I

ORI AT S B B7 s
5.

Raty— EZDHBENDLDH D, %

AFU
ET X U bEESR EEAEANER I BN | AL OPFHIC L0 EFREN
PH = 41 B b, DRI D2BENND D,
CYP3A4 #5354 AANOMAPREIMET L, AH | AHOREHEHRETH D CYP3AL

AT S L, AA ORI
sha.
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axtt @ EoEES) (BT 25

B % A

1. Bl¥ER

WOENEII RS 5D = & 8% 5 DT, BE A 1S TiFUN, TS RZRD BT AT 1T 5
BHRIET A7 CEE e E A TS = L,

) b P CEEREEK TRORAES 25T

(1) EXLEIER & DR

1.1 EXGEMER

11,11 FFHREREE (0.1%) . BE GRERBA) : AST, ALT, v —GIP LAENHLDND Z &
N> D,

.12 —BHAIRAERS. 55 5KE GREFRR)  AAlz&kEGT 55581030865
THeL, MEILTO L, BB, AR LAVWEE, EoElR, RFEEELTV, 20
HOEEZTE L TRV EDEENRD D,

L 3EREMGRERE) ALK VEMIKGEELELD ZERH DD T, BEEIITITV,
FE R O N VBRI G35 2 &, £z, dATICB T 2B E5BoO2M 2R
RN LEGFIEIZLY | RIR, R ZFOHEBIERSH LN D ZLNnHHDT, G &2H 1k
THHAIIE, A ICHET DR EHEEICITH) 28, (L RV U820, 25mg)  [8.2 &R
(L RV DEEO. 25mg) [8.3 2]

1.1 AR BEEFRBR) : FRRIHINH 50N D 2 EBRHESNTNDHLDT, 2D X572
GAIIIRUE AR L, R 2 I D e EHb) 2 0@ 2175 2 &, [9.1.1 B
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VIl Z2etE S EolES) (B4 55

(2) Z0tuDEIfER
10.2 Z Dt D EI1E A

0. 1~5% i 0. 1% A BEEEANBA
AR - IR, 550 | ARV HE Ko Rk, [ EAE, IRk, 4R,
Rt R | &, BEEEK, DFEW, [V HL bR, WD | EEE
GV YR
AST. ALT. v -GTP,

a i Al-P, LDH ® [ 5-

G Q) Rt el

" A, oL, A, | TR

ot & BRRER

W JE % FLEE

OB O |12 E, BRI R

z O FE, A RIEE, WRRERH
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VI 224 (FEH EorEs) I+ 53EA

& S H BRIVE I FE AR K O BRR A 5 — T

P - i Rl DR D B G )
o & AGRRRZ O (Hﬁfu‘63$6ﬂ 28 H g
~Rk 6 4E6 H 27 H)
WA R % 191 361 545
oA E B K 1701 4847 6548
BIE I FEBUAE Bl 5k 215 41 256
BILVE 36 B 2K 350 49 399
EIERFBUERIE (%) 12. 64 0. 85 3.91
BIVEA OfEE BWEAZBE (%)
W OE OE E — 1 (0.02) 1 (0.02)
58 e 8 (0.47) — 8 (0.12)
58 i I 47 (2.76) 3 (0. 06) 50 (0.76)
b ES U 24 (1.41) 1 (0.02) 25 (0. 38)
S0 b Kb A 2 (0.12) — 2 (0.03)
H b o X 50 (2.94) 16 (0. 33) 66 (1.01)
AR Y 1 (0.06) — 1 (0.02)
- 7 IR R R 133 (7.82) 11 (0.23) 144 (2.20)
T it = (JiE ) — 1 (0.02) 1 (0.02)
2 1 (0.06) 1 (0.02) 2 (0.03)
BH o A 85 O § X 1 (0.06) — 1 (0.02)
AR AN 1 (0.06) — 1 (0.02)
& — 1 (0.02) 1 (0.02)
. — 1 (0.02) 1 (0.02)
A= v &3 35 1 (0.06) — 1 (0.02)
o) < [6) 1 (0.06) — 1 (0.02)
wmoE W 1 (0.06) — 1 (0.02)
y —GTP Lk & — 1 (0.02) 1 (0.02)
AST (GOT) k5 1 (0.06) 1 (0.02) 2 (0.03)
Rt ALT (GPT) L& 1 (0.06) 1 (0.02) 2 (0.03)
Al — P F H 1 (0.06) — 1 (0.02)
L DH F & — 1 (0.02) 1 (0.02)
TEER A 18 o iR e B n 2 (0.12) — 2 (0.03)
s = 4 (0.24) 1 (0.02) 5 (0.08)
oD oL 3 (0.18) — 3 (0.05)
e » o = 1 (0.06) — 1 (0.02)
— M - — 1 (0.02) 1 (0.02)
ke 0 ) 2 (0.12) — 2 (0.03)
fig L 33 1 (0.06) 1 (0.02) 2 (0.03)
g R R E 1 (0.06) — 1 (0.02)
R 1 (0.06) — 1 (0.02)
N T % 1 (0.06) — 1 (0.02)
HRUE 3K 2 1 (0.06) — 1 (0.02)
T R 1 (0.06) — 1 (0.02)
B & = J% 7 (0.41) — 7 (0.11)
a % & 46 (2.70) 2 (0.04) 48 (0.73)
N [0) = 1 (0.06) — 1 (0.02)
i i 1 (0.06) — 1 (0.02)
~v b7y MEER — 1 (0.02) 1 (0.02)
 DAth #H IR — 1 (0.02) 1 (0.02)
X O Fr R 2 (0.12) 1 (0.02) 3 (0.05)
¥ E 1 (0.06) — 1 (0.02)
KO W % — 1 (0.02) 1 (0.02)
(F-PNEERD)
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VI 2t (EH EorEs) 4 2HEE

LR, SOME, BEE K OFM oA BT 55 O RIVE N R HEE

3 Bl ER R B | &I ER R
K| X oo| e | .
= AR BB e | e (o)
5 2, 307 12 0.52
P ]
4 2, 540 29 1.14
65 A 2,951 17 0.58
BOEE WA s
65 Ll B 1, 896 24 1.27
R ORE 4,031 40 0.99
i FOE B Rl o
JoR B A7 1 816 1 0.12
0. 125mg 59 2 3.39
0.25 4,307 32 0. 74
1 H& 5 &R 0.375 5 0 0.00
0.5 603 1.16
>0.5 9 0 0.00
. H 2,313 24 1.04
& OHE A7 M 51 "
piis 2,517 17 0.68
% & 292 1 0.34
Bk R 121 2 1.65
B OHERER | o R A 587 8 1.36
i % %R 90 0 0. 00
= O 1,607 18 1.12
(4R

9. BEBREHKRICRITIIEE
PRIE STV

100 B E& 5

13.1 &

KA O ERGPHB IO IZGEDOREE LTI~ E=L (R DOTBE AR
HHAD 2857258120, RNV~ B2 VO EoEEZ 0L THieZ &,

N VTR REY O BRI X D R EREE, ARG, RECEIEICME D, o IR SEER
Y, FREBA~DERDERIEEZAE LD Z LIRFEAERORMFEER T2 R Z &0 H 5,
NR SRR & 72 0 RMERPIR R 2 L 72 5 2 L b & D, IIITBRIER O BREERH DL 0b b
P, o WAER L TIELL BT 5, BH

TEARIE P ERITR 2 — R ALE L LT, LFTORNBHRIGELEN E Hib,

1) YTy

2) fient, B (IREE 1 RN 252

3) WAl (EMER) #5, MikkaE

4) REER (RENE, Wi - SRR S
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VIL.

axtt @ EoEES) (BT 25

(2% 1] @A Tem R ERA &L E (B3 v —F /14t p85, 1998 4F)
(275 2] A UE D AR PR PR ML DARMEIRIR Ol — 1 — B (BahFJE 16:199-203, 2003)

. BRLOIE

141 EZRIRFBRFOTE

PTP QAL DEEANT PTP & — F BV H LU TIRHT 2 X 5+ 25 2 &, PTP v — FDORREIZ K

D EOSUA IS BEREA~TIA L, B3I E B 2 L CHERIRR S O RE R A HE 2 0F5

HZEBDB,

(LY RV DEEO0. 25mg)

14.2 EHIEE5ROIE

14. 2. 1 AANTE O LI OWEEER 2298 S EH TELS .59 2 LI XD | AR EER O 7 THRH AT
HETH D,

14. 2. 2 KANTE - E FORETIX, KR LTIRHEIERNZ &,

12. E0ftDFE

(1) ERERBEAICE D 1]

15. 1 BRFR A2 5 < 1548
P U EAINEE SV EEIC T e P ol (R U7 P U LR AR AR S
T BE T, AR R ST 350 AR OB - SRS ER (L, BIET 3580055,

() FEERERBERICE D {HEH

15. 2 JERREREABRICE D < 1F#R
7 vk OETEERHZEOHK 40,000 5 (200mg/kg/ H) % 2 4FERIE G Lz BRIz T, IR T
DIESEFE B DN RTBEEC B W & DGR H 5 O
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IX. FERRAREAERIZB9 5 HH

X. JFERERERERICEE 9 51HE

1. EEHR
(1) RFEEAR
(VI I 2THE ) 2]

() REMEERR

D) PPRERIC R T
B O CHIE & A C R
X, AX, Fa3, YT

RO LT, BIRNES THRREER RS20 (T v b, U3

ARBRIE H B R P GAR g - P RO
TR S e | e o AR BB A L
1, 000mg/kg 1i.p.
F= | 100mg/kg p. o. B, AT DAL D IR B L
a2 5190 5, 10mg/kg i.v. 10mg/kg THEFE DLW HI&I 25 B &5 7
1, 000mg/kg p. o. IR |2 BB 7 |
PR 1, 5mg/kg i.v. R EL DI D3 L B A7
100mg/kg p. o. B, BATIRA R DD DS L
P | 2.5mg/ke p.o. G, STRANL DB IR L
2) PHERARRICKIT T

RETIT KT B WD 205,
DY, A X, Fa )

WELE DI T L OV DB A b ivTe (BVE v b,

BRI H EULY/E LR - G RO EHY
0 E U7X P |5, 10mg/kg i.v. R OIMEIR AR S5
AR 1, 5mg/kg i.v. FE AR L
-~ UHF P |5 10mg/kg i.v. FEAERERL
L A XD 1, 5mg/kg i.v. R LT
. E=aX 0.005~1. 28mg/kg i.v. | B2 L
A X %2 1, 5mg/kg i.v. TR DR & AP OIER N A 5%
A& A X% 0.5~1.0mg/kg i.v. |EEEEIZIA
j;&%?g A X 0.5~1.0mg/kg i.v. |[FH/2L
LR | BTy b 0.i goil (t).rglmg/mL %ggﬁfi ifﬁif@ <, 0.0lmg/mL LA
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. FERRRERER(CPE3 % TH

3) BHAMRRICKIT TR

HAMRRICH L UREEAERE L2V, RENE TS 2EmAA LN (T b, X,

* — 52~54) )

ABRIE H EUEZ/E

Bl - el i

il B D BK

HHE AR Fa

0.02~1. 28mg/kg i.v.

0. 02mg/kg THREE|ZHNH] S B B EKGFHT
AR

&)

S X 52 5mg/kg 1i.v. ST EF SIS EE L 220
. Y S = [V )~ ) -
g 0.02~1. 28mg/kg 1. v. MO BLRIN L HVEH 28 3 L
RAERRE 7z
S X 5 Smg/kg i.v. AR EE L 7w
;(/ 1T [ S b foe sy /‘" ;" IR 12X AU S, e
Ly iT;%f Smg/kg 1. v. TE i BRI DWTHIVOMER & H R

Jrzex|  xaP

0.02~1. 28mg/kg i.v.

0.02~0.08mg/kg T/ NVt 7 U L OIEH %
RRE | ZHEER LT

a4

A X 5mg/kg 1. v. JIIVEERT U OVER 2R TR LT
TEx F= % 10.005~1.28mg/kg i.v. | B R T Y U OVEH ZEREEICHTR L
7 A X 52 5mg/kg i.v. TER 7V COEREZBREICH®E LT
A= N, A YT aT v o INE % B
Lo | 7 0021 28me/Ke 5. v- | 0 et i 2 45
7 F L N A TRFal OB ER 2L, i
. Fa 0.02~1. 28mg/kg 1. v. FEAR T A LB 7 s

EAZIL *:,w

0. 005~1. 28mg/kg i. v.

WL

0.01~1mg/kg THE/2 <, 3mg/kg CHEEE | ZHIH

E;F ;‘; ;\‘ = 52) 0. 0 l ’\*3111 k 41 . a.

niz

4) BRI KT T

BRAICHT LTI, BV ERRNRmO b (T %)

AR IE H EEZT

Bl - el

HE RO ER

Gy

= . 30)
g

0.001~10mg/L

in vitro

1~10mg/L CESHBTLIZ K D UHE G & BRI
4%
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IX. FERRAREAERIZB9 5 HH

Q) ZEDHhDFEEHER

FRERIE H &) Fl BHRRE - 5 & FE R DOIER
Z v b % 10.3~10mg/kg p.o. |WRE, RPEMEICEITR SN
OB e 50, 100mg/kg D 5-CTHREMBIM, R EME

J v h®  |1~100mg/kg p. o. L }
7t ME/KE DO | Ut s, TR, SRR L L
Bh 1 fSAB T, b Y 208U R, MM
ha o2 ) ASERIZ R BT, SRS,
Mo AT a— L i3im L, s eligi3Eid

(V) 5w k% |10mg/keg/H p.o.

L7=

PEIR R Z v K [1~100mg/kg p. o. YEF 72 L
= FIT PR ) .
ety ELT Y b, 2%IRIE TERZ L
1EH

%2 0. ing/ke i.v WP T AR 2RISR, £
B e 7 AT AR LA
T S

WM F P AR RIS, 237 %
S 2] L7z
PIRIEER | 7> b |1~100mg/kg p. o. YEf 72 L

E =g 10mg/kg p. o.

2. EMHHEBR
(1) BERESEEHR
LD;, (mgkg) 14 HIE#IE2

& & fiE ey 0 Foxe
~URA A, L >10, 000 >1, 000 >20
VA AR A >7,000 % >1, 000 >20

(2 REF/REEMHB
7w MZ 0.5, 100, 1,000mg/kg/H % 5 HFFEO#HE L7z, 100mg/kg/HLL T DELHZFEFE T~
ERFITRO N0 o7z, 1,000mg/kg/ HEGRETHE =2 VAT 0 —/VED E5., FEEOIEN
() NAHHNTD, JHEFEHECIL A DR D272 ™
7w MZ 0.3, 10, 400mg/kg/ H % 18 f& H MR O 5 L7= 3B CI, 10mg/kg/ H LA OG- HEIZHE
LT R EREIFRD biLe o7z, 400mg/kg/ B GHETIE, EAEROWBD, (KEHMOER, b
JRMERS FfE R & £ O FECEMI OB, K OERR AL A CIIME = U A7 v — /L OHINR 7 H i

7~ 59)

Q) BI=EMHR
WA (E.coli, S.typhimurium) (23517 2Bk CERFMEITRD LR o7
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IX. FERGARGERICBII 5 IEHHE

4 HAREHRER
~ U ART v MCBITHRBRTHAFIEIIRD G notz 00 | 2721, T v b ORECTHRE
FE DK 40,000 {5 (200mg/kg/ H) % 2 FE[HE G L7-3BRIC ISV T, HURAR C oD I3 A= B 203
WREICHEA~NE N E OWERH D O,

(6) HERHEESMRER
51 KL DIEIRAT R OUEIROI (F > b)), SRETEEM (F v b, ), JEES K ORI
] (Z v b)) BERBROFE, mAERICEO T, RIRORERIEL 14 BE o HBUBEE OB,
BER OFEERIE & 58 1 R OHANAERD DATZAS, MERERBIY O EFERE, W IROES) « B -
AGERERE, kx HRIGIRORE IR 5T, At LRO LR ®

(6) RATRIMIERER
LR L

(7 ZzotoHEE
A7 PR
PCBIT L ENECHRGRRT, V7 B RLEEFEOR Y VTP RbAW & % DEF
PERRD B

PURMERER
FLE Y MBI 2B THURIEITRD b igso7z

_36_



X. EHWERICE T A HE

X. EEMEBIRICET SRR

1. 8 H X%
)
Ly RV UBE0.26mg : [AREAPSE (BB =FE), BEMEEIKE™D , 72T
L2 BV U DEEO. 26mg @ [AASHREE (O —F), BIEMEEIRSTY | W ER LT
D EE—EEEDD
[E2) HE-EMSEONSFEICLVERTLZ L
ARy - 7TV T A RS (BB =), IR

2. H%EAME
LY RV UBE0.26mg 0 34FE (EMERBRES RICE o)
Lo RV DEEO. 26mg : 34F (ZEMakBrfi iz £5<)

3. AFRETOITE

[ AR, i, YR

)

4. FWVWEDITE

20. L EDEE
T v u—ERE BT, L TRIFTS 2 L

5. BEMITEM
BEMTEESLTA R D
<FVoLEY AV

6. E—m7 - ABE
Fl—psy : 7aF Y 7 58£0.25mg (32 F2) %

EIRE I =P S e AW

7. EEEEERB
19834E5 H 17 H (A A &)
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X. EHMERICET AHE

8. WEMTRRBFABRVERZEES, RMELNKERAE, REMAKREAH

BIE R 7B AAGR
Ly RS U 198846 A 28 H  (63AMY) 114
Ly R U4 0. 25mg 2006 48 H 31 H 21800AMX10836000

LY RV U DEEO0. 25mg : 2002 4E 3 H 14 A 21400AMZ00353000
* T RV U880, 26mg) 1%, IHELL TLy RV 8] KVIRGBEAER
SAM AL A B
Ly RV BE0.25mg : 2006 4F 12 A 8 H
LY RV DEEO. 25mg : 20024£7 5 H
HR5EBAAATEH A
Ly RV BE0.25mg : 19884E9 H 5 H
LY RV DEEO. 25mg : 2002 4E 7 /23 H

9. PEEXBZHREM AERUVAEZEENMFOFARRUENOAE
ML

10. BEERR BIHEBKRAREABRUVETONE
LY RV U BE 0. 25mg
PR REEEA R - 1996 £ 3 A 7 H
N - BEFER 14 R0 2 AR B OV T IT B L2V,
LY RV U DEEO. 26mg : #%4 L7

1. BEEHM

L RV BE 0. 25mg : 198846 A 28 H~19944-6 A 27T H (}47)

LY RS DEEO0. 26mg @ &Y LN
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X. EHWERICE T A HE

12. HRELMFERICEHT 51HH

BANL, BEASEEERE 975 (CERK 2043 A 19 B 12k, BRI ERAHT 5T
W5 (1EIOFEIEED ERIE 30 B4

7B, WITICERL COREFED, EATBE R ERR @ REFE 0328001 5 (FEAL 20
F£3 728 Af) TUTOXIITRENTWD,

B10  JEATHEIRE AN E D LSS (R HE SR 10 BfR)

1 [ms]

2 BRI ERRDER T DTV D RS,

1 ~ 3 [#ms]

(4) B IIRNC EIRASE T ST B BRI SUT AR OTT 1L, SRR O A 5%, R
B ORI DIMEIZ A ERE L BT WIRNLE L, TOER TR TE 5 EEICR-
TTH>bDET D,

FOIED, YHEIFKGHOLFIZE o> T, YzBEICBEICS U7z E3E S 05k & & UMl o
EHRHEBINC 3T D A — EIGE O FEELS OOV CTEFICHR L, DREICEHT Db

@&—a_z)o
13. #Ea—F
JREAE 55 B S ;
N ‘ _ fEBIESES 2 — | HOT (947) | L&~ NERQH
HR7e4 SR R 2 . . . o .
Y] =—F) e VAT ha—R
a— R
¥ RV UBE 0. 25mg 1124009F1223 1124009F1223 | 100387104 620004625
LY RV DEE0. 25mg | 1124009F2025 1124009F2025 | 114658501 610463223

14. REREHLOER

AANFIEAETBE SR 107 75 CERR 18 4E 3 A 6 HAT) (235 &, BEEEIT 1A 30 HyzfRE L
INTWND,
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XI. XX figk

XL X Bk

1. 51 A X #&k

(1)

(2)

(3)

(4)

(5)

(6)

(7)

(8)

(9)

(10)
(11)
(12)
(13)
(14)
(15)
(16)
(17)
(18)
(19)
(20)
(21)
(22)
(23)
(24)
(25)
(26)
(27)
(28)
(29)
(30)
(31)
(32)
(33)

FHESEFRIE D
TEE — R E 2
T #&IED
FEAKFEE A
Eaw el ES/RN
B k3>
fAHARFIED
FAHRAEIZD
B ERIED

FEARFIEZ A
ISP N Ev/
HRE—1E0
fAIHARFIID
R RIED
TREFREE D
FBAFIEZ A
AT 1A
HEE—E0
fAIHARFIID
RIS ARIED
A ES/AN
T HIED
TREFHEE D -
BRMF SED
REIED

JIE

A

Ishiko J. et

Hirouchi M.

Kuhn F.J. et al. : Br J Clin Pharmacol. 1983 ; 16 (Suppl. 2) : 253s.

Kimishima K.

Ueki S.

Therapeutic Research. 2001 ; 22 : 1659.

et al.

EEPRSEIR 1983 ; 14 : 365.

Bk IR 1984 5 33 ¢
JEEL LR 1984 5 12 ¢
JERE & BRIR 1985 5 19 ¢
iR & F9E 1984 ; 61 ¢
B2 b #1983 ;10 ¢
PR LOHTHE 1985 5 22 ¢
P VR 1984 5 12 ¢

Bk Lk 1984 ; 33
[E2f & HKE2 1985 5 13
HEP L JRIE 1984 ; 12

HKPH L JRYE 1984 ; 12
Ak & WFFE 1985 ; 62

al.

et al. : Jpn J Pharmacol.

et al. : Jpn ] Pharmacol.

EFOHDIH 1984 ; 1
W RS E S 1985 ; 14 : 121.
EFOH ]I 1985 ; 134 : 494.

Therapeutic Research.
E5f b3R5 1985 ; 13 ¢
Bk L EgIR 1985 5 34 ¢
KB LR 1984 5 12 ¢
D L BT 1985 ;22 ¢
PR LT 1984 ;5 21 ¢
B LGk 1985 ; 34 ¢
D LR 1984 ; 21 ¢
: Neuropharmacology.

: Jpn J Pharmacol.

1984 ; 35 : 287.

1717.
3769.
783.
3692.
1457.
41.

5085.

1 1135.
1 227.

: 5101.

31 : 412.

1 5111,

1 1924.

1984 ; 1 : 829.
143.
40.

5585.
333.
2255.
29.

2581.

KINBZ T D« BERFEEES: 1984 ; 13 : 749.

Nicholson A.N.

o

et al. : Br J Clin Pharmacol.

JOEIED - BRAREAES 1991 ; 20 : 55.
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