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A LA L& g 200mgl DSPB | DS553
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= M EfE
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BRE SN TR

3. RERUVAE
() BERUVHAEDMHEDR

6. AZERUVAE
WHE, RAZIEA LR L& b LT 50~100mg 2 1 H 1 R 0595,
¥, i, ERIC XKV BEEEEET 528, 1 iRk S 81X 200mg £ TET 5D,

Q) AERUVAZDHRTRE - B
[V-5-3) A= RICIERHE ] 0HEEM

4, FERURZICEET 5EFE
FRIE I LTV

5. BRPRALHE
I PR PR T8 e B i D R & Rl L 7
MERKRT—2 /v ir—2
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(2) BR PR FE A BR

1) B [E % 55 ER
fERERR N B & RIS, A P L& 2 Bmg*,. 10mg*. 25mg™. 50mg. 100mg. 200mg 75 ERf
66 (EIAHF, 7T7vAR2H) (CZEEREREIRROKE LLZeMs 7T 2R RE SRR TRt
L7z, BIER (BEMEER) WP bmE > —@rE T, A& L OFBEMEIEEED 547" 200mg
FCRERAFEINRENT, BRREMEO R EBHIRD bhienoizy,
¥ RGEAMNIEROHE (V-3 AERUEE) 0HER)

2) RERSHAR
FRERE T 2 % 200, A Ll & L 50mg. 100mg & BRE O 4 (J23K 61, TR 340) 121 H
1EEI A% 7 AMKER RS LE2ME 77 AR EERRBR ot Lz, WIhof&ET
b ARV 720> 72 29,

Q) AERIGIFRRER

1) ATHASE O FA5RER
O34 v FBR
g« FRESRREAREME ML R 28 1 (FRATXISB) A xtgIc, T e AE 4R (Bl
) BICA NP LZ % 1B 1EFE% 6.25mg™ /LG 2BM L. D, FAIE LT 2#EmM
IBE T2y 72 B ERN MG H 5D £ T 12.5mg™, 25mg™, 50mg £ Tt L. 8~10 &5 L7,
B WPERAf G245 28 il D 5 B BEIEZWELHIE ARG 1 61 A BRU N 27 BIlC IS 1T D & F S AR RS
JE#1E 6.25mg™ T 14.8% (4 #1727 f51]) . 12.5mg™ T 37.0% (10 1/27 %) . 25mg™ T 63.0% (17 i
127 $) . 50mg T 74.1% (20 f5/27 f5l) TV FHBEBOBIIIES CT-BEEDRE R L2 Y,
¥ KBEAEROHE (V-3 ARRUBE] OHESHK)



@it B N B ER
R - RAESEARENE R MEIE D ABTEE 10 B (BT Rp]) 2R, A AP ¥ % 1 H 1A
B4 6.25mg=n b G A BtA L, 3~5 HCTH4 @Mrﬂ%#%%hﬁwﬁéﬁ\lﬁEREW
#. 25mg*, 50mg E THIEL, »HHETHIREEDERGONHATZORAICZOME
G L CMEDO B NEEZRIE L, IiEO B NEENC KIE TR owfﬁéﬁkwﬁbf@
P L7o, BIEENEI 7T B L, ZO%OIEHRMIMIX 4~21 AL LT,
B VR R 261 10 BlZ 3T &5 23 R[4 % 3 2 R0 43 OBLIIRE AU 35 W C IR B9 1 £
m%%mE&U$me@ﬁm@ﬁT(ﬁﬁ@%étﬁm p<0.05) 2FE®H LT, —J7, IME
HNZEENITE L KT ST HERE LHIEZET) | 13T 24 RFEFE T 2 EDREZFT 5 2
tb%;éh 4»«%»&/151@&5®ﬁéﬁ#T%éht%

FAEROHE (V-3 AERUHEE 0HEBHR)

2) %A% 1 AHEER
(OLFES R
0E - hAEEARENE & M EAE R 123 B (FEHTXHSA5]) Zxigeic, 77 R % 4 @&kE (BlEH)
BICANA_Y L E %2 1 B 1L EEIRH% 12.5mg* 0 5852 Bt5 L, LLg 2 BRI T4 e E
B NS B D £ T 25mg™, 50mg. 100mg £ THi L., 10~12 M5 L7,
A IR RT B 123 Bl D 5 6 BEIENFHIE RRER 9 Bl 2 Br\ - 114 Bl 38 1 2 & H &I 2
FEFEE 20T 12.5mg™ C 13.2% (15 /114 1) | 25mg™C 38.6% (44 fi/114 f5]) . 50mg T 57.0%

(65 /114 ) . 100mg T 65.8% (75 /114 f5]) TV, HHEEOEIMIIIG CT-BEEDRZ R L

Too —77. WRIOBITBAE 7 BB A2 7R S 7o Tz,
U EDRAEN S AN L2 ol - B E AR & i ERE B E kT DR A REIL 1 B 1
50~100mg T 5 L HEE S 7= 9,
¥ EEANIEROHE (V-3 AERUEE 0ESHR)

@F 7 ¥ RRFRA & OO LR

FT7YRRMRAE 7 78RN %2 4B E (BlEH) LT il+ED 160/95mmHg LA D -
HR A A RE M R I E R 33 0 (IRAT X Gifd]) 231, 77 B RICEZ TA AR Z % 1
El@%ﬁ%lﬂ%ﬁﬂ%%ﬁ&ﬁ%%#b\M%ZﬁWW%T+AEMEﬂ%#ﬁBMéiT
25mg™, 50mg. 100mg & Tl L, 10~12 @& G Lz, BEWICER L TWieF 7 ¥ FRFAR
FNEE O F FRELORELORAELZEFE S0k R s Lz,

AR5 33 B> 5 & B FHIE AR RER 3 B & FRu 72 30 Bl 5 & A &5 R AR
JE#R]% 12.5mg™ T 30.0% (9 51/30 ) . 25mg™ T 56.7% (17 {51/30 f51) . 50mg T 66.7% (20 /30
f1) . 100mg T 83.3% (25#41/30 f5) TH V., EFRODA W)L & L B HaER & ik L TF
7Y RBRRA E OO L0 BREBEERTEMUZ, —F, RFKiT&EE 488 0B %
BREAEREESE RS o GHEOH D thE, %5 48 HE DA p<0.05) |
PLEDRGHED S, 8 PEEARRRM: A L EEBF T L CTA V_Y L v b F 72 RRFRAIDE
X0 BIEER OMEDRSYIFFCX . 8 - PEEARM & IERERF T 5 A LY L H
v ORERMAEIL 1 B 18] 50~100mg 2588 Tdh 5 & Mk Sz 0,

¥ REMMVHER O E (V-3 BERUVEE) OEBR)
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1) BXMEREEER
e B EEFE (ABPM) 12X 27 78R A %tRE Uizt A NZEB) 5
g - FRAREARE M RSN SR 76 61 (AT SMl) A%t 52, ABPM % RV 7z 24 FRgfi] if £ 1 &
I E DA Y 2 100mgl B 1 [ GREOREFERNR OFF M 4 77 2 R 5t B S R g
BRCHiE LT, 77 AR A 2~4 RS (BlE) %, A~ ¥r2 0 100mg XIE7 7R %4 1 H
1 FIEARHIC 6 WG GRHEY) Lz, Sk TOREIFANLMTEIZIZ, ABPM I X% 24 KR
MEMZRIE Lz (GRE B EIEEIMEOZIC L5 EZER< 72 ABPM FEii HIZABLE L) o
A NEREAI 8451 76 5] T 45 38 Bl A A_Y L X U LT T AR EEG S, 24 BRI 28 3R &
ATz ORI J OEBR BN Z DV N T 24 IRFEIIE B O FREEE (BLEEH & RIS TR D 22)
WL, AT CREDRIE LT 5.8mmHg,  JEIEHAME 3.4mmHg, 77 & AR EEAS IHE A 1T -
1.7mmHg. JEIEHIME-0.5mmHg TH VD . A YL & UREOD 24 R OUHER i K OMraE ] i
JEIZ, 77 BRI ARCABIC TR L (HBE, p=0.0001, p=0.0004) , E7=. A /P
> 100mg FETO T/P L (777 B ARECTHIIE) 1XUAMEHIMEAS 0.77, $RIRMIMEA 0.64 Toh v HAE(HE
050 E) i/ L. 26Dz Enb, AP H > 100mgl B 1 [EEGCHOWT, ZE LT
e EN R DFFeEAVR STz,
ANV Z 100 mg BECORIER (BUTERERSE) 13, 2Rt 541 39 i 2 ] (5.1%) 2
2R BV, WaiX, R, HATER A LI CTh o7, Fio, BRMRAMEORFELEIL, 2 4]
(5.1%) 12 3{FFED HAL, WAL, CK (CPK) L&A BAMETAYMIR K YR+ [ ML ERE N A3 % 1 44T
Hoim 8,

£ : T/P kb (Trough/Peak Ratio)
1H 1ERARERACES TS FZ7 7 (T) /IE—2 (P) T, Rt a i iid 2 51E, /e NEBOH
T, B/NEEZR (FT 7 0 4) 13, BRKBEDR (E—2 ) O 50%L EafEfid 2 2 EAEE LY
EINTND, AMZRMEAEBOMGE Uik, BRSO - DA RBOBERE 712725 2 L0 b7
STEY ., JEHREEOEND TP Iz X v RER O BT S 5,

2) REMHER
OFEMEEHE 1 (R DR S Ofki 5)

B INEE T AR 5350 K OV T 7 2 RRFRA & OOF RERBR O/ TRE, BRIE/ER 2 R Tovo
LN RED 70 < Akfe P 523 /I HE Cdo o 7o » FRARREAHENE ) I B 76 151 (AT 2 4) %
XU R B 53R & 0 L 7=, %S DARRRER D O Ok 55tk & U CHMi L7729, ARBRKE
TRERTOHEEMEE L, fED 2> b — /LRI T 12.5mg*~100mg O #EFH CTHE L7z, #
G AR 134 156 TARRRBR D160 12 M 2 G dehc R LM & Lz, 78 7# (UL ERE) 72 61K
V6 A LL BG4 4 5% & oA 2hEREAlixt 2451 76 B3 T, BB GBI TR E TO A X
PV B L ORI SRITHEETE T 83.3% (50 /60 ) | OFFETE T 93.8% (15 Bil/16 #i) . k& L
TIX85.5% (654176 f5l) THY ., WIFNHMEMEZFRD D Z Lel | BE LBREER MR SN
7oo E7o. BIER (BHREAERSE) OMIRBIFEBLIRGLA & . BIVEHSEBUEEE OB, EERMEDRE
BIREWEH R O EERREHORBUIRD b o729,

X 1 KRAVHEROHE ([V-3. AARUEAE] OEBMR)

Q@ E# 558k 2
1 - R ERRE AR REME i AR 33 51 (FEMT ))& b8, A v L& 2 50~100mg & 1 A 1
Ml A% 6 » ARG 2 RMH G2 I Uiz, 8BS 1TH G » HED i34 Y% 1H
11[8] 50mg 2 WAk L. IMEAAERFE (149/89mmHg LA F) L7243 100mg [ZH & L7-, 1RSI
(3 » AM) 1%, 50~100mg/ H O #iFH TR L. 100mg/ B TEYEAR 4 D356 130 FH B A 0 1 &
NET v HT o o EEEHILER] (LT, ACE FHEAIEBET) . ARB KU U o7 ARERMAF IR
FILISOREHA] 1 2 DFHTTREEL Lz, A AL o OIREE T ST 33 FllCk i) 5 MER
CHIEARRE 1 B2 &Ee) 12 63.6% (21 B33 f5) Th-o7-, F7-. 1RIEFENHBITH 26 BB 5
P E=R1F 73.1% (19 61726 f5]) ThH v, ERROEMZEGHER 1 D 6 » A H OAUE 77.6% (59 f41/76 i)
CRIBRETH -T2, AN_YIZ o OEPRFERGICE 2EWER (AMEERES) ORBEHE T O
EHRGRBR 1 & RSN 2HEIEERD S, BRARWEROREL o712 19,
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() BE - mEAFER

1) EEE ) L EAE
ANBEME B L E S R L E R O O b FEEEREIEAI & LT ACE FEAI & OY ARB LISk 1
FILL B2 X o<, BIEW (AR Tk 1~2 . kTl 2~48[]) D#&kb b o 2 [[lDi5
BRI EANZEE L, # OHEIE M O B2 110mmHg BA %779 22 6] (FRHT < 545]) 2% s L
oo SEEERTEAOEH, REROHRIIET ST L. A AP %% 1 H 1R A% 12.5mg*
o EREE L TERGERG L, DB REER NS 55 E T 1 HE 25mg™, 50mg. 100mg £ T
ABEHFEIL 3~5 H, FlkEE 1T 1~2 BRI Tl Uz, 1GREIX AR ERE T 2~4 #H. 4+
SHRFIL 4~10 L LT
HMERHcT S5 22 B2 1 D BREREIESRIE, A /LB L& L 50mg BE5-C 63.6% (14 511122 1)
100mg $¢5-T 81.8% (18 f5il/22 i) T v | % « HHEEAREM: & I EE B & AR OREER A2 7R L
7
L VERm RS 22 il BHWER (BALTERER) 13341 (14%) 12 3RO LA, WIRIZH E W,
T ()  ERK LM Thote, T, BBERBREMOEEE®I 26 (9%) IZ5HRDLN, N
% AST (GOT) L5H-. ALT (GPT) L5, AP L. LDH 5. CRP FHO& 11 ThoT-, =
DI oz, BEMIcE U TRBIOFT RITBE S e o T,
VA EDRGFED S, A NPV 2 T ERE S MEREIC R LT, B« FEARREARREME & i FE S L& (R
FRORELOHE (1 B 1\ 50~100mg) TEIKEH CE b B2 b, 7B, AWERHix5
B 22 Bl F 1T B FEMERIEAI O ONFRIZRED L BY Tho7= 19,
¥ KGRAVRER OHE (V-3 BERUEE) OmEBR)

RV -1 EREREFONE

LR E A D SEBERE A O FE
CIREES:i4 Ca - - ap BEADONR
(ﬂﬂi&) T%Ei%ﬂ *UEE%U Bﬁﬁﬁﬁﬁﬂ aﬂgﬁﬁﬁﬂ ﬁE%E%U
1 Al
(14 ) 9 i 3 i 141 1
2 41 - Ca #5517+ FIRA : 3 4

4 B 4 B 2 f31 - Ca F5U4 + p HEWTAI « 1441

(5 1) B S U ¢ 1 ]
m T Ca tE AL L RURA T B ERTAL - 1Pl
b 2w | 2@ | 2m1 | 2pe T

- o WA (2 A1) +FUSRAD - 141

E D ZoHH LBENLIEFED 2 F%& OFH

2)BRETE A1 O & i EAE

Mg 27 V7 F=2Aa75 1.5mg/dL UL E., 4.0mgldL DL T 2 =3 ARREVE & i 0E AR 4 6 OV B, IR
MBI LV EEZK S L, g2 LT T = A 4.0mgldL BAF 8 52801 & ifn 125 AR5 20 41 o>
BEF 24 B 25t S (FRHTES6]) 12, A Y% % 1 H 1 EEIA% 125mg S5 54 BE L.
PR3 725513 1 H & 25mg™, 50mg. 100mg £ TAPBTHEE 1L 3~5 H. S kRBEE T 1~2 @R
e CHiE L=, 7ok, FURAD () U MEREZERS) 1RO GER, AELORAEITE
HL2RW) &L, 1G4 ABRREIT 2~4 80, S kBEIT4~10 B L Lz,

HIEREAT R 551 23 B2 31T D SAFEREIE =R, A /LWL & o 50mg % 5-C 56.5% (13 4/23

f) . 100mg £ 5-T 73.9% (17 /23 B) Toh v | 4 « PESEAREM: & M EEBHE & [FFRRE O R E R
FRLT,.

LR RS 24 Bl BIER (BREERR) 1324 61 (17%) (2 5 38® Hav, WRRITE TP
ME 2 ., . EMEOMES NG LIhTh ot £7-. WIRREMEORELEIL 6§ (25%)
W B3RO HAv, WaRIXImiEA VY v A ER 4, miE2 v 7 F =2 L5 34, CK (CPK) EH-2
. RMEREAD, ~EZ e g@gd, ~~ 27Uy MO KO BUN EARE 1ETH- T2, b,
EEZEWERIIBIEZ SN o7z,

PLEDRIEN S, A NP2 TR ESOHEOA BIZEMR AR < B - FPEREAREM: & i E
FLREOAEROHE (1B 1A 50~100mg) TEREATESLEEZ26n7-19,

¥ ARMVIER O R (TV-3. BERUEE] OEBHR)
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J)IMIFATE - HEARFHH kI D BB

AREMEE MEAESNSRBRE O 5 b, BIERWBRLART 2 W LINICREIEANC X D168 2% 7 TV Wi
# L <X CahHifl L HICIEE L, ZALLISNOEER% 4 [ LA L wash out 7 EE7e BEVRIR BE O &
St 27 B (AT kI8 ) (BIEIOKD Y O 2 [EOBERRRINEMN L E L, Z OIS I B ifn £
140mmHg LA SRR E 90mmHg BL E) AZxfGHs, A e & 1 H LR % 50mg 2
O ZBM L. LI 2~4 [ TREE S EIREDEENFA 4 Ll L7286 13 1 H & 100mg
(R L7, Zeds. CaflifiAl 1 AIOGHIZ A A, FAIEMOHEITIZEE L) & L. insliE
X122 M & LTz,

MIEREE - PN KT TR T 3kt G5 27 Blici VT, #a L x7r—, R 7 UE
74 K, HDL-2 L A7 m—/)L LDL-Z L A7 v —/LOWTNOHEE b8 L in M 4, 8 &
V123 (& TH) OFRMERR L DM THERE®Z/RI 720> 72 (Dunnett-test, p=0.997, p=
0.422, p=0.694, p=0.733) = ZEMERFIMAE, 1 RV > A AU AARPUERES (HOMA) 136 &
BB RS IR o 72 hY (Dunnett-test, p=0.781, p=1.000, p=0.913) * ~E/ bt AlciLih
W12 8 (& THE) TR THEICK T L (Dunnett-test, p=0.020) .

BRI G2 51 25 BllC 3T, BRI 40.0% (10 f1/25 #) Th -7z,

ZRMEREEE G 27 B, RIER (BUREAER) 13361 (11%) 1238 B, WRRITENE, <o
. R LB (4%) Thoto, Fio, BRREMOREEEIL 46 (15%) 127D B, NIRIE
CK (CPK) L 3% (11%) . JREHHEM1H] (4%) TH-oT,

PLEDOREFED D . A S L 2 3 - REEEARRENE R R R ISRV T, D SRICxT T A G
BRI+ D —>Th HIMTENEE « B RHEEICERZELZ MTS RNV LR SR D,

W IREW 1208 (BT ORERSH

(6) A ARAI(E A

DERARERE (—REARERE. REERARERE. EABBLERRE) | HERTET —2~—
AHE. BERTRERABRORNE

RLEREZ AR (R 53ER) 9

B RS mEAE (8 - PEEIE) BT 165 BillZ A Lt o 50~200mg A 1 H 1 (8] 1 4R
ROfE Lz ORI, ZatZiHi L7,

FZHE - ORI i AR R I (8 5-BRAGRT O FEE 164.2/98.5mmHg) 18 5-Bilkfs 4 1% L 0 HEIC
TRL GHSDH 5 tiE, p<0.001) | ZE L-BEERNHER S iz, BT % ONLE
i ARSI I D 28 b & D -1 1%-28.5/-14.3mmHg T -7z,

Ve LR G245 166 1, ERR M E O B A E 2 S RIER X 18 ] (10.8%) (2D 5
Nz, FRbob=EMESHE, mf 7 LT F o RARF ST —Y EH, R T h ) kA
77 X —TEENEL 26 (1.2%) TH-oT=,

DEBEHELTEBFENNERITER L-RE - HBROBE
&AL

(7 Z D1t
] P Fife PR 5k
HKFBIRFIC I 1T 2 ENERRRER D 5 B 2 I ARFRBRLAREIZ 320 L 72 15 BRIZ IV TR M 23Rl L 72,
WERIE B M i FRERBR 4 3Bk, JEXTIRGAER 9 iBR., IR SRR 2 BRTH V. ARIETEM %S
GNX 871 I Th o T-, ARNHIL69.0% (601 ) Th-o7z,
b &) RS mEE (B - PEE) B3, EEAMEERE, BEEZ MO & EEE
. BN E T B
B : IEERmaB O — E e, s
(G I1E] AP L Z 2 6.25mg*~200mg 1 A 1 [l A #% K5

CH) E FLHE)

RV -2 BFEHRHEREYE

L T A R k&
IS 151 1 (mmHQ) 20 ULk -19~-10 +9 10 LAk
JEaEH .+ (mmHg) -10 ULk 9~-5 +4 5Lk
S I (mmHg) -13 DLk -12~-7 +6 7Lk
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[NRE) OFEREIZEE L2 < 'C?E\ PR 2R L, MEAS 150/90mmHg A (7272 LABR#E Tl
140/85mmHg AJi) 12 FREL723a10ix TR SHET 5,
xR %%&&U%E(FVS ﬁ&&UﬁgJ@@%%)

F $E'J[5¢}T:4— (AGRIF)

AGBIRFIZ 3510 2 —H B M LRI & & DB RRIR C oA MRS R G113 871 I Th v . AL
69.0% (601 41/871 f]) T& -7 4~1315~19)
£V -3 BRI (JoFt K inEGER)
i R o | o
AHEME I EAE (1« payE) 4101315~
w 563/822 68.5
Eﬁﬁmr JiE 1 18/22 81.8
F A D s EE ) 17/23 73.9
a%gfiﬁfﬁlrr 19) 3/4 _
ot 601/871 69.0

* o [FEE) OREBIEIA VR 6T 54515 < 100

I BRESHE AL TRV —2 BREMRHCEERE] 2R
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VI. BHEHEICEI HEE

1. EEPMCEEHIILEYRITILEHE
TUoOFTF NS BIEETR (o TFHAEy LT, adaar A
HEE : BEEOH DIEEMOIE XTI EEIT, BFTOBE LI NTZIRMNCEEZBZRTDH L,

2. EE%ER
() YERABRLL - 1EFRRE
Invitro RBRICEB W C U TR KEARO T > P4 T o T (AL 3N 2 FFRACHHEI L 2 in
vivo IBR (7 > b, A X H) 12BN TH ALFHHA LIS U CTHHER 277 L7z 2, Invitro #&
BB D, EOIFEIWERIE AL BRI T 5B GHHETUCE S b DO THY D BICALX A 7 1%
B (AT R BRI TH D Z E BRI B, ZOMOZHERIITBFEEZ RS T2, 7oA
Ty BEEIRER B ILE Lie ol B,

[ TUCEFTUV ) =Y ]
hFTLD |
RFLy
v v
[ P2 B ]

ToOrTIVY

LR (ACE)

hyusLAy
hTF7ov6
t-PA

\4

AIRYILE Y

AT Z&K AT, 2R

t-PA : T T A ) =TT I FR—H
ATVEZRE . 7o oF T v A A 1R
AR . T o oF T v A A 2%

MVI—1 {EH A=A
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AT Z B WEEHEM  (in vitro)
AT KR Z BRI L T D e D REREEHIEONT 7 ~ b KBRS & ORI & . AT %%
REE AN XA T 2%RIK (AT /) ZITHRB L TND T v RIS OAIEEREA 2
T, 154558 ATl OZ BE~DFESITHT HA NP o OEEREZ 0L (ATIZERIC
BHRWBIAE) | T 72 r (W RRICIERIRBIFPED AT, « AT 2R RBLESK, ENRRETE)
&tt%&*ﬁ%ﬁbf:o b N KRERCEEH I ONT T v b KREWRCEIE G M OFFRIAERE & . WL13 (AT, 21K
IBIRAEFIME) ZFE T C AT ZA R ZAREL L ATiSAEROLFEEREH Y L LT v MEIBRE
DOMINABAEAIZ IS 1T 5 P14k A OZHAEASOFRESITHT DA VP 2D 50% M RE  (1Cs
) XZ=h+4+ 079, 1.58, 1. 28 KO L1Tnmol/L TH-7=, —J. 7 v MEIBEE mﬁﬁ@ﬂ%ﬁﬁ:
BOWTYTFAALA M—VLEIZ LU AT R E NG LTZAER O AT 2 BRARIZEB T 5 A v~
JL B D ICso fiEEAY 10umol/L ui:fa%o T2l EMS, ALY ILE D AT ZBRLEEME (ICs
il : 1.17nmol/L) 1%, AT ARFLETE M (ICso fE : >10000nmol/L) (2t L. #8500 fFLA LagvyZ
EMHIBNEZRY | ATiZFRICKT 2OBIFIES R SN2, £, 7 v MTFEREZ -1
Lz o DIREREZ Scatchard plot f# AT L7255, 2 OLERRNIIF G TH D Z RS-

22,23,26,27)
o

FVI—1 FHEMREERIZBITAA AT ALX S aP A X BT T 0D
ATl BARA~OBAEIEVELLES (ICs0 fH)

A NP H =8I % A A AV
M
MBI (hmol/L) (nmol/L) (hmol/L)
I BN IR 8 A5 i e 0.79 12.23 1.17
F v N KBRSV 5 A e 1.58 13.98 1.48
Z o A g 1.28 13.7 2.36
Z v bR R B R B o
(WL13 777ETF) 117 18.31
FVI—2 A NP LE D AT ZHE L O AT 2 HEE~OBIFIME (1Cs)
AT IR AT SRR AT, Z BIRIAT S IR
1.17nmol/L >10000nmol/L #9 8500 fF LA 1
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RO XTSRRI

2) 7 W A LS ATLIGHE SRR (in vitro)

(%)

120

100

80

60

40

20

Y EREHKEARE HNTALD, /7 R U RO U D A KD S xE T 5 A v
NP kR Y o DOERICOWTHE Lz, A~ i3 ALLOREREMEIEE IR
T B B R PO b 3% insurmountable (BT EOFEEEASHY) iEPUEREREZ R L, 20 kLD
TR BB IZ AR O OZ RIEFETEIROfRBER BN SIS SN Z 0D, A Vs b
FRIZ ATy B IRICHE S LTtk OfRBED B W20, KREDO AT ZEHIETH ATi A RICHES Lz
APV v L EB SIS < ZORIZ AL O—@ME0 & INEER N BET 5 L HR S

Tro 2B, AT KLU RO D o 2 K DWHMESUG A XYL 2 A2 X0 il S 7z
WZ EMD . A NPV E AN LD T KO O N 23 IERE B 72 PE I RIEF Tl 2 &R E

7= 20,

AN L H (BB a2

Bl R (n=16) BB XEEE (n=16)
OO 3X10’mol/L (n=4) OO 3%X10 *mol/L (n=4)
®©® 1x10 %mol/lL (n=4) @®® 1x10 'mol/lL (n=4)
-3 3X10 mol/L (n=4) (1 3%X10 "mol/L (n=4)
AN 1X10 "mol/L (n=4) A 1X10°mol/L (n=4)
(mean=*S.E.) (mean=*S.E.)
(%)
_ 120
100
e
N
80 |
w0l
F 60
5
7
%40~
20
] 0 ¥ J
4 (mol/L) 10 9 8 7 6 5 4 (mol/L)
—log [ATI] —log [ATI]

BIVI—2 o % FHHKERO A TIGHE SO 63 2 7EH
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AT FHIEH LSS 2 8HIEM (1 X)
TEE N OMEEHERE A XA VT AT (PRSI 2 20mmHg LA E R X2 &, 10ng/kg i
20ng/kg BRI G-) 12 &0 #k L7 FIERIS I 2 A vt 2 210 3, 10mglkg W ONZ & 1
% 3, 10, 30mg/kg HL[AIFE OG- REOMMEIERIZ DWW TRET LTz, A AT & AT EICEFE L
T AIFER S 2 Jil L7z 2,

OO Imgkg A=\ 3mg/kg
A=A 3mg/kg Bl 10mgkg
B8 [0mgkg OO 30mgkg
(n=6/%%) (n=4~6/%f)
(mean*S.E.) (mean*S.E.)
(mmHg) (mmHg)
O - gy RO 40 [ EASRARYS
30 L L
i '
DI ok
Hi i
o | . 20 |
£ £
2 %
7 7
1€ 10 f b 10 ¢
== 5
G i ! 1 i Il 1 0 I 1 1 i 1 1]
0 60 120 180 240 300 (min) 0 60 120 180 240 300 (min)
iR IR
B H-RiIfiE & bl LT

% : p<0.05, *3% :p<0.01 (Dunnett-Hsu’s test)

KVI—3 A XZKIF25 AUFIRANE 5 X2 F B33 51EH
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(2) EhE#E 1T HHRERAIE

1)FEEAEH

O b= VIEF MEY S BT 5 BERE O & 5REOBREER (L)
WERET T 7P iz 7 et X R 10mg/kg/H %2 5 HEIfIAWE G L, T M) D ARZET LV (ML=
ERMEET V) ZERL, A YL 03, 1, 3mglkg W ONZ w2 /0% o 10mglkg HEIFR O
B HREO MM K OBk 2 ERIC OV TRRET L7z, =1 XSHENRD & il KRENRIC & L 7=
NT =T NEN LU TREF CEENE L, MESCmEEO L= - 7o UF 7> (RA) RO
WEHENTTHE L TWAE L=V IEFEMET LSBT, A YL Z I E 2 I D
BT L TR T 8720, AT EEZ RIZE o7 ),

OO A n~H1% > 0.3mglkg

@O /1LY Imglkyg

Bl LY F 2 3mglkg

(HI =14 10mglkg
(N=4/F%)

(mean=S.E.)

(mmHg)

100

50 |

mEEs

80 |

70

60 -

a5 0 -

AIL\ 250 =
H
%

200

150 =

I FH]
e 5-HilfE & et LT
% : p<0.05, %% :p<0.01 (Dunnett-Hsu’s test)

BIVI—4 &L= iEREY Ao iE &k O3 2 1FH
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@217V v FREMET v BT 2 EERE D& SEOBREER (7 v b)
HeZ > b (SD %) OEMEEBRE 7V » 7Tz U CTER L= 2 %801 7 Y » 7 RBlE )£ (Goldblatt
de\V:Vﬁﬁﬁ%mE)?yF%%wf%w&ﬁw§yﬂMM@%@ﬁD&%ﬁ@ﬁF&U
DR T DIERIZ OV TRET L7z, IR KBREIRD SIS KEARICEE L= 7 — T L&
L CREE T CHEENE L, MIEC&EEoL = - 7o U473y (RA) ZROIEMENTTH LT
W5 2B L 7 U TRIEINTE T > MZBWT, A VYL & 3 5% INE A KT
S, 10BEMRICE—21CE L, T ORTERNRIT 24 BERFRGE L7223, D28 % RIE S22y

o7 ®
OO *fHafF
Q@ L~ H/LF L 10mgkg
(mmHg) (n=5~T7/1)
220 (mean=*S.E.)
200
. 180 -
%)
il
JER
160
140
120 -
(Fa%/57) 600
R
a0 - A= 28-8 —8& 82 ,

2000 = IIFJ

0o 1 2 3 4 5 6 7 8 9 10 11 12 24 (hr)
HE
i N QRS STINENRY X [~ opiti Rags ot v A PN E
* : p<<0.05, sk :p<0.01 (Welch’s t-test)

A% (Repeated measurement ANOVA TH B 272 L)

XVI—5 2%M1 7Y vy r7MEmET v bomEE b3 52 1EH
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OR2E R B EME R LE HARFEIE T ~ b (SHRSP) 2B 2 HERE O GREOEEER (7 1)
1 SHRSP D EERKENARIC I EREH T L A b U —& GO DT —T Va4 AL, KEHEARREIE
eI R E S Lz, g 2 MDA LA TA A_H L & o 3, 10, 30, 100mg/kg I N @ H L &
> 30mg/kg % HLRIRE O $¢ 5 U & OV 202t 9 A /ERIC O W CREE F Tt L7z, A v3r
Z T ERAFRCIGHE I 2R T S, & OFER L 30mg/kg Tl 72 < & & 24 FEfi, 100mg/kg
TUE 48 WG L7203, DA B E RZ S 72 o 72 30,

O-O %HAEREE BB LY H L 30mglke
®©® LWL F 3mgke AN A YL Z 2 100mg/kg
00 A XY 1% > 10mg/kg A—A YL F L 30mgkg
(mmHg) (n=7~9/#¥)
(mean=S.E.)
280
240
o
i
#1200
il
=

160

120
a%/53) 400

L
4 300
#

= )
0 6 12 18 24 48 (hr)

i ]
PR & bl LT

% : p<0.05 (Tukey’s test)

KXIVI—6 SHRSP O Ifi )&} Va8 x4 5 1EH
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2) e = P e o 5 4 A
OB ARFEIEZ » b (SHR) |

1 SHR % FNC 4B E S 20 i E TOR 4 5 HREL A L3 v & > 60mglkg % 1 B 1 RIS E#RE
OfeE Li-tkicf b zdi L, HIiC 28 Wi E TSR AT, SiTEOERE, mATENRE & Ok
BIZAIZ R DIERIC W TS LT, IIE XA 1[5 27 @i E <. RERROINHEE 2 REE T
MR KV IE Lz, A V_P L F 0% 5 D 20 B £ CoM~E LR 25 ICHHE L. &
MEDOERZMHI Lz, /o, ANV oGk METHRLICEF LR, Dty
27 Wl E CIMEZAEICK T SEE (KVI-7) , 20X )i,
» AR B L, VAT RERITED S Nigotz, Fio, A NP L& AL K OVK
RO 2 7 — 47 L FENE QNS KRENIR P EE O BN % A B 3 U Ul B B M OVAE D3R BE D W [ A D
N N3 A AR Liey, ELEANEEAREICITEEEZ KFE S 2oz (KVI—-8) , LLEo
RN, AN EEEOEEEIHT L & &bz,

(mmHg)
240

220

160

HEEEhT

140

120

A RETERIS

-
—

B 5 ERORGREOEM (Z v B)

OO st
BE (LS F L 60mgkg

(FB BT B IERIE - n=20~70)

(mean=*S.E.)

100 :

0 4 8

XITHERE L T LT
%% : p<0.01 (Welch’s t-test)

XVI—7

SHR O & )£ 1 R R 12 kb4~ 5 1E

21-
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(A) (B)

2
® DR B (M) bz oo A (um) A IR O % FE R
2 * e W LS 60mglkg
90 N
1.5 60 (n=8~10/#f)
| 40 %0 (mean=*+S.E.)
70
2
0.5 20 60
0 0 50
8 14 20 28 8 14 20 28 8 14 20 28
(mm) o (i o . .
2 L E N Tl PET ST 7 B (G BPN TR RS i - "
18 -~ = 3 - 25 )(“J—H\E\ﬁikt[:$)4 LT
20 ¥ 1 p<0.05, k% :p<0.01
4 L 2 * )
: i 15 (Welch’s t-test)
10 1 10
5
6 0 0
8 14 20 28 8 14 20 28 8 14 20 28

DR, 720 EEEOWITmAE IS DV Tl R & Hlk L T Two-way ANOVA THE (p<0.01)
A ENEE P RC DUV T IREE & il L C Two-way ANOVA THEZ L

VI—8 SHR Ol EHERIZE S Dl (A) ROKEINR (B) OfRERERIZAIZ 3 2 1EM
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@SHRSP 123 1F 2 KAE R 1 % 5-1 0 @ i [ E Mg g b & T2 8 (T v )

(@

400

350

300

250

200

150 -

AR R A BREHC TR L 72 SHRSP (9~10 i #n) (24 "Y1 & 2 3, 10, 30mg/kg, = /L%
> 30mg/kg A NZ=FF 7 UL 3mglkg & 1 H 1R 9 MR ER OGS L, (KE & A7 L O
AEHZPE S SER (Wi, 2B, BEER. RT3 2 e E Bk K OMBURAIE ONT HITK & 5 UM 3% Rk
H) OFEECHONTHHBIR Lz, MATERBEATTIZIZNOOERES 1 RE L, BHEKT
Rek CHAALE LT flfRD 60 HE O G2 R L, SO TR Lz, /o, HEFEEORE (R
7)) (IHEERENM) OB AT ER AL . A FE R O R B TR IR B T R 2 A a7 T (grade 1 :
very slight, 2 : slight, 3 : moderate, 4 : marked) L. X CTOREIZOVWTMELTCEHLE, &
HARTIT & 0 BB D RK AR PR E 2 5 o L E MERRAR IR T & VBT R A 295 SHRSP TiE, A /b
NP CDORAER ARG LY REBD (KVI—9) | MAFRE (K(VI—10) . KO fLENME
gk (MVI—11) K USELE OFR 2 IH 23588 Sz 20,

A VAL A L 3mglkg A-A ANAYNLT L Imglke
Bl LY Z L 10mgkg

‘e

Bl (YL H 2 10mgkg

OO A N_H L4 30mglkg A AL H L 30mg/kg
(HI =¥ L% 30mgkg D{]D#T{ymmﬂg
A=A =F T 7Y )L 3mglkg =57 7V 3mg/kg

(n=8~12/FE. PEIKEAALI) (n=8~12/#f, HIEFALAEE)

(mean*S.E.)

(%)

100 | *

80 | *

A
17 60
2

01 2 3 4 5 6 7 8 9 () 0 1 2 3 4 5 6 7 8 9 (A
BeEEI BESEHAA

5 62 A B OALFRZ R L ik LT
% : p<0.05 (Fisher’s exact test)

XIVI—9 SHRSP DIRE K OAETFRIZKT 5 1EH

6E? 100 - (n=4~12/E%)
i (mean*S.E.)
@ B8O ~
s SEEBRRE & P L C
; 60 |- %3k : p<0.01 (Dunnett’s test)
JiE
R |
s
a
A 20 -
=
7 7 sk o -
o - =L
- 3 10 30 30 5 (meke)
St HERE A NP H nYyNEy =FT YL

KVI—10 MMZaHERIEAE AR 2 T4 5 1EH
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Ji

g
F

20 —
B . (n=4~12/#%)
Elr’lr;ai: lssz) (mean*S.E.)

ek - L
[=1s) %j% 15
e i3
%?— %
D D
= T2
B B
2 2
= s
z z

o - £eren

300 30 3 (mg/kg) - 3 10 30 30 3 (mg/kg)

MR ANV ALY mPrry =FTFYNL HERE Py mHALEY =FFTTUN

KEHERE & bbd LT
%% : p<0.01 (Dunnett’s test)

BAVI—11 e PR 5 R 7 (e 2 1R

ek, WA FRIER O SHRSP TId, BUERE I G-IC L 0 SE AN Sdv, JZE Pl b 4% 5 B A
X0 I C g S L7 308

)RR R T2 x4 5 1EH
TN RAT v Ikt 58 (7> )
HEZ v b (SD %) ZHWT ATEARNIEA (0.1pg/sr, 30 43 (2& 57 v RAT v’ Mﬁmw
R 5 A L& 21, 3, 10mglkg 3TN =30 % o 1, 10mg/kg HERIERAR N £ 5- 0> 822852
WO L7z, e 513 ATTEEA 15 471 qﬂ\ LI ATE A T EAR IS SHERIRIC B B L?‘JJ
T=TNANOERI L, £, MEITEBIRICEE LT —T V& LT[E&‘{E'JE L7ce AN
L& 3, 10mglkg HEIFIRNE 513 ATTEE3E 5 rm; LTIV RAT v WA EIZIE LT 32,

KVI-3 T v MIEIT D ATFIRNIEAICE D FER T )V K AT 1 ik xt 4 5 1EH

LR B b8 S B4 of TV RAT o R
(mg/kg) (mmHg) (pg/mL)
f BREE — 131+4 345+48
Al — 202+3%* 2142+203*
194+10 1022 +192%**
ATl + A LY L& 3 169+12** 335+ 42%*
10 130+4** 296+53%*
1 196+4 1049+147%*
A+ x> —
10 12343%* 212+44% %

(n=6~10/#%, mean=*S.E.)
KPMRAE L el LC ¢ %k ; p<0.05 (Welch’s t-test)
AT BEL Ll LT @ % %k ; p<0.01 (Dunnett’s test)
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A)EHERE IR D 1EH]
OE I 21EH (7> B)
HEZ > b (SDR) ZHWT, BB FICmE, BREREAEE, B MEREICKT 5 A P i
0.3, 1 %0 3mglkg & HEFEARN B G-BREOVERIZOWTRRET Lz, A V02 2 (3R N IR 1+
T v MIBWTEAIMEICEEZ 5 2 TICECRERIE AR & & OV iR & 4 A B ICH N S 87 39,

FVI—4 F v FOMFEIKT H1ER

#h& -2 i+ (mmHg)
(mg/kg) £ il 3K 30 4 IR 60 4% LI 90 4314
xf HRE 110+3 111+2 112+3 112+2
0.3 108+3 110+2 112+3 111+2
1 111+2 112+2 113+2 114+3
3 110+2 114+2 113+2 111+2
(n=7/#. mean*S.E.)
FVI—5 T v FOBSRERIKEABEIZHT D 1EM
B b BRERIR A& (mL/43/100g (A H)
(mg/kg) £ Sill] 4 30 7ok BE3E 60 314 B 90 4514
pogicica 0.75+0.02 0.79+0.02 0.760.02 0.77+0.03
0.3 0.760.03 0.77+0.02 0.79+0.04 0.82+0.03*
1 0.72+0.03 0.81+0.03* 0.82+0.03** 0.84+0.03**
3 0.75+0.04 1.00£0.05%* 1.09+0.05%* 1.16£0.04**

FHEAE & Fhige LT : %

; p<0.05, % % ; p<0.01 (Dunnett-Hsu’s test)

FVI—6 T v M OB AR D1EH

(n=7/#%. mean=*S.E.)

B b & AT B (mL/43/100g AR E)

(mg/kg) P HE R $234K 30 73 1% B3 60 75%% B 90 1%

pogicbisa 2.28+0.06 2.30+0.05 2.33+0.05 2.360.07
0.3 2.31+0.05 2.41+0.10 2.50+0.11 2.55+0.09*
1 2.29+0.06 2.57+£0.07%* 2.64+0.05%* 2.62+0.05**
3 2.31£0.08 2.91+£0.08%* 3.07£0.08%* 3.11+0.05**

BeIEAE & Bl L C ¢ % 5 p<0.05, * % ; p<0.01 (Dunnett-Hsu’s test)
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@ E A AR 516 B SHR OB EEICHTA1EH (9 v 1)
1 SHR D £ i D 213 K& OA B il UIFRIZ L 0 5/6 B SHR Z/ERL L, 5% RV 7 A
EAEEBHEET TIZA YL > 3, 10mglkg W ONZ =YL % > 10mglkg @ 1 B 1 [A] 3 38 [E s #%
AR OB EEICK T HERICOWTRE Lz, &5 0I& 7%, il L7 R B~ PAS L
COREARZERL L. BT E 2 O CGRERMEIZE 1T 5 PAS Y@ BarEfEik 2 e L, SRERIREL
DOFHEL Uiz, A NA_Y L Z o ORAERE O 3 R T E AP BRI 2806 U, ML fRFEEF LK
EZ7R L, FRAFB ORI L (PAS YetalGPEfaik) 2 ifil3 5 2 & A Esd S 4z 39,

(mg/100g {KEE/R)
40
OO xiRaEt
A—A (VAP E L 3mg/kg
30 - DA A VBV H L 10mg/kg
§ BE oY% 10mgkg
Ho20F (mean=*S.E.)
i
% SEIRRE & b LT
o L % : p<0.05 (Dunnett’s test)
o 1 I 1
1 2 3 (i@
5
(mg/dL) (%)
100 B . so0 [ (n=6~8/Ff)
(n=6~8/kF) (mean=S.E.)
(mean*S.E.)
g0 e £
i ’ -
JE% 60 é
£ =
¥ 40 5
& [
|
20 bing
0
xtape A VSY A ANST T L s SHREE A NSRPNLE L A NRPLE Y g g
3mg/kg 10mg/kg 10mg/kg 3mg/kg 10mg/kg 10mg/kg

SEHRRE & e L T
* 5 p<0.05. 3k :p<0.01 (Dunnett’s test)

XVI—12 @R AR 5/6 B SHR (ZB T D IRPEAPEIE R, 1 FIRFEZEFR BN O PAS Yoo b s
DOEIEITHR D EH

(3) YE AR IRRER - HihsR
MM ER e L
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VI. E¥EhReIcBH9 5I8H

1. MehRED IR
(1) AR LA MR
DRI L

Q) ERABCTHERASIA LD EE

BRI BT R E S S O R 2 L L=,

1) Hi[El b % 5

R AN Bk 18 Bl A L& 2 50, 100 K O 200mg & 7 1 A A — =352 L V) 22 i B HA A
Al Uiz & & 50~200mg OG- &FiPHTIL, A VXV H 2D Cuax KT AUCo IZITH BB
BHAMEIZRD SNV E DO, BEBIEKGFELAEZICHNT S Z LR ENT-, HEGEN 2{FIC
BN 5 L&, Crax T 1.2~1.7 %, AUCou!E L7~1.8 fHIZHNN U720 Toax O T (IR G- B TH
BEERD N ehode, MEFICIZEE LTSN EZA T HRE(ATIFEE L, ZoOMETRE
K OSSR R /N7 A — & ZXVI—1, £VI—1 2R3 %),

(ng/mL) O-O 50mg
10000 A=/ 100mg
(I 200mg
; (n=18)
1000 A L. (mean=S.D.)
. .
N o RN N N
N A N e
T O SR SR
E .......

1 | ! | L | 1 | L | 1

|
0 4 8 12 16 20 24 (hr)
A
BIVI—1 Zefgre B alet O3 51O A L_Y L2 g RS (R A)

RVI—1  ZEJE R B Al O G- O Yl T m ) N T A — 2 (BEFEREN)

&5‘5 Cmax Tmax AUCO-t " T1/2
+ (ng/mL) (hr) (ng * hr/mL) (hr)
50mg 1084+375 1.4+0.7 38211208 101459
100mg 1758+ 483 16+09 6848+ 1974 13.6+15.4
200mg 2098 + 455 20+13 11742 + 3549 15.2+18.6
W p=0.093? p=0.209"
1.653 1.804
srrEor | 100MIB0MI |1y 4561 g75] [1.685~1.931]
[90%1E #Ei [ 1] 1.210 1.704
200mgr100mg | 14 o661 373] [1.502~1.824]
TF + AUCo+ ; it Bll 7 AT BER /5 G 0D L BfE T % FE — WP ) AR - i (n=18. mean=SD)

a)Friedman # €. b)/r#HT
HEYE : LC/IMS/MS (Liquid Chromatography/Tandem Mass Spectrometry ; ik <~ s 75 7 4 —|X L F b~ A ALY
ba A hY—)
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) AE#E 1 P -

fERERR N B 6 BllCA LWL X 50, 100mg & 1 H 17 HREIBBICKEROIKERSLE-ZLED
A i RS R ORI FE G R T A —Z B XVII—2, RVI—2 (R7, £72. KEKREH2~7T HH
BT HMEET T 7REARVI-3IZRT, b7 7IEOREHS) O, AR E I 5G4
) 3~4 HCEFREBICEIET 5 Z LRSI, £, WG EIEREIIA DR D 5T 29,
F 7o, ElE 2 S T ARREME & A B 14 S A V_H L& 2 100, 200mg A 1 H 1818 H &%
WCEROEFEE L2l &, Cod KOVAUCIZHEE G- L HBE LRG58 HE oM THE AT 2L, M
HEL OERBMEIIA LN otz 9,

(ng/mL) OO 50mg (n=6)
2000 ~ ®@® 100mg (n=06)
[ (mean*S.D.)
1500
il
U
i 1000
&%
i3
500
0
MVI—2 BHEKERATKGREOA LAY LZ R ERER (RERN)
RKVI—2 BHKEROKEGEO 1 HBAROT7 HBOEYEEGRI N7 A—4% (FEEEARN)
k52 Crnax Tmax AUCo-24nr Tz (o) Tz (B)
(mg) (ng/mL) (hr) (ng * hr/mL) (hr) (hr)

50 (1 HH) 958.63+608.35 | 2.83+t1.47 | 3561.60+1023.68 | 0.95+0.23 18.73+8.65
50 (7 HH) 1025.1+392.82 | 2.08+1.28 | 4128.371232.88 | 1.05%0.34 15.07+-4.88
p fiE @ 0.627 0.320 0.022* 0.377 0.479

+
100 (1 HH) 1398.22200.93 | 2.9241.02 | 6646.25+-1022.36 | 1.08+-0.38 2350;;1690
100 (7 HEH) 1609.8£170.73 | 2.50+0.84 | 7993.48+1919.01 | 1.07+0.23 22.28+12.62
R 0.066 0.507 0.022* 0.897 0.462

Hon=3 [BHIT Twz (B) 7% 100 FFLL k& BV MBS 72 72 DR
MR - HPLC (High Performance Liquid Chromatography ; #{& 2 < ~ 275 7 4 —)
Q) MLDH B tHE. *  AEEHY (p<0.05)

(n=6, mean*=S.D.)

KV—3 BHREROEGROA NS LZ MR b7 78R (RN

P MmAEH b 7 3 (ng/mL)
2HH 3HH 4 HH 5HH 6 HH 7HH
50mg 34.842 42.720 52.920 36.270 39.058 34.080
+3.457 +15.512 +13.833 +8.963 +9.147 +12.582
100mg 67.158 86.523 75.792 70.468 91.348 82.767
+27.132 +36.022 +34.915 +41.484 +45.024 +39.316
(HlEHE : HPLC)  (n=6, mean*S.D.)
(3) hEE
EH AR L
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DBE - HRAFEOEE

1)ﬁ$@ﬁ§iﬂﬂ
TERER N T 14 BIS A L2 2 100mg 2 HELENRE A 425 (ZEIERE ST REE) Lo &, Com M
WAUC IZBFHDOEEITA Lo T ¥,

2)DF HIZE DR
I-7. 8 BRI OHESH

| EMEERNNS A— S
OF 2P
LR L

(2) AR T
TR L

(3) SRR T
A E R L

BHoIVT730R
AR L

OF ik~
CAEE R L

(6) 2 DAt
A E R L

. BEE GKEal—>3>) i
() BBHT 5%
KB L

(2185 4 — 8 EHER
AR L

. IRIR
MNAFTRALZEY) T4 GBHT—4)
61~88%3839)

(2) IR URERfSL B UNIRUNEE (S v k)
7 >~ & (SD %, n=3/%f) OWHEEHEEL L CTER L 28V — 7 NI UCAZGRA LY LB
10mg/kg 1A DI ER % BVI—4 1R, A WL 2 3N -8 6 FERO R B 7
STRINEND Z EDRENTZ O,

KVI—4 1T v S OFRIGBALIZB T DA AP Z o DRIER (%)

o _ “(‘éft%%ﬁﬂﬂ% (%) * _

tn 5 /J\Hi%iﬁﬁ I R NG TR P
(+—¥50%) (Z215) ([5115)

0 0.5+0.8 0.0+0.0 08+14 15+16 0.0+0.0

0.5 49+6.7 18.0+6.8 23.8+8.7 6.9+3.4 15+0.6

2 54+54 52.9+8.3 55.9+3.7 34.7+13.6 13.1+2.7

GAEE sy v FL—ar v 2iE)  (n=31FE, meantS.D.)
* o HIBEWINER (%) = { [EAMEGER - (HEENRY T EFRN R HELERTAARER) 1 HEAK
HHER) X100
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Q) EHFEER (Tv k)
Z vk (SD ) 2 UCHEFkA VYL & % 10mglkg BLIRIRE 0% 5% 5 T Imglkg B AR5 L C
24 R EL L2yt 2 2 2Bl o 7 v s o+ ZHBNICE S L2/, GRS T, RKE
O I REER R SN2 &b, AT ATIGIEER T 5 Z LR &7z 4,

5. 9
(1) I R—Aisi B8 P9 @ @ 14
MEEZ >~ b (SD SR) 12 MCHERkA P L& 2 30mglkg ZHERRAO#K G Lz L & M~D BRI REDH
1T T MR BTz 4249,
[VI-5-(5) Z DDA DT 2)F OMOMBE~OBITIE] DOIESMH

(2) I i&—RA BE R P @ 1
MRILHEERI8 HEDZ v b (SDR) 12 MCAEGA L& > 150mglkg % R 5 L, FHEHE
A N B R~ D BE DA T A Mt LTz, F72. 4R 28 HO 7 %X (New Zealand ff) (2 *“C-
PR A VYL & 2 10mglkg & HLEIE G- U, g, s & OGRS P A BEIR AT 2 B L7z, W
THORETH, BEMW ) DIR A~ IEEEDBATGRD LAV, MO G RER B IIR R DORE L
HE <, BN L7220 IR RO RERBATAIE ST\ D 2 & D3RI Iz #449),

Q) Eir~DBITHE
WL T v b (SD &) 1T WCHEREA LWL & L 10mglkg A HEEIRE 085 L, FLT K OMi s
HRRC RERR S 2 E U7z, Pl RO BE R B 13 % 5% 8 IRl Tl mifif (0.59ugeq./mL) Z R L7223, il
HER RO eI T X VAR . IMBERIEE & D HiE 0.15~0.29 ThoTr, ZDOFREENS . T v N TIEA LR
YL Z DA ~DRBITHRD ST, FOREIT/NIWVWI ERBR I T 40,

) BRA~OB
LR L

(5) ZDHhDEHA~DIEITHE
DI ER~DFAT (in vitro)
t b OMARIZ S HAZF A VY Z RNt MR R QN ER A /v L, BUREEIRE A RIE L, M
R EAE D 91~96% N IMAEFIZFE L TE Y . A V_P X o DIMER~OBITHITIRNEZ 2 5
i,

2)ZF OO/~ DOFRATIE

Mt~ b (SD %) 12 UC-HEA YL & L 30mglkg & HLEIRE 085 L2 & & BURBEIZH00M T
BALRRICREIT Ly KESY OB O EI T 544 2 B CReBIRE L e o1z, T D%, HETREIEEE 1T
KT L, 854 96 BRERFICIZIRER 7y ORI CERBILLT & 72570, HGHRERE NI X 0 @O FRER X
JFfis R OV i DG« PRI SS . fe b o T Tl 5% 168 Bifd & CTHTRE S i & iz
D, FOHAE L TA AP /LZ BB EED EHEIRE N BH CTH D Z LICERT S EE b
72. FOMOMEE~DOHFEEDBATHEMEWEHO—> L LTEWLEEAESZR (5 v T2~
96%) DEEENEZ L, M~ N OMLIA ORI Z & Te Ky Olias « MR D O BEHE DK
PRI 48 BEREILAN CTH - 72, MET ~ B DRl b OWMES R bR R 57 B 278 L7223,
B 5-1% 96 B[] CIXEBBALL FICIK T Uiz, T » MIHET > b X0 @R e E 2R L7z
D, ZIUTMET v FOBWIIEEFIREZ N L TWA 72D EE 2 bz 29,

(6) MIFEEFEESER
MmiEEAREH (invitro)
SHAZFE A NA_Y L& 2 VLT, B MITEE AR T /AR EMmat Lz & 2 A, 5, 10 L OF 25ug/mL
IZB I DRTEHFEAHIL 96.61.0%TH Y (n=45, mean=S.D.) . ERFEAEAHILIT LTI Th-o
T2, Fl, ANNPAZ LD MAET AT 2 KT AT A METAT 7 U oA R ThHDH D
& INTRE Z Tz 9,
Jilk SN
WESE  WEK v TFL— a2k
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6. K&
(1) HCEHHAR AL B UM BB R R
(g7 —2)

bt MBI A28 ERIET 5 HIT, @BEMRANBM 12 fillc YCARMA LWL > 50mg K& OMEEEE
N BYE 6 Bl YCAZRRA VL& 2 150mg & E N ENERERFHEERR O & G- Lz & & o, miE, Jr
R OFEFIZEBT DA NP H o RO D3 &2 £ VI —5 (278 L7z, “CAZFRA VY& v
50mg K OF 150mg #% % 5 6 FEf 12 DA VXYL & RBUR DI EEF TORITZNE I 77.8% % Y

76.2%ToH D, A N_PZ 0%

MAEFTIRF &L A ERBILIRE ULTHET 2 Z &Sz 99,

BB, Ty b P UFRROV TR MCARGA NPV S 2w BEE O RGB D WDITEIRN RS
RrDMLAE, R, REIT R OFEPGEH 2 BICHEE LA YL 2 o OB 2 (XVI—3 1R Lz, &
VI-5ZR L7zt MZBIT DAL, RVI-3 1R LIz LB ERERIZHB W THRO b7,

FVI—5 VCHEFkA LY L H L 50mg M O 150mg Z2 i IF HA[E10% 0 % 515 o e, R K OV

BIFBZA NP LH o LOMREO LR (%)

50mg (n=12) 150mg (n=6)

R i E bR i3 PR #
1hr 6hr 0~48hr 1hr 6hr 0~48hr | 0~120hr

AR 85.8 77.8 5.5 80.7 76.2 43 29.9
BMS-M1-+BMS-M2 0.0 0.0 22.8 0.4 0.0 21.4 4.5
BMS-M3 0.9 5.4 15.1 1.3 8.9 17.0 14.8

SR90148 1.5 4.0 26.1 1.6 3.3 25.8 9.3

BMS-M5 -+ BMS-M6 +BMS-M7 2.0 2.8 14.6 4.1 35 17.0 25.3

JL YLD

s J‘/ﬁé#:é\{zlf (SR90150) 6.8 6.9 5.8 6.1 4.6 6.1 0.5
SR49498* 1.9 0.0 1.0 1.0 0.0 0.8 3.6

Z Dt 1.1 3.1 9.1 4.8 35 7.6 12.1

B - Ik T L —ra v By 23, R OIRT OREAEREL HPLC)  (mean)

k1 SRA9498 [IARERIZ AV = MCHERk A NV L TR 1% TFE(E
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X N N
NH 4 \/\/</

* H NTwg  E N

H H

Lo

SRO0148 SRO0146 SR48001

lmt%{t M,f;:k A; 7L

—_—
[ Bk - R
A SR SR49498
A@ﬂ: l s e B J’ Fse RS
HO oH
-3
N COOH
B \’\/(/ VA
N-T=0 N-N
W Glucuronide
N P N
BMS-M5/M7 SR90150 SR49498 D 7 /17 v ERiEE
l@ﬂ: 314 lf‘»:—xi@ﬁ
. N
i, o Sl
N A N- g ’\:\\
?”\/(\_ . N=x N N | Ghcose
& [

BMS-M2 BMS-M6 AN B D a— ARAE

-

KVI—3 A /L& o OREE R
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Q) RBICBEET HBF (CYPE) OHFiE. FEXR
DARFN D21 % %2 (in vitro)

ANRFLE L DRFINZHONT, B MFIZ 8 Y —AZ2HWTHRE LR, BRI KB IE
THY . NRTAFAMRITDT A UDER SN EAVRENTZ O, A YL F it e FFR
7 1Y —AhO CYP2CI 2LV 4 FED KUK ~EWEERTRE S, ZDH B 2 FEDOKBRILIAIT
CYP3AL IZ L »ThbImicEmmEINiz, ZNLOENS, A4 NV o ORR{LHREIZ I
CYP2CO M EIZBG L TCWbH EEZLNE, £/, B MFIZ7un Y —2 B\ T/ n Ui
BIROER G HER I N %28, Wiz, v MFI 7 ey —2Z2AWTELREE vy o U ins
'f_hggi@ 2 Jj U Xﬁiﬂﬁ (Km) N %ﬁﬁﬁﬁﬁ&* (Vmax) H‘]?U\il Vmax/Km %%Hj L/f: (l: Z %\ Vmax/Km
(n=3, mean=S.D.) 1TZN TN 11.49+2.47 } (1} 9.11+1.61mL/min/g £ 720 . & MZEITFDHA LR
Ps o ORBITITBERE & 7 v 7 v U EBRE S IZIZRBRER G L Tnd Z EDNRB I
2o B MFHlEZ AWTZBREFHZ LY . A YA 37 VT v U ERREIR, KEBILIRCBBR K &
NENSD I N7 v U BRAEIR, 7V a— A KR~MEEN S Z L3RI Sz %),

)fHEESET b7 v — 24 P450 (CYP) FEHEVEH (invitro)
ENFIZa Yy —2EHWT, F 7 a—2Ah P4S0 IEIZKTT B A YL o ORLEERIZ DWW T
Bat U7k R, A YL H 13 CYPLA2, CYP2D6 K (X CYP2EL 2%t L TR EZ R E 2o 7=,
FLEEVEH 2358 B a7z CYP2A6 (29 % Ki fiik 520.7umol/L T& ¥ . CYP2C8, CYP2C9 M}
CYP3A4 12T % ICs fEIZZ 4 22.5umol/L, 50pmol/L LA_E K& T 150umol/L BLE & W3 b B
EOREIZFHN o729, WK E, PRI DIMEEF A LRY L Z 2D Crax (1) 4.9umol/L
(2.1pg/mL) K OMIEEARAE (W 97%) #5ET5HE, b CYP A L7l & o3
MR EAEH O REMEIXRVW E B BT,

JEEHAF LN (in vitro)
b NMFMIEZ VT CYP 4 FREOFHEIZ SV TRE LS, A L& 2 CYPLIA KON
CYP3A ZFHE L2\ 2 LN LN E 72577 56,

DGR L OFMEAER (ST — )
ANNRY L e DI EERIZOWTIHRFT 5720, VL7 7 J USRI LTZ I R
(FNZFICYP2CO DIE) . FF 0 =T SRz ZFL 0 (FRER
CYP3A4 OILE) | #HlieHl Kb~ 2T U AKROKBBIET VI =0 L) OFOE Ruraas
7Y R L DY AAERRBR Kl L7, B EAER IXERO b o T,

B MEBBHROERRVTOHE
DRI L
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@) REYDOEEORERVEMRL., FHELE

b~ RENIRE M 5 AR A 2 N T 18145 ATL O SARA~DFE IR T DA N_P LB LD
R OLEEAIC O TRFT L7z, & b REREE I IEREARIZ W T A Y r & o OGET
%5 BMS-M5 & BMS-M7 34 LWL o b R E OB EREM: %7~ L=, SR90150 (A LB s v
DTN a L EERAR) KON BMS-M6 DFHEFEMILA VY02 o) 1/10 TH Y, SRI0148 KR
BMS-M2 & Z U3 1/40 LLF T o 7=, Z LS OH D5 M ‘iﬂi&’)fﬁﬁ)ot 65),

VCHEFRA N_H L K L 50mg ZEfE FFEE AR O35 6 B o b M IUEIC B 2 & ME O R IT, R
ZEAVAK - 77.8%. BMS-M1+BMS-M2 : 0%, BMS-M3 : 5.4%. SR90148 : 4.0%\ BMS-M5+ BMS-M6-+ BMS-

M7:28% SR90150: 6.9%, € DA :3.1%TH 1 |

F7z.

EE N ENREMEL LTFE LT (RIT-5ZH) ,

HEPIZERO DTGV S . RE IR & el LT ADZARILEIEIEAME,

BHHWN

l‘iif%ﬁkﬁio)fftt# L TR NZ ED, REMOEG~DFETIZE AL LRV ED LE

2 bz,
FHVI—6 R#EMmDO AT ZHEMEITHT 5 1Cso
- ICs0 i - ICso fIEL
R (nmol/L) R (nmol/L)
AN H 0.54+0.053 BMS-M2 20.9+6.6
SR49498 3000 BMS-M3 761+99
SR90148 221+1.0 BMS-M5 0.44+0.012
SR90150 455+0.91 BMS-M6 6.45+0.65
BMS-M1 119+£7.2 BMS-M7 0.631+0.046
(n=1~3. mean=*S.E.)
1.
(1) B R B UHR B

A A F RO ORI EI I BRI S 0 3P HRE S %9,

BERERR AL

B TR R
BEFERR AT MCAERA VY2 o aiR Nk b LT

FEPICHRE SN GMEAT—2) .

(2) Bt

[VI-7- (B) Pt L | DIHS M

(3) BEthE E

1) A AP & DRI

BERERR A B 4 Bl

ZAN_H L Z 250, 100, 200mg 4
BALRR PR X, 2 E &5 &0 0.82%,
A YL 50, 100mg &2 1 H 11817 HRREKERE A EEGRTO 1~7 B HIZ
ffE CORZILMIRPHEMFE A2 RVI—7 12779, 50mg }2 OF 100mg #% 5-Ffdt | 1~7 H HIZ

0.67%.

35 0.3~13%ThH -7,
LA, BURBEDR) 20%1%

(ZHRE S H,

#J 54%

ZE R HimlE O e G- O 514 48 KR £ TOR

0.82% CThH-7=Y, £/,

KRR PRI R Y, ZNFNHREEDH 0.3~1.3%TH - 7= 29,

RVI—7  RIEACHR T HEIR (R SRS O 5 G0, R

PERERL A B 1 6 BiliC
B o 551% 24
B HREA

NBF rh R GiEsh T — %)

BERER A L 6 111
T R QR T O

WC-HEFlA /LY )L & L 150mg

B2 JE LT, ERED P a1 %

#J 54%,

5B 0 5% 0~24 KEff#4 & CORBGIRR P PRE=R (G5 &I 585 (%) )
1HH 2HH 3HH 4 HH 5HH 6 HH 7HH

50mg 6 1.321 0.572 0.359 0.547 0.839 0.533 0.738
+0.228 +0.299 +0.217 +0.246 +0.445 +0.176 +0.383

100mg 6 0.881 0.607 0.314 0.496 0.531 0.692 0.688
+0.267 +0.419 +0.161 +0.252 +0.283 +0.470 +0.332

(¥ - HPLC)  (mean+S.D.)

JefE R AR O B SO ¥ 5.4 168 B F T3k

R PR T HEHER 13K 20%

ThHI Linb, A NPT 2 ROZ ORI O LRI TP T 2 £ B2 bl ¥,
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8

S URAR—5—IZET S 1EH

LR L
BHEI L HREE

MEENT (BT — %)
BATIC L D EREE N0 0
VI-10. HRENEREEHTHEE ()BHEEERSE (BT —%) | OESBHR

0. HENDERERT OEE

() ERpeEERE (BN T—4)

B RERE IR 10491 (Cer: = 75mL/min/1.73m?) | 88 - o 45 R e [ 75 FR A 9 451 (Cer : 30~74mL/min/1.73m?)
T % JEE R R RE [ 2 FR A 10 451 (Cer: < 30mL/min/1.73m2 Tl &2 LB & L7\ 124 L1 & > 100mg
Z1H 1A 8 HMZEMERER DG L, £/, BITEE 9 Bl A LY 300mg*% 1 H 1[A]9
HWZEfERESCE B G L & & o Mg iR & N ORI REGRR0 /8T A — X VI —4, £VI—8 |Z77,
WE . PR B RERE E R L B RE I & A Il U C Cax 2 UV AUCo.2ane IS B 22T A2 H LR
Do Tz, BHTHRE TO AUCooun IXEFEREIE R 2, HE » P L OV EBHEEERE LR ThH o 72,
Cmaxs AUCo2ane DEFELREL & MIBGENTH O BE % & O B EER E B 10 5 L5810 b BrEfE
IIFEEAERNWT ERRIBEI T,

T, BITAZICBTS22HEEV9 HEO®RE% 4, 6 KO8 IKFH (EHTIZEG% 4~8 REfH DI
Fhi) \ZHE L7 B R T M ORI T T DA _Y L Z PR ARV —9 R L=, BTERCRIT 5
AR & BRI COMAEFERENIZIEE LN NS, A AT F IEIC LKV EREENN &
DR ENT, REERORP PRI DTN O GEEICB W TE 1%L FTh - 72 %),

X ARRAVHER O E (V-3. BERUVRAE] OEBR)

@@ THEEEREE (n=10)
OO 8« hHEEBEKEREDE (n=9)

(ng/mL) AN EEBHREREEBE (n=10)
7000 - A-A FiTEE (n=9)
- +
6000 L (mean+S.D.)
i !
5t 5000

rf Day 8
s

i 4000

3000 [

2000 f&

1000 HHdE.

B 4 8 12162024 ()

XVI—4 ZEfEREKERAO#%ESREO 1 HEBEKWS H B A AP v & iR EHERS
(BHERETE 7 # L B E B K BT R
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a) : R (/UM

HRAME) | b): 8 HHDE/L A HODAH,

FVI—9 B ABEEICH T 2RI KL ORI S DA B0 &

FVI—8 ZEfGRFER N G5R0 1 HEH RO 8 H HOEYBEE RN /N7 A —4 (BHREIETE &
B Re ke B K OSE T R
Crnax Tmad AUCo.-24n¢ Tz PR RS
(ng/mL) (hr) (ng * hr/mL) (hr) (%)
ERE EE 1HB 2401719 | 1.75 (1.00, 6.00) 1174243129 8.6+45 0.56+0.50
((iC;SZ i75m'-/mi”/ 8 HH 2680998 | 1.75 (0.50. 3.00) | 13564+5111 | 7.6+3.1 | 0.54=0.28
=10 BHIRKY | 114+0.38 114+0.22
B - R 1AH 2322+871 | 1.50 (1.00, 2.00) 9663+4132 5.9+0.9 0.46+0.35
) 8 H H 2214860 | 150 (1.00. 2.00) | 1022642289 | 8436 | 0.28+0.13
(Ccer : 30~74mL/
minél.739r;12) YR | 0.99+0.22 116+0.31
n=
5 T R R R 1HH 2943+1449 | 1.50 (0.50, 8.00) 14544 +5822 9.8+5.6 0.18+0.13
(Cer = <30mL/min/ 8 HH 3123+1882 | 1.50 (1.00, 2.00) | 174409073 | 21.9+21.7 | 0.24+0.13
1.73m?2 TEHT & 4
L LR ERRED | 1.09+0.56 1.19+0.42
(n=10)
] 1HH 15453349 | 3,00 (1.00, 6.00) 12020+34039 | 11.8+5.9
Jé(iﬁi)% 8 HH 1842+3129 | 1.50 (1.00, 6.00) 15686+25309 | 20.3+20.2
LR | 124%0.30 1.38+0.39
1HH 0.5918 0.3569
pfE 9 8HH 0.4070 0.1143
HRREL 0.753 0.999
(HIE# : HPLC)  (mean=S.D.)

¢) : ¢G5 100mg [TARHE L L7, d) : S0t

N e 514 W5 2HHA 9HH
(hr) R M. (ng/mL) FRARIM (ng/mL) BRI (ng/mL) FrAR 1ML (ng/mL)
4 327711287 3245+1193 4342+ 718 4407+ 857
wE | 9 6 2005+ 1128 2149+ 1225 3152+ 1265 3289+ 1332
8 1445+ 753 1508+ 789 2194+1146 2332+1256

-36-

(HIEH « HPLC)

(mean=*S.D.)




(2) FriefEERE BN T—2)
Child-Pugh 7338 A (8JE) XX B (WPEEE) OFFEEZA B 10 B} ORERERLA 10 Flis A L2
300mg* & 1 H 18] 7 HRIZZIER SRR O # 5- U 7= & & oo i i Pl ORI BE 3R 00 /8 5 A — 2 %[
VI—5, #VI—10 ("9, £7/-, KEHRGHS 6, 7THETO T 7EEZEZVI—11 12T, FFEERE
TR & EER T Coax X OV AUC 1ZZ TN G 1 B B T 17% L O 27%., %57 H B TIEH
17% K O 19%CR B EZ R~ T OO, ZOEFIHRE TIE R ol TIVH OERERE G ITHRER
EREICHEG LIRS ICERERIRIEEAE RN ERBEINT-, £7-. 5.6, THEHTO 7 7
T BAEATRD BT, A P uH 2 300mgH%a 1 H 1A O#&RS LI28E . B A K O
BEICEGBBEK 4 H CEFRRBICRENET D 2 EARENT, B, RE(AK L L TR fk
KITNWTHOEEREY 1%L T L IERVVETH - 7= 90,
¥ RRAVIER O R (V-3. BERUEE] OEBHR)

(ng/mL)

7000 —
6000
B 5000

%
i 4000

£ 3
3000 hid

2000 ®|

1000 '

OO jfuLEE (n=10)
OO fEKRAN (n=10)
(mean=+S.D.)

XVI—5

HE

ebas

ZEEREER OB RED 1 A B ROV T B BHOA Y02 o R EHER
(PR RE RR 5 R & fERR BN

RKVI—10 ZEMERFRERNEGRFO 1 BB KO T H HOIEWHEE R /NT XA —5F
(IF# el & R & RN
Cmax Timad AUCDP Tue SRR
(ng/mL) (hr) (ng - hr/mL) (hr) (%)
1AH 4825+1572 1.25 (1.0, 3.0) 25109 +84879 8.9+2.29 0.80+0.81
H*ffiﬁf)% 7HH 4759+1454 | 15 (05, 3.0) 24839+9750 | 11658 | 091068
ERREL 1.002 1.094
\ 1HH 41372227 1.25 (1.0, 3.0) 19809+117529 | 10.0+2.8% 0.31+0.18
ﬁi"qﬂiﬁfof 7HH 4073+1692 1.0 (1.0, 3.0 20917 14505 1424479 0.37+0.21
HRUREL 1.021 1.226
1HH 0.318 0.625 0.309 0.464
p fiE © 7HH 0.213 0.680 0.256 0.450
HRREL 0.867 0.242
(BEH : HPLC)  (mean=*S.D.)

a) « POME (R/ME. oK) |
e) : Cmax. AUC, Tz ; Z3HEIMT. Tmax ; Wilcoxon 75 51+ X BN IR E

b) : 1 F H % AUCo-e,

-37-

7 H HiX AUCo-24nr, €) : n=9, d) : n=8,




RKVI—11 A /L H L& 2 300mgl H 1 [RIZEERFAAE R A4 G-p o g - F 7 i
(AR PR i & e )

MmAEH b7 7§ *(ng/mL)
5HH 6 HH 7 HH
75 e
oAl 218+159 161+ 75 241+188
(n=10)
%Eiﬁfoj)\ 277+211 260+242 286339
% FEAERL (p=0.220. SEHHT) (WEE - HPLC)  (mean+S.D.)
(5]
FVI—12 JFHEAEREE 02 AL (Child-Pugh ©53%H) ™ %
R TE B r27
B 1 2 3
T b RE L 1~2 & 3~4F
i 7k L L 95S HAERELL |
i © VL L fE(mgldL) 1~2 2~3 >3
37 V7 2 Af(gldL) >35 2.8~35 <28
(Fb, IE
1~4 4~6 >6
A= N = R N =31 £)
(%) >70 40~70 <40
JFOREPMERR-PEF 22 3 1T D
03 E U L o (maldL) 1~4 4~10 >10

T IFZE D BEIEL 2R 08O 1o, IE, K, BV VEE, 77 I A,

“u ke U oK EEIC

DONWT, TOREZAaTALLIELDEARF LT, ZOAFHSN 5~6 5% Grade A (BE) . 7~9 2% Grade
B (F%4JE) . 10~15 /&% Grade C (FHJE) LHEL TV 5D,
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Q) EEE BN T—42)
R & AAEE ORERERC N 30 Bl &2 X512, 1 H BIZA AP L H L 25mg* A ZEERF AR O &5 L,
SlEHZX4HEPG 1L HEE T8 HIM 1 B 1 RIZEMERERR NG LTz & & O M p R & Oy E
FERRI) /N T A — 2 2 XVI—6, BVI—13 12", FML 7 LT F=027 U7 7 A (Cer) 12X~
TFRO3IZN—7 (%10 4]) 2/ T eGSR (1 HEB) EERGRE (11 HE) 220\ CEYHE)
Be/RT A —Z Dl AT -T2,
« T—7 1 EhE 65~80 k. Cer : 45~60mL/min (B1E 2 5], 2otk 8 1)
« PN—T72: EhE 65~80 k%, Ccr : =60mL/min (B4 8 i, i 2 i)
« T—"7" 3 FHEE 18~35 5%, Cer : =90mL/min (%4 10 1)
Coax (DO WTUE 3 VI — TR CHEZENBO bR ho Tz, AUCIZOWTIL 3 Vv — T THEZEN
WO LI, BEEinE (Zv—7 1 KO2) 1TEFE (ZF—73) I2Hh~50% (11 HH) ~68% (1
HH) ERTHZENRENT, 2B, AUCIZHEITRD L oTz, T lZOW T ElE s
FEETICHRTEL, 37NV —7HTHEEENED bl %9,
¥ EFSVHEROHE (V-3 BERUES] OHEBR)

o0 '—71

OO Zn—72

N\ TN—T73
(ng/mL) (mean+S.D.)
1200 -

1000
o 800

600 H

400 H

200

..

48 72 (hn)

MVI—6 ZEfERP SRR A GRD 1 H B RO 11 B B OA /Y02 o i EHER
(PEFE S & R 4E)
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FVI—13 ZEEEKERORSEREO 1 HB RO 11 H B OERYEERHI T A —H
(fEFE B & S )
a gea Cmax Tmax AUCY T e 3 )7?< EP;EH[@L%:(
7 —7H) LR E
ng/m r ng * hr/m r ()
(ng/mL) () (ng + hr/mL) (hr) HEREL (%)
T—F1 722+191 | 2.36+0.57 4597+1887Y | 24.04+11.1D 0.49-+0.39
T N—TF2 634+224 | 2.10%+0.97 395711959 | 16.8* 4.79 0.76+0.51
I N—F3 534+139 | 2.20+0.92 2434+ 7599 | 116+ 3.59 0.69+0.52
1HH il
ey | 00002 0.0221* 0.0147* 042959
it
(5?@? L) 0 0.3602 0.0070* 0.0170* 0.59339
TN—71 773+344 | 2.80+0.63 4485+1603 | 255+12.09 | 1.32+0.22 0.49+0.33
TN—"T2 683+304 | 2.641.46 3887+1143 | 17.8%+ 599 | 1.25+0.16 0.83+0.34
IN—73 552+144 | 2.50+1.15 2662+ 786 | 11.9+ 2.79 | 1.26+0.21 | 0.63+=0.36
11 HHE p fi . . )
(S ) D 0.2187 0.0083 0.0155 0.8164 0.0937¢
p 1B * % )
(HpE. ) 0 0.2630 0.0089 0.0255 0.9606 0.48559
PERINC & B s
R i 55 1k 5974163 2.30£0.92 4091+11699 | 183+ 529
LA i 760+223 | 2.16+0.67 4418+1964» | 22.1411.8Y
p &
(BER) D 0.0803 0.7033 0.4283
e 55 654+239 2.55+0.89 3977+1179 18.2+ 6.0® 1.26+0.21
1R R R 2 8024382 2.89+1.30 439441609 243+11.99 | 1.30£0.20
p fE
(HERI) 9 0.3105 0.5175 0.2666 0.6668

X HEZEDHY (p<0.05)

) BT, 9) IR RIS D AT

)

T—71:
TN—72:
TN—73:

=R 65~80 k. Cer :
=R 65~80 k. Cer :
B4R 18~35 1%, Cer :

HBIE - RIA (radioimmunoassay ; i s gl EE)
a) : 1 HHIX AUCo-~, 11 H HiX AUCo-2sr, b) : n=6, c) : n=8, d) : n=7, e) : n=9,
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45~60mL/min (F¢: 2 il Lok 8 i)
= 60mL/min (F4%: 8 i, Lotk 2 i)
=90mL/min (5% 10 #i)

(n=10, mean*S.D.)




@) 5 ~mELFELEE (BHNT—4F)
I SIMPELAREE (NYHA 7 Z 2 A L < 1T 10 6% OMdERERR A 10 Fills A LY & > 75mg %
ZENERF R D4 G- UTe & & O MU PR B K OSSR  EERR A /8 T A — 2 V-7, RVI—14 TR
T 9 o MO LA O A IR OSSR EERRI) /N7 XA — 2 ICH B EITRD bLT,
A NSY LB BRI G OSBRI 8T A 2 RS T T,

(ng/mL) @O0 -t relE (n=10)
5500 OO fEFEHRA (n=10)

i (mean=S.D.)
2000

NEAEB R

1500

1000

&b
36 42 48  (hn)

Iy ]
MVI—7 ZEREIRFHEIRR O SR A L_P L & MR EHER (9 o MDA 2B & RN

RVI—14  Z2JERFHEIRE O R SR O YRR/ ST A —% (9 o ML O EBE L RFERRA)

ok A I T A
Cmaxa) Tmaxb) AUCO-DOa) T1I2C) ' ';d‘[f‘ VT 4 a). d)
(ng/mL) (hr) (ng - hr/mL) (hr) (%)
) ’ ;\\ \/\‘%
> >tk LA # 1630 150 (1, 4) 8308 14.9+58 85.02
(n=10)
@%ﬁkk 1359 2.00 (1. 2) 7182 145+8.7 86.62
(n=10)
pfE® 0.27 0.16 0.84
S RS SIY Al 1.20 1.16 0.98
[95%(5 #HE X [ ] [0.85~1.70] [0.93~1.44] [0.80~1.21]

HIZE¥E - LC/IMS (Liquid Chromatography/Mass Spectrometry ; #ifk 2 v~ k75 7 ¢ —/E&55Hik)
CEMTEYY, b)) PE (R/IME, FORME) . c) - mean+S.D.,
[ (EAEGEEOA LA~H L2 D AUCe) | (R EFEARNE GREOA L~P L2 2D AUCe=) X100) & L TH
. €): AHHT, f) 0 D o MM LR BE MR

2Ot
AR L
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VI. £&% (EALOEESF) I HIEHE

1. EERARLEZFDER
FRIE I LTV
2. ERABTELEZFDEH
2. B2 (ROBEIZIZHBRE LB L)
2.1 RENDO A5t UiBBUE OBEERED & % B3
2.2 IR SUTIEIR L CW B aTREME D & 5 Aotk [9.5 1R ]
2.3 7V AX VLY T NARIEZRGRORERFES (7L MOBEREEZIT> CheBMmED=a
Fa—AnFE L AROBEELZKRLS) [10.1 2]

(fiFa)

2.3 ARB KN ACE FREFEANC B DIEEFH TH 5,
R E T BRAEIS T 2 o 7 2 BB R EE 2 ) RICE M S = T U A% L o OEBE LRI BV
T. ARB /I ACE [HEANC X D IEHEEE 22T CODIERNCT U Ax L U 2B S L6546, FEEK
FEPERMAE T PERERERESE . A ) U AMUEKR OMRILED U 2 7 23@ F 5 ATREMEDRIR S 7z 1072
Lo T, MOBEREZITo ThRBMEDa L ha—ARE L RETHABREZRE, TV
AFx L 5 ROFERFBFE~ORF OG5 ITH8ET 52 &,

3. PMEEXIEMMREICEET 5:FE L FNER
FRIE I LTV

4. FRZERUVA=EICEET 5FEEZTNDERH
BRE I LTV

5. BEELGEAMIE L TDER

8. EELEARNIEE

8.1 KflaGteT v AT v v N FEETAIE G PICEE R ITHRIEREN S Dbz & OWEN
b5, MEERELET L2882 +01ci7H> 2 &, [11.15 2]

8.2 RIEERICHESS O E WV, SH0FRNHLbNDLZ ENHDHDOT, MmiifE¥E, HEFEOHEIR% G
W% o O B A B ET D BRICITERE S5 2 &,

8.3 FIlfrAl 24 FERIZH G- LW Z EREFE LV, T UFT v IS FEETHIR G o EE
WL, R OFWR I L =0 -7 O T v R OMBIERIC X A B E 2 M ES T 2 2 3 R hedk
NH D,

(fiFa)

8.3 ARB KX (* ACE [HEANCILBOFEFHTH 5,
FHRFIZIE, RIM-CRRFEE O IS & B IR FIo+ 2R ElEL LT, L=y - T oot T 0y
VREMIEE LTI EAMERFT D 2 R H AN, INANCAFI 2T 5 & Z oREERESERET.
MEHERF DR 72 D BFN0NH D, LIz - CTUIRT 24 BERIIARZ 2 # 5 L7anZ ERZEE LUy,
ACE FBHER| (W7 v 7V, = F T 7 V) XY FINEBEETIEEZ a2 br— L LTV BRE
X, PR B ICBE G- 2 H ik L7 B bl U C L RRPEEARF ORI EZ R LT W EOMRENRH D ),

6. HEDERERT HBEHICHT HEE
(N EHE - BEEFOHLEE

9.1 &HHE - MEEFEDHLHESE
9.1.1 MAMBBIRKEDOHSBEXIHETEDIRKEDH S EE
AR ER L2 G e M SN 256 2RE . SATEEET 5 2 &, BMEE O LREKR SitE
DR FIZ LY BHICEHEZ B LS E 2B TNDRH D,
9.1.2 @h U LMEDEE
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B LRz fGan L sh 2 H62kRs, T2, @AY v AMEZEESED R
TNDD D,
Flo, BHERERE., 22 b — A ARRORERFFICLVIMED U v LMER G 20 0T WEET
L MIEA Y v AMECERT D2 L,

9. 1 3 MMEEEDHSESE

R OREES MM A EZ SR I L, WEEZE LSBT H 5,

9.1.4 BEGREREPOESE
BEHENOHRGZBM L. HETLHEIIMRAITITO 2 &, —BEORERLERTZE Z k%
nhbsn, [11.1.3 2]

(figa50)

9.1.1 ARB X TN ACE FLFEANZILEOFEEFHTH D,
WP B RS TR S CBERIEZED S 5 BE TIL, 7o o4 T v v 03 Bk 4
g S5 Z LIk » TRERIRABIERHEFF SN TWVWD, ZdX 9 72HEIZ ARB X ACE [1%E
Flah9 2L, WHMEIRSILE LRERIEASBIENME T2 2 Lok BEENELLT B
TNNH D, Lo T, IR T B CREBIIRIEZE D H 5 BEICIE, RIFELEC
Tea G E I SN LA ERE, BEZRBTDHZ L,

9.1.2 ARB X TN ACE FHEANZILBEOEEFHTH D,
ARB X° ACE [HEHIZ #5535 LBIBRENLDOT IV RAT a o A5WmHAik S i s v v A
@i’élfr[ﬁ#ﬁékb HVTLADE[PRILIBZENRH D, LEEB-T, @Al U AMAEDBRE

JiE, WIR BRSO E SRV E RSN A A RE, BEEZRTHZ &, £70. BilEREE

:/hn%wfﬁwﬁﬁﬁ WCEVIMED U 7 AMEREL R DT WERE T, mh Y U A
Eﬁi%éﬁﬁ“é%%hﬁ%%ﬁ:&)\ INGOBRFIZESTIHIHEAICE, MEL Y v AED EFIZ
HETDHZ L,

9.1.4 ARB X TN ACE FHEANZILBEOEEFHTH D,
ARB X° ACE FHEAIOFGIZ L 0 2R ER T2 278203 b 5, FRZMkEs+ o A
F. FRMBEEAIB G- o B, BRSSO BF Tk, MREOBDICE Y =15
DILELTWDEED, ZNHDORFIEEGET2LEITERAEN OB L, HET2568138E
DOREE BB LN DHRAI T 2 L,

12 & EENHLEE

W@VF LV BHEZELLSEIBENALND B,
9.2.2 MEBHPDESE
EREN LR ZBIA L, BRETIHAIRAITY 2L, —BEOAMRNEE F2EZ T2
nrRd s, [11.1.3 ]

(fiF#)

9.2.1 ARB XN ACE FEEAICILBEOEEFHTH 5,
ARB <° ACE [HEANZIXBR#IERANH D & SN TWVWHN, BELBMERED D L BEICHK
42 L W AMEINIR 258N AICIRE S, BEOKREIC ;5%%%%@&®ﬁ? R =V
BEBLSEDL ZERNMbN TS, LiER-> T, EELRBHEERED D D BE IITEE IS
5452k,
VI-10. HEDNERZETHEE OF BE NT—%) | OHESMR

glixmsﬁwmxw%ﬂ_h%@@%$%fhé
ARB X° ACE FHEAIOFHIZ L 0 2 ER T2 - T82 b 5, FRMkEsr+ o 8
#F. FURBEEAIE G OB, BERBERIETOBRE T, RKEORDIZE D L= im
DILELTWDED, ZNHDORFIEGTILEITERAEN OB L, HET2568138E
DOARBEE +3 BB LN B2 ITITH 2 &,

Q) RS RE
9.3 FrikRelEE RS
9.3.1 HEEEDHHBE. BICETHFEERVETS 2 F0OHLBE
AR PPt S D 72D, MTRES ERT 282008 H 5, [165 2]

43-



(4 ETEREEH T HE

9. 4 £JEREE BT 5 E
9. 4.1 RS HAIEEED H S LM
HIRLTWAZ ERHRENT T v OF T o VEBBEEILER LT v AT v v T w R
PRl EER L, BIR - HiER~ORE (BARe, EE - i - BOBHRAS, %) N6z
BINHE STV D 1578,
AFNOF A D, REBROFGEE L ZE L AR GEOLEEZHEEICHRHF L, BELELOAR
PERERRIEE LA D E B SN D HEICOREETH L, o, BEDVLERGAICITROEE
FIEIEETHZ &, [95 5]
(1) AAIBGBBANIIRE L TWWRWZ E2MRT 52 &, AAIEGH S, MIRL W L%
EMICHERT 5 2 &, HEPIZHRIRSHA L2 GE12, BEbicikGa2hiEd52 &,
(2) WOFEIHEIZOWT, AAFGBMEHCEFICHATLIZ L, 72, 5P LMLEE UHAT
AL,
< SEPRTICARAR Z R LA, B - AL
< PEERAVHIBA L7 BRI D A, e
s WHRAFET BT, HMEICHEKT D 2

B RETVAINDDLZ L,
HYEICHRT D2 &,

o

Ny

N

(5) 247

(6)

M

(8)

9.5 yE4m
PRI S FIEIR LT 2 AIRENMED & 2 MEII3#R G- L2 2 &, G- HITARIRAHI L 72581203, i
HIZHEGEPIET 22 8, IR R OSKRINC Y V47 v v DB ERETHIOLT o AT
v EMRERILER & b S BE THEKBE, IR HER O T, AR ORILE, B4,
@AY U AME, BHEOBMA R OFEAREBDIEC X5 &HE S5 o #fE, BB O,
IOARIERED o b bz L DRER DD, [22. 941 S]]

(fF350)

ARB X TN ACE FHEANCHEDOEEFHTH D,

R SOTIEIE L T D ATREMED H DI A~DARN OR EIIEETH D, FIRTH L ORI ARB
ACE [HEAZ# L SN2 EBFITBW T, BIR - BiERORE T 25D, FiAERICEENREI L & O#H
ENRHDHZ L nie#E L,

eI

9.6 1ZFLIF

WAL WZ ENZEE LW, 3R (T v b)) B THATT~OBITRRD LN TN D, T,
kB (7~ bHAER RO AR ORAEW O RHADOEREIC R4 5 588%) @ 50mg/kg/ B UL ECHE
MMz W CTHAEROEEEMIH A 5T 5,

(fF350)

ARB } " ACE FREFNC @O EFHETH 5,

HERER (T ) IZBWTA AR ANIHAHT~ABITT A ENBOH LN TS, 2, Tv
I HAZE R R OV AE 1% O 38 AR DN R O BEICBI 3 2 38R ¢, 50mg/kg/ H LA BT IV CH
AROREEIMINH NZEBO 5N TWND Z EnbH Lz,

( TVI-5-3) EiA~DFITH] KON [IX-2-06) £FEFRAESHRER) OHEBMR)

INR

BREEN TV

A

9.8 S
BHENORGZMAMBT 2R EEBEICKRET L 2L, —RIGBEOREITFELILNE ST
Do WMEZEENEZDBENNH D,
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1. fAE{ER
(D HREE L EDHER

10.1 EREE (BFRALAGWLI L)

SRH4 25 EEARIELR - $EE Tk R - falin 1
T U RF LT LR FEBSEMERN 2 | ERERERE L=y -TooF Ty R
TR EOEA Y U AE K OMEIIE | EEANERI NS RN H

BERIBBEIHERT 28546, |0V 278IInRESA Ty |5,
7272 L, tORBEREEIT- T | 5,
HABMTEDZ Y Fa—/L3E
L ARRDEREZHRL)

[2.3 2]
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QtRIFEEZEDERA

10.2 tREE (BRICEEI S L)

AL %

BRARER - HEE Tk

BFe - fERIA T

71U 7 ARERERI PR A
2w /77 b, NITLATLY

s

&
710 7 DG Al

MmigA V7 LMEDR BRI 52
LD D,

e ARIDOT NV RAT
SYWENHENC L0 ) o LEFRE
YEFR D E58R9 5 Al REME N B
5

v

£
[11.1.3 /]

B J 151 2 3 - v o JRAE LT ARA|
G L5E1, KHED)
LG ZBMA L, HET 5
BIIRAIATH T &,

wAv U 7 L fERIK 1 B REREDOH D
BE

) R e A5 — DS A EAR T AR |RIREER THEEEZ T T

Zuv IR, NI ZaARAFTYR | 2TBEARHHDOT, FR |2 EETIE, KEREORDIC

LV L= A5t L Tk
V. BEERPHEBET 2B
NRn®H 5,

TURR LT VER

BEREREE, & U U AE
T OME I & = B ZFhn
H5,

728, eGFR 2
60mL/min/1.73m?2 i o 4k
EEEOHHBE~DT U R
XL 7= VR OFFFIC
DNTIE, B ESTe 257
VN &R S D A A R X ke
JTBHZ L,

T U T v S LA
TFTTIN, A IXT YN

BEERERRE . M U v AE
JLQON iV NER o ey pb SEcab g W/
b5,

L=y - T oTF TR
PR 1R 238858 & 4 2 AT aedE
WD,

JEAT A RYEHZER (NSAIDs)
HEYTET ey, AV RAZ LY

Vi

e

AANOREEER 3 BET 55
TNRD D,

MENRIERZ/T 57 1 A
BT5 VDA RAEIC L
0 ARFNOREEMER 2 JH55 &
w5 AREMEN D D,

EHEREDME T L CW D EBHET
T, FEICEENE LT 58
TNDRH D,

TaRE T DA AR
12k, BEEME T
Dl EEZLND,

VT oL UFULRENRE ST (VF T LAOFRINITT FY D
PRER Y T L Do LEFET D0, AFIDT
FU T AGEERICE D, Y
F U LOFRNMEES D
EEZLND,
(FEw)
WAL - ) T DRFHERIRA, U Lia Al

ARB } " ACE FREFNC I BEOITERHETH 5,

ARB (X ACE BHEAI & FIERIZ T v RAT v b sWERIZ X > TRF~D A U o AHEZ i 5,
ZDTD ARENE TV T AMEEFERRFICA Y U AHBA E ORI X D iES U v MERN RIS
TNNH D, FRCBHEREEDH L BE TITRT~OH ) 7 AHEHEEDIRTIC LV . ZORENRHT
WHREM N H DD THHEETHZ &y
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. BIEA

1. 8I¥ER

ROBWERDRH 5O ZENHLOT, BlEZ 7TV, BREBRD SN AITIT G2 hikd

570 ETEOREEIT O T &

() EXLEIER & MHAEIK

1.1 EXLEIEA

11.1.1 MEHZE GEEARH)

B, O, WWEE, FEOMERZERETH2MEERERS b ZEnb 5, -, IEH.
A, MR, TR 2 £ O IS A ERER S S b b Z Eibh 5,

11.1.2 A YUY LME BEEARH)
11.1.3 avy., Kk, BHEEX WELRH)

WG, WM, ERRHARELND Db EA IR, ELICEY R AEEITY 2 L, [9.1.4, 9.2.2,
10.2 2]
11.1.4 BFXE (BHEELRH)
11.1.5 FFREREEE. &E (0.1~1%AK0)

AST, ALT, ALP, y-GTP ® L RZEDFREIEERH LD Z b5, [8.1 5]
11.1.6 {€m#HE (FHEARH)

e, ZERRE, WmiT. FOEZ. R ET, EE, EEREFENH b IHEICITEkEG %
Hk L, #OREZITO 2 &, FERBIRIETOBETHLbILT U,
11.1.7 HEEHREEE (BEAH)

AR, B, CK BH., P R ORF I A7 a vy ER 2L I DU ARIEN 5 5 b
NHZERBLOT, ZOLIREARICTELICHEGZFRIEL, @UIRMEZITH Z L,

(2) DD EIE A

11.2 ZDHOEIVEFA
0.1~ 5% A i SR
B AE BB, CAMRE, £ OFF
P BRwe i, MERT, ESZMARIE, WK, GO MEIANGHE ., (O E) SR
iR (D FEWV, BE,. b A, IRK, FHR, LUK
TH 2R B, WErE, (ERA, FHL B0, B, ISR
JFF ik ALT k5 AST E5.| LDH E&., U LE LV ER ALP E5. y-
GTP L5
Mk BUN L5, 7 v7F = L&, RPEEBGM., RIGER
IR7:3 RMERIE A, ~~ 57 Uy Mg, ~E7a el Bk,
GFEREREE NN, E Bk n
Z DA, ik, ModE. R, 1TTCO ., R, B BR. WRREN . BB |MEfseR
RS, . SEm. & T, CK A, i Y v a kS5, R |H., B
fe bH., av 27—V B BEARYD. CRP LH
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& CEEREERERBERVEREREERERE -8
1) FE 1 3K it D KGRI & T O RFRFER 38 1T 2 BIVEH O R IRV M O R B A {E D 5 5 28 8

V-1 FedEEIE T OKGER £ T ORI 1T 5 BIVEH DR BRI

MR B 898 1

RIVE S BB 117 {1

BITEHIFE BRI & 13.0%

BITEHIZE B 175

g H % =l L ER A5
BRI O EJ(Q;? fi@fﬁ BRI O RES EJ&E@ fi@f&

1L R 10(1.1) E -5 3(0.3)
LAl 1(0.1) R e S ON e ki s 6(0.7)
IR 1(0.1) B i 1(0.1)
DMIER 1(0.1) LRIt 1(0.1)
BE 9(1.0) KT 1(0.1)
TR R 1(0.1) L] 1(0.1)
MM A 2(0.2) FHE IR 1(0.1)
AR pe 5(0.6) JE ER 1(0.1)
AR K9 55 1(0.1) RS N 2(0.2)
it HH 1(0.1) PR R E 47 (5.2)
AR 1(0.1) FAREIE B 1(0.1)
AR 7 1fn. 1(0.1) Jid £ if. 1(0.1)
T 2(0.2) fipafe € 2(0.2)
H IEE 25(2.8) B L~V DIETF 4(0.4)
HE B et 1(0.1) FEED F W 21 (2.3)
FHEER 1(0.1) IRALPED F 3(0.3)
&R 5(0.6) LRI S 1(0.1)
T 4(04) VAF R U— 1(0.1)
F N R 1(0.1) i e 1(0.1)
+ ZFEMRE 1(0.1) Gt 10 (1.1)
HIL R B 2(0.2) 8 I 2(0.2)
HPE(E [N 1(0.1) TR SRR 2(0.2)
EEIRE 1(0.1) TR 5(06)
0 7(0.8) e e 4(0.4)
ERNISR] 1(0.1) NS 1(0.1)
Mg 3(0.3) A 1(0.1)
B EEER LU RTRE 21(2.3) AIRIE 2(0.2)
PR AS R 5(0.6) B L UYR IR R 1(0.1)
fag 2(0.2) SRR 1(0.1)
T 1(0.1) Mg, HERES S OVERRRE S 15 (1.7)
Lye 5(06) M L 1(0.1)
ER 1(0.1) WK 13 (1.4)
TR 6(0.7) - [ 1(0.1)
eI 1(0.1) NS A PR JR 1(0.1)
AN 1(0.1) TR KK 1(0.1)
Fe 1(0.1) B3 KOV T kb 4(04)
JHRA i T 1(0.1) O FEIE 1(0.1)
% 1(0.1) W5 1(0.1)
BH 1(0.1) EA/ iR 1(0.1)
JRYYE RS L OV A BUE 2(0.2) PRk 1(0.1)
HIB%R 1(0.1) 1A R 4(0.4)
SAREE A 1(0.1) Ean 1(0.1)
g AR AR A 6(0.7) JELNTAPEAR o 3(0.3)
BT 3(0.3) FTH 1(0.1)

BITEMIE ICH EBREHEITFESRE A AGEM (MedDRA) Ver.9.0 DERERIRSIH (SOC) MUMARE (PT) THE!
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RVM—2 SRS O &G £ TORKRER I D B A O S H AL E)

e PR AR 2 IR Al e S 451 4 896 1
I A A 9 25 T 9 BB 5 140 51
B PR A S S e B & 15.6%
I A A 8 25 T B A 232 {4

B M S B O T et Bk e T R i
MR A 27 (3.0) M~ Ko RER N 5 (0.6)
SRR ERE AN 7(08) A > 2 Y 2(0.2)
~= b7 Uy NED 8 (0.9) i LR ik A A HEN 10 (1.1)
~EZ B E U 6 (0.7) M Y 7 A5 12 (1.3)
U LoSEREOE 2(02) MY 7YY Rgm 2(0.2)
HEREOEM 2(02) i m R SE AN 6(0.7)
I ERE 1(01) i R EEEE N 10 (1.1)
A T EREE N 2 (0.2) C-RUiG PR AN 3(03)
TR MR 8 (0.9) YINEIN T AT 2T =B 1(0.1)
I ER S s> 7 (0.8) R AR 2(0.2)
F I BREE N 2(0.2) MR B 1(0.1)
FRIRAZ A R ER & 40 SR N 1(01) mmH Y R 2(0.2)
LKA R 109 (12.2) T — VIR SN 1(0.1)
TI=LT R ) MIURT =T 21 (2.3) M7 A ) RAT 7 Z—E N 3(0.3)
TARSGRART X ) 8T AT = F—BHIN 18 (2.0) VS 28 (3.1)
M7 V7 3 1(0.1) RAT7 N o B 2(0.2)
e oL e o E 5(06) PR 1 B 2(0.2)
i A v T S HE 1(0.1) PR AR I ERIGE 3(03)
A2 v — g 1(0.1) PR A BRI 10 (1.1)
I 7w — LN 1(0.1) PR AR 1 Bt 12 (1.3)
L = A7 o — LN 10 (1.1) Ry a e ) e 1(0.1)
L7 L7 F o AR ¥ F— BN 32 (3.6) Z DO 1(0.1)
L2 L7 F =8 5 (0.6) B C TR 1(0.1)

RGO R

25813 ICH [EIRSESRTIZE4E 0 A5 (MedDRAM) Ver.9.0 DEFE RIS (SOC) KRUMEAZE (PT) THER

FWM—3 e O RSO AR (RH&R G5B (ISR 0 2 REIER SR

AR S5 166 #1]

BIEESEES 18 43l

RITERRBEIS 10.8%

RIVEAR B 25 {:
R X Ok EE 1(0.6) JE PR 1(06)
5 R I IfILYE 1(0.6) HIpEE 3(18)
PR R IR 4 (2.4) e EBAS R 1(0.6)
FEED E W 1(0.6) EE7 1(0.6)
S AN PR 1(0.6) L 1(06)
IR 1(06) FETE 3 1 OV Tk ps 1(0.6)
St RT O AE 1(0.6) e 1(06)
TR 1(06) B R AR AT ‘ 6(36)
MR 4(2.4) TI=2T R ) "NIUAT 27— 1(06)
LT ) 1(06) = L AT w— LN 1(06)
ElES 1(06) M 27 VT FURART S —ERN 2(1.2)
D EEPE IS MIURE 2(12) [P R R N - 2 1(06)
1. A P 1(06) 7 A Y iRA T 7 2 —PHN 2(1.2)

FIVESIIZ ICH [EIBRER T ZE4E 0 AZEA (MedDRA/) Ver. 13.0 DEFERIKRAHE (SOC) R OSEAZE (PT) TH:Ek
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SEBEE. AHHE. BEERUTHOAREEROBEREIEE
TR L

i

9. BERBRERKRICRIZTIHE
FEZIHTWHARWN

1

3
\!

10. BERE
13. BEXRE

13.1 &
AFNTIMIE BT TR ETE 20,
(fifah)

ARFN O B G-~ ORI 72t G EIT v, B e, TEMERE5E CEAMDORINAHIET 2 Z &, ek,
AFNTMIEHNT TIEFRETE 220, R ERSOENOARIFE TORKRBIZB WV GRER G O®MEIL
720N,

Sk (fEsh) o

AR B BRI X 5% LOIER R, SR FEH 6]

54 %%, mlERE, T3 — U RKIBED LM, A A_P L% 300mg &t RrrzaasF7 Y R 125mg &4
BT D6HI3288 L RABEDSTERA NFELZE—/L T a—LEER L7, B)JRILE 95/50mmHg.
TRPESENR 105 B3, 2L ORI S 220 b3, 7 Kefil#g BARME (72/35mmHg) . V2~V5 & T ST K
T (ETF4mm) , =7 = R VU 2> 30mg H&GIZRUGET, 7==17 Y 0.6uglke/77 DG TlZ L A LiE
L, Zxz=L 7 Uik, T RLF U 0.25ug/kglsy. R7 % 2 2 10uglkgl %y £ THEER G L THIK
MELEEET, 740 7 vy (ENERHEE) Img & 1EEEG%, 2 KRB AN E T ERE L 7,

N EALDIE

14. BREDIEE

14.1 EFIRFEEDEE

PTP @D IEANL PTP > — BV H L CIRAT 2 L5 ETHZ &, PTP U — FOBEEKIZE Y |
TGS S B E R~ A L, BICIEZ 2B 2 L CHERIAR SO REERAGINEL RS A2 L
N5,

12. Z0HDFE
(M EERERIZED CEH
BRE STV

(2) JEBGERRERICHE D < 1H#R
BREESN TV
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X. JEERRIERICRAI HIEH

1.

IR

(1) ZFEZhEE A ER
[VI. EMEIEICEAT HIER] &R

(2) R& M ERIBHAER
FIX—1 2B
e B FE e PN e
ey IE: % X ¥ B ,(‘35
RERTEH GRF) P, n/ie | 8% | (mgikg) BRI
R R OB TS ©UA
gém Bl (OF1 %) M | #n |30, 60, 120 | @z L
)i N
10/
<7 A
H I IER I M (OF1 &) I &n 60, 120 [m#721
12/7%
<7 A
RIRAT M E R (OF1 &) I & 60, 120 |[m#721
10/7%
<7 A
WIEENC M E I (OF1 &) I &n 60, 120 [m#721
10/7%
~ A
AR AR R | A ER ORI RT3 (OF1 &) I pegu| 60. 120 [z%7aL
10/8f
~xvove s | (ST e, 120mgig - g
AR R I NG = e I
10/
~ A B .
. . RIS T
PTZ Jeh I R E 3 (CR%) M | &n |30, 60, 120 |12OMOkg : AUEIEILIETS
\ JE R
10/
~ A
TR | I F T (ICRR) I #&O | 30, 60, 120 | mZe L
10/
r e o S e . ~ A
fig%74//7“&& (ICR%) # | #&0 |30. 60, 120 | L
Sl 10/7%
PR ER, e CE¥. IUAE
WK OMESER M) | O
. . . JRIEREA X .
Mg - ¥, s, OEX (P RN + 45
i : — ) ik .30, 60 |
LhER |, R, PRI, of | (F %73{/% BERE | gy | 15> 30, 60 (R L
kR A O QTe) IZKIT T3
%
RIS M E 3 E/LEY b . o
= - AL
1)7 =2 MEM 3?: > HMER : RS
Y “:X >
272 =Z= A \ in 1,3, 10 |27 >4 =% ME
Ach UL R I 1t 6/ " i | 3. 10umonL : sl
AfEthiE | @BKALGEIS e /B B He @:3. lOumoI/L ]
% - iR | @Hist IR i 5/ P2 HMOTE
@A HE e Al © : 10umollL. ; FHAL
TRESIE @ : 1, 3, 10umol/L ; ik
T S I BT Z v & (OFA %) . 13 10
DNA I e 5/ ".‘t oL D3, 1oumoliL ;s
2) T SRR He 5/B vitro- |- Hmo 2) : WEAL
N ~ A
VBN bR K B A RE I
mmyes | JEOPRREECRE gopg) m | mn |30 | gL
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e EL7pn k5 PN o wn b
R IE . v | AR R
PR (R P, nEE | #8% | (mgikg) R
A2
PR AT R IE T R (OFAF) #f | #1 | 30, 60 | gomgrkg : 1l
10/%¥
§ . vk
B RS WAC R | F T B .
i, . e | AT M| B0 w0 |
) 8/ft
60mg/kg : 0~6 FEfJR O JR
. BT O o AR B _ LR
BRRE| CRETRR (S7D;; e wp | 30, 60, 120mg/kg : 6]:2%?#?%5'@
% (R fe, R RIEEIE N "EH 120 gikg - br=at TR
o D) 8/t JRE K R
e Na A 4 > #E
bimEe =yl
/R EEFEREIC KIE T8 % 1 /MR i
% (& MHI3R)
1)ADP # 3 LIEE . 100pmol/L | DEERL
7 KLF U k% U :/Tt o | 100umolL | 2R L
)T — SR 1/RE 100pmol/L | 3)EE L
L e 1 VR 100pmoliL | 4)7e L
5)7 7 % IR Vs 1oumoliL | s)gare L
o . = I+ B SRIESE
YA 2 z " )
%Egg}%w‘ 7k #n |3, 10, 30 | wEAL
o T 1078
T RS
(5] PTZ: o F LT IV —, Ach: 7EFralr, BK: 7I5VF= Hist: £ A& I,
All : 7o o470, NA: JAT KLFU > ADP: 75 /v 5 - U Uik
(SEFE L D AR E B
(3) Z DD EFEIEER
LR L
2. SMHHER

() BEFE S5 SR

RIX—2 HEERGHMEAR

B P G o .

ES RN 35 51 B PIRAUR
<A

(Swiss &) MR A, HE 2000mg/kg R 0D B 4E £ > 2000mg/kg
% SIRE
vk

(SD %) ek PEE . HiE 2000mg/kg HERE 0> B HE & > 2000mg/kg
4% 5IRE

ﬁmﬁmygsgg e, 1aEmE 250, 500, 1000mg/kg/H 1 o> £ FE & > 1000mg/kg/ H

1 I o ISR T 2 AR G IERBRORE & LT h=27 A4 ¥ 1 » ARERGEERBROB 5 6% 138
Rl OBIE R 2R LT,

-52-
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(2) REREEEHER

KIX—3 REEG mERAR

i
GRit)

M. /it

R
$5- 1]

B
(mg/kg/H)

AR A

7k
(SD %)

i
7 10/%f

o
15 H

30. 70, 150

70mg/kg/ H LA L ¢ 1o fR SR A o #80
150mg/kg/ H : FRMEREL G O~E 7 m BV &
O, 7 LT F = AE OB

g ME & - 30mg/kg/ H

7w b
(SD %)

i 2
% 20~
30/kE

w®n
6 #H

10, 30, 90

IBINERER
250, 500,
1000

90mg/kg/ H : (REEIEHNBNSI, Lo & DR
[EIEPERER (6 M) RIIC XV [EIE LT,

SENIER S

250mg/kg/ B LA b AREEHSINENE, R Bk S
DWW, MFIRFBEOHEN, B E & D
N, CIREEORD ., SRR E
NEYIAR

500mg/kg/ HEL L : ~ET B E VB -~ b
7V y MEOIER T, L7 L7 F=fE
DN

ISR (6 M) IRFEIC IV [EIE LT,

MEFE MR 30mg/kg/ H

=04
HL

i3
% 3/

£
1% A

10, 30, 90

IBINERER
250, 500,
1000

BANEER

250mg/kg/ B LA b AR EEHEANEN I, AR i BRE -
~NEZubErE -~ b7 Uy MEDRE
D MR - 7 LT F = AEOHEN,
S5 AR ERIREE BB T AR

500mg/kg/ H LA L : /iR » 7 4 7Y —
7 AAEDEEN

ML R - 90mg/kg/ H

=4
%

W e
£ 5~
8/HE

£
6 » Al

10, 30, 90

10mg/kg/ H LA b o B 55 R BRAA S 1  1 k

30mg/kg/ H LA b AREIEANENSG, AR EkEL -
~NETSREVE -~ b7 Uy MEOR
&

EIEMEER (6 W) RFIC LV [EIE L,

MR - 10mg/kg/ H

i
% I

o
12 » A TH

20, 100,
500

100mg/kg/ H LA L - R EHEMmE] AR d Bk -
~NETSREVE -~ M7 Uy MEDOR
D ERE RO, CRE R ORD
S5 R BRI AE B R T RK

500mg/kg/ H : M HRFEE - 7 LT F = E
DM, BIROBVEMER - JRAMETLE

M7 & . 20mg/kg/ H
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Q) BiaEHEHER

FIX—4 Btk
ARERTE H EhFESE B (ALE) R, AR BB T E R E FRERRG R
(LIPS o —_—
zam | xxsgoam | L0 i‘; ﬁ“g%fﬂ% 3125~5000ug/7 L— k| etk
(in vitro) 7
BIGTHK | Fra=—X e
I8 EEER NI AR — ik ﬁﬁ?fﬂ% 25~500ug/mL Rait:
(in vitro) V79 £33 /A
& | ES
In DNA 7 v MIFEIf 18~20 IEfH] N o
# | e e SoFan—ay 5~75ug/ml. fextk
(in vitro)
AR b b RAS I bt L
i P fAEreR 3~590.6g/mL bt
(in vitro) BEE A
~ A
. (OF1 %) Mkt , "
IRz IR K oIk A, HE 4000mg/kg =R
()
Q) NA R ER
FIX—5 AR
ARERIA H EhFEE Beh (ALE) R, iR B 5B T E R E FRERRG R
~ 7 A
(CD-1%) M O, 104 A 100, 300. 1000mg/kg/ H (£33
B AN 7 558
7 v b
(Wistar &) Wi O, 104 A 5. 50, 500, 1000mg/kg/ H (£33
£ B5/RE
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(O) £REFR A F1EHER

KRIX—6 LhEgE A m kR

BTE o e
meurt | G | D | (o AR B R
7t L e 0 (mg/kg/H)
MR B - 180mglkg/ H
LB R E N &
[O8::31R=4Y
B HER N - 650mg/kg/ B ;
=T O — T« 50 B EOWD (32h
e I so, |, U I : 650 i)
AW oAl (SDR) MERE | #&0 | 180 ‘%"Ed - AR \ AR - AL - Somglkg/
TR & 36/ 650 X FAE M © 650 (717‘; LUT&FRL) AL RO DR
= e é‘L‘E‘@ﬁTN@ R KD R B
Hé‘b%@ﬁx R : <50 BN, AR R OB
%@ﬂﬁﬁ,ﬁ;ﬁﬁt@éﬂﬂnﬁnﬁm . <50 & | 8o o
180mg/kg/ B Ak ; B&
WD R T KEDF B
FHN
Sk 50 RrEh) FE1# . 50mglkg/ B LA
= . . —MxEEME © <50 s RE SN K Y
o e | | o> e e oD
FEAETEVE - 450
FE % : 10mg/kg/ B LA
W . S g L GRS R
e e NN N
e I . 30mglkg! i ;16 {1 5E
o (ma—v—7 |, e T ENa R 5 i,
e | 0 (310,30 ET\&E;)ETE% £ 10 -
i 14~ 18/ % g“@ 10 Jii - B IR - 30mglkgl B ;
e ERBIET RO b5
(W] A PR R S 0D g i
)
U FrEhi BB : 650mglkg/ H ; IH
B0 e B o | e 180 # 1< R O 1
A ” . N AFlEAE 650 NP
AN ONCRE| (SDSR) ME | R | 180, . = . .
ﬁg@%%ﬁlé&’ 22/% 'CEIEJLA ] IJu:'lﬁEJL\ . 50mg/kg/ H U\
B % St FEEFME 0 650 (7272 LT &2KR<) b B AR EE
oo RO EIRTRUANG] - <50 | )
(SeF IR O AR F A LR
(6) BRTRIB S ER
RIX—7 RIS
HRERIE H TR B (ALE) R, Wi B 58 XA TAVE R FE FRERRG R
B | st TR | @ ) 500mg/ 511 pats
i RS ;’;é;@yi;7 .
P | ppeatin 3R JRAR, HE] 100mg/EBAr Rt
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(7) & Dt DHFERFE

RKIX—8 ZDDOF Pk

HERIE H iR B b (L&) REE. Hif e 5B ST AL E TS
~ A IE
(C3H/HeN %) #&O, 3mg/lL/AH, 158 (5 [E1/#)
FR W 1078 KT (72250 8) , Img/lt/B, 6= (2 [=l/#H) Fe
(C57BL/6N %) HR (T NZEEET T 4T F U — )
I 10/% RPN, Smg/Pt, HilH]

(JeFs RIS O AR AL R
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X EEMFERICEYHIER

10.

11.

12.

. BRHIRS

BIK| A AL F U EES0mg [DSPB) | #E 100mg [DSPBJ | #E200mg [DSPB)  ALJ7ZE[E K™
) EE-EREORGEICIVERTLHZL
BRIy APV GRS L

BaHEARE
AN « 34F (EMERBRRTRICHES <)

BEIRETOITE
FRRAF

kW EDZE
FRE I TV

BERETEM

- BERERLTAR  HY

cLKTHDOLEDY : HY

- ZOMOBEWTEM

ANT X7 AfdEEE DSPB] | A AP X 8 TDSPB) 2T 5tk BE S A~
[ E=ERE Y1 -] https://www.prm.sumitomo-pharma.co.jp/product/ 2 &

R—Ai% - FE
AW S« 7 AT R, A RS R, 2 OB D

EREEERR
199748 H 12 A (= 7)

HERTRDFEABRVEARE S, EMEENFEFAR. REHBEAR
KX —1 BHERGTKGBAEH H K OVKRE 5, FAMAMENGRAE A 0, RotBRsG4E A A

A NSV Z i AR LB AR LB
50mg 'DSPB| 100mg DSPB| 200mg DSPB|
S AR 5E AKGRAE A A 201748 H 15 H
A RE S 22900AMX00724000 | 22900AMX00725000 22900AMX00726000
A EEENGEAE A B 2017412 H 8 H
MR FEBRAAAE H A 2017412 H 8 H

MEXIIHREM,. BERUVAEEEENEOEABRRUVZEDAR
EARSANA

BEEHRE. BIERRELAREARRVZTONR
FM L

BEEHM
L

REHRHIRICE T 2158k
BEWIRNIC ERAFIT O TWAEIKMIZEE Y LRV,
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13. &0 —F

N %}gi%@h%\ ﬂﬁl}%”@%;ﬁjj“‘ }\ - - Lt 70 F%%%Eﬁ
B4 S AL Ny b | HOT @D B | T2 T
G O — N
V2SN AV
A NPT G 2149046F1015 2149046F1040 125868401 622586801
50mg DSPB]
A Y LB EE
100mg [DSPB. 2149046F2046 2149046F2046 125869101 622586901
A R LB EE
200mg [DSPB 2149046F3042 2149046F3042 125870701 622587001

14 RER#EfT EDEE

ARANIZIFEHRM EOBRERSTH D,
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XI. Xk

1.

51 Rk

1) tENEERF  F 1 ARERRRER - B 5RE (7 37 o e, 2008 4F 4 A 16 H&FE, CTD2.7.6.3)
2) FAENEEL : EER A TOERGHER (50mg) (737w g, 2008 44 H 16 H7&RY, CTD2.7.6.3)
3) tEINEE : fEEER A TORERERER (100mg) (737 gg, 2008 4 4 H 16 HKRR.
CTD2.7.6.3)
4) tENERE - BT TMAHER IR SR - A vy Nk (7 N7 afE, 2008 4F 4 H 16 H7&GE CTD2.7.6.6)
5) FEPNERE - ATHASE ARG R EER - i E H NEEERER (7 7 afE, 2008 4 4 A 16 HI&AR.,
CTD2.7.6.6)
6) KR : ERIR[EIE. 2008; 24(5) : 345-366
7) EHAKEE . ERIRIEZE. 2008; 24(5) : 367-388
8) tHNEEL : HINARFER LGB « ABPM IC L 57 7 v R&E R E Li-fEHNEBRER (7370
$E. 2008 4F 4 H 16 H&FR, CTD2.7.6.5)
9) HKEE : FEFRIEZE. 2008; 24(5) : 437-461
10) FHKEE : EREZE. 2008; 24(5) : 463-482
11) 5KE - FEARESR. 2008; 24(5) : 389-408
12) 5KE AR E SR, 2008; 24(5) : 409-436
13) ¥ RiEI1ED> « R & AFFE. 2003; 80(3) : 570-584
14) FHoKEEZ/)> ¢ MJE. 2011; 18 : 1108-1116
15) #HKEE : EREIR =K. 2008; 24(6) : 543 573
16) FEPNEEF 8 AR FE IR L ik - sl (7 N7 afE, 2008 4 4 A 16 H7KRE., CTD2.7.6.5)
17) &7KEE : IR IE3E. 2008; 24(6) : 507 542
18) L&} : ABPM IC K D1t H NZEEEER (737" 2 §E, 2008 4 4 A 16 H#GE., CTD2.7.6.6)
19) FEPNEEF - BB MRS IEAE ST D —ARERIREER (7 N7 m i, 2008 4 4 A 16 H KGR,
CTD2.7.6.6)
20) tENEE YR REIARICIS T D1E/H (737 afE, 2008 44 A 16 HAGE., CTD2.6.2.2)
21) #ENEFRF : AR ALELONICRTT 2/EH (737 v hE, 2008 4 4 A 16 H&AGE, CTD2.6.2.2)
22) tENEEF AT AR T DR OmE (737 1 §E, 2008 44 A 16 H7&GR, CTD2.6.2.2)
23) fENEERL : AT ZFEY 7 A STk H2&UE (7 N7 v 8E, 2008 44 A 16 HIKGE.
CTD2.6.2.2)
24) FENER} « BRESZAER O AR HEH (737 m g, 2008 424 H 16 H7KGE, CTD2.6.2.3)
25) HNERF - SFEEEFEICH T HER (737 1 g, 2008 4£ 4 A 16 H7&#R., CTD2.6.2.3)
26) fENEEL : B N ATZEEAEIER (737 afE, 2008 4-4 A 16 Elﬁk?d\ CTD2.6.2.2)
27) fENER 7> b AL ZFELEER (737 8g, 20084 4 A 16 H7&Z, CTD2.6.2.2)
28) fENEEL - m L= ERMET VICE T HEH (737 2 g, 2008 44 H 16 H AR CTD2.6.2.2)
29) fENERL : 2BMEL 7 U » TRIEMET v MZBITHER (7 N7 afE, 200844 A 16 EI
CTD26.2.2)
30) fENER} @ AR B EME R T FARTEAE 7~ MBI HER (737 1 gE, 2008 4F 4 H 16 H 7K
8. CTD2.6.2.2)
31) FNERF - mIlLEEHIRRIET » M TH1EH (737 afE, 2008 4F 4 A 16 H7KFE, CTD2.6.2.2)
32) HENEER} . TV RAT a oW RT H1ER (737 mgE, 2008 4 4 A 16 H7kGR, CTD2.6.2.2)
33) HNEEF : BHEREIC T A ER (7 X g, 2008 4F 4 H 16 AKFE. CTD2.6.2.3)
34) fENE R} : R AR 5/6 B H AT HARFIAE T » MBI D1ER (7 N7 e dE, 2008 4 4 A 16
H7&z8. CTD2.6.2.3)
35) FPNERF - RERERA B Téiﬁli&’@iﬂc%ﬁ (7 X7 o kg, 200844 A 16 HKFR, CTD2.7.2.2)
36) fLENEEL @ AfE émmﬁr%% Bl AmEhEERE (7 37 2kE, 2008 4F 4 A 16 H 7R
CTD2.7.6.3)
37) FENEEL : "M AT A TV T 4 ICRETRFORERFHR (7 N7 2fE, 2008 4 4 A 16 H7K
8. CTD2.7.6.1)
38) NG} : HMakt A FT ATV T ¢ KO OGS (737 1 g, 2008 4F 4 A 16 H 7GR,
CTD2.7.6.1)
39) HENEERL : NAFTRA TV T 43l (7 N7 adE, 200844 A 16 HA&AR, CTD2.7.6.1)
40) fENEEL 0 7 v MZBT DWIN L I BT (737 adE, 2008 4F 4 A 16 H7KGR, CTD2.6.4.3,
2.6.4.6)
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41) tHNEEE : HEET >~ MBI D BER GREO BB O BITEER (737 = §E, 2008 4F 4 H 16 H K
8. CTD2.6.4.6)

42) FENERE - EMET > NI T D HEE GO MR T REIREE (737 e g, 2008 4F 4 A 16 H K
A, CTD2.6.4.4)

43) tENERE - HEVET » MR D BRI GREOMMR P BN REIRE (7 N7 = §E, 2008 4 4 A 16 H7K
. CTD2.6.4.4)

44) tHENERE IR T » MBI D HIER RO BURREIRE (737 = §E, 2008 4 4 A 16 H7K
. CTD2.6.4.4)

45) FENEEL AR T I8 D BRI HRF O G REIRE (73 mEE, 2008 A4 H 16 H7K
. CTD2.6.4.4)

46) tENEEL: T v b, FAKOE LER~O B RE AT (737 1 BE, 2008 4 4 H 16 H 7&K,
CTD2.6.4.4)

47) AENEEL : B MILEERAREAR (737 mlE, 2008 4F 4 A 16 H&RE, CTD2.6.4.4)

48) FENEEL : B MILET VT I UREG A b (TN mE, 2008 44 H 16 H kG, CTD2.6.4.4)

49) tHNEE : b MBI OREE (737 bE, 2008 4E 4 A 16 HAZR, CTD2.7.2.2)

50) fENERL : I 7 v Yy — AREHCB T 28 REE (737 afE, 2008 44 H 16 HAR.
CTD2.6.5.10)

51) ¥EWN&EHE} - & MNFI 7 r Y —2% AW ERBHCIIT 5 CYP2CI OB (7 /N7 m§E, 2008 4 4
H 16 H7&FE., CTD2.6.5.10)

52) #NEEL : s a Uigin A ofEzE (TN7 adE, 2008 4E 4 H 16 HARR, CTD2.6.5.10)

53) fENEER}F : b M OIREEEITIRIC BT AE (737 adE, 2008 4 4 H 16 H &8, CTD2.6.5.10)

54) #NEEF : B FIFIZET S invitro [T (737 g, 2008 4F 4 H 16 HKRE. CTD2.6.5.10)

55) fENEEL : B MFI 7 r Y —2% A0 CYP FEORT (7 N7 i, 2008 44 H 16 HAR,
CTD2.65.12)

56) fENE R} : b MFEDREIERFEICEET 23R (737 afE, 2008 44 H 16 HAR.
CTD2.6.5.12)

57) fENEEL . U7 7 U O EERRBRQ) (7 7 agE, 2008 44 A 16 HIAGR,
CTD2.7.6.3)

58) tENEEL : VLT 7 U v & DI EEHRERER) (7 N7 mdE, 2008 44 H 16 H AR,
CTD2.7.6.3)

59) fENEERL : hAT X I R EOIEYFHAEERRE (737 afE, 2008 44 A 16 H&ARS, CTD2.7.6.3)

60) FENEERL : IR L ORI AEMEMNRE (737 mgE, 2008 /-4 A 16 H KGR, CTD2.7.6.3)

61) FENEERL : =7 = UV L OIEYFHAEEMRE (7 7 afE, 2008 44 A 16 H&ARS, CTD2.7.6.3)

62) fENEEL : R EZTF L OEYMEAAFRHRER (737 1 g, 2008 4 4 H 16 H KGR,
CTD2.7.6.3)

63) FEANERE : BRI & ORWF E/EARER (7 N7 1 bE, 2008 4 4 H 16 H/KGE, CTD2.7.6.3)

64) fLINEFRL : B FeseuTd 7Y REOEMMEERRE (737 agE, 2008 4 4 H 16 H KR,
CTD2.7.6.3)

65) fEPNEEL O AT ZAREEEER (737 mE, 2008 44 A 16 H&GE, CTD2.6.2.2)

66) LR @ BASREIE T BF TR 2 EYENRERER (7 N7 1 g, 2008 4 4 H 16 H KGR,
CTD2.7.6.3)

67) FLPNERF : PR BT 2 BN RERRER (737 1 fE, 2008 4 4 A 16 H KGR, CTD2.7.6.3)

68) SRHIFE : HARERIR. 1995; 53 (WET] 70 FIFR v A L A9H% (1) ) : 711-719

69) FENEEL : ElhFE I T DI ERERER (7 N7 = BE, 2008 44 H 16 HKGE, CTD2.7.6.3)

70) HENEEF © 5 o MO R REE T 23BN RERER (737 1 gE, 2008 4F 4 A 16 H 7K.
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72) 3Lk 71) Supplementary Appendix
(https://www.nejm.org/doi/suppl/10.1056/NEJM0al1208799/suppl_file/nejmoal208799_appendix.pdf)

73) Coriat, P. et al. : Anesthesiology. 1994; 81: 299-307 (PMID: 8053578)

74) McNamee, JJ. et al. : Anaesthesia. 2006; 61: 408-409 (PMID: 16548975)

75) PR EALIE A JE EEE 2. 2017; 47: 1353-1355

76) FEEEKRHMIF A BEVE B PERHm AR ESMERE. 2021, 29: 49-54

-60-



2. FDthDSESER
Rriz7a L

-61-



XIl. &&#

1. ELEHETORTIKRT

TRAMECOZREXITZNR,. HiEROHES 2, SMEICE T 2 IR SCFEITESO T TR,
(2025 % 1 A K5 iR)
i it KEWAS S (2021 4F9 A) J:[E SPC (2021 47 H)
24 sanofi-aventis U.S. LLC SANOFI
W54 AVAPRO Aprovel
TR H 1997 /£ 9 H 1997 £ 8 H
L« Jiks | Tablets : 75mg, 150mg, 300mg Film-coated tablets : 150mg, 300mg
ZhRESIE | 1. INDICATIONS AND USAGE 4.1 Therapeutic indications
20 B 1.1 Hypertension Aprovel is indicated in adults for the treatment
AVAPRO is indicated for the treatment of | of essential hypertension.
hypertension, to lower blood pressure. | It is also indicated for the treatment of renal
AVAPRO may be used alone or in combination | disease in adult patients with hypertension and
with other antihypertensive agents. type 2 diabetes mellitus as part of an
1.2 Nephropathy in Type 2 Diabetic Patients | antihypertensive medicinal product
AVAPRO is indicated for the treatment of | regimen(see sections 4.3, 4.4, 4.5 and 5.1).
diabetic nephropathy in patients with type 2
diabetes and hypertension, an elevated serum
creatinine, and proteinuria (>300 mg/day).
(k)
ALY | 2. DOSAGE AND ADMINISTRATION 4.2 Posology and method of administration
= 2.2 Hypertension Posology
The recommended initial dose of AVAPRO | The usual recommended initial and

is 150 mg once daily. The dosage can be
increased to a maximum dose of 300 mg once
daily as needed to control blood pressure [see
Clinical Studies (14.1)].

2.3 Nephropathy in Type 2 Diabetic Patients
The recommended dose is 300 mg once
daily[see Clinical Studies (14.2)].

(k)

maintenance dose is 150 mg once daily, with or
without food. Aprovel at a dose of 150 mg once
daily generally provides a better 24 hour blood
pressure control than 75 mg. However,
initiation of therapy with 75 mg could be
considered, particularly in haemodialysed
patients and in the elderly over 75 years.

In patients insufficiently controlled with 150
mg once daily, the dose of Aprovel can be
increased to 300 mg, or other antihypertensive
agents can be added (see sections 4.3, 4.4, 4.5
and 5.1). In particular, the addition of a diuretic
such as hydrochlorothiazide has been shown to
have an additive effect with Aprovel (see
section 4.5).

In hypertensive type 2 diabetic patients, therapy
should be initiated at 150 mg irbesartan once
daily and titrated up to 300 mg once daily as the
preferred maintenance dose for treatment of
renal disease.

()

I, AT D 2hhe

%o ENOEGBNEDHIPA TAFZEH S5 L.

IR, HHEROHEITILTO LB THY, SHETOAGRIRI & 1T

= I FE S

4. PMEEX (TR

6. AZERUVHAE
WE . RAIZIZA L_Y L Z 2 LT 50~100mg Z 1 B 1 [E#E 0595,
7R, AR, JERIC XD B EEET 52, 1 BRI SEIE 200mg £ TET D,
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2. BHIHIT BHERRIIEER

(D)2 B3 2 b i

HH it FL N A
KEBRASCE | 8.1 Pregnancy
(20219 H) Risk Summary

(HFE) AVAPRO can cause fetal harm when administered to a pregnant woman. Use of drugs
that act on the renin-angiotensin system during the second and third trimesters of
pregnancy reduces fetal renal function and increases fetal and neonatal morbidity and
death [see Clinical Considerations]. Most epidemiologic studies examining fetal
abnormalities after exposure to antihypertensive use in the first trimester have not
distinguished drugs affecting the renin-angiotensin system from other antihypertensive
agents. When pregnancy is detected, discontinue AVAPRO as soon as possible.
All pregnancies have a background risk of birth defect, loss or other adverse outcomes
regardless of drug exposure. In the U.S. general population, the estimated background risk
of major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4%
and 15% to 20%, respectively.
8.2 Lactation
There are no available data on the presence of irbesartan in human milk, effects on milk
production, or the breastfed infant. Irbesartan or some metabolite of irbesartan is secreted
in the milk of lactating rats [see Clinical Pharmacology (12.3)]. Because of the potential
for adverse effects on the nursing infant, the use of AVAPRO in breastfeeding women is
not recommended.

J3 ¥ B SO

F—ANZ VT DL D (202444 H) D : Drugs which have caused, are suspected to have caused
or may be expected to cause, an increased incidence
of human fetal malformations or irreversible damage.
These drugs may also have adverse pharmacological
effects. Accompanying texts should be consulted for
further details.

AIRNZIBT D LR 19.5 338%) . 19.6 RELF) OHOLKIIL TOLEY THY, Eics
TERD,

9.5 1%

AT X ATIEAR L CW D ATREME D 3 B &M iT G- LW 2 &, BERITIEREA | L2812, &
Blc G52 HIET 52 &, WREFPHE KRBT V4T v o v IS /REETHI T T v oF T o
VR R A ER A G S T B CEAKERAE, IRIR - AR O T, AR OKIE, BAA,
B T AMSE, BHEORKA SR OEKIBDIEIC L5 & HER S5 U o #kE, SEZEE IO,
i DIRTERENH b OWENRH D, [2.2, 94.1 5]

9.6 Z7LI%

BRA LW ERZEE LV, 8RR (T b)) 0B THIFT~OBITARD LN T WD, F7-.
R (T > b AT R A O34T NS RMADREREIZ B9 5 #kBR) ¢ 50mg/kg/ B LA L CTIH5E
Iz B W CTHAE R OREE MG 23580 5T b,

Q)NRAFIZBE T % s ME
AN TIE 19.7 IMNEF ) (ST HERITRESNTE ST, KE DO IGE KL UHEE O SPC &

TR D,
i i LA
KIERAS S 8.4 Pediatric Use

(2021 49 A) Irbesartan, in a study at a dose of up to 4.5 mg/kg/day, once daily, did not appear to lower
blood pressure effectively in pediatric patients ages 6 to 16 years.
AVAPRO has not been studied in pediatric patients less than 6 years old.

e [E SPC 4.4 Special warnings and precautions for use

(2021 7 A) Paediatric population: irbesartan has been studied in paediatric populations aged 6 to
16 years old but the current data are insufficient to support an extension of the use in
children until further data become available (see sections 4.8, 5.1 and 5.2).
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XII. &

1. SR% - RESRICER L CTERRHIMZT S I2H > TDSEER

AHEOERICET 2EE « AEIIIEAREZ T TORWEEICET A EERNE TN 5, RERTESEN
L TOWRVWHARLEENLTEY, bAETHRBIN TV IR FIETEONTREFEL L
THRLTWS, ERCEENBEREHZRFT2 EToOEFERTHY, IS0 EE27RTHO
TIE7ZR VY,

(1) #9#
A VL& o E 50mg [DSPB) . [Al4E 100mg [DSPBJ . [AI&E 200mg [DSPBJ L5 k43 O b 31T
[Fl—7T9,

1)A VYLK U 5E 50mg [DSPB ] D ¥ikt%k 22 TE M el 3
(ARSI
TRAFSAE TRAF ] R
" 25C, MERVATE, 30 A FS R L (54 L)
10001x
(GRS
ABRTE H B AAIF 1% H 25 H 3nH
PR HEDBH R i L ke L b7 L
(%) 99.2 99.3 99.0 96.7

(2) filE - BAMRUREREF 1 —J @B
1) A YL g 50mg [DSPBJ . [FI$E 100mg [DSPBJ DRRIEM: M QWS F = — 7 @il MEIC B4 5
MRS

(BT iE]

DA R R
E%ﬁ@txk/ﬁ%ﬁ%ﬁb EREICEER A LEANTE R 2 & L, 55°COIRES 20mL

ZUNEY | fEicE (T A7 4 X —) LTS5 oMERE L, 5 0%ICENREETT0
JE A5 EEMER L, HABRE ORI A Bl LT,
VI UVIETNEDT 4 AR—FT ) Y (20mL) & v,

@it AR
ﬁ@ﬁ%sm#%%m%ﬁ%zaf@ﬁkﬁiw2~mw@@ﬁﬁﬁﬁxby%ﬁbfwMTé
X RETF2—T7EAEST, BRTOHILEMR LT, TOK, KHW20ML T T v

\&%ﬁ&0%1%7W@%%Eﬁ%%ﬂowfﬁﬁbto
BEF2—TRBTNEDY T 4 — KT 4 —FT 4 T Fa2—7 (8Fr.) ZHW,

[FBRAE 2]

O HEERERR
BE 50mg K OVE 100mg 1%, %% AL T 5 /rMEER ., 1A 2 FTE O L TR 5 & X piE
R LT,

@i R
#E 50mg K OVE 100mg DORREHRIL, 8Fr.th A AOREF o —7 @i L, 77 v v o VT HBESE &
ONTF 2 —TNIZEEM ZRBD o T,

2)A LY L2 L BE 200mg [DSPBI DEENE K ONRE T = — 7 i@l P2 B3 2 Rl BRiRS SR

[FBR7 5]

O A R BB

VUV TVDOEA MR ERETRD, VU CUNICEERE 1LEANE A R 2R L, 55COIRG

20mL 2 WVERY | Rl 7 X & LTS EE Lz, BiES %Iy Y% F T 90 K 15 18
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