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ACE angiotensin converting enzyme TUOFT Y B EAESR

ALT alanine aminotransferase TI=UT ) R T AT 2T —E
AST aspartate aminotransferase TARTXURT I ) N T AT 2 T7—F
AUC area under the plasma concentration—time curve | If4EH =BT — BRI ARR T fE

BUN blood urea nitrogen MRIR R E

CK creatine kinase IVTFUoxS—F

Cuax maximum plasma concentration B 1o I8 o g B

CYP cytochrome P450 F N7 v — L4 P450

eGFR estimated glomerular filtration rate HEFRERIATE R &

LDH lactate dehydrogenase FLERM K SRR

RMP risk management plan R U R 7 BB

ti/2 elimination half-life R

 max time of maximum plasma concentration B 1 I vy B A S e R
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BH# %5 - OHK6881 (= H /L& > K §E 26mg [A— T )
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FYE) . HERER, ER, ) 21T o7,
oY L% K 8E 25mg, 50mg, 100mg [A—/ N7 |

BRI (RS
IR | 40°C, 3 » A G - KUERE) 2TEE L,
MEEE | 25°C. T5%RH, 3 » A GHEYE - BED 2TEER L,
ot | #ARESTEE 120 7 1x-hr (B f%/25°C . 60%RH) | T2k L,

. RARERVBABEOREN
PR

. FEDEEEE (MEBLEEMEL)
AR



9. AU
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YL & K BE 50mg 99. 1%
45 4y
[F—inT | 10 (98. 1~100. 3%)
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*li: == L Z K EE2SmE [ A — T | ;\g _O__._ zzti;ﬁgé%{;ij_ﬂﬂm
& —— — o — X E25mg &
’57 40 F § 40
B+ B
20 {4%7%ﬂﬁﬂﬂ¥i®iﬁhj$t15% 20
0 15 30 15 60 0 15 30 45 60
pH4.0/100rpm
S BRI : pH1.2= A AR VA BRI O 8 1
pH4.0=7# 7= Mcllvaine DFEE IR
% —O— T X KEE25mg [ A — T pH6.8= A ASE 7y )7 v tH s R il D 55 211K
o —— — o — X EE25mg
B k=B AR KRk
ol
0 60 120 180 240 300 360




2) B YL K BE 50mg [ A —/NTF |
= RN BT D EME

HE SRV R (%)
RS RERC] A ] =a—ngy FAPIMED ) E H e HE
G | $E 50mg
DHI.2 60 20.2 19.4 160 %0120 IS0 DB .
Tl 120 40. 0 45. 1 Py SR DM HE LA D == 9% D i R ke
pH5.0 13 66. 6 57.3 |13 KU 30 Sy H i HakBRELHI - sl
T 30 96. 8 85.5  |BIVAHENEAERA O+ 15%0%PE |
50rpm
pH6.8 10 96.5 52.3 110 KU 30 SyRICH B rRBRELHI D sl
130 98. 6 90.9 | WIEHRASERERF O 5% | T
7J( 10 60 0 57 8 10 &U 30 %Fﬁﬁiik‘ﬁ'éﬁfﬁﬁﬁﬂﬁu@$ *’Eﬁﬂ
30 99.3 91.7 PIVR S p R D + 15% D |
i.w UP:s[N AN ZINEH 5% ?F“\’\ .
100rpm | pH5.0 | 15 98.8 97.5 fﬁ‘ﬁm’ 15 RN TE LML | sy
(n=12)
(P& H R AR)
%5 19 (pH1.2)/50rpm pH5.0/50rpm
100 + 100 | O —3
—0— L Z L KEESOmg [ A — T |
80 —— — o — X BE50mg 80 |
g 5 Y il F s HH 2 0/ g
t 60 {t,;éiﬁlj(/)+bjmﬁ¢i9m :+ 60 o LB KEE S OmE AT
{_ZE {_(_;[(1 —— = — X FE50mg
S0 g 10r
i S
20 F 20 {h%@%ﬁlJ@Hth%tH%ilS%
[ [
0 30 60 90 120 0 30 60 90 120 150 180
52 (pH6.8)/50rpm 7K /50rpm
100 | 100 }
80 80 |
t&_: ’ =0 Y )L A K EESOmg [ A —NT | ‘:\% o —O—D’H‘/LBI/K&?SOmgFj‘F—/\ﬁj
@& —— = — L EEOmg @ —— — o — X ES0mg
S S
B B
20 F {@ﬁﬂﬁm%@@mzfsiw% 20 | {ﬁ%@%ﬂvﬂzt’a@m%tls%
0 15 30 45 60 0 15 30 45 60
min min
) pH5.0/100rpm
100 ——v FBRIE : pH1.2= H ARSE R H A BRI 05 1R
80 pH5.0=7# 7= Mcllvaine DFEE
< e pH6.8=H ASEJr) J7 Vi BRI D B 21K
j;: o U'H'/V57K§§50[rlg [F— 7]
30 e =a A Omg k= H AR I Rk
B
20
0 30 60 90 120 150 180

12 -




3) mY LA KEE 100mg [A— T |
= RN BT D EME

) HE YR HA =R (%)
AR | PR sk | RS SARIPED ) 2 L v e
G | = #% 100mg
60 12.2 12.3 120 5Lz B A RER A O |
DHI.2 60\520;2(2gf’a’ﬂb”:}?oﬁéﬁﬁﬁ%ﬁwﬂi e
120 25.3 30.3 Y HH R SRR HE LA 0D = 9% D i
.0 |- 37.6 35. 7 110 KU 45 Sy RICH 0 Bk BR AL D sl
S50rpm | | 45 100. 4 87.6 | HIAHISAMERERKIO + 15%0FFE | T
pH6.8 £, BE%K - 50.3 5 BSOS 42 LIk =L}
KR 65. 4 66.6 |15 KUt 30 SyRICH HRBRELEI D sl
30 98.0 86.6 | HIAHISAMERERFIO + 15%0FE | T
SRERRIF A VAN TR oL FVR | e
100rpm | pH5.0 | 15 88. 1 89. 3 j%i‘%m 15 RNHED SSHEL B | sy
(n=12)
(VA H AR
#5139 (pH1.2)/50rpm pH5.0/50rpm
100 } 100 } © - Zf
== L Z U KEEL00mg [ A — T | -
80 | —— — o — X EE100mg 80 |
% 60 {t,;ﬁ‘zlzﬁuquimﬁfﬂffiiw,é % 60 o LS KB 100mg )
& o —— = 4100mg
5 = 40
20 | {mmmo T 15

90 120

60

120 180 240 300 360

min min
4521 (pH6.8)/50rpm 7K/50rpm
100 100 |
80 80
w 60 f w 60 . _
% —o— LB KEE100mg [ A — T ) I“g —O— BV REEL00mg A — T )
& —e— =211 4£100mg @ —o— — o — X 100mg
& 40 | S 40 f
X ey
BF EF
2 | 20 {fﬁwwuwm@@m%tm%
0 15 30 45 60 0 15 30 45 60
min min
pH5.0/100rpm
: -0 Y r Y - - —)
100 | ige-0-8
p

—O— oYL ZKEEL00mg [ A —T |
—— == — X 4E100mg

A1 (%)

180 240 300 360

min

60 120

FRERI : pH1.2= B ARSKJR 5 HHERBRIR O F5 1R
pH5.0=3# 7= Mcllvaine D% Eik
pH16.8= H A< $ 7 5 s LB BRI D 521
k= H A R ROK




10. B3k - 8%
(1) FESRLELRZR - 8 NENEKREESR - QEICHET H1FER
YL
(2) %
oL K BE 26mg (A — T ]+ (PTP) 100 #£(10 $EX10X1 4%)
oL K BESOmg (A — T+ (PTP) 100 #£(10 $EX10X1 4%)
o L& 2 K BE 100mg A — T )+ (PTP) 100 # (10 $EX 10X 1 4%)
Q) FHEE
PARUANA
4) BHROME
PTP
PTP : RV L E =V R OT VI
TNIZETANLE RV =F Ly, TAIHE RV FLrrLrr7¥L—
I

1. BRRE SN LEME
L7

12. =0t
Hrz7e L

_14_



V. JAEICEET 4I1EH

1. BEERIFZHR
O=mEsE
ORMERUVEBREMRS 2 BBERKEICHE TS MRFMERIE

2. PEEXIFHERICEHET HFE

5. ShEEX (XN RICEEET HEE

(BMERUVEARZHES 2 BIBERFIZH (T 5 HERBEERIE)
BIMEMRNVEARRPT VT I /7 LT F = 300mg/g LA B) &R L7
WEREIZ BT DARAN O AR OV TR STV,

3. BiERUVHE
(1) AZERUVREDMESR
(EMmEHE)

WHE RAZIZe L Z o) A E LT25~50mg & 1 H 1[afkA&E9 5,
7B, Fln, ERICE D EEHEET 55, 1 H 100mg £ THETE 5,

(GMERUVEBRERS 2 HHERRKICH T 5 HERBESE)
WHE, RAITae LB Y o AE L Thmg 2 1 B 1 EEOESGT D, 7
B, MEEE AR5 1 H 100mg £ THETE S, 72720, WEOCIMTEKT
REZITEENDODH HEBEFEE T 25mg MO G275,

(2) RERUVAEDHRERRE - 1R
MMEER L

4. RERUVAEICEET HFE

1 RERVHAEICEEYT 5

(BMEXRVEBRZMFS 2 BHERRBICE T 5 HERKBIEBLE)
AR &Gt G2 VT F = AR HIR ORAE & i LT 30% (8 5 Wi
Img/dL) LA BN L 72356 . RUSKRERIE SitfE, 1/ Mg 7 L7 F = fEO Akl
ORI U 72 B R RE IR OE R DI S T2 5B, R D D W IER G
SRRy AN

5. ERERREIE

(1) BRT—2/1\yr—
MR L

(2) ERRREIRER
ZEEE R L

_15_




)

FERIGERHR
B L

(4) HRIEAIEAER

1) BN EREEER
(BIMEE)
@ EMERRFER

X . PESEARREME S M) EEAEE 2R R E L _EERIEERBRICIB W T, B
FERNBRICET AT T 7 b~ A VR L ORSEENIREIES L., ad LA
VY T AOHFRAMENRTRD HILTNS 12

@ BHEMAEEER

T VHT i SR (ACE) BAERNC K 2RO A AT L EE 2 kG
ELE—HEREERBR T, Uy 7V AEEROBEO R (T1. 7%) 1%,
E RezenF 7Y FEGR (34. 1% KO v & B GRE(29.2%) L0 A E
WE<, e oG FnszonF 7Y REGREEFRRBRE CTH-
7 13)O

(BOERUEEREMES 2 DERHEICH T S BRBLEE
® ERAFAEIERSR

[E BRI AR & U C M S vz H B i s (RENAAL #R) (2350 T
1,513 B (HA N 96 il & & de) D35l S 7o AR D B E o R A M,
MG 7 V7 F = EREHE, KBRS GBS 5 WIXBEBE O LEME) K UBE
COBEAETY RRA LV M Thote, a P AZ U h U 7 AG2TH)IZ, FT78R
(359 B ICHRT, FEEZY RARA U MCEIET LY A7 % 16. 1%
(p=0.022) &7z, EHIC, g Ym0 7 AEEFICBWT, M7 LT
F = AERFHE T 25. 3% (p=0. 006) . RMIEF 4T 28. 6% (p=0. 002) , KRHIE A4
SAFFETE T 19.9%(p=0.009) ., MiEFZ V7 F = AMEfGHE IT KT AT
21. 0% (p=0.010) ® U A Z BB FRD LTz, = RRA v MERERTHD
BRI K DT RIZONTIL, WMIREFHACTHERZEZA LN o7,
ARAERO ZR= v FARA M, REBOZE G, BREOEAE, LilER
PR ORI R L O T EOBE (AT K D ARBL, DAFEZE, g7,
R ZA T RLZEEPIIEIC & D AR XTI RIEBRIC L D) THoto, 1
YB o )  LNEFY 34 L ERG SNTEEICB VLT, IREEEN Y
T34 3K T (p<0.001) L7z, F7-, a2 A ) AL, s L7 F=
EOMEL OB E T K0 G S 4L 5 B HEREIN T A 13. 9% (p=0. 003) X T =&
7o URTFHREOHFRAE 18. 5%, p=0.01), —J7, LM RIRE DR =K UFE T
DEET Y RRA 2 ST, v P Z ) 7 LIRERREE (247 B)) & 77 & Rt
(268 ) & DRNCAHBERZEZITA LN DS T2, ZIUIARRERD Z D L 9 72%h
RICHT 2B N Z2RbEDE TR0 Th 5, ok, ARBRICE
Fora g ) U AOREMEIRGTHY , BIERIC XL 2R ILFIOEIE
X7 7B RBELRETH T2 19,

_16_



RIWERIZ 751 Bl (HAN 44 Bl & S de) o 129 1] (17. 2%) ICFBO B v, F72H
TERNZ, O F 3441 (4. 5%) i 7 U 7 e 28 451 (3. 7%) AR+ 19 ] (2. 5%)
MEIE/ B 12 F(1.6%) THoTz, T, BEERBREMEOZELEIL, 111 {5
(14. 8 IZRO BTz, ERFKRMAEORFEZEIX, MEL Y UL EF 89
B (11.9%) . 7 L' 7 F = & 30 41 (4. 0% BUN L5 10 i (1. 3%) TdH - 7= 9,
2) L& MEAER
M EE e L
(5) #BHE - REERIHER
MUERR L
(6) AERIER
1) FABERE (—REABERE. FEERARERE. FRARELRERD) . 8iE
RFEERT -2 N—RAE. BERFTERERABRONE

R L
2) KBEM & L TRIEFEONE R SRIE L -HE - HROBE
MR L
M) Zot
LR L

_17_



VI.

IR (ZR Y 518 H

1. ZEZFHICEES HLEYMRITILEYEE

T VAT o s MR RSB

(o TFHLry X Fi, SABALEL FAIVFLEL . FIAPL
By ARFVIN, ANRPILE . TIOLHILEL)

T BEDOH HLBEWORREX I RE L. BHOB TR AT L,

2. REMER

(1) YEFRERGL - fEFAMER
gL H YT AFRE O EHECMHICRI S, ZO— RN ERBHHTH D
HNVRBARICER IS NG, v U RODIVR IR, Wb AR A
FEWMETHLT o oFT oM AR LT, EOZERITI VD THRER/IC
L, BENREREST D 19,
(2) EshHxE(+H 1T BHAERRE
D 7ooFHToL oRBRERER
O A UZHFEERZIIT T2 A TRMBNTEY, ey o RO VR SRR
E AT AR LIRS A L, AT OABERZHET S8, 73=2
MERII/RE 2N 75 D% = U 3 RIESE Thh 5 ACE(F=F—F 1)
CIXE OB L RIT S 720 20,
@ FEBREW) (T~ MK 24NRME A- T FELOG 2 I35 1519,
2) BEEVER
OB Y T AR OV BRI E LT B RIIET v~ 22 Bk
ME T b 282 i HARFAEA X 20 26 TR By E i ILE H AR TAE 7
N PEOEMTEET VEIICEN T, MEE FRSE, Eipkn 52 e
Lo BIEI R 2T, £, MED FREICHE S Do Z8o 3, &5
RS MED U ST o RBIGFA Ul 2
3) BREEH
2L & TR Ol BN R 2 SIS IRE S, SRERIANIEA IR TS5
ZLIC RV ARERIRA~OBE AW ELET D X, Flo, ARNVT N RUUE
FEMEIRIFT T > b (A 2 AV ARLFHEREIRIGE T V)20 BRFIEA A Y VI
IRAEPERSE R~ 7 A 2 5/6 BYIRT » b 2% BEIRIE &K OIERERTE O™
P T 7 VBN 33V N TR TR AR F BRI & O B INE ONC B RHRR R 2 B3 5,
(3) YEFAFIREFR - HrihE
EERR L
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VI. EMEEICET SEHE

1. MPREDH®
(1) AELEFEDLGLGRE
MERR L
(2) ERERABR CHERIN-IPRE
1) HEZS
R A T L& T U w7 25 K ON50mg & ZEfE R 1R 0% 5 L7254
2L o RO VIR AR D IMUE H R B AL AU R LIRE T J USRI 3R
MTE =27 L, FEEHNIA2R M &K ORI4RFRITH 0 . VR R o
AUC (I i B dhfi i) 1X e J L 2 o ORI TETH - 722,
2) REERS
fERERR A IC e L 1 U w7 A100mg % 1 H 1A]7 B [BhEgER Q&5 =560
MATHFIREN G, g YL o RO VR CBIROZREIEILFERD Hiv7e -
7L:31>O
3) EMFHEEF AR
oYL 2 UKEE26mg, 50mg K (N100mg [ A — T | & = 2 —1 # L $E25mg., 50mg
K M00mg%, 7 B AA— "—{RIZ LD ENENIEm AL Z Y TN L
L CENZN25mg, 50mgf O100mg ) fERERR A 55 112 A i BRI 1 f - L C
IMAE IR (LR BB IR™) IR 2 RIE LT, 55738 <5
A — % (AUC, Cuax) 1T 2V TI0%E HE X [ VA IS THEFHIRAT 21T o 72 i 3.
log (0. 80) ~1og (1. 25) DHIFH TV | WA DAL TR FEED MR S 7z,
7o, FRFCHEIE Ui R bR (2 L& ) BEEIC OV T H, Al o4
YRR S SRS S Tz,
H) A XY — VRO KXy X FLIEORRILY)

_19_



<A)LYILE UKEE25mg TA—/NT] >
(AR T LR o FR A BE)

HKYENRE T A — X

AUCOHM Cmax tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
= vy ¥
ys Kf’ﬂ? 24 | 1573.571+404. 82 194. 83 £56. 37 4.6+1.213.3%£0.7
25mg [ A— T |
—a—a X U8
95m 24 | 1626. 601+=396. 42 | 200.67=*=59. 17 4.5+1.013.3%£0.7
g

(ng/mL)

11T

CF¥fEES.D.)

—o—rt LA EEE S e[ A — 1T

—— A2 O mE
FHHE £ 5.D., n=24

24

f=51EFE

MmEFRDILRBIKREDHTR

IMAEFPREEN ONT AUC, Coon T D/ T A — 2 (T BB DBR IR O EREL

[ElE SR

_20_
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(IS = 31 &2 R EE)
HBRE ST A —H

AUCOHALS Cmax tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)

oLz K BE

— |24 216.91=%73.18 105.92£70.54 | 1.6*0.8 | 1.6%0.3
256mg [ A—7 |

—a—nu X i

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

AF
i —o—I LA BRI gl o 1

100 —— - THLAE2 g
T4l £ 5.D., n=24

—
24 48 (hr)
ERARRE Bl
miFhOH LY VEEDHTR
MLE T BN ONT AUC, Coux DR T A — 2 3. #ERE ORI . Mg DELEL
% - SRS ORBREIT k- T2 B TREME B 5
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<AJ)LYILE UKEESOmg TA—/NF] >
(AR T LR o FR A BE)

HKYENRE T A — X

50mg

n AUCOHM Cmax tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
gHLH K §E
L .fﬁ 24 | 3255.941+856.44 | 527.67%=128.98 | 3.1*£0.8 | 3.3%x0.7
50mg [ A — 7 |
—a—a X U8
24 | 3162. 67+=900.52 | 510.11%x136.49 | 3.3=*x1.1| 3.4=%x0.6

(ng/mL)
Too F

60
ik
H s b
yal

M-
400
-

% 300

B
E 200

100

CF¥fEES.D.)

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

1012 24 43 (hr)

IR 1A
MmEFRDILRBIKREDHTR

IMAEFPREEN ONT AUC, Coon T D/ T A — 2 (T BB DBR IR O EREL

[ElE SR

KBRS L > TR D AREMENR D B,
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(IS = 31 &2 R EE)
HBRE ST A —H

n AUCo- s Cmax Tnax tise

(ng-hr/mL) (ng/mL) (hr) (hr)

L& K B

— | 24| 442.347%161.25 | 298.47*155.73 | 1.2£0.6 | 1.6%0.3
50mg [A— 7 |

= —n VZ
- . 24 | 428.83%£135.40 | 264.85%133.27 | 1.4%£0.9 | 1.6=%=0.4

50mg
CE#IfEES. D)
{ng/mL)
60+
,Eﬂslf A0
-E[J;C 951 =oAL KRS Dmgl 272
H —— o TR ARSI mg
¥ T (B + 5.D., 124
200 |
e
>
. 150
E
100
50
. ' . . L L L i L L i | ) '_
! 24 48 (hr)
TSI

IR O IL R S REDHE
MLE T BN ONT AUC, Coux DR T A — 2 3. #ERE ORI . Mg DELEL
[ - BERSE D RBR A T & > TR B TR D 5
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<AJ)LY)LE UKEEI00mg TA—NT] >
(AR T LR o FR A BE)

HKYENRE T A — X

AUCo—48
(ng-hr/mL)

Cmax
(ng/mL)

tmax

(hr)

ti2
(hr)

oYL Z K

— | 24
100mg [ A—/~7 |

7450. 64+2142. 74

1403. 31%£315. 48

2.5%x0.7

5.9*+1.5

—a—a X U8
100mg

24

7276. 85+2060. 65

1367. 59%324. 07

2.4%x0.7

6.5+2.1

(ng/mL)

1780

1a00
ik

E
H1250 |
7

L
s 1000
L

B
£
i
=

Tal

aln

290 F

CE¥IE+S. D.)

—o—trth LA B 00mel 725 )

—e— 2 BHLAAE 100
Ei9{HE + 5.0., n=24

[ElE SR

24
f=51EFE

MmEFRDILRBIKREDHTR
IR FENE TNT AUC, Coax FED/3T A — 213, BB OB 1HEDERHR
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BRI L > TR DAREMENR D B

48 (hr)




(IS = 31 &2 R EE)
HBRE ST A —H

AUCOHALS Cmax tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)

oYLz K BE

_ 124 |1035.36+311.60 | 785.19£356.29 | 1.3+0.7 | 2.1=1.0
100mg [ A— N7 |

= —n VZ
N . 24 | 993.74£268.87 | 791.49%349.85 | 1.3£0.7 | 2.2%x1.1

100mg
CE#ME£S. D.)

{ng/mL)

10o0
it
33 800 | . B,
H =0T LAREE 1 00mgl 7 25 ]
o ——" DAL AE 00ng

il + 5.0, n=rd

:{ so0 | THE I
&
v
=400
=

200

1] 24 5 81012 24 48 (hr)
oI

m3Fh AL 5 S RE DR
MLE T BN ONT AUC, Coux DR T A — 2 3. #ERE ORI . Mg DELEL
[ - BERSE D RBR A T & > TR B TR D 5

(3) sl
MR L
) BE - GHREORE
) BEEOHE
MR L
2) HHAEOTE
I Ze4ebE (I EOERS) (BT 28R 7. MEEHN) OHEBE
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2. EYRERE/NT A—4
(1) R A%
MERR L
(2) TRUGRFE E
EERR L
(3) JHKREES 2~
(TR FRAK)
R RSN 55 1 H e e 5
G 25mg (n=24) *? 50mg (n=24) ¥ 100mg (n=24)*¥
Kel (/hr) 0.2210. 047 0.217+0. 044 0.124+0. 027
CESIE+S. D)

CREAAE - aY 2 )

(S PN Ik oA
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

CE¥E£S.D.)
@ H9IVF7I32R
MUER R L
6) nmEHE
BRI L
(6) £t
M ER R L

3. BEE (KEalL—vay) @i
(1) AT 3%
ke L
2) 135 A — S EHER
PR L

4. RN
BTN S35, fEFERR A TS L & o Y w7 A 100mg & 14 M OVZEJEIRE I
1 ERROEG LA, WG X% G TR T L7223, WIE ORI IZE )
Thot- ¥,

5. 9

(1) M- BREEPTEB
PR L
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(2) mi&-RaiERarT &

CHHELTWA Z ERHR SN T T O T v BB ER T T Y

FT o MxFRETAIZ#ER L RE - BrER~0ORE(Bre, 135 -
Jifi « BEORAR, FECE) BBDLNIBIRRES L TND 2%, (TVIL
LM (M EoEES) I LEHA 6. FEDHEREA T HEBEICHETD
EE WAL AT 28] OEHBHR)

s TR R ORI T v T v VBRI ERI LT AT v

[ Z BRIEGH 2 b S B THRREME, B - orAaRoEe, it
RoRiiE, BAe, ZiEsre, HEOERAEL KB DIEIZL D &
HEH S 0 2 B o, BHEBHE O W E, MOREREN H bbhic & oW
HTRDHD, (VL et (M EoEEE) ICET5HE 6. EDTREH
THRECHETIEE 6G)idm OHESM)

(3) Et~OBITHE
AR L

<HE>

B FER (T v ) TAHF~BITTD 2 EnHEIN TV, 7 v FOFEEHL
O AT 10~100mg/kg/ H 5 U723 R I35 T, 100mg/kg/ H TRENSE T D
FEDOHMBRD Bz, £, FEGRECTEROKAENFED Hiv, ARk M
FPERITBIRBROKAED Sng/kg/ H TH o7 7% (VL 224t (EH L
DEEE) BT H2HE 6. EOEREATH2EEICHETLEE (6) =AW ©

HZHR)

4) BER~DIITHE
FMEE L

(5) ZnthoME~DIBITHE
FMEE L

(6) MFEEHFEEE
FMEE L

6. tH

(1) FRBIERAI R UM IR ER
Rk ANc e v 2 B Y 7 A 25, 50, 100 X% 200mg ™ % 1 B O# 5 L7~
By MR ., FICHFBIC B W TERFM THD VR VERIE (A I &

S NVBRO 5-b RFr Xy 2 FOIEOBRE) AR S D P,

) AAN OGRS 4072 1 EI A EIE 25~100mg T 5.,
(2) KEBEET 8% CYPFH) ONFiE FEER

F k71— P450 2C9 (CYP2C9) }2 U~ 3A4 (CYP3A4)
Q) YEEBHNROEERUVZDEE

AN v 2P

4) REMOFEOERRUEMSL, FELE
TEVEACEM) © LR U ERIR
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7. i
R I L& ) 7 25, 50, 100 i 200mg P & 1 B A& S L4
A, FehHt% 30 Biffl EToutZ 2 R OH VR CERRO R BEIERIIA B G
DZENZEI 3. 2~4. 1%} V6. 1~T. 9% T~ 7= %,
) AFIOAR STz 1 FIHEIL 26~100mg TH 5.

8.

bS5 U RK—E—ICET BIER
MR L

9. BHHICLIREE
AR L

10. HED

11.

(M

(2)

)

Z DAt

BREATIBE

BEEEESE

HEEZME S miUEESREIC, v 2o UL b0mg 2% 1 EREA&K
HULIESGE WG VT F=EOEWEIZ E v L& AN 1 VR g
TR fg i I TP S (Coo) KL N AUC 1ZRE A2 R LT, MK LT F=2
fifi 3. Omg/dL LA EOFETIX 1. bmg/dL R OFTHEZ L TV H D Coax &
NAUC 1E 2.4 RO 2.2 512, AR UERIRTIZ 1.6 OV 2.0 fFDfEZ R L
f: 39) .

ETEE

EMESE A 9 BITHREZIC, v L& o) A 50mg 222 1 [0
BH LIS A, Y Z oD Con LOVAUC 1TV BN L, RS A B+
KOV ERE B & Hefi LT B L Z 2 D Cuax OV AUC 1ZZENVE NI 2 KON
3~4 D E R Lz 010,

ENTBRFICa YL o ERE LT & a L Z U RO VIR BRI TE T
CEDIMEFNSREINZNZ ERFESINTHD GEANT —#),
[9.2.2 ]

=EE

R L O EEIEE A S, oY LZ B Y 7 A 50mg & ZEERHC 1 [A]
BO#E LIGE, a2 o OWRIGEE & OMLEH 2> b OTERIZEIZ A S
N> T=M, S TlIa /L2 2 D Cou K OVAUC 1FFEE B O 2 5%
RUTz, —Ji, BB 2 B VR VIR O L Ca e OV AUC 1L, FE R
FIZHARTENZNH 25 LR 2ThDORRE /28N Th -7, [9.8.3 B

AR L
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et ERLDEEF) Y LER

. BERBREZTDER
E IR TV

U
AX

%
*

. ERRABR L EDER

M

2. BE (ROBHIZIIBELEWN &)

2.1 RENO I3k UIEHEUE OBEERE O & 5 B

2. 2 W0 SUTEHR LT D AlRErE 0 & 2 4ok [9. 5 2R

2. 3HEELEEDH HHEE9.3. 1 B

247V AX L2 EGERORERFEE (7272 L, MOEEBREEZIT-> THARBME
Dary ba—ARnE L AROBEFHFEZFR) [10. 1 Z/]]

. DEXIIHMRICEEYT HTE L TDER
(V. BRICET2HE 2. EXERRICEE T 5158 22RT5 2L,

. AERUVHAEICEET 535 L FDER
(V. JBIRICEETATEE 4. AEROHEICEETHEE) 2287528,

. BEERERMIE L TDER

8. BEELERMIE
(GhREHE)

8.1 — W PEDIMEMLT (3 v Ve, EikiHA, MRREEZE)) 2R 2T BEh
WD DT, ARENBG AT EMN (B HRRMERE : 2 BT &, ZE% - A 1 R
EVCMEDE=F ) U T T5H I L,

8.2 EMEHICE S DTN, S62ERHLbNDZ ENHHDT, HfEE. B
B o O JERR S SR A 1 O B A B ET A BRIITER S A 2 L,

8.3 Fival 24 Wil I G- LW EREE LV, T VAT v v v D2 ST
PR OBEIL, ML OFERFICL =2 s T U T U ROMEERIC &
HEERIMERTAE ZTB8ENRH 5,

BARK G LT VAT v MK EETAE G I ENCFREOHEERNT
EN S O OWMERH D, HEREREZ Eiid 5728, BlE4 01247
WV, BENFTRO LN A IR G2 IR 5 SR E AT ) 2k,

(BIERVEBREHS 2 HERKRICH TS HERBEELE)

8.5 H MM S HOILT VDT, ARAIF G FILEM (B 554605 2 BT &, &

&

= /Y

% : A1 AR ([l A 2 5 7 RS2 AT

o
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8. BEELERMIE
(GMERUVEBERZERES 2 HHERRIZE TS BERBEEEE)

8.6MiHEHY v ERROMIESZ LT F= EENDH L DONSLT VDT, AHFIF S
ITEME (B G-BAARE : 2 WM Z & ZER - A L RERRE) IZMmES Y v MEK
M7 V7 F= iD= v V5 FEmTH &,

6. HENEREAT HLEHICHT IR
(1) BHE - BEEFOHLEBE

0.1 BHHE - FEEENHDBE

0. 1.1 AL BBIREEDH 5 BEEABTEIIREEDH 5 BE
IR BT A BV LI S N A B A AR E | DI 5 - L, BKREO
T RS ER IR AT OIS FIT & 0 20T B 2 B S B 5 B2 N0 b 5,

0.1.2BH Y Y LIENES
IR LT A BN LI S MDA A RE | AT S Z L, @Y YA
M % B S 5 BE NN D B,
Eho, BHEERE, 20 hu— LR B ORREEC L0 IS ) v AMERE <
A0 RFVERE T, MIES Y v MECEET 52 L, [9.2.1 BE]

0. 1. 3pMEREDHZEE
EEOBIESMMT R 2EEE L, FHEEZELSE5BZNNH 5,

0.1. 4 BEEAIEREAT DB E
RANDPE G2 SR HEA L, R 25810~ 1717 ) 2 L, —@iEo
[EAE A8 -4 B2nndb 5, [11.1.5 28]

9.2 BHaclEERE

9.2 1 EELEBHERE MFILT7F=>2.mg/dl I L) DHEEE
RG2S TR CEEICERETAZ L, @Y U AMIERD S DAL,
Fo, B#gEOBENEEZ IBENLLH D, [9.1.2 ]

9.2.2MBENFDEHE
AR OEGZEABEN GG L, WET 25813k AIITH 2 &, —iltkEoim
R TEEZTBEARH D, [11.1.5, 16.6.2 ZH]

Q) FFigaelEEEE

9.3 FF#aefEEEE
0.3 1 EELNEEDHHEE
BH LWz b, [2.3, 9.3. 22/
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9.3 FiRElEERE
9.3. 2 HREEERIXEDEIENH S EE (L. EELFEZTDOH DEEER)

AMENZ BT, BEEERR & Pl U Tl - HEEE DT L a— WS RS TTlE
YL Z L DWMISGEENERIE L, oY L2 2 KO VR AR o 5 o i FE A3
FNENRSER I 2HIC ER T2 ENHEINLTVWD, [9.3.1 &04]

(4) £JEREE R T F

9.4 £JEREZEHT HE
9.4.1934R9 DA REMED H L&KM

FIRLTWAD Z ENRESNT T O T o v VAR ER UL T Y
FT o NEZEREAIZER L, BT - FER~ORE (B ARe, BHE -
fiti « BOREARL, FEIE5%) 358D LI FIAHE STV D 559
AR DOE G D | RFIEOFIEE LB [E L TAAIR G OBV 2 [HEH TR
AL, I8 oA N ERMEL ERISD S SN D258 IO BEE5T 52
Lo Fh, BERMERGAIIROEEFHICEET S &, [9.5 2]
(1) AABEEBARTNCIEE L TWARWE L 2RI 52 &, ARG T, iF
PRL TV WD &2 EMCHERRT 5 2 &, B FITRS A L7568
Wi, EbIiZEGE2RIET 52 &,
(2) WOFHIZOWT, KA GBGRICEFICHAT 2 &, £/, &5
LB CRT 5 2 &,
© IEIRPICAAN R L7c . R - BrAERICEE A KIET Y 2708
HoHZ L,
< AERAVHIBA L7 3B DN DA T, MY EICHBET S 2 &,
- IERARTE T %A1, HUEICHKT S Z L,

OR

9.5 §E%
TR S ATAEIR LTV B ATREME D & 5 etE i3t G- L2 2 &, G0 TIER A
LA, BEblcEGEE2HIET25 2 &, IRTPEEROEKBICT o7 v
UL ER LT AT v v IR B TA ARG S BE T
AGEAE, BBUE - AR O, FrAEROKLE, BRe, i, BEHED
TERR AR 2 e ORI ADEIC K 5 & HER X2 DU o ffE, BHEEm O, Mo
RIERED & b E OWRENH L, [2.2, 9.4.1 B ]
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(6) 2w

9.6 Z3LIF
BALRWZ EREE LW, BER(T v M) THIHFF~BATT 2 Z L nsliE s
NTW5, 7 hOEEY R ORAMIC 10~100mg/kg/ A #5- L 723 BRIZI VT
100mg/kg/ H CTREVIE T ORFE DHEIMMBFRD Hivlz, £io, FEGEECEROKAR

EARD bV, ARFER O HEH M &I B MR O S bng/kg/H Th -
7= 87,38

(1) MR

9.7 /MR
Nz G & LTRGBS N L Tuhauy,

8) EinE

9.8 BHE

9.8. 1 —fRXICABEMENME T L TCWDDOT, BEOREBICEET DI &,

9&2@%%#%&5%%%#6&8@@K&5?6_ko#ﬁ (3t DR VAT F
L7 ESNTWND, IMEEENEZ DBZNNH D,

9.8. 3 FiliiE TORNEWENRERER T, v L& v OB VR U ERAR O A A
FEREF IR TR o7, [16.6.3 ]

7. HEER

(M

10. #HEEH
ARAFNL. FEREIEELZE T R 7 17— 2 P450 209 (CYP2C9) KON 3A4 (CYP3A4) |2 L v %
MPREW T DD NARUBRIRICRE S D,

HHRAZSLZTOER
10.1 GHRER BHALGWI &)
AN E FRIRIEIR - 5 715 By - falRiR-1-
TUAFL Y FEEFEMERZE T, B RERE L= T U T v
A %\mﬁjﬁAmﬁ&Uﬁ+ﬁ%¢%ﬁ%ﬁéné

CHERIFRF IR 25 | MED U A 7 8NN HE S | AlgetEnd 5,
Ho 7212 L, MMORREEIRE LTV 5,
ZIToTCb B ED =
Yhur—=ARELIAR
DIEEFEZRLS, )

(2.4 2]
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(2) FRZEEEZDEH

10.2 HtAZEE (BFRAIEET S L)

A4 5%

ERAER - FRE Tk

PR - fabRIA -+

71V 7 LRFHEFIRA -
Avw /o7 Mo
NUT LT L

RN it oyl I

Ak ) o A

T FT Y

FEHEA

U A NTY AEHBA
AT 7 A RFH YV —
e U XA RTY A

MiEH YV 7L LS, @AY
U AE Z e 23R E
H 5D,

71U v LT REAE R S HE 98
ToHBENNH D, BERE
fEOH D EBFITITFRIC
FEETHZ L,

T, ARET oA T
U AN IR B E A e Y
71V 7 NRFHEFRIRA D 3
FIOFH O35 & T IT RIS E
BTDHZ L,

FUPR LA -
AR NN
K)o AFT7T YR

{F
[11. 1.5 =]

—PED MR T 23 29
BENRDH D, AAIOESG
AR ENLRMA L., HE
TOHEERAICITO Z
&

FI R B JEH TR E 2 52 1)
TWHRAFICIT L= 98
PERTTHE L TV B BE N
2 <. RENBEH LT
AR

TYVAFL

EHgREREE, m U U A
iE K QMK I 2 6 = 373 %
Nn2d %, eGFR 73 60mL/

min/1. 73m* ¥ O B H HE e
EOHDLEE~DOT Y AX
L ORIz W T,
TR BT 245700 &
ENDHGHEEREEET D Z
L,

TV FT
FILEHA

AMRREE, ;AU v A
JED U A7 NN 2 & D
WEND D, £-. KL
EEITBEALD S,

Vv e TV T v
RIFMEAPHERSND
ATREVEDN B D o

FEAT oA RPETERHEIR
A -
A RAHE

BEEERA R SN D BT
NRdH %,

TRRABT TP DE
FRPEFEAERIC L0 . AHIoD
W E A & ks & 5w
REMED D %

EREREDNVEAL L TV 5 B
TiX, S HICBEH#EIE
TLEBTNURD D,

TRART T DR
FRBHEEAIC XY | B
BENKTT6HEEZ
bId,

VFo L
IREE Y F 7

UF 7 LAPENRRESNT
W5, MU F o AREEIC
HEETLHI L,

KAID T+ U T LA
LD, VF U L0ERE
NERZDHEEZDALTY
50
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10.2 AR (BFtRISEET S L)
HRHI A4, % AR - HYE 1k e - fakRA
T —T TN =2 a— |EEERARNBE SN BZ | 7L —T T =Y T a—
A NnNndHs, AFoEER XA G Eh 5 D D
TVL—TF TN —Y 32— |CYP3M [HEEHIZL Y a
OEBUIBT S Z &, Hov & OIEVENRHY O
MHPREME T 5720,
AN D B AR TS S
nNarcBENLRD B,
. Bl{EA
11. &l{EHA

ROBWERNH N ZENHDHDT, BEE THIATV., BENRD LN
a3k b e ik 57 EEERLEEZITO L,

(1) EXGEIEREMBIER

1.1 EXTEER

N1 7FI745F—BHERY)
AP, AR, FIT, SRS, FPRINEE, i, HEERH 5D
nNoHZeEnd s,

11.1.2 MmEFEGEEAH)
B, O, W, FFOERNHbOND Z N5,

11.1.3 SRR XILBYER 28 (W00 b EHEEA)

11.1.4 BRE GHEAH)

11.1.5 Yavd, K, BHEHEEXWOTHLHERT)
I, AL, ERERENH OO IZGEIIE, EDICETRLEZIT ) =
Lo [9.1.4, 9.2.2, 10.2 /]

11.1.6 tENETRAARE BHAE AR I)
PR, B, CK BF I R ORI A7 v e BR 2R L T DR
RBEIEDS & D DTS EIIE, bGPk L, BURAEETTH 2L, £
7o, BARUTRMRIE (- X 5 SR REE ORIEICEET 5 2 &,

.17 &h Yo L GHEARR)

11.1.8 FEAR A
OISR, OEMEIEORNERY S o s Z endh D,

11.1.9 SRmBkEd. BmBkiEd. f/hrRiEd (O30 bR

11.1.10 {E 1 4 (BHEEABH)
ik, ZEMER, mit. FORX, BRET, L8, EEEEENH 5D
NI EIZIE, &G a2k U, WORREE21T 5 2 &, FERIEIaRT OBE
ThHHHLNRT W,
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1.1 EXTENMER
1 1E S B 7o LainfE AR
R, BACRR, TR,
MHOEOLNDZEND D,

M, g

PR EF 2O KT B U ¥ A ME

=11l

(2) zDtDEIER

11.2 Z0toEI1ER

0. 1~5%Aifi BEFEA
FERERREE R | BER. O FV, AR, R Hig, IRR
TEBR 2R e, BT, s AR (RS . B
THibgs AR, Mk - s, B ARRE, | A%, TR, 1
Rt
JFF ik JTESRERETE (AST L&A, ALT L&, | A
LDH |k 57-%%)
T Mk BUN b&., 7L T7F=vEH
B ®Z. €I B, STALEE, eRlE, AT
BE., ALBE
g IRIERIAD . ~~ ~27 U > MET, | &ifi
L FRERIE %
Z DA, ETY ., EBEER. BEJE/EYT. | SNk, R BRREE . L OWU.
JE, e, oL A7 a— vk | IREER (03 A, BAERS) . BE
. CK ES-. i pREEE L5 . hRERE . LM EELE. PR
£

9. BRRBRERRICRITTZE

I

RS

=

AR L

10. BERS

AR L

. BRALOIE

14 BRLOEE

14.1 RHIRZAEFOER
PTP WAL DFHANI PTP > — F BV HU TR 5 L 55845 2 L. PTP
= FOBEIT LY | EOGLAT A EEREA~FA L, I ZAEB LT
HEhRImREDO BB R AIHEL IS D 2 &b 5,

12. ZDOHOEE

(1) BEPREERIZES < 154
KPR L
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(2) JEEREREASRIZE D <158
B L
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X. JRERPREERICBII HIEE

1. FEEHER
(1) EhIEAER

( TVI. FEHHEBIZBIT 2HE ) 28)

(2) REMFEERR
VAR L
(3) ZDOMOEBHB
HL R L

2. HEHER
(1) ERRSEEHER
REERR L
(2) REHRGEMHAER
REER R L
Q) Ei=EERER
EEER L
4) AARMERER
EER R L
(0) EEFRAEFMHR
U EER L
(6) BATRIBIEFER
EER R L
(1) Zoto%srstt
U EER L
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|

EEMNEIHEICET SEHE

. BHR S

gl K mY A Z U KEE28mg [A— T HUGEEEIERD
mHLE K BESOmg [A— T IFEEIRY
gL KBE 100mg [A— T | ALJFZEE SR
W) FEE-EEOLGFEICIVERTA L

BEESy e AF Y A GBS L

. AR
3 4F

. BRERETOE
FEIRLRAF

. RV EDEE

20. L EDEE
PREMZ IR AT TRIFT 5 2 &,

. BEMTEM
- BEMERLTARN FY
- K<FTvoLEY :HY
- BEHEEZE AV
ez KbE T4 — 7| 2T ZMEOEBE I )

—HB5 - ERE
[l —pK3E © = 2 —n1 Z L BE 25mg, 50mg, 100mg
[l BT UFT oV NRBRENEE (D T2 R T oL,
SNV E L TIIYNE S FNATILE L A RFE Y I
AN E TN ILE )
. EffEAEEAH

19944 9 A 2 H
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8. WERFTARFABRUVARES EMELRHEAB REMIIKEAR

9.

10.

11.

12.

13.

L7au,
KEI—FK
. JEA S SR AL HE | L 7 MR AL
MR7E4 HOT9 - : o :
PR EHR G = — R VAT Lha— R
oYL & K BE 25mg [A— T ] | 121389803 2149039F1015 622138901
Y& K BE50mg (A — T ] | 121390403 2149039F2011 622139001
oL K BE 100mg [A— ~F | 121391103 2149039F3018 622139101
14, RIRHEHH EDERE
AHNIRIRZIRE EOBRIEILTH 5,

. LB IR B s AT FE IR Hz7E PR 4h
B&JLZI EEH A %wu%ﬁ Qzﬂ A QEE H

B%/V&VK?E 201245 2 H 15 H| 22400AMX00478000 |20124E 6 H 22 H|20124 6 H 22 H
25mg [ A —/ T |

B%/V&VK?E 201245 2 H 15 H| 22400AMX00479000 |20124E 6 H 22 H|20124 6 H 22 H
50mg [A—/ T |

Bﬁ-/v&\/Kf% 2012 4F 2 H 15 H| 22400AMX00480000 |2012 4F 6 H 22 H|[20124F 6 H 22 H
100mg [A—/ 7 ]

HREN (L3N REM,

BINEEH H

RAERVAEXEENMFOEABRUZOAR

20124F 7 H 18 H

IBIMAE

EE - R

Ri% - A&

BE

SMERXRVCEBRERS 2
RMERRICEH 1T DFERBE

W, AT e v 2o h ) Al L Chimg &2 1 H 1
B O E3 %, 7ok, MEEZ AR5 1 H 100mg %
THETZ%, L, BECMEKRTEZEZTBZN
D> 5 B TIL 26mg M HREZBRET 5,

BEERR BHMBERAKRFEABRVEZOAR

ML

BEEHM
Y LR

RELRFIRICE T 515
AFNZIZAETBREDED D THREMIFEIC LRAR T ATV D ERES] 125%Y
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X 1. X#k

1. BIAXHE

1) ORIFFG TR &R Wi e B (BE 25mg) (2012 4F)

2) KRS TEMNSHE HENERL B EE R (B2 50mg) (2012 4F)

3) RJFHSE TR AE AEPER - W EEelER (B 100mg) (2012 4F)

4) RGN TS AENEER . &P A7 305 (BE 25mg) (2018 4F)

5) RIS TEMASHE HNER : & Wk 7R (52 50mg) (2018 4)

6) RIFFES TFEEKAS FENEE - &R AFH R (FE 100mg) (2018 4F)

7) ORI TRt AR s B (8 25mg) (2011 4F)

8) NIFHEMn TS AEPERE - I Rl ER (BE 50mg) (2011 4F)

9) RIFH S TS AEPER IR (B 100mg) (2011 4)

10)  KRJIFEEA TS AENERE : BHS%OE B AR R 55— i & e

AT OUNT (2012 4)

11) Ksfamdth - Br3E & BRR 2012 ; 61 : 671-691

12) HKEM : EFOHPIH 1995 ; 172 : 785-823

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

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

15) RENAAL 5 (== —nm & U8 : 2006 4F 4 A 20 HAGR, HGHEEEMEE K. 1)
16) -\ SE B AR st IS 2021 @ C6319

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

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

19) Wong PC, et al. : J Pharmacol Exp Ther. 1990 ; 252 : 719-725
20) Mizuno K, et al. : Eur J Pharmacol. 1992 ; 215 : 305-308
21) [ AR - JEARE & BRIR 1994 ; 28 : 40634073
22) Wong PC, et al. : Hypertension 1990 ; 15 : 459-468
23) Wong PC, et al. : J Pharmacol Exp Ther. 1990 ; 252 : 726-732
24) Bovee KC, et al. : Am J Hypertens. 1991 ; 4 : 327S-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 : 40-49
28) Sasaki M, et al. : Life Sci. 2004 ; 75 : 869-880
29) Pollock DM, et al. : J Pharmacol Exp Ther. 1993 ; 267 : 657-663

30) ECAFML ¢ BEAHEER 1995 ; 26 : 671-684

31) TECAFM - BRI 1995 ; 26 : 685-696

32) RIFSES TEMASH AEWNEER - W0 S 0EER (52 25me) (2011 4F)
33) RIFSES TEMASH AENEE - AW r0RE S 0EER (52 50me) (2011 4F)
34) RJFEIRG TS NGRS R S0 ER (BE 100mg) (2011 4F)
35) [FA[EPEHLf - JEEEMIESE 2017 ; 47 1 1353-1355
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36)
37)
38)
39)
40)
41)

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

PRI - HE VL B PERHm AR RS

MEGE 2021 ; 29 : 49-54

Spence SG, et al. : Teratology 1995 ; 51 : 383-397

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

IEHES M BRESE 1994 5 10 ¢ 157-171

)11 354t - BRIKENT 1995 5 11 : 247-264

AeMEE MRS (=2 —a Z U 8E 1 2006 4E 4 H 20 H/KZR, H BB RHTEE

~.2.1)

WS CORE (=2 —1 # U BE 2006 4F 4 F 20 H K., HE5EBHMTEEE~. 3. 3)
MO (= o — 1 X U 8E:2006 454 B 20 A&, HEEEEHEE A~ 1.1.1)

RIFHE i TR At
RIFHE i TR AL
RIFHE i TR AL
R TR
RIS TR A
RIFHE i TR AL

2. ZOMOBEXH
AR L

FENEEE
FENERE
FENERE
FENEE
FENEEL
FENERE

_4‘]_

Bttt ooz e MR BR (B 25me) (2012 4F)
Wit D2 E MR (52 50mg) (2012 4F)
it D2 EMERER (BE 100mg) (2012 4F)
28 miE M RRER (B2 25mg) (2011 4F)
28 miE M RRER (B2 50mg) (2011 4F)
TR I MERER (B2 100mg) (2011 4F)



XI.3EZEH

1. EHENETORTRKR
ARFNTHESS TITFETE S AL TUVRYY,
W, B Z U AREIE LTS TIRGE S LTV D,
(2023 4F 12 H 5

2. BB SRR XIEER
RN
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XII.

o]

. BAAE - REXZIEICIEL CERKHIEZTSI12H-> TOSEER

AREOERIZBET 21EE  REICIFEKREZZ T TW R WEICEET 2R NG £ 5,
R AFEEPHEL L CORVANRLEEINTE Y, H ETHLRIMIN TV HBRS
ETHEONEREZEREL LTIRR LTV 5, EREEENKHEETN 2R+ s BT
DBEFERTHY ., MTEOAEEZRTEHDTIHR,

(FOHARIL - TP EIRS OMRFEERIEMTEENCEE T 2014 R 74 BT 5 Qe
IZOWT(ZD 3) ) HFIE9 H 6 B EAEE RS « ATGAA RS - FREE
KRR

(1) Hp 4

IOV TIRAE L, e MR (MRIR, MERER, E8) 21T7-o7,
L4 2 K §E 25mg, 50mg, 100mg [A— N7 |

BRI i R
25°C, 60%RH, 1 % H (G - B 2TEZRL,
(2) HilE - BAMRUBEREF1—J0&EBME
AR TT1E
A i v AR )

T A AR —DER N ERERY, T AR —NIZEE 1 BEE AT
EARNCERL, T 4 A —ITK) 55 CDIRG 20mL &2 W WELY | fHden#FHE%E L
T 5 BERIET 5.5 DBITT 4 AP —%FC 90 BE 15 (HE RS L, HhiE.
IR OIRIEZBEET 5, b DRITHE LR WIGA. S 6125 oHER, RO
TEZAT 9, 10 2 [HE LT H AE - L 2 WGE . EflE 2 —7 ¢ U 7 LT
N T A4 AN —NIZ AN TREROBIEZ TV, FE- IR OREBABIZE T 5,
(i PR )

AR T O NIRRT . 7 4 AU —IZRWIRY | BRET 2 —T7 D
HEANIGE D 2~3mL/BORETHEAT D, Fa—71F_y FEOEZEZBEL, K
WHFFASG D 3 57D 2 KT L, s (EAN) &2 30em D Sty hL, Fa
— 7 (A X ;8 7 LT OimiEtt 2 BET 5,

BB, 8 ZJLyFOFa—TEERLAVESILZ, 18 7Ly FOFa2—TEHN
TIRERIC HIEE 2 #5215,

1) Y% o KEE 26mg [4— 7 |

BN WRES AR S v e R AR HE
10 53 CIEBEICARE Lo 7,

r (25 43 fEICHABE - f&iE) Fa—T@T7LrF)E | .
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