20234 9HKL

CICaY )

Bk SR IRAT

FREIE - 34

BIRMAT 2R 70y H—
AL 2 R S i 1)
BAERA /NILHILA 88

NIVHILE > 8820mg [AETL]
INJVY L4 2 8840mg [AET ]
NIVHILE 2 §880mg [AET]
INJVYIL 4 2 88160mg [HETL]

Valsartan Tablets

BAELmanEES
872149
20mg 40mg 80mg 160mg
AEREE |22600AMX00343000 | 22600 AMX00344000| 22600AMX 00345000 | 22600 AMX 00346000
BR5ERin 201446 H 201446 H 2014456 H 201446 H

) R - EEORTEICLYMEATAZ L

4. REEIIFHR

= I EE

6. AERUVHAE
WE . ANV LS vk L T40~80mgx 1 H 1Rl 3% 5-

oo B,

A, SERIZIS U CEE

THETZ 5,

L 6L o/NBIZIE,
20mg% . HE3Skgll EOWA .
Th, BB,

DYE

G ARE, ERIC XD

2. BE (ROBEICBHELEVIE) mseg | VVUVS 2520mg | VHVS Y 5id0mg
21 AH OB LBBIED AR D 5 B ) [HEET] [HEET]
2.2 IR AIIEIR L T AW REE O & 5 1 [95 28] ﬂ ﬂ
23 7Y AXL v T IVERKE 5t o B R s B <f: 720, 31 20— 40—
MOBIEBIEZ T >Cd A BIED T > b U— LAE L A N
RoB#zikd) [101 2]
YR ;\V*ﬁ/LJQ
3. 8 - M5 M |
3.1 #
- INIVHVE 2 §E20mg INVHIV Y §E40mg .
i rHET [HET) W = —
15EH 15E
BRI VAV I NV v H#E (mm) 71 71
20mg 40mg J£& (mm) 2.6 28
v a— A, fREE SV — 2, KiEfR B& (mg) 100 100
e Foxy 7ot v Fox> 7o+t INVHL Y v INVHL Y v
Va—Z, AFT7Y) UERIVO— A, REE~ T A KA 20 40
o Z?g;:/'?A‘ A\ L X?;;)q;;ﬁfﬁzz\‘ HEET HET
teqlifal B, b7 OAu— |y L, BEHEK FTRE
A, X7 0I—=)L6000.|fE, 7O A O0—-Z, < ok @350 @351
WibF % >, 7, #|7aIT—)6000. BibF B4, NIV F 2 $E80mg NV L F 2 $E160mg
T 2 (- S BV SV E AN & VAN BV AL oL [HET] [HETL]
ey ALl A EWAY DT 4 VA T—F 1 ¥ Thi
— NV L 580mg | NV VS 2 $160mg X H
. [HET] [HEL] ﬂ
15 18 i s aD
BRI INVHIL Y VAV %% A asx
80mg 160mg —
BT — A, RERERLLVD— A, KER AT Vg ¢ (w]] )
Frirody Yol k|FEr Fody 7ot amx
Va—A, KB 7 AT (Vva—A, A7FTY VR
YA ATTY) VEER T\ AT AL BEEmK
FNE RS A, BEEKS |7 A, b0 AD— i [— ==
B, e7u0x0o—A, <|A, ¥Z10I—)L6000,
71T —v6000, BRILT |BRILF 2 >, s Vs A B (mm) 86 146 %538
PN B2/ 17 v A D 2 by FAN = ) E% (mm) 38 57
Y & (mg) 199 397
3.2 HWEIDOMIR VAVIZ D% A
_— SNV 2 E20mg | SV Y > $E40mg IR 80 ”1283
. [HET] [HET] HET
#I HIAD DT A NVAT—F 4V TEE wEaI—-F @352 @353
] Wk \ Bl

W3 A, 1H160mg F

NIV E b LT, RE35kg Al

40mg% 1 H 1114 5-
TS 5. 72720 1




A Ed, RESSkg Rl OY 6.

7. BERUVAEICEET 3FE
ERICBWCI/NEICH L <, 1HSOmg% # 2 2 1f [ fER A 72
vy,

8. EELREARNEE

81 KHZELT VI T v vy MZHEERPHR G- IS0
TELITEED D &bz OHERH 5O T, FFHEiERE 5
Wis % 7% EBIEEE 24T 2 k. (1112 3]

8.2 TFATHIAMF NI G L AW ENLFE LV, TV IF T
I ZEAERETA S o BE L, R ORI L =7 >
TVF T U ROMEWERIC & BRI 2R SRR D B .

8.3 MEMEHICESC DTV, ALDENHEDLNILZ ENDHLD
T, EITE¥E. HEH OMERRSEGERE L) A T A B
EEIEL &,

9. BENEREZFIHREICHTIERE

9.1 &HfE - IEEFDH 2 8E

&g AR EESRXEDH 2 BEXIFETEHRKEDSH 58
BRERCEZ/RLVEH SN2 E k&, &5 3EITLZ
& o HIMPLE DR R AERMBBE OB T 12 & ) SUR 2B
LS L BEND D 5o

9.1.2 &HVUYLMEDEE
BRERLC R/ EHBI SN2, EERE, &5 3#IT5 2
Lo WA T AVEZIESELBLNDDH D,

F 7o, BREREEE. 32 PO — VR EOBRFEIC L Y s )
T AEAE L B DR T EF T, MES ) 7 AEIEET S 2
k.O

9.1.3 BMEREEDH 5 EE
WEOMEEAMIIA A EEF SR L, WELE(LSErBLN
b bo

9.1.4 BELRBEBEEPOERE
BHE»SHGZMG L. WRET L1347 2L IE
B, —BIEO 2R MERT (CRAMECERELEZED)
BRITBLINDH L. [11.15 ]

9.2 BRAEEERE

921 EEAEBHMEREET (MEF/L7F=EHN3.0mg/dLELL)
DHBBE
BIEEZWS T EHEEICRGT L L
BTN DHBHY, [973 2]

9.22 MAEENPOEE
EHE» &G 2L, MET 2583412179 2 &, W
FeG-te, —MEO 2R MEMRT Rk ORHEEREE D)
RIS BN H 5. [11.15 ]

9.3 FreEEERE

931 FEEDH2BE. FHICHTHMEERCETS >HDH 5
BE
BGEEZWS TR CMEIRG T D 2 &0 RHNIEIPEAAIHE
WS Nz720, MHREDFEATLBLNDDH 5B JHEIZHE W
T, BE~TEEREOIFEERE T/ OV Ly v O MmAETRED,
BEFEN & LB L TR ER T 22 EPME SN T 5,
(165 ZHH]

94 HJEREEH I BE

9.4.1 IEIRY BEIREMED H B4kt

HRL T D 2 EBRENT 7 > U 7 ¥ ¥ AR I EH
X7 > I 7 v W RREH 2 A L. R - A
O (AL, H#E - I - BOREARE, BCS) 2RH 60
72 BIATHE ST 52 3,
AR OIGIZETE . RBREOH M S Z R L CRANR G DONE
MEEE IR L, mE oAk etz BNl 2 &Hl S
LHEILORLEGTHT Lo Tz, HEGDVLELLEIITROE
HHHEICEE Tk, [95 2]

(1) AFFLGFIGEHNIER L TWawnZ & 2 fild 5 2 Lo KAl
Gid | HEIRL TWenZ &2 ElICHERRT 5 2 & T HIC
TERAHI L 72361208, mHICHG ek T 2 2 &,

(2 KROFIHIZOWT, KARGHBEICEE BT Lo £
7os BHHLLEIIRCHWT L Z L
CHARTICAF 2N L 22a. e

40mgt 9 5,

7 T Y e

CFTA RIS KETY

AN BT L,
CTEIRASHII L 72 33 B b N B B A id. SR A IS R AR S
5:&-0

R E FTE T A SA . HEEICHZRT A2 L,
9.5 1@

TR SALIER L C W A REME D B 5 L IC I3 G- L awnwZ & %
BRI L2121k, mEhickG e+ a2 8, R
Hlaagtr v O T vy v IZBHRERE T vt T v
VSRR IHER L R I~ RN G s e B IR -
FrAEEC, ok AME, IRIE - Il oI, BAE, B
)7 AMGE. BEZEOREA L, FEAGEAEIZ L 2 LI SN A

e odtufi. . BHBEEOHFIE. MOBBEEERALEDLD S5bN
TR OWENH LD, T, WHVTEBES N T Y VT Y
VB EERNCBIT L L PO ARY T 4 T hESTA T, 1T
RN T > D F 7 v o YRR IER 2 b S BT
BWT, BRFEOH Y 2 7 G BETH P HRE SN TR WES
BECHARE D o 722 OMERD 59, [22. 941 BH]
9.6 BRI
BIL W EAEE L, BWER (5 v ~oEsLIEI%
5) ®3mg/kg/H T, AT ~BATT 2 L OWEDPH L, T2,
g ER (F v b OBES K ORAMEOES) ©600mg/kg/H
THAROARE K EFROT 25O 5N TE Y . 200mg/
kg/H VL L CHEGALOMRBILSFED ST Wb,
9.7 INRE
9.7.1 MHAEMRER, HAalR, FLRE6HEMONEE R E L
7o EEIRERERIT SN L T e,
9.7.2 %EMAIEMEE (GFR) #2%30mL/min/1.73m2Ad & L < 135
MEZITTVB/NEEE R E L BRABIZERL THiav,
9.7.3 BEREN OME N ) v MEFFEERIBISET L2 £, NEEE
OFIME TIXERERERE 2 L) 2 E2% v, FRio, BihkIcee
R TIRAEE (BB, BiAK) OB IAK %G A 5a
H) MMEE FRSE DAL D B OFF) &GS A A
EETAZ L, 921, 102 2]
9.8 EipE
9.8.1 EAENSHG G 5% LEFEIHKGTLHZ & —fFIC
WEOBETIIIFE L 2nwE ERTWDS, NESEINES 287
nNHH 5.
9.8.2 WiiE OIEMBRERALR T, AHI O M I AT IEE R E 12 L
NCEL BRDIENROLN TS, [166]1 =]

10. HHE{EHA
101 BHFRAZZE BFALAEVLC L)

FHN 45 BRIARHEIR - 5 E A | BT - fabRR T
TYVAFL 7<)V EFSEERER., B LTyt T
et BERERE S, B ) | Y v R EEH Y

AAS 2 HE K ORI o |58 &2 T REVEDS B
(BESRI B Z |V A 7 8N & %,

L. 272l b
DIEILHREXIT> T
b aBMEDT Y B
O—UZFLLIAR
DEEERL )

[23 BE]

NCTnib,

10.2 BiRZEE BIRICEETS L)

Sk FRARAEIR - f5 7 | 7 - fERET

TVAFL YT
[irérs
[97.3 ]

R N )

v A URE K OV

rREITBENLDYD
%o
% 3B, eGFRA60mL/

min/1.73m2R i O E
WEEEDD b EH
ANDTYAFL T
< VERKE & DB
DWTIE, H#E LS
& &SR &S
NDE% K&
Z;):k-o

TYIFT VR
Rz F2 BH A
[9.73 &)

ERREEE. w0
v A URE M OV
TRITBEAYD
%O

e S v
> 2 R BLEAE A O34
SN D WREMED B
;u)o

FIBR B 1741
AR
M) ZTanVAFT
DA

[11.15 ]

W HG- %, —E
O AP e M EAR T
CS V¢ YES
) AT HE
TN H D, KHE
VNCEN - I 2
HL. METLHA
A IAT) 2 e,

F R B H) THH R &
ZAF TR EHICIE
L= EEATCHE L
TV EENL L,
RHFI VPR LR T
Vo

HEDOF MUY AR
W LR E 0w L
TEFETIE, U
iE A 1 D AR L 3 A
L5ZE0d5,




HH 5

RIRAEIR - S5 155

Wiy - fafri T

H1) v b ARER R R

#I
A¥a/ss7 hv
PUTLATL U

DRVN it

M7 ) AEDS -
B3 22805 5,

RKHENIOT IV FATF T
VWIS X ) A
Vo A IE AR DY
WY AR D
60

TEN). RERERIEEE (Stevens-JohnsoniEfZEE) . SHHIHE
(WL B )

11.1.11 XEE. BXBEE (W3 HERH)
A, OB AR LbNEIIE. FEEREEHHEKT S
k o

11.2 ZOMOREIER

EAbh v A fob R T R 0.1~5%Aii 0.1% A HHFEANH]
[97.3 BIR] % BEGE 5B, 2K RS, A DURBEUE
FOZ€L /v - T AHFNC & 2 M H ) RS (DT, B |[IRA. AR —
FoNTALTY v AMED ES L Fo 1 ENES N — _
A= AEL S ‘/@T}LQ“Z\ FEERRE S . i
(973 Z] TS o |IE. B Bk 5 —

2. Wikgs  [ER. ENEENY

faob T B fZ‘\ &, &#k -
F. ) Y A A%

DEEE JFF e AST. ALT.

: o7 ~ e o LDH. ALP., t
SruxR) v = A LE O El Nl — -
[973 BIE] VR F AT T 12 B Ve EDL

nNaEEXLND, . s -

FU AT LER M7 1) % SED |- W g ik [EEETS —
] Ak nGB7 R ek i PR AR A5

ANT 7 A b FF N2b 5, BUN.LJt. i _ _

=) - N X B s Vv7F=vk

AU i
[97.3 2] B 0L 7 ) A& B ) A -

JEA T T A NUE % | A A O BEEEH 283K NSAIDs OB 7 1 A EH AiE
UKl (NSAIDs) (85922 bbb, |57 5T AR Zoft ARG, VRIEL [ . R A, B
AV RAE Y 5 EERIZL Y. RA CK L5 L OV, BRE B B8 8
O REEERDREE T O ES /I
52 ENH D, WA L5 i
B A & B AL S € 5 NSAIDsOH 7 1 2 2LATH—V
BENASH 5, PP rE Y1 LA A &
SRS LY. B P A B
REAFET T 2720 M. BB H
LEZOND, "
fals T s ) FEBUHE LA AR A O/ R % B,
Edguv— KHEN O Mrp A |) > B AR =
0~ 40%I LT L 72| v — 1= £ D\ B 3. BRRS
O A A3 . :iH /ﬁ\\ | . N L N ) e )
gﬂgf’ﬁﬁizﬁﬁiig EE@H&%EE&;??J ﬁ%’l@ﬁififﬂli )N %L‘WI[LERT#EE L. Bkl Vol
BEIHD 5. D S B TERE T\ EREMCEL BN D 5o
rhh. o o s o, ML, s
= Z L WRILE OB &12E, & DENGLLC Ly SR A I AR F AR
UFT L ;ngﬁfgﬁ;ﬁﬁgﬁigﬁjﬁ 5 O BHIRIES 7 L) R LB £ 475 = & o
Ly e Y R T 5 BB, SVIFNS OIS 80 L OREEHRITIZHIUETH
° LEibncng. DL MIEENT S & > THRETE 2\,
_ 14, BRAEDEE
1. BMER 141 ERZHEOEE

KROBWER D 5D 2 EWHDLOT, BlgEr 3T
WAFRD BN A3 2 kT b A S R ALE 2 AT

fl:o
1.1 EXEEMER

11.1.1 MERE AR
. VS, WSE, HOERSEIEIRE LTHEDLNELEZ LD

%o

11.1.2 TR GHEARE)

(8.1 ZH]

11.1.3 BARL (0.1%KiH)
11.1.4 FHYULIME (0.1%H)
1115 Yavy GHEAH). k@ GHEAN) . BHEHEX 01%

i)

=]
~ 3R
-
-

2)

Wik, MR, BN LSS D S bNEaId, B HIE R0
BEITH &, [914, 922, 102 BH]
11.1.6 EFWEE CHEEAH). amikEd HEEAH) . MR

W (0.1%A)

11.1.7 BEMME IR
FERL, MUK, DPULINEE, TP XA AR ) MG S S
DD ENRDHLOT, 0L HallidgG 2L, B

BEE A E R OFGE OB 72 JLE %

11.1.8 {KIMI¥E (CHIEEAHA)

eI, Zeffk, Wi, FOBEA. HhIETE, K@,

Pt S

1152

fl:o

HakbE

DSOS 2R L, MY RLEET) 2 k.
HERIRGETOBEETH L bR T\,
11.1.9 HEEBBE (0.1%A1H)

DSE N TWAN N

CKES., MR UIRP I 4 7ne s ERZE

BT HEGRMBESR D SbNEI ENHILIDT, ZDLH %
LA b I G E ik L, #Y2LEEIT) 2 L,
11.1.10 hEMRRIEIEMMEIE (Toxic Epidermal Necrolysis :

PTPEEEDOIEFIPTPY — b 2SH ) L TIRHT % £ ) &Y
%52t PTPY— bORREIZ LY . TS AEAT A BRI~ A
L. HIZEEEs B LA AZOEE R EIHEL T 5
ZENH S,

16. EMENRE

16.1 MARE

16.1.1 HEXRE

RS FIZ Vv 5 220, 40, 80K U160mg (80mg x2) % HEIKE 1455 L 7255
By MRS A, MR O RZAURIIHE G o2~ S CROSIE ST L7, £
72, Cmax i (FAUCIE160mgi% 5  TH G2 OB LB L THAR L W 2Filixa
~6HEHTd - 720,

P Tm_ax Cmax AUC Tz
(h*) (ug/mL) (ug-h/mL) (h)
20mg 2 0.86*0.53 52+31 3708
40mg 3 1.37+053 89+40 40+13
80mg 3 2.83%092 180+58 39+06
160mg 3 5.26 2.30 339+189 57+18

n=6, Pig+ L % 0 Rl

R A% 35kg ARl 12 35kg A Lo/ NEEE (70 5 4RO MERE . BHEFRER. b L <
134 70— BIEEROBE) 1I2FN2N20mgXi340mgD NIV & v & a5 L 72
L EZDCmax L CAUCIEU T O EBY) TH- 727,

P ﬁ‘ﬁ Cmax AUC
(kg*) (ug/mL) (ug-h/mL)
20mg 202~31.3 245%0.86 120+39
40mg 388~615 211+084 11.3+6.1
n=6, P EIEAERFE % P (R ME~ iR i)
16.1.2 REHRS

EFRBAG FI23 VL 5 ~160mg (80mgx2) % 1HI1MEI7HMBAEREI &S Lizs &,
M3 O RZACHBEL OG- MU AE ) EFIGRRO SN edpoTee T72, MIEKOES
TH HOZEYTRE/ T A — 5 FRFEFETH Y . FEEGRO SNl o728,



16.1.3 EMFEMEFHRR

(1) /NILHILa > §820mg [HETL]

SNV VY U5E20mg [HET ] BT 4 A8 5820mgh . 7 O A+ —N—@Ic k) £
nZNIgE OSVHIL g v & L T20mg) HEHEBASE MM S H IR 8 S- L C sy
WAV G B RRIE L, BNk ENRE/ 8T A —% (AUC. Cmax) [Z2WT90%
R S ’C%L BT % AT 72454 log (0.80) ~log (1.25) OFEFANTH Y . i)
DEY R LR S N7z,

HERT A =5 BHEINT A=Y

AUCo-24 Cmax Tmax t1/2
(ug - hr/mL) (ug/mL) (hr) (hr)
SV 5 570£202 | 0979+0364 | 250+090 5774097

20mg [HET]

T4 N §E20mg 5.64+1.96 0998 +0.363 2.58+1.04 567 +0.57

(18845, Mean+SD., n=20)

(ug/mL)
1.4 -

1.2 4
—— /LY L& > §E20mg [HET ]
1.0 q
--A-- 7 1 AN §E20mg

0.8 - b

i 13385, Mean®S.D., n=20

0.6 1

0.4 4

PR ARSI R SR 8- 1=

0.2 §

0 T T T T T T T '
0 3 6 9 12 15 18 21 24

B¥fE (hr)

IMAEH R N AUC, Cmax®:0 /85 A — 413, BEBRE ORI, ORI -
B D FRERG N L > TR B RENA D 5,

(2) /NIVHILE S §R40mg [HETL]
NIV VY VEE40mg [HET | BT 4 A8 $840mgx . 7 O A+ —N—EIc k) &
nZENIEE OSVHL g v t L’C40mg) R RSN 5 1R U L R 8 - L C i N
WAL S iR E L, 55 N3EMBEIE ST 2 — 4 (AUC, Cmax) (22w T90%
R HIX A2 T Mﬁ&mo 724E% log (0.80) ~log (1.25) OHPANTH Y . WiH)
DEY WL HER S 729,

HERT A =5 BHEINT A=Y

AUCo-21 Cmax Tmax t1/2
(ug - hr/mL) (ug/mL) (hr) (hr)
SVFLE V8 002331 184=051 257101 611078

40mg [HET]

T4 NV EE40mg 1149+475 1.89+0.79 3.02+0.86 592+0.76

(18845, Mean+SD., n=23)

(ug/mL)

24

2.0 1 )
1 —o— /NLH L& gp4omg [HETL |
£
s 1.6 1 —-A--F 1 F 15> §F40me

/ .
i; 124 & N 1§45, Mean£S.D., n=23
)12 / \‘
2 081 'y
N I NS
3 i s
B 049
0 T T T T T T - T 1
0 3 6 9 12 15 18 21 24

B¥fE (hr)

IMAEH AN ONCAUC, Cmax®80 /35 A — 413, BEBRE ORIR, AR ORI - B
ORI X > TR ZWHEEND 5,

(3) /NILHILE > §280mg [HETL]
IV Y Y 5E80mg [HET ] RO 1 A3 §80mgx . 7 T AF —/N—iEll L ) £
nZnlgE OSVHL g vk L T80mg) MEHER A MEITHM & HL AR I #5- L C iy
WAV ViR RE L, fFSNSEENE/ ST 2 —% (AUC. Cmax) 122w T90%
TEHEIX B CRERHINT 2 17 5 72454 log (080) ~log (1.25) OH#PHNTH V) . HijH]
DR VDR S 729,

(ug/mL)

4 .
—o— /NLH L& gE8omg [HETL |
--A-- T 1 AN $E80ME

1§83%5, Mean®S.D., n=19

i\ T F e S
N

=1

0 T T T T T T T g
18 21 24

B$FE (hr)

MSEREEENE NCAUC, Cmax® /8T 2 — #1%, HE ORI ORI EL - 7
55 OFHERGEMN L o TRRDWHENED B 5,

4) /NIVHILE > §R160mg [AET)

PNV VY CEE160mg [HEET] BOT 1 43NV §E160mga . 7 B AL —/N—EI2 LD
zhenlgE ONVILE b LT160mg) BB P HE S B AR T - L CIfiseE
RNVHOV S R RIE L. 55 N7cEYERE 8T A — % (AUC. Cmax) [22WTC
90 9% 15 A X 312 CHRERHIRIT 2 17 - 72858, log (0.80) ~log (1.25) DHPHNTH |

T O A4 R S PSR S 729
fENST A= BHNTA=Y
AUCo-24 Cmax Tmax iz
(ug - hr/mL) (ug/mL) (hr) (hr)
IV Vg
160mg [HET) 36311197 6.62+2.33 303091 553+0.74
T4 ANV §EL60mg | 33.86+896 6.13+1.84 285090 555090

(18¢#%5-, Mean=SD., n=36)

(ug/mL)

8
% —o— /NLH L gE160mg [HETL]
4 61 --A- F 4 AN $E160ME

1§##%5, Mean®S.D., n=36

B\ St S
S
A
—t
—5
—

B, |

0 T T T T T T T "
0 3 6 9 12 15 18 21 24

B$FE (hr)

MSEREEENE NCAUC, Cmax® /8T 2 — 513, HBE OFIR, Ao EL - 7
55 OFHERGEMN L o TR D WHEMED B 5,

16.4 38

TERHER T T2 MC/ NV )V & > 80mg & ZE [ IR HE 1A 1145 5- 8GR e o I 1213, 32
ELTREALEDGHFAEL, TOMICRBY L L T4 Fux I E3Ro 5010, in
vitro DFERIZ BV TE L L TCYP2CODBGATRIE SN T (HEADT—5),

16.5 Bttt

BB FIZUC/ VL 8~ 80mg & Z2IE IR HLRIRE (142 5 L 72 O FRIESIZ LT o &
BYTHo7210 BHEADT—%),

E L SR
Kk 86% (168H I fi) 13% (1688 fi)
REAUK 71% (12~72R1H) 10% (485 i)
4 Fo¥ otk 8% (12~72;iiH) 1% (485 i)

HERT A =5 BHEINT A=Y

BERE AT FA /8L & 220, 40, 80 U'160mg (80mgx2) % Z2IREHLAIAE 145 5-
L 728, 5124801 £ TIZHR G- DI~ 14% D RE L & L TRPICHRIE S 1726,
[931 &)

16.6 HEDHRZHT 5 BE
16.6.1 =&

6515 LI B AT S VAL & /SOmg’a’:ﬂiLHiD %5 L7z & & ol o K2k
WEEAERS 12 65HE A D HEBER AT L 228 A2 N T Cmax 21265, AUCHSL7HE
5 < AUCKR ORI BV CH B4 (P<005) #5380 571219 (SHEA®
T—4%). [982 ZH]

17. ERPRECHE
17.1 BEHHRCRLMICET 2R
17.1.1 EIRERRHER (5 IARVE M)

AUCo-21 Cmax Tmax t1/2
(ug-hr/mL) (ug/mL) (hr) (hr)
SVFLE V8 gopas13 | 314=100 276+096 568+085

80mg [HIET]

T4 N 5E80mg 16.56 591 317+1.32 2.71+0.80 5.86+0.94

(1845, Mean+SD., n=19)

g % (KIE%)
o MHEREE] %t CHSEREE] %<
BB T p 74.1% 79.7%
ARV 2 (366/494) (366/459)
LS 2 AR orr) B
[N, 774% 85.7%
AR ILEAR (24/31) (24/28)
sl 747% 80.2%
o (414/554) (414/516)
LB, RREWEERE (B~ s BEARRE L2 RERERIT, /vy

WV Y EEDH MDD 5TV 520,

AR ML SR ($24E~L|-'£JE) BT, 1H1H40~160mg % 12~36:8 #1455 L 72

B LR Y TR B A 2 RS R & A S g L 72 BEIE &

L7,
REVER e (BAE~ P SFaE) B3I, 1H1M40~160mg % 1238 HfE 4% 5 L 72 BE,

MR - WAL 4 B0 & s, FUR A A 2R L7220,

17.1.2 ERNE 1EHER
AHEMERS MU AE (EEAE~ T 459E) 12, 1H1R20~160mg % 52 M #E 195 5- L 715,




SNV 8 GEHORE . AR B SEF R R O Ca i LB BRI O w9 iLic B v
THMHEME RO L 2 &0 L LE LZBIEMERAHER S 729,

T (BIEF)
CHSERRE] % ot THEREE] %R <

N 64.3% 789%
M (45/70) (45/57)
FURBEEIEET iy Ky
66.7% 66.7%

Catik i i 8/12) 8/12)
G 67.3% 76.9%

o (70/104) (70/91)

EIVE I SSBARIE &, AR TT20.0% (14/7061) . FIR B SEBE#ET18.2% (4/22
Bl) RO Cafifuse b #EET25.0% (3/12f) THh o7z EREINEAIE, KAWL CTH
1% K OLDH EA D10 6 4.3% (3/700) . FUBRKEH SE0F I3 CoUE K, Bk, 1%,
AST ES. ALT ER R OWREE LA H45% (1/2261) . CafifidE bt Rk T%.,
HBR, ALT ER. BUNESR. G2 L7 F= > ERARORE EAPVFR$83%
(1/1261) TH o720

18. FEhFEIE

18.1 {EFIRF
INVHNE XTI F T vy WRFEROT 75 4 7 Td b AT BRI RN 14
Gl BERELTENT A7 YV F 7 ¥ v TS LTZER L AL TIREEE I
T 22 EAMSNIZERTNES),

18.1.1 Ny v 17-7 PREIRFERH BT, ATIZERICHT A7 V47 v
O I OFREEBEMIEEYT 5. 720 ATIZERUSNOZHERIH L TIZEALH
AR S ),

18.1.2 /Ny ‘/L;trbﬂ‘M'—‘?Fﬂ'u”:'kl'bﬂJR‘)>7‘h¥$t:z‘5b\f\ VT RLFY Y, ko
b:>&UWWﬁU7At;5ﬂﬁkﬁLfﬁMﬂﬁm%ﬁéf‘7>vﬁ%>>>H

& 2 WUk & RS I 3 ),

1813 SNV Y ARG XD . BREE T v MIBI B MR O v
7 KL T LB AEEOMEWER 2 RS, 7y VAT Yy TS K ARG
&R 2D,

18.1.4 SV Ly 2 idy L EIBERE ML
TU Y OEERHEEICHET 5%,

18.1.5 7NV it MAEK LEMIBOACEREE 79 VX = v BRI A R
EX AN

18.2 FEEMEA

1821 NV E ViEOHKLGIC LY BHEEMET v b, BABESIIET v b
(SHR)\ 7+ At~ — chc v b DI % AR TR S 4% 25, DOCA/salt
FIRSIME T v b OIMEI I E % AT E 730,

18.2.2 NIV E vidadife (49) BORGHEIKRELTH, BHESIET v b, BR%E
JEFIME T v b (SHR) 12BWT, YN v FERERS 0,

18.2.3 NV V& v id RRIE <44u R G2 80 BZS b 5 S8 AR SEE w0
JEZ v & (SHR-SP) DI %Rl FRES & 275, LHHIHOFL LR S v, iz‘_
RIS (4838) REOH 512 X 0« KEVIRINE O HEE 2 3§ 230,

18.3 MATENREIE TN IS DB IC RIFTIER

18.3.1 7NV Ly IR LY . HARSERIUE S v b (SHR) OE#Ri %
WA EED T L, B R A BN %80,

18.3.2 NV vidsdfE (4) BOEGIC L) BILECAEZET VT v FOLHER
%, R (483) RIS &Y AR B SENE FARSIERIIUE Z v b (SHR-SP)
DB % IS %30,

18.4 BH#BEICRIFTIEA
SNV S S G L) B ERE T v b (6E) L OMINECH B SR T AR5
FEFSIE S » b (SHR-SP) (3238, 4038, 443) OFEEOELEMEI 5%,

19. BRRDICEAT BIBILZRIER

— MR NIV S v (Valsartan)

L4 (25)-3-Methyl-2-(V -{[2-(1 H -tetrazol-5-yl)biphenyl-4-ylJmethylipentanamido)
butanoic acid

53 F3 1 CasHoNs03

53 F 43552

W IR OB KTH L,
AY = VIFTE =) (995) IO THEIFRT (L KIIFEALET R
Vg

bt

BULT VATV Y MICEALT VA

CHs

22. ‘A%
NIvHIva > gE20mg [HEL]
1008 [10%Ex 10 ; PTP]
(NIVHIL R 8R40mg [HETL])
1008 [10%Ex 10 ; PTP]
140%¢ [14%¢ %10 ; PTP]
7008 [14%€ x50 ; PTP]
(INIVHILE > 880mg [AETL]
100%% [10%Ex 10 ; PTP]
140%¢ [148%x 10 ; PTP]
700§ [14%E x50 ; PTP]
(ISIVHIL R o E160mg [HETL])
1008% [10%Ex 10 ; PTP]

23. XEXH

1) Sheps S. G. et al. : Arch. Intern. Med. 1997 ; 157 (21) : 2413-2446

2) BUESECdl M EENIEESE. 2017 547 (10) ¢ 1353-1355

3) FEMEARM b : FENEESERME AR MRS, 2021 5 29 : 49-54

4) Briggs G. G, et al. : Ann. Pharmacother. 2001 ; 35 (7-8) : 859-861

5) Cooper W. O, et al. : N. Engl. J. Med. 2006 ; 354 (23) : 2443-2451

6) TEEk b EEPREESE 1998 14 (10) ¢ 17031725

7) lﬁ#‘L@MgH—@m\n% ORGSR A H RO SRS
NV VY v UNREIUESAE)

8) fibs - ESPREESE. 1998 1 14 (10) : 1727-1743
9) Foo @R L HTEE 2014 051 (4) 395410

10) Waldmeier F, et al. : Xenobiotica. 1997 ; 27 (1) :59-71

11) Nakashima A, et al. : Xenobiotica. 2005 ;: 35 (6) : 589-602

12) Sioufi A. et al. : Biopharm. Drug Dispos. 1998 : 19 (4) :237-244

13) WE TOBEE (74 4 /3§ 200049 H 22 H KGR, W ERHEZE A3, (3))

14) B TAHT L S oy MRBR (71 4328 0 20004R9 A 22 H KRR, HI B RH

ERL (2 1)

15) BIEASE A S A 1y MR (51 AN 88 20004E9 H 22 H KGR, HHREE RHIEZE
F1(2) 2)

16) ﬁuﬁﬂ%]l/rﬁmﬂi‘EIIJ\Wﬁ%tEﬁ (74 AN 88 1 20004E9H 22 H KRR, W &R
I~ 1. (2 3

17) %% ]I?PEMN?&: Bg (74 AN 88 1 200049 H 22 H KRR, RS &R b1
<3> 1)

18) 1AMIES WAIFIRSIEDEFIBEERER (7 4 A /3§ © 200049 H 22 H KGR HGS R
ZhL (3 2)

19) 14158 TAICakb st b Fe sl (774 4 /3 2§ © 20004E9 A 22 H KGR, HRES &R
BN (3) 2)

20) SEIMAREGRER (71 A3 6i e 2000#‘—9}51 22HKRE, WRFEEEE M1 (4))

21) WNgE— b EEREESE. 1998 5 14 (10) : 1859-1878

22) BEILFERD A c BEOREEZE. 1998 5 14 (10) : 1879-1900

23) THKEE b EEPREESE 1998 14 (10) : 1923-1949

24) THKE b ERREESE 1998 14 (10) :1901-1921

25) HkEE b ERREEZE 2000 16 (2) : 207-244

26) @‘D‘J)%;i"—;ﬁ'h‘iwéﬂﬁ (45) (774 AN 2§ © 20009F9 22 H KGR, HIGT AR 2
&1

27) De Gasparo M., et al. : Regul. Pept. 199559 (3) :303-311

28) Criscione L. et al. : Br. J. Pharmacol. 1993 ; 110 (2) : 761-771

29) Takimoto M. et al. : Eur. J. Pharmacol. 1999 ; 370 (2) 169177

30) BEEFER (774 AN §E 1 20004F9 22 H KRR, WG ERZE AL (1) 1)

31) MATEHREENE OV ORI T T3 (71 AN v g 200079}:]225/%;““ HEEE R

WERL (1) 2)
32) EHEREICIZTRE (71 ANV 20004F9 A 22 H KRR, HEEEORHIEZE AR L.
1) 3)

24, MEFEKRERVBEWEDESE
HELHASH BEHYR- vy s —
T930-8583 & ILilikainl 1 H6%21
TEL (0120) 517-215
FAX (076) 442-8948

SUERTTEEE

26 1 BHERRFETT

EEII‘ I@%

NicHrHko 5 LU 3 4 B & 1

_5- 0321737-11
0321761-11



