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ACE angiotensin converting enzyme T KT Y WA

ALT alanine aminotransferase TI=UT ) R T AT 2T —E
AST aspartate aminotransferase TARTX VT I ) N T AT T—F
AUC area under the plasma concentration—time curve | IfEA 7 AE — iR b AR T a0l

BUN blood urea nitrogen iR EEES

CK creatine kinase IVTF xS —F

Cuax maximum plasma concentration B e e ch i

CYP cytochrome P450 F F 7 v — L P450

eGFR estimated glomerular filtration rate HERLRER AR &

LDH lactate dehydrogenase HLEE MK BB

RMP risk management plan FEILL Y R 7 E I

t1/2 elimination half-1life B s

nax time of maximum plasma concentration B v ML AE P 3 28 52 PR




BEIZEEd 5HIEH

1. RAFOERE

oY E B T AR IT, T VAT o U TR FEREAITH Y . AR
TIL 1998 48 Az EfidniTna,

1Y LA 2 K BE 26mg, 50m KON 100mg [A— T | 1d, KRIFES TR S 1%
FEERG L U TR 2R L KA TEE 0331015 5 CERk 17453 H 31 H) ((fEZR)
IZEDE | B LR ORI G EARE, ZEMERER, AW 7RISR A I L |
2012 4F 2 H BGOSR EAGR A2 BfS L, 2012 426 A2 Bl L7z,

B, AFNTHBEEKL L LT, KFELTERASH L E =7 7%
St 2 i KA HFEIFE A I L, KRS v —7 & LCHEm LT — & &
AL, KBEHET,

ZO%, TEMEREARERES 2 BUFERIFIZ T DHERFIERE ] O%h6E -
ZhEBIMO—HE FAGRHFE 21T\, 2012 4 7 AR Z TS L7z,

2. HEOABEZNEE

(1) AFNTEMEE, miELXOEAREMNED 2 BUERFIZI T 2 BERFMEBE DR R
HThsd, (V. IBRICEHTHHE] /)

(2) vHhAZ Y T MIREAOFEGHEBECOICRINESN, TO—EHRERFHTH DD
VIR UBIRICEE S NG, oY U ROIVR BRI, WS AR REY
HCThrT7 ATy T A ICx LT, ZOZREICBWTRREMICHET L,
MR AT D, ( TVL SEHEHIC %?6EEJ%%>

(3) ERREWEHELT, FF743F—, MEFE. 2UEFXIIBEFL. BFR
£, avy. K. BHEEK. ﬁﬁmﬂmrxﬁbUWAmr,$¥m~MMﬁ
B B IBRED . f/MRE D RIEE RS B D LAES#RE ST 5, (VL
e EOREES) ICET2HEE) 2R

3. HEOEAFMEHYE

(1) s, &, BENSHEHT SN TH 5,

(2) W4, &, BE. GSI a— RBRERENZPIP V— T D,

(3) MEEEFICIE, AL — R, B A A=, 6S1 2— FD 3 SORGEHRIE Y A
EFNTW5E, Fo, MEHAI VU HZRIT D Z LI X - THEFERFO GBI ALE
LT3,



4. WEFERAICE L TEMT NE4HHE

EIEEANCBI T2 &4

PRI oo B B e A

A

Bl fE e T A KT A 5%
RMP pili3
BV 27 F/MEEE & L TER SN T2 8 i3
B FHHEE D A KT A > i3
Eing

5. ARRBEHRVRE - EALOHIREE
(1) HERBEH
Y LR
(2) il - AL OFIREE
L

6. RMP D%
R LR




0. AMICEET HIEH

1.

HR5E4
(1) #4
oY L% K EE 26mg (A — T )
L& 2 KEE50mg [ 4 —/NT )
oY KEE 100mg (A4 — T |
(2) *4%
LOSARTAN POTASSIUM TABLETS 25mg [OHARA|]
LOSARTAN POTASSIUM TABLETS 50mg [OHARA|]
LOSARTAN POTASSIUM TABLETS 100mg [OHARA|]
() BAFDHRE
WA [FREEA R 0922001 5] ITESERE LT,

2. —fB4&

()& (da%ki%)
g s L (JAN)
(2) F& (@%&i%)
Losartan Potassium (JAN)
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- RIESAE - 25°C (£2°C), 60%RH (== 5%RH)
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HERTVE - B R BERBE EHERBRIE N R E) 12Xy, RBREIT9H,
A [ElEsk 8E 25mg. 50mg : 50rpm
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BRI K
BRAER . AARER FEELERICED LN o g b ) o LEE] O
HIHAS (BE 25mg. 50mg : 45 MDA 85%LL 1, #E 100mg : 30
S D% N 85%LL ) 12 A LTz,

i
iEE o o
(Fe /M~ fe KAHE)
oL & K EE 25mg 99. 7%
45 45
5| 10 (97. 3~100. 9%)
oL & K EE 50mg 99. 1%
45 45
[T 10 (98. 1~100. 3%)
oY% K § 100mg 99. 7%
30 43
[T 10 (98. 8~100. 5%)

%:3Lot FHIH
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(% F = 3R L D AW FI RGBT A R T A VO —TSIEIZ DWW T (FAL 18
11 24 B SERAFAIEH 1124004 7)) | ITHE-> CTRABREAT - 72,
RERTIE R BGRBRE T HERERIE S Rk 12X 5,
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AR« [BRBERLOEYFHFREERBR T A T A ) OHEREEICHE
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AR | R — —a—nXy KRS D) i L UE HE
Gy | = $E 25mg
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120 56. 1 49.6 | HIEHERASERERA O H12%0f | T
50 pH4. 0 B4k - 44.0 £, BIgoDfEDs 42 BL E Fafel
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oH6. 8 10 67.0 66. 1 10 RO 15 DRICBTHRBRBADE | oy
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é\w Up<[N AN :\/i) o> IR . .
X 15 88. 6 87 4 E?ﬁ;ﬁz%m 15 7[RI s 85%LL s 0l
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100rpm | pH4. 0 | 15 96. 5 92. 3 ‘fﬁi&ﬁmx 15 4y R 15 85% LA i il
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(P& H R R)
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100 | 100 O o—0
—0— L KEE25mg [ A — T |
80 | —e—=a—mxfE25mg 80
g 60 {tﬁ%ﬁﬂﬁﬂw%&ﬂﬁﬂj%ilz% g 601
3"__ o
{é\‘: 40 b {é\‘: 40 —0— L 2K EE25mg [ F— T )
e i —— — o — X BE25mg
2 | 20
0 30 60 90 120 0 60 120 180 240 300 360
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100 P » ® 100 —o— °
80 | 80 F
S 60 S 60
Ef- == LA KEEL MG [ A — T | ;t —0— ?fi’ii ;ﬁ%ir;gg [A—n7]
gq:: 20 —— — o — X BE25mg {714:1 0
20 {%ﬁﬁﬁ%ﬁﬂﬁ)?i@%m%ﬁiw% 20
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—" BRI pH1.2= A ASER H A HRBRIE O 1
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g —O— B LA KRS mg [ AT pH6.8= A A 7 7 R D 521k
7 —— =2 — X §E25mg
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1120 40.0 45.1 | PIVEHERAME HERLA] 0 + 9% HIPH =
s |13 | 666 57.3 |13 KOS 30 HMICHISREBRADE | 0
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50rpm
eg |10 | 865 52.3 |10 KOS 30 SMICHIBRBBRADE | 0
. 30 98. 6 90.9 YA SR AR YRR D+ 15% D i B i
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é\w Up<[N AN :\/i)i o> IR . .
100rpm | pH5.0 | 15 98. 8 97 5 E?ﬁ;ﬁz%m 15 43 NS = 5% LA R il
(n=12)
(B ()
5 1iE(pH1.2)/50rpm pH5.0/50rpm
100 100 -3
—0— YL H U KEESOmg [ A — T |
80 | —— — o — X EE50mg 80
g‘\; 01 {&&;ﬁ”@?w{@ﬁqﬁi% ;&: 01 —0— L 2K EEROmg [ A — /T
ok ok = —nZEE50m,
%’g 0 b g 0 b —r B BE g
B B
20 | 20 | o5
[ [
0 30 60 90 120 0 30 60 90 120 150 180
min min
#521%(pH6.8)/50rpm 7K/50rpm
100 100
80 | 80 |
e “1 —O— L ZUKEEROmg 14— T | # o1 == IS KEEOmE [ A=/ T |
@ —— X5 0mg @ —— — 2 — X FES0mg
S0  07r
2 t {mmmmormss i 20 } S spiitisk = 150
0 1I5 so 45 6IO 0 1I5 50 45 6IO
) pH5.0/100rpm
100 *——r—e BRI . pH1.2= B AR 5 R HRERIE O3 1K
80 pH5.0=7 7= Mcllvaine DFEEHR
S e PH6.8= FI A 53 J7 Vi HH BB D 2 21
o —o— L AU KEESOmg [ A — T
§ 10 —— == 0mg k= A ARFE R 5 RS Rk
B
20
0 30 60 90 120 150 180

12 -




3) mY LA K EE 100mg [A— T |

£ RHEENCRT D HEBE

) ISR HA =R (%)
RS IR A . —a—nH FAIME D) E F e HE
Gy | = $E 100mg
pH1.2 60 12.2 12.3 60 J ON 120 43 BN 31T Bk BR A o0 3 DL
1120 25.3 30.3 | POVAHIERANE HERLKI D = 9% D il =
H5.0 10 37.6 35.7 10 KON 45 Sy Rz BT 25 BRRHA 0 - il
50rpm PP s 100. 4 87.6 PvA AR DEHERLK D + 15%0%F |
pH6.8 £, B9%k : 50. 3 £, B Ol 42 B E JafEl
7J( 15 65 4 66 6 15 &U\ 30 ﬁﬁaﬁﬂlj’dﬁéﬁﬁﬁ@ﬁ]@qz *E{H
30 98.0 86.6 | MIVAMEAMEAERFIO = 15%D%FH |~
% i Up:s| N AN :\/i} o IR . .
100rpm | pH5.0 | 15 88. 1 89. 3 ;ﬁ%ﬁi&ﬁmx 15 4y R 15 85% LA i il
(n=12)
(7 H b )
#519%(pH1.2)/50rpm pH5.0/50rpm
100 | 100 | O - —
o L K EEL00mg [ A — 5 ) -
80 | —e— — = — 11 ZBE100mg 80 |
g 07 {*’*fgwmiw“‘ﬁjdpﬂ” ¥ 07 —o— B LS KB 00me [ — T
= = —— =X 4#100mg
g Z 40
20 | Jrestensio e spatsh 154
0 20 o % 20 0 o 20 180 240 300 %60
min min
#521%(pH6.8)/50rpm 7K/50rpm
100 | 100 |
80 | 80 |
# ° —O0— YL Z U KEEL00mg [ A —NTF | # 0 —O—D'H'/V&‘/Kﬁ;lOOmng‘“—/\9j
& ——— o — X $E100mg & —e— == — X FE100mg
S0t S0t
20 | 20 | Jrmmano st 2154
0 1I5 3.0 4I5 6IO 0 1I5 3.0 4I5 6IO
pH5.0/100rpm
100 [ ig0-0-8—8—0——0—9 BRI pH1.2= A ARIR 1V HH BRI O 55 11
pH5.0=7& 7= Mcllvaine DFEEHR
= pHE.8=F SR ¥ IR > H 21
o —o— aHL AU KEEL00mg [ A — T |
{g —— — o — XU EEI00mg 7k= | AHK 5 5 Lk
B
60 120 180 240 300 360

13 -




10. &3 - 3%
(1) EENMRELRS - A%, NEIEFKRLGRRE - OEICET H1ER
YL
(2) a%%
YL KEE 26mg T4 — T ¢ (PTP) 100 £ (10 $£X 10X 1 4¥)
500 & (10 HE X 10X 5 4¥)
YL H 2 KEE50mg 4 — T+ (PTP) 100 $£ (10 $£X 10X 1 4¥)
500 #E (10 HE X 10X 5 £3)
LA 2 KEE 100mg A — T |« (PTP) 100 £& (10 $£X 10X 1 4¥)
Q) FiEB=E
PR
4) BHBEOME
PTP @)%k
PTP : KU HELE =L R OT LI
TVIZETANLE  R)=F Ly TAIHE RIZFLorrr 7y —
N

1. ARRESNLEME
Y L

12. Z0ith
Briz7p L

_14_



V. JAEICEEY 4I1EH

1. BEEXIIRE
O=ImEsE
OrmMERUVEBREMR S 2 HBERRKICEH T 5 HERKRIEBE

2. PEEXIFHERICEHET HFE

5. ShEEX (XX RICEEET 5FE

(BMERUVEARZHED 2 BIBERBIZH (T 5 HERFEERE)
BIENVEARRFT VT /7 LT F = H300mg/g LA F) ZA&PEL 7
WHREIZBIT DARAN O AR OV M TR STV R0,

3. RERUVAE
(1) AZERUVAEDOMHESR
(B MmE%E)

WHE AT e L Z o) sl LT25~50mg & 1 H 1A A&ET 5,
7pF. A, ERIC E D EEIEET 525, 1 H 100mg £ THETE 5,

(BMERUVEBRZEZRED 2 HHERKIZH TS HERBEEE)
WE. RACIEed 2o ) Al L Thmg 2 1 B 1 ERAFKS TS, 72
B, MEEE AN 5 1 H 100mg ETHETE 5, 2720, WEOMTET
ERITEBEINOH 5 BEL T 25mg 2> HEGE2BGT 5,

(2) AERUVAZDRTERE - 1R
MUERR L

4. AERUVAEICEET HEE

1 BERVHAEICEET 5T

(BMERVEARZEFS 2 BRERKBICE T2 HRERFEEE)
AR G%, MF7 L7 F = AEAaial O AE & Fig LT 30% (& 2\
Img/dL) LB L7256 ROSKRERIE SilfE, 1/fig 7 L7 F = fED Akl
S5 TR U 72 B R RERE F OME R E IR S LG AR, D D VIR G
hikzBET 52 &,

5. ERFRALAE

(1) BRT—5/ 84—
BB L

(2) EREREERR
LB L

_15_




)

RERGRRER
BB L

(4) HREEAIEAER

1) BN AERELEHER
(BIMEE)
@ ERERRER

B - hAEEARRRME S MEERE 2SR L L —HEEMERRICBW T, &
JERNRICBET D= F T TV b~ LA VR L ORIEERSKIES N, nd X
PH VT LOFMENRED LTINS 12,

@ BHMEMAEAER

TV FT i B HEESR (ACE) ILEMNC K 2O E A AT 5 BE & R
L _HEREERBR T, VY 7V AEEHEOBROFRIIE (T1. 7% 1%,
ERasuaaF 7y REGER G4 1% KO0 ez R (29.2%) L HE
@<, e BRI Frsand 7 U REGREERBEE CTh-

7 13)O

(BMEXRUVEBRZMHS 2 BHERRBICE T 5 HERKEIEEAE)
@ EFFRIE MAAHER

[E PR AL A R & U CFEM S 7z ZHE B MR (RENAAL #5R) (230 T
1, 5131 (H AN 96 1 & G de) 23FHAM S dv7z, ABBR O EF T > RARA > M,
MG 7 V7 F = EREHE. KB AR GENTH D WX BAE O MEE) & UFE
COHEAET RARA L N ThoTz, O AZ U 7 AG2THN)IX, 7T 8R
(359 BN IZH_T, FEHEZ LV RARA LV MIBEFET DY X7 % 16. 1%8)K
(p=0. 022) &H7=, &HIZ, P LF B Y T NRRERICBWT, M7 LT
F = ERFHE T 25. 3% (p=0. 006) , ARHIEF 4T 28. 6% (p=0. 002) , RHITF A4
STFETE T 19.9% (p=0.009) . IfLiF 7 L 7 F = MEAEH UL KRB A 2T
21. 0% (p=0.010) DV A Z BN FRD Tz, =2 RiRA v MEREZETH D
BRI K DT RIZOWNTIEL, WM CTHREREIIA DR N> T,
ARAERD ZR>= v FARA M, REBOZEE, BREOEARE, LilER
B DOMEIRE L O CEOBE (AT X D ARBL, OAFEZE, g7,
Mz R EFOMEIZ XD AP X3 DM E RIEEIZ L D) THho7z, B
P a T3 )T NE) 3.4 AR EFRG SNTEREICB W T, JREAEN Y
T 34.3%K T (p<0.001) L7z, £72, & U UL, MiE7 L7 F=
EOHEL OB E T KV RN S 41 5 BEHEREIR T2 A 13. 9% (p=0. 003) X T~ =&
7o R TFEOHFRAL 18. 5%, p=0.01), —J7, DIME REBORRFH R K OB LR
DEBT L RRA VN TIE, v YL Z B ) o NRIEREE (247 ) & 75 R R
(268 f3]) & ODRNCH BRI A DI Tohy, THUIARERN Z 0 X 5 724
RIZKFT 2N ZRLEDE TR -T2 TH S, ok, ARBRICk
FoaY s o LOERFEIRFTHY . BERHICX 29 ILEIOEE
X7 7 BRBELRESEThHo T2 10,

_16_



RIVERNE 751 Bl (AARN 44 B2 Ede) 129 6 (17. 2%) IZTRD bivlc, E72AI
TERNE, O FE 3441 (4. 5%) . 7 U & e 28 451 (3. 7%) AR+ 19 1] (2. 5%)
MERE/ WS 12 Bl(1.6%) ThH-oTz, T, BRBRAEMEORELEEIL, 111
(14. 8%) IZWRO BT, FRERKMAEO R FEEZET, MyEH VY v L EFH 89
Bl (11.9%) .7 L' 7 F = E&H 30 %1 (4. 0% BUN L5 10 i (1. 3%) TH->7= 9,
2) T MEAER
MR L
(5) #BE - RAERIHER
UERR L
(6) AERIER
1) FARERE (—REARERE. HEFERARERE. FRARELRERTD) . #iE
BRFERT—IN—XFE. HERTRERABROAR
UERR L
2) RRBEHE LTERFEOHNRXIIER L -HE - HROBE
EUERR L
(1) =it
MERR L

_17_



VI. E3EFEEICER T HIEH

1. EEZHICEAESH SLEMRITILEMEF
T VAT s MR RSP
(o TFHLry X Fi, SAPALEL FAIFLEZL . FILAYL
By ARFVIN, ANRXYPILEL TIONLHILEL)
HE  BEDOH DB ORREX I REIL. EHOBTHRXEABZRTHZ L,

2. EEER
(1) YERERGL - YEFMER
aH L H YT MR ORGSR BTN S, FO N EREMTH D
HNVRUBRIRICER S NG, B H RO IVR CERIRIL, Wb AR5
HEWETHLT AT T (A-TDIZx LT, ORIV TREEIC
L, BENRERESTD 19,
(2) ENEEfH T ZREERIE
) 7ooHTooo2BRAERER
O A-TZHEERIZIIT T 2A TRMLNTEY, gy o RO VER S BEIR
I3, ATV SRR EBIRICHA L. AT OEFEHZET A8, 73=2
MERIIRE 72T 75 Ok = U 53Rl T % ACE(F =7 —F1I)
T EBEOREE RKIF S 7202,
@ FEBREW) (T > 8K 2 NAM A- T FESOG 2 Jdl32 1519,
2) BIE/ER
BV E B YT LR ORI E T ARRIET > b 22 B
MET > k202 @ifE B RRIE A X 20 A 5380 ) T B AR TIE T
N PEOEMEET VBB T, MEE TS, k&5 eE
LB R a2 md, £, MED FREIZHE S DA OBEMEZRD T, &b
HIEIZPES fED U N o REBRITA Ul 2V,
3) BREMEH
a LA LB Ol A ENR 2 SRR PER X, SRERRNEZ IR T S E5
Z LI XV ARERIE~OBRFI AR ESET D Y, Flo, ARMLT NV MU
FEIRIFT T > b (A v RV ARTFHREIRIGE T V)20 ARFIEA A Y U3
(RIS IR I~ 7 A 2 5/6 BUIRT » b 2% BRI & OFERE R OB
T 7 VBN IS 33\ TR PR BRI R OB INE ONC R AR R 2 B3 5,
() VEFARIREHR - iR
MR L
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VI. EYEiEeIcBi9 51EH

1. MAREDHR
(1) AELEFEDLGOGRE
EERR L
(2) BRERSAR CHRE SN -OPRE
1) HEZS
R I T L& T U v W25 K ON50mg & ZEMERFIC 1R 035 L7254
w2 L& R ONTI VAR ERR O IE R X E S VB SR LR R & ORI 3IRE
MTE—27IZE L, FEHNITR2RE L R4 TH D . VR BRo
AUC (I A i B dhfi T i) 1X e J L 2 o ORTETH - 722,
2) REERS
R I m L2 9 ) w7 A100mg A 1 A 11E]7 B LERE D &5 L7256 0
MAEFEENS . B ILZ o RO LR CERARDOZEREIEITERD Lo
tsl)o
3) EYEMIEFMERR
v L X KEE25mE, 50mg M (R100mg [ A4 — T | & =2 —n1 % U $E25mg, 50mg
K M00mg%, 7 B AA— "—{EIZ LD ENZENIBEm I ALEZ Y T NE
L CZAL£N25mg, 50mgK O'100mg )RR A B ICH R HERE N 5- L T
IHEFTEHEARE (LR BB IAR™) IR A2 JE LT, 50 KpEge <7
A — & (AUC, Cpax) (2D TI0%ME HEH X FIVE I THEGHRMT 21T o T2 fE 2R .
log (0. 80) ~1og (1. 25) OFFHTH U . WHI DAY FHIRIZEMENHER ST,
Fio. FRFCHIE U R bR (2 L2 ) BEEIC OV T H, WAl 4
WA [R5 SRS S T2,
H) A XY — VROt K XA FIVIEOBILY)
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<OJ)LYILE UKEE2SmE TA—T] >
(I LR o BRI )

HKYENRE ST A —H

AUCOHB Cmax tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
oYL H L K
ki fm 24 | 1573.574404. 82 194. 83 £56. 37 4.6+1.213.3+x0.7
25mg [ A —/"F |
—a—H & ?/ﬁri
95m 24 | 1626.601+396.42 | 200.67+59.17 4.5+1.01]3.3+x0.7
g

(ng/mL)

11T

CE¥IME=S. D.)

—o—rt LA EEE S e[ A — 1T

—— A2 O mE
FHHE £ 5.D., n=24

f=51EFE

MmEFPHILRBIKREDOHR

IMHE PN ONT AUC, Coen FFD/3T A — (T, BB DBER . IR O EREL

[F1%% - BEfR) S D

_20_

RERGAEIC L > TR D AREMENRH 5,




(i = Y1 2 R EE)
HYBRE ST A —H

AUCOH48 Cmax tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)

oLz K BE

_ 24 | 216.91%x73.18 105.92+70. 54 1.620.8 | 1.6%£0.3
26mg A —~T |

:1~D§"/$§E

95m 24 | 221.46=£72.92 100.54=%53.28 | 1.7£0.9 | 1.6=%0.3
g

(CE¥ME£S.D.)
(ng/mL)

150

i 125

FE
%v —Oo—rF LA EEE2 S g = T
o1 L —— " —TRLAE g

T4 + 5.0., n=24

24 43 (hr)

E{LsRE IR
Mgy L2 VREDOHT
MAE BN NS AUC, Couy D /85 A — 2|3 HEERF ORI IR OELHR
[E1% - BRI ORBRSIEIC L > TR D RN S 5,
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<O)LYILE UKEESOmg TA—1F] >
(I LR o BRI )

HKYENRE ST A —H

n AUCOHB Cmax tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
oYL H L K
ki _?E 24 | 3255.941+856.44 | 527.67%=128.98 | 3.1x0.8 | 3.3%x0.7
50mg [ A— T |
—a—H & ?/ﬁri
24 | 3162.672+=900.52 | 510.11%x136.49 | 3.3*x1.1| 3.4%=0.6

50mg

(ng/mL)
Too F

60
ik
H s b
yal

M-
400
-

% 300

B
E 200

100

CE¥IME=S. D.)

—o— LA EiRSing 715
—— TR AENIng
FHHE £ 5.D., n=24

1012 24 43 (hr)

IR 1A
MmEFPHILRBIKREDOHR

IMHE PN ONT AUC, Coen FFD/3T A — (T, BB DBER . IR O EREL

[F1%% - BEfR) S D

RERGAEIC L > TR D AREMENRH 5,
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(i = Y1 2 R EE)
HYBRE ST A —H

50mg

n AUCOH48 Cmax tmax tise
(ng-hr/mL) (ng/mL) (hr) (hr)
I/ N \/r"»
R Kfm 24 | 442.341+161.25 | 298.47%155.73 | 1.2£0.6 | 1.6%0.3
50mg A — T |
—a—H & ?/ﬁri
24 | 428.831+135.40 | 264.85%+133.27 | 1.4£0.9 | 1.6%£0.4

(ng/mL)
380 F

300
B
Hoagn |
v

‘_ﬂ‘
I 200 |

&
-
oy 150
i3

CE¥IME=S. D.)

—O— Tt LA EEES Dme [ 20
—— " TR 0ng
THE £ 5.0., n=24

24 43 (hr)
T 5. iR IR

Mgy L2 VREDOHT
MAE BN NS AUC, Couy D /85 A — 2|3 HEERF ORI IR OELHR
[E1% - BRI ORBRSIEIC L > TR D RN S 5,
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<AJ)LYI)LE UKEEI00mg TA—NS] >
(I LR o BRI )

HKYENRE ST A —H

AUCo—48
(ng-hr/mL)

Cmax
(ng/mL)

tmax

(hr)

T2
(hr)

oYL Z KB

T 24
100mg [ A—/~F |

7450. 64£2142. 74

1403. 31£315. 48

2.5%0.7

5.9%1.5

::L‘—‘D&?/ﬁri
100mg

24

7276. 85+2060. 65

1367. 59£324. 07

2.4%0.7

6.51+2. 1

(ng/mL)

1780

1a00
ik

ih
H1250 |
#

L
1000
L

B
£
i
i3

Tal

aln

290 F

CE¥IME=S. D.)

—o—trth LA B 00mel 725 )

——— 1 AE1 00ng
FHHE £ 5.D., n=24

[F1%% - BEfR) S D

24
f=51EFE

MmEFPHILRBIKREDOHR
IMHE PN ONT AUC, Coen FFD/3T A — (T, BB DBER . IR O EREL
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RERGAEIC L > TR D AREMENRH 5,

48 (hr)




(i = Y1 2 R EE)
HYBRE ST A —H

n AUCOH48 Cmax tmax tise
(ng-hr/mL) (ng/mL) (hr) (hr)
LA e
i Kfm 24 | 1035.36%£311.60 | 785.19%356.29 | 1.3£0.7 | 2.1%x1.0
100mg [ A— T |
—a—naX ?/ﬁri
100m 24 | 993.741+268.87 | 791.49%349.85 | 1.3£0.7(2.2*x1.1
g

{ng/mL)

oo ¢

gl0 |

BO0 |

400

MEvwesIoREE

200

CE¥IME=S. D.)

== LA EEE L 00mel 7 077
—a—" 2 BHELAE 10ng
T + 5.0, n=nd

0 248 81012

[E1% - BRI ORBRSIEIC L > TR D RN S 5,

Q) hEE

LR L

4) BE - ftRAEOTE
1) BEOEE

AR L

2) HRAEDEE
VI 224t (A EorES) (B3 5HA

IR EIFE

mEhOFILE VIREDHR
IMHE AR FEE TNT AUC, Coax ED/3 T A — 213, HBRE OBIR MLHE O EREY

_25_

7. MHAEMEH) OEEZZR




2. EYRERNS AL
(1) R 7AE

UERR L
(2) IRUGEE E
EERR L
() JHRREESR 2~
(T IVR FRIK)
fEER N 57 B a5
G 25mg (n=24) *? 50mg (n=24) ¥ 100mg (n=24)*¥
Kel (/hr) 0.221+0. 047 0.217+0. 044 0.1247+0. 027

(CE¥fE+S.D.)
CRZAUAR - Lz )

fRERER N B 1 B e e 5
H& 25mg (n=24) 32 50mg (n=24) *» 100mg (n=24)*¥
Kel (/hr) 0.457+0. 075 0.458+0. 103 0.387+0. 135

(TS, D.)
O DPEP
DR L
5) HHEH
DR L
6) Z 0t
Rk L

3. BEH (REaL—vav) @
(1) FR 3%

B R L
Q) NS A—FEFHER

B R e L
4. RN

BTN S35, fEFERR AT L& ) o A 100mg & B 1% M OVZEJEIRE I
L RO G LIc G a, WIIOHE IR %G TR T L7y, WU E O 1)
ThHhot- %,

5. 9

(1) %Ak B FY @i 1%
A ERR L

_26_



(2) Mm%-FEEEREFT BB
CHHELTWAZ BRI T T U T v BRI ER T Y

FT v UWRFEETHRIZER L, B - B R~0R 8 (B r4e, B -
fifi - B OIERRA R, FETE) B8O bR RE ST D %9, (VL
LM (M EOEES) ICETLEHA 6. FEDHEREA T LEEICHETD
TEE WAEEEZAT 58 OEHEMR)

s ERTH R ORI T o F T o BRI ER LT AT v

I 2R AAETH & 355 S BB TFrAmE, IBIE - FAERDET, Bt
RoRiiE, BAe, ZiEGAe, HEOTEHRAEM OFEKEBDIEICL S &
HEH S 0 2 B o, BB O W, MOREKEN H b bhic & O
TR D, (L ZeEfE(EM LoEEF) ICETSHE 6. FEDHREA
THEEICET LR 6) i) OEZM)

) EiA~DFBITH

UERR L

<HBE>

W FER (T v B TAHF~BIT T2 2 nHE I Tn5, 7 v bOJEE &R
O ALHNT 10~100mg/kg/ H 5 L 72 3ABRIZFV T, 100mg/kg/ H TRENIET D8
FEDOEEINNTRD bivlz, Flo, FHREGHETEROEREENTE D b, AR O MK
FERITBINERBR ORAE D bmg/kg/ H TH -7 0% (VI ZatEEH E
DEEF)ICETL2HA 6. FE0Y a2 AT 2E8EICHT 2R (6) =M O

HZ )

4) BEHRA~DBITHE
MR L

(5) ZTDhDMBH~DIEITHE
MR L

(6) MBFEABEEE
MR L

6. it

(1) HRBERL B UL BHRER

fEEERR A C 2 YL B U 4 25, 50, 100 E 200mg P A& 1 BRI L=
B BRI E ., FICHIRICB W T ERFM TH DI IR BBIE (A I 4
V—VBRD 5-t Ru %3 A FLEO) I B S5 0,

) ARFN OGRS 1 FIHEIX 256~100mg TH 5,

(2) R#IZPIET HEE CPE) OHFiE FEXR

?’4

27 & — A P450 2C9 (CYP2C9) } TF 3A4 (CYP3A4)

(3) NEBBHROERRVETOHE
DR L

() RBMOEEDERRUEIL L, FELE O
TEPERH © R R
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7.

8.

Bt

R Al e L2 ) 7 A 25, 50, 100 X% 200mg P & 1 [E#E A5 L=
A BE5% 30 Bl E Tom L Z U RO VR IR O JR P HEI SR T A R
DZENZI 3. 2~4. 1% 6. 1~T. 9% T~ 7= %,
) ARFNOAGRE 7z 1 [RIHEIL 256~100mg THh 5,

kS RR—5—I2ET B 1R
LR L

9. BHEICLIREE
LB L

10. HED

11.

(M

(2)

®)

Z Dt

BEREHILEE

BEEERE

BB A S i E A S, m L ) U A B0mg AR 1 EIRR O
HLUIGA, G VT F=MEOEWEHZ Ea Y NS VR R
RO fe 2 A PR S (Coo) LY AUC 1K E R Z /R LT, MG LT F =
fil 3. Omg/dL LA EDORETIX 1. 5mg/dL R OFFIZLHEL L TP Z D Crax &
NAUC 1% 2.4 FeOR 2.2 f31T, HARUEBIATIZ 1.6 V2.0 fEDfEa =L
f: 39) .

ETEE

ELERE &0 5 BRI, a X o) A 50mg A ZEfEIEC 1 Bk O
Be b LA, aP v Z o d Co LOVAUC W F BN L, R A S 7
KOV IMLEAE B & Hef LT a2 2 D Cuax OV AUC 1XZNVE R 2 KO
3~AfEDfE R LTz 0

ETERFICa Va2 o a B E Lic b & gLy U RO VIR R IRITE T
IR NSBRESNZNZ ERREINTWD GEANT —2)",
[9.2.2 BHE]

=EE

R i R OEREFE sl 12, v ¥ v % U o A 50mg % ZEfERFIC 1 (5]
BO#E LI5E, v 2 o OWRIGEE & OLAEF 2> b DIE I EIZ A B
AV T2, S TIE e L & D Coa KON AUC 1FFEEIE O 2 (5%
R LT, — . BERE IR D VR VERIROD ) Cou L OV AUC 1, FER R
FAHARTENZIVR 256 KON 270D EE /2N Th -7 9, [9. 8. 3 & H]
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(BMERVEBREHES 2 BBERRKICH T D HERBEEE)
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6. RENEREHIHBHICHT IR
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. RHIRX S
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11.

12.
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14.
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- RERFTADFABRVARES, REEENFFAR, RTHBFAB

100mg A — T |

— BTG 75 AR - AT SLEI G W72 B Ah
o A A i A A A A
D‘ﬁ‘/l/&‘/K;ﬁnz 2012 4F 2 H 15 H| 22400AMX00478000 |2012 4 6 H 22 H|20124F 6 H 22 H
25mg [ —/~7 |
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L72uy,
&Ea—F
. JE AT SR | L 7 N B AL
W74 HOT9 - . = .
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2)
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5)

6)

7)

8)

9)
10)
1)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)

FEPEERL G BB (B 26mg) (2012 4F)

FEPEERE « S BB (BE 50mg) (2012 4F)

FEPEEER « wr B R BR (82 100mg) (2012 4F)

FENEEE - &R B (BE 25mg) (2018 4F)

FENEERE - R IR A7 3R (BE 50mg) (2018 4F)

FEPNERE - R IR A7 38R (B 100mg) (2018 4F)

FEPEERE - N F R (BE 25mg) (2011 4F)

FEPEERL - A FER (52 50mg) (2011 4F)

FENEER - N R (B 100mg) (2011 47)

FEPNERE © 55 FNUOE B AR 5 55— B A A YERERR IS OV T (2012 4F)
KAMEA : Br3E & ERR 2012 ; 61 : 671-691

EKEM  EEOBH DA 1995 5 172 @ 785-823

Lacourciere Y, et al. : J Hypertens. 1994 ; 12 : 1387-1393
Brenner BM, et al. : N Engl J Med. 2001 ; 345 : 861-869
RENAAL 3R (= = —w & L §E : 2006 4 4 A 20 A7KGE, HGEEEMIEZE F. 1)
5\ kB AR T i E BIESE 2021 @ C6319

Chiu AT, et al. : J Pharmacol Exp Ther. 1990 ; 252 : 711-718
Wong PC, et al. : J Pharmacol Exp Ther. 1990 ; 255 : 211-217
Wong PC, et al. : J Pharmacol Exp Ther. 1990 ; 252 : 719-725
Mizuno K, et al. : Eur J Pharmacol. 1992 ; 215 : 305-308

[i] FH RS, - BLRRE & RRIR 1994 5 28 @ 4063-4073

Wong PC, et al. : Hypertension 1990 ; 15 : 459-468

Wong PC, et al. : J Pharmacol Exp Ther. 1990 ; 252 : 726-732
Bovee KC, et al. : Am J Hypertens. 1991 ; 4 : 327S-333S
Okada M, et al. : Hypertens Res. 1993 ; 16 : 49-55

Anderson S, et al. : Am J Physiol. 1993 ; 265 : F477-F486
Remuzzi A, et al. : J Am Soc Nephrol. 1993 ; 4 : 40—49
Sasaki M, et al. :Life Sci. 2004 ; 75 : 869-880

Pollock DM, et al. : J Pharmacol Exp Ther. 1993 ; 267 : 657-663
TS AT - BRIRFEHL 1995 5 26 : 671-684

Ho S EATA - ERPRSEEE 1995 ;5 26 : 685-696

FEPNERL © AR R SRR (BE 25mg) (2011 4F)

FEPNEERL © ARO[ SRR (B2 50mg) (2011 47)

HNERE - AW R R SRR (B2 100mg) (2011 4F)

BT ECHL A - JPEMAPR S 2017 ; 47 : 1353-1355

TERERHMM - BB S PERH R AR RHERS 2021 5 29« 49-54
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37) Spence SG, et al. : Teratology 1995 ; 51 : 383-397

38) Spence SG, et al. : Teratology 1995 ; 51 : 367-382

39) JEHIETM - BRIRESK 1994 5 10 : 157-171

40) Z)IIFAh - BEAKEHT 1995 ; 11 : 247-264

41) AHE rémmrﬁ$%<%;~w/f“ 2006 4E 4 A 20 HAKZR, G R
~.2.1)

42) S TORGME (= 2 — 1 & U BE: 2006 42 4 H 20 H 2GR, HEEFERHMEZEE~. 3. 3)

43) MR ORE (=2 —1 X 82 :2006 4F 4 7 20 HAG. :$§*+if@£g« 1.1.1)

44) FEWNEERF - Rt O E R ER (BE 25mg) (2012 4F)

45) FENEE}L - Btk O EPERER (BE 50mg) (2012 4F)

46) FENEEL MRtk O E MR (BE 100mg) (2012 4F)

47) FENEEL - R EE MR ER (B2 25mg) (2011 A7)

48) *EWNEE I ER (B 50mg) (2011 4F)

49) tENEEF - B EEMERER (B2 100mg) (2011 4F)
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. BRA - REXZIEICIEL CERKHIBRZTSI12H-> TDSEER

AREOEHRIZET AR  REIITARZZT CORWREIZET 2 EWRAE £ 5,
RETESEPNHEL L T ARVARLEEN TR, b ETHRBEIN TV DR
ETHEONEEREZEEL LTIRRL TV D, EREEENEREN Zhard s BT
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(PORARIL TP 3R O B IR RN BT 2 A R T A BT 5 Qe
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(1)t e
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BRI (RS
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(2) HiiE - BAMRURBRERESF 1 —J0&EBEKE
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A B v AR )

TAANY =D A N UERERY . T4 AN —PIZEE 1 SER AT
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T5 M BRIKET 5,5 DRICT 4 AN —%FT 90 15 AR L, fisE-
B OIREZ BT D, 5 DRICHELRWEA. S5I25 oME%., FkO#E:
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