2026 4F 4 HUGT (BB 4 O HAEEHERG S JH & 5 872149
E#HMA VA2 — T 4 — L
H AR BESEAIRT 2 o 1F SCdZERE 2018 (2019 EHEHTAR) 1CHERL L CTHERK
BHEMEATI LT Z2—70y h—

TP ILR EE
7L 10mg [ TCK]
7VILYIL X 3E 20mg [ TCK]
7Y ILZ EE A0mg | TCK]

AZ

ILSARTAN Tablets [ TCK]
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e lomg : 1$EhIC 7T oIk v % Iomg BET 5,

Bt & B | $E20mg: 1EEHICT I A A X v E 20mg BT 5,
B 40mg : 1 SEFIC T NI L X VB Amg BHT S,
B i 5 M4 : 74z (JAN)
4 ¢ Azilsartan (JAN)
Bl ko K R AE A H | BLERGe&EFEHH 1202442 H 15 H
O K e N dR | SEMEAMENEFEHH 2024 6 H 14 H

- Wkge Bl 4 F A H

W& H H: 202456 H 14 H

s ko (g A) -

4t FCI0 < L A
R I 2 fhEloet  RE[L RSt
ETETERR
A ## s

Ml v & b &

o3

|

RELE Rt 3R - iR
TEL:076-247-2132 FAX:076-247-5740

PEIEBEFRE 1) 1R
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IEER D 729 O, B R BH T T O 72 OFFHRE DS LR X 72 MG 1 7o 1] o 12 35 5 i
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FRORE

TYNP & VEE 10mg [TCK] /$€ 20mg [TCK] /$E 40mg [TCK ] 13, REAL R &4t
DHRFEEHG E LCHFZRE L, FEK 1121525 Q0144 11 H21 H) cikox, K
WHIFE L. 2024 42 HICHKRZ1F T, 2024 5 6 HFRIEICE o 72,

% 72,2026 4 3 HiC 6 kA Lo/ T8 2 5k A b 6 iR o /NI 3 2 HiE R CTHE OB
MK X N7z,

2. HROARFNEE

KFNZ, TOVIANR GRS L T 5FHiEAT L 72 —T vy h—ThH 5,
FaEWEFHE LCod v, B, hAh Y v o bR, mHREE RS, THI. ALT. AST @
5. BUN, Zv7F=vo b, fif CK EA2H 2, ERARIEMAE U<, MEERE,
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II. %#rRICEEd 3IEE

B354
(1) M : 7Y H A% v 10mg [TCK]
T YRV EE 20mg [TCK |
T YNV EE 40mg [TCK |
(2) ¥4 : AZILSARTAN Tablets 10mg [TCK |
AZILSARTAN Tablets 20mg [ TCK |
AZILSARTAN Tablets 40mg [ TCK |
(3) &FrDHk
AN TR 2 — IR+ AT + &+ B

—f& %
(1) Mg : 7Lz (JAN)
(2) ¥4 : Azilsartan (JAN)
azilsartan (INN)
(3) RF L : TvIAT vy v I ZHRIREYH ¢ —sartan

3. BEAXITMER
BE

/_ CHs

1070 OQ

-y N
O

4, DFRAKRUIDF=
DT ¢ CasHagN4Os
DT E 45645

5. {bF%& (dv&iE) XIETFE
2-Ethoxy-1-{[2'-(5-0x0-4,5-dihydro-1,2,4-oxadiazol-3-yl)biphenyl-4-ylJmethyl }-1H-
benzo[d]imidazole-7-carboxylic acid (IUPAC)
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1. YECENMHEE
(1) HhER - Mk
H ikt oMK TH 5,
(2) A%
AR =T RREITIC K & 7 =1 (99.5) ICEFIC < L KITIF E A LT 7w,
(3) BTt
M ER R L
(4) Bl (DS, Ha. HRES
M ER R L
(5) BIEHEMRETL
FZUER R L
(6) DEFREK
FZMER R L
(7) Z Do E B RIEE
FZUER R L
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(1) FFEDX5

IV. ®HFICEET3IEE
1. I

$H (74N ba—F 4 v 25

(2) BHDHNERR IR

N 4517 B
ety p — ,
EfE(mm) | EX (mm) | E&E(mg) illiz
TN R VEE @ BEEAREZ 4 4L
10mg [TCK | a—TF 4 VITEE
8.2x4.7 3.2 105
s . e 5 WoRte 7 4 v 4
T NP R VR @ &E Ny
20mg [TCK | .
9.1x5.1 3.3 135 (EIRRA D)
- — W7 4NV L
s L I/ﬁ N \’,., 49 49 p,i ==
TN R S 4,, — QD N
40mg [TCK | 4
9.1x5.1 3.4 135 (EIRRA D)
(3) #Aa—F
&L
(4) BF DY
LBk L
(5) =D
BARRANE
2. HHI DR
(1) B8 CEMERD) OEERVRNE
WR5E 4 Hrhasr (1 gEd) Al

TN LR EE
10mg [TCK

TINH R 10mg

FLEOKFIY), e FrfvTrEe Lt
o —2 KY Y x— | 80, fKiE
faffe Fefy Suovrtwinm—
A, ATTYVVEE~IT AV T L, &
TuAn—R JTVEF) T,
f{bF 2 v, 210, EE="t
B, = Wbk, ArFTuosuoy




ionEd

wRIE (1 8EH)

N1

TINY LR VEE
20mg [TCK |

T Y NHIL R Y 20mg

FLEOKFIY), e FrfvTrEe Lt
rua—2, KY Y r~—} 80, K&
faffe Fefy Suovr ko —
A, ATTYVVEE~IT AV T L, &
TuAn—R JTVEL) T,
flbF 2 v, 2z, = LS
HAAF T NT Y

TN R VEE
40mg [TCK |

T Y NF R 40mg

FLEAKAY), e Fefso itk
ra—2, KY Y-} 80, K&
fafe Fe*s Yo ero—
A, RATT IV Vi~ T AT L, &
TRAR =R T VIBEN) ZF L,
feftF & v, 212, EEa= "t
g, AnFy Ny

(2) BREEDRE
&Y L7z

(3) #E

FY L7z

3. RIBBARDERKRVEE

BAAANE

4, 7

&Y L7z

5. BAY S AIEEME D B % 3RHEY)

HLER L

6. HAIDEERHTICEITDLEMN

AERIEHH & UKLk
ABRIE H B
PEIR 10mg : MEERBD 7 4 v ba—TF 4 v I

20mg : WK OREEHRAY D7 4 v La—F 4 v 2
40mg : HOEDOMEERAY D7 4 v ba—TF 4 v 7fE

fite 2R st B LRI A~ 7 b oL
kG © IR 250~254nm ([N DIGA & R 3




A BRIE H B
ol i AEHRR O 7 Y H v & ikt 2 MR FRRFRERY 0.61 @ v — 7 g
R YE) . BRI O T AP L X v Ov— ZHED 45 L) k& L. 3
BRAE DA SRR 1.25 @ v — 7 RS IEERK O 7 V3L &
YO —27MED 12 XYV REL 2L, AR T Ui v RO
RSO v — 7 HEIE. EREEROT AP VX DY — JHED
15 XV RELS R, 2, RO T A2 v dto e —27 0
ARt IR, EEAROT AL Z v O —ZHBD 155X 0 K%
A
A — HIEAEIX 15.0% % 2 70
(HEE—M)
B 10mg. 20mg : 30 S [E DAL 85%LA L (% Fovik, dHIEERSS 2 W1,
50rpm)
40mg : 30 7l DIEHF 1L 80% A | (% F vk, I HEERES 2 W), 50rpm)
iE &= FRED 95.0~105.0%% &L
< PR EHER >

@7 Y& VEE 10mg [TCK] V
RAE LM - 40°C. 75%RH
TLEEFZRE - PTP @l

ARG R
Br AR IRE 1 /1 H% 3 A% 6 51 At
Mk PNy plie plie PNy
fite 52 ek pley pley
b T pley ke ke pley
BIF—1 pley pley
B pley ke ke pley
e 100.6 101.3 100.2 99.4

JE B
101.0 101.0 100.1 99.3

(%)
101.1 101.8 100.5 99.8

leylt n=3 38wy}




@7 VY& VEE20mg [TCK] 2
RESE £ 40°C, 75%RH

==

TAEIZHE © PTP 3k

ARG -
BiARH 1 7 Atk 3 A% 6 71 At
EZN £y £y £y £y
fifE R AR e e
R R T T o 1
BRI — 1 T e
wHTE A T £ e
e 101.3 101.0 100.4 98.8
AEE
100.5 101.4 100.2 99.5
(%)
100.0 101.2 99.9 100.0

Iyt n=3 3wyt

eR =
Al B R
BHARH 1 7 Atk 3 A% 6 71 At
EZN T £y £y k)
fifg R RABR J
MR RABR i £ k)
BRI k)
BT J £ i £y
e 101.3 100.4 100.1 99.1
AEE
100.5 100.6 99.9 100.0
(%)
100.0 100.9 99.9 99.7




@7 VY& VEE40mg [TCK] ¥

RE S - 40°C. 75%RH

TLEETLHE © PTP €L

SRR B
LSS 1 7 H% 3 A% 6 71 B
(LT A i i pley
fifE R ER PNy PNy
i i Fl LRy plie Pl PNy
BIF S —1E PNy PNy
wHE LRy plie plie PNy
e 100.8 100.7 99.6 99.6
T &
101.3 101.2 98.9 99.0
(%)
100.6 101.7 98.5 98.5
Iy b n=3 3y}
RS - 40°C. 75%RH
TEEIERE : N
SRR B
LSS 1 5 A# 3 A% 71 A #
(E27N A ke ke pley
fite R EA R pley pley
b pley ke ke pley
B —1E pley pley
wHE pley ke ke pley
e 100.8 100.7 99.7 100.2
T &
101.3 100.6 99.1 99.3
(%)
100.6 100.1 100.0 100.1
Iyt n=3 3wyt
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<EIETOLEM>
SERE 11 48 8 A 20 HAH e « 71 7 A Kl fECL DR BE C oL EREEIC O WT (BH) |
(HAJRBEERIET ) #5& 1, EuEREORBRZ1T- 72,

@7 U R VEE 10mg [TCK]J

FEH
RIFStE AERTEE Btk
BrlGIRE 1 #H 2 5 H 3% A
WEERE D MR oD
EN 74NV 7 4NV L 2l | 2l | Bkl
a—5 4 VI a—F 4 VIR
B 20N BLE 62 72 68 65
N) (%)
RRT0.61 (<0.8%) 0.16 0.24 0.32 0.41
40+2°C ) RRT1.25 (<0.5%) 0.08 0.13 0.18 0.24
FEl o Z Dt SRS
o | CERRITE) 0.02 0.04 0.06 0.08
SR (<0.2%)
(%)
Tz DR 0.29 0.46 0.63 0.84
HEF (<1.5%) ' ' ' '
kT2 |30 7M. 85%LLE 97~102 98~101 | 97~100 | 96~100
(%) (/M ~ K fiE)
TR
95.0%~105.0% 100.4 100.0 100.4 99.8
(%)
WEERE D MR oD
Tk T AN A 7 4 VL Z2eiml | 2kl | Bkl
a—5 4 VI a—F 4 VIR
B 20N BLE 62 56 46 55
N) (%)
RRT0.61 (<0.8%) 0.16 0.17 0.19 0.22
25+2°C
o RRT1.25 (<0.5%) 0.08 0.09 0.10 0.12
. FF75i5%RH Y = o o
b 171 I=
e | CEgE) 5 0.02 0.02 0.03 0.03
(<0.2%)
i) (%) -
7Yz DR 0.29 0.31 0.35 0.40
&HEF (<1.5%) ' ' ' '
ks |30 7M. 85%LLE 97~102 100~101 | 98~101 | 97~100
(%) (/M ~ A AH)
JiEh =
95.0%~105.0% 100.4 100.7 100.8 100.9
(%)
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RS

RIFStE AERTE H Btk
BrlGIR: 60 J7 Ix * hr 120 J7 Ix * hr
WEERE D M AR E D
PEIR 74N L 7 4NV L b L it L
a—5 4 VI a—F 4 VIR
T g > 1 20N Bl E o 70 6
(N) (%)
RRT0.61 (<0.8%) 0.16 0.16 0.15
25+£2°C o | RETL25 (<05%) 0.08 0.08 0.08
60+ 5%RH| PEAEAS ;
i Z Dt DFEFE
4000Ix/hr | CEEE) f *fz% 0.02 0.02 0.02
Bel ik (%) (<0.2%)
Tz DR 0.29 0.29 0.28
&HEF (<1.5%) ' ' '
WHE2 | 30 4R, 85% LA 1 o7~ 102 00~ 104 100~103
(%) (F/IME~ K AH)
yichiee
95.0%~105.0% 100.4 99.3 100.2
(%)
*1 n=10 OFHEfHE
*2 n=6
@7 LR VEE 20mg [TCK]
RIFStE AERTE H Btk " - — —
BrlGIRE 1 #H 2 5 H 3% A
(7 ONEI2) (ZOINEX)
A EIRRA D © W ERA Y D
PEIR L | el | 2kl
74N VD DIPN
a—5 4 v IEE a—J5 4 Vg
B 20N BLE 78 80 75 58
N) (%)
RRT0.61 (<0.8%) 0.12 0.15 0.19 0.22
40+2°C
‘ : ) RRT1.25 (<0.5%) 0.06 0.09 0.11 0.13
W DR foli e SR PRRyTp———
[aaw | EgpE) P 0.01 0.02 0.03 0.03
(%) (<0.2%)
7z Uk 0.21 0.29 0.37 0.43
Haf (<1.5%) ' ' ' '
EEET 30 7R, 859 BLE 101 99~101 | 100~101 | 99~100
(%) (/M ~F A AE)
JiEh =
95.0%~105.0% 99.9 98.7 99.2 99.7
(%)
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R
RESME ABRIE H FERS - - —
BrlGIR: 1 #H 2 5 H 3% A
(£ GINEND) WaR D
M ERRA D © MEERRA D O
(EN 2zl | 2el | Bkl
7 4L 7 4L
a—5 4 v IEE a—7 4 VI
R 20N BLE 78 56 50 55
N) (%)
25+2°C RRTO0.61 (<0.8%) 0.12 0.13 0.14 0.16
75+ 5%RH 3 RRT1.25 (<0.5%) 0.06 0.07 0.08 0.09
wig|” N s 7
D o % Dt O FRWE
(EmE) 0.01 0.01 0.02 0.02
B (%) (<0.2%)
(0]
Tz DR 0.21 0.23 0.26 0.30
&EF (<1.5%) ' ' ' '
ks |30 7M. 85%LLE 101 100~102 | 100~101 | 98~101
(%) (M~ Fe KA
E =
95.0%~105.0% 99.9 99.2 99.0 99.4
(%)
R
first: | AsmEe Btk a
BrlRIRe 60 /7 1x * hr 120 /7 1x * hr
(Z O] WIRt D
M ERRA D © MEERRA D ©
LEN X[ QP 7L
7 4L 7 4 VI
a—5 4 VI a—F 4 VIR
T g > 1 20N A | - 74 7
N) (%)
25 +92°C RRT0.61 (<0.8%) 0.12 0.11 0.11
RRT1.25 (<0.5%) 0.06 0.06 0.06
ﬁ%6xxﬁflﬁgﬁ% %@%@%@%;
xX/nr 7] =
CsRWE) > 0.01 0.01 0.01
FEU2S (<0.2%)
(%)
Tz DA 0.21 0.20 0.21
&t (<1.5%) ' ' '
WHE2 | 30 4. 85% LA L o1 03~ 104 102103
(%) (F/IMiE~ e K AH)
SEHE
95.0%~105.0% 99.9 98.7 98.7
(%)

*1

*2 n=6

n=10 OFHfH
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@7 LR VEE40mg [TCK]

foti B
e Qs AERTEE Btk
BrlGIR: 1 #H 2 5 H 3% A
HED oD
mEEIREA Y © MEERRA Y ©
EN 2l | 2l | Bkl
VD DIPN 74D
a—7 4 VI a—7 4 vV IEE
B 20N BLE 90 95 65 83
N) (%)
RRT0.61 (<0.8%) 0.09 0.11 0.15 0.17
40+2°C
: i RRT1.25 (<0.5%) 0.05 0.07 0.09 0.10
mE | i P S Py——
Kaaw | EgpE) I 0.01 0.02 0.02 0.03
(<0.2%)
(%)
Ty Uk 0.17 0.23 0.29 0.34
HEF (<1.5%) ' ' ' '
ks |30 7M. 85%LLE 99~101 98~100 | 100~101 | 95~98
(%) (/M ~ A AH)
JiEh =
95.0%~105.0% 97.2 97.6 99.6 98.2
(%)
D oD
T ERA D D W ERA Y D
LERIN Z2eiml | 2kl | Bkl
7 4L VAN
a—5 4 v IEE a—F 4 VI
B 20N BLE 90 62 60 65
(N) (3%)
25+2°C RRT0.61 (<0.8%) 0.09 0.09 0.11 0.12
75+ 5%RH ) RRT1.25 (<0.5%) 0.05 0.06 0.06 0.07
w0 | MR ‘
WEE , Z it D fEFYIE
(ERYE) 0.01 0.01 0.01 0.02
BrIfiL (%) (<0.2%)
(0)
7z Uk 0.17 0.18 0.21 0.23
& (<1.5%) ' ' ' '
AR | 3057, 85%LLE 99~101 98~100 | 97~99 98~99
(%) (/M ~ oK fiE)
EE
95.0%~105.0% 97.2 98.2 98.0 99.6
(%)
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AR
RIFStE AERTE H KM
BrlGIR: 60 J7 Ix * hr 120 J7 Ix * hr
HED oD
MEIRRA Y D MEERA Y ©
PEIR 2L b7 L
7 AN 74NN A
a—F 4 v IEE a—7 4 VIR
T i+ 1 20N LA E %0 o4 .
(N) (%)
25 42°C RRT0.61 (<0.8%) 0.09 0.09 0.09
RRT1.25 (<0.5%) 0.05 0.05 0.05
S |00FSPORH e :
40001x/hr | Z Do fEFRYE
(Egmg) 0.01 0.01 0.01
ik (<0.2%)
(%)
7z Bk 0.17 0.17 0.18
HEF (<1.5%) ' ' '
WHE2 | 30 4R, 85% LA 1 09101 101~ 102 100~102
(%) (M~ Fe KA
yich:s
95.0%~105.0% 97.2 98.8 98.9
(%)

*1 n=10 OFEHE

*2 n=6

7. AEERVBREBEOREM

&Y L7z

8. b & DECAE(L (WEILFMEL)

HLER L
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9. AHM

<SBHEHICH T BB >

@7 VP& vEE 10mg [TCK] ¥

BRI DAY ER SRR T A ¥ 74 v GRAESKEF 0319 45 1 5. 2020 4£3 H 19
H) 27 o ad & v iE 10mg [TCK) GABREA]) &7 U 3§ 10mg (FFEHERIA]) L o
BB O IR Z 1T o 745 R, & CoBEHRBEF s CRESEERERT A F 74 v oiEH
ZH) OO YESEIHEA L 72,

i
OpH 1.2 (#8457 50 [5]#%)

FRHEBUH ASHUE & N 7= 3RABRIRE R IC 3513 2 PR © 172 O PR E %78 37582 7

(15 99). BOHUE & 7z iR BRmEE (120 43) iIcs T, SREBREUA] 0 P35 74 HSR 3 A HE R
H DR R 9% D HiFH I b - 7z,
OpH 5.0 (#4550 [e]i)

FEHEBUH ASHUE & 7= BRI R IC 3513 2 P © 172 O PR % 7R 3758 Y 7

(30 47) . KOHLE & - lBasf (360 29) 1ICB T GBREA o I HR I pr el
HIl DGR £ 12% D EIFH I H - 7=,
OpH 6.8 (#5750 [A]#5)

2B OfEld 44 THY, 2P ETH o7,
Ok B4y 50 [A1#%)

FRHEBUH AHUE X 72 RABRRE R IC 3513 2 I HEE @ 172 O PR E % 7R 358 7

(1541). KRUHUE & /- iRBRR (360 43) 1Icd T, SBRELH] o A R (3 A e &l
F DGR R £+ 12% D #EiFH I B - 7=,

. B4 50 MERoFHERIC B T, B4 100 MlEE CHRER A FiE T X & pH6.8 DRk T
FEHERIFE GRBREIA & BT 30 SrLANIC Y 85% LA EEH L2 & 206 [RISEMERER 77 4
N Z A4 vichE g5y 100 [Blis 0 5Bk % A L 7=,
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FEEHE (%)
T ) 5E FREfH - FHEHEED
AR SE N TOAYA RV o
(73) TN NEE 10mg 7= (%)
10mg [TCK]
15 13.7 21.6 +7.9
pH 12 | 50 [Al#5/4
120 335 39.2 +5.7
30 36.4 472 +10.8
pH 5.0 | 50 [Al#5/4
360 69.2 78.5 +93
15 535 74.1 +20.6
pH6.8 | 50 [aldE/5) 30 91.0 100.1 +9.1
2B DOEIZ 4 THY, 428 F
15 24.1 36.3 +12.2
7K 50 [Bl#E/5>
360 554 67.5 +12.1
(n=12)
pH 1.2 (547 50 [AlHiz) pH 5.0 (25> 50 [AlHx)
120 ¢ 120 ¢ —e— T IUNYILR R
. | 10mg [TCK
100 —e— T UIILHILEZ VIR 100 Tg ‘\MJ
5@80 | 10mg [TCK] —0— 7 T IL/REE10mg
Hj60 —0— 7 P IL/NEE10mME
40
%
20
0 (J 1 1 1 | 0 1 1 1 1 1 |
0 30 60 90 120 0 60 120 180 240 300 360
AHER (D) AHER (D)
(n=12) (n=12)
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pH 6.8 (453 50 [H14x) K (57 50 [Al6R)

120 120 r —e— T IULYIL R R

100 | 100 | 10mg [TCK]
—0— 7 Y ILN$E10mg

w80 ¢

tH 60

—— T VLY LR IR

fw 10mg [TCK]
% —o— 7 ¥ IL/NEE10mg
~20
O (‘J L L |
0 15 30 45 60 0 60 120 180 240 300 360
BHERE (9) BHERE (9)
(n=12) (n=12)
HEHHED
B4 2 ¥

@7 UYL & VEE20mg [TCK] ¥
HFEEHE T O LY A RIENER A A F 74 v GEAESEEF 0319 55 1 5. 2020 3 H 19
H) w7 Y s 2 v iE 20mg [TCK | GREREIA]) & 7 2 §E 20mg (FEHERIA]) & o
I DI AT o 7oA R, R ToBEHEBRSE I B » CFEFERABRTA F 74 v o
ZEB) DAL D HIEFHEIEA L 72,

i
OpH 1.2 (4857 50 [B]#z)

FEHEBUA) AHUE & 72 RABRIRERE]IC 3513 2 VIR HE D 1/2 O VIR % 7R 37582 7 R

(1597) . MOHUE & n-akBRef (120 29) icB < GBI o P27 iR | L e il
#l DR HR £ 9% D FiPHIC B - 72,
OpH 5.0 (4857 50 [B#z)

FEHEBIA AHUE & 72 RABRIREREIC 3513 2 I HE D 1/2 O VIR % 7R 375802 7 R

(1597) . BOHUE & n7- kBRI (360 79) 10 B\ T GRBRELA o0 - ¥ 7 iR | L e il
il D3 7 R £ 9% D HFHIC & - 7=,
OpH 6.8 (4857 50 [B#x)

2B DMEIZ 46 TH Y, 2LAETH 572,
Ok (4843 50 [B]¥z)

BB DI BUE X 072 BBRIRE RSN IC 35 1) 2 VIR © 172 O AR 2 78 37582 7o ki i

(10 3) . BOHLE & N7z ik BalRefE (360 47) 1IcB T, lBREIA] 0 157 S 1 A e Al
il D 7 K £ 9% D HFHIC & - 7=,

¥, 5 50 MEEO BRI BT, 5 100 [HEE CiER 2 LT~ ¥ pH6.8 Db T
fae ] GEREIA & 1T 30 S LAPNIC Y 85%A B L7z 2 L2 b RIS MERER 7 4
K Z 4 vIicfEvigsy 100 [B15E D R ER % H % L 72,
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FEEHE (%)
e ) 5E FREfH - FHEHEED
B N TN R VEE N
(73) TN NEE 20mg 7= (%)
20mg [TCK]
15 10.0 12.8 +2.8
pH12 | 50 [Eliiz/5
120 18.4 20.4 +2.0
15 15.8 22.9 +7.1
pH5.0 | 50 [Eliiz/ 5
360 38.0 45.7 +7.7
10 535 78.4 +24.9
pH6.8 | 50 [aldE/5) 30 96.5 100.1 +3.6
2 B DfEIZ 46 TH Y, 4281 E
10 14.6 17.8 +3.2
7K 50 [Bl#E/5>
360 30.0 32.6 +2.6
(n=12)
pH 1.2 (547 50 [AlHiz) pH 5.0 (25> 50 [AlHx)
120 ¢ 120 ¢ —e— T IUNYILR R
. | 20mg [TCK
100 —e— T UIILHILEZ VIR 100 Tg ‘\MJ
:§80 | 20meg [TCK] —0— 7 T IL/REE20mg
Hj60 —0— T P ILNEE20mg
40t
%
20 L
0 (J 1 1 1 |
0 30 60 90 120 0 60 120 180 240 300 360
AHER (D) AHER (D)
(n=12) (n=12)
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pH 6.8 (453 50 [H14x) K (57 50 [Al6R)

120 120 - e TULY LA

100 | 100 | 20mg [TCK]J
—0— 7 Y IL§E20mg

w80 | w0

t 60 —e— TIULHIL LR Heo

fw 20mg [TCK]J
% —0— T ¥ ILNER20mg
~20
O (‘J L L L |
0 15 30 45 60 0 60 120 180 240 300 360
BHERE (9) BHERE (9)
(n=12) (n=12)
HEFHE D
08 5 8 ]

@7 VP& vEE40mg [TCK] ©
BRI A DLW RISEMRER A A P74 v CGRAESREF 031955 1 5. 2020 £ 3 H 19
H) e 7 sz v §E 40mg [TCK] GRERELAD) & 7 o 8 domg (FFHERIA]) & o
IHZE O IR Z 1T - 745 R, & CoBEHEBEF s CREWRHERT A F 74 v o
B OO YEREIHE A L 72,

i
OpH 1.2 (#8457 50 [E]4iK)
THEBIF 2N HE X 72 ARBRRERE (120 4) iIc BT, BB 0 A HR 1A HERIE]
IR 9% DHEIFH ICH - 72,
OpH 5.0 (4757 50 [H1Hiz)
BRI DI BUE & 072 BABRIRERE] I 35 1) 2 IR O 172 O PR 2 7R 37582 7o IRf e
(1597). KOHUE & =B (360 29) 1IcdB T GBI o I HisR 1T fr e dl
H DR R £ 9% D HFiFHIC B > Tz,
OpH 6.8 (#5750 [AI#5)
EHERIH] O IR DS 60% K% Y 85%HE & 72 232 7n 2 iR (15 43 R TV 30 49) Icd
T aRBR B o P2 H AR AR HE B o PR + 15% D HIBHIC & - 7=,
O7k (F4y 50 [A18%)
FRHEBLH ASHUE X 7= BRI IC 3513 2 IR R @ 1/2 O VIR EE %78 3582 7k
(10 73). BOHUE & N7z i BRRERE (360 43) 1C s\ T, GRBRELA] O P57 HiR 13 A HE R
Al D R £ 9% D HiFH IC B 5 72,
B, 135y 50 MIEEDERERIC BT, 85 100 [HliiE CiRERE Ehii TN ¥ pH6.8 D BRI T
RS BRI & b 1T 30 PLANIC Y 85%LA B L2 2 &b, RSB 7 A
N7 4 VIZhETES) 100 Bl 0GR % H g L 7=,
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FEEHE (%)
e ) 5E FREfH - FHEHEED
B N TN R VEE N
(73) TN NEE 40mg 7= (%)
40mg [TCK ]
pH1.2 | 50 [al#E/45) 120 9.9 10.7 +0.8
15 10.7 11.0 +0.3
pH5.0 | 50 [Eliiz/ 5
360 222 22.5 +0.3
15 68.2 80.2 +12.0
pH 6.8 | 50 [Hlifiz/ 5y
30 90.6 96.1 +5.5
3 10 9.3 11.3 +2.0
7K 50 [ElHz/5
360 16.6 18.3 +1.7
(n=12)
pH 1.2 (#843 50 [AlHx) pH 5.0 (#43 50 [A#z)
120 120
100 [ Py 79}[/'*)"}[/& \/ﬁi 100+ —.—7:/\\/1/#/[/7 \/@f
280 | 40mg [TCK] %80 | 40mg TTCKJ
" —0— 7 UL $240mE " —0— 7 P IL/35EA0mg
60 60
$ =
40
%
~20 L
0 (‘J 1 1
0 30 60 120 0 60 120 180 240 300 360
AHEE (9) AHEE (9)
(n=12) (n=12)
pH 6.8 (547 50 [AlHx) K (453 50 [A]H%)
120 120
100+ 100 e TUILHILR R
40mg [TCK]
&80 ¢ %80 e
—0— 7 Y IL/NEEL0mE
60 —e— TNV R R Higo |
10 40mg [TCK] 0 |
% —0— T VL NER4A0mg %
<20 20 L AN A~ %
O (J 1 1 | O § 1 1 1 1 1 |
0 15 30 60 0 60 120 180 240 300 360
AHEE (9) AHEE (9)
(n=12) (n=12)
HE HHE D
T £ 8 ]
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10. B - 9%
(1) FEPVLELRRER - B, NEIEHRLES - G%ICET 515K
M ER R L
(2) a%
<TYNAHNZ VEE 10mg [TCK] >
100 $& (10 ¢ (PTP) X 10)
500 $& (10 §& (PTP) X 50)
<T VNP R /EE20mg [TCK] >
100 & (10 8¢ (PTP) X 10)
500 $& (10 € (PTP) %50)
50088 (N7, KU TFL VR
< T UYL X VEE40mg [TCK]| >
100 $& (10 $8 (PTP) X 10)
500 $€ (10 $8 (PTP) x50)
50088 (N7, KU TFL VR
(3) FHERE
YL
(4) RIEBOME

RESIFE me
R 7oL vy T7 4L
PTP 0% TN =T LE

KY)Z7ovry - KYLFL VYT 404

RV LT L VA
Ry vFyy S

>

[
@
W

M. BIERHINDEME
L

12. Z D1t
HMER L

22



V. 7[R9 BIEH
1. MEEX EEHE
=YiyE=ns

2. MEXIIHMRICEET B FE
FEINTW W

il

3. RiERUVAE

(1) AERUVAEDRED

€5 PESTEN

D

‘ﬁ\ﬁk’iTV»%»ﬂV&szm%%lEl@ﬁﬂ&%?%o&k\iﬁ\ﬁﬁ
X VDEEMET 50, 1 HRAKRSGEIX 40mg & T 5,

<mﬁ>

HHL 6 LA L D/NRITiE, 7o & v & L CTRER 50kg K D413 2.5mg. R 50kg

LAEDEAE Smg 1 H 1 BIRRO#S 2 53 2, ik, Fin, KRE, FRC X V#EE
BT % 23, 1 HRAKR G 8 ITARE 50kg KD E56r 1% 20mg, (RE 50kg UL _EDHE 13 40mg
&35,

(7 YNHn 2 v 10mg [TCK], [F$E 20mg [TCK )

<mﬁ>
WEL 2 UUE 6 mARMO/NRICIX, 7YYL v E LT 0.Imgkg (FRA 2.5mg) @ 1 H
lﬂﬁﬂﬁﬁﬁ%ﬁ%Téoﬁﬁ\ﬁm\WE\fﬁ X0 EEIRT 525, 1 HK#ES

¥ 0.8mg/kg (K 20mg) &3 2,

(2) BERUVAEDRERE - R

BUER L

4, HERUVAEICEHET 2 IR

7. BERVCHEICEET 35
RN TlE, AFIORTERN R A ZE L. AFEH O EG ZEEICHBI+2 & &b ic, 20mg
JVIEHE>» SO EET 22 &, [17.1.1 2]

5. ERPRALIE

(1) BBIRT—& /1y =3
%L E R R L

(2) EEPRZRIBHER
HUERZR L

23



(3) AERIGERAR

ElERREEET

D 1R AR SIMTERE 20 RICT Iy x vz 1 H 1R 12 ERRO
Beh L7277 e R - EERIEGBROMSRIU T oL B TH o727,

b7 7 REPEEALIMEZAL RS VI W T OB ERHICE W TH 7T v R GRHIC AR R E
BRD LN (p<0.0001, FEHHE),

b 5 7 BB MUE (mmHg)

B 58 n PLaRHEA Ui A
e 5-Hiifi ZL&E e 5-Hiifi ZiLE

77 kR 82 100.844.21 | -4.1£9.12 %% 160.0+7.66 | -8.2%14.63 i3
TN R ) B

83 100.2+4.07 | -10.8%+7.76 £ 158.5£6.96 | -17.6£14.20%%
10mg
TN F IR

85 101.544.72 | -12.5%£9.60 159.246.71 | -20.5%£13.71
20mg
TN F IR

82 100.4+4.14 | -14.3%£9.92 159.2+47.04 | -22.2+16.83
40mg
HYTHNLRY
DAVE B W% 82 101.0+4.40 | -10.9+10.13 ¥4 159.6+7.68 | -18.3£15.88 4
8~12mg *2)

i 1) LOCF % (Last observation carried forward %)
F2) ZELLCHELZHTH Y, HEt PN AR BodIEE iy, (1 H 1[0 8Smg % 4
RO 12mg % 8GEM. & 12 B S)
i 3) n=80, #4) n=81
CFEiE + R 2=)
BITERFBISEE X, 7Y 3 &2 v 10mg BE5-8E T 15.7% (13/83 fl) . 7 v v £ v 20mg
PERET 16.5% (14/85 ) K UST YA & v 40mg 58T 13.4% (11/82 ) TH -
7o EREWERIZ. 10mg # 58 IR P 3.6% (3/83 ). 20mg % 5 CiFEIED £
W 2.4% (2/85 ) J NIt 2 LT F v R Rk ¥ — €I 2.4% (2/85 ) TH o7 7,
[7. 1]
(4) MRIALRVEAER
1) BRI
EBEREAE R
RN D T R T EARRE M S IMESE R 2 0 R 7 oy 2 vEEGHEIC T H 1R120mg
(8 M) KU 40mg (8H[H) DFF 16 HEKSG., WAV THALEY L FwTF
5T 8mg K Y 12mg % [ — I TR O S L 7= —E § M BGRER O R IT LT o
EBHVThHoTY,
b 7 7 HEEEAIMTE AL R (LOCF i) (X, 7Y AH 2 v 5 (n=311) <3\ THHg
HoavFHrzry v xeF A58 (0=309) ICHRNEERESRED b,
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kB, b7 7REALMTE O GHTE GRRLWGEH - FI9iE RERAS) k. TV
Pz G (n=313) 1% 100.3+4.26mmHg, 160.0£7.70mmHg, /1 v T H L% v &
L ¥t FAER (n=309) | 100.4+4.11mmHg,159.6 £7.27mmHg T&» - 7=,

b7 7 W EEAZIME (mmHg)
58 PLERIA N HA

g{[ﬁiﬁ— 1 ﬁﬁaﬁiﬁ 2) g{t%m 1 ﬁﬁaﬁ%ﬁ 2)
e 5. 8 ARG
TR

-11.0+8.87 -19.9+14.30
20mg -2.0 -2.6
HYTFHAR Y [-3.21,-0.69] [-4.62,-0.60]
L E¥FeFo 9.0+7.43 p=0.0024 -17.3£11.75 p=0.0109
8mg
5 16 HRE Rl (& a1l
TP

-12.4+9.87 21.8%15.30
20~40mg 2.6 -4.4
HYFHALR Y [-4.08,-1.22] [-6.53,-2.20]
L F¥FeF -9.8+8.50 p=0.0003 -17.5+12.69 p<0.0001
8~12mg

I ) CFEfE R
i 2) G Ei oM L = VIEEX D R ORGSR 2 NI ER L L7 Z TR E BT (%
B 5RO TR F A AR SR o afeEi, [ 1 (2l 95%EFEX M)

BIVEFRBISHE 13 7 Yy v 2 v 58T 73% (23313 ) TH > 7z, FE4EIER I,

T YA N R EECIARREERN 1.6% (5313 ), (A0t T 1.6% (5/313 fl) K

FEMED 0 1.0% G31341) THo72Y,

2) ReMRER

EARENERR (RPKRSEHR)

FEAD 1 FEX 3 T EARRE S AE B (362 ) ZHRICT I AP L&Y 10~40mg
(1omg & Y BA%R) % 1 H 1 [8] 52 B EME O G, FIRBEIEHIX A > 7 LEETH
EOFRIE G L 72IRE, Wb LOE L 72 RRERN RS S 7z 9,

BIVERFEBISERE 12, 10.8% (39362 1)) TH - 7=, FRENWEM IZ. MEET 2.8% (10/362

B, FEIED £ 2.5% (9362 ) K OERBEINIE 1.4% (5/362 ) TH -7 9,
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EAENERR (RPAKRSHR)

6 LA b 16 IR O mIMEAEEE Q746 2R e LRSS HBIcswC, 7Y

P& v ERAKE 20kg BLE 50kg KD BE TIE 2.5~20mg (2.5mg X W BMA L. BEH

BEED 2 HE S, AAMECHED 2 WA X Smg, 10mg, 20mg D JIE TR RS (1 H

B). RHE 50kg YL Lo BETIE 5~40mg (Smg X Y Bilda L. BEEBEEEED ICH)Ee 3,

BRMICHIRED 20551 10mg. 20mg, 40mg DJIETERERED (ICHE) % 1 H 1[0 52

HEEREORSG Lz, BRBIUTOEEY TH o7z, HEME 11 (0~12:8) Tidr=

VT vIFT vy vRAERNANOKRITER 1 o ik HECofti %, GEINE

28] (12~523) ClRL=v-T v T vy v RAERDMOBRER DB IZHEZE

HAEAREE L7z 10,

I D ARSI UNEOMER - Flnil TR ChNEIRGEEIC 5 T 2 Y
BEHTA K74 2012)] D 95 X—+k v & A VK, ZREEFIETIE 90 ¥ —
v &4 K,

F2) KBERE (2. 4. 8. 120 16, 20. 24, 32, 40H%) ZricHlrE i,

b o 7 WEEALIME (mmHg) D
IR VA3
e 5-HifiE 72.0+13.43 125.7+12.89
ZAb @i
B 1238 -13.9+13.24 -12.4%+10.33
GRS 1 FAR THE)
B 2B -10.9+13.23 -10.0+11.47
GREEHASS 2 AR THE)

G DI -t b P

7 2) LOCF ik 1V

BIVEFISEESERE 12, 44.4% (1227 ) TdH - 7=, ERBIVERIE, FEITED $ - 7.4% (2/27

B, S 7.4% (227 B) K OB REREREE 7.4% (227 1) TH o7 10,

ERFEIEERR (REKEER)

2 LR 6 AT O mIMEAEEE (0 ZxRe LREKRGRBICES T, 7YY

A& V% 0.1~0.8mg/kg [0.1mg/kg (A 2.5mg) X 0 BHAA L. RRE HAEED [ HE e 4,

DRMICHIED 2 WA 0.2me/kg (BROK Smg). 0.4mg/kg (FK 10mg). 0.8mg/kg (%

K 20mg) DIECEFEMICIEE] & 1 H 1B 2 8EROES L, SREUToLEY

TH ol WEMO~12ETIIL = V- T vt T v v RHERLA OIS 1 #lo[FH

—Hik - HETOMHZ, BERH 2~520ci3L = v-7 v IF 7 vy v REERDSL

DRFHEIEOEMY ITHELE 2 REL L7z 1Y,

E D ARERMEGEIIECE /NS oPER - il T REfE [Je R MO B e /h ek
DIREBDZWIRE L WEE A ¥ 94 v (2018 HEKETH) ] @ 95 s—® v &
A K, ZREEIE T 90 S — & v & £ VR,
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b o 7B EEALIME (mmHg) D
LR N
& G-HifiE 67.7+5.48 111.0+7.63
g{hiﬁ— 2)
e 5 12 HEIFAT -10.9%11.04 -8.0%£6.73
P 5 52 JEIF AT -14.8+8.39 -10.9£8.30

TE 1) Pl + e 2
# 2) LOCF ik
FaEIERIE, 2HEBRE 11.1% (194 Tho7z 1V,
(5) BE - RAERIHER
ENEAEEEE
WADIESMEREEE 2561 2XRICT I AH Az 20~40mg 20mg X 0 BAtE) %
1 H 1A EMRO#KE L2, LE L 2BESRIEF L 12,
RIVEFFE B 12| 4.0% (1725 ) TB o 7z, EAEIEA X, M FLEEI K EEEEIE I 4.0%
(125 f5) J Ui Vo7 25800 4.0% (1725 61) TH - 72 19,
EEEAEEE
RN OB EE % S SIUEERE 414 2R/RRICT I 9%y 10~40mg (10mg L Y
BAAE) % 1 H 110 B OKRE LR, %E L ZBEMEI SN 9,
IR P BAAHE (%, B S PR FE A C 15.8% (3/19 fAil) Je O 4 5 (i 25 FE 3 T 18.2% (4/22
) THotz, ERRWFHIIEEEEEERF clihy Vv 28800 53% (1/19 ), @42
v LIAE 5.3% (1/19 B) B OTER 5.3% (1/19 Bl) TH b, hZEREBEE B H CHFHLEE R
H45% (12260, Mz Y v L8800 4.5% (122 61, 586 4.5% (1722 B K OFEMED
T 45% (122 41) ThH o721,
(6) BEMER
1) FERAKERE (—RERARERE. FEFEARERE. FARELERRE). BEIRT
BR—2AE, WERTREBRAEROANR
BRI L
2) AREXHELELTCEBFEOANRNITEM L 7-AE - HBROME
LD
(7) Zoft
HMER R L
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VI, ZEMIEEI(CEHI SIEHE

1., WEBEZWICEED 2L EYMXITILEYEE
TvIFAT vy v I REERETE (ARB)

2. EIBEMA
(1) 1ERERAL - TERERE
TIONHNLRVEITvIF Ty v 2471 (AT ZRERICEELTCT VYA T vV

I EHEhiL. FiCz o) I IHEEH 20§13 2 2 L i X o TS 2 KB RSO
KTICk W BEEERZRT Y,
(2) FEhxEf S 2 HERAE
AT ZBAEIC T 5 EE(EA
b b AT ZEROEN: % BEREFICHE L (ICs fH : 0.62~2.6nmol/L), AT Z&MAKD 5

DfFEE IR D TREP D TH o 7= (invitro) 19,

LoV ToPHA T oo v RICRITTHE

R A (126 iIc7 P AaH 2 20mg % 1 H 1A 7 HE#%S U722 F, gy = v sk,
M7 ATy LIBERCYT vt 7 vy v IBEORMNBRD b 17,
PEE/ER

EIEESRFIEZ v & (SHR) R OBESEME (2K-1C) 4 X I ZNZNHEES L 72 K,

24 Wil ER £ CREIEAERN e L 72 19,
(3) TERRIRERM - Frihs
FZUER AL

28



VII. EYVBREICEET SIEE

1. MHPEREDHR
(1) BELEWALFRE
HUERZ L
(2) BRERRBR TR IN-OFRE
1) HEKRS
PN
R AT T PP & v 20mg (9 6]) SN 40mg (9 ) % HEFRO#KS L 72K, RE
LR DI FRE LN T A =2 IFUTDE B TH o2 19,

Cmax Tmax AUCO—inf T1/2
b2
(ng/mL) (hr) (ng * hr/mL) (hr)
1.50
20mg 2,020.1+496.1 15,475.844,413.8 13.2+1.4
(1.0-3.0)
2.50
40mg 4,707.8+1,048.3 33,892.0+8,109.3 12.8+41.3
(1.5-3.0)
CPEfE RS . Toa 3 PRE R/ IME-FKAE) )
R

6 AL 16 ok O BIMEREBE 1T, T I AH & v 2{KE 50kg Kiifi O ¥ Tl Smg
G #l). RHE 50kg LA EoBE Tl 10mg B H) % HEREOKS L 72K, KA D
HYBNREL N ST A —ZIZUT D LBV TH 7220,

Cmax Tmax AUCO-inf T1/2
BhE
(ng/mL) (hr) (ng * hr/mL) (hr)
3.00
Smg 888.3+291.1 6,635.7+£3,279.6 4.7+1.0
(2.1-3.0)
4.00
10mg 831.3+£180.8 7,433.3+£1,227.5 6.1+0.7
(2.1-4.0)

CFIEME R 2. Tma ($PRE (R/ME-RAAR) )
2) REHRE
D
fEEERAIC T P& v 20mg (12 ) O~ 40mg (12 61 % 1 H 1 [8] 7 HRERE O
5 U7, RECRO MBI 5565 5 4 HE CIOERREBIGEL . HHEM
27 h o072 17,
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IR

R N (52 1) T O 2 ik BA L 16 ki o I E B (42 f) 2 6156 s
TIONFARVRET— 2 (992 /) & F v CRHERISEYBI T 2175 72, 2 E6
AT O EMTERF ICT PP £ v 0.1~0.8mgkg, 6 J&bAE 16 A D & ILEAE
BEIC, TINY LR EIRE 50kg KD BF TlE 2.5~20mg. AHE 50kg LA o HH
Tl 5~40mg % 1 H 1 [IRER DS L 7210 BEE MR Y B BEMRNT O #5 L 1c B o 2
T L 72 IRYBNEE ) ST X — 23, UFDLEY)TH o722,

2 LA b 6 A
Cmax,ss AUCT,SS
%58 n
(ng/mL) (ng * h/mL)
0.1mg/kg 9 461+139 3,011+1,044
0.2mg/kg 6 986169 6,158+2,071
0.4mg/kg 5 1,909+338 11,112+3,245
4,494.2, 20,250,
0.8mg/kg 2
3,929.9 D 20,280 &1
& ERiE
CHafE + R )
6 LAk 16 mA
TRER 50kg A AE 50kg LAk
Cmax,ss AUCT,SS = Cmax,ss AUCr,ss
54 | n N ¥
(ng/mL) (ng * h/mL) (ng/mL) (ng * h/mL)
2.5mg | 22| 348+120 2,749+983 5mg 4344151 2,976+560
Smg | 14| 723+£295 5,668+2,252 | 10mg 831+337 5,555+787
10mg | 5 | 1,384+553 | 12,156+3,708 | 20mg 1,723+812 11,857+590
1,274.8, 20,420, ; ;
20mg | 2 40mg 4,480 D 25,050 1
2,562.0 D 21,110 D

& ERiE
CHEfiE iR R )

3) EMFHRFERR
@7 NP X Vg 10mg [ TCK]
AP FRZEERBR T A 74 v GEEEERK 0319 15 202043 A 19 H)
TP LR VEE10mg [TCK] & 7 Y UNEE I0mg %, 7 B AA—N—7KIck ) xhZ
N1gE (F7YVArgrxre LT 10mg) BEEASFICHERRRROKS L CilEh 7
UNHNRVREREGE L., 50 N2 EYERE X T X — % (AUC, Cmax) IZ2\>T 90%
fEHE X R TRERHIRNT %2 1T - 72558, log (0.80) ~log (1.25) DO#HIPHNTD v . Wi
DALY HIRI S D3RR & 7z 22,
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HEANT A =L SENRT A =R
AUC)-48hr Cmax Tmax Tin
(ng * hr/mL) (ng/mL) (hr) (hr)
TP
£ VHE 10mg | 8,938.80+1,448.07 | 1,198.41+221.61 2.09+0.77 9.60+0.79
[TCKJ
T UL N B
omg 9,738.21+1,521.88 | 1,280.48+265.58 2.04+0.78 9.65+0.68

(Mean£tS.D., n=28)

- TYLYILY UEE10mg [TCK]
-0- 7 Y N$ELOmg
Mean=S.D.,n=28

N
EE 300

42 48
fR¢f (hr)

@7 P& Vg 20mg [ TCK]

AEYPEI RIS ERER T A T4 v GRAESEFEFH 031956 15 2020463 A 19 H)
TINAHALR VEE20mg [TCK] & 7 PN $E 20mg %, 7 0 AA—~N—Eic k) Z2nF
n1gE (TYAPgye LT 20mg) EEKABFICHEHRRBRRORS L CnfEh 7
INYNRVRERRLE L, 30N EYEEE YT A — & (AUC. Cmax) 1ZDW>T 90%
TS X R THEEHIRNT 2 4T - 72853, log (0.80) ~log (1.25) DHIFANTH v, WAl
D LEYE RV TER S iz 2,

HENT X — & SENRT A =R
AUCo-48nr Cmax Tmax Tin
(ng * hr/mL) (ng/mL) (hr) (hr)
T YL HL
& V€ 20mg | 18,735.43+4,227.78 | 2,383.99+419.20 2.4140.84 9.73+0.98
[TCKJ
T YL N g
20m 18,993.85+4,391.98 | 2,348.30+434.18 2.55+0.95 9.62+0.72
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3000
i 2500 3
4 T
E I
7 2000 - o T ULHILY E20mg [TCK]
;I/, MY -0- 7 YLINEE20mg
4 1500 \T Mean#S.D.,n=28

’ ° " “ . 0 % * Birlgal(hr)

@7 P& VEE40mg [ TCK]

AEYPFERISEREE T4 F 74 v (BAEEEFHK 03195 15 202043 A 19 H)
TINAHA R VEEAmg [TCK] & 7 PN $E40mg 2, 7 B AA —N—iEic k) Z2nF
N1 (FYVAIALEVE LT 40mg) BRSNS FICHEHERIRROKS L CifEh 7
UNYN R VREERRGE L., 50N EYEEE YT A — & (AUC. Cmax) IZDWT 90%
TR RERE IS THERHIRIT 2 1T o 7255, log (0.80) ~log (1.25) DHPHANTH b, Wil
D EYIEIRI S D HERE & L7z 29,

HENT A =L BENRT X —X
AUCo-48nr Cmax Tmax Tin
(ng * hr/mL) (ng/mL) (hr) (hr)
T VWL
2 v §E 40mg | 33,857.20+9,084.05 | 4,193.37+1,105.93 2.8+1.4 9.62+0.95
[TCKJ
T ¥ N E
34,727.19+£8,231.37 | 4,542.32+989.18 2.3+0.8 9.64+0.90
40mg
(Mean*S.D., n=26)
(ng/mL)
6000 -
i1 5000 ﬁT
b3 :::T
] T
7 000 Rk e FULF NS V§:40mg [TCK]
v il T -0- 7 YLNEE40mg
3000 4 |

Mean=8.D.,n=26

0 6 12 18 24 30 % - géﬁ(h |
EFRIRAESE UF1c AUC, Cmax 055 A — % 15, Wi ORI, ORI -
I O BERALIC & »C R 5 AN S 5.

3)

U ER R L
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(4) BE - RO E

1) BEOHE
fREEERA (12 ) I T Y3 & v 40mg % BRI E L 72K, REARD Craxs AUC
FHEETHREG LR IR L T, 201 3.0%. 8.4%HA L7 2,

2) BtREORE
Z)aF/—
R A (18 ) ic 7 a3 —n (CYP2C9 FHEH]) 200mg % 1 H 18] 7 HRERE R
HEROET V%N 2 v 40mg & HEFEORES (Zradry =157 HE) L 72K,
TYNPINR YD Coaxs AUC (F, HHHR G & L TZNZ N 14.1%, 42.1%E L
7220 (BAEAT — %),

2. BEYRERN/NTA—X
(1) R E
ZUER L
(2) RUILREEHK
ZUER L
(3) HEARETEHK
ZUER L
@) 7V7s5v2
ZUER L
(5) DTRE
U ER R L
(6) Znfts
U B L

3. BEM (RralL—>3yv) @&
(1) fB#ik
M ER L
(2) 185 X — 2 EBHER
BRI L

4. BRIX
AU ER R L

5. 9o

(1) MR — ABEFT@E
U ER R L
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(2) MKk - BREERIFBE
EUER L
(3) Fit~BITH
HUER R L
(4) BER~DBITHE
HUER L
(5) Z Dt~ DOBITHE
FZUER R L
(6) MIFELMRKEEE
[MC] 7Y NP2 v %03, 3, 30pg/mL EE T FMAEICHMN L 72K, W d EARS
HHK1%99.5%TH > 7= (invitro) 27,

6.

(1) BB RS

T YN R FBUREEIC X0 ARG M-S, 72,0 CYP2C9 I X 0 R M- TG &
N, zk, M1 KU M-I O AT, ZEEOHEERIZRZMAE DK 1/1,000 TH o7 (in
Vill"O) 16) ,28)O

TN KX VIE CYPIA2, CYP2B6, CYP2C8, CYP2C9., CYP2C19. CYP2D6, CYP2EIL
KU CYP3A4 ZBHER S, CYP3A #iBE L b o7z (invitro) 2,

(2) R#ICEETZEE (CYPH) OHFE. F5X

[VIL 6. A3 (1) RHREAL R RG] oA ST 5L,

(3) MEEEMROEERVZDEE

FUER L

(4) REYOEHOBEROENL., FEHLE

[VIL 6. A3 (1) RHRRAL R R oA SRT 5L,

7. BEMH
fEEER AT P& v 20mg (12 ) KOS 40mg (12 ) % 1 H 1 [81 7 HERERD#
5 U 72l #IEIES 55 168 Wil ¥ TOREE DO REEIRPHEHE T Z N2 1 15.1%. 14.6%
THo72 17,

8 FrSvRR—%—IZET 21ER
HUERZR L

9. BIFEICL BRER
HliEEhh s L
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10. HEDERZETHEE
BHEEETEE
RN D EHEBE DILE 28 72 B WEIMTEAE R (eGFR 1 2% 15~30 il o B B AEE = H 4
B, 30~60 A D HAE LB HRREREEF 10 ], 60 LA o IEH ~ R B REREE 8 ) 1< T
SAHA XY 20mg & 1 H 1 a7 HREREROKS L 7=RE, B D IEH ~ R B ae R
&R L CHR BRI EE O Cnaxe AUC 13 ZLZ I 17.3%. 16.7%E0 L, HEE B
FEEH D Cmaxe AUC 1ZZLZ AL 8.9%., 39.3%IEMIL 72 29,
F 72, A D BHERERE & fF ) MIUTERE 2R & LzitBRic s T, P B saEmE
& (2 & ikl CEEBERRERES (196D o b 7 7 RS EYRE X 35.1~61.3%
L, B BEREREE S (eGFR D 28 15 KiifiH) 4 41) o + 7 7 Wil b YR 1% 51.0
~91.9%HMm L 72 39, [9.2.1 ]
F 1) BMED eGFR (mL/min/1.73m2) =194 X Cr!0% X Age0287
7D eGFR (mL/min/1.73m2) =194 X Cr!-9%4 X Age0-287x(.739
FriaErEE 24
RN DIRFE ~ rh & AT BERE S (Child-Pugh 2 X 2 7 % 5~6 OWRFEAFHEAERIEE § i,
7~9 O EEATRRRER T 8 (], G 16 ) M UMEEERA (16 fHl) IcT7 YAy gy A FF
Y IVED L LT 40mg & 5 HREIREROES L2k, R & ik U C R FERefE
BHD Crax 13 7.7%0P. AUC 1Z 27.9%300, HEELIFHEBEREEH O Cnae AUC IZZNZ 4L
17.9%. 64.4%HINL 7230 BLEANT — %), [9.3 Si]
F2) vy, FA7 v, PT XL INR, FHERGE, BEAEDRED > 22 7{d 25
JH
F3) TIOAHAZYyDTR R Ty IE (ENREZ
= EE
7 g (65 mkA b 85 LA, 24 45 KUIEE#E (18 mklA b 45 5LA T, 24 f) i
TYNF AR 40mg % 1 H 185 HIEIRKERIES L 7ZK, SEE O Cuaxe AUC (P11
L5 8 HE) I, JEmilnE & KL T2 2 15.6%. 9.0%8 L7232 BrEAT — %),

11. Z Dty
HLTTR T L
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VIII, 221 (EFREDIES) (CEEd 51EH

. BEERNREZDER
ZEINTW N

2. ZERNR L ZDEH

2. 22 CROBHICIIZRELAWI L)

2.1 ARHN DG UBBUE O BAERE O & 2 B

2.2 MR ARIHR L C w2 a[REE D & B Lt [9.5 SiR]

23 TUVARFL VY 7L BEE G ORKFESE (72720, thoEEEEEZ{T>Td %
BMEDa Y bu—ABFE L AROBE %R <)D01%%]

3. WMEEXIIHRICEET 2 EB8 & £ DHEH

FEINTW RN

4, RERVRAEICEEY 2 F8 L X DEH

RRICBET 2IHE | 22T 5 2 L,

5, BEELREREIE L X DER

8. EEREKRNIER

8.1 BIEERICHE ST, L6202 RHODLNL LB LDT, EFfEE. HENE
DIEILEIR % 5 B 2 B F T s BRI iiEE I e 5 2 &,

8.2 FHiiAT 24 K3 G LAV LT L, Ty ¥4 T vy v IZREETAIKRS
FOBRE IR OFihicL =T v oA T vy v ROMEIERIC X 2 & A
JEAK T % 2 3 r[RetEn s 5,

6. FENERZHI HBEICHT IR

(1) BHHE - IEEZEDH % BE

9.1 AHHE - BIIEEFDH % 2¥&
9.1.1 MAIMBEBRIKEDH S EEXIIFBETCERRREDH 5 BE
BEREPOZHERC I N 2562 RE. fEAIET 2 2 &, BMHiTE DO
VORI BEDETIC L ) ZHICEHELZE (LS 2 220D DH 2,
91.2 A7 LMEDEE
EREPOZHERCEH TN 26 2RE, EHET2 2L, A Y 7 AL
JEZIE X ¢ 2BZN0DH 5,
7o, BHREEREE, 2 v b - A AROBEIRINFIC X VIMEAL Y v LMED R 72
DRFTVWEETIE, MEAY) V7 AMECTEET S 2 L,
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9.1.3 BHNMNEEEDH S EH
B ORI AMIMGE R 2 %3 22 L, WEX B X2 5D 5,
914 HBERREELFOEE
BHE» OBEGZHGT 2728, HREICKG T2 L, BMAINECKTZEC
TEZNEDH S, [11.12 HE]
9.1.5 ZEXBEEDHEIFEDNH % BE

2) BieERERE

~~

9.2 BHREEERE

9.2.1 EEABHEREE (eGFR 15mL/min/1.73m2 ki) DH D HEHE
BKHAE» LG E2FBL. MET2HAR KLY R EERERICESG T L,
Bz Bl I 220035 5, MHRED EARED b7z, [9.7.3. 16.6.1
2]

9.22 MAZRBENFDEE
KHAE» LG E2FBT 2L, HECKEGET 2L, ABAMEOK T2
TExWH 5, [11.1.2 2]

(3) FrikeeRERE

9.3 FTikREEERHE
S O ITFHERERE S B3 (Child-Pugh 98H A 27 : 7~9) TILHFRED EA 2 HE
INTW 5, MR ClX. S R AFHGERES B (Child-Pugh 73732 27 110 LA
) gt chcnr, [16.62 2]

~~

4) LIEREEET &

94 HJEReTHT HE
9.4.1 HIRT BAIREMED H BRI
HRL TV B 2 ERRINT T v OF T vy vERBRIIER X T v F
7 vy IREEEAIZER L. BIE - e R~o8 (BA4e. wHE - -
BOEHRAL, L) 25380 b N2fliHE T h T3 39 39,
KEIDE G H  REEOFME DL BE L CARAI S O LB % [HE ICHET
L. i8R LofmtEs etz EH 2 L n s Gaicorkb 3528, %
7o BEDBRBELRGEICIROFEFHICEET 2L, [95 &]
(1) AFIEESBRFTICHIRL T W L 2T 3 2 &, AFIRGHS . 4
JRLTCWARWZ L2 EMMICHRT 2 2 b, BGPITIRAHAL 254
IiE, BEb G Eehikd s L,
(2) ROFIHICOWT, AFEGFBRICEEICHAT 2 L, 7z, &5+
HREIIGUMAT 5 C &,
IR ICARI 2R L 22 5E. B - TERICGEE R JITT Y R 2 8B
5CZ¢&,
AERAVHIBA L 72 3B N 2 AT, Ee Y EICHR T A T &,
MR Z FHE T B Ak, HYEICHBKT 2 L,

U
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(5) W&

9.5 1117
TR XATITIR L T 2 ATREME D & 2 ethicid e G- L 2 & B85 /T iR 231 e
LAk, b ic&kbGzhibd23 2 &, WIRPHAR ORI T v o7 vy v
I ZFEETRET v oA T v o MR R SR % %5 3 7z BH CFEKH
WRE TR - FrAEROEE, FrAEROEKIIE, BAR4E, Eh ) v AIME, HEDK
FRA G I OPEAKGEBDE I & 2 & Bl & 2 DU o i, SEEEEE O 2T, it (KT
BEERD bbb L OWMERD 5, [22. 9.4.1 SHH]

(6) &ILIw

9.6 EILIB
BALLARCC L% L, 7 b ORI R O A 2 BER O8RS 5 2
L. 0.3mg/ke/H U EORECHIZA R ICE HILEDED 54, 10mg/kg/ H UL O R
MoOMFIAFED 5T 3B,

(7) NRE

9.7 /NIBE

9.7.1 ARHIAEMKE, B, FLRE. 2 meRil 0 %) X IIIRE 8.8kg A D /N & K5
&L 7 EERERBR IZEME L T ey,

9.7.2 eGFR #* 30mL/min/1.73m? Kiii d L < 13BN Z#Z T T 2/NREE R & L 72
RERBRIZ ML Twirw, [9.7.3 B8]

9.7.3 BHEEACIMIEH V v L% FEEBIZE T 2 2 & /NEFE ORI T I BHRE
WEZMNES 2 3% v, R, BRI E L T I IREE GERL Ik 0B
ICARAN 253 256CEA ) v LMEi% LA 3¢ 2 FEEMER & 2 ftho 3EA &
HRT 258 REET 328, [92.1, 972, 102 ZE]

(8) 5

3
=

9.8 Sin#E
BHED OREG 2GS 5 2 CHEICKEGT 5 2 & —RICBEZEDRLIIMFE LS

Bk INTWE, MEEEPEZ2B5ZNIEDH 5,

o
it

|
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7. HHE{ER

10. HEERA

(1) BtRRZ L ZznEHR

101 AR (HFALAVLZ L)

S 4 5 BRPRRER - 1578 7% B - b T
TYUAFL YT~ | FEBOEERAE R, BEEER | L= v T v VA T vy v RIAE
NG E WA Y Y LIMER OME | (A8 X B TREME 2S5 B

5YL R MED Y 2 7 BN 2555

OB PR 97 F8 35 el
M3 2856, 727
L. DR %
ToThH Bt
Da v bua—
FELLAARDESE
FR<)

[2.3 ]

INTW3,

(2) tAREE L ZDEH

102 HHAEE (HFRBICEET ST L)

A% BEARAEIR - 88T i P - fakR T

A )Y AEFFER | MG Y v @A RS | Ao T F R T u v ariiE

BRI 22LRH 3B, X0 A0 v LATREER 23558
Avw /)77 b T5ZLiCkB,

V. faRAF - Fric BRRBEREE O H 5
FYTLTL YV, B
Ly ) VE

7 ) 7 LAHAGH
WA h Y v L%

[9.7.3 =]

PR B KAl WD <G5 25 | FIREBEAICHEBREZZ T T2 E
7ut K, A BIEERAEET 25 | Hicidr = vikEs gL Tn 3
FYZanN AT | ZNBD DL, KFlOKEG % | BEBS S CARABEZL LT 0,
7Y N EHE» OB T 272 L.

[11.1.2 ZE] FETL L,
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8.

S 4 55

HRARAEIR - $HIE TR

W - el T

TIUIAFL VI
Y e

BPERERE T, S Y v Al
SE R MEIE %2 2+ 5
TN H B, eGFR B
60mL/min/1.73m? i D B
WHEREED H 5 BE ~D
TYAFL Y7o LBE
L OPEHIc O WTIE, B
IRk S AN £
N25AaZREE TS
L

TV AE TV

ERERERRS . =7 Y v Al

Lo v-TvoF T vy v RHE
VER D EEmR X N2 AR H 5,

TNDBH 5,

2 4 e 3 LT 71 EMMEMEZEZ 58
ZNHD 5,
V77 L VF v ahmEPEs 2k | BIRMEICEST 2 77 L0HK

INAtE X N B,

JFEATF v 4 FHH
2 AR (NSAIDs)
AV ARV

faroy
=¥

BEIE/EH 259855 3% C &
Zﬁ%%o

JERT a4 VW EREAN I E
RIERHZE T2 7n Az 77 v
VVoEKEETSZL2b,
WEIEAEFH % 355 & & 2 ATREME DS &
%,

BHRERE O H 5 BH T
3. T o ICERRE BT
5BLNDD D,

AT v A FHEHEREREA O 7 0
A2 77 vV ERHEEERIC X
h, BIRESK TS 2720L%
AbiTwa,

2R

1. B

ROEWERRH bbb Z BB 5D T, BREZ 7T, BESED ONL-HHICIE
Bh a2t 3 LY RILEERTS 2 L,

(1) EAAEIVER & FIHIREIR

1.1 EXBENEA

B35,

M1 MEWZE GEEAR)
B, &, &, W - BIEE R ZMER e T2 MEMIFEL D S bits 2 LA
H2, £7-. B, EBR. EHE, TRIZE24ES IBENEERER S b3 &
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M12> 3y o, R, BFEEL GHEAH)
W, EH, EEMAES D L bN AT, EHIGHYREERITY &,
[9.1.4, 922, 102 Zl]
11.1.3 2HEBES BHEA)
MA45HY Y LIME BEEARH)
11.1.5 FFHERErEE (BHEE )
AST. ALT, y-GTP ® FF%E%ME S FEREREE R H bbb Z L 23d 5,
11.1.6 BERUHBERE (BHEAH)
R, B, CK B, R RF I A7 v ey ERERD b b HE
i3, G ER IR L, WEYIRMEZIT S © &, BERUHRIEE IC X 2 AEEmEE o
FIEICERT 5 2 L,

(2) ZzontboEITER
11.2 Z D DEIER
0.1~5% A BHFE AN

W EURE R, W £ OFFE
e ER R SRR
R e % EEV)
AR bV v b5 i REE

E5
HiLE T
-k ALT, AST ® E#
5 Mk BUN, 7L 7F=voLHF
Z Dfth i CK _E&# I K

9. EERMRERRICKIZTIZE
FTEINTWAR N

10. BERE

13, BEKS
13. 1408
T UM AR YRR M-I, BHTIC L ) RE S s,

41



11, BRHEDITE

14. BALDOER

141 EFZFROER
PTP G2 3EHK X PTP > — b2 LMD ML CTHRAT 2 X 958+ 22 L, PTP v — |
DT XY, TECEAT B EEREA~RIA L, B3 % B2 Lt ED
HELOGIHEZHRET 2 L2dH 5,

12. ZOMOFER
(1) BRARERICED 15
REZINTWiwn
(2) JEEGPRERERICE D 1B

15.2 FEERARABRICE D <

fign DS RN A D 7 v PICTIAI N X AR FY IAED RO/ IZT
Iz oY M-TT 2 %5 L Zz@EadiRic s w<, B 7 H264E% 97 H
FT1HEREAKRES LR, KEE (Bdoiiik, HHEEMERME. Mo
MEALL U v oNBREE) . /NIERIBIIR O H B, F5 5% BRAHIAE O JEA S D i o BEN
FREROPIEIEERRZD b, -, £ 4 H2 A% 27HE T H 1 RIRO
%G L7z kR, B ARG b7z 39,

T 7oL RvyDTa N Ty Kk (ERNKKR
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IX. SEERAREERICEEY 218E

1, R
(1) FEpEmEER (VI E¥sicBis 2IHH 1SR

(2) REMEEHR
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