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W& 7 MEREN A (3E) MEFEPNA (H AGE

ACE angiotensin converting enzyme T T oy AR

ALT alanine aminotransferase TI=rTI ) NI AT 2T —8
AST aspartate aminotransferase TARTGXUBT I ) N T AT T7—F
AUC area under the plasma concentration—time curve | If.4EP AT — BRI AR i FE

BUN blood urea nitrogen IR EE R

CK creatine kinase IVTFUoxF—F

Cuax maximum plasma concentration B 1 I g B

CYP cytochrome P450 F 7 v—LA P450

eGFR estimated glomerular filtration rate HEFLRERIATE IR &

LDH lactate dehydrogenase LRI K SRS

RMP risk management plan EE LY R B

t1/2 elimination half-1life A

Tmax time of maximum plasma concentration o ren I A AR B EE R
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a2 YL H K BE 25mg, 50mg KON 100mg [ A— T ) (%, KIFE S T3S 428
B IS & U TR 2 L, I 0331015 & CERL 17 423 A 31 H) (&%
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(2) *4%
LOSARTAN POTASSIUM TABLETS 25mg [OHARA|]
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2. —fB4&

()& (da%ki%)
g s L (JAN)
(2) F& (@%&i%)
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Q) AT L
— sartan : angiotensinll receptor antagonists, antihypertensive
(non—peptidic)
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Monopotassium 5—{[4" —(2-butyl-4-chloro—5-hydroxymethyl-1/4 —imidazol-1-y1)

methyl]biphenyl-2-y1}-1HFtetrazol-1-ide (IUPAC %44 1%)

6. [BAA, A4, KBS iE5ES
BH# %5 - OHK6881 (= H /L% > K §E 25mg [A— T )
OHK6882 (x4 /L4 > K §E 50mg [A— T )
OHK6883 (w2 H /L4 > K £ 100mg [A— T ] )
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Aimc
oYy KEE |HED T 4 Y - = =
26mg [A—Z )| | bha—TF 1
7 §E EHA:b5.6mm EX 2.9 EHE:73mg
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100mg [ A—/~7 | o
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Wi 52 44
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100mg [A—/ 7 |
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(1) RHMREEHTTOREMERER 0

- IRAFIERE -

PTP 4 : PIPCR VML E = VRO LI W Lo b D& T VI %

JE7 4 N DBURRY = F L TAIEROR) = F LT
L7 H L= MICARE E i LTz,

o ARAFSAE : 25°C (£2°C), 60%RH (+5%RH)

-« PRAFHI - 36 % H

- AUBRIEA - MRR, RERRRABR, SRR, AR, E

- AT BRI O B S ORRBROT IR E o T,

e

1) mH % KEE 25mg, 50mg [A— T 49

PRAFSRME A RIFTERE ey
25°C (£2°C) . ‘ N
60%RH (= 5%RH) 36 % A | PTP A& ST L




2) YK KEE100mg [A— T ©

AP il RAFIZTE i

25°C (£2C) .

Ak STV
GouRH (£sury | 6w A | PTPAEEE | &TE{ERL.

(2) MEREHT CTOREMAER '~
- RIFIEHE -
PTP &% : PIP(R VL E =V RO T VI E) A Lzb0a2 TV %
JE7 AN LB RY =F LY TAIERORY =F LT
L7 & L— NI ANEEE LT,
« PRAFSME 1 40°C(£1°C), T5%RH (= 5%RH)
- RAFHAM] : 6 A

- WREBRTEA MR, R, S8l -ERR. BHERER. a8
< REBRTIE A OB L OB FIEICE - T2,
1) e % KEE25mg. 50mg [A— T 79
PR IR PRIFIERE AE R
4ooc(iloC)\ P AN
75URH (== 5%RID 6 % A PTP Gl %& 2T 7L,
2) YK KEE100mg [A— T 9
PR IR PRIFIERE AE R
40°C (+1°C)., . e
75URH (== 5%RID 6 % A PTP Gl %& 2T b7 L,

Q) |EBERETOREMHER '~
IEEIEDORANZ DN T, BFERME T CORAE L, LB MR (MR, MRS G5
HYE) . BB, ERE, M) 21T o7,
L4 K BE 25mg, 50mg, 100mg [A—/ T |

BRI (RS
IR [40°C. 3 » H (I - A ETEZR L,
IEE | 25°C. 7T5%RH, 3 » A GEDYE - B ETEMLRL,
6| MAMRETEL 120 /5 1x-hr (BEf/25°C . 60%RH) | 4= TZ&AL7ZR L,
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(1) BREEHEER
RER L AR ERBRE RHEBRIE S RE] 12k, RBREiTo,
A [ElEsk 8E 25mg. 50mg : 50rpm
$€ 100mg : 75rpm
BRI K
AERFE R - EARBFERGSASKICED N (a2 o h ) o LEE] O
HUEIRS (52 25mg. 50mg : 45 AR DR ERAY 85%LL =, £ 100mg : 30
S OVEHEEN 85%LL ) I A Lz,

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 SEWHE
2) BREEROEMFHESFEREBRAA PS4 VICEDGRHEHAR ™
(% 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,
BRI 900mL
IRE : 37°C+0.5C
AR« [BRBERLOEYFHFREERBR T A T A ) OHEREEICHE
AL, TRV 2 K EE 25mg, 50mg N 100mg 4 —
N7 OEHEEL, 2 TORBREMFICHE W TEERA (=2 —n
& L 8E 25mg, 50mg TN 100mg ) EFELL L T\ D &HE STz,
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= RSB DL

) SEEE VS HH 3 (%)
AR | R — —a—nXy KRS D) E L UE HE
Gy | = $E 25mg
g |80 268 23.8 |60 KU 120 HINCHUBRBBADE | o0y
120 56. 1 49.6 | BIEHRISERERA O H12%0f | T
50 pH4. 0 o B4k 44.0 £, B D fEDS 42 BL E Fafel
rpm
oH6. 8 10 67.0 66. 1 10 KO} 15 Ay R IsiT) 2akBRis oo il
' 15 86. 5 82.1 | HIWEHRAERERA O +15%0FEH | T
2 E Up<[N VAN TIEIE o> NS . .
X 15 88. 6 87 4 E?ﬁ;ﬁz%m 15 7[RI s 85%LL s 0l
%‘"“ Up:s| PN AN :\/i} o IR . .
100rpm | pH4. 0 | 15 96. 5 92. 3 ‘fﬁi&ﬁmx 15 4y R Ars) 85% LA i il
(n=12)
(P& HH )
1% (pH1.2) /50rpm pH4.0/50rpm
100 100 f - - 40.
—0— L KEE25mg [ A — T |
80 [ —e— = bE25mg 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
521 (pH6.8)/50rpm 7K/50rpm
100 P » ® 100 —o— °
80 | 80 F
% 60 % 60
¥ —o— B H K25 mg (AT ¥ “— iﬁ’iigﬁiﬁéﬁ,ﬁf““”
gq:: w0l —— — o — X BE25mg {714:1 20 |
20 {%‘%ﬁﬁ%ﬁ”@?i@@m%ﬁiw% 20
0 15 30 45 60 0 15 30 45 60
min min
pH4.0/100rpm
=" | B pH1.2= A AR HH AR O E 1
pH4.0=7 7= Mcllvaine ODFE L
g —O— B LA KRS mg [ AT pH6.8= A A 7 7 R D 521k
7 —— =2 — X §E25mg
B k=B A HR ey 7 R LK
B
1éo 1%0 2&0 3(30 5@0




2) @& K 50mg [A— T |
= RSB DL

) SEEE VS HH 3 (%)
AR IR A . —a—nH KRS D) E L UE HE
Gy | W $E 50mg
60 20. 2 19. 4 N AP EBITAREEF O |
pH1.2 60\%(};29 Q:Fﬁmujoﬁé”ﬂﬁ%ﬁw$ i
120 40.0 45. 1 YA HH ZR S AEE Y K 0D == 9% D R B
s |13 | 666 57.3 |13 RUF 30 HICHIBRBIADT | o0
. i Y 96. 8 85.5 | HIAHRAEMERA O = 15%0FE |
50rpm
te.g |10 56. 5 52.3 |10 RO 30 HIICHISRBIADT | o0
. 30 98. 6 90.9 YA SR AR YRR D+ 15% D i B i
7J( 10 60 0 57 8 10 &U\ 30 %Faﬁﬁzﬁaj’%)%igﬁﬂﬁuqu *E{H
30 99. 3 91.7 | WIEHRSEERA O = 15%0FE |
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 H )
5 1iE(pH1.2)/50rpm pH5.0/50rpm
100 100 =)
—0— YL H U KEESOmg [ A — T |
80 | —— — o — X EE50mg 80
;t 60 | {$mf§§<§’J@7ifﬂ(§Hj«4&i9@ 21: 60 F o LS KBS Omg [ A5
ok ok = —nZEE50m,
g ol g ol —— 4 4E50mg
20 | 20 | o5
o &
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 @ —— — o2 — X BES0mg
S0  07r
2 t {mmmmormss i 20 } S spiitisk = 150
0 1I5 so 45 6IO 0 1I5 so 45 6IO
) pH5.0/100rpm
100 *——r—e BRI : pH1.2= B AR 5 R HRERIE D5 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

) SEEE VS HH 3 (%)
AR IR A . —a—nH KRS D) E L UE HE
Gy | = $E 100mg
60 12. 2 12. 3 N ASENCETARERBHI O |
pH1.2 60\%(};29 Q:Fﬁmujoﬁé”ﬂﬁ%ﬁw$ i
120 25.3 30.3 YA HH ZR S AEE Y K 0D == 9% D R B
H5.0 10 37.6 35.7 10 KON 45 43Rz BT 25 A o0 - ol
50rpm PP s 100. 4 87.6 Pva RO EHERLK o + 15% 0% |
pH6.8 £, B9%% - 50. 3 £, BISR Ol AS 42 LAk JafEl
7J( 15 65 4 66 6 15 &U\ 30 %FEEE:%&T%)%*%%@ﬁ”@QZ *E{H
30 98. 0 86.6 | WIAHRAEMERAO = 15%0FE |
% i Up:s| N AN :\/i} o IR . .
100rpm | pH5.0 | 15 88. 1 89. 3 ;ﬁ%ﬁi&ﬁmx 15 4y R A1s) 85% LA i il
(n=12)
(B H )
#519%(pH1.2)/50rpm pH5.0/50rpm
100 | 100 | O - —
—om LB KEEL00mg [ A — T ) -
80 | —e— — = — 11 ZBE100mg 80 |
g 07 {*’*fgwmiw“‘ﬁjdpﬂ” ¥ 07 —o— B LS KB 00me [ — T
= = —— =X 4#100mg
& 510
20 | Jrestensio e spatsh 154
0 3Io 6I0 9Io 1éo 0 6I0 12Io ulzo 2;;0 3<;o selso
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
S0 S0
2 | 2 | {t%?‘éﬁﬁw)qil@%u“j%?iw%
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 ARSI O 55 116
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
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10. &3 - 3%
(1) EENMRELRS - A%, NEIEFKRLGRRE - OEICET H1ER
YL
(2) a%k
YL KEE 26mg T4 — T ¢ (PTP) 100 £ (10 $£X 10X 1 4¥)
YL KEESOmg 4 — " © (PTP) 100 £ (10 $£X 10X 1 4¥)
a LA KEE 100mg A — "7 |« (PTP) 100 $£ (10 $£X 10X 1 4¥)
Q) FlHEEE
PARUNA
4) RHBDOME
PTP
PTP : RV L E =V R OT VI
TNIZBET7 4 NLE . RV TF Ly TAIHE, RV FLorL 74—
k

1. Rl S h 2 EME
L7

12. Dt
Brlop L
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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 D5 BEL T 25mg LG E2 BT 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) BERT—5/Syr—3
BB L

(2) ERFREERER
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%
(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
PREBDOMEIRE L O TCEOBE (AT X D ARBL, ODAFEZE, AT FEEf,
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,
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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
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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-TD T 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~ 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
MCTE—27I1Z#E L, FRINTA2RHE K ORIARERTH Y | VR BIED
AUC (if i FR i FE ph AR F i) 1X e v 2 v DR TS Tdh - 729,
2) REERE
R I m L2 9 ) w7 A100mg A 1 A 11E]7 B LERE D &5 L7256 0
MFEFRENS, vV L2 o RO VR CBRIAOZEFEM IR Hiv7e o
tsl)o
3) EYEMIEFMERR
oYL A U KEE25me, 50mg &k (M100mg [ A —/ T | & == —1 ¥ L §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) DHIFHTH 0 | WiAIO AW FHIFEZEIED TR S L7,
Fio, FRFCHEIE Lz b RER (2 L2 ) REIZOWTE, miAloE
W RV S e S Tz,
) A IZ Y —)LBROs-t Fa X A F L Eof by
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<AHYILE I KEE25mg TA—NS ] >
(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
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(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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<AHIILE KEES0mg TA—/NS ] >
(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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<AYILE KEEI0mg TA—NF ] >
(f e rp 71 V7R o BB )

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) A D

24
f=51EFE

MmEFPHILRBIKREDOHR
IMHE PN ONT AUC, Coen FFD/3T A — (T, BB DBER . IR O EREL
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KBRS 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
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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
& 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) MBFEAEEE
MR L

6. it

(1) RBERL B UL BHRER

R A e L2 B U @ A 25, 50, 100 X% 200mg P % 1 AR O H - LT
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,

) ARFI OGRS iz 1 B &I 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= %,
) AR ORI L7 1 [RIHEIE 26~100mg TH 5,

kS RR—5—I2ET B 1R
LR L

9. BHEICLIREE
LB L

10. HED

11.

(M

(2)

)

Z Dt

BEREHILEE

BEEERE

P A S i E A S, m L ) U A B0mg AR 1 IR 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 1o, v ¥ v % v U o A 50mg % ZEfERFIC 1 (5]
BO#E LI25E, a2 o ORIGEE & OMLAEF 2> b OTERIZEIZ A B
AR T2, S TlE e L & D Coa KON AUC 1FFEEIE DK 2 (5%
IR LT, — . BERE IR D VR VIR Cou L OV AUC 1, FER R
FAHARTENZIVR 256 KON 270D EE /2N Th -7 9, [9. 8. 3 & H]

R L
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et ERLDIEEF) Y LIEH

. BERBRETDER
EIN TV

/U
AX

%
*

. ERRRLEDER

M

2. BZ (ROBEICIEIEBEELENI L)

2.1 RANO RSk UIBHEUE OBEERE O & 5 B

2. 2 il XATEENR L T2 ATREME D & 5 £otk[9. 5 2R

2. 3EERIEEDH HHEE[9.3. 1 ]

247V AX L 2 EGRORERFEE (7272 L, MOBREEREEZIT-> CTHRBMmE
Dary ba—ANELIAREDORBREZERS) [10. 1 ]

. EEXRIIHRICERET HFE L TDERA
(V. IBRICEET2HE 2. e UIZRICEET 1R 228752 &,

. RERUVREICEEY 2TE L ZDHER
V. BRICET 2HA 4 EAOHEICEES 2R 220725 2L,

. BEEGERMIE L ETDOER

8. EELERNMIE
(FhRESIR)

8.1 — i MEDIMELT (2 v 7 ek, BikiEdk, MR RNEEELZE ) 2k 2T BZEh
WD DT, ARBHHFITEMN BERLARE : 2 BT &, ZE%R : A 1R
EZIEDE=F Y 7R FETH T &,

.2 EAEHICH AL O EWN, S0 RHLDLNDLZ ERHHDT, HATEE. B
B o O SR SE f bR A 1 O B A B ET A BRICITER S5 2 &,

8.3 TlrHT 24 BRI G- La W Z EMEF LV, 7o oA T v v DB IRiEHA
BEHROBREIL. M EOFERRICL=y T o O T o U ROIEIERIC X
HEERNER T2 ZTB8Znd 5,

BARKEG LT AT v MZFEETRAE G IS ENCFREOREE RN
[EEN D Db L OWER & 5, TR L EiT 5708, Blg2a 01217
VN, EBERTRO O NG ARG 2RI 5 SRR AE AT O Lk,

(BMERVEBREHES 2 HBERKICH T D HERBFEEIE)

8.5 A MM &S HOICTND T, AAIFG HILEMN (G54 : 2 BT E, &%
ER A1 RIRRE) I iifRE & Ehid 572 EBEE HIciTH 2 b

o
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8. EELERNMIE
(BMERVEBREZHS 2 HBERKRICH TS HERBEELE)

8.61MIEN Y ¥ A LFHEOMIES LT F =0 ERAND LI T WO T ARG T
IXEWI) (B GBHAARE - 2 B Z & LER - A LR ICmiED Y U LMEKE D
Mig7 V7 F=l0E=2V T E2FE T H L,

6. RENEREHIHBHICHT IR
(1) BHE - BEEZFOHLEE

9.1 BHHE - BRAEEZEDHLEE
9. 1. 1 HAIEBRERDHLIBEEXIABTTEDIREEOH S EE
B LR a2 G n i s GaabkEs, AT 2 L, Biii&Eo
BUORARERIRAIEEDRTIC L 2R ICB L B LI BENRH 5,
9.1.25H 1)) LMFEDEE
B L0 E2 G en i s sGa ks AT 2L, G Y A
MEZEEIELBZNNH D,
Fo, BHEREREE, v P — A REOMERFEIC I D miED VU U AMERE L
RYRLTWEETIE, MEN Y U AMEIZERT 22 L, [9.2.1 K]
9.1.3RMEEEDHHEE
W DOREEPMMTEA R EZEHE L, WEEZELIEI2BENRH D,
0.1 ABRELBIEREDPDES
AFNOEEZERHEP GG L, HET 25 AI3RAITITH 2 &, —ftkom
JFIE TR -TBZEnRH 5, [11.1.5 5]

0.2 1 EELEHRERET(MFILT7F=2.mg/dl LLE)DHDEE
BHEBEZHO TR SHEEICRSG T2, @AY UAMENRD ST,
Fo. BHREOEANEZ IBENLRH D, [9.1.2 ]

9.2 2MEFEHHPDEE
AHNOE 2 ERHEN GG L, #HET 2513 RAIITH 2 &, —latEom
FERTEZEZTBZENARSH D, [11.1.5, 16.6.2 ]

Q) FiRelEEEE

9.3 FFHRElEERAE
93N ERLGHEENHLEE
BH LW L, [2.3, 9.3.2 2]
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9.3 FieElEERE
9.3. 2 HREEERIXENEAENH S EE (L. ERELCHEZTDOH SEEHER)

SAENZRBW T, R & b U Tl - D 7 L o — LTS B Tl
LA DOWIEEE DN EIE L, v YL & o RO VIR BRI O M rh i EE A3
FNENRSER I 2HIC ER T2 EnHEINLTWVD, [9.3.1 &[]

(4) 45ER

EERITSFE

9.4 £MERRERT HE
9.4.1934R9 A REMED H DS XM

FIRL TWAD Z DR SN T T U T v VBRI ER ST T v
FT o MR ZER L, B - FrER~ORE (B A4, BHE -
Jifi « B OERRA L, FEEE) 358 LI FIRHE T g 399,
AR OEEAZNL S | NEIEOFIEE B [E L TAFIER G- O EEME 2 [HEH IR
FHU. 1B EOFREDRGRMEL A5 S MBS 25 8IC0REET 52
Lo Flo, BEPMERGAIIZROFEEFHICHET S 2 L, [9.5 ]
(1) AFEEBAERTNCIRE L TWARWD L 2RI 52 &, ARG T, iF
PRLTW WD &2 EMICHEGRT 5 2 &, G FITRS A L 55
Wi, BEbicEGERIETs 2L,
(2) WORIHIZOWT, ARAIEGBIARFICEF AT L, /o, &54
HMEIZILN TR 95 2 &,
s AERICARA AR LGS, B - AR E R KITT Y A7)
HHZ k.,
< ARERAVEI U7 XATER b A AT, OIS EICHRT D 2 &,
- MR A BT A5 AT, HUYEICHRT D 2 L,

OR=3

9.5 1147
TR SUTIEAR L TV D A REME D & 5 LVEITIT R G- L 22 2 &y &G HITERIRD

HLSEICE, BEBIEGEPIET S 2 L, MIRTHIR ORI T 4T
VUBMBERILERN T AT v v MR E G S B T

ADRE, BBV - AR T, FrAEROKLE, BAe, SR A, HED
TERA 2 M OF KD RELS K% EHERI S 0 2 WU o #offE, BHEBTR O, Mo
BEREN D bR LOWERH D, [2.2, 9.4.1 ] ]
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(6) XELim

9.6 =FLiF

BA LN EREE LV, BWEER (T v b)) THHFR~BITT 2 Z A S
NTW5, T v NORBRFEM KO 10~100mg/kg/ B #5- L7-#ERICBW T,
100mg/kg/ H CREWIAETE DEELFE DIEINNGRD BivT-, £7-. HEGEETEROIKK

HORO b, ARSI &ITEN

7‘: 37,38) .

R DORKAED B bmg/kg/ H Toh o

(1) INR

9.7 INR%
H

o,

LA G & L2 BRRRBR IS4 L T2y,

(8) EtnE

9.8 mimE

9.8. 1 —fRICAEIKEMET L TNLOT, BEORBIZEET L L,

9.8. 2EMENLHREG 2T D2 LEEICRE T D 2 &, —RICEEDREIIAF £
LSRN ESRTND, IMEEENEZ ZBE013H 5,

9.8.3 FilnE TORNIEMEERR T, v ROV R BRI D ME TR
I ISR TE Mo Tz, [16.6.3 2]

7. tHE%RA

(1

10. fAE{EA

AFNT. EREEE T b7 o — L4 P450 209 (CYP2C9) & TN 3A4 (CYP3A4) 12 & v IE&
PREWTH A I NARUBIRIRH D,

HRAESEEDEH
10.1 HtAES BRALGWI L)
A4 5% BRARIER - FEE Tk PR - fEbRIA T
TYAFL FBSEIENAEh BRERERR | L =2« T VAT v
TFYLA e omA U U A IE R MK | RILEERA RSN D

ChERIR BRF I3 555
Fo 722 L, OREETRE
AT CHRBIMED =
Y= RNELILARR
DEEZRLS, )

(2.4 2]

MED Y R 7 BN HE S
NTWA,

ATREVEDN B Do
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(2) BtREFELZDER

10.2 HtAZEE (BFRAICEET S L)

A4 5%

BRAEAR - HE TR

BRFF - falRIN+

J1 U 7 BNEREFERIIRA
Av'wm /)77 b

MigH Y 7L EH, @mhal
U AUE A 2B

71U TR 23 HE 58
TERBETNRH D, EiEE

LN %, eGFR A% 60mL/

min/1. 73m* ¥ O B F HE S
EOHDLBE~DT IV AF
L ORI DWW TIL,
1RE LT 245700 &
ENDLAEREEET D Z
L,

T Ty B
FIHEA

aMEREREE, mA Y v A
JEDO Y A7 N4 5 & D
WENHDH, iz, KilnE
ERITEBENLED D,

NV N 2 b5, fEEOH D BFITITFEIC
71U T LERGA HETDHZ L,

R o VN Fo. AR ET U T
TV HT Y I U AR R B E A Y
FILEH 71U T DMERHERRAID 3
FU A NFY LEARA B0 OB A I3 RICE

AT 7 A RFH Y — BEILZ L,

e U XA RTY A
FIIR A - —IWPEO ML T 238 23 | FR B LA CTIRE & %

AR BEWIRAH DL, AFOFEE | THWDEFIZIFTL =0

MU Z oL AF7Y N ZEHELOHBL, #HE (N ITLEL TWDEBEN

% TOHHAIERAITIT Y 2| 2L REABFH LT
[11.1.5 ] & W,

T AFL BHREEE, m ) vah| =T UF T
JEK MR EZE - T8 [RAEEA M ERIND

AIREVEDN B %o

FEAT A KPR R
Al -
AV RAHF A

BEEAER 2SS S h D k%
NhRH 5,

TRART T DR
FPLEMERIC LY . KF D
BEJEAEH 2 9098 S & 5 Wl
BN D D,

ERERENEAL L T 5 B
T, & HICBEHREE L
TORBETNND D,

TRABET T DE
FPLEMERIC LY . Bk
BENRKTT2HEE X
b,

VF oL
fRER U F 7 A

UF U LPEIHRE ST
W5, IMH Y F U LREC
FEETLZ &,

AKAIDT bV T LPEHEAE
Mickv, UVF v Lo&EH
WEZDEEZLNTY
Do
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10.2 AR (BHRAICEET S &)

A4 5% BRARIER - FEE Tk TS S

T VL —T 7= | BEEERNEFE SN BE | L —T 7N — T a—R TG F
Va—2R Nnd s, AFIOEGFIE DS O CYP3A BLEERIZ L

T —FTN— T a—RA | aP L& OIEMHAAEY O
DOERUIRET D Z &, ENK T B0, RKHNOEEE
HANEE S sB8Znndb s,

. BIEA
1. Bl{ER
WROBRWERD S 5bND ZENHLHDT, BELZTDIATV, BREPRD LA
el b 24 57 U QLEZITO T L,
(1) EXGEIEREMBER

11.

11.
11. 1.
11.

11.

1. 1.
11.

11.
11.

1.1 EXTENMER
N1 7H2I245F—BHERH)

APRRE, ANERERL, T, SHE, MERENEE, SRR, TEERH LD
nNoZENH L,

2 MEEERE (B R
B, OE, W, BEOEIERSH Sbhd Z b5, £i2, 8. TR,
Wait, TR E LD R EEREN S Db Z ERh D,

3 MR UFBIRERF 2 (W70 & 8 ARB)

4 BFRE (HERH)

b 3wy, k. BEUEK (WTILLBEAR)
W, MR, ERRH AN D S o GAIE, EHICHERNEZITH 2
Lo [9.1.4, 9.2.2, 10.2 B]

.6 TERERRAARIE (B A)
PR, RS, CK B, M R ORI A7 m v R 2R T 2B
RMEED & o - HEIIE, EEEPIE L, MU eL@Ea21To 2 &, F
7o, BERURARIEIZ L 2 BRI EORIEICEET D2 &,

1 &H o L BEEAR)

8 FE[R BHEEAHT)
DEMESMHE . DEMEEOREIRNH oD Z &b 5,

9 RMEKEA . BmBKEA . m/MRIED (O S BEEAE)

10 {4 (B A
Wik, 22k, mit. FORA, BPOET., K8, S#EEFENH LD
NI AITE, B 2L L, MERAEETT O Z & HERFBIERT OB
ThbbhT U,
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1.1 EXTENMER
1S B 7 LdnfE BEEEAREA)
TR, BACRR, TR, MR, g,
DHOONDZEDNDHD,

R E 2 O AKT MY U A

(2) zDHDEER

11.2 Z0ttoEIER

0. 1~B%Ai5 AEEE AN
FErbtiR R | BER. O FEWV, RIR, R Hig, IR
TEER AR R 1A W ESI SRVA 2 (3011 WA S TE T AR (BRSE) . EhE
(e AR, ik - Es, B, | A%, TR, A
Ehi=t
JH ik JERgRER S (AST A, ALT RS-, | 3JE
LDH _E &%)
X Mk BUIN B&H. 7 Vv 7F= L&
B g B, £ 9P HRIZ ., SIALEE, SeiibE, AT
BIE. ALBE
1 IRIMER A, ~~ b2 V> MET, | &ifl
LR BRI %
Z Dt FTY . B, EIE/JETT. T | SEK, FEE BRREREE. L UWUK,
fE, ., oL 27—k | IREER (0T A&, B, B
. CK B&- i fREEE A . R, ML ELE . BER
4

9. BRRBRERRICRITTZE

I

RS

DR L

10. BERS

BB L

. BALEDEE

14 BRLDEFE
141 ERRABREOTE
PTP @2 DIEAKNL PTP > — D HEV H L CIRHAT 2 X 5 &2 2 L, PTP
T ORI LY, WSS BEREA~RIA L, BIZIEFEALEB I LT
kiR E O EERAIHEL IR T D2 &0 D,

12. ZDOHOEE

(1) BEERGERIZES 165
DR L
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(2) JEEREREASRIZE D 158
BB L

_36_



X. JEERIREAERICBEI HTHE

1. FEEHER
(1) EhIEAER

( TVL SRR RE4 2 HHE | ZH)

(2) REMEDHIER
U L
(3) ZOHOEEHER
BALE R L

2. HHEHER
(1) ERRSEEHER
BREERR L
(2) REHRGEMAER
REERR L
Q) Ei=EtEER
EERR L
4) BNARMEEER
REERR L
(0) EEFRAFMHR
REERRL
(6) BATRIIEHER
REERR L
() Ztn%rstE
REERRL
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EHEMEIEICEHY 51ER

. RS

B K mY X KEE2mg (A — T RUFEEEIK W
LXK EESOmg [ — T | ALFEEEER
B LA K EE100mg [ —T ) 7R
) EE-EEOLTECIVEHT LI L

BRIy v P2 ) A Y LR

. AREME
34

. BERRETOE
FEIRRAF

. BRWLEDEE

20. L EDEE
FAE IR AT TRIFET 5 2 &,

. BEMITEM
- BEWMEELTARN A/D
- <FThoLkY :AY
- ZOMOBERTEM AV

a2 K§E TA—nT | T2 ZEOBE S A~
GLAIFK 7 7 —~v RS E R A — A~ — TERERE DT~
(https://www. kyosomirai—p. co. jp/medical/top. html)) IZ$5&)

Al —p 0 == —1 ¥ 5 25mg, 50mg, 100mg

F % . ToUFT UV NG T2 R ET L
PN NE L TAIPNE L FNNATILE L A RFEY I
AN E L TUNT R Y)

. EffEEEAR

19944 9 H 2 A
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8. WERTAIFABRUVERRES, RMELNHEAR, WREMBFEAHE

s s 5 AR s A FLAE L B 7 B 4G
E&JL% ﬂiﬂ E E(uu%‘éﬁ ﬂiﬂ B ﬂiﬂ B

RN KREE og104 0 1 15 B | 22400AMX00478000 2012 4E 6 A 22 H 2012 4F 6 A 22 H
25mg [ A— 7 |

RYNACKREE og104 0 5 15 B | 22400AMX00479000 2012 4E 6 A 22 H 2012 4F 6 A 22 H
50mg [A— 7|

RS KGE o104 2 15 A | 22400AMX00480000 2012 4E 6 A 22 F 2012 4F 6 A 22 A
100mg A — 7 |

9. FEEXIFZHREM,
BINAER H
20124 7 A 18 H
BN

RERUVAEZEENFOFEABRUVZORAE

ZhEE - MR

Ri& - HE

BMERVEAREMS 2
RIREIR A1 5 [ B R
Bi

BH L, A e L2 Y AL L Chimg & 1 H 1
FREOEGT 5, 2k, MIEMEEZ 7235 1 H 100mg £
THETZ 5, -2l BECMERTEZEZTBEN
D % BAEE TIE 25mg OG- ZFET 5.,

10. BEERR, BIEHSRARFEABRUVZORARE
RN

1. BEEHM
R4 L

12. HRARHRICET H1FHR

AANTIEAETGBREDOED S THHMMIZ LR T ATV SRS 1Z5% Y

L7220,
13. £fEa—F
=] Pyl fh AN SEE Y 192 ° == L
i, HOT9 Eiﬁ@é%ﬁ%ﬁ ‘ﬁﬁ%@ﬁ%@

I ER = — R AT Aa— R
oYL A K EE 25mg [ A4 —/ T ) | 121389803 2149039F1074 622138901
YA K EE 50mg [A4—/ T ) | 121390403 2149039F2011 622139001
L2 K EE 100mg [A—/~F || 121391103 2149039F3018 622139101

14, {RER#aHT LDEE
AANIRRZIFE EOBRREELLTH D,

_39_




X 1. X#Ek

1. BIAXEK

1) REHES TS NG Wl al R (58 25mg) (2012 4)

2) RJFHES THEMRAS +ENERE - WIS AUBR (B 50mg) (2012 4F)

3) RIFHEM TEMAS . AR : S EE 5B (B€ 100mg) (2012 4F)

4)  RIEFEM TRt #NER & WOk 7308k (BE 25mg) (2018 4F)

5) RIFEFS LMKt +NER : & WOk 73R (B 50mg) (2018 4F)

6) RIFHEM TS HNER & IR 7R (58 100mg) (2018 47)

7) RIFHEA MRS AR s B (BE 25mg) (2011 4F)

8) RIS TR AR - Id A ER (82 50mg) (2011 4F)

9) RIFHESM TFEEASH FENEER - IE R ER (58 100mg) (2011 4F)

10) RIFEHG TS FENERE - 5+ S0E H AR R 5 56— B i A ek

PRI OUNT (2012 4F)

11) cKfiaidth : B3R L ERAR. 2012 5 61 (3) : 671-691

12) HKEfh : EFEO S 1995 ; 172 (12) : 785-823

13) Lacourcieére Y, et al. : J Hypertens. 1994 ; 12 (12) : 1387-1393

14) Brenner BM, et al. : N Engl J Med. 2001 ; 345 (12) : 861-869

15) RENAAL kBR (== —n1 & U8 1 2006 4 4 H 20 AAGR, HEEEEMEE k. 1)
16) 55+ /\E A ASR S g E BE)IEML 2021 0 C-6319-C-6323

17) Chiu AT, et al. : J Pharmacol Exp Ther. 1990 ; 252(2) : 711-718

18) Wong PC, et al. :J Pharmacol Exp Ther. 1990 ; 255(1) : 211-217

19) Wong PC, et al. :J Pharmacol Exp Ther. 1990 ; 252(2) : 719-725
20) Mizuno K, et al. : Eur J Pharmacol. 1992 ; 215 : 305-308
21) [ AL« JEA% & ERIR. 1994 5 28(13) : 4063-4073
22) Wong PC, et al. : Hypertension. 1990 ; 15(5) : 459-468
23) Wong PC, et al. : J Pharmacol Exp Ther. 1990 ; 252(2) : 726-732
24) Bovee KC, et al. : Am J Hypertens. 1991 ; 4 : 3275-333S
25) Okada M, et al. : Hypertens Res. 1993 ; 16 : 49-55
26) Anderson S, et al. : Am J Physiol. 1993 ; 265 : F477-F486
27) Remuzzi A, et al. : J Am Soc Nephrol. 1993 ; 4(1) : 40-49
28) Sasaki M, et al. :Life Sci. 2004 ; 75(7) : 869-880
29) Pollock DM, et al. : J Pharmacol Exp Ther. 1993 ; 267 : 657-663
30) FESSEAAM - BEARSKEE. 1995 ; 26(3) : 671-684
31) HEtAA - BEERSREL 1995 ; 26 (3) : 685696
32) RJFHRS TSt NGRS R SZEPERER (52 25mg) (2011 4F)
33)  RIFHRS L3RSt HEINERE - AW RZEPERER (52 50mg) (2011 4F)
34)  KRJIFEES TS HNER - AR SRR (B 100mg) (2011 4F)
35) BERELMD « JEPEBIESE. 2017 ;5 47(10) @ 1353-1355

_40_



36)
37)
38)
39)
40)
41)

42)
43)
44)
45)
46)
47)
48)
49)

RN - VL B PE R AR

Spence SG, et al. : Teratology.
Spence SG, et al. : Teratology.
M« BRIR
1995 ; 11(2) :

i’J I I%ﬂﬁ : ﬁuuﬁ*@*ﬁ

1994 ; 10 :

SHEEL 9021 ;29 1 49-54

1995 ; 51(6) : 383-397
1995 ; 51(6) : 367-382

157-171

: 247-264

At E M EERE (=2 — 1 2 8 2006 45 4 H 20 H/KZR, HaEERHIE s

~.2.1)

WA CORRE (=2 —r & U8

:2006 4 4 H 20 HAGE, HEFEEMEZA. 3. 3)

RO (=2 —a X U §E:2006 44 A 20 HAGR, HiEEEMEE A~ 1. 1. 1)

RIFHE i TR At
RIFEE G TR AT
RIFEE G TR AR
R i TR At
R i TR At
RIFHE i TR AL

2. ZOHOBEXH
ML L

FENERE
FENEE}
FENE R}
NG
NG
FENEEL
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Wets %2 e MERRER (BE 25mg) (2012 4F)
Witk D% e R (52 50mg) (2012 4F)
Wttt D22 M RER (B2 100mg) (2012 4)
B imiE R (BE 25mg) (2011 4F)
M ER (5 50mg) (2011 4F)

A MERRBR (B2 100mg) (2011 4F)

oy

B
e

2
23
23

B
E



XI.3EZEH

1. EHENETORTRKR
ARFNTIESS TITFETE S AL TR,
W, B Z B U AREIE U TGS LTV D,
(2026 4F 4 AW 5)

2. BB SBRKXIEER
RN
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X1II.

o]

. BRAE - IREXZIEICIEL CERKHIBRZT512H-> TOSEER

AREOEHRIZET AR REIIIARZZT CORWREICET 2 HRAE 5,
B IEEPHSL L T RVWHNEDLEENTEY , HL ETHLRMSNTWHRABRS
ETHEONEEREZEREL LTIRRL TV D, EREEENEEET 2+ s BT
DBEFERTHY . MITEOAEEZFTEHDTIER,

(FEHARAL - TP 3R O AR FE T e BN T 2 A K7 A 2T 25 QA
[ZDOWT(ZED 3) | SR 9 H 6 AFHEAGEEESR - AL RS - R
KRR

(1)t e

R IZ OWTERAE L, ZEMERER (PRIK, MEEERER, E&8) 21772,
L& 2 K BE 25mg, 50mg, 100mg [4— N7 |

BRI il
25°C, 60%RH, 1 » H GEYE - BAJ%) ETEZL,
(2) HiiE - BAMRURBRERESF 1 —J0&EBEKE
AR 1%
A B v AR )

TAANY =D A N UERERY . T4 AN —PIZEE 1 SER AT
A RNCERL, T 4 AN —I28) 55 COIRY; 20ml 2] VEY | fFikoZEs L
T5 M BRIKET 5,5 DRICT 4 AN —%FT 90 15 AR L, fisE-
B OB BT D, 5 DRICHELRWEA. 5125 ofE%., FtkO#E:
TEZAT 5, 10 SFE L CH - B8 L 22 WA, BERl2 a—T ¢ v ZRE L €
MH T 4 AR —NIZ ANV CRIBEDOEAIEZATUV HEE - B OB Z BT 5,
(G R

AR RER TR O Nl E . T 4 AP —IZROVERY, BREF 2—T7 D
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