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AUC 1, e FE R S T o
BUN blood urea nitrogen, JR 2 H
cAMP cyclic AMP,/ %A 27 U 7 AMP
CK creatine kinase,/ 7 L' 7 F ¥ —F
Crmax B h I
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HAVTEDS,

PRSI S L7,

MR % OD $E 15mg [TE| (X8I kv 5%

i BEICLYSE
JAT KRR () |
FRBRBA AR & Ehi L Tk
ABRBH AR & Fhi L C&ALI

(1w b 3EANE (R, HAERME R OVEHIPEIT 1 [D))

(ZZEAL AR

RERTEE THHHED 30%LL EOIKT (57N—35N) A%

REBREEH CTHHIMED 30%LL EOKT (42N—27N) 23389
NSV aWiabiNN
PO LIVTHUKIZHE S LT,

PRI (OB 138U

R B

Yoy e

7223, 2.0kgf (19.6N) LA ETH o7z, FOMOFRERE B L OMRTFESRM TIZRBW Tk, RERBIAARE & sk U T&LITFR
D OHNTHBICHEA LT,
#IV-9. AT X OD$E375mg [TE| MEEIRRECTORENE D
IR AE 1B it
40°C 25°C 75%RH D65 @Y7 v RS
FABRIA H BAAG e (g HT A% —1L HT A v —1L
H7 2B () (Bi70) (&)
60 75 120 5
1A 3 A 1A 3 A Ix b Ix - hr
Mtk (O =+ * =+ 1+ =+ o o
PR (B2)  (AE) — 0.64 0.76 1.11 1.40 2.25 3.36
A (N) 42 43 41 28 27 41 41
(ZEE (%)) (—) (2.4) (—2.4) (—333) | (—35.7) (—2.4) (—2.4)
AREEME (HAEERF (FD))
- 10 15 16 7 8 11 11
mHE (120 OB H R
(%)) B/ Mt~ el 94~99 94~100 92~96 92~97 88~91 92~97 92~97
G (FrREICHT D
(%)) + T 99.1 98.9 98.4 98.9 98.2 98.6 98.6

T HENFREOMEORETH o7,

- 10 -

(1= b3EJE (BAEKROREEIZE))




V. ®HIZBHd HIER

FIV-10. ~AXTH L OD §E 7.5mg [TE| MEAIRRETOLEN 19

T iy ot
40°C 25°C 75%RH D65 &7 v 7 A
AR IE H PHAGIE S o ¥E (R TIAF v I v —Lb WA ¥ —L
WaH T 2 (BR) (B KO (EHD)
60 7 120 5
17 A 3 A 1A 3 A Ix + hr Ix - hr
PR T+ b =+ b =+ s s
WEE (N) 71 73 70 53 53 73 74
(ZFE (%)) (=) (2.2) (—2.0) (—25.8) (—25.8) (2.5) (3.9)
AR (RREERRE (D)) 17 17 17 10 9 17 15
TEHPE (120 Sy RO R
(%)) B/ M~ el 86~89 91~93 86~88 89~92 86~88 89~91 90~93
R FTERICHT S
0)) - THIE 102.0 100.7 102.0 100.4 102.1 101.5 101.7

T W FROWEERA Y OLERGTROFRE TH -7z, (1 vy F3BEHIE (FEE, AR O 1 E))

FIV-11. FA AT Z 2 0D $E 15mg [TE) AR AETOZEM: 1D

R biTgEis ot
40°C 25°C 75%RH D65 #3577 R
BRI H PrAGEE e (a TIAF I ¥ —Lb HITAV¥—L
WeH T A () (B0 (EH D)
1% A 35 H 1% A 3% H 16075 120 77
X * hr Ix « hr
PR E bas * bas bas bas e
W (N) 57 59 56 42 35 63 61
(L% (%)) (—) (3.5) (—0.9) (—264) | (—37.9) (10.9) (6.9)
BREEME (BREERFRE (7)) 14 18 16 12 10 14 13
EHPE (120 yRIOEHHR
(%)) : T/ M~ e 81~82 83~84 84~85 83~85 82~83 83~83 81~84
G (FRRICHT S
(%)) : T 102.0 101.3 101.2 101.2 101.1 101.4 101.5

I W FROMEFRAY OFFETH- T, (1w b3EAE (A, FRgvE R O PR 1 [E))

- 11 -




V. ®HIZBHd HIER

(5)53 e DLEM:
WIZAVA S K 7.5mg [TE] ZONRART A 0D 8 15mg [TE] OAERITETORIESRER ORBRIER 2B
WT, BTRD b otz

KIV-12. "W T X 0D §E7.5mg [TE)] EI%ORENE D

1 TR ot
40°C 25°C 75%RH D65 437 v 7RGt
HERTE H BH 4G IRE Ry Fub Ly TITAF vy —L HIA ¥ — L
Fa—7 (FB) (B H0 (FEHY)
1% H 34 A 1% H 35 H 60 /7 120 77
Ix * hr Ix * hr
PR e =+ H =+ =+ s =
AR (RREERRE (BD)) 15 16 17 9 9 15 15
TEHPE (120 Sy R0 R
D~ ~04 ~ 1~91 ~ ~ ~
(%)) : Fos I~ fie ol 92~96 86~9 90~95 81~9 88~93 89~96 89~93
G (FTREICHTS
102.2 100.5 102.1 100.6 101.8 101.1 101.6
(%)) : FHIE

(1w b3 EJEE (B O PR 1 [E))
T WNEOOEREFBOREDOFETHY . 2EEITHENEFATH 7,

FIV-13. R T X 0D $E 15mg [TE) 4381 D% e 12

T 1o E ok
40°C 25°C 75%RH D65 @Y7 v RS
HERTE H BH AR EE AN R = el P TITAF I vy —L HT AL ¥ —1L
Fa—7 (FER) (B (EHY)
1% H 34 H 1% H 35 H 60 5 120 5
Ix * hr Ix * hr
PR 7E pas pas pas pas tEe 1
AREEtE (AR (BD)) 11 14 13 9 8 10 10
mHE (120 o OB H R
o o 91~95 91~92 91~94 89~92 90~92 90~93 91~93
(%)) : e/ IME~ IR K AE
G (FrEICHTD
101.6 101.2 101.5 101.3 101.3 101.9 101.9
(%)) : FHE

o EWEFOORREOYETHY . HEHEITHENEO Lo, (A wvy F3EE BREMR OSSP 1 E))

1. AMERVBERROREN
Y LA

8. il DERAL (MBILPHLL)
LR L

- 12 -



V. ®HIZBHd HIER

9. At
(1) kw75 OD #E 7.5mg [TE|
(R EIR S DLW EFEMRR T A R T4 ) B2 43 H 19 AFTE3AESKER 0319 5 | SickS&, 4%
77 OD $E 7.5mg ZFEMERLA] & U CE B 2 Mat Lz ),

<FBREME>

AROTE © BARIER G —RGRBRE EHRBIE O KLk

RO & : 900mL

AR OIREE : 37°C£0.5C

[R5 OFRBRIR © 50rpm pH1.2 (H AR v HRBR S 1 R)
pH4.0 (7~ Mcllvaine DFEHTIR)
pH6.8 (A AR s B 2 iR)
K

100rpm pH4.0 (78 7= Mcllvaine DFEEIR)

<FEER>

MR H 2 OD i 7.5mg [TE] MO A A% OD 8 7.5mg OIEHZEE Z e Lz L Z A, pHL.2 (50rpm). pH4.0
(50rpm, 100rpm) M OpH6.8 (50rpm) DFRERGAFIC I CITAHZE B OB ORI EREICE S L7223, K (50rpm)
TORBREMIC B I B OB ENEOHE L EICHEA ST, MEAOEHZEEITEE L Thian L shiz
(HIV-1, &IV-14),

¥, B MR 24D FNRSEERBRORE,. MLAT X2 OD 8 7.5mg [TE) L4 A A0 OD §E 7.5mg & D4
WA SRR STV D, (TVIL 1. HREOHER ] OHEBR)

- 13 -



V. ®HIZBHd HIER

2% RJVES0 rpm, pH1.2 7% R Li50 rpm, pH4.0
100 | 100
3 80 3 80
¥ 60 # 60
H o
&40 f 40
20 | @ —8— F/L AT 0DSET.5Smg [TE) 20 —8— ML S OD§ET.Smg [TE]
—o0— # A A HODSET.5Smg —0— % A A JODHET.5mg
O 1 1 1 0 1 1 1 1 1 1 1 1
0 30 60 90 120 0 30 60 90 120 150 180 210 240
RERT (59) R (4))
73 RJVY£E50 rpm, pH6.8 73 RJVIES0 rpm, 7K
100 100 |
380 S 80
¥ 60 w60
H H
K40 o400 t
20 —e— LT X ODEET.5Smg [TE) 20 —&— [L/NT X OD#ET.5Smg [TE)
—0— # A A H OD$ET.5mg —0— ¥ 2 A 5 OD§ET.5mg
0 1 1 1 1 1 1 0 1 1 1 1 1 1
0 30 60 90 120 150 180 0 30 60 90 120 150 180
B (59) B (49)
2% K L5100 rpm, pH4.0
100 |
3 80 ¢
% 60 F
H
¥ o40
2 —e— L LNF % L OD§ET.Smg [TE)
—O— 1 A A 71 OD#ET.5mg
0 1 1 1 1 1 1 1 1

0 30 60 90 120 150 180 210 240
I (99)

BMIV-1. KREREIEICRIT D AT Z 2 OD §E7.5mg [TE] KO AR A OD $E 7.5mg O H dhif oo b
(n=12)  (PLEREAIC I 1T 2 ARHERA O SEE9V £ 12% XIT £ 15% ORI E Q TR, )

- 14 -



V. ®HIZBHd HIER

KIV-14. BB (FL/"7% 2 OD §E 7.5mg [TE)) K OMRUERGE] (4 2% OD §E 7.5mg) DR RIZER T 5
SRR O (h=12)

B S SRR (%) -

— —— PR A — - 2 Bk HE
B[22 BRI BRI FEERLA 7=
3043 D 413 38.9 2.4

pH1.2 — e
120 43 2 84.0 79.9 4.1
30 439 45.1 37.9 7.2

pH4.0 — HE"
180 43 ¥ 95.2 86.2 9.0

50 rpm

20 53 Y 38.2 42.1 3.9

pH6.8 — HE"
90 43 ¥ 83.6 85.1 1.5
30 439 52.9 35.4 17.5

7K 37 TG

180 %3 ¥ 99.7 86.9 12.8
20 53 Y 420 39.2 2.8

100 rpm pH4.0 - HE?
90 43 4 87.2 82.3 49

1) FEUERGRIASRE S 72 BRI ] 12 36 1 2 VA =R 0D 1/2 O SEIER =R 27”3718 2 722

2) HUE S 47 RBRINF ]

3) ARYERUH OO SR HER DY 40 %L D3 Y 72 I A

4) AEVERLH O S R DS 85% (T 03 24 72 R A

HE e

*1 0 BREA O PR PR R DR ERGR O IR R E 12% OFPHIC H 5.

*2 ¢ BRI 0O SRV R DM ERLA O SERVE R 15% ORI & D 2>, X 2 B OEIZ 42 U ETh D,

(2) kv X7 H 2 OD $E 15mg [TE|
MR EIRLOEW FHRIEWREBR T A RT A4 ) 5243 A 19 AFSEAESKESR 0319 5 1 B lciE3%x, Aoz
77 OD $E 15mg ZHEHERIF| & U T E 2t Lz 19,

<FBRGA >

R - BARIKR G —ERBRIE WHRBRED R Mk

ARERR O & : 900mL

RERROIREE : 37°C£0.5C

[ #R55 f OB © 50rpm pHL.2 (A AR HEE LR 1R)
pH4.0 (78 7= Mcllvaine DFEEIK)
pH6.8 (R AT R 5 HaBRES 2 k)
K

100rpm pH4.0 (# 7= Mcllvaine D FEETIR)

<FEHR>

RS TFZ 2 OD BE 15mg [TE] MO A A% OD §E 15mg DIRHEZEE Z ik Lz & 25, £ TORBREM|ITRNT
WHIZEB OBRMEOHE S EH S Lo T, WA OB HZREITEE L T D Ll S (KIV-2, £IV-15),

- 15 -




V. ®HIZBHd HIER

73 R V1£50 rpm, pH1.2 /X R V1£50 rpm, pH4.0
100 | 100
3 80 380
¥ 60 # 60
el H
Ko40 K40
20 —o— LN Z L ODEEISmg [TE) 20 —e— LT X2 OD§E15Smg [TE)
—0— H A 2 HODEEISmg —0— % L X J10DEE15mg
O 1 1 1 1 0 1 1 1 1 1 1 1 1
0 30 60 90 120 0 30 60 90 120 150 180 210 240
IEfE] (59) el (59)
7N R/L{£50 rpm, pH6.8 7N RJLE50 rpm, 7K
100 |
e 80 ;\;
# 60 ¥
H H
Ko40 s
20 —e— LT X ODEEISmg [TE) 20 —e— LT X 2 OD#ELISmg [TE)
—0— ¥ 4 & 77 OD§E15mg —O0— # 1\ Z 1 OD§E1 5mg
0 1 1 1 1 1 1 0 1 1 1 1 1
0 30 60 90 120 150 180 0 60 120 180 240 300
el (49) el (59)
7N RL£100 rpm, pH4.0
100
3 80
¥ 60
H
o0
20 —e— LT X OD$EISmg [TE)
—O0— % A A 7 ODHE15mg
0 1 1 1 1 1 1 1 1
0 30 60 90 120 150 180 210 240
el (59)

MIV-2. KREREIEICIRIT D FANT Z 2 OD §E 15mg [TE) RO A Z 4 OD & 15mg D243 H i #f o bt
(n=12) (HL#HFARICIS 1T DAEYERLA O T £ 12% T £ 15% O Z O TRT, )

- 16 -



V. ®HIZBHd HIER

KIV-15. RERA] (M THZ 2 OD $E 15mg [TE)) M OMEHERLA] (YA 2% OD $& 15mg) ORI RICBIT 5
SEHRHBROEE (h=12)

i T (%)
Y S PR A — - .
[l BRI BRI R HE LA s
3001 40.3 429 2.6
pH1.2 A
120 43 2 79.8 78.1 1.7
30437 454 42.8 2.6
pH4.0 A
180 43 ¥ 91.8 85.1 6.7
50 rpm
15539 320 37.9 5.9
pH6.8 a2
120 53 4 87.0 85.9 1.1
20439 40.9 36.7 42
Vi A
120 53 89.3 82.1 72
20 4y 432 415 1.7
100 rpm pH4.0 e
120 53 89.9 84.9 5.0

1) FEUERGRIASRE S 72 BRI ] 12 36 1 2 VA =R 0D 1/2 O SEIER =R 27”3718 2 722
2) HUE S 47 RBRINF ]

3) ARYERUH OO SR HER DY 40 %L D3 Y 72 I A

4) AEVERLH O S R DS 85% (T 03 24 72 R A

HE e

*1 0 BREA O PR PR R DR ERGR O IR R E 12% OFPHIC H 5.

*2  BRELA O P P R DR ERGR O P IGER N R E 15% OFPHIC H D

(3) L3 F %  OD §E 3.75mg [TE)
[EENERR DR OBERAOEMZHRIEERBRTA RTA42) 52 HE3 H 19 BAERAEZKEI 0319 F 1 5
HES&, M ART X ODEE7.5mg [TE) ZAEMERKIE U CQAEHZEEIZ R L),

<FBRGA >

R - BARIKR G —ERBRIE WHRBRED R Mk

ARERR O & : 900mL

RERROIREE : 37°C£0.5C

[ #R55 f OB © 50rpm pHL.2 (A AR HEE LR 1R)
pH4.0 (78 7= Mcllvaine DFEEIK)
pH6.8 (R AT R 5 HaBRES 2 k)
K

100rpm pH4.0 (# 7= Mcllvaine D FEETIR)

<>

M ST 2 OD $E 3.75mg [TE] KON KA/ 7 % 2 OD § 7.5mg [TE) OFHZEEZ I Lz & 2 A, SEEETE
B Ol 2 D HIFR & S IR BB ORI SHEOHE L HEIC#E & U, W SAI O M2 B3RS &opll S, AW FERgIC TR
Ll Ihie (KIV-3, £IV-16, F&IV-17),

- 17 -




V. ®HIZBHd HIER

7% RJLI£50 rpm, pH1.2 /X RL1£50 rpm, pH4.0
100 100
80 < 80
¥ 60 # 60
H H
¥ 40 40
20 —e— LT X L ODEE3. 75mg [TE) 20 —e— LT L ODEE3. 75mg [TE)
—O0— ML ART X ODEET.Smg [TE) —O0— ML ART X OD$ET.Smg [TE)
O 1 1 1 1 O 1 1 1 1 1
30 60 90 120 30 60 90 120 150
e (49) e (49)
7% RJLE50 rpm, pH6.8 7N ROVYESO rpm, 7K
100 100
80 < 80
¥ 60 ¥ 60
H H
K40 K40
20 —e— (LT K L ODEE3. 75mg [TE] 2 —e— KL RF X OD§E3. 75mg [TE)
—0— ML TF X ODEET.5Smg [TE) —O0— kLT X L ODEET.5mg [TE]
0 1 1 1 1 1 0 1 1 1 1 1
30 60 90 120 150 30 60 90 120 150
Ry (47) e (49)
7N L1100 rpm, pH4.0
100
<80
¥ 60
H
40
—e— LT X OD§E3. 75mg [TE|
20 —O0— ~L T X ODEET.Smg [TE)
0 1 1 1 1 1
30 60 90 120 150
Wefal (4)

KIV-3. #BREAFICBITD P AT H 2 OD $2 3.75mg [TE] KON ML N7 2 OD 8 7.5mg [TE] O ERHh
WO (h=12)  (Hlehf A1) 2 EEHERLA O TR H 3 +10% O #iE 2 Q TRT, )

- 18 -



V. ®HIZBHd HIER

FIV-16. RERA] (MANTF 2 OD §E 3.75mg [TE)) MK OMEHERLA] (M LNT7 % 2 OD & 7.5mg [TE] ) Okig
FERIC T 2B RO (n=12)

AR N FEEEEE (%) =
— —— 2 S — - HIE
B BRI AR LA 1 HE ) 7
3043 D 44 44 0
pH1.2 A
120 43 2 85 87 2
2043 Y 40 39 1
pH4.0 HE
90 43 2 84 84 0
50 rpm
2043 Y 42 43 1 i
pH6.8 e
90 43 2 87 88 1
2043 Y 47 46 1 i
7K A
60 432 80 80 0
2043 Y 49 47 2
100 rpm pH4.0 PRy
60 432 81 81 0

1) ARIERL D SR RS 40 % 130T 03 24 72 R A
2) ARUERGH D SEIER RS 85 % (1T 0D 24 72 I R
HIEAAE - BRBREGH O 1A H =R R O PR PE IR £ 10% OFEIHIC 8 5

FIV-17. RSB IT 2RBRIK (ML "7 X2 0D $E3.75mg [TE)) OEHEHER &l 2 DR HERO i

(n=12)
ARBR S R i bk {2 DTELE (%) FHE & DFED e
[Alfis3% AR IRF A, I/ IMEA~ i RAB FEIE RKRAE (%)
pH1.2 120 43 83~88 85 3 W
pH4.0 90 4y 82~86 84 2 e
20mm pH6.8 90 4y 84~88 87 3 HE
K 60 43 78~83 80 3 HE
100 rpm pH4.0 60 43 81~83 81 2 HE
Pl R RERRA O HIEHR L 15% OB EBZ 5 H O 12{8F 1 LT T, £25%O#MEEE 25 H O
v,

- 19 -



V. ®HIZBHd HIER

10. &% - a%
() EBARELGRR - GK. NENRRLERR - BRICHT 158
YL

(2)a%

{(hJLINT % > 0D 88 3. 75mg TTEL)
20 58 [PTP (10 $EX2) ]
100 £ [PTP (10 £&X10)]

(RILNTHR 2 0D 88 7. 5mg TTEL)
20 && [PTP (10 $&X2) ]
100 £ [PTP (10 ££X10)]

{RJILINT S > 0D 8% 15mg TTELD
20 #& [PTP (10 #Ex2)]
100 & [PTP (10 £EX10)]

4) BEROME
PTP: RY Fu Ly, TAI=Lh
N TLI=h, RYzFL v

1. BRIRH SN D EHE
LR L

12. ZOfh

B EhEEAl ki & B oy aaki

MW RF & OD §E 3.75mg [TE) % HEWEEHIS 0 (Eser-V ES-M320J5 #HRX&tkah> /) ok EBOI = v k
ST L, BHEOEE CHE (5 SE/8X20 1) L7ofER. 1AM OFBUIREMEER Y TH Y . SEAlOFNKIT
IR BV o 72 19,

FART 2 OD $E7.5mg [TE] KON AT % OD 88 15mg [TE] % HEhEER]S> 0% (Crestage-Lite SLY-045]1,
FUS-051J1 Xty B> /) O EEO Iy MIFE L, FUEOHE THa (5 58/8X20 @ X3 [H]) LZiER,
184720 OFEBUTRREMB LB TH Y | SEAOFNKIFITRD bz o7z 17,

- 20 -



V. REICEET 5I1EH

1. $hEEXIEHER
CRILNT R 0D 88 3. T5mg TTEY. kJL/STFA > 0D &8 7. 5mg TTEL)
OL—THIRZEEDHMDFRETCHREFR TR BELRLICE T 5K KTE
ONL—THREZEDMDFRE CHREF+ 7 GHFEEICE T 2 KRKRITE
(kLT 4 2 0D &€ 15mg TTEDD
W—THREZEDMDFRETHRA T+ L ORLITE T 5K KT

2. REXRITHRICEET HFE
BRESINTWHARWN

3. RERUVHA=E
() AERVAEDMES
(DFLIZHE T BIKKETE
WBH. RAIE R AT Z L LT I5mg & 1 B 1 ERAKST 5,
(FREZIZH T BKKITE
WE, RAE AT Z L LT T5mg 2 1 A 1 RIRAOKET 5,

(2) AR UABORERM - 1
g L

4. RERUVHAEICEEY HEE
(RILRT 2> 0D £23. 7omg TTEL, bJL/8T %> 0D £27.5mg TTED)

1 RZERVAZICEET 53R
(GHREFE)

7.1 CYP3AAHEA] (f hTaty—n, TJhary— o) xaavA %) EOMMERETAZ ENEEL
WV, RDEETOHT AT, AFIOBED 5 WIFRAEND OB EEBETHZ L, [102, 16.7.1-16.7.3
Z ]

1.2 KEDOPEREBET D720, FRIPICERETHZ EREFE LY,

1.3 RANIAPREAZ NS 523, 7 8 U AP A M S ER N2 L b, OFRIE (L—TFIRIE, FA T H
A FRFRIE, FITN FAT e o 38%) LOPHLTHEMT 22, B, B MOEET MY TLRRXTF FLED
OF FRRERIT 220,

1A PRI AT RS R L7 BRI T 52 Ik 35 2 &, SERTER B ORI BT 2 B MEITHR I Tuniany,
(DARIZHE T 2KKRETE

1.5 M7 MU v AREEDS 125mEq/L RifiDEZE, SRMERILIEEORD I E L RV TS 288, Sl
F.MIEST N U ARENSEFBEN TEEOEREFICRETHHEIE, & (75mg) »oHET LI ENEE LYY,
[9.1.1, 9.1.3, 9.8.1, 9.8.3 &J]

(FEEIZH 1T 2KKETE

7.6 MyFT MY » ARED 125mEq/L REOEE . QIMARMEIRIIEROBD DT E LRV S SN D BE IS
THHEAE. R (3.75mg) MHBAETHZ ENEE LY, [9.1.1, 9.1.3, 9.8.1 ]

- 21 -



V. REICEET 5I1EH

{RIL/AT AR 0D 88 15mg TTEL)

1 RERUVARICEEYT 58

7.1 CYP3AATHEH] (f hFaFy—iu, TraFy—n, 753 ) 2uvA %) LoftMianiss en®EL
WV, RLEBTIATEE1L. AFOBES D WVIHMEAEN S ORER EEBZET L2 &, [102, 16.7.1-16.7.3
]

1.2 KHOPEIR 28T 2720, FRITICRET 22 ENHEELLVY,

7.3 AANIAKPEZ BN ST 55, T U U APEIZBIN S TR0 2 &, OFRE OL—TFIRE, ¥4 74
A RFFRIE, L7V RAT o3 %) O L TERT 228, 228, & MUBEMET MY U LRRRTF RED
DFFRRRBRIE 220,

T4 (RIRBFRE AT RASE S L7 BR I ix e A 132 2 &, SRR OMERFIC BT 2 A2 ixfEiB S h ey,

7.5 MiEF MU U AREEDS 125SmEq/L Rliti0 B, SR MERMIEZROBA P E L RS Hlrsh 288, @il
F.MES U U ARESIEFIRAN TEEOBEICRET 2581E. R (75mg) MOBMT DI ENEE LY,
[9.1.1, 9.1.3, 9.8.1, 9.8.3 &:#]

5. BRERAAE
MEBERT—2 /v 75—
A% L7

(2) B ER BB B
R L

(3) AR RCRRRR
LR L

(4) HRETRIELER
DECELEL: HiEr

MST X BEDRGE & DL IR T,
ERNFEIERER (DFLITHTHRERETE)

MOFRIEZ G L THERIRITE BRSO bivd 9 o MELAREEF 23 L L —HEEREERBRICBNT, ML
RTH L 15mg T 7 Z71AR% 18 187 BRKEOEE L,

TEFMEE TH L REEBEEHORELLEIT, FLAAT X2 15mg BE—1.54+1.61kg (“N—RA T A 2 5942+
12.30kg, 53%) CE¥IEEHERER2E, LLFEER) . 77 B REE—04520.93kg (N—RZ T A > : 55.68+12.60kg. 571)
THY ., "NATZFETIE, 7T BRI L THEREEBD 2RO bz (p<0.0001, t #HE), KERAIX
BKHEBVR LV HONEGHMZEC Tl L7z (-V-1), Fio, iG55 ORI O i GRIRES
R, IFRER, TG#ME) 2 L7z (FRV-1),

- 22 -



V. REICEET 5I1EH

o
(9]
T

]
—_
T

REOEIE (kg)

-15
—O0— 7R (n=57)
2 e FAATH U ISmght (n=53)  TIMET IR
ok : P<0.01 (vs77tﬂ# t FRE)
2.5 :
N—R IHH ZEH 3HH 4EH SHH 6HH 7HH 1HH 2EE

T4
G TR — B —

HV-1. DHEREEREICBITAREDOR—ZT A4 b0 EbE (FFERE O EHSHRTERER)

KV-1. DRI S FTROZE (777 'R L O " EER )

DMETRREICAE S BT A MV RF H 2 15mg B 75w AREE
HFFIRAEIELLE (em) —2.03+2.81 —0.51*1.18
1% [27] [19]
JFRERZAb R (em) —1.07%0.89 —0.35+1.00
1% (18] [(17]
TEEESEER (%) 63.9 42.1
L% [23/36] [16/38]
R E AR R

BIVER SR 1, 53 B 29 #il (54.7%) Th oz, LERRWERE, OB 9 #l (17.0%). 6 6] (11.3%). 44
PR 51 (9.4%) MOMBERE 3 ] (5.7%) Toh ot 19 19,

ERNEMARR (FFEEICE T2 KKTE)

DOFRIE A G L THRIKITENRD SN D NFEEEE 25 & L ZHERERBRICBN T, hanT 2w
7.5mg XX 7EAR%E 1 H 1E 7 HREO&EES L,

FEMEEE Th D Rk GREOEEL T, AT H 2 75mg BE—1.95+1.77kg (R—RF A 15935+
12.69kg, 82%) (EHMEHEHERZE, LATREE) . 7T B RBE—044E1.93kg ("X—AF A > :59.15%13.15kg, 80 )
THY, MNATZFETIE, 77 BRI U CHEERERERRD 2RO bz (p<0.0001, t E), KRERAIL
FEREA LV AR EGHIMZ@ C Tk L7 (MV-2), EZREGRICRT DTHEZEICHE ST (EKE, 18,
TEREIE) ASE L (RV-2), Fio, BRER (EHERE. BEmk, L CoEE, FRESHR, 28R
HE LT,
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V. REICEET 5I1EH

R+ AR A 2

15 f
1 -
05 |
£
O S
g
\Aﬂ _05 -
SO
S
@ 1T
& . -
-15 F —O— 7T bR
o | T MAATZ T 5SmglE
_25 1 1 1
~N—Z 1HH 2HH
TA
AR 2 80)  (78)  (79)

hV/NT 207 5mghE (82)  (82)  (81)

XV-2. FFHEEEEEICBIT2EEORN—2AT 4 b 0EbE (77 &R LD EHEMRLEER)

3HH 4HH 5HH 6HH 7HH

#Blzie

(74 (73 (1) (70
@n 78 76 (75

KV-2. RIS S FTROZE (777 'R & O “EER )

FFPEVRIEICFE S B R MLRT B T 5mg BE 75w AR
k25 k& (mL) —492.4+760.3 —191.8+£690.8
Ki7p-d [82] (80]
MEPHZE b & (em) —3.38%3.56 —1.11%3.67
KP4 (81] [79]
TSR (%) 54.8 28.3
Ki7E-d [23/42] [13/46]
SR+ R

RIMEZEBUEE T, 82 Bt 37 fi] (45.1%) Th o7, TRRWEANIZ. A 11 6] (13.4%) . HIR 6 il (7.3%) .

3B (3.7%) KOARHYE 3 6 (3.7%) T o7z 20,

) REMHR
LR L

(5) B - FAERIHER
LR L

(6) B REHIE A

fi

D EABERE (—REAKERE. HEERARERE. EARELERAD). RERTRT —IA—IFAE. 2ER

ERERRBRONE
LR L

2) RBEM & LTREFEONERILENE L 1-FE - RROBE
PR L
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V. REICEET 5I1EH

M) Z 0t
LR L
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VI. EzhFEBR(CEH 9 5I1EH

1. EEZWCEEH S LEMXITILEME
VoS RS fLA
G MARTEZ Y B AT VT R T A
R BEO D LG OMEIINRE T, BFOEBTHRL LSR5 L,

2. EB{EMR
() YEFAERGL - VEFREF
RN T Z T, NV T Ly V-2 FRIEEETUER 2 B FRRM E T2 TH Y | BEAE TORY Ly i
R DKERINZ L EST S Z LIk BRIGICKZ R L, BRI ORI D22 WRRTER OKFIRIER) %

ﬁ—\‘j— 21)0

(2) B E R T B HERARAE
DY T Ly VoS AR

MNRTZ AL, B MY T Ly Vo B ERBRL T > b, A XBBBEIERIZBN T, ERAY Ty o
VoS B~ OFEA Z RERGFIICHE Lz, £72, B bRY T Lo v Vo ZARBEIMBICEN T, ThAZ TR
CAMP DFEAMME RS T, NY T LA LD cAMP OFEAZIIHI L2 Emb, XY 7Ly Vo R IEEIER
ERHLTWDZERRENTZ, B MY T L0 VoSt FRICRHT HEEHIE, 0.43£0.06nmol/L Toh 72222 (in

Vitro) o

2)FIIR1EH
MUARTZ N, BEET v FEOA XIZBWT, AEKRFMICREZENISE, REEEEZKTFIEZ, 2oL x,
N—TRIRIEE TR0, BREKZ VT T ANEDEL Y, BEKOPAZ RIS E72 OKFIRIER) 2 29,

3)PUEEIELE M
MUARTZF, Ty NREBEETAUICEBWT, B X2 UFREBELOE A X I UERBMIME SO TTE

FRRAFRNTIH Lz, £, REOARERICBWOKFREM 27 L, BTaf &2 B S 87 2 29,

K ER]
MARTZ T Ty MIFEAERRET VRN T, JEKROIEETH D RE L OIEH Z B &7 2,

(3) {5 FASETUBER - FAKBER
BB L
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VI. EMEFREICEET HIER

1. meREDHTE
() BELAD R MAbEE
MY ERe L

Q) FRRHBR CTHR SN -OFPERE
IDLAEIE 22
TEFERR AT h L R T 5 2 15~120mg ™ % 22 fERF R O #5 U7 FEOIRYENIE T A —Z 2 K VI-1 1ITRT D),

RVI-1. AT BRI G RO KD ERE T A —H

5 Tinax (hr) Cmax (ng/mL) AUC: (ng * hr/mL) Tz (hr)
15mg 2.0 (1.0~4.0) 135+53 6451367 33+1.2
30mg 2.0 (1.5~6.0) 213+76 1,302 +553 3.9+1.7
45mg 2.5 (1.0~3.0) 363+318 2,098 +1,950 29+08
60mg 3.0 (1.5~4.0) 315+105 2,321+634 46108
90mg 2.0 (1.0~3.0) 429+146 3,600+922 58+1.4
120mg 2.0 (2.0~3.0) 661276 5,908 +2,091 93+3.2
I AR 2

Tmax DA HHAE (FEPH) . 6 B, 30mg FEDH 12 ]
) AFOAB I N1 HHER, LAEICZET 2REFE 15mg KOHFEEIZB T 2R EEE 7.5mg Th 5,

)G
TEEERANC R T Z 2 30~120mg ™ A ZEHERE 1 B 1A 7 AREROEG L2 M7 2 v ol ig e

BRITIA N0 71228,
) AROKBENE | R, ORBICHIT S IRIER 15mg ROTFRZICH 5 (KIS 7.5mg T 5.

(DAREIZBITDEEITE)
DYERERE IS MANTZ 2 15mg & 1 H 1R 7 BRIKERAEG LIZRED ST Z o OIMBIRE T A —F &R

VI-2 (2R3 2,

FVI-2., DMERIEEE IS MLATZ 2 15mg & 7 HREIRER GO K ENRE T A — &

Tumax (hr) Cmax (ng/mL) AUC2 (ng * hr/mL) Tz (hr)

5 1HH 4.0 (1.8~5.9) 258+95 2,057+795 6.61+2.1

5 7HH 3.9 (2.0~6.0) 256102 2,173+1,188 6.84+22
L+ AR R 7

Tmax DA HFRAE (FEFA) . 10 51
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VI. EMEFREICEET HIER

(FRRZEIZH TR RETE
FHERIEREIZ M AAT 2 75mg 2 1 A 1B 7 BRIRERARLG LIZRFO M7 2 o OIERMENENRT A — 2 %
FVI-3 [ ToR$ 30,

RVI-3. FFHRIEEE IS R T 20 75mg 7 7 AEINER EREOIEYERE T A — 4

Tumax (hr) Cmax (ng/mL) AUC2 (ng * hr/mL) Tin (hr)

51 HH 42 (3.8~11.8) 10054 1,061£7322 9.1+549

57 HH 40 (1.7~7.9) @ 11260 1,370£1,165Y 8.51+4.19
S+ AR R 7

Tomax DAHFHAE (EiPH) . 20 61 (a) 16 %, b) 15 1)

3NV FI R
O hRTZ 2 OD EE 7.5mg [TE]

(438 S DM FIRENRBR T A RT A2 ) B 243 A 19 A IEASKSER 0319 5 1 FlckS&, s
7% 0D $E 7.5mg [TE] &Y ARAN OD $E 7.5mg %27 B A4 —_R—EIC LV ENEN 1 E (MAARTH L LT
7.5mg) ., FERERAL FICHERR K O RZICHER OIS OKCIRAKROKZ LTIRA) LTS FATZ RO R- K
NNTH L DMSERREZBIE LT, SON3EYEE T 2 —4% (AUCo24. Cmax) (Z2WT, 5RO V- E
DFED 0% EHEX M ZRDEFERE, DTS 10g0.80)~log(1.25)DHFPHAN TH 0 | i RIHI D A4 R L DS HERR
ni,

M - kv #h

S-1 R-{K
(ng/mL) (ng/mL)
60 - 20 -
1. 1.
i} 50 - —e— [ LT X ODSET.Smg [TE) ?E —e— LT X ODSET.Smg [TE)
S 40 | <--O--- H 1 A 5 OD$ET.5Smg Rls'Tf, <--O--- # A 2 71 ODEET.5mg

PEME IR, n=20 PEIE EAEERZE, n=20

S

0 4 8 12 16 20 24
R AL (hr) PR (hr)
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VI. EMEFREICEET HIER

A FL I -

S-f&

KipL#E

(ng/mL)

80
iR
3 70

60
50
40

e AN ANEPAR R =

—e— | LAF K OD§ET.5mg [TE)
---O--- % L A 7 ODEET.5Smg
P REERZE. n=20

0 4 8 12 16
$ 522 s ]

20 24

(hr)

B% - KDY &S

S-1&
(ng/mL)
60 -
1.
5 50 - —e— [T X ODEET.Smg [TE)
S 40 - ---0--- B L A ODFET.Smg
k EYIE SRR ZE, n=35

24
(hr)

5% B H]

B - K LIS

S

(ng/mL)

60

BN

i 50

40

30

BECNYN S, s 7 nf

. —e— LT ¥ OD§ET.5Smg [TE)
| ---0--- % A A HODEET.5mg

P R, n=36

e bt ] (hr)

- 29 -

R
(ng/mL)
30
ik
E 25 —e— [ RTZ L OD$ET.5Smg [TE]
R 5 . ---0--- % A A H7ODSET.5Smg
b SEEE HFEERZE, n=20
L 15
AY
7 10
&
N
m oo
}:E 0 & T T T T T :
0 4 8 12 16 20 24
5% R (hr)
R
(ng/mL)
20 -
Jing
zij . —e— LN X ODEET.5Smg [TE]
R D | --0--- A X HODEET.5me
k I AR ZE, n=35
JV 10
as
>
75
v
s
E 0
0 4 8 12 16 20 24
5% R (hr)
R-f&
(ng/mL)

N}
[=]
)

—e— [ L NT X ODSET.Smg [TE)
T ---0--- ¥ L A HODEET.5Smg
B AF R, n=36

—
W
1

W

MEUCNN S, v BEE
>

(=]

P51 R (hr)



VI. EMEFREICEET HIER

FoVI-4. fEFERAB I ST X 0D EE7.5mg [TE) 2RAKE LIZORYEIE T XA —X
(B HE DIy BhREfE L b F )

HIERT A—H BERT A—H
AUCO-24 Cmax Tmax Tl/2
(ng-hr/mL) (ng/mL) (hr) (hr)
I/ > © N ”l‘"
b ’\75(/ ODSE| 51791479741 | 39.9831+14.1678 2.43+1.05 465+1.12
s | 7:5me [TE
gy FRATODEE | )3 558478030 | 39.6829+9.2477 2.0040.97 5.09+1.31
K&V 7.5mg
I/ > © N ”l‘"
B P75 ODEE| o her+25.041 13.2868+5.5938 2354105 6294151
(n=20) R 7.5mg [TE]
ﬁAifng e 67482426132 | 13.2173+3.9984 2.05+1.07 6.63+1.84
l/ N o} :/ ‘,r'-D
o7 5( ODSE| 30 014488.622 | 47.838017.4696 2.00+0.81 4544133
S 7.5mg 'TE]
H gLy FAATODEE | y3 2711108595 | 48.8260+21.1818 1.55+-0.48 4.05+137
K7L 7.5mg
N LT A §
_ oi7 2 ODSE| gy 645430714 | 161690+7.5447 |  196+0.75 5.67+1.65
(n=20) RAK 7.5mg [TE]
%Aj ij(g)D b 70231+37.053 | 16.5828+9.2182 1.50-£0.46 5.46=1.70
N LT §
bRz §7r/ ODSE| 533015473584 | 44.6032+13.0711 3.16+1.19 3.75+0.96
S 7.5mg 'TE]
i FRATODEE | 54y 673489507 | 46.8480+18.0232 | 3264 1.04 3.7640.84
KV 7.5mg
N LN i
B RAATS S ODSE| 017420720 | 14325444840 3.03+1.08 4854091
(n=35) RAK 7.5mg [TE)
%L‘jsﬁng bie 71146425014 | 152159+6.4171 3.0841.08 5.08+1.45
LXK 5
hosz ﬂ/ ODBE|  )18302+98900 | 39.6110+17.8366 | 4.67-+1.68 3.35-0.82
Stk 7.5mg 'TE]
R FHATODEE | 56 384+109.128 | 37.9014+16.2267 5.15-+1.78 3434081
Kig L 7.5mg
LT A 5
7 AT S ODEE| o ces+31314 14.6116+8.7105 4634167 3.98+0.82
(n=36) RAK 7.5mg [TE]
ﬁAj 57; gD e 72020434098 | 13.4974+6.4370 4974172 4014086
CEEME R YR =)
MFEH RN TNE AUC, Cmax ZED/NT A —X %, #REZ OBR, KIROBIEIE - BEMZEORBRSEMEIC L » TR
HEREMENH B,

@ rARTFZ 2 OD §E 15mg [TE)

[ FE RIS O LM PRI SRR T A KT A ) B2 43 A 19 B SEASKERS 0319 5 1 Bl %,
7% OD § 15mg [TE| LW 2AA% OD i 15Smg &7 0 AF—"—fc L) Zheh 1§ (FAATZ UL LT
15mg) . fEEERRA S FICHERIE LK OV RZICHER OIS OKCIRAKUUKZ LTHRA) LT S-bAT 2RO R-b
NART B OMSEPREZRE L7, BONTEYEIEE ST A —% (AUCo24, Cmax) IZDWT, XHEZEHAE O Kl

DFED 0% EHEX M 2RO TFEE, DT H 10g0.80)~log(1.25)DHFPHN TH 0 | i RIH] D A W) R4 DS TR

n 1,
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VI. EMEFREICEET HIER

Mg « Kb 0 5

S-&
(ng/mL)
100 -
i
735 %0 - —e— AT X ODEEISmg [TE)
S ---0--- A A HODFELSmg
L 60 STl ARYERE, n=19
Jv
VA
540
i
20
s
-3 o 0
0 4 8 12 16 20 24
TR (hr)
HERIE - K72 LIRS
S-1&
(ng/mL)
120 -
i .
*{E 100 - —e— L AFH L ODEEISmg [TE)
S g ---0--- A A HODFEISmg
b P AR, n=20
60
VA
7 40
b4
v
e 2
0 4 8 12 16 20 24
514 el (hr)

B - KDY &S

S-f&
(ng/mL)
100 -
il
*f %0 - —e— LT OD$ELSmg [TE|
S ---O--- % A A 7 ODFE1Smg
L 60 B AR A, n=36
V%
2N
40
v
> 20
I
=
0 4 8 12 16 20 24
TR AT (hr)

- 31 -

R-IR

(ng/mL)

40

E

i
30

20

10

BEUNN S, s 7-m &

—e— KL AT X 0ODEEISmg [TE]

---O--- % 5 X ODFE1 5mg
FIME L AFER S, n=19

B 515 ) (hr)

R-1K
(ng/mL)
50 1
i
%40 | - —e— (LT X OD$E1Smg [TE)
R ] ---O--- 4 1 A 7 ODE1Smg

R-f&

PEIE AR, n=20

(hr)

(ng/mL)

30
il
i

20

e AN ANEDARNE A

—— [N TH > OD#E15mg [TEJ
---0--- % A 2 ODEE1Smg
PR E EEERZE, n=36

(hr)

515 R



VI. EMEFREICEET HIER

B - KR LG

S-1&
(ng/mL)
120 -
ifi.
lﬁf 100 4 —e— [T Z OD$E15Smg [TE|
_— , ---0--- % A A H1ODSELSmg
L C P ERERE RS, n=35

R-{K
(ng/mL)

—e— KL AT X 0ODEEISmg [TE]

---O--- % LA A JJODHE15mg
FE AR R, n=35

L 60
aS
740
5
“ 20
V3
B o
0 4 8 12 16 20 24
e 5% R (hr) £ 5-1% e (hr)
FVI-5. ERERRAS 712 AT 22 OD §E 15mg [TE) Z##R 0 EE L7-REO Y BNRE T 2 — ¥
(KW BE DB REME ) B H)
HIERT A—H BENRT A—H
AUCO-24 Cmax Tmax T1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
l/ N O :/ ‘,r"v
b I’S\I;ﬁTE?D 5| 430.255+165.934 | 70.4314+22.9470 2.55+0.86 4724078
S-1&
oy P
He gy FLATODEE | 41540+163.604 | 73.7260+25.4429 226+1.08 4674097
KD 15mg
JLRT A 0D §
7 hrsT 5 | 135312448915 | 23.4500+7.8686 2454078 5.93+1.49
(n=19) RAK 15mg [TE]
ﬁAXl;fn;D 51 12612346998 | 24.551149.5209 221+1.12 5.824138
< I/ > ol N i
b/ ’\7§}/OD% 474039255849 | 867602322135 | 1.86%0.63 4324121
S 15mg TE]
He Ak FLATODEE | o7 4014241722 | 87.2240+27.4978 1.860.56 415+0.78
Kie L 15mg
N L X7 & 0D B
B RAATSODSE| | s04193.403 | 294882+ 14.4398 1.8340.65 5.6212.06
(n=20) R 15mg [TE]J
%L‘Xl:jngOD B | 141347486336 | 2928154119470 1.76+0.61 5.23+0.72
AT 4 0D §
b ’\751 OD 5| 464320+192.781 | 67.8125+22.8344 4214186 3.98+1.02
Sk 15mg ITE]
i FEATODEE | 435 1604170560 | 63.1572423.1192 |  4.49+2.01 3.9140.99
KD 15mg
LNTH i
B hART S ODEE| 5) 654456924 | 21.2120+7.8189 4134195 426+0.94
(n=36) RAK 15mg [TE]
%Axlsjjn ;D B | 104604450356 | 19.6693+7.8346 4344195 4224099
LXK #
b \752 ODSE| 55 588+289.388 | 95.1874-+37.5401 4.00+1.17 3.8740.92
Sk 15mg ITE]
s FLABODEE | o) 1574270541 | 88.5967+33.8169 454+1.79 3.90+0.78
K7z L 15mg
LNTH i
B P72 ODBE| 13486395 | 337828 15.4951 403+1.18 431+128
(n=35) RAK 15mg [TE]
#Axl;:n;mﬁ 151.418-80.564 | 30.8458=13.1307 431+145 438+1.16
CEYE R =)
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VI. EMEFREICEET HIER

MAEF LW NS AUC, Cmax FFO/3T A — 1T, BRHE OBRIR, (KIEO BRI - eSS ORI L - TRz
D AIREMED B D

@ bR T Z 2 0D $E 3.75mg [TE]

RN T 5 OD $E3.75mg [TE] (F. [5G 8 RR 25 8 0 E A O LW FRRI SRR A RT A4 ) Bf243
H 19 AASEASERS 0319 85 1 o3&, FANT X 0D §E 7.5mg [TE] ZAEHERFIE Lz & & B8
Sl S L, EMFRICFEE L s Y, (TIV. 9. M OESH)

(3) sl
LB L

) B=E - GRAEORE
DEFOZHE
TERERR IS b RT o 15mg % BN N #%5 U7z, 22 G~ B %5 TIE Cnx XY AUC IZFNER
13RO LLETH o722,

LI SRk Z

O vatry—n

fEEERR AW T, 17 CYP3A4 OFLEERZHT 547 F =2 —/1 200mg & ST H 2 30mg P OFFFIIC &
. MARTE D Coax LONAUC IZENZEN IS HER DS54 5127257230 WEAT—F), (V.4 FEROH&EIC
BT 2VEE). VIL7. QPFHEE L 20l OESHR)

@7nrafy—i

TR AT T, FEED CYP3A4 OIHEEAZAT 5 7)Y —)1 200mg & hA T H 2 30mg ™ OFEHIC
X0 "ARTH D Coax KOVAUC IZZENEIL 18 B RO 3.0 512720723 UEAT—%), (V.4 AEEKOHAE
BT SR, L 7. QFFREE &2 0BH ] OEBM)

L —FTIN—Y P a—2R

BERAICRBNT, hAARTH 2 60mg ™ % CYP3A4 OERAZHT 7L —T 70—y Pa—A LV IRAL
TolE, MR TZ D Coax K OVAUC IXENZEN LI ER 1.6 512705723 WEAT—F), (IV.4. HEROHR
BT HYEE). VL 7. QPFHIEE & 2 DFEh ] DHZBH)

@V 77T

EEER ISRV T, CYP3A4 OFEEAEZHTHY 77 B2 600mg & hANT X2 240mg ™ OFFFICEL D, b
NWNT B D Coax KO AUC IXENZEI1/6 LN /8127257230 UEAT —%), (IVIL7. Q0 HERE L ZDEE] ©
HBR)

(OPA=E V%

R AR NT, PHEEAOKE THL Y IF T 025mg & MLATHZ 2 60mg ™ OffAHICLY, YIF o n
Cmax XN AUC 1E, ZNEN 13 RN 1252072, FAARTZ D Coax & AUC 1F, WIS 11 51720739
HEAT—%), (IVIL7. QPFHEE L ZOHE] OHEBH)
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VI. EMEFREICEET HIER

©u XA HF

fEFERR ATV T, CYP3A4 DRI THDH B NAFF 2 80mg & hANTZ 2 90mg™ OfffIcky, v <2 x5
D Comax LN AUC ZZNZN 13 LN 14 B2 57239, BRAZF 2 80mg & b T2 60mg ™ OHFHIZLY
FNTZ D Coax & AUC TN 1 E 1.2 5187257239 GFEIAT — %),

O7IFFa
THENREBE BT, CYP3A4 ORETHHT I 4 F 12 200mg & hAAATFZ 2 90mg ™ OfFICk 57 I 441
¥ DIEMBREDZALIT 5% AR TH o723 GHEAT—4),

@ULT77Y v
R AICBWT, CYP2CO DB THHUNLT 7Y 2 25mg & bANRTH 2 60mg ™ OHFHICEY, RRULT 7V
YL SUNT 7V ORI E LT o723 GMEAT—4#),

@7uekEIRN, ERpzeeF7roR

TEHERRAIZRBW T, MAARTZ 2 30mg™ &7 aE 3 F80mg L OHFAICL Y., AT H D Cuax LTV AUC 1F0
Thb 1287, B RuezraFT7 Y R 100mg & OFFRICE D FAARTH D Coa KTNAUC IZZAL L7 7> >
7o MAARTZATT7EEI REOE RrZaaF 7Y ROEYBEICEELY 5.2 7017239 GHEAT—),

) AFOAGES 2 1 BRI, DAEICET 2RI 15mg L TSR D EITHE 7.5mg TH 5,

2. EYEERN/S A4

() ft A%
MY ER e L
(2) R U R FE E £k
MG L
Q) HKREEH
FVI-6. FEFEMA D FICHERROKREG Lo EIGEREES D 9
} kel (hr!)
kb NEw'E B b4 - —
biiNeNis %
S-{k 0.163260+0.063767 0.197416+0.054324
KH Y (n=20) (n=35)
R-1K 0.116474+0.030417 0.1482147-0.031144
7.5mg
S-{A 0.170111+0.065940 0.220503 *0.059690
K7L (n=20) (n=36)
R-1A 0.132367+0.039787 0.181845+0.042159
S-{& 0.150592 +0.024455 0.186404 +0.050349
KD (n=19) (n=36)
R-1A 0.123375+0.027957 0.169523+0.033772
15mg
S-{& 0.171428 +0.045540 0.189508 =0.046026
K7g L (n=20) (n=35)
R-IK 0.133661 £0.033138 0.171142+0.039900

CPEIME = AR R 72)
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VI. EMEFREICEET HIER

DHHIF7SIUR
MY ERe L

(5) ST
AR L

(6) Z DAt
BB L

3. BEE (REaL—a>) i
OF 2 p>
LB L

(2185 A — 8 EHER
L L

4. R
HEFERLNIC I 1T 288 AR GRE DM S A AT _A T E VT 11356% Th o740 GEAT—Z),

5. £
(1) - A PA B B 1
LR L

(2) M i%-Ra AR RE P @E 14
ER (VX T o ) TS L WIFRIEBITAERE STV D, (VL 6. (5)iEl ) OHEZM)

Q@ it ~DBITHE
ER (Z v b)) THITT~OBTAHRE ST D 9, (VL 6. (6)f%FLhm | DHEM)

(4) BB~ DBITHE
E R L

(5) Z DI DI DI THE
LR L

(6) MIREAHEEER
bt FLEEARERIT 98.0%ULETH 722 (nvitro, B 5iEE),
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VI. EMEFREICEET HIER

6. e
(1) fRBEDRL R UF R AR R
g L

QREICEET 2ER CYWPE) ORFiE. HER
RULARFHE AT, B MFI 7 a Y —AF b a—2Ah PA50 D4y FfED 5, £ LT CYP3A4 ICX W gians 4
(invitro), (TVIL. 7. YA AEAEA ] OIESHR)

() PEBBHREOERRUZOHE
LB L

1) REDOFEOERRGFL, FELE
L L

7. B
TR AT, MC- R ANT Z 2 60mg ™ % 2SRRI AR O 5 U7 iF, 3P R OURTFICERZNES Lo
58.7% % T8 40.2% 38k X iz, REMAKROHE P R OIRFPORERT, ZTREnHERED 18.7% KN 1% A TH -
724 GrEAT—%),

) AFNOAGES 2 1 BRI, DAEICET 2RI 15mg L OISR D KEITHE 7.5mg TH 5,

8. FSURKR—E—IZET BIER
PHEAOKETHI L L BT, PHEA~OMEERAEZAT 5, (IVIL7. HEIER] OHEER)

9. BENHFICLIBRER
MIEEHTIEL ST 2 DOBRFEIITAEDTERWEEZLND,

10. BEDEREZHTHEE
(1) EHeRE RS B
BHEREDRIE DR DMWY (VL7 F =227 V75 A<30ml/min, 7 LT F =27 VT T ZX=30~60mL/min
LRI VT F=v 7 UT T A>60mLmin) (& hASTH 2 60mg P EEE LD AUC 1X, =00 7,360ng *
hr/mL. 6,980ng * hr/mL %} 3,890ng « hr/mL CToh -7z, Fiz, MIFFEER>RIT, ZEN 1.2%. 0.6% &% 1.0%
Thote, MBEHFEHERS R 2 AV CHE M Lz iR iEgiRR g o AUC X, 7 V7 F=v27 Y7 7 2 A<30mL/min,
JVLTF=r VT 5 A=30~60mL/min KONV LT F =27 U T T A >60ml/min TENZFH 71.8ng + hr/mL,
36.4ng * hr/mL &%} 37.5ng « hr/mL CTH 724 AEANT—4),

F) AHOABE N1 BHEIL, DARRIZET 2 HIEITE 15mg XK OFEZIZ 5T 2 RIETE 7.5mg Th D,
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VI. EMEFREICEET HIER

()R RE R
FFERIERE I MAARTH 2 15Smg 85 L2 AUC 13X, EENTREEHRE (Child-Pugh 73 A XiX B) T
1,618ng « hr/mL, BEEEFREEHE (Child-Pugh 43%6 C) T 2,172ng - h/mL Tdh -7z 40 (RLEFIMRHT) ,

G)mElng (65wl ). MER
RV B DI ENEE VTR S M OWERINC X 5 BT H R hr - 72 4D,

1. Z0ith
MY ERe L
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VI ®£% (EALDOIES) (CBEI SHEEB

1. ZERBLZNER
(RILIRT 2> 0D £ 3. 75mg TTEL. bJL/8TF %> 0D £ 7. 5mg TTEDD

8
e
REMFEIEY ., BFEKRIRASBKEROES b LANEEEL, BREECE > EANBEIATEY.
. BRLMES FUYLREOLRICL HREERMHEERRERTBIAAHEEH5, ABRFTREE
B IEEET 52 &, Fi-. HICRSEMEXEEMBCEIES b U YLRESBEEICHET 5 &, (8.8,
8.12, 9.1.3, 11.1.3, 11.1. 4 58]

{RILAT AR 0D 88 15mg TTED)

a4
=08

AEWRS(ICE Y, RBGEKFRA, B BRKERCE T YD LMEZRL., BEEETICESHEMABREENTEY.,
T, BREMBES PV LAREDLERICL D ZEEMRBERBZRTI EEINLHLEND. ARRTTRSZ
FIEXIEBRT 5 &, Fz. HITKREMBBEXEIBRBICEMES D LREEZHERICAET S &, [8.8,
9.1.3, 11.1.3, 1. 1.4 B8]

2. EEABLEDEH

222 (ROBAHICIEHFRS LRI L)

2.1 KHNIORES UTFELUEAEY (RAARTE Y VT AT L F R U 7 5% 10k UWRBUE DR D & % B

2.2 NBEEC WK GERD R e BE [FEEREROEANIC IV & MY U A ER OBKOBZENLNH
%]

2. 3 4TI XUTAEIR LT W D HIREME O B 5 ot [9.5 B FR]

2.4 BIRDBE [KAOHREPIFFTE R0, ]

2.5 WY 7K o lAa 2 IR EE A AFERE O B E [9.3.1 B

2.6 ) bY v AMAEDBE [ARAOKFRIERIZE Y & b 7 AMESEET 2820088 5, ]

3. MEERIEIHRICEES HEE L X DEH
BE S TR

4. RERUVHEICEEY HIBEENER
(V.4 JELROHEICHEESTSEE] 22083528,

5. ERRERMIRE LT DHER
(hILRT A 0D £ 3. 75mg TTEL. bJL/8F %> 0D £ 7. 5mg TTED)

8. EELEARMIE

(hEEHIE)

8.1 AHOARMBIMEMC L IERMIEROW D 2k L, MiED ) v ARELZ ER S, DEME), LEMANEZFHERET
2BENRHDLOT, AFBGHIEIMED VU AREZIET S Z &, [9.1.2 28]

8.2 MBI FHEE T 2B IIX, MEEZBET 5L,

8.3 AFIOEEMINEL, WRIZFIRIZHAEI WA, & Y U AMER EORWERRS bbhdBENBHDHDT, O
VRGO BE OIREABIZ L, EWE KoM 21TV E, IE, IR, RESEHEEICET 2 2 L,

8.4 RFNOFIRERLE, N8, Bk EORERNH S b HEICIE, KoM EIT) LHEET L2 L,
[11.1.3, 11.1.4 &) (K= ~D3K)
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VI ®£% (EALDOIES) (CBEI SHEEB

8.5 AAIOE AN b EERIHEEEREE R D Lo b Z Wb 57, AEEGBMGANCITHREREZ i L, D
72 b BB 2 BRI IFSRERE 21T ) 2 &, F00 28T, 2o® bRk T 25812, #
HMELITO 2 &, [11.1.5, 151 2]

8.6 DEVWENDLLOLNDLZ ENHLHOT, WENHEET D2 L, Eiz, MPEE. BEIEOEIRERERRZ 1 D i
ERETDBICIIER S TS 2 &,

8. T RIKHTRIRIEN YT LaWEA L, BREEE MR L &, [17.1.1, 17.1.2 BH]
ODFLIZH T BREITE

8. 8 RFAIF5-PHAT: 24 BRI KRR BRI B 272D, D7 & b EGBh 4~6 REf%IEONT 8~12 I
Mg b Y o AREZBIES D 2 &, HE5AEEEG VEMEEXEIREL, TokbE5 2T 5
B\AIE, WEMETSZE, (1., 1113, 11.1.4 2]

8.9 HIEAE (AEATRMRENRFICI Y P — L &R TWV5 L EDORE) (TR THAE., BREES 2k L2
W2 &, ENERRBRICE VT 2 B A28 2 50 ARBRIT AR,

(FREZICH T BKKITE

8.10 AFNOEGICL Y BERTHEEENOOONAZ DD, FHZERE T, FHELr LBk BZ
s Z &, ROFREBOE L RN LD HHEEREORB L ORJAEETHD Z LICHEL T, AFlO#K
HiZolzoTE, VAZLR_XT 4y MEBEL, RFRSOEEICOWTEEISHNT5 2 &,

8. 11 AFOFHIZL Y, HEELAHFHBERENGODNDZ ENHH 2L, EHANBEERBRICHENT 2 AMZBEL 560
FRRBRIZ 2N L n | (KE, IEFR, TRGEER EOBFORELZELE L, RKIFREASE LG A L, BR &
B2k, VER/NROMMOMRICE EH5 L,

8. 12 AAIB 5B AR 24 RFRI LA KRR ZNR D3R < BT 27280, D7 & b GBMR 4~ IR ICMyE T F Y ¥
LEEARET DL, SOICEERA2 AN 3~5 BEZIC LEJE L, 0% b5 2k 258121,
WEMET 52 &, (1., 1113, 11.1.4 B8]

8.13 TR HBE TlE, AROHEIZ LV BLEHLO Y 27 RNEELrBENRH 570, & HmoIKERS S
i Ga2hik L, WORLEEZITY Z &,

{RILIAT AR 2 0D 88 15mg TTED)

8. EELERMIE

8.1 ARANOAMRIMEMC L W IERMIERORD AR L, MiEH Y v LRELY B S, DB, OEEREFHRET
HRENNBHDHOT, REIFEGHIXMIED Y 7 MREZIET S 2 L, [9.1.2 B8]

8.2 MBI FHET 258X, MEEZBET 52 L,

8.3 AHIOF AL, WERFIRICHES WA, & RV U AMIER EORIERARS b dBZnnH 50T, O
BREDBE OREBEBIZE L., EUZKOMBEIT, KE, ME, M. REFZHEENCHET S 2 &,

8.4 AFNOFIRERIZLEN, 0B, Bk EOERNH S bNIZHAICIE, KOMBREIT) LHEETHZ L,
[11.1.3, 11.1.4 Z8]

8.5 AAIOL GHIHIHN b EERIHREREE R D bbb Z ENb 57, AEEGBMGRNICHTHEEREZ E L., D
72 &b B BA 2 BB FSRERE 21T O 2 &, 00257, 2% LR E MG T 28612013,
HMAEZITY Z &, [11.15, 151 2]

8.6 DEVERNHLONDIZ LNHLIDOT, WBENCHEET D2 L, Eo, @FEH¥. BB BEOBEIREMGIRZ M 5 B
EEETABICITEESEL 2 L,

8. T R RIR BN SE L e W aid, BARERG A LanZ &, [17.1.1 2]

(R_—=~D>3<)
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VI ®£% (EALDOIES) (CBEI SHEEB

8. 8 AAF 5-BAATR 24 eI LA KFIR IR SRS FBLT D720, D7 < & b 5-BAA 4~6 FEZ I ONT 8~12 I
MZICEF MY v AREZRET A2 &, BERHEZFA>D EMREXEIAEL, 2% b5 4T 5
BT, WEAMETSZ L, [, 1113, 11.1.4 2]

8.9 HEAE (KITRMRENRFICaY bu—L &N TV & EDEKRE) I[CR- AR, B &G 2k L2
W2k, ENERRBRICE VT 2 B A28 2 50 ARBRIT AR,

(R
8.7 V.5 (4) DAZMEMGERER] DOHESH

6. BENDERTEHITHEBICET IR
() EBHE - BERZEOHLHEE
(RILINT S22 0D 88 3. 75mg TTES. RJL/NTHR 2 0D £ 7. 5mg TTEL)

9.1 BHHE - BEREOHLEE
911 EELBHREABRX IROEXENDHDEE
BMARRIRDR D B oI HE, AR R MR, MIRRAEZ R L, MRERELZFETD2BTNRH D,
[7.5. 7.6, 11.1.2 Z#]
9.1.2FH )Y LINEDEE
AFIOKFIRERIZEZ O @A Y o AMENEET L BENBH 5, [8.1 ]
9.1.3MmiEFF b LRE 125mEq/L REDEE
24 FEHLANIZ 12mEq/L 2% 2 EARA LGNSR, #5252 8, AARMET Y 7 NREO Lk
kv, BEEMERBEERZ R TBENLNH D, [1.. 7.5, 7.6, 11.1.4 ]

{RILIAT AR 2 0D 88 15mg TTED)

9.1 E6HE - IEREZEDOHILESE
911 EELEHREERX IROEXENDHLEH
I RRRP o b T-GE, SR ER DR, MKEMFEEZ KL, hieERELFRT L2801 H 5,
[7.5. 11.1.2 &[]
.1.25H YV LMEDESE
ABNOKFRIERIZE V@A Y U AMENEET LBZNRH D, [8.1 ZH]
9.1.3MmiEF b LRE 125mEq/L REDEE
24 WERILANIZ 12mBq/L 21 5 EARALNHAICIE, BE5EE2FIETHZ &, AAMEFT M) U ARED |
FC XY, BEEEMBEREN L KT BTN’ H D, [1.. 7.5, 11.1.4 ]

(2) BEREEERE

9.2 BRI ERE
9.2 1 EERERENHLEH
FIRIZPE S B iR &0 L BRI EICET 2B EAn 5, [11.1.1 ]
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VI ®£% (EALDOIES) (CBEI SHEEB

Q) FFHREEERE

9.3 FFigaElEE RS
9.3. 1 NGRS HHEARE AT ERED BE

BELRNWZ &, BRILFEEOHEDICEY &) MY U AMEROBKDOBENYH 5, [2.5 28]
9.3 2 FMEREZRAT 2N EDREDH L EH

ik L AVMETE L7256 K fifa I R 2 kT2 d 5,

D) ETEREERT HF

9. 4 5TEREEHRT HE
WEhm S % AIREVED & D 2eMEITid, WY 21T O KO HRET 5 2 L, [9.5 3]

(5) 24

9.5 1145
TR IR L T D WREVE D & 2 ZMEITI3R G- Lign 2 &, @3 (v h=%) TR&GEMLEL O - RT3
WESNTWD O, F7z, BMER (V9F 4 Ty b 92) TRLLWITREBITAHRESHTWD, [23, 94
ZM]

(OF:-£2R

9.6 ZELIF
B EOARMERORAREOARIEEZZE L, RAOMEITIEZ2RET 252 &, 8FER (F v ) THIT
PADBATRHE SN TND 9,

(DIME

9.7T/hR
NG L U TR RERIBRIT SN L TuhZauy,

8) mtmE
(RILRT 2> 0D £23. 7omg TTEL, bJL/8T %> 0D £27.5mg TTEDD

9.8 SikhE
(HREFE)
9.8.1 SMARFIRN o b HE, DEAERIERED, WIREMHELRL, MIERELZFRTLIBENNH D,
(7.5, 7.6, 11.1.2 Z ]
9.8.2 BEOREBELBLE LN OHEEIKRET 22 &, —RICAEHEBEMETLTRY, . KEREZEZ LS
TNEINTND,
(DARRITHIT 2 KRETE
9.8.3m 7 N U AMERBOBZENNH S, [7.5 58]

- 41 -



VI ®£% (EALDOIES) (CBEI SHEEB

{RIL/AT AR 0D 88 15mg TTEL)

9.8 B E

9.8.1 ZMARRRNH b THE . DHARMERMIERRD ., MIKEMELZ R L, MRERELZFET I BThRH 5.
[7.5. 11.1.2 4]

9.8.2 BEOREBELBE LN OEEICKET 52 &, —RICAEBEMITLTRY ., o, BKEREEZ LL
TN I T3,

9.8.3mF MU U AMERBOBENNRDH D, [7.5 5H]

1. fAE{ER

10. B EEFH
AANL, T & UTHFIRHIEESE CYP3A4 IC L > TSN D, 72, PHEAOKEETHD L LEHIT, PHERA~D
MEERZET D, [16.4 BH]

(F#L)
TVIL 6. QKB PAG-9 DBE% (CYP %) O, F5R) OEZM

() B ISR & Z DI
BESR TN
(2) B FIIER & T DI
10.2 BFGER (BHAICERT 52 &)
A% BRI - H BETF - SR T

CYP3A4 BHENEH 213 25 3HA

V=), IT ) A~ A
TL—T T N—I a2 —R

[7.1. 16.7.1-16.7.3 Z1&]

Fhary—n (oAl ERRRE
g, A RTAFS = TS

R#WPEROAFICLY . REFD
TERRHBT 28R H D0
T, 2D DA L O GF T
52T ENREE LY,

AANOREESE TH D CYP3AL %[
EL, AFloOMFEHREL EH X
T2,

CYP3A4 FH8/ER %3 5 KAl
R A SR

A3 A XU YT (St John’s
Wort, o b a—r XU—F) &8

R OFHEICLY . KAl
TERR BT 2BEhRnH 5D
T, ARFEEREX Z S O3RA
LOBMEERLRNW &Y

AHIOHEELE TH D CYPIAL &35
WL, AR OMFEHEELZEKT S
w5,

B FLU,

[16.7.4 2]

TvaxT v AFN LD oIAX T OERD | AANIPHEEAZEEFEL, Yaxv
[16.7.5 Z1R] I nosBENNH 5, YOMBETRELY EASED,
P BEER AR E M 2 A3 2 34 AANOVERPNHIRT DB | ZH b OIRKN PREE A ZET 5
v mARY b2, TR ARANOHE A &

noleomEmgER LR34 258
Thd b,

(KAR=T~D5<)
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VI ®£% (EALDOIES) (CBEI SHEEB

R4 5 BRIRAER - & )75 By - fabRIK -+
VRN 5 INHOEFEFHTDHEE. | A OKFIRMEMIZ K0 968 A4
DRVPN S Sl S MRV U LREN ERT B | &0 ERk L, MxiIcmiE s
2w/ b, NITATLVUE | ZRhibd D, U LARERERT 282N S
PL7v R AT m U8R %o

=L
T VAT v BRI E K
TF TSV~ LA R
T OFT v TR RS
=8N A Ry NN 3

L= BAESE

T RX Ly T VRS

N F UL UFER AHNZ LW TV UFFER | REIDONY T Vv Vo SRR
F AR T L W K b OIEMEANETHE T REENAN | ERICE Y, mMERNEMIEN»S O
5, von Willebrand [Kl- iz H 23 i) &
NHEBENRH D,
(fiF#)

IVIL 1. )&F - FAEORE) HSR

8. EBI{EH

11. 814ER
WORWERANH LD Z EMbDHDT, BEEL+HIITV, RENRD ONGEIITFK 52 1E3 5 72 L)
TRAVEEITH Z b,

() EX7EIER & MHER
(RILRT A 0D £ 3. 75mg TTEL. bJL/8TF %> 0D £ 7. 5mg TTEDD

1.1 EX%EIER

M1 ERE (1%AK0H)

HEOEEERSHLONDZ LMD D, [92.1 B3]

11.1. 2 MR ERAE (1%K7H)

BARFRIC X 0 MiEIEG 2k L2354, ARE R Ve ERIEZFRT28TNH 5, [9.1.1, 9.8.1 ]
M. 1.3&F FUDLME (1~5%KiH)

AFNOKFIRIEFIC L 0 MEmiFEEZ KL, ST M U AMERH SbNDZ N Y, BElEEL2E) 2L bbb,
FehiiL, BokE, RE, MEF Y U AREROAE., BUKEOEROBEE L +5I12175 2 L, ABRRORHE,
JBAKEE DRER A Z2 BT ATIE, ARFIOE G ZRE U IE L, JERICHE U T, il % 5 0 72K 0 ik & o )
RAERATH Z &, Flo, EFRABIL2MET M) U LARED EARLONTZHEICIE, BEHICAROR S % h
IEL, ERIZIS U T, Wik E & 7oK MitaE oMb @ 2475 2 &, [1., 8.4, 88, 8.12 ]

(TKAR—=T~D5<)
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VI ®£% (EALDOIES) (CBEI SHEEB

N A2BEMEF FYDLRELR (1%HK0H)
AFNOKFIRIEFIC LY, ARG T Y 7 LBED ERAH LD Z N5, TIUT KV B, FiE, &5
MEAEICE 5 & 9 B EMEBEEERE 2 kT B2 A b 570, FGHIE, MiET ~ U o LJRE K OKRREOE R
AT H 2 &, AAHEG% 24 BRILINIC 12mEq/L 282 55 O1MiET b U v LREOZRR EEN RSN
AT, BEbICARoREEZRIEL, ERIJET T, @iRE SO KO MESE0OMuR0AEL1To 2 &, [1.,
8.4, 8.8, 8.12, 9.1.3 &H]
.15 BRFFE FEERP) . FEEEE %0
AST. ALT, v-GTP, Al-P, B U/LE D LHZM D IFREERE RS Db, SMEFARICELZZERH D, *
72, RFHERERESE AN EIE 9% £ CIERNC MR 2 Eiid 5 72 PBEZ +0iciTH 2 &, [8.5 2]
M1623avy, 7Hr745F% 32— (BERH)
vav s, TH74 7% — (BRERER, MEKT, WREES) BH5bN5ZER8H5,
AT BECMEET (EEARY) ., DEMS LAY . DEFEE (1%AK5)
11.1. 8 FFHERME (1% A%)
JFRERE OGA, EMbEEZM O IFHEMER S Db s BENRNH D, ok, FHEREIZ, FICHFEREEE I
BOWTHESINTNDDOT, ZNOOBFICEGT AT, BREHESEOHEFRERE HoIcBiRT s L,
1.1 9 SRMmEBRGE A . f/MREAD  (BEEERE)

(RILAT %S 2 0D 88 15mg TTED)

1.1 EXAEIVEA
M1 ERE (1%AK)
BEOEEERSHLONDLZ LMD D, [9.2.1 ]
1.1, 2 MARERE (1%A7H)
BB ARRRIZ LV MM % L7256, ARRE XK MR IEMRIEZFR T 28R H 5, [9.1.1, 9.8.1 BH]
M. 1.3 F FUDLME (1~5%KTH)
AFNOKFIRIEFIC X 0 Mg#fEz K L, &7 M) DAMERHSbND 2 ENb Y, BEilEELEY) 2 bbb,
Pehrpid, foKE, RE, MES NY U AREROOE, BUKEOEROBLZEE+0ICITH 2 L X
WK ZEDFER B F SN H AT, AFIOR G Z2WETIHIE L, FERICE U T, 8K & & D 7K fifa % o)
RAEEATH Z &, Flo, EWREEZL2MIET MY U ARED EARLLNTZHAEICIT. BEHICKRROKS % f
1L U, BRI UL ik E & O TR ifa S O 2 g 2175 2 &, [1.. 8.4, 88 2]
N LAREMmMESF ) VLRELR (1%KH)
AFNOKFIRIEFIC LY, AIZ2MET Y 7 LBED ERAHHDbND Z N5, TIUT XY B, RiE, &
MESE ISR D & 5 RRBEVEBEEERE 2 KT B2 570, FHHIE, MiET N U o ARE K ORIKE OB
BHOICATH 2 &, AFIEG% 24 FERILINIZ 12mEq/L 2B 2 25 0MiEF M v ARBEOLM e LA RNA LN
BT, BEHICARAOR G 21 L, RIS U T, @ikE & ook o fiifaEome) 20 @175 2 &, [1.,
8.4, 88, 9.1.3 ZH]
.15 BFFRE (HERP) . FEEEEE 5%UL0)
AST. ALT, y-GTP. Al-P, B UL ED LR EZMHI ITEERESE NS b, SMIFRRICEDLZ LD D, F
7o FFHSRERSE 2N RITE T 5 £ CIIEENC MIRRE &2 £hE T 2 72 CBIR A2+ 7o 2 L, [8.5 2R]
M.1.6>avy. 7+745F%>— (BHERH)
vavy, TTF7 4 7% v— (BFFER MERT., HREHES) BNbbbhdZ bbb,

(R_—=~D>3<)
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VI ®£% (EALDOIES) (CBEI SHEEB

LT BEQMERT GEEAH) . DEME GEEARP) . DEHE (1%K0H)

11.1. 8 FFHERNRE (1% A)

JFREZE 838 DA, BakbEE %t O THERMEDR S Db s BEZNRH 5, 7ok, IFHERIEIL, FICIFEZERE I

BOWTHEINTWLIOT, ZNH0BEFITRET 501, ElEEEORKERE 0 BlET52 &,

11,19 RmBRE A /MR G ARBT)

(2) ZnthoEIEA
1.2 znto&EIER
5%LL 1 1~5% A 1% A BEEE A
FEAh R R SEFE, O EV | RRE Hph, G, MEARREE . wEIR, IR,
Favro— EEHRE, KREHHK,
REEEMERRIAE, SEETE. R, 9 O,
U R—uR, Rl =y 7 RE
THIL2R 18 (56.9%). | AR, El, | HREYRMERE, ik, R = | 38 BERESIE 7
fE WL, R, BRE | 7. MEERBRE, ODEERPRE, DB | R
R, HERR, | B B85 BIBK. B BEEE. @
N B R, BBV —7, WTEE, HLE
HEEE, TW. HFE. 4R 0E
Ko BN, OOETH, F~n =
T BEOUE, MERR,

TEERAR M B mER | SR, WISMGHE . ANEEAR, & SZ R
T, BF JE. RZE T

IIRIT gL, ~EZ e EART, FHIRIMERE

M, M/ARRA . AERE L, ArEe
BRI %

Rt M REE ER | Bk, @A D v A | MiREEE ER. fRERDE, KD | BRI R &
e, FERP. & | v AIMEE, mAry v AfiE, K- Y | L' BN
moE . 5B R | vamiE, Rk, RV CEEMiE. CK -

SiE, Jf o
B - WRE | IR (38.8%). | BIEE. BUN L | REBBEE T, JREE, REDHE, HR
2R (262%). | 7. EHERERETE . | NEE. JRPA. ZIR. PRERIEYL. BEMCRE.
s L7 F | R BiiA, VAZF U C LA
= k5
I BUE BB, T IR ZERRE
B & 2 i R BE., SUE. RIER, ARLERE, I
DFEEFE, 21T, ZIF. BIF
N 2 A N2y qsE SRS, ERGERYE. Rk, B
. WL KRB, FEEEEE ., T
WO, SECER. S, FEFERETE
(= ~D>5<)
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VI ®£% (EALDOIES) (CBEI SHEEB

5%LL E 1~5% Al 1% A BAEE R
iR IRECHR, RRPIRE, ZotR, AEIEH M
Z DAl W, SEOE | REZAE) GEM. | EEE. BER. MEOE, AE. MR | AETFEHL

) EETE, | . mEE FERAL IETY ., B, KGR
B, VIR, A | B A VARG H U U HNE, B
AR, AR, | Yk, MRREIE., PARIMERR. BhEA4E. ARt
Jiaped W, RBAIA R, LB, 5K
f£. LDH L& HiG

9. BMAERBRERRICRIFTEE
RESINTHARWN

10. BERE

13. BERE
13.1 L&
MEENTITEZ TIERNWEEZ BN D,

. BRALEDIEE

14 FRLEDEE

14.1 EXRAEFDOEE

14.1.1 PTP WZEDFEANL PTP > — FOWMV L TIRMT 2 X 5FET 52 &, PTP & — FOREBKIZ LY | SV
HEBEERIEA~FIA L, BIEEAEZBZ U CHRIARFEOEELGIHEL IR T2 &1 5,

14.1.2 AFNFEO LICOR TR 2 2E S5 L NS 5700, KR L TRATETH S, £72. KTHR
MAT22¢bTX2,

141 3AFNTE L EZORETIE, K LTRASERNZ L,

<BE>

MABENTZHEIL, KR OWERHCTE DT RS | BaERAT 2. 2720, RORAREMEVGEIT 1 [E5R

L CROBEHF OIRARERNC | B RAT 2, #ixhc 2 Bl a2 —EICRAT 5 2 & dT 2 2 &,
(BRASNRFOHGIE, WL OFHEAISICL VLY TH Y | HxOr—RAG CTRIENZE LN EEZ B

LM, BHE LTHLERLE,)

12. Z0MtDEE
(WERRREAICE D {1F#]

15. 1 EREREAIC R D < 1Bk

WIS TH D0, WYAREIEZRMED 5 B BT x4 & LB IE —EEREERR (B ERR) Oick
W, A 60~120mg/ B XL 7 7R % 3 EMEG LR, EgE LR 2 28258 vey ER/. »
OFEVEE RO 3 &2 %2 A M5 ALT _EJ/ X i3niE AST B2, ARFIBGEO 2 flICiRD bz, £z, FKEE
FBRD 25 (F% B2 5 ALT LR OFBUBHEN, 77 B ARRE & ik U TARBIE G TR o 7o ORFIE 51 960 i
47 B (4.9%). 77 BREE 483 Hil 6 il (1.2%)), 7ed6. AAIFERACIT D EHEM RRO 3 54825 ALT &
A0 1T, BEHIE3~14 » ADOHIZRD bivlc, [8.5 B3]

- 46 -



VI ®£% (EALDOIES) (CBEI SHEEB

(2) FEBERRAERICE D < 1HHR
RESINTWHARWN

- 47 -



X. JFERIREAERICBEI H1RE

1. FEHER
(1) E3FEEHER
VI S HREICBI I D HE | OHSM

(2) REMEERR
BB L

(3) Z DD IR
R L

2. BUHR
(1) BEE S HEHR
LB L

(2) R S H IR
BB L

QP
g L

(4) 15 A LB
LR L

(5) ETEREH MR
VI 6. (5)dThar) DIAEZHR

(6) BF IR
LR L

(7 2 DD % EN
E R L

- 48 -



X. EEMEIEICEHT HIEH

1. REIX 5
BIK| . ML TFZ L OD $E3.75mg [TEJ. 7.5mg [TEJ. 15mg [TE]
BIZE, FERERIEN (FE - EMEOLFEICLIVENTHZ &)
BRIGy AT B

2. AREIRE
AR : 3

3. BERETORTE
iR RAF

4. BEWLEDEE

20. L EDEE
TovI e —BER IR R TRIFT D Z &,

V. 6. MAIOXFELM TICB T DEENE] OESMH

5. BERITEM
BFMEERSTA R HY
<FVoLBY : HY
Z OO BETEM : AT Z L OD $E3.75mg [TEJ + 7.5mg [TE] « 15mg [TE] ZARM S5~
(TX . 2. ZDoBEEE DESH)

6. R—m% - AxhE
FW—m 7%« Y 527 OD §E 7.5mg, 15mg, 30mg, A JHER 1%

Wz F:7V&8IF, FI7EIF, ZrEIRN, ft

7. EREEFAR
LR L

8. WERFTADFEABRVARES. EMBLENHKFAB. REHABFEAR

W4 BOEIRTEATRAEH B KRB FAMFEENGRAFEA B | IRGERAAFA B

kLT 2 2 OD §E
3.75mg [TE]

202548 H 15 H |30700AMX00187000 | 2025412 H 5 H 2025412 45 H

kLT 2 2 OD §E
7.5mg [TE]

202242 H 15 H | 30400AMX00153000 | 202246 H 17 H 202246 H 17 H

kX7 5 2 OD $E

15mg [TE]J

2022 4£ 8 H 15 H | 30400AMX00333000 | 2022 412 H 9 H 2022412 A9 H

- 49 -



X. EEMEIEICEHT HIEH

9. MEEXIFHREM. RZERVAEEFENEFOEABRVZTORE
KL X7 % OD §E 7.5mg [TE) : 202249 H 7 H
[N — TR RIEE DM OFRIZ T REA TS0 T D EEITE ] ORRE TR, AiER AR BN
STz,

10. BEERR. BMERERLAREABRVZOAR
YL

1. BEEHM
YL

12. #EHEHRICET 1R
AFNT, B (DD VIEERE) BRSBTS HIRITED S Tuhen,

13. &fEI—F
N JEAE B SR e | (ER =S 2 — R B Lt 7 MEEALH
WRIE4 . ) ) HOT (9 #1) #&%5 B i
IR = — R (YI=2—R) VAT A a—F
KV R A OD $E
2139011F5029 2139011F5029 129966301 622996601
3.75mg [TE]
KR A OD $E
2139011F3042 2139011F3042 129156801 622915601
7.5mg [TE]
KV R A OD $E
2139011F4057 2139011F4057 129261901 622926101
15mg [TE]

14, RIGHEAT EDEE
(RJLINTZ 0D $E 3. 7omg TTEJ. MJL/NTZ > 0D 8 7.5mg [TEJ. kJL/NT4 > 0D 4% 15mg TTEJ)
ARANTZHRIN EOBRIERLTH D,
FEAM FEEN L RF I L T OBAR I STV D,
fE HEEAIOHEAN FEMEEAE) O—HMIEEICOWT (B4 6 A 16 BAHREF 0616 5 1 5. W44 12 A 8 H
FHREESS 1208 25 1 B, 0 74F 12 H 4 BAHREES 1204 55 5 5)
SEAMFEHE O —H B > HEFHIZOWT
ARBFNOEEIZIBNT, TR EICE Y . QKRR S BAKERSCE T MY v AMiEE KL, ElEEIC
FEoEFINREINTEY, £, RMARMNET ) U ARED ERIC X 2128 EERBE R 2 kB2 hn
HBZEND, AT CEGEZBBUIEBRTA 2 L, Eio, FRCBGBMG P XOXEHE AT mE S N v ARE
EHEENICHIET D2 L) LRBEENTWADOT, EHICY > TR ETAZ L,

- 50 -



XTI.

SRR

1.

51 ARk

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)

20)

21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
38)

b—=7 A I —HNEE: BHIRAFHER (7.5mg) [TVA0003]

b—=7 A I —tNEE: BHIRFHER (15mg) [TVA0004]

h—=7 A 3 —tNER: IERER (3.75mg) [TVA0027]

h—=7 A I —tNER: IERER (7.5mg) [TVA0005]

h—=7 A I —tNERE: IEFER (15mg) [TVA0006]

h—7 A 3 —thNERE AR (3.75mg) [TVA0029]

h—7 A 3 —thNERE: AEERER (7.5mg) [TVA0007]

h—7 A 3 —tNERE: WEERER (15mg) [TVA0008]

h—T x4 3 —ttNER: BMEISRE CORZESERS (3.75mg) [TVA0030]
h—=7 A 3 —tNER: WOIRETOLEMRR (7.5mg) [TVA0009]
h—=7 A I —tNERl: WORE TOLEMERB (15mg) [TVA0010]
b—=7 A I —tENEE SEINC L D [TVA00LL]

b =7 A I —tENEE AR EMERER (7.5mg) [TVA0001]

h—7 A I —tENEE: AWEESEMERER (15mg) [TVA0002]

h—=7 A I —tNER: A FIREERER (3.75mg) [TVA0023]

h—T x4 3 —ttNER: DT X 20 RS (3.75mg) [TVA0032]

h—T x4 3 —ttNER: DAL 2 0ERE (7.5mg - 15mg) [TVA0016]
Matsuzaki M, et al.: Cardiovasc Drugs Ther. 2011; 25(Suppl.1): S33-S45 (PMID: 22120092)
oML AREBEELXMNRE LT TR E O ZHEEREEEER (A2 1522010 4710 A 27 HAR., HHEER
HESE 2.7.6.5)

R IEREIZRBIT 27 7 R A5 E Lic ZEEMIIEER (A28 2013 49 A 13 HAEAR FHE BT
52732, 2.7.64)

TERFERF (h 52 8E: 2010 4 10 A 27 BAGE, HFEEEMYEE 2.6.1.2)

Yamamura Y, et al.: J Pharmacol Exp Ther. 1998; 287(3): 860-867 (PMID: 9864265)

[U

Ly
By

=
@
bi5;

il
&
b3

Imb

\

(B

Miyazaki T, et al.: Cardiovasc Drug Rev. 2007; 25(1): 1-13 (PMID: 17445084)

Hirano T, et al.: J Pharmacol Exp Ther. 2000; 292(1): 288-294 (PMID: 10604960)

Miyazaki T, et al.: Cardiovasc Drugs Ther. 2011; 25(Suppl.1): S77-S82 (PMID: 22120096)

Onogawa T, et al.: Cardiovasc Drugs Ther. 2011; 25(Suppl.1): S67-S76 (PMID: 22120095)

Miyazaki T, et al.: Hepatol. Res. 2013; 43(11): 1224-1230 (PMID: 23413814)

Kim S R, et al.: Cardiovasc Drugs Ther. 2011; 25(Suppl.1): S5-S17 (PMID: 22120090)
OVERIRRE 31T 2 BRPRHEFIARER (Y 2 A W BE: 2010 £F 10 A 27 H&GR, HFHEEMEE 2.7.6.5)
MR (T35 1T 2 AR SEPLARER (V5 A W 5E: 2013 429 A 13 B7KGE, HIGHERMESE 2.7.6.4)
Shoaf S E, et al.: Br J Clin Pharmacol. 2011; 73(4): 579-587 (PMID: 21988334)

FDA Center for Drug Evaluation and Research: Application No0.2044410rig1s000: Clinical Pharmacology Review
Shoaf S E, et al.: Eur J Clin Pharmacol. 2012; 68(2): 207-211 (PMID: 21853290)

Shoaf S E, et al.: J Clin Pharmacol. 2011; 51(5): 761-769 (PMID: 20679500)

RANAZF L OMBEAER 1 (527 2010 4510 A 27 HARR, HIEERHEE 2.7.6.3)
RANALF L OMEMEM 2 (B 5 A 5E: 2010 45 10 A 27 HARR, HiEEEMEZE 2.7.6.2)
Shoaf S E, et al.: J Cardiovasc Pharmacol Ther. 2005; 10(3): 165-171 (PMID: 16211205)

Shoaf S E, et al.: Clinical Pharmacology in Drug Development. 2012; 1(2): 67-75 (PMID: 27121221)

- 51 -



XTI.

SRR

39)
40)
41)
42)
43)
44)
45)
46)
47)
48)
49)
50)

Shoaf S E, et al.: J Cardiovasc Pharmacol. 2007; 50(2): 213-222 (PMID: 17703139)
Shoaf S E, et al.: Int J Clin Pharmacol Ther. 2012; 50(2): 150-156 (PMID: 22257581)
Oi A, et al.: Cardiovasc Drugs Ther. 2011; 25(Suppl.1): S91-S99 (PMID: 22120097)
Furukawa M, et al.: Cardiovasc Drugs Ther. 2011; 25(Suppl.1): S83-S89 (PMID: 22120098)
b MR DHEEIHHREE (0 & 2 B 6E: 2010 4F 10 H 27 AZKGR, HIREEEMEESE 2.7.2.2)
W, oA, AR, PEMEERER (2 A B BE: 2010 47 10 H 27 HARR, HIEEERMEE 2.7.6.3)
Shoaf S E, et al.: Kidney Int. 2014; 85(4): 953-961 (PMID: 24048380)
PRI 2 R b U7 RSB R ARAT (B 5 X 1 §E: 2010 47 10 A 27 H/KRR, WIREEEMLEE 2.7.2.3)
i, VERNC X288 (Y A AW EE: 2010 £F 10 A 27 HIKGR, HEEERHIEE 2.7.6.3)
Torres V E, et al.: N Engl J Med. 2012; 367(25): 2407-2418 (PMID: 23121377)
=7 A I —HERNEEE KR OZEMRER [TVA0012]
=7 A 3 —tNEE: SRR [TVA0013]

2. ZDHDBEH
g L

- 52 -



XO. &84

1. ELGNETORETRKR

WA CORERRIUILL TO L BV TH D, (2025 47 12 A BIE)

E4 W 5e4 Y i (mg)

» SAMSCA FEF 15, 30

* JYNARQUE FEA 15, 30, 45. 60, 90

i SAMSCA FEAl 7.5, 15, 30

* JINARC FEAl 15, 30, 45, 60, 90

1L JINARC FEAl 15, 30, 45, 60, 90
SAMSCA FEAl 7.5, 15, 30

. JINARC BEFH 15, 30, 45, 60, 90

E) ERRSBICOWTIE, A48 ABEBRO 2 WEENRTE L TV 5,

2. BB BERRXIEER

WA BT D EAMESR (A—A N T U 7 5%)
AARDOEFIRLO 19. 4 AFEREZ AT HBHF ), 19.5 47, 9. 6 MR OHOLIHIILU TOLEBY TH Y,

A=A NZ VT HREITRRD,

AT DA EoER

9.4 £IEREE AT HEE
TR 2 WIREMED & 2 ZVEICIT, EEIBEE 21T O KO RET 22 &,

9.5 i¥iE
PR SUTAHR L W D ATREME D & 2 tEIIiT e 5 Lign 2 &, B ERR (T3 F) CRABER O - BIEETHR
WEESNTWD 4, Eio, BMER (VXD T 8 92) THd 2 WIFKREBITARE STV D,

9.6 B3R
B EOFRMER O RAREOARIEEZBZE L. RO TP L2 RadT 252 &, BFER (F v ) THIT
HADBITHHE S TND 2,

A —A +F U 748 (Australian categorisation system for prescribing medicines in pregnancy)
D
Drugs which have caused, are suspected to have caused or may be expected to cause, an increased incidence of human fetal
malformations or irreversible damage. These drugs may also have adverse pharmacological effects. Accompanying texts should
be consulted for further details.
Animal studies have shown adverse effects on embryofetal development (embryofetal death, microphthalmia, cleft palate,
brachymelia and skeletal malformations), which were observed in conjunction with maternal toxicity, although a direct effect
cannot be excluded. Tolvaptan should not be used during pregnancy unless the potential benefit justifies the potential risk to the
fetus.
1) Therapeutic Goods Administration : Prescribing medicines in pregnancy database

<https://www.tga.gov.au/resources/health-professional-information-and-resources/australian-categorisation-system-
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