04

* % 20224E4 H W 5T (4520))
* 202041 H 8ET (5 1R

B SO
BINHAR : 347
T IEE-EMSE ORI L VT2 L

BAEERROEES
872149
$E50mg $£100mg $£200mg
A ES | 22000AMX01602 | 22000AMX01603 | 22500AMX00865
BRSS R 8A 2008471 200847 H 201346 1

REFRE{EAZARB

AAERS A ISV iR
S R 7 0 $50mg
N7 0E100my
N7 0$:200mg

AVAPRO Tablets

2. ZR(RDEBEICIFBSLEVCE)
2.1 ARA OB LB EUE O AR O H 2 B

2.2 IR IR LT A T EtE 0 5 ot [9.55 07 ]

2.3 TVAFL V7V A B R ORI EE (72720, M

DREEBHZIT > THRBMENT Y Pu—VHFELLIAR
DEHE R [10. 125

3. #RE - IR
3.1 A/

W5e s ToN7agE50mg | 737 2§E100mg | 72N 7 H$E200mg
R LGER H R A VN 18R H R A VX 15 H R A VX
M v »50mg | H V¥ »100mg | HV ¥ > 200mg

FUBEARRI, fiStra—2, zazxpnAa—AF kY
s YA, bTuru—A, BHREKTAH, ATT) VBT
TRV L, ZJZVEEN) TV, BLFS . SV
3.2 HEIDMR
Wses | 737 0550mg | 737 0§i100mg | 737 05i200mg
s S 9 o —F 4y
@ - A E% WA DZEDOHBAY 74 V8T =T 4 ¥ 7
&l | &(=
* A 7w 5o 7100
== == —
4% (mm) #18.6 111 #14.1
5548 (mm) 4.5 %158 74
#|JH X (mm) #93.3 #13.9 #15.0
E X (mg) #7102 #1204 #7406
4. FHEENIFFIR
SIMEAE

6. AiENRURZ
HEHL EAIEA VARY L & & LT50~100mg % 1 H 1EFE 13
555,
B B ERICIVEERET 525N IHRAES ®IZ
200mgF CT& 3 5,

8. ERELERNER

8.1 KHl &G T v IF T v ¥ VI AAREH AL G- v T8 7 i
PERERE D D S b iz L WGV D 5o IFHRERA 2 EIET 5 7%
BB T HAT) 2o [11.1.520]

8.2 IEMEHICHED DTV, ALDEVHOLDLNLIENH LD
T, EFENE. BB HOERRS G D B B S BRI
HEsELT L,

8.3 TANAIAM IR G LAaWI ENET L, 7YV 4Ty I VI
ZHRARIETA G P O B R R OTFRIC L= -7 Y F
T ROPHWERNC X 2R EE R MU T %258 23 ietkasd %,

9. HEDERZEIDEEICEHTIIER
9.1 GHE - IEEZFDHDEE
9.1.1 ERIEEBIRIREDS D EEIEH B CEHIRIEERDSDE
]
B ERLEB L2V EHB SN YA ZRE MRS L,
B L3 Fe DI R SR ERAR A I ORI & ) S I AR hE & AL
SHDLBENDED S,
1.2 8AV Y LIMEDES
BHLRLEHE LV EHM SN AEEZRE TS L,
BAY Y AMAEZEESELEBZENED 5,
F7o, EHEREREE, aY M- VR ROBERFEIC L D IMEA Y
LMEDEL B DR T VAR T, MEH Y 7 AMECEET L2 L,
9.1.3 RMEREDH2EE
MEOFIEAMEA T &R L, WEZEfsSE2BE0
BH 5
9.1.4 BEFREEEPOES
BHE»SHGZRB L. MET2HAELICIT) 2L, —ilh
HOLMEMERT 2RI TBZNNE DS, [11.1.35H]
9.2 BiiEEERE
9.2.1 ERSBREREDHDEE
MEOREITEIC L ) EHEL B3¢ BEZNDH 5,
9.2.2 MRBEMPDESE
THE»SHESZHBL, WET NG IITI 2L, —#
HOLEBRIMER T EZE I TBENNH L, [11.1.35H]
9.3 FHikeEEEEE
9.3.1 HFIBZEDH 3 EHE. HICIETHFEERUETS oifiD5H %
FH
RANIECEAICHEE SN2 720, MPREN ERT 2820
Bdhbo [16.55H]
9.5 i@
HEIR SOIHEIR LT 2 WTREE O & 2 IS Lewnwz &, $#
L IEIRASHI L 2540013, b5 2 ik s 2 &, i
R R ORI 7 v P 7 v Y YRR RERAS T v Y




FT v VEBRBERME A 2 %S S N7z RIEE O B TR
A B - FrAEROET, FrEROMKILE, BA4Le maY Y
SUAE, BHZE OFRANE L O F KB AMELZ X B EHEMN S N5 Ul
Ofii, BT OTH, MORHEAREEDLND b bz & Ol
Wb, [2.25M]
9.6 &I
FAL I EPET Lo BWRER(T v M IZBW TP
DRATHRDO LN TWDe 720 HWRE (T v MR KL OH
R DFEIEN OV B O BEREIZ Y % BkBR) ©50mg/kg/ H DLk
THE MR B THAROEEMPIHAED SN T w5,
9.8 S
BEHEDSHG 2 MG 5% SHEICRGTHI & —MRITHED
FRERIFE LS nE S Twb, IMIZESESEZ 2 B h03H 5.

10. 1BE1EMA
10.1 HEZEZUHALEWVLT L)
SEH 455 BRARAEAR - Hy i i B - fabRN 1
T AFV Y7 ISR, B L= - T VT
< VIRE HEBE S, WAV 7 AL > v RBLEER AT 8k
A SE L OMRIMTE DY) A 7 | SN B RN S 5 o
CHE R 995 JE 3 L | B mAsies ST A
ME 586 72
7ZL. o kT
HWEEIT->TH
HRBIMED TV
T— VA LR
HoBHZEL)
[2.32H]
10.2 HAZER(HAICEFRT D L)
IEH 455 FRPRAE IR - H5 i 5 B - fabRiN 1
A1) 7 A AR E A ) 7 Al EA B AHO TV KA
FIRFA THIENDH S, T EENC X b
2vua /g B 7 DR A3
¥, bPUT SR AU HENEDS D B o
NS fEBRIN T - BB
A1) 7 AR D5 BE
AL A V) A
FI IR B 7] — i 0 S AR R IR B A TR % %
7at I RI|FZEITBEBENDH|ITTWIEETIE, 4
MY Zua x0T, FRBEAZ |[JHEoRPICE) L=
FTYNE | HGHOBZICAME |V IEESITTEL TB

[11.1.3%H]

H5-9HYE1%, K0
LG ERG L.
Wi a1 HRA

D\ BEHEAE A R
2BINDD B

TVAFL 7
< VRN

ERRBERE. S Y
2 E K OB 7 2
CTBENDD 5,

7% B. eGFR%60mL/
min/1.73m? % §ilf O &
PRAERED H 5 HH~
DTIVAFL 7V
3 & DPEHIZ DOV T
3 WELR TR
WEHIB S B E
PrxfErszE,

Tk TV
ZE G S RH A
TF 7,
A IFT)NE

BRRERE, MUY
2 ML B O L 22 k2
CTBINDD 5o

Lov-7 V% Ty
¥V RBEAE R A3 R
SNHEEMNEDTD 5,

JFEAFT A4 F
PP % e 3
(NSAIDs)
= A=
Tz, v
DL

AN O B AT A% ES
TEBINDD D,

MR 245 5
TURY T 5T 0D
BHHEIZ LD AH
DA % iRES S &
B HEVEN B B o

BRREDMET LT 5
BF TR HICH e
WHEALT B BZ D
Z)O

TORRE TSI YD
EIHEIC L D i
WHRPKT 57208
ZErbND,

VF A
BEEY F 7 A

)T LA R S
nNTwas,

U F 7 A OFRILE S
MU AEHAET BT
B, RHIOF N 7L
PRI LD, VT
7 2 O P A e S
hpLZzbh5b,

.

1. 8lfEA
ROEWEHDHHDNDE I ENHHDT, Bz oI
AR NI 3R G2 il B % S S LE R 1T T &

11.1 EXFEHER

11.1.1 MEFE LA
AL s I, SEEOMEIR 2R L § 5 M8 TED S 5 b
2TENDHL,

11.1.2 §AYD LI GHEAD])

11.1.8 Yavd. K. ZEHEKBIEAD])
Wi, R, AR RE D 5 bNE I, EH I 2
BEITH) T &o [9.1.4, 9.2.2, 10.2&H]

11.1.4 B2 BUEAN)

11.1.5 FFREREREE. BB (0. 1~1%AH)
AST. ALT. ALP, y-GTP® LAFONEEEREYzD S b D
ZENDHBH [8.1ZH]

11.1.6 {EIM#E CHEEAHT)
B, Z2MEk, wiF. FoEzx. BRMRT, R, mEkEE
EDHObLNLLEITERG 2R L, #MWRREZT) 2 &
R RN DEHTH 5 bR

11.1.7 1EfARRAERIE (AT
AR, B CKEF. M ORI+ 7 ae >y A28
WL T DHRGMEES D 5bND I ENBHLDT, TOLH %
BEIIIE S G2 L, ) aREEIT) L

11.2 Z0tthDEIER

A
N

0.1~5%iils
3895, CARE. €9
By, MEACT ., RS EARIE. IR, | SR
DS PEINANIGHG . OB ED
DE VR, D) A ) IRAL AR,
L "
Bl WERE. R, R M. B
AP, 5
ALT E%. ASTES. LDHESR., ¥
yve ks, ALPES. y-GTPLH
BUNLEH., 7L 7F=v kR, R
EEBYE. RIS SRR
HRMERIRA. AN~ b7 Yy Fgd, ~
ErUYYEA. AMERKA . sk
HBahn. A mEksEn
Wk, M. MUK, 1 FTh. REE, (MR
TR HUR. PRERE. . BHE HE
. A R, KT, CK S
migEsn )7 A bf RELEA, 3L X
T =)V A, REARA. CRP LA

BEEAW]

fipeey

ERUIE TR

LS

JFT ik

Z DAl

13. BEKRS
13.1 L&
AN MAGEN TIRIBRETE 2\,

14. BRALODFE

14.1 ERIZAFOER
PTPUEDIANIPTPY — b2 5W ) KL THA$ % X 9 {53
F5Z k. PTPY — FOEMKICE Y THE R A E B s~
AL, B3Il ae B 2 U CHERSITN 255 0 T 20 & 0HE % R56 5
LT ENDH D,

16. ZFEH)ENEE
16.1 MARE
16.1.1 BOi%s
FERE N BPELSBINC A VX)L & > 50, 100/ U°200mg#% 27 & A+ —
NS KD R R ORS L e & i R e LT
AT HRERTHE LIz. 2 DOISETILE 2 O3B E ST X —
& %K1 - EURT Y,



BT B RIRE TG o M i e

10000

1000

100

MEEiRE (ng/mL)

1 | | | | | |

0 4 8 12 16 20 24
B5fE (hr)
K1 EWEE ST X =5

Erac iy H Cnax Timax AUC Tiz2

(mg) (ng/mL) (hr) (ng * hr/mL) (hr)
50 18 1084 + 375 14+07 3821 +1208 10.1£59
100 18 1758 £483 16=09 6848 +1974 136+154
200 18 2098 +455 2013 11742 + 3549 152+186

Il = B2 (I % © LC-MS/MS)
16.1.2 RiERS

TR A B YEGHI A V_H L & 50, 100mg# 1 H 17 H R AHICK
RO G L7z & & iR ig 133 5B H3~4 1 TREFIREIC
L, Wifeha e YEREEAS NP5 72P 9,
T/ WEE % A O AR AR R4S A VRV F 2100,
200mg% 1 H 18 H M £ 12 RAREI TS L7z & & Caux L TFAUCIZ
PeH51HH E5-8HH L oM THERZEE 2, Wit b HER:
FA SN 5720,
16.2 IRUY
16.2.1 REDEE
TEHER A B ELABIC A VXAV & > 100mg % HIEE 13 5 (22
FEB) LE &, Coa L FAUCICEFOEEIIA LN h 5 727,
16.3 91
16.3.1 ZEEES
=ik 4 SR Ea
16.4 {34
ANARFF 2iF, FE L LTCYP2CIC & 2 BALIfCE L 7 v 7 a v
BRAIc LV RBSND, C MFI 7oy —2%wT, CYPIEHE
B A NN F v OREIETICOWTHE L2285, CYPLA2,
CYP2D6 Jz O°CYP2ELZ xf L T 1 B 5 & §°. CYP2A6. CYP2CS,
CYP2COR O'CYP3A4IZH L THEREHSRO bbb oD, wih
b FHEDREEIZ D5 729 (i vitro) o
16.5 HEtt
TR AT B TRECARIR R I3#90.3~1.3% T > 72,
HEHER NI MC- G A VARV & v RO LA, o
20913 SR A HEME S . #954% 1k FE IR S 2 MR — %),
[9.3.12:H]
16.6 HEDERZEHI DEE
16.6.1 BiEEEEEE
B - EERE (OF1) . FRE (106)) O BB E B EICA VRIS v
100mg#Z 1H1FMSH MR OG- Lz & &, BikIER# & iR L
TCmaxs AUCICH BRI A SN Do oo MIBENTH O BH % &0,
BRRRERE SR IS LA D BERBENIXIZ E A LRV T LR
N0 HEAT—5),
16.6.2 FHigREEEESE
W PSR O R EZ BB L1064 VXYL 7 2 300meg’ & 22
H1m7 H B RAER OG- Lz & & R & iR L CTCmax. AUC
WCHBEREIAONE P, FRBERBEMMNIZLALZVWI L LR
7 (HEAT—5),
16.6.3 k&
EHE (65~80i%. HYEI0BI. ZerE1061) & H4EH (18~35m. H1E10
B A VAR5 2 25mg™ & 1TH 1 AR S L7z & & CmaslC

13RI97%CTdH - 72 (in vitro) o

BEREZA SN Do 20 AUCIEEEH I~ T50~68%F5-3
BT EDRENLY HHEANF—5),
16.7 EYHEEER
16.7.1 DILT7UY

TN7 7 v (CYP2CODIE) LB LA & TV T 7 v O3
BREICEILIEA SN o 729 WHEAT— %),

) ARF O KRGS 71 H @ A #1350~100mg, 1H i K H &1

200mgTdh %,

17. BRPRRYAR

17.1 EHERURSHICET D55

17.1.1 EPERAREER
KR 51 % — T E BB & 2t PR KB C O AR RT A
BUISTIBITH b . FRN=1369.0% (60151) Td - 720
£ HRAR

i M St A% (%)
RV B L (B - ) 563/822 685
TEIE e I 18/22 81.8
WRE & PES BT 17/23 739
WESL P RS T T 3/1 .

&5t 601/871 69.0

VIR U I 20mm B g DL _F B Jz ORI I 10mmHg PL - BEIE 2 i 72 355
Hy FHIME3mmHg L BRI 2572 3 34, E150/90mmHg Al (7272
L ABe i Tl2140/85mmHg A ) (2 FEIE L 7235 &
17.2 WERFGRATRS

17.2.1 EINSGERRSTZERARIIER
ARREEME B M (8% - dhSE) B 1656012 4 VX)L & »50~200mg
Z LH LI 4R BRI G- U7z & & G i /3 idt) i e ($e-5- B i
i OF¥Mi164.2/98. 5mmHg) 1345 5-BIA4RH L W AEICTRL, %
SE L7 BEIEAEF SHERE S 70 $ 505 T 1 00 WOUH U1 I/ DR 00 i e
DEALEDOFIH13-28.5/-14.3mmHg TH - 72,
T A VRl xS 016651 v, BRI A o SR 2L B & & LRl 1
1861 (10.8%) (278 S 7ze £ b 0L LA, CK EH-
ALP E5-23%260(1.2%) TdH - 721,

18. ZEshEEIE
18.1 {ERR
In vitro®RBRIC BT T KBIRO 7~ Y F 7 v ¥ VITHAID #%
FEWUH & R RAICEIR L o vivoildBR (5 v by 4 X, F ) I2Bw
T b AIRE A SUB IR U CHIHIER %2R L7ze In vitroks & Bk
Mo, ZOMHNEIZATZFRICH T 2 BAREIICES boT
HY. WIZALSY A FUZEE (ATZAR) BN TH B 2 EDIRES
N7ze TOMOZEKITFAREEZ RS, TV I+ 7 v v VR
FOME L o 721972,
18.2 FRE{ER
LS VIEWMES Y, 28ML2 ) v FRESIUE S v b a5 %
SEPERIMLE HAAFEAE Z » & (SHRSP) 2B W TR 512 & ) =K
ORI R BEIEEH 2R L7zo 4 MRV F L OAEIS e
B RAT S B hpro 122720,
18.3 =IMEMHE2RESHFEIER
T I A SRR O S MU FARISHE Z » b (SHR) ~O AR I 512 &
) B ILE O % W L 720 EOMEHIEA VARF L & bk k D
Rt L) N & FBIRUERRD bz o 72,
2 SHRIC AR 5975 2 &2 & 0 B ME ORI E S DK,
WO RO KBRS HIH S 7z F7o, BIEAMICLY
T I E PR B B & i WIB R & 29 5 SHRSPCUd. AERR 185
WX D AR A s P i B 5 B OV BB 0> 25 I 7 i AR
5N 720 WA ISREH OSHRSP T, SAEMR OG- & Y JETE A3
S A, ASHHEIR b B 5B & ) FHEHNCYEE S 2,

19. BIRSICBIT DIE(EZIANR

— IR A4 VNI & (Irbesartan)

1bs24 @ 2-Butyl-3- {[2'- (1H-tetrazol-5-yl) biphenyl-4-yl] methyl}
-1,3-diazaspiro [4.4] non-1-en-4-one

5513 1 CesHasNeO

47 428.53



IR Ao SEORETH 5o BEFE(100)1SHETR T, A8 ) —

WZRRHEITIZC L, 7 7= (99.5)1THTIC L KIZIFEA Y

B RS 5D,
1L -

o] N=N

/ \

HN. N

Al 1 182.4-184.6T
SPECAREL - 910.1(pH7 .4 1-4 27 & J — )V /3EAR)

22. @R

(ZINFOfE50me)
1008 [10$2 (PTP) x 10]
500%¢ (105 (PTP) x 50]
700%¢ (148 (PTP) x 50]
5008 . 23]

(Z)I\Z70O%R100mg)
1008¢ 108 (PTP) x 10]
500%¢ (108 (PTP) x 50]
700%¢ [148¢ (PTP) x50]
5005 [, 2371

(7 I\7Ofe200mg)
100§ (108 (PTP) x 10]

23. FEk

1) AL R ARRE L A T 1 12 330 2 LRI 53R (20084E4 H 16 H 7K 2.
CTD2.7.2.2)

2)FEPTERL A HE R T o SRS 53R (50mg) (200844 11 16 H KA.
CTD2.7.6.3)

)AL} © AEHE N T D S 5305 (100mg) (200844 H 16 H K.
CTD2.7.6.3)

) FEPIE L ¢ ARV R AE SR\ 0 B SR B e A

S)FENERL 1 N F T RAL T T 4 IS RIT T AHORERGR

6K EL b MIFI 2 0y — 2% v 7zBLEHIC B 5 CYP2CI
DY (20084E4 H16 H &%, CTD2.6.5.10)

TAENEEL 7V 7 v v A Rz (200844 H 16 H K2,
CTD2.6.5.10)

QKL : & MIFI 7 1Y — 4 %W /zCYPRLE DG (20084E4
16 H A&, CTD2.6.5.12)

NFEEE: 1 N4 F TS 5 7 1 3R ER(20084E4 1 16 H 7K.
CTD2.7.6.1)

10)AEPIE R - R AR E BT BT B I B E SR (20084E4 H 16 H
7K#. CTD2.7.6.3)

1) AN © BFREZS B 12 BT % SEW B RERAER (20084F-4 H 16 H K72
CTD2.7.6.3)

12) #L R © Tl 1 381 2 S B RE AR (200844 H 16 H 2KE2.
CTD2.7.6.3)

1) FENERL : TV T 7 ) v L oSN E AR RE (1) (200844 H 16 H
772, CTD2.7.6.3)

L)ANER TV T 79 v & OIEYARE AR AR (2) (20084E4 16 H
A&, CTD2.7.6.3)

15) %7k (3 7 - M, 2011; 18: 1108-1116

16) #EPRF © 7 R BIIRIZ 3345 % 1R (200844 7 16 H 7KGE.

CTD2.6.2.2)
I AL RE © ALIRE S A BUS I 3 % 7 (2008474 /116 H K2,
CTD2.6.2.2)

1) AN+ ALISZARITH 5 2 HibikkaX o #ead (2008474 16 H 242,

CTD2.6.2.2)
L) AEAERL © AILZAAY 775 4 T13 5 % 3R (2008424 1 16 H
&8, CTD2.6.2.2)

20) FEPVERL  BAEZAR T OA F ¥ iR 2 VR (20084E4 H
16H 77, CTD2.6.2.3)

2D AENERL - SRR RS 2 7R (200844 H 16 H &R, CTD2.6.2.3)

22)FEPIER - B L = VIER IR VI B 7R (200844 16 H A&,
CTD2.6.2.2)

2 FEPNERL : 2812 ) v TRIEIILE S v M 2B B 1R (200844 4
16 H &7, CTD2.6.2.2)

24) KLV RL ¢ A S SRR VE RS U F AR SERE 5~ M IS AR
(20084E4H 16 H K%, CTD2.6.2.2)

25) #EPIERL - WL HARISAE T v DB SR (20084F4 H 16 H KGR,
CTD2.6.2.2)

w24, NERFERFERUREVEDEE

R 77—~ &t

T541-0045 KBTS IX AT 2-6-8
[ <FbEHBEYS—

TEL 0120-034-389

26. BUSHRGERESF

*%26.1 BHEARFETT

FR77—YHASH
KPR R HERT2-6-8

26.2 12

SANOFI v

(Goe=Sicr o



