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I. #BIZEICEY5ER

AR DOERE

1960 U, RAY R=UrH— <o btk oy ath) B80T, FlREOHE
YR ER 2434 2/t 8% & LT 2-amino-5-sulfamoyl benzoic acid FEMAIZIER L. #h b
OFEEROEIERHICET 2 A7 V—=0 T %7070, ZORER, 1968 £7 V&I RRFER
FRIER Z AT W E LTRWH SR, 7Y% 2 RIMERAMMLA~ LIgEECTH Y | &
KAEED & D FNRVER 26 T 2 RUICB W TIRER D /L — T FRIRA & [Fgk T o 7223, BRIERE
BROFER TIIIER DN —TFIRA & e v | FIURIEH ORHGERFEIN B2 & 3B LTz,

1978 4, BRASH =R RTTNN—U U H— « v oA A Dy S UBASH (BLHSL
RUSERRA ) L OIFEFFICE T L, DYEERE (5 oMo AR4) . BYEEE, v 5
L CHMMERED B, 198743 H 31 HIZH A 7 — habE (IHIRTE4 . BiX A 7 — b ebiE 60mg)
DAEGAFT L9874 7T A 21 RIZHIEBIZE T, £D1% 199346 H 4 HIZH A 7 — Fab 30mg
DO MFEEER A FE5E L, 2001 -4 A IZEFRA O IZMTBEERI~ L ATEZETE Lic, ¥4 7 — b efiEld 2001
10 H 25 HIZH A 7 — b obE 60mg ~ &L RTBAHEE LTz,

B G OREEET
()RR DN —TFIREN LEA_FUIRAEHA SRR DR T, BRIGEWFIRA S S50, 1 BIR
B CIHIER O —THIRAI & RS2 FIRIER 277, (TVL 2. (2) 3880 % 4+ 1T 2 38Rk
DOIEZSM)
(2) ERZEIWEA & UCEMBERY | MEREE, AmEKBDORebbid ZENndbb, ERENE
MR v =7 v e —o A @RERILE, AST b5, ALT k& BN R, 7 L7 F=
v ERTH-, (VLS. EWEM] DEBM)

- RRORF|IFHIRHE

PARPAYA

. BIEFERAICE L TAMI ~EHH

W ERE AN RS2 &M, R HHEE T 1 T 1 % A
RMP
BIMD Y 27 F/MEEE L L TR S LTV S &M
AOEEHEET A 1 >
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5. ARRFHLRVRE - FRLOFIREE
(1) &B&EM
A L7g

(2) A - FRLEOHREE
LR

6. RMPDIEE
L



I. &2WMICEY5ER

1. BRE4
(1)
AT — ko€ 30mg
AT — b el 60mg

(2)%4
Diartg Tablets 30mg
Diartg Tablets 60mg

(3)&BHMDMEFE
Diuresis () % Art (GI%) 45 EBET Diart & éid SHim,

2. —ik4&
(18 (&HE)
7Y IR (JAN)

(2)*#4% (4L
Azosemide (JAN, INN)

(3) AT L (stem)
—semide AFRA, 7ua¥ I RFER

3. BEAXILRMERX

N"‘N
/ O 0
N N/

\
H NHz2

G/\ H Cl

FRRUHFE
\ . C12H11C1N60282
: 370. 84

RIS
N¢
B P

5. L% (fifiE) XITXKE
2-Chloro—5- (1#tetrazol-5-yl)—4-[ (thien—2-ylmethyl) amino]benzenesul fonamide (IUPAC)

6. BEF4, A4, KBS, L5ES
B8R E 5 SK-110 (XA 7 — FEE 60mg)



M. AMRSICETSHER

1. PEENMEE
(1) 5488 - K
F .~ [ EOREmIEDHM AR TH 2,
FIC Lo TR ICEB L2 D,

(2)afFH
YA lg T OICET DR | TR X DEMIEDRB
NN AFNVRNVET IR ImL BAE 10mL A5 N R I
AR ) =) 100mL A = 1000mL i BTz
T X J—/1(99.5) 100mL LA E 1000mL A wiFiz<w
7K 10000mL LA | FEAEET RN

AKERALT b Y U DRI T 5

(3)REHE
30°C + 40~91%RH DI JESAEICB N T H KRS OHINTIFE A L7 WEMEEZ RIS 2o T,

(4)Fhm (PfEA), #m, BEA
BS99 226°C (D fiR)

(5) ERIE B AR Bl TF 2
A DTl pH R BRI 3 1T 2 B E 5 2 N A~ R VB X 0 IE U 7285 5 pKa, 2 OY pKag
IXENFN3.69 K 1N10.14 THDHZ &R L,

(6) P ELFREK
pH4. 0 LLFC 1-4 7 & / —)VIEIZ, pHl12.9 LA ECIIKEICZ N2 9% Eorid S5,

(7) F DD ELRMEE
pH : A5 D 10RREHE L DY 1% AURD pH 1L, Z3LEF 4. 69~4. 75 fL (V5. 47~5.72 Th -7,



2. AMBADEREHTIZETHREL

Ee= e e ulil 1 RE R
7 ZHR,
=i 369 A a7 2 U
()
a7 ZHR,
40°C 674 A ® 70 FREEN
(#e)
@7 A3
50°C 671 1 AT AT s A
(Fre)
40°C - 80%RH 675 H Ty—L (IR RSN

4.55 RIRIZHMBLS A L,
FEBEE—T I Db,

\//—'—»:—'—»‘l\i %@‘*E)ﬂ“ “‘I/
OfziEt) 67 1 S IR U7 (BIRRAN) . 20
SENHEOE (% PH)
OB IR W TITHEEN
THol,

O TR I MR & D AR
#945°C + 10,0001x (& (14HFH) PRAFLTCSGE. DM E L THMY 1. 25 1L O AR

HHNTND,
0
Il

cl NH, cl N — ¢ g
H,N0,S N_T NN
22 N— N H,NO,S [
H N—N
i

Sy TR 1 Sy fiR I

3. AL DAL, EE
T AR R
THRL 7Y X FOMEGRERBRIEICHENL T 5,
(1) 55 PTRLR O EE R E T
(2) REMPUL A7 b VIEE (BAED Y w7 DEERE)

TE L
TRJE 7Y FOERIEICHELRT S,
HKMEIE ORI Y U b« =4 ) —VRIC X D E'IER)



V. RAZEI HEE

1. Hlfz
(1) FIR DR A

T4 a—T 4 VT EE

(2) BENIDSE R UK
W 7e %4 47— F330mg ¥4 7 — b §E60mg
- F FHZEBE2HT 57ZHOA|FICEREZ A3 5 72Hoik
T DT A NAT=T 4 TR (DT ANKT—T 4 VT
% @ 2@ sc|[223
i —— —
FefE 10.2mm 11.8mm
T 4.6mm 5.3mm
JE & 3.0mm 3.5mm
i 130mg 190mg
akpll I — R Sc224 Sc223
(3)#HAMa—F

KA T — MEE 30mg : Sc224 (PTP > — b, #&A)
KA T — MEE 60mg : Sc223 (PTP > — k. #&A)

(4) BEIDWIE
AR L

(5) Ot
A% L7

2. HFIOHERK

(VD EMES CEMRS) DEERVRME

HR7e4

H AT — - EE 30mg

A AT — b EE 60mg

G

18P AR 72 K 30mg

Lggd TAJF 7Y 3 F 60mg

NIbE

ATT VU~ IRV T A E
Fe¥s 7 ubiltlo—X,
TN AD—=ABNVT T A BT
FoasFrry st a
— A TAB~Y TR AN HL
WA, £ 7 m Aa—2A @
fbFH, hrousoy <
7 a—)L

ATT VB~ T AT A
Fe¥iFubiltlo—X,
HNAT—AI)NT T A, R
ToavrroSy et e
— A, TAW~ TR A H
FEAKFY), &7 aAa—a
ibFs2o ooy X
VAN v Y (S
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(2)BREFEDRE
A% L7

(3) 38
A% L0

AR

L

M L7gW

. RTRBBROHERRUBE

. BAY HATREMED & S KA Y)

L. 2. ARy DEFESA T2 T 2% ENE] OEDMBE 2 K5 M 22,

. HEDEEEETICEITSA2REEN
(Z'A 7 — b EE 30mg)
HEEH RS | PRI PRI HE W S

TRXTOHEBAIZEBWTHE
PTP+T7 /348 | NTHho7=i, HEHgE o

) 40+1°C AT B 7=

IR ER ) 67471 H °
= 75+ 5%RH AN 7 ) % | T~ COEA P T
X v v WThH o T=0y, FakE Drg

+HB AT T AT | NI ST,
. TRXTOHEBIZEBWTHE
rvieegs |y | DBSIEIR B i AR
T IR R 3t 90001x 25H (s v —1) WTH o720, FakxYE Dr

IR FH BT,

HIEEH MR, fMEsRalBR, MBI, WM, E&

) CAEETHREE RRANS T AT v 27X vy S+ 7T AF v 7R L) Lol B2 TR,
(FIRAI 7 ) 8% v o 748007 7 A) & OB InEEsER (40°C., FRHEE 75%,
6 7 H) OfR, REORENEZALTNDZ ENERSNT,

(&' A7 — b §E 60mg)

HIEE B PRIFSME | PRAFIAR PRAFIETE R

T RTCOHEBIZBW TR
PTP+T7 V348 | NTHo7=0., g o

N 40+1C,. MBI BT,

KB 6 -

IR 75+ 5%RH # A WRFIA 7 ) 28| S RTCTOEHICB W THE
Xy v/ W T o720, HEixmE D

+HB AT T AT | BT,
. TRTOEHIZB W THE
S ., | DB5SYHIAE, EE)reasss X % "
o B It 90001x 26H (F3Es v —L) WNTH o720, FEEmE D

MR H BT,

HIEHE - MR, meRdaliR, MUEERUR, vAitE, ER

) CEEERERE GURANT T I 2F v 7 F Y v T+ T T XF v 7R V) L oS H AR,
(HoEEAIT 7 ) 8 v v T HBEOT T ) 2 O TR INERER (40°C. FHXZEE 75%,
6 W H) DR, FEFEOZENZALTND Z ENHERS NI,




10.

11.

12.

- ARERVBRBROREN

BN

. fF L DEE XKL (MIEIEFEMEL)

B L

T

THR) WHAERE OSPAE) X 0BRZITH L&, N OBEHBRKICEET 5,
P B

N HLE R A
30mg 60 4y T0%84 |
60mg 90 4y 7T0%84 |

B - o
(1) EENDELGESR - B8 NENRRGRS - aE(CHT 51FR
Y LA

(2)8%&
KA T — FEE 30mg : 100 §E (PTP10 £ X 10) . 500 §& (PTP10 £ X 50) . 500 §& (/X7 FLBAIAD ) |
1, 000 £ (PTP10 & X 100)
KA T — FEE 60mg : 100 £& (PTP10 £ X 10) , 500 &E (PTP10 #£ X 50), 500 & (/X7 | HEAIA D)

(3) FHEE
LR

(4)BBRDOME

<PTP @ > < NTALgE>
PTP : AU E =)L, TIL I AR :RY)zZFL
vte—: RV =FLr, TIIH Fyv 7RI Tub L+ R mF L
(RIS S (REEFIA D)

ol R =F L
(RS S

AREH S HEMEE
RN

Z 0t
RN



V. AEICEY 5ER

1. BEEXITHE
DEFE (5 2mELFE), BHEFE. FIERE

2. PEEXITHRICEET HFE
RESN TN

3. BERUHE

(1) AERUVAEDRESR
(F4 7— kg 30mg)
BEEALH 1B 28 (7F&EI FELT60mg) #R&XOKE5T D,
¥, A - ERIC X VTR S,
(&4 7— kg 60mg)
WEEALH LA 18 (7FYEI FELT60mg) 2EO#KET 5,
¥, A - ERIC X 0 TR S,

(2) BERUABORERME - A1
LR L

4. AERUVAZICEET FE
BRIEIIN TR

5. BRERAIE
(1EERT—2/1\v5—
LR L

(2) ER PRI
1) BEgS Y

BEER T 9 12X L, 7/ S K 20mg, 40mg, 80mg % T A2 3 4 IS HUFIRE M L
TS, 20mg, 40mg 5 TIXONT O H MR &5 SR Ao 7228, 80mg 12 1
TIE 2 BITHAKEATRO HAv, A TER L, LER - IR - KR - 187 - BRI
OV THRIFL TN E R IIRRO DR o 7oy, 40mg, 80mg $ 5 THT 72 M E DK
TR LT,
1) AR OEBE N TWDANER O &I 60mg, 1 H 1[ETH D,

Vi



2) REH/RE "
fEEER A B 6 £lcxt L, 78 K40mg 2 1 A 1[0 5 A OEE LGSR, BMRE
WITRO N oTo, o, LEX - IR - KR - (E - SR S
o7z, 1 41T GOT EFANRD BT, KAl L ORPBURIIAHTH o7z, ZF OMERAR
BAEIC OV THFRL T R E REITERO bivigino T,

E) ARBOAR I N TWD HERKOHEIL 60mg, 1 H1[ETHD,

3)EBERAIZX T BFIRER
e A B 4 4027 Y8 2 R60mg, 7k I R40mg Z2FNFN 24121 B 1 [ERRO#
L, REZAE LT, FAIKRGHZDO 24 KRREIL, 7Y 1 F60mglE7 7€ I K 40mg
&S RRRIEM 2R Uiz, FIRERIE 1. 2 BRI L 0 50, %544 4 FEEEICE— 2
CELZTOBLRDON, TV R NI7 ek REVIEAORRRMAE -7,

(3) AERICIFRAR
1) il A &R E R EBROY
RERT VA | Skt RNC KB4 — 7 iR
ABEFR OO E, BEA, TTREA, FPREREEOZOMOBERICE Y 28
PEFAIE & 72 12 Z JRAE A 235880 DAL, FRAIF G232 & 58 67z & 804
7YV E X F40mg & 5\ 360mg A1 H 1Al (GEIEE OHIWr Ci ) 2/ 0
Behi Uiz, (FEIEANHIRS 5%, JREESRIKT 5 £ TRt d 52 & %
JEHIE U, EIRE O BB CHEERTRE L L7=,)
Aha s R, RPEME (Na, K. Cl) 725 ONTVRE, KE7Z & ORGHRIE
WOHERE & U 7o DERPEREAN CGERIUGE, TEEUGE, B U,
R, HEAR)
[&E5-EROAZE % (FI%0)]

PSES

BRIk

PFHIE

TV MRbEE

40mg/ H

60mg/ H

80mg/ H

120mg/ H

ARhaEs (B YELL )

81. 0%
(17/21)

85. 0%
(17/20)

65. 0%
(13/20)

61.5%
(8/13)

m AR, B

BEAPEL, TR, DEWN,
YO EH Mg K O FEE AL 3% (1/8061) THh 7273,
T2 2 L7 < ke 53 Al
LLEX Y ARFIOEKZ5E A RI60mg/ H &5 2 bk,

BETHoT.

B O R & fail S U7 JEF1E8. 8% (7/80441)
W95, O, BUN - MiFREE - M7 L7 F=

(R B,

b ik

TE) RBNIOAGREZ T D RhEE T zh &
ETHO ., AEAOHREIT 60mg,

TOMEERE (9 o e OoAR4)

-10.

1 H1ETH S,

BIVETRIE, BFIEE




2) FiHEHEHBROY
RERT VA | ZHRRIEFIC LD A —7 R
it ABEh ORI, FRE, DFRE, R MEEIES TR H 5 O IEIE A TR
BIVFIRAIRE 52358 &5 % Hi b BEsTH
- 7V 3 K60mg 21 1EFE O #5 Uiz, (FRESHEIES DT, JRREAS )R
THETIHREEFTHZ L 2FAIE L, EIREOHIKNC THERTREE LT-,)
ERSCEE KRR, RPEME (Na, K. C1), FEOEKIEIROHER R &%
ME L 7B CGEMIGE, hEEdcE, BEYGE, 1,
BhFHIE HAR)
B O B SRUGEE R OREIER RS LB e (XhdTHA.
AR, A B AF)
[BUEEE % (B0 ]
B EL, b 77. 2% (44/57)
RS EL L 38.6% (22/57)
(R % (B0 ]
., DAL 84. 2% (48/57)
o AR E 49. 1% (28/57)
BRI A E O 2138, 8% (5/571) (278D Hiv, MIFRELMED LA, AST -
ALT @ E5-. ifif Na O F23%-1. 8% (1/5741) , 1fiik K O FA33. 5% (2/57
f) TV BRI G- IEZ IR B8, 8% (1/5761) Th -7z,
PLEE D RANCIIT 560mg/ H #5029 03 g8 STz,

1) ARBNOEBEINTWDEERE IR RITOMERE (9 o it DAE) . BIEEE, s
JETH ., HEAOHEIZ60mg, 1 H1ETH S,

(4) BREERIABR

1) BIEREEAER
OFFFEMERBIZ L 27 Y X ORI ©

RERT VA v | SRR ILREIC & D EIEA(L  EE MBI RGEARR G . 7uk I )
ABEHR ORI BR, DRE, TFRBCTEIED 2 WIIEKNRD i, FIRA
PO IC L DIBEN LB L E 2 b D BE2046] (7 & 3 PG99, 7ut
I REGHE1056)
TV R60mg F7-1L7 2 I Fomg (BEOIREEIZL Y 7V 2 F120mg
BRI 1A F7olET7 vt X F80mg) Z1H 1EIFIAZICHANTHM®E kG Lz, (Fih
=AW LV EEHERE L7,
FIREXLOFREESITE D HE
ERUCER - TR CGEMdGE. THEEUGE. BEYGE, AL, BAEE
b, FEERE M, FWER)
A B 7oA B ABBERHE (Ze, BEORIWERREL, TEEORITERIEEL
HERRIEHSEH)
A A ETEETME (X THEH, 2RV EH, OXFH. Fbb e
HWZRD, RRHFFE LR, RV EFEFLI RN, b
HTHELL W)
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[ EIREHEIC L D BMRUGEE % (3130 ]
TR RELR | 7atvI NEERE
B UGEU 80. 4% (78/97) 69. 5% (73/105)
R ED E | 52.6% (51/97) 38. 1% (40/105)
[PRFTESHEICKL D EEGEERE % (Fl%) ]
TR RELRE | 7atv I NELRE
B UGEU 76.5% (75/98) 78. 4% (80/102)
R ED E | 60.2% (59/98) 53.9% (55/102)
[EREHEICLDLEE % (B ]
T NEER | Tubk I FERGE
LA 92.8% (90/97) 88. 6% (93/105)
[FRFTESHTEICLDERE % (B ]
T NEER | Tubk I FERGE
o g 90. 9% (90/99) 91.4% (96/105)
[EBREHECLDHRE % (B ]
T RELERE | 7uat I REGEE
0 F UL 79.4% (77/97) 65. 7% (69/105)
e AL | 49.5% (48/97) 37.1% (39/105)
[hRFESHTICEL2AERE % B ]
T RELRE | 7uatk I REGEE

0 F UL 74.5% (73/98) 77.5% (79/102)

N0 AHLLE | 58.2% (57/98) 52.9% (54/102)
7YX RGBT 2P REBSHIEIC X D EWEH K OEIRREED
BT, 9.1% (9/99%1) 1ZFRD BTz, ENIIED WAL 0% (1/99%1) T
B MIEREMED EA-235. 1% (65/9961) . M K DK 7234, 0% (4/9941)
BUN- i 7 L7 F =2 EFM1.0% (1/9961]) . AST « A1-P @ L5731, 0% (1/99
#l) THoT-,

@ 9 > MDA T 57 VI FORKENE©

ABRT A > | S ILEIC & 2 IEE R RGOl . 7 A% = 1Y)

s ABEF D 5 o M AREBRESH (7 & FEER210, 7 A X = N

HEE1A4)
R 1 7Y R60mg XX 7 A X = Rlmg Z1H 1[EEA%ZICTHBRORE LT,

EFRUCGERE - JRE - JRIPEME - IR, REL COBRIEIROEB G L
THEPERHIT GEIdGE, PaEEUeE, BESGE. L. B
: BIVE M OMRPR B AL i & M B L CABRE R (242, #EEED
RITERIZEH, PHEEORIEMIEER, ERLRIIEMIEHR)

D BRUGEE M O ZEE 2 G L CORMERHE (D TH,
AH, OXAH, R, AF)

SR

-12.




(= % (B ]

T REGEE | T A X = NRERE
BEUGEN |k 90. 5% (19/21) 92.9% (13/14)
AR sELL B | 76.2% (16/21) 71.4% (10/14)
[Zear % (FED ]
T REGREE | T A X = NRERE
LA 95. 0% (19/20) 92.9% (13/14)

R CHAE % (%) ]
T RELRE | 7 A X = REERE

H ML E 95.0% (19/20) 92.9% (13/14)
HHLLE 75.0% (15/20) 64.3% (9/14)

TV I FEGEREICEIT DEITERIZ. 5.0% (1/206]) 1C388 bz, LART

F O REIHREZEOE L. LIRUITED - @O SN REFTHD . &

Ly s EM-OFER DR 7o o G IR L 7Tz,

2) REMRER

ORWFE R IPRE) 7

BIES VI« JEK 2 1F 5 FEARAENENTFREZE JE 519151
S JFANE LCT7 V' 2 R40mg/ H £ 721360mg/ H %1 B 1A[F A HZ IR O &5
SEAMA L, B OIRRBIC X 0 B EIE LT,
OMUCGER  JRE, FE, K, RE, EHER EORARIER & OERR R A
AR OHERS 2B L COBRPERIM CERAdGE, TEEYGE, &
g, R, EBAb)
%A o ERRRAE O R BIEH ORE /G L CABRRE N (<
BhAHIE A WEORIER S HEL L 72 2 ke 523 nl e, & H 5
WIREZZT ZRIEHOHEL, Pl 2% 2RV EER
RIVEH o HBL)
A H E . SRECEEROLEEZRA L COEME CRME (X bo THH.
AH, OFH. BH, £F)
7Yt I N40~80mg/ H Z F 114 H 2 b A R329 H i G- LT, s
I R TOREFIC BV TEEREL ETh o7z, REMITRD T,
(RS FABRAEEIZ W TIIFERBIED LA IFE K DR T2 n3filzsi

720, WINHEIWEA & BN DEERIERIZBE L e~ 72, ARHEIXT
RTOIEFNZBNTROHE LU EThH o7z,

) AFOKRB SN T2 HELOHREIT 60mg, 1 H 1EITH S,

QR EAR (ZICHRE) ¥

T 2 WK 2558 B W AIRAIB G- 38 & B 2 b5 BIRERH 6

o B, ORBERFE 1B, FRRMEERIEERRE 1 BIOF T 4
- JFHIE LCTT7 Y& Fd0mg/ H £721360mg/ H DR O 52806 L, BE
ORI XV EEIER L7, 7o, B WIRIFSEME L& L,
PRRUGERE « JRE, IRPEMEIREE (Na, K, C1). /#E, (KEH LDk
IRIEAR DHERS 24 & U CORRPERIA CGEICE, AR,
BhACHIE B, R, EMb)

2o I ABPERIE (e, BEEORIWERIMEL TEEZORIMEM
HE 2 RIFH B
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A M O ARUGEE KR O RE R G L COBRMEHE (2o THM,

PAN
DRHE .
AIETVE . E. . )
7Yt 3 R40~180mg/ H % f 556 H [E 7 H i 469 H M 5 L7, SfxdE
o FE L TRE BTN b B EE L T o 7o, E - BIERIERD b ho

2o HAREZETOEFTOEHU ETH -T2,

E) AR ORI TV DIRE IR FI T OERIE (9 o ftE AR 4) . B, e
ETH., AEkOHAEIL60mg, 1 A 1ETHD,

(5)EBFE - fRRERIEER
HF. BRBICK DREORD SN ZEL KT D7V 8 I RoFHEORG?

PSES

60 Ll BT ABEH OBIED L T, BREIC K DEREOED b EH
14 45

BRI 1k

JFHIE LTCT7 Y& F60mg/ SO 28006 L. 4Bk L7-,
RN 7588 B 72 WA 13180mg/ H & Tt L 7=,

RHIE

BRUGEE  JRE, IO, (KEZR & ORI IR & ORI O
R 2 fe G U COB R GEMLGE, TR, BAEUGE,
AL, BB

7 4 I ARRZREIER L ORI RGE 2 & L CABRE RN (4,
BEEEORIEMZEER, TEEORIEMZ I, BEORIERZ )

A O K ERUEGEEROLEEEZRE L COERMERHE (& TAEHL
MDA SRAH. EBbbLEBERRV HFELIRY)

RCCE TR B LT 4% (10/1461) Th o7, ERRMR A%
WAL, MG K O T, MIGREEMED LH25457. 1% (1/1461) (25880 &
o, MG RGO EF BN G 2 ik Uiz, ReEIXZ4e L3l S e
B172385. 7% (12/1445)) T o7z, AMHFITO0FG HLLEATL. 4% (10/1441)
ThHol,

E) ARFOAB I N TWD HEROHEIL 60mg, 1 H1[ETHD,

(6)amrIER

1) EARERE (—REAKERE HECRARGEHRE ERAMELERE), HERFTERT
—AR—RRE, HERTRERABROAE

MR L

2) RBEHRE L TEETFTENABRRIFIERE L -FAE - HEBROME

A% L7

(7) 0t

ENERRR (—RERRBRE O EERRR) 0
IR HRRT 366 B1LCH5 U\ CAFID BRI AR S b ST, FHIEME B A xR & L “HEH
PERRERBR ORI, AFIOA FIMERTRD DV, F i REEREBRIC B T b AH O AR

RSV gyt

-14-



PRI

A BIE/ S A E Bl

fzh (b)

SV 52/85 61.2
iEREREAlH 58/128 45.3
JHF 1A v i 77/135 57.0
Z Dl 10/18 55.6
it 197/366 53.8

-15-




VI.

2

EMEEICHT HIEE

- REZHICEESH HELEMRITILEYEH
JrEIR BL¥=K TAX=F, bTEIFN
TR BEEO H LB ORBESUTIREFL, BFrOBEBFRLESZRT L L,

. EIEEH

(1) Ve FEREL - R
~A NI Fx—ik 7 VT T RAERICED  ERAEHEAL T UIREF EATIHINE B 2
Siviz 121,
TR RiE, BRI, EE LT LERES EATINCE T D Na, C1 OB Z il L, Fi
RERZFEB L (T h2, 49 v hW) , E7, JFLADHIERA ' (in vitro) HEEWH
bz,

(2) EshEEf T HHABRAE
1) JEEE T VT D FIRIEA

Dacidotic 7 v M g Walkalotic 7 v Mk AFIRIEHWS

Wistar REEMET v M7 CE= T AITERBET NI v LA2ROKE LT
acidotic 7 v MK TF alkalotic 7 v h (1#£10~12JL) 2, & FT7 Y &I K20, 40,
80mg/kg Z#E A& G L CTRE, IRECMEEME ZHE L, FIURIEH 2 FIEE & thigish
At L7c, ZORER, 7YX F40, 80mg/kg HEHECIBWVTIREKR OIRF~DEMEE
M DOBEMAFED Bl

QAMEARET v N Wnephritic T v MIxd 2 FRIERS D

AL KR E AV CAMEB R 22 A S 87 Wistar RIEMET » b (IBESID) (2, Hak
T7 & F40, 80, 160, 320mg/kg Z##EM#H LT, K&, JRPEMESEHE L,
FUPRAE ] 2 et HRE & Ll L7z, 2 ORER. 7Y 8 I FREGBETIIREBRORF~D
BEAEYEOEMA RO bz, o, H17 v NE U FiMiE4 H T nephritic 24
B SHT Wistar REEMET > b (IFF140L) (KR T TT Y 2 X K40, 80mg/kg Z#% A%
B LT, R&E, RPEMEELRE L, FURIE 2 0 BRE & LR L7z, £ OfER,
7Y I REGHECIIREL DR F~OEMRE PRI OEEIN R iz,

@UUHFEALRFIFEE 7 > MR 2 FIRIER

DU bR 3 2 I CAaVEATIE E 2 25 S8 72 Wistar RIEMET » b (IBE6~1108) K OME
PERFIRE 2 00 S 7 Wistar RBEMET » b (LEELOPL) (2, 7 Y& X K40, 80mg/kg %
OB (B R, B FHERT) LT, RE, REOMIEEMESEZHE L.,
FUPRAE ] 2 6t HRAE & Ol L7z, 2 ORER. 7Y 8 I FRGBETIIRERORF~D
Na'J O} CL B DB 3 E8 60 BTz,

OIFIER 3 bR 7 > Mg 2 FIRER
s 2 A 70% HH UAFFSRE 2 I T S8 72 Wistar SREEMET » b (IBELOPE) Z W, HR T
TT7 Y& F80mg/kg Z#E A5 LT, RE, REAOMIEEMRE ZHE L, FIREHZ
KTHERRE L LSRR Lz, ZORR, 7Y% 2 FERERETIIREBEORMMNRD bz,

-16-



ORI 7 » Mzt 2FRIER
Streptozotocin % N TRAMERIRE R 2 A S 87 Wistar SREEMET »~ b (1HE8~10JK)
K OVEVERBE R & 25 & W72 Wistar REEMEZ » b (IBE10PE) &2 v, FER T TT
Y& X F40, 80mg/kg ZftH#H- LT, JR&E., IREOMIGEMEEFZHE L. FIRIEH
TRt RARE & e RE L7, ZORER, 7Y 8 I REGHCIIHEKRFEDOH 5 R EL
JR A~ O EFFE YR OB ATRD B iz,

@®@®IMEZ v Moxkd 2 FIRIEM
B g A i H 1% 1T deoxycorticosterone acetate (DOCA) |2 XV &I+ 2 & & W72
DOCA-salt w7 > b (L#F120L) ROEARRIESMET » b (THESIL) Z v, R
TT7 Y& R40, 80mg/kg #fEAHKELG LT, RELOIRTEMEZME L, FIREM
Xt BREE & R LT, T ORER, 7Y 2 NERGRETITR ER QYR A~ B ML HE
MOEEMATED iz,
2) PUEEER®
Wistar 527 v b (1#F4~18PL) |27 V' I R20~300mg/keg Z#% A5 LT, EHliE FEiE
PEINHIEN, SRR R B G B ITERIEIE RN O o MR IE S I
RE ORI T DERICOW TG Lo, ZORER. FIRIEMIC X 2 KN K 5 S
WDER L7 & EB 2 b D “IRIZRHUFIEE- RO B, RS, BITRIE, 5 - W,
RGNk L CHURIEE R 238D T,

(3) fEAEIRERRA - Frihsfd]

AR ANIZT Y & 40mg/ H, 5 HRELEFAR O G L7ofER, 1 RpRICANICRIRER 2358
WL, M E CRii Lz Y,

PRI Y 2 X F& 60mg/ B, 7 H R RERE O # G L7k 12 B £ TRIRIEM 23R e L

-~ 6)
— o
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i)
o

VI. EMBEICET SRR

[

1. MPEEDHR
(1) AEEEDGTOLDEE Y
9 20ng/mL LHEER SN D

(2)EGRREBR CHRE SN~ MpRE
7YX R 30mg £7213 60mg & 6 44 DREFERR A BIEIC 7 v A A — =R LD B%EERE O &
H U, mAER7 2 FREZE L, BmRERIZ, 85 1. 20 3, 4, 5, 7. 9, 12, 24
Refite & L, @ik n~ 797 4 —lc X0 7 & 3 RREEZRIE L,

(ng/mL)
500 ~
HREAE  VORAF—N—%
ORI EBEHEABF6A
B’EAE: 7YEI K 60mg Xk,
= e 7Y+ K 30mg &0
w00 @—@ 7/t k6img "5

A—A 7V+3 F30mg

Mean=+S. E.

300

200

T [ A R B =

100

s e S —— — | wEEmnRE

0
0 4 8 12 24
(h
(3) L
MR L

(4)BE - tHEODEE
[VIL. 7. fHEAEH | OESM

2. EWERERINT A4
(1) T A%

PR L

(2) RULEE EH
MM ER L

-18.



(3)BLEEEHY
0.259+0.013(h" ') [FEEERABME64. 7> &I R 40mg HAlEES (B&O) ]
0.290+0.030(h™ ) [fEEEMAEME64 ., 7Y &I F40mg/H. 5 HAMEmHES (0) ]

(4)YH)F752oR
<HE HEANT—H>
CLioe : 0.089(L/h/kg) [HEFERR A BN 20 4. 7 & 3 K 20mg BEIEEE (87F) ]

(B) kY
<& HNEANT—H >
19.43 (L) [fEFEMABME204 ., 7% 3 F 20mg Hnl# 5 (FiE) ]

(6)Z Dt
AR L

3. BEE REalL—a>) @i
(1) BBHT 3%
AR L

(2)/85 A— 4 EHER
LR L

4. RN
A EE R L
<BE @WRBRT—4% UTX AX, Ty >
@ ifi R 2
B SELE TR, XTT V2 FE 10mg/kg FEOFE L7z & & O f s i o i B )
R (Tmax) (X, T2 AW, 2RI CH Y | U FOMEIERIUTID 01 THDH Z &

DR S LT,
#OKs
(pg/mL)
O : 4% 10 Omg/kg (n=6)
0.8 4 —-A— A4 X 10.0mg/kg (n=4)

0.6

=

0.4

& oEE B

0.2

0

T T T T T T T T
1.0 20 3.0 5.0 7.0 9.0 12.0 24.0 Time (h)

THXROA XTBIT 57 V& I MREEZOME SR E
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@y
v bOHE, +HE, MG (B . TEOSE) ROREBOSTMOmmEREE L, 7
X FEEAL, IR N3 & A S O FAF M 2 JIE L, IR 2R 7z,
7 X ROHRE D ORI

o e e = (%)

WAL
1 (h) 3 (h)

A 27.1 —
5 16.3 20. 6
/N B3R 26. 4 27.2
NG 6.6 21.9
/NG T 10.9 26.6
fo B 20. 4 20. 2 (n=5~12)

@ /51T 1E B =
UC-7 VI NEEHZDT v b OETIBHZRO T v O+ ZIBENICER S L, 0% 24
fH E TITR K ONEVF R HR S 7o U BE OFIG 2 HIE L7z fE . B G-ED 18%A3 R, 14%
DR HICHRE S 7 2 & b | B R APEE S U7 RE O 1/3 XIS D 2 &R

XN,
5. o
(1) M7 —Hii B P @l 1 2
P-4 A

<BE . BWEBRT—% Tv >
Wistar REEMET » M2 MC-7 Y& 2 K 20mg/kg BLERE O£ 5 U 7=/ 1 BRERIZ IS RIMIZ ik
HREN DT MMGERD =N, ENLIBRIIMHERALL T TH -7,

(2) M &—Rs &R Y E A Y

BRI L

<% . BT —% T h>

TR 18 H B @ Wistar RMEMET >~ M2 MC-7 Y& I R 20mg/kg % H[AIRE O 5% 2 LY 10
Ref Cld, 72, IRER K OB AE ST RBIR FE 0D 22~6T7% 03388 L7223, SFRK K OME
FIINTNG AT ThH o7, 24 FEEITIZ. K, AR OF 5 23 i m T RE iR AL 0D 26~
3T UTe, Fio, IRHIIMHRALL T TH D | BRIFISITE 514 10 RERHE & [RFREE DR
RENFEO b,

(3)FiA~DFBATHE 2V
MR L
<% . @pRT—% Jv >
R D Wistar REEMET » M2 MC-7 V& 2 K 20mg/kg #% N $¢ 55 O AL PRI 3
NOFERIZBWTHRHENT, 78 RBIHFICBIT LI WEDTH S Z L5
M7,

-20-



(4) BB DB
R L

(5) Z Dt DB~ DT >
EERR L
<% PRI —5 JFvh>
Wistar SRIEMED » BIC MC-7 Y& X K 20mg/ke Z H[AlRE Qb L2RER, &G4 1 KO
H /NG OTHALE PN 2 RN T IR BE 1, IBEEP I bR > BT > it > i OJIE T &
V. ZOMOEZITHESREN T L A ERD BN D T2,

HUC-7 V& I ROz G (7> 1)

FHREPIEIE (u g eq.of 7Y &3 F/g or nL, n=3)

1 (h) 4 (h) 10 (h) 24 (h) 120 (h)

i 4% 0.21£0.07 | 0.18%0.04 | 0.23%+0.09 | 0.03=0.00 n. d.

& 0.16+0.06 | 0.17+0.02 | 0.18%0.05 | 0.03%0.00 n.d

K 0.03=+0. 01 n. d. n. d. n. d. n. d
il 1.244+0.10 | 2.35+0.24 | 1.86+0.10 | 0.64+0.01 | 0.13+0.01
B e 0.88+0.04 | 1.57+0.17 | 1.84%0.29 | 0.76+0.04 | 0.18%0.01

H 26.88+8.31 | 6.09%0.70 | 0.74%+0.44 | 0.04=%0.02 n.d

AN 17.54+8.86 |27.88+24.99 | 1.19%0.48 | 0.03%0.01 n. d.
NI 4.68+4.45 | 3.71%£3.26 | 8.71%+1.30 | 0.33£0.05 | 0.03=%0.01

s 7.02+6.49 | 2.06+0.21 | 0.80=%0.10 n. d. n. d

FIE SN 0.09+0.01 | 0.13+0.08 | 0.04+0.01 n. d. n. d.

) 0.02+0.01 | 0.03+0.00 | 0.03%0.01 | 0.01%0.00 n.d
(Mean=S.E.)

(6)MREAHKEEE >
MBI L
<EBZE . in vitro>
4%BSA 7 UARMEMIE T VT X A LT, BIR EOFR T D ATt EOm W T, 7Yk
2 RICHTDEAMAFR~OREBERF Lz, 7Y & N0y g/ml) HITOREEGRIL,
98.8% ChH o712, BMAMAROBmWEYN LG T HHE. 78 REGRITIK T 56

ml& s LTz,
TV X FOEBARE I RIT Tt oo 58
AT 7Y EI FOREEE (%)
A RAX 10 g/m) 88.9+1.5
7 A v U »(0ug/ml) 94.0+1. 1
T =7 &Y (10 g/ml) 95.3+0.8
Moy 7 % I RA0ug/mL) 93.1*+1.5
suaLru~v (10 ug/mL) 95.1+1.1

(Mean=*S.E., n=3)
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6.
(1) BB R AL BB R 20
FITE TR S AL, ERREHITRO LB Th D,
1) BLROB T = A b iR (M-1)
2)7VEI RO VT a U EEEAR (M-8)
) TH Tz INRBEOT ) v AR (M-3)
t R ORPHDIIM-1, M-8 TH -7z,

1 _NH-CH,~g 1 NH,
- - -
HZN-OZS©\<N i HN-0,S N-N + [[S]]\CHO
N-n o M N-N
H . H
2) N [L_J]
S+~ COOH
COOH N-N
0 (IN-0,5 Il
N-N
Q i S~ CONH-CH,~COOH
M-8 -3

(2) RBICEET 2BR P % OHTHE H5E
WA L

(3) NEEBHROERRVEOEE
AR L

(4) RBUOEEOERRUTEIEL, FAELE
AR L

7. Het
(1) Bt B4 B R »°
BEERREATNE 5 4127 V7 X R 60mg R AHF G Lz b & &5 48 FFff: £ CTOIRFHRIERIX
4%, $5- 72 FifEliR £ TOREPHRIERIT 1% Th - 72,

(2) Hrift s
TVIL 7. (1) PEFBAL R ONRERS | DIEZ

(3) HEithRE
TVIL 7. (1) PEFBAL K OIS | OIS

8. h5URK—5—IZBT HIEH
PR L

9. BNZHFICLKBBESR
BRI L
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10.

11.

HEOEREET HB%
BB L

Z 0kt
PG R L
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VI ¥£% (EALOIESF) 1Y SHEHE

ERNBEFNDER
E I TR0

R

I

)

2. BERHNRLEZTDER

225 (ROBHIZITHBELEWNI &)

2.1 BIROBHE [KHNONEPHFFTE 20, ]

2.2 IFEEEO R [9.3.1 ZH]

2.3 RIRHFOFT MY DA Y T AR LMD LWL EF [BRERTY AR TBEAN
Ho,1 [11.1.1 BH]]

2.4 7 AT Ly UREBIEARFI (BB T DK ZIRIC X D KRBR) &b o B [10.1
Z ]

2.5 ANVT 57 2 ReFEKRIZKR UiBUE OBEEIRE D & 2 g

(fia5)

2. 1 FIIROFEBNENTZD , BELBRNZ EDRH D,

2.4 THMHIZH T H2HMSIRIC X DEEHIR ] 23R L L TURRINZT AES LV
R K T OFEHIC RS B LT,

2.5 AT 47 X NFEEROEGIZEY | IWBIEDOBEEO & 5 BF Tl H5ICLYF
OSEBUE % &2 = 3 fEMRIER S 5,

3. MERIIMRICEET 5FE L ZTNDER
BREINL TN

4. RERVHEICHAET 5FELZTDER
BRESNL TN

5. EELGERMIE L ETDEH

8. EELERMIE

8.1 AFNDORRHRITEIICHEDND Z LD DD T, BHFERE . PKICHIEEL, V&
NoEEZBLT, RAICHET L 2L,

8.2 M 556 EMERE RO LOND ZENHLDOTEMMICHAEZIT) 2L, [11.1.15
M

8. 3 WH DR ENFFIC MR BATIE, KEOPERZRET D72, FRITICHREGT D2 ENEE
Luy,

(Fin)

8. 1 AFDIHWET T AKX VEMREOPM TH 5, BEDORIEIZ L > TRIRZIEDBZHICH S
bNDZENHDLDOTEREDKELALRDLVEL YRGS D,
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2. HHER

(1) BRI 5 =R E 2
<A, Ty MEORTHFIZEIT D LDso(mg/kg) 1T D Y THHo T2,
7 X RO LDsofE (95%(FFAIX ) : mg/kg

ey KT JEIEPN IR
dd % o' | 6418(5568~7397) | 799(758~842) | 562(506~625) | 138(125~152)
<A @ | 6350(5735~7030) | 762(731~794) | 602(542~669) | 146(134~159)
Wistar & | o | 2746(2384~3164) | 589(543~638) | 316(286~350) | 252(237~269)
7 b @ | 2545(2239~2893) | 639(571~715) | 287(258~320) | 260(243~279)
HARBEGHE | 0| 319( 238~ 426) 155 ( 96~250)
vHE | Q| 282( 194~ 410) o o 130 ( 95~177)

Litchfield & Wilcoxon i

(2) RERGEEHRR Y

Z v b (40~640mg/kg/H) ., A4 X (20~120mg/kg/ H) (23T D BMEFH M2 8 K OV S<Hh
FEIIKROLEBY ThoT-, 2B, PTHECOBLIIREKIZLIVEETLI LD TH -7,

bR 71k FlSa7 55y R f R
Z v b5 REE R 135 40mg/kg/ H 160mg/kg/ H
A X133 fEE ek 1 e 5- 20mg/kg/ H ATl 80mg/kg/ H

7w b (10~707Tmg/kg/H) . A X (5~80mg/kg/ H) Z35\F % mME ) e B I OVl FEh 7

BIIRO LEEBY TH o7,
BRI Fils Ao L
Z v 26 fEE KRR 1 B G- 10mg/kg/ H 84mg/kg/ H
A X 2630 fEEGHRE 1 3 5 5mg/keg/ H 80mg/kg/ H
(3)E=EHHER
BRI L
(4) BNARMERER
BRI L
(5) EEHEFMEER ©°0
Z v MEAFEGITERT DUEURAT M ORI B 5388k (Seg. 1), 7 v b « v U AKX HF
BT DB TR ERER (Seg. 1), 7 v MBS 5 JEFEM K O A 53885 (Seg. )
IZBWTEEIY N YFIZHO W TOEREE I TRD LB ThoT-,
s
BRI 15 -
BlEh ¥
_ I 30mg/kg/ H 10mg/kg/ B
Seg. 1 7w b N .
? 90mg/kg/ H LA I 90mg/kg/ H LA I
B 30mg/kg/ H (J61F)
AN 30mg/k
- 7 ne/ke/ H 90mg/ke/ H EHTET)
& -2 200mg/ke/ H LLF %9 200mg/kg/ H
A 0. 7Tmg/kg/ H 0. 7mg/kg/ H
Seg. Il v b 30mg/kg/ H 90mg/kg/ H LA I
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