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9. BHitE
AT kY ILEE 125mg. AT~ JLEE 25mg
(J715) sl s aBRyE s 2 1B LV R & 1T 9,
el - [EldEREL 5y 50 [ElER
ARERE 7K 900mL
(FE5R) 30 7RI OEE N 5% L, FIZH AT .

A7 LR 5%
(FIE) JRo L s HRBRIE S 2 RIS KRB & 1T 0,
ESUSNCIL T2 i i (R EIL TS
ARBE 7k 900mL
(FE5R) 15 /I OEE D 85%LL FIZH AT 2.

10. BH-AE

(1) FRNRELGERZ -, NENEHREER AT H1E8
MR L

(2) a%
(#E 12.5mg)
100 &£ [10 8 (PTP) x10, Hz&HIAY ]
500 #& [10 #& (PTP) x50, FZMEEAIA D]
1000 #& [10 & (PTP) x100, HZMAIAD ]
1000 & [# 7 2R, T, Ho#EAIAD ]
(BE 25mg)
100 &£ [10 8 (PTP) x10, Hz&HIAY ]
500 #& [10 #& (PTP) x50, FZMEEAIA D]
500 #& [H 7 A, /NT . HEEEFIAY ]
(HIRE 5%)
100g [#7 A () . NT | HERAIAD ]

() FlREE
L7
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V. RF|CBII HIEE

¢4) BHEOMEHE
R PTP: R T mbE Ly 7 4L A TAI=ULHE
o BEAATT A, T XXy T
Mk O BT A, ERFy v

1. FZERHEShLIEME

A LR

12. £k

A LR

12



V. ARICEATSIEE

1. ZEEXR(THIR
O A e 4 & M 5
OBMEmEE
OB I &t i F i

OBHEMmE

2. REEX(IENRICEIETHIRE

BRESN TV

3. RERUVHAR

(1) RERUVAEOREHR
WE . RAIZ 1 H 37.5~7bmg & 3 [FNZHEIRE A& G T 5, Fiin, SERICK D EEHERT 5,
B, BIEFNICHE VTS 1 HEKRE G &L 1560mg £ TET 5,

() RBERUVAROHRTERER R
ARAN OB GIEE, BRARRER CIXME SIS Ul SOTMmsiE A A Sh Tl | #5015k
X1 H 3RBEGHIN 84% L Fx b ZnoicZ L, 3RIGEIFRE & Lz, RMEGREE &
BEREGHCTIER FICAEAITFRO LN TE LT, MIERHNZ OV TITFRHITEIE L TR0,

4. RERUVARICEETHIE

BRESN TV

. ERERHR

(1) BERT—2/1\vr—2
M L

(2) ERPRZEERER
% N 14 4 TR D Stepl 775 Stepd £ TOH 1 #HER A 1T > 7=, Stepl TlX 25mg, 50mg &
HUMT 100mg & 1 H 1 E#EEOEEE, Step2 TIiE 1[0 50mg % 1 H 3 BIFE AL, Stepd Ti
ABERHE A T2 18] 25mg, 50mg., 100mg % 1 H 3 [E& 5 2 BT > D& 6 B B O#iHE#g:
Bh (77 eREEHE O _HERKE) & L, ZORER, FFT & BIVERSCH AR R A
FEIERE D BALT | MUEITIXEREE 22 TR A 23 DT 03  ODABUSIF LR B B e o T,
LU, MAEL =GR 2 NEZ R L, MET7 L RATa SREFH O NRIKTEZRL
oo o, TNUHOEMITHRKFEN ThH o7z,

5

) RENOAKRBENTWSHELOHEE L@, A 1A 37.5~7smg % 3 [/ EIRE O S4 5, Fik,
JERIC X VBT T 2, 2B, BEMICBWVWTH 1 BRAKSEIF 150mg £ TET5, | THD,
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V. aRICEAYSIEE

() AERCEFRERER
ASREVE B IfLEAE 193 Bl % 6512, Fed) 1 H & 37.5mg 2 HEGHB L, BERICL > T2~
4 AT U, Aol 1 H & 150mg £ TORE (74 61) & &4 1 A& 75mg b RGHMA L.
FIRRIC MBI L W i 1 HE 300mg £ CHEE L7-RE (119 61) (245 1), 1BmIM 4 12 B &
L7ofES. 1 H & 37.56~T75mg TERRINC 53 e BEERN R G DA B B2 1% 87.5 225 T5mg
TEHTH o727, 150mg ~DEELNRIZH SN Thrinorlz D,
H) AREIOAEBEI N TS FEROHEIT @, BAIZ 1 H 837.5~7bmg % 3 [ENZAER O L35, Fi,
RIS X 0 EERIRT 5. Ards, EEGICHVLTS 1 BRKH G RIT 150mg £ T2, | Tho,
(4) HRAERIEAER
1) BAIEREER
OEMNE I 18R
BE « PEEAREME S M E R T4 Bl 2RI, 12 8l 7"~ 7 U Vg4 Bk G (115 37.5
~50mg/H . 1 H 3 [a) L7=kiH, MMl 22 B2 < BESR (FREERFIEHFEMFEIE) 13,
67.3% (35/52 fiil) Th-7-, IMEHRBBBEIZ, BMAIERD 12.2% (974 #]) THY | i
IRRAEERE IR o Te, B BMBEEROBIERIL, 382 XULZ S 2.7% (2/74
Bil) Toolz, BRIE « FEIEARRRNE R MEBE 27 258, 128807 b7 Y vgE (118
37.5~50mg/H. 1 H 3 [\ #F7 ¥ FRFREEAE OFREG LRk, Mol 2 61 2B
<KEESR (FREAEAEHIFIE) X, 80.0% (20/25 ) Th -7z, RIEH (HMRER) o
FHUBELIL 11.1% (327 #) TH Y BEKORZ S FE, B, LK% 3.7% (1/27 #]) T
bol-, BFRREMEFIIRD N7 D,
#1) TR SFIME (-13mmHg PLF) &7z 34546
QENEMMAE (7075 / 0—LEzMBE LEZETHREERR)
BRI » RSB ACREME 5 LR 349 Bl A )T UC 12 /M2 7~ 77V LEE 1 [H] 12.5mg, 25mg,
37.5mg (B 7 N7 VAR Xix7 v 7T ) v—/LEE 1 [ 20mg, 30mg, 40mg (Fn 77 )/
m—/LRE) & 1 H 3B, ROkE LR, BRIMI 25 B2 bR < BER (T REFEBe2E
Bk &, AT BTV IEET 63% (99/157 ) . m 7T J m—LRET 49% (81/167 1) T
b, MEEMICAEEELZRDT,
A7 T UNEEZRT HRIER (BfTEEEIR) OFBMEIL 4% (6/157 #) TH Y | 3% 2%
(3/157 f5) . & D ¥E 1% (21167 #i) Th o7z, HKMAMEET T 3% (4/157 fil) (27D S
ni- 2,
#1) A7 N T VAR B 2 BB 5 E2ETT
#2) K& : FHME (-13mmHg 2L E) 273548, H5 0T FREE* Th > Th 150/90mmHg A
WZREE LA
#3) FREBA  FME (~TmmHg DUE) & T4

) ARFIOEGBEI N TS AELORHEIL @, A1 H 37.5~7omg % 3 I pHIRk OG54 25, F
L RIS X W EEEIE T S, ek, EEAICENTS 1 iR RES5 81T 150mg £ TET5,] T D,
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V. ARICEATSIEE

2) REMHER
—ARERPREER
RH 1FLL) H5HOMmMEHTE
Az VEL EIchlz . BERE UIERNT 225 1T (55 89 Fllk 2400 L) | 2k
A N FRIEAREME = fUESE 134 6, EEARRME S IEE 19 F, BEMEm E 13 F1], B
MEAE 23 (1], B 45 i B E 33 1], Z Ofh o m il ESE 3 3] (L= pEANRE, 7 v
UEGRE, IRBEEMEEME) Tholo, ML EIZOWTEMIRE OL 2K OMED
AEEEBRR LA R, BRERDRIT 82%IC3R 0 DAL, KE LB 2 BRI 7 v #E
FFLTEY, #EHEL 1L LT 37.5mg~75mg/H OHFIHN T, Mm% Km4 2 L5 7%
FELWHEEF S 2 < BWERORBUL 225 B4 13 F1 (R 1161 ; 4.9%., 25 141 ;
0.4%., H LG 16 (ZAHD, BERX58% Th-o7z, iz, BHWEHE LTHEEIND
FELVERARAEEREFILR, FkbGP 2T 513 8O EE R REF O HBLITR
LR T,
(5) BE-REAHER
MEE R L
(6) BfRRIfEF
1) FERARERE(—RERFRERE FEERRERE, ERAMBELRAT), ®
ERFERT —AR—RAE, ERTERERERONE
M LR
2) BRBFULLTERFEOHNBRIIERAELI-FAE-HEROBE
FY L7
(7) EDit
1) ENEIRARR (ERSSTUENBE LEEBEALLERER)
EE%EEE%%%%%’ﬁfijnﬂ7Mg~w%gm(ﬁfthwﬁ)&tFﬁi
T2 60mg~200mg/H (b K77 VU 8) 12K D EMEA(ialin g I8 U7/ 5, AHE
A7 ST UARET 87% (T4/8541) . & KT 7 U FET 43% (35/81 f]) & AHIDA HIMED
B,
7 N TV ABRIZEB W TRIVER X 5.9% (5/85 i) IZFBL L, 3695+ & 5 FEN 3.5% (3/85 Hi))
ElRHELIRBOBNT Y,
2) —hRERERELER
A7 N7 U NO—RERRBRIE 39 fisk. #IEF] 1,013 51 oo £HE & M ERE B 2 5t 51T
M%%@5%*%WW@%@<QHW;waﬁ%ﬂmﬁﬁbﬂﬁ%WW@%ﬁﬁﬁw
[CREEZDRAGED SiTe, BRRBERE OB EIIROML Th 5 14712,
¥R B B 2 5
#% « FPAE OO ASREME & ILEE C 67.5% (361/603 f5) . EEEASHEME: = ifJEAE T 86.7% (85/98
) . EMEEIE T 90.2% (46/51 #1) . BPES MESE T 80.1% (113/145 f51]) . & i & &

15



aRICEYAEE

M ESESE T 79.0% (83/105 #) . & O & MLESE T 54.5% (6/11 fil) & 7= Azh=R
BEHNT,

BIERIE 18.5% (137/1,013 #]) (ZA 64, EREIEMITHRE (4.2%). £ 28 (3.7%).
FEEL (1.0%) . DFEV (0.9%). - 18 (0.8%). 5D (0.7%) . WIEE (0.7%)
Thol,

B 7 NV OVEEE Al E ORI OBEZEIL, BMEESICENTH T1.3% LT <
PRGBS, Al E OB TIX 76.0% & & HICEHROBETRMN A2 H LT,
@t O F A% & Rl

AREMES M CIX LAIDFANIZE A L& B, BFRANET 7 ¥ RRFREER RS2
Mofo, —J, BIE - ZRVMERIMEE TIX 2, 3 AIEZHOFHNZL . F7 ¥ RRFIRKEE
Al L—TRIRA, BEBAL A F v RAUKFIY, A PRIEASME A S vz,
@1 H# 58 L B3

HIERFO & & BFEDRE ORI, FCA TR, B HETHlEREEDRPEG L
i,

16



VI.

\

EEEICEHTHIER

1. EEPRICEEHIELEMRIILEME
T VKT oy UEREHEINER (XTI NERE, =T TV~ LA VB, TR
UNSRERYE, 772V, T YNGR, IV AR, 7T T YRR, T
YRIZTIU N, XRFRTUANERE, XV RTI LTI Uy T LK)

EE : BEOH LA DOMEE - DIRFT, EHORMNCEEZSZRT L2 L,

2. FEEER
(1) fERASL-ERRF
AT NTINET T o EREBER IR LT, 7o UF T o MDA EMA D Z
IRV REEMAEZILEL T, BRERMLERSE TP CREFEREZH b LRI, TR
AT R OGWEMA, BEOF M) U LAPRMIERZ & 5T,
(2) EDEEFTITHRABRAE

1

2)

T UTHT UL UEREERINGIER

AT NT VT RMT o OFT o U EREREAIE L, O 50%HERE (ICs i)
1% 23nM Th o7, HERRNTIFEEGHTHY . HEEH (Kiff) (£ 1.7mM Tho7z 13, %
7oy BRI T » S COA T R T VL 0.1~1mglkg ORFOEGIZED, 7oA T 1k
WRNEEEZ L 2 fE EF 26T 25 2 AL TWSD (EDso : 0.17Tmg/kg) 19,
R E1E

EMLEBARIIET » FTOH T 7 UL 0.83~100mglkg/ H OF O #5., KO BB ML
PEEIMET » R TO 1~30mg/kg/H OFE O EGIZ L0 MJFIX FEE LA, IER 7~ holfl
JEIZ T B % KX S 7e o7 19,

TRMEBmMEESLET » Mo N7 U VA 30mg/kg/H. 6 » A REGHE O BE L2
B BBEREEDRENG O, WEEMEITA Uo7z 17, £i2, i 5% ICRE L T hin
JEIEZH ED LR DTIET T, U RBIRIIA LN -T2 16,
ELEFSRIIET »~ M7 N7V V% 10 & 5\ 30mg/kg/ B, 6 B FERRE 08 E Lz
FEEL RIS UM o F R K OU B O KA 2 b v, AR HIEU IR LT3,
DHABICIIAE R OEIA DN oTz, Fo, MER TR S e i &2 jdb S5 2 &
T2 < WIS - LR A A EICHInN S 7 10,

EILEHRIIET v M7 N7V L% 100mgkg/H. 6 » ARGEGRO#%E L, LEREIC
xR EE R LR, DEEOBDPIMEZ(LEWITLCGEZ Y, EmILEIC L2008
ROPWESI N1, iz, BB DEESENEZ » M7 87U V% 30mglkg/H., 9 #
H R G- U, EFRA~OBE L BT fER, BRER & WAT L IEmZh RO b

7= 16,19)

(3) 1SR R - it B
MM ER e L

17



VI. EMENREICREI HIEHE

1.

meREOHTS
(1) ARLEDGOLPEE
MR L
Q) BRABRCHERESA -OPEE
1) BEMAICHT 55
DEEES
fEBERR A B 5 Bl A 1 1A 50mg % A&RICE 045 L, HPLC IEIC kv n 7 R 7 UL
O 1L FE D HERS A et Lz, 2 Ok S AR 1 B 545 0 M RIN S L, B 5% 0.68
B ] 16 L 9 S 479ng/mL T EE L, LS M B o/ s ke L7 20,

(ng/mL)

400

300 r

(Mean=*S.D., n=5)

200

BETE

100 r

$e 5% (hr)

AT~ 50mg 5 (BRE) BROMmMAPRELKREHRS

RYMBE/NS A -5

Ka Kel tie Crmax Trmax Lag AUCo-»
(hr?) (hr?) (hr) (ng/mL) (hr) (hr) (hr*ng/mL)
5.0x0.3 1.6X=0.1 0.43+0.02 479165 0.68£0.02 | 0.36x0.04 510290
(Mean*S.E., n=5)

Ka : WRIGH B EHL Trmax = 5 e I HH 5 5 B 2 IRF ]

Kel : HEH# R E 5L Lag : Lag Time

tue  ZEWDTFHIHEEI AUC - i Hr i EEdh#R T i A e

Crmax © He e ML H R

18



VI. E¥MENREICREI HIEHE

<BEZ: HNBEAT—2>

R A B 10 112 358-4 7 - 7 U )L 100mg % ZEfE RS O B G- U 72354 O 1 FP e il RE

(2% Tmax 1% 1.05+0.08 FEfi] (Mean=+S.E.) . Cmax % 1.58+0.09 1z g/mL (Mean=*+

SE) ThY (W7 NTUNME) | BEgootra~ o7 4 —I2 XV RDIZREN

K77 K 7 U LD Trmax 13 0.93£0.08 FF[#], Cmax (X 0.8£0.076 u g/mL ToH -7z 20,

) AANOERIN TV HIEROHET DEF. AL 1 H 37.56~756mg % 3 FIZHEIRA#KET 5,
R, JERIC Z 0 EEET 5, Ak, BEEFICEOTH 1 ARk R 150mg £ TET5, |
Thb,

QEE THEREIKRSE

<BEZ: NBEAT—E>

i 65~176 % DWEFERRLA B 12 Bl AH] 100mg % 1 [AIZEfFRAR OB G- L7286 o1

IREEOHERE 22 GC/MS VEIZ X 0 ET Lot 2R, REMED 7 F 7 U v (2fL) @ Tmax 13 1.0

+0.1 hr (Mean=S.E.) | Cmax!Z 803£67 ng/mL (Mean*S.E.) TH v, MiEFoR

AR &AM DA FHE Tmax 28 1.4+20.2hr (Mean*=S.E.) | Cmax 2’ 3448+196 ng /mL

(Mean+S.E.) TH o7 22,

) AFOFB SN TODHEROH &L, T@E, AIZ 1 H 37.5~75mg % 3 FIZHERO#K G-
%, FlinERIC X VEEIIT 2, Rk, BEMICB LTS 1 ARAH G IT 150mg £TLT 5, |
Th b,

2) BMEFEBREICEITHRE
OHEI®ZS

B HE IE O A AR EME & R RE R T ) (M2 V7 F = 0.7~1.3mg/dL., F¥)

1.1mg/dL) L EMERARE2EE 76 (IE2 L7 F = fH 3.6~7.8mg/dL, *¥-¥J 6.3mg/dL)

wRIGEE LT, ARHF 1 R O &G OREEM: & MEAE LS : 50mg, BIER A2 HEE : 25mg)

B OMPIREDOHERB ZMET Lz, ZORR, WS b 1 R8s i i B 4 0E

(RREME B ML EE R ¢ 179.3ng/mL, BB A2 B2 : 80.7ng/mL) &/~ L., ZOHARE

PEr I EE B EECIE, 6 BRI 1213 9.8ng/mL (A fED 5.5%) & EHICHED Lz, —

Ui, BYHEEASBEERCTIXZOBROBEITELE L, 6 FHE#% TH 22.1ng/mL (GEED

27.3%) LmfEZR LTz 29,

QREDEE

10 1 o & M FEAE AR (T AAI & 1 7] 26mg & 5% (&1 30 73) #EA&KE L. 3K E TD

AT N TIVAOMAREZRE L, 3 AMOHBEZIBWTASMZ &M &% 2 KHE)

(G- L, [ARROBRE 21T - 7o, £ ORER, MFEH TIE&R G4 90 55, 120 73 ORF R TRH

BHEDOHPAREIZEWVEEZ R LI, ZOMOR R TITARZEITRD b hoTc, i,

Cmax. Tmax. tre XUV AUCos IZH A EREITRD B oT 29,
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VI. EYEREICEII HIEE

%14: Cmax Tmax t1/2 AUCO-B
(ng/mL) (hr) (hr) (ng*hr/mL)

Bk 172.3+18.3 1.70+0.31 0.80+0.18 229.0+29.2

M 200.2+19.8 1.55+0.14 1.81+0.37 292.3+31.2

(Mean+S.E., n=10)

QEMIE S C & HiaEt
<% . HBEAT—2>
6 il o> I FEAE R IS A 2 10 B EEFaRE 0% 5 L, EEEc o W TR Lz, 1 HBIX
UC-H 7 h 7Y & 1H1EL 3H~9 HHE (2 HHIXKIE ZIEHRL 7 N7V L% 1
100mg, 1 H 3@, 10 HAIZIFHR 4C-# 7 b7 U /v % 1 [ 100mg BRI A#S L
7o MHRBSREDIZEE T VA~ N7 T 74— LW RENED T R 7V LR
& SQ 14551 (P ANLV7 « NEK) ZhBbERE Lz, TORR. 1HA L 10 HRIZRT
% il A RE T E AR B OVRZEABAR 7 7 1 7 U v o i R JEE AR S ZE AR A B U
Cmaxs Tmax S TNZ AUCo-48 IZIFH EZEITRD SR o T2 29,

) AANOAGE SN TS HIELOHE T8H. BAIC 1 B 37.5~75mg % 3 BB O35,
i, RIS KV EEERET S, B, BEAICBVWTY 1 Big k5 EIL 150mg £ TET5, |

Thob,
M FEE TS HEE RS FE(LRA T 7 L hiEE
(,ug/mL) (#g’,mL)
27 —O ®1HB M o -miAH
18k ~~&-- #H10HA m,l --A-- #1088
16} # 09r |
h 2y b
it 0.8}
7 1ar f
) # 07}
7 12t 7 'f&
y] k i \
% 7 06 i
10 U &\
” L 0.5 E
" oosH Y :
P f 0.4 \
E 06 B ol \
0.4 0.2 1
02 0.1
0 0 1 1 “:%
0 0 2 4 6
5 %ORR (hr) HBE5HOBER (hr)
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VI. E¥MENREICREI HIEHE

2.

3)

3)

4)

T A —H % 1H %10 H T E
G Cmax (1 g/mL) 1.87%0.13 1.67+0.14 p>0.05
A N HE
A sy | Tmax (hr) 0.94+0.06 0.94+0.06 "
A NVANI% il
B7 T Y ARIHR) AUCo4s (g hr/mL) | 8.80%=0.46 8.80*0.70 n
Cmax (1 g/mL) 0.89£0.07 0.93£0.10 "
REARAK Tmax (hr) 0.72£0.06 0.77+0.07 /"
AUCo6 (pg-hr/mL) | 1.29%+0.06 1.32+0.08 /"
Cmax (1 g/mL) 0.039£0.006 | 0.0560.012 ”
Sgy;ffi:, R Tmax (hr) 1.17%£0.11 1.25+0.17 n
AUCos (ug-hr/mL) | 0.071%0.008 | 0.096=0.018 ”

(Mean+S.E., n=6)

BHEREBEHICE T 5
11 Gl OB IEBEA B 2 BHERERE ORE ) S Mg 7 L7 F = bmg/dL Kii5#E 5 15 (CRF-
1/, EHMyE 27 L7 F =2 2.6+0.2mg/dL (Mean*+S.E.)) & 5mg/dL LI EDOEE 6 5] (CRF-
2 e, EBIMEZ L7 F =2 6.610.9mg/dL Mean+S.E.)) &%), IEHBHEEEE 5 4

(N B, SEBIMKE 27 L7 F =2 1.170.0mg/dL Mean+S.E.)) Z%# & L TAAl 116 50mg
ZZERERERR MBS L. 6 IRE[E T ool iR B A RIS L7z, PREE T4 (Kel) 1
CRF-1#f& CRF-2 8L & NEECH LA RIS/ E < RIS te (T BICIER Lz,
F7-, AUCo-ILBHREREE OREZ WV CRF2 BBV T NHLVAREICKTH -T2, TD
D/ T A= ZIZONWTIIE RN A B D ZEERBD D72 20,
TS RREIEEN (CAPD) thEH(CH T SR
5 Bil> CAPD JEiEH O BHEICAK] 50mg % 1 [AIZEIEHE N & 5 L= %o M P o#HER %
HPLC (2 THiRt L 72 R, RZEMAARD Trmax 1% 1.120.3hr (Mean=S.E.) | Cmax % 38775
ng/mL(Mean*S.E.) Tk ¥V | REALIK LY DG EFD Tmax 13 3.520.6 hr (Mean=S.E.) |
Cmax 1% 27771429 ng/mL (Mean+S.E.) T&h o7z 27,

i

LA EE e L
<ZZ HNEAT—E>

NVI.10.. 825 &M

) BE-HRAEOEE

VI.1.(2) 2B MEEREICE T 2R QREFOXE 1

RWEER/S5A—42
(1) FEF7AE

2

AR L

MR MU 52 B TE 3

Ka=5.00.3hrt (fEFEAA 5 6, AAILF 1[5 50mg #% A5, MeantS.E.) 20

21



VI. EMENREICREI HIEHE

() HEREETEH

Ke=1.6%=0.1hr1 (fEERCA 5 ], ARFEM 18] 50mg #£ A5, Mean+S.E.) 20
@) VTSIV A

ZUERR L

<BEZ: NBEAT—E>

4877 Z % 0.8L/kg/hr

(ERERR N B 1 5 1l 10mg ZEfE RS 1 [FIFF RN 5 29
(5) FTEHE

MR L

<% . HBEAT—2>

PR RE D M AR ¢ 0.7TL/kg

(ERERK N1 5 B1IC 10mg ZEfERF 1 FIE RN 5) 29
(6) Dtk

AUC : 510+90ng * hr/mL (fEEERCA 5 Fl, AFI &M 1 [E 50mg #% A% 5, Mean*+S.E.) 20

3. BREGREaL—av) @i
(1) fRFAE

RS L
2) NTA—AEEHER
RS L
4. RN
(1) dr 2=
RL TR L

<£E HNEAT—2>

TERER N M 5 FIlC 14C- 7 7Y v 10mg #R A5 LTz & 2 OWINEHEIL AUC 226k 7255
B T2%THY ., RFPPEHEENSROTZHEIT T1% TH - 72 29,
(2) PR YR ER sz

MM ER e L
<BE:SvE>

Z v MEEERRL—TEICI OB LI A, BT NV IUEE DRI NREED £ F
B, + 8. DB TIRE—RRICRI SN, FORITEMIZBR CTH D EE X 6N,
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VI. E¥MENREICREI HIEHE

5. 9

(1) I %A B8 P 8 8
ZUERR L
<E:Zv bk, xa>
Z v MZWUC-H 7 F 7Y% 18 3IED Sprague-Dawley (SD) &, Wistar Kyoto (WK) %
K OHRIIESMET v ~ (SHR) OXHET » M2 50mg/kg #% H &5 LU, Ak B RE IR A
ZPE LT, TOREE., MRS ICITRF L ORI D FEITRO T, 1Z& A
EOFBEN G 1 R ISR EEE 2R L, 1RIZB O IR ORE N & b < M i
REIREED 5 A5 LA LA R L7es, TIPS RBIREE D 2.4~32%TH U | ~DOBITHEIX
Ko7z 29,
R 2T VAT v T ZIRENE S (310ng/kg) 5 & HELUG K OV EEUE R A5
%t_éhéﬂ\ﬁ7F7)w@3muMgM§W@muiéﬁﬁuib;h%mﬁm#%ﬁ
ENtz, —J. A7 MV 3 Imgkg #FELTHLT oA T oy v TINENEGIC X D5
JESCES M ONOFABE RIS, kB P s M 3R 2 & A3 R STz 30,

(2) In&-f68EEEFTE BT

RMER R L
<BE:.Zvb>
iR 12 HE ROV 19 HH® SD % N (1 &£ 8PL) I HUC-H 7 N7 VU )v% 50mg/kg % £

L., #Mlfk L BroBSRIREZHIE Lz, Mk 12 A7 v b TId&E#£ 1 FHTHE. Kk

% KOG T2 SRR M PO REIRFE D 47%., 26% K O 2% % 7~k L7z, 4R 19 HZ » b

TIHFELOMRREIT 1 RRIT, R 2 R C. FARIZ 6 R TENENRERELRL, 1

REECIE 75 IR K OB TNV A A BEIR EE D 49%., 26% K X 5% TH U |

MR 12 HE XV BIER 19 AH D T > N CTRIFBATIEDR ®h o 72 29,

3) Eit~DBiTiH

MR L

<BEZ:HNBEAT—E>

2 ILNEH M ERR RS 12 BICAK] 100mg 2 1 H 3 [\, 7 7 [0 # 5.4 e h s 7
N7 U VIR K OREFLRIRE 2 JE L7z, M Cmax 1X 713.14140.6ng/mL (n=12, Mean=

S.E.) . Tmax (% 1.1£0.2 B[], AUCos (% 1067.2ng * hr/mL, FFFLAH Cmax 1T 4.70.7ng/mL
(n=11, Mean*=S8.E.) | Tmax % 3.80.6 Kffiil, AUCo-s!% 22.9ng - hr/mL ThH v | [ HIRE
(ZEE#E L7235 Tanax 135K 3 BERETIE < | Comax (3L D 35 & % 1/100, AUCo-s 1335 L % 3/100

TH o7z 80,

) AFNOAGREN T D AELOHERT BBE, A 1 B 37.5~7smg % 3 [ oER O B5T 5, Fif,
JERIC X VBT T 2, B, BEMICBWVWTH 1 BRAKSEIF 150mg £ TET5, | THD,
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VI. EMENREICREI HIEHE

<BE.Zvr>

BILHF DT v M UC-H 7 7 VUV 50mglkg REOH G L, BREFAIELI o KON e ik
REIREEAIE L7z, ZOfER. IS REIREE I3 5% 3 el iR 1.70 1 g/mL (7
TN TV NME) For L, DR 12.3 BRI CRGE Lz, 7ok, I BOREERE X, &&
MEPHEREIRE (Feh 1 Kefil) D 23%LLF Th o7z 29,

4) MER~DBITHE
M EE R L

(5) TDDIEBM~DFRITIE
M EE R L
<BE . A4X, TvIt>
E—Z7VRIZ UC- AT N U V% 26mglkg SO FKE5 L, 24— T U4 T T AEER LUK
FRE~ DA A T LTz, HB1% 30 73 Tl GBSO RIS E T E Y | iR, T
DIRE TR > T2,
5 1% T, HEE ZBRWTIEB AR b @B 2~ L, iR, M, 1728 2hic
OWTEWSTIZ R LTz, —77, MR, O, BE B8, B85, PR~OSMIEE Do TR
Motz, % SHMONMIT 1IKMEIFEALR U TH-7228, 6 BH%IIE, kS
DIENHRARD Hiv, JBD 5 NFENEWICE WS DR Sz, #5651 24 BRI, 12 &
A ERHNP SRS, HO S I2hTNITERO N DR TH -1,
Long-Evans 27 v M UC- A7 v IV EROKE L, @34~ T7 V47T L2 EER LT
75, RREREE R OV B4 DR EEIRE1X SD B ZF N LR T, AT = Al ~DH: Ay
REATIZRO o7z 29,

(6) MPEEAKFSE
MR L
<BE HBEAT—E2>
1 [6] 5mg & O £5-1% 0.5 REfHE] L OY 2 R OB AL IC > X | BRAMIEEIEIC X 0 & A G £ 2 1
ELT-RER. 0.5 IF[ETZ TIE 23.021.4%, 2 R TiE 80.61.9% Th -7z 32,
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VI. E¥MENREICREI HIEHE

6. H
(1) KBEELLR U SRR
<BE>
FHOBW 2 LN N TOMRFBTORER, BUEE TITH &I S 7 EERHRE IR IR
LBV THD B, B, b FORPEERFIMI AT A VIBREVANLVT 4 FMETH D,

e (IJHJ
HOOC—— N—COCHCH: — —— SOCHs

(S—AFILZI KX IRE)

N Cie
HOOC—— N—COCHCH: — ——— SCHa

(S—XFIAK)

o4 DM T FA—NAFIVGEEF
CHy

HOOG—— N— COCHGH: — —— SH
GREALE)
L
\ \\
T 4 DA% \\ GINaFF o FA4— I B EETE
\\ i
ld \ Y
CHa CHs CHs
hoocg~ COCHCH— [~ S~ §—| — CHLHCO-N lCQOH > HC-OC—C N—COCHCH~— § — S — FEFFL
(AT (TNEFF A RETANT1RE)

B | y—GTP, YNTFE—t
\

CHs o 20~35%
HOOG--— N—COCHCH:——— S — §—— I AF 1>

(PRFALARE VRN T1NE)

- ?Hs \
HOOG—— N— COCHCH——— 8 — 8§ — » A7 —COCHs

(N=FEFIWIZATI ARG TR TIRE)

) RBIEETHIBER(CYPHF)DSFREFTER
AR L

() FEEADROARRVEOES
AR L

() KEYOFIEOFRRVESL FHELE
e L
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VI. EMENREICREI HIEHE

7. BEit
1) RBERANICET SR

2)

HRE&ZE

TERER N A 5 FlC, A& 1R 50mg #BBIZEO#ES L, HPLCIEIZXZ D B 7 7Y VDR
PR 2 R L7, ORI, REKICRT LR T, 5% 24 Rl E ToOPRRITRE
KB 7T R 7V LTEIRK 35%, #h 7 N7 U CRE(BIR ) & LTIEK 63%Tdh -
7o RHASOPEMITHCA T, 5% 8 R LINIZHR BRI & 0> 90% LA 23 HEi X 47z 20,

(%)
80 fiZER A (n=5)
1E50mgE %5 (RR)

70+

60 % { (%
B J[ AT TN

(R78)
f 501

bt

3?’

40

30

[l s=czZEdLHTHT0
R U

2 4 6 8 24 (hr}
w5 %DM

<BEZ:HNBEAT—E>
A EERR N B 10 Bl 358- 7 b 7 U /L 100mg % ZEERRE Q5. L7285, 24 iR FR TP 1 66%
YRS AL, 2D 2 H D 58U AKRAE (G- ED 38.4%) . 2% BT ANT 4 FE (EH&ED
1.5%) . %D D 40% (58D 26.2%) 3Z OO T o7z, 0~120 R[] E TOHR
YrhiamiERIE 85.9% T 0 . JRHIZ 67.5%, FEHIZ 18.3% 23\ X417z 20,
) AAIOAER I TN D AELOHET HGEF., KA1 H 37.5~75mg % 3 ENZ0EIRE O G-9 5, i,
JERIC X 0 EEHERT 5, 2k, BEFAICBWTY 1 ARKELEIT 150mg £ TET5, | THD,
EMEEEEICHIT 5K
OHEREEE
RS RE IE 7 7o AR ReME S i EE AR T (I 2 L7 F = il 0.7~1.3mg/dL. ¥ 1.1mg/dL)
LR ARAREE T8 (2 LT F = fE 3.6~7.8mg/dL. “F¥J) 6.3mg/dL) Extgil L
T, AK 1 EREOEL OREM R MRS © 50mg, BB RL2EE : 26mg) HORBHE
MWEME Lz, ZOE., REM &I ERERERETIL, 24 RERTOL 7 7Y ke
TR (50mg) D 45.6%% /1~ L, ikt R 65%2 B 514 6 REF LIS IR I dEik S
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VI. E¥MENREICREI HIEHE

3)

Too —H . BB ARRRERTIT 24 KR OH 7 7 U ViRl 3 8 5-& (26mg) @
18.4% %~ L, #5#% 6 R LINICIR PPt & a7 0 77~ 77 U vid 24 ekt & o 46%
& ARREE | i E B RS N B 2 R LT 29,

RN LR THFEERE TORPHHIERPMET Lo DX, BEEREEORE DR 53,
RABGARITAT 5 MLERE TOBHMAREDOZ G BL LTV AIREMEDS S 2 bz,

QERRE < & H]ET

<% . HBEAT—2>

6 B D ML B T AA 2 10 B HEGs A5 L, dRtic > W TR L7z, 1 B Hi% 4C-
AT RNTIUNETIHLE, 3H~9HH (2 B BIXKRIE) 13IEE#RD 7 7V L% 1
100mg 1 H 3], 10 H HIZIXHFO MC-AAl% 1[0 100mg BRI A& S Lz, #HdH e
DIFNEEZ oA~ 8777 4 =L 0 RENED 7~ 7RO SQ14551
(PANVT 4 NME) ZoBEER& L, £ORE. 1 HA L 10 B BIZH T 2 B
EIEHHNT, EHMEICHAREREMITRBD Lo Tz 2,

E) ABIOAREIN T HELOHEIT NEE., AWK 1 H 37.5~Tbmg % 3 [ ERENEET 5, &
B, ERIC L EEEET 5, e, BIEFNICREV TS 1 HiR RIS EIT 150mg £ TE3 %, | Th 5,

BB EBHECE T S

11 Gl BEE R 2B & SRR EOREN L MiE 2 L7 F = bmg/dL Kiifi#t 5 i (CRF-
1/E, FEImE 7 V7 =2 2.6£0.2mg/dL, Mean+S.E.) & 5mg/dL Ll EDOFE 6 5l (CRF-2
T EIME 2 L7 F =2 6.6£0.9me/dL) &I24F, IERERES 561 (N R, Mg s
L7 F =2 1.120.0mg/dL) Z xR E UTAHK 118 50mg & 2GR N5 L, 6 Kefil £ T
RAFPPEEZ R LTz, ZOfkEH, CRF-1 8, CRF-2 BHIWTHOBERICHE N TH NRELY
AEIKMETHY (p<0.001), F7z CRF-2 HETIIWTHORERIZH CRF- 1LV FREIC
KETH -7 (p<0.005), x5 6 FFflik O R TRt &iX, CRF-1 BEIIARZ(LEL 7 7Y
NELTNRED 41.7%, 77 b7V L LTNED 51.7% TH Y, CRF-2ETIZThLEh
N D 11.7% % Y 18.8% T o 7= 29,
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VI. EMENREICEAT HIER

<BE:Sv b, 41X, FIL>
Ty b, E=TNR, D= APV ROTAFF I UWC- DT T IV EROKESE LZL X
DR, FRPEAGEE (%5 &) 1TRFIRTEBY TH D,

® 4 Z v b A X A L

% # SO | WK | SHR e n=sayn |27
%

£ 5 & 50 25 | 25 | 250 | 25 | 25 | 250 | 2.5
(mg/kg)

() | 36| 2B) | 3B) | 30B) | 3B |86B) | 30B) | 3@ | 3@ | 3@ | 213
0~6 5 | 65.6| 64.8| 722 | 56.7| 585 36.1| 36.0| —| —| —| 364
0~120 | 67.6| 665 | 746 647 —| —| —| —| —| = _

IR lo~24 # | 69.1| 63.4| 75.5| 66.1| 76.2| 71.3| 73.1| 40.8 | 37.6| 28.7| 38.8

ﬁ ~2 H 02| 04| 03| 02| 34| 22| 24| 69| 46| 45| 20

ik | ~3 H 01| 00| 01| 01| 12| 08| 07 0.3
~4 H o 2 ] os] 1ol os| ¥ 22| 2] o,

3t 69.3| 68.8| 75.8| 66.4| 81.3| 75.3| 76.5| 52.5 | 44.4| 32.4| 41.0
0~24 1 | 275( 23.1| 186 286 13.4| 16.1] 17.3| 92| 0.1] 11.8| 305

% ~2 H 20| 69| 22| 12| 31| 34| 1.6| 185| 23.3| 39.6| 254
~3H 02| 08| 01| 01| 02| 03| 02 0.8

ﬁ ~4 H 0~ | —| ool 01| o1 89161 84 4y

s 29.6 | 30.8| 209 2909 16.7| 19.9| 19.1| 33.7| 40.1| 59.8| 56.9
-

E{ ;;j] 98.9| 99.6| 96.7| 96.3| 98.0| 95.1| 95.5| 86.2| 84.5| 92.2| 97.9

HEitt&51

8. FIURR—E—IZEY HIER
AR L

9. BNEFICLDIBRERE

(1)EREEH
BT NT Vv (REE R OMRE#Y) 1 3MEBEEITIR P ~BATT 2 2 L3l ShTn g 20,
( NIL.10..BEH/SE | BH)

(2)M & FEAT
AR L
<BEZ:HNBEAT—E>
4 R OFBATIC L 0 5 BEOK 40% 03 FRE SN D 39,

QR)EEMKER
YRR L

10. BEDHEREFITHEE
L6 HENERERT DEE] B
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VI. E¥MENREICREI HIEHE

11. ZDh
MR L
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VI. 22 (EARALOEESF ICEATSHEE

1. EEARLTDER
REI LTV

2. ERHNBRLETDER

2. B (ROBEICEES LGNNI L)

2.1 BHN DRI U BUE DB ERE D & 2 B3

2.2 MEMFEOMAERD & 5 BE (T v IAT 3 IR I E A5 OFRFNC K 5 A8 i
TR A VIR, 2 R M PRV, R e A MR A ) [ oD R PRI B 2 P ) 1 A5 1 v i 2
HELTHBENAH D] [11.1.1 B3]

23 XA NT URiBEElEre—A )T N7y VEERRY E= AT L a— VIR Y = F
Ly T L7 8 b— R EAWTERERICE DT 7 2 L= 25 HifTHh O B#E [10.1 2]

24 77 V=R UL RAZYNANLKRCEET FY U AR (AN69®R) % H 7= i id T+ o BE
[10.1 ]

2.5 I ST R LTV S AlREED & % etk [9.5 /]

26 TV AR LT NABREARETORERPEE (2L, toOBRERKEZIT> ThARBiMED =
Yhr—ARNE LS REOBREEKRL) [10.1 28]

27 TV VAT v R BERR TV T4 U HEREK (7 B RUANLY L T N T AKFIY)
EERETRORE . HAWNEERGET I 36 FHRELUNOBEE [10.1 R

BRI - 2.1 MhoOBEIR (V7 u=U R, ATV RN B RT TV VIR, T Vv U
) ICHEUEEERLE LT,

2.2 ACE MHEAIFEOIANC X 2 MAEPEFIE, BT 8 R, R 8 1 V7 I 0O BEA TR
Do 5 HBFHIC ACE FLEAIN &G S, MEMEREEZ B L EORERH D,
AREIERORBEFICIZ, B 2% 2. SRS-R, M/ IMIEMLIA TR OT T V%= %%
DEEGENREZ 5NEMN, ACENRT T VX = OARIEMALICHEE L TWA Z EME, Wi
725 ACE BLEAIOFEEIZ L > THE &R Z ShDATREEN H 5,

23 ACE FAEAI G HICT XA N7 UhiBEEkErr—A MY hT7 7 VEERR D B
=TI A=)V IR ZF LT L7 X L— N X D03 L - BRI
TF 74 7% —%RB LT EOWMENH D 3630, TOFLE L TIX, BREICHELT
WHT XA NI URiRE AL — A DI = RORBNTCHEL, 7T VX =
AEDHN, EHICACEERNCE 27 7 V3= L Mb Y, 795 V% =0 0F
BENEL DT EBZHILTND 37,

24 770V =h U N AZ Y NLZVKRCET FY U AR (AN69®) & HWio@Ehrhicr -~
A TFRV—ERKBLILOWMENDH Y  EELWMETOIVNEND L LB LT, K
RN ER 66 5 (CFAL64E 8 A 25 H) 1235 <]

2.5 IHE~OFHICBE LEE 2B LW ey, SRRoEIcER L CGEfiTs2sicky —
JEORIEZXD Z & & Lz, [BARERZRRZEMKRFBEERE CER 842 H 21
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VI. 22 (EARALDOEESF) ICEATSHIEAE

F) 2#5<]

2.6 DILE KL OEA S FORIEY A7 OEvy, EREESULBEHER T 2 -7 2 BRI
B 2 xR U= [EE L FEFRER ALTITUDE (ALiskiren Trial In Type 2 diabetes
Using cardio-renal Disease Endpoints) 3839DHfENT T, 7 AT v Al
BRFEAISIXT AT 2 MRFRIEGH 2 ST T RIRERRICT Y A X Ly 7~
lEtE 7 LRRERG LTc G, FEBEEME AR, BHREIEE . S0 U U A fE & ORI,
JED U 27 3@k D AR RIR S NIZT=D, T v OF T o U EBEER I ER UL T
YIOFT v MRFREGTA 2 G5 R ORERFEE~DT V X% L 7 < VBRI DO
BaFRE L, T2l2L, Ty VAT v v CEMBERILER XITT AT v M
KEETHIE G5 % B OMOBEERE AT ChbRBMEDa Y hr—ARBE LI ARROD
PERFBE 2R,

HREX (EHRICEET HIELETDER

BRESN TV

RERUVRARICEET HIELEENDER

BRESN TV

EEGERNIBLEDEH

8. EELEXMIE

8.1 BIERRHOFEEMENSERKT D L8 HHDT, 1 AHE 150mg 282 5 &IIHEG LN &,

8.2 Ffral 24 FFIIHK G LW EANEFE L,

8.3 MEMTIZESSHEN, S0 O2FNHLDLNDLZENHLHOT, mUE¥, BB EOERE G
BRAEOMERICER S D 2 L,

fi#Ee - 8.1 A% 1 H 150mg L LD G CRIERFBINH KT 5O TRid L7z,
8.2 AFIF Gtk 0 BRI EAR T 2T 2720 OEEFET, K X F2 7>, 7u”y
7 m— VI . FIRBEEAZ2 &) ([CHEC CREd L7z, &AL =F 77U~ A v
I L 0 FIFY B EClEE 2 br—L LTWEBE T, TR IcR 52 d ik
U7 L bl U, BRESE ARE ORI 2 5k Lod 0 & O 23 5 10,
83MDIHIE (F T v U AEME, /7 u= UEREE, ATV RX7e8) ICHEL TR L7,
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VI. 22 (EARALOEESF ICEATSHEE

6. BEDEREZHTIEFICHTIZE
(1) AfHE-BREEEOHIBE

9.1 AHHE - MERFEOHLEE

9.1.1 MEIMEBRZEEDHSBEXTABETCEIRZEEOHLEE
RIRE LR E SRV SN 256 2RE, AT 5 2 &, BiliREOD RIS
WEKTIZ LY RRICBRELE LI 2 BENRH D,

912 @AYV LMEDESE
RRE LR EFRWE SN 256 420RE, AT 2L, Sh Y U AMELHEI Y
LBENDD D,
Fio, BHERREE, v b e — L RROFERFFEICEIDMIES Y U LAMER G 20TV EE
T, AV U AMERERTL2BZNRHLOT, MiFEHLY U AMEICEETHZ &, [11.1.4
Z ]

913 EMEENHHESE
U R ERIBAE . ERERIERIEF ORIWER BB T 5 2 &b 5, [11.1.2 B

914 £8MIT)FTIYF—TR (SLE) BEDREREEDHIEE
IR ERIBE, EPERIERE S ORIERN BT 2 2 Wb D, EELACRERE (Floady
PET Y 7~ h—F R) XIEEBEMHF OB G 25217 T2 BE T, hEREvD, SRRk ERE
N HLHLIRLTVOT, MIKGICHEEL T, EHNCHRELZITY 2 &, AMEKEOSM B
& DT 4,000/mm3 K & 72 o T HEITIT. BIERS B 2 & e fRm Bl g2 &+ ATV
3,000/mm3 Kiifi & R~ HAIIEE G 2Pk 2 &, [10.2. 11.1.2 ]

9.1.5 HILMHEBXIITORMEROHSHEH
HILSHERD BT L 2 LD D,

9.1.6 NMEREEDHSEE
WEORENMIEA2EZEL L, WEEZELIE2Z2 0355,

9.1.7 ABRBBIEDBREFEDHLEHE
RBEFEORFIERPERT D LB b5,

9.1.8 EfEDEMEREEE
DRI VEEERBL, WMETO2HGITEEOREBEZ+DITBE LB OHRAIITI 2L, F)
B #2544, —@EORMAR TR T 2EZ3HE035 5,

9.1.9 BMELBIEERETDES
DEIVREEZBGL, HETOIHSIIBFEOREBE +DICBE LN OHRAIITI 2L, #)
B 5-4% ., @YoM NTEK T 2EZ3HE8H 5,

fRSR 911 ftk Ly, MEEEL | OHEIZBW T, mIMEBERIRZ IR L CHERBREZ2{T> T
e, ThE CBBIRKAEDH 5 EBH] ZBiRL. £/ TEERLANEE) OHIZHE
HTHrZLicEy, —JEOEEMELZITHI Z L L Lz, [BAFEEERZERZ LN
ARG (A 18425 A 31 A) 125 <]
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VI. 22 (EARALDOEESF) ICEATSHIEAE

912 mH VU v AMIEICEHL X, TZOMMoOBIWEH] OB TIiEHs Y v AMED L5 &
Rk L CHEMLE 21T o T ey, MEER S ) TEEAREARNER) TERARIER]
DB L, EEABGET D2 & & Uiz, B4 EIE EIRE 2R AR R
f& (CERK 1845 A 31 H) 125<]

9.1.4 B 7 N7V L OEMERBR THRO TREOHREG TIX, 7 v FoA X Tl fkERE O i A3
HHILTHEY, b MIBWT HERERBAES S STV D, EIERE~DREILE
FIR72 & OB L < AONDFNO L ELMN T = v 7 BRETH D,

9.1.8 AHIEGITHE D BWRIMTAR T 28T 72 OEEFET, K (A F2 7, S
77 7w — VR FIURBEERZ: ) (U TRk L7,

9.1.9 AFIP GA0E S IR R MEK T 28T 270 OFEFET, K (AF7 7, 7'n
77 7 m— )RR, FIRFEEAZ: L) (CHE U CRiHk L7,

2) BHEESEEE

9.2 BHERERE
921 ERELEREENDHHESE
Mmig 7 L7 F =410 3mg/dL # B2 258121%, #EREZREO T, UIEERFEEZ O
R EEBEICEEGT L2 L, WMEOMER TR OMEEENEZ 282hndb b, [16.6.1 5]
922 BRRENHLHESE
(1) PELVELEERBT 2R ERICERTHZ &,
(2) BARN®H HHLARLTNOT, BB, RITRICEHE L., EHICRELZITI 2 &,
RAROHEIMAMPFED b 2561203, 52T I3 272 C@EURAELTTO 2 &,
(3) AFPERIED . EEFERIERIE N B 5 DTV T, MIFRICEE LT, EMIICRELZITS 2 &,
F M EREL D 2B 720 8 5 UM 4,000/mms Adiii & 7o 7oA ITIE, BIERSY ] A 5 TR
AT, 3,000/mms3 Kl & R TG EI I3 G AR IET 5 2 &
923 BRAEDHEEROHDEH
BEHRRD bHOARLT VO T, B, RITRLICEEL, EHNICREZITS 2 &
RAROHEIMEAMPFED b 2561203, 52T I3 272 C@EURAELTTO 2 &,
9.24 MABNHPDESE
DRI VEEEREL, WMETO2HAIIREOREEL +2ICBE L RN HRAIITI 2 L, H)
B #2544, —@EORMAR TR T 2EZ3HE035 5,

[
e
B

&
ﬂ
&
ﬁ

fEER 0 9.2.2 AANTEHMMEOHATH D Z Lnd | BEFEDOH 256 ITITEMENE 2 2 "TRetkn

HOHOTER ZRH LT,

9.23 BIEEDH 5 EE TIE, AHKGICL 2 2@ M ER T CEEENET DL D
0T, BEESCEDROBIICHE L CEMMICHREZTT S K olEZR# L,
9.2.4 KA GATHE D BIRZRMEAR T 2T 2720 OEEFET, 3 (A F27 7 7o

77— VIR, RIREEEAIZ &) ICHEC TR L7,
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VII.

ZeH(ERALOZES)ICEISHIER

€))

C))

C))

(6)

FFREEE RS

9.3 FFRefEE RE
931 EELITHEEEDHIEE
HHEZEORWERANRET D Z End D,

ANEREER T OE

9.4 HEREEHT HE
9.4.1 HIRT HA[REMD H SR
FIRL TWDZ EMERENT T V4T v U VBRI ER X T V4T v %R
REEFAI 2R L, B - B~ 8 (BA4e, 5EE - i - BORRAR, SECE) Bl
DB HRE STV D 4142
AR OEH LD, RBEOFMELEE L ARG OMNEEZEEICRF L, FE LD
BIPED G A LR D LM SNSRI ORZEET L 2L, -, BENLERBEIIE
ROTEFHIZHETLHZ L, [9.55H]
(1) ARANEGBRARTNCHIR L TV e W2 2RI 5 2 &,
ARG HF SR L T & 2 EMIMICHERT 2 2 & 85 PITERRA I L2
Bl BEblicgGEhiE+52 &,
(2) WOFHIZHONWT, AFIEGBMGIFICEFTICHIAT L2 L, Fo, #H5FH MBS U
HtDZ L,
HHRPICARIZER LA, BRI IR EEL RZT IR R85 2 L,
< BEHRAVHEIA U 72 U B b DA 1T, HOMTHY R ISR T 5 Z &,
c ERZ TS AR, HMEICHERT 52 L,

YT

9.5 1EiF

Bt SR LTV D AIREMED & D I3 & G- L2 &, E7o, B PITERIRDVH L
AL, B EEZPIET 2 2 &, MIRPEIR ORI T AT v B HARE SR PR E A X
Ty OHAT v R FEETHIE B S BE CEARDE, BB - AR, HiAaR
OIRIME, BAR%E, @AV U AME, HEOEEA K OFEAKBDIEIC LD EHER S5 U
FfE, BEHHEEOER, MOBEREND b= OMEN DL, £z, B TEES NV
ha AR T ¢ TR T, RN T U T v VAR R ER A P 5 ST B
FRlZB W T, IRIRGFEOMXT Y A 7 13RI DB ST R W EBERRIC &N o 72 L oWwE
N D, ERFICAK 2GS S - BEERMEEOBRE T, FABVIE, £/, ToFHERICK
MJE « BAREEND Hbhic & DWENRH 5, (2.5, 9.4.1 BH]

fRER MM IIT D AR — MR T, MRS 1 ORI T VAT v oA HARE R PR E S
WIREE SN LRI, BEEANCIREE S o - FLUIR S L ¢ R RO U
27 DEH (VA7 2,71 95%EHIXHE 1.72-4.27) NHE STV D 9,

=305

9.6 &=FLim
1B EOA MR ORFREOAEIEEZBE L, RAOME TP ILZRFT22 L, & TR
HHIRATT D 2 el snTn5
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VI. 22 (EARALDOEESF) ICEATSHIEAE

(7) ‘MNRE

9.7 INRE
INREEE PG L U ERRFRBR TS0 L Ty Zeuy,

(8) &EnE

9.8 SfE
DEIVERGEEZRGT AR EEEFEOREZBE LN LERICKREGE T2 L, —RIGEEDORE
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FIRFIOFRIRH R KIFET|F > b & 0O |10, 100 100mg/kg ¥ T furosemide
| (WI, "6~9) (10mg/kg) . trichlormethiazide
2 (0.1mg/kg) XI%
& hydrochlorothiazide (0.3mg/kg) 1= X
EX DRRICHEEN R NI o T,
-
R [Riet (Wb, pH, B5 &7 >k (SD) O |50, 150, 1350 | RIRET R IZEFIIH LIRS T,
Ela oeey /= ey @®) | (v 1)
g [VEUL T bR L)
i%ﬁ AX (B —=2A)| #&B |50, 100, 200
(14) | (41 X)
PV (THAFFV) | &0 |50, 150, 450
14) | (1)
IVTF=r VT TR Ty b A |50, 150, 1350|1350mg/kg £ THEMZ LT F =17
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PN P TT I (DDY. o'5) JEIEAN FE (p<0.05) BT IVXR= 12 kD
R 2 N TTHE DI N FE D BT,
Z vk ¥R |0.1. 1.0 0.1mg/kg TITEEEN I %nfm:oto
(WL, &'5) 1.0mg/kg TIIAE (p<0.05) 2 EM
JLHED NI 23 ZRD BTz,
e) AV RAZL VO T v b ® oo |10 10mg/kg TlEA > KA Z > v O8N IE
TEFC RIE T B (WL, 5"10) MICEBER RSN T,
i) BPERAE Z v b & B |1, 10, 100 |100mgkg £ T, 7 ¥ =230 FEEHiIZ|
(72 ]| (Lewis, £5) (7 AR BN L INTR o T,
%)
PN M T T A X RN |1 1mg/kg T7 T V% = L 35m OHIIR N
(7 I V% =%, (MR, 0 211) BN, TEFLaY U RFEIC
TeFa Y ) T ENR LN STz,
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- N (R, 5. BB % g
(EERAE) 1 BT (mgrkg)
A E vk (d5) mmvitro (0.1, 0.3. 1% | 1% F TEMIZA LN (KA
7S 1= 1.8%)
(AARHAEHE,
7'5)
o BR a5 12 K 1F 7 b KA (100, 500 500mg/kg = TR ML ER M35 1 12 5
@ D (Wistar) NI T,
B M EERIC R IE s | v TR % [ 500 500mgrkg Tl Hi fLIRF N IZ 52D 7 B
ﬁ (ICR) nimnoT,
l}{é Mg RIETHE [T b % 1 |10, 100, 1000|1000mg/kg £ T7 1 o B R,
<+ (WL, o'5) EYEALERSY b R 7T A F BRI
¥ BERD LN T,
UMM RIETEE | E N (55) — 106, 10"g/mL % C in vitro fL/IMUEEE L
a) in vitro AES 1073, L., RELIHI SRS 2007z,
(AAR B ffE, 104 g/mL
3'5)
b) ex vivo v b #% 1 |10, 100, 1000|1000mg/kg F T ex vivo ML/MREEEIZ
(SD. '5~6) s, RESIHI b RS 0o Tz,
kA AE R 2 ) # [ |10, 100, 1000 | 1000mg/kg & CILEHEIZ BN A S
(WI., 5'10) otz
0%) B0 {1 E/LEy b % 1|10, 100, 1000|1000mg/ke F CHEZIERIT A B AL/
i | (BB (Hartley, $5) -7,
AT IRRERE FLE Y R 0.01, 0.1, 1% | 1% % CTRIFTREMER XA LN h -
(Hartley, $5) 7o
3) FDhDFEEFER
BRI L
2. EMRER

(1) HE#HREHEEHER

LDsofE (mg/kg)

B GRR o8 ? 4 ?
s = 4249 5050 4336 4245
) REB#EEEHER
BAMEMN
(7w bk 10+30-100-300-900-2700mg/kg 30 HRI1H 1= #&A)

HED 100mg/kg UL LD GRET~~ 7 U v MA, 300mg/kg UL ETCA~EI R E V&,
900mg/kg THRMEREL, HED 900mg/kg D 5-HET I HMEOK T Hiv, 30mg/kg LA
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LotEOEGETY LT F =2, 100mg/kg LL EOHEREO 58ET BUN O _EH 23 &K1
IR BV, £7-. 100mg/kg UL EOMEOEGRE, 300mg/kg LA DD B G-#ECH A O
OB A, HERERRE L & 100mg/kg UL EOFGHET, ARAIOFKBE/ERIZ IS < B O 5 R ERIAH
RO FRD B TWE A, Zh b OZE ki 4 HRIKREKIC L 2 A1 R ER O H.
900mg/kg ¢ 5RO BRI A BT aR BN 2 2L LN, WFhbEE L TWD

10mg/kg TIEEF ITRO BT, 30mg/kg TOFEITMO THE TH-72Z &b, KRE
TEH &1 10~30mg/kg OHRIZH 5 b D &l S 417z 50,

(v 50150 - 300mg/kg 133#[F 1 H 1[H #&Q)

150mg/kg Bt TITHE, EKE L IREOHMNRD S, 7R EMAMREARAE CBOITALIR
S BRI OZENE, SRR OB AR LTV D23, Zh b0 kix, 4 EEIK
EOBRERBOFER, WTFNLb AR bDTH T,

300mg/kg HETILEOMIZ, THI, KHE & BEEORAD ., BUN OBE D L7 & O TO R
B LR ORI TR O BT,

50mg/kg TITEENRD LN Tc 2 Enh . BEM &Y 50mg/kg &5 2 bz,

1SS
(v bk 30-100-300-900mgkg 14 #&O B
100mg/kg DL EOHEDO B HRE, 900mg/kg DM DB HRE TRMERE, ~E/ BB BRI~
K27 Uy MEDIKT, BUN O EFAR® b, MEREAEEL bR G B ORMAE R
RO, FREREHIRE OB AE RN B G BARIFIICRD SN TV D8, ZhbDE{kIE3 » A
FRZEIC L B EHERBR OFE R, B ABIRD &/ NERENIRIZ 2T CTOBED RENR 4 b 5 LIS
FWFRbEE LTV D,
Fio, RKMEREMRIE, 30mg/kg CTHEICHEREE 72 (REHINPNIHEI A Hav, ke © 2/12 Bl
B O ABNREEDIEIEAZRD LTS MO THRETh o722 LD, #MET 30mg/kg ULk
100mg/kg AV, HETIEIE 30me/kg Bt & &z iz 52,
() BEMEHR
BRI L
4) DARERER
BRI L
(5) £RERESIEFER
1) MFIRATR Vi iR#EAIR 5ER (Segment 1)
(7w b 30-300-750mg/kg K : 10 HFLL b, M - ABHT 16 A~4ER 7T AHET1
H1E #&A)
HEZ BTG BARAFR R R BB ININE] . 2R AT OREIZ 750mg, 300mg/kg #ETH T
TRFBER B O LK EOEIMNMRFE D Hit, HCBWTIEaRGH ThT 2B RO
b T750mg/kg HE THEAKEOHEMMFRD L v,
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750mg/kg B TR, ZMIEROK TARD LTV HIENIRZE, HRICEE D S
T BT 2 B R QMR B RO H AL T RUY,
RFDOFRERBIAREHAER (Segment 1)

(7> bk 30-300-750mg/kg AEAR7HH~17 HECT11 HfE 1H 1\ #&Q)
TR -1 300me/kg BE CHRUKEOHN, 750mg/kg #F TS HIZKRE ORI NAH], &
BODRD LT, IEIROFHRE, 2RISR b TW2Rwy, lfriE 750me/kg B
THEOFERIERTARD bR, B, BaBHEITRD bR o o, FAFIE
300mg., 750mg/kg B DM TEP A AT OB O T 235580 5TV BIEDINEF 2K E
o L, BER, BUREBERE R OVEFEREIC 2 BT A H AL TV,
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D AMEEE TR, TR, SRR ORI EITRD b Tnrny,

(6) BFTRIAIERER
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10%i% (pH1.76) (2 X 2 FERMIEIZIZE AR D E L THMODTRETHY ., T2 1%
WA K B IREEERIPEM X s Wb D EE X Bv-,

(7) TDHOBEHkEHE

1

2)

R

BTV NLOPRERMEEZELE Y NERTHFZ2HOTRH LN, BIROBETH DR
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B Lo Tz,
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RS e 2 £ Y PRIMERIZ 35 PRC K& OMiL IR M S a8 i ¢, B o e AE
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1. A RERICERL CERERYIMEITICH->TOEEER
(1) ¥
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AR ST 252 &,
e
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77 kYLK 5%
ARl d 22 &,
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776
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