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%CV coefficient of variation (%) EERE (%)
AE adverse event HEFRR
ANOVA analysis of variance IR
area under the plasma concentration vs .
s S v e
AUC. AUC(0- timecurve from zero to infinity after single | FRORIFTH] 3 "C 0D 1 i 52 — R ]

tlast) N AUC (0 'tn)

(first) dose. AUC from time O to the last

R T I FEO R S el T — Z B
B E To AUC

data point
AUC/D AUC normalized by dose FhETERS{E L AUC
AUC normalized by dose per kg bod. hE (kg) H7-V OhETERL
AUCnorm weight g perRE RO L= AUgC
BCRP breast cancer resistance protein LI M 72 A E
BCS Biopharmaceutics Classification System |E#HA|FEH 5 AT L
BMI body mass index LN ER
bpm beats per minute ./ 5
BSA body surface area R 1HIFE
CI confidence interval 5 HE X
CLr renal body clearance of drug B VT TR
Cua maximum drug concentration in plasma Y T 5 00 2 0 T g

after single dose administration

Cmax,norm

Cmax normalized by dose per kg body
weight

KE (kg) H7-Y O&KEETIESL
L/f: Cmax

Cmax/D Cmax normalized by dose 58 TIESE L7 Cnax
CO cardiac output LA
CTEPH ;hronic th‘romboembolic pulmonary N A FERS P o5
ypertension
CYP cytochrome P450 F k7 m—LA P450
D/S dose/solubility B - TR R
DSB distal small bowel /NI
EQ-5D European quality of life 5-dimensions WM QOL % fifs i
instrument
HR heart rate IWEiEk='e
ICs0 The half maximal inhibitory concentration |50% BH =% £
ICH pnternational Conference on A2k BU BE3E8 5 3R s 2
armonisation
ITT Intention to treat
IVRS interactive voice response system HENEFISE S AT A
LC-MS/MS lsllglélcl‘isilli(ir;;atography and tandem mass ggz\;v NTTT 4= AT A
LLC-PK1 Lewis lung carcinoma pork kidney cell line |/L1 A filifis 7 & & RIS b REHIBREER
LLOQ lower limit of quantification & TR
Living with Pulmonary Hypertension
LPH questionnaire
M-1 main metabolite (BAY 60-4552) of VAL 7T 1 (BAY 63-2521) Ok
riociguat (BAY 63-2521) K3 (BAY 60-4552)
nc not calculated - Raahcach
NO nitric oxide —WR{bER
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NT-proBNP N-te?minal prohormone B-type natriuretic |& FpET E U\\’? LFRATF RHI
peptide BARN i~ 7 7 A > B

PAH pulmonary arterial hypertension i I JUR A v L S

PAPdiast diastolic pulmonary arterial pressure PR A Eh kT

PAPmean mean pulmonary arterial pressure R D R

PAPsyst systolic pulmonary arterial pressure ISt H) At R

PCWP pulmonary capillary wedge pressure st ik Y NER

PDE Phosphodiesterase RARY AT T —F

PEA pulmonary endarterectomy Jiti S U PN A e

P-gp P-glycoprotein P-HE7= A

PH pulmonary hypertension i v M i

PPHN primary pulmonary hypertension of the B P S 2 P o
newborn

PPS Per Protocol Set TR S i 7o 2

PVR pulmonary vascular resistance Jiti . A T

PVRi pulmonary vascular resistance index it . A PRHTER R

RAP right atrial pressure FLEE

RAPm mean right atrial pressure R D R

SAF safety analysis set MR GAE

SD standard deviation TR YE (R A=

sGC soluble guanylate cyclase R T =Y T —8

SOP standard operating procedure FEVESE RS IR

SvO2 Mixed venous oxygen saturation TR R . P S5 A i i

SVR systemic vascular resistance A5 g T

SVRi systemic vascular resistance index 5 M AE TR

tise half-life associated with the terminal slope |4 2 -

TAPSE tricuspid anular plane systolic excursion | =R Flm A HURNAL
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ULOQ upper limit of quantification & R

WHO World Health Organization i SR A B
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RGO BTz, ARBRICBW T, HEFENK T 2R8I T 2 1 B ER] OHER
FOEEIT., i 1 EARETH D 2.5 mg 2 78.8 %, 2.0 mg 7% 10.9 %. 1.5 mg #36.1 %. 1.0
mg 2 3.6 % LTN0.5mg 28 0.6 % Th-oTl-, ZOHAERENKT LR SICBITS 1 HHES
WIEM&EE L CHIC 8 KRG Z Mk Lof R, $H16 B (Biokbt) KRaTld, 2.5 mgh
76.9 %. 2.0 mg»312.5 %. 1.5 mg736.3 %. 1.0 mg 733.8 % & X 0.5 mg 730.6 % & R A #EhX
72, 6 R THREEIC BT A UCER R b HERF S Tz,

#-oT, 1A 1.0 mg TR L, 28 Z & IIGEIIMEAZ RS L CBE ZLIZHME L, 11505
~2.5 mg ODHEFPAT 1 H 3EEGTL2HELROHENEE LWEEX LD,

4. BERUVAEICEET HFE

1. BERUHAZEICEET IR

7.1 BEOREIZIECT 1H 1.0mg 1 A 3EIEXVEAENSOBKBLERTHZ L&,
[9.1.2, 9.2.2, 9.3.2, 9.8, 10.2 &#]

7.2 BERBRIIF 6~8 B e T2 EnEE LY, 72720, 1 BoORMAZENTEZHEIC
1. WREIORMAEZNC 1 FHEEZRA S5,

7.3 3 HMLL LGN L25E. BHREECE, BBRoHEE2EE L, 16, HIELUH
B IV HERE 21T 9,

(i)

1.1 AF| M HEENEE OMRBE LT EFT2B8FM0H 5 BE 5 5i7 O UUHEH ifn
JE2395 mmHg AR M O BE | BEITFEEOBKEREEE U 1v7rF=r 2077
Z15~80 mL/min) | & XIXHERE OFHREREE BEE (Child-Pugh/HAXIEIB) | &
7] CIEBEOREAZEEICHE L, LEIIJSCT1E1.0mgl A 3FE XLV IKHE
NHORMELEETDH L,

1.2 #dh 5 1 ARRAER O plid TAAI O ETHARERONIE 8 R THh 5 Z L s, R GMkRIE 6~8
P23 ) & B2 b s, YR 5 MR TOMRMN TERho7256100F, fRTTRA
I ROMRAREZ] & ORIFEE WG EIZIXRIE O IRHFZ £ TR > TIRH$ 5 X 2123
5T &,

1.3 AFNOEEHRRBRICB T, 3 BUL O R OFBIERER L T\ vy, 3 B E&EER |
Wr < 7-aiE. BEHEBOHSEICOWT, RS A EEICEET LS L,



V. BEICEEd 5IEH

5. BRERRIE
MERERT—2/\vH5—2
BEERT—R/N\vH5r—

iéa
T ISR e i K
FhalE | HAEBRE S PO RERT A v (HH. 51 - 623) %
6:}
TEMTE (RROVE) | Bh
N RERERRA | WAL, SR, | M. RAE R RE
RAZ | 18010 | paiontiy |9 81 m %A | - 2.5 mgZellah O i g | ©
5
WA | R, e, | PR GRS AR L
HA 14769 | o atsl | 2 817 0 % A — s e, BEVEZBE ©
7 g - 0.5 mgZeIEINFBL[IHR 11 42 5
W |, R, | R VR ARRSHE %
A | 14845 | g | g | MR R ©
% ’ 1.0 mgZe N IR 11 4% 5
. TR R DT A, BATE.
g A | et WBHRE, SO &
JIN AN EE
AR 12639 | g | 77 BRI 05 10, 25 mezemgnimn | ©
. TR B DI, B, K
g A | e WBRE, SO & B
HA ] 12640 ppogg | 7 BRI 15 mg 1A 3 T AR ©
%“ e e =p N —
. P - BIAHERRRBR O Y 7 2 % 7 ¢
o T e | A | EIEDE (LTERI< Q> FHIRE & ) |
o |o o e 93 455451 P 'R T TR F Y 400 mg LT
i N 2817 a0 A4 — — — S 19
B 7 &R EERE O &5
ST T
WAL, FFER |- 0.25. 05, 1.0 mgZel i Fk
\ P
kA | 11910 %ﬁig CHIBIE XIS 7 ~A 5 | O
WAL, FFER. | VT 1) EME
93817 1 A A— S | + 1.0 mgZe M Bl BRI OV% 11
(k) 25
IHIBNE (RIUAD) | KAtk
. FEENEBAL, DBNE 2 Rt
B[ 11525 | o IE * 1.0 mgHEE N 5, 1.0 mg/h | O
> 41D v AF— 8 | B O EATRE R S 0.25 mg
TR
TRDBE (R FOWE. RS
AATR_ATEY T 4) | Gl
o FEREREA IERR, PE. REMEE B
RAY 11259 | papramm | 410 m 24— s | 0.5, 2.5 meZelm itz s, | ©
2.5 mg (A ZEfEIRHLEIRE M 4%
5., 2.5 mgfef MR N 1t
a: ©:FHmEe, O &Gk




V. aRICEAT SEHE

ig\a
N I e BRI B
S i [E] ARBR T x5 RERT A (HH. o5 i - 2R %
5y
CEMERE BN | KatE. A
e R A | EMEAIL, IESH. | BMEERE
RAY 18009 | youontsi | 51/ 0 24 —— | - 0.5. 1.0. L5, 2.0. 2.5 mgZehans| ©
BARIRE O 4% 5
CEMTIE (RFORE, XA
AFTRATEYF 1) | 2k
\ \ Ve, R A A
= Eing d =
fa | asse | el | BEAIE TER 1015, 03, 2amg OhH) | O
7 ’ ZEERF AR 5. 2.4 mg (NE
WA B EEEE S . 1.0 mgZe
P L T4 5
WA GO RN, AR, 3
—— TR AL WIENRE. SKERIER % W
ISP 11258 Ea,&%% 75 BRI, - 0.25, 0.5, 1.0, 2.5, 5.0mg (& | O
7 WSk BEREEE | A ZSERRMER D4 5. 2.5 mg
2 i 5 BT 11 5
VR A (L. RGO, M. 3
i | 77 AR WIEIE.  HEMVER 2t
KA 11260 E“&GOW HER. < 0.5, 1.0, 1.5, 25mg1H3[F10 | O
- BER LG 7 oAb — | ARIERO#ES., 25 mg 1A2
" e 5110 F 811668 114 5
I - HE - R GO A, B
A . WEE AL, ME. SRMIERE (WL |
i ] 14361 ﬁ&3mﬂ 7T B R%HR, JEhik) &t @)
B 77 —EEH. REREES | - 1.0, 2.0 mgH[EIL O H 3 [[7H [
KR O&RS
. [14C] Z W=~ ANRT 2B
sE | 11911 %ﬁﬁﬁ FER (MG U F2 /7 Fmg GEAD | O
HA[A]#% O % 5
e Wl CIWERE (FEES - PERIO ) |
K o14 | @Sk | U Gedebk, RN % ®
A7 TEARIE L 9 5 mgHER O 5
fERE R R~ B R B T B
oo | 11915 | BECER | EEAL. KR | REIRR ®
#3201 + 0.5 mg, 1.0 mgH AR O&E
fRERE R \ R~ R R B T B
KA 15000 | EEER #fg {/E?;Fl?ﬂ\ttﬁ* PRICEL AR @)
& 400 HPE ARIREREC 1.0 mg BT O 5
fRERE R ‘ TP TR B T I T B
kA | neme | memEs | L SR TEE | SRR o
& 3244 SR RERIEREC 1.0 mg HERR O G
fRERE R \ R | TR ERE BT S
kA | wsoon | FeE | L R | B o
& 3244 SR AHERIELEC 1.0 mg HERE O G
a: O : &k, O : BEEF




V. aRICEAT SEHE

S ]

BRE

PSES

RERT A

AR AL 2
(HAY, B5T71E - RRES)

a
Ft
X

VAN

FAY

11262

BERERA
FrE1241

EERL, FEEM,
28 g A A ——

AT T DI EAER

AR

* AHI2.56 mg HALHAIE Q5 A

A 7T =40 mg 1B 1 [BIEHK
5.5 B HIZOFAES:

kot

11890

BERERA
FrE1241

EER b, FFER.
2817 o A A — N—

< KERIET V2 =0 AKERIE~ 7 %

U LEHE OIRYF B AR R

« AFH 2.5 mg HUME AR OB G il

2411 0 m L& O fif 5

FAY

11261

R R A
1641

FHE

R T L & DI AR

« A% 0.5 mg HAMEH AR OB L,

R=tFY—L 400 mg 1 B 1 [ElX
HHeE 5 HEBIZHEH&RS

& — &

R

13284

fERERA
144

AELIL, FEEM,
2# 7 o A —s—

A7) I = e (VN F L/ N

{EHIRER

* AA 1.0 mg HARHRIRE O &G, 7

Y Ar~A+500mgl H 2
RIKERE 5 H BEIZOFHEK S

pas

G T

FAY

14982

[Z3 3PN
B 234

RS, FEER,
2817 v A A —/N—

- XY T AL QIR AR
< XY T L 7.5 mg MBI O

5. AK#AI2.5 mgl H 3 [RIKER
A5 4 BEICIZ Y 75 7.5mg
OF H# 5-

KA

11918

frHE AR A
301

HEAEZL,
7T R %R,
“HEHER,
2817 o XA —/N—

SN SUINENOF L/ R (D

B

« U7 7 U2 25 mg & HEMEERR

A& G Lictk, A4l 2.5 mg 3~
T AREEL 1 A 3 A 10 A HIXE
BAKEG L, WThoOR S EER
S 7THBIZINLVT 7Y 25 mgh
BRI &S

FAY

14204

(33PN
174

EERL, FEEM,
SHlZ v A ——

T A & O EAERFER
« AH| 2.6 mgHME AR O#&E, T

AU > 500 mg 1 H 182 A [ Al
KE#RE., 7 A ) > 500 mg 1

A 1EERE 2 HBIZAA 2.5
mg Of A5

RFEGRE, O : BEGR




V. aRICEAT SEHE

ga
- . o " s e B 2L s
FhaE | HERE S PSES RERT A (HEY. b b - GR) %
ﬁj\
= bu s Uk vl OEYR A
MAELAL, F3ER
ko | 14360 %ﬁﬁk/{\ 72%?;*%\ C AHI25 mg T T KRR O
S 1E6hl —EER. | 5 24, 8, 4, 1MIC= ko
2MIRAX=S= | ) 04mg F FiEE
VIVT N cPHEFIZBI A AT 7 41k
7 4L O IR AAE R
C e 20 mgl H . e | T IT T T R 3, B BFHIRIC
DOPH #4&
7 151
- BB R OB R RO
AL, N A e
. B e S5 R . HyEhRE, Zatt, AEMEE
KA 13790 | i o) S e Rt O
7 o 11 A | 20 Mg AT T EREELAS 3] 14
’ ’ A 1 2 -
IR RAI RSO R e, AR
PE, B E AKl L L, B
FEORE . AL FT A T
o | iase | BEERA | SR, FER | Ly e e 7l 5
B S G
POV | ST BAF=AT L 9 5 mg IR O G 2.5
mg (IRfsE) ZENE IR o OV 7% Bl
05
- PHAE IZB T 2 HERSkoRE
il PERNE, TN, O
e iR, e, REkEaRK
(3‘5%%% FIEE 2L, WicBi s e, BARMZHRE
KA | 12166 %,m%“ HER, R, |- EZIARY 0 0.56~2.5 mg (&M ©
’Eﬂﬁ%; e e ) 10 3ERAKSL, 124
% e 68 - BIAEFELHEN : 0.5~2.5 mg ()
g D B 1 A3 AR B, KR -
e O LT E e
E C RBEAIE RO et AR
R HEEZRL, FEEM, P, SEMENHE A RRET
1 7 v A A —— | - 2.5 mg (KA, #RIigsE) ZEERFH
= gn) [Bl#% ¢ 5
fry | 11526 | TR — . ®
B2341 - IR G R O R F OB A R
EAEA L, FEER, &t
A7 o A F— 38— | - 25 mg (FRfgbE) ZERERF N OR%
H A% 1 £ -
a: ©:FHmEel, O &Gk




V. aRICEAT SEHE

FhilE | AERE S

PSES

RERT A

AR A 2

(HAY, BHT71k - )

ga
Bt
X

VAN

KA 11874

PHEHE
4131

FEMMER L,
HEmR,
JH

- PHEH Z BT 5 H Bl HE £ 5

REOfifi « A5 MATEIRE « Mk 2
SHICH 2 D, watk, AR

A

- 2.5 mg (A FZH&5 (0.5

mg—1.0 mg—1.0 mg, %1 R
@) %5 mg (BEH) #FOis
(1.0 mg—2.0 mg—2.0 mg, %1 K
e FET5)

PHAEH
1541

FEE MR, BER

- PHEE 21T 2 HEHR G Ofifi -

28 MATEHHE « LA 2 A MU 5
2B, wht, BEMERE

- 1.0, 2.5 mg (A Hilnlfk o &5

R 12915

= #

G|

i

Wi

COPDIC
££ 95 PH
B 234

HIAER L, IEEM

- COPDIZf: © PHEE 21T £ Hial

BB ORI, BEIE, K
LN - AHITENE - %
B Wb ST A — 2152
Bt

-+ 1.0, 2.5 mgHEEA#FL (ANl

#2)

FAY 12916

LD (215
PHAEH
221

IR, FEEM

- ILDIZf 5 PHIEE (TR 2 128

B GROREME, A, Y
E0) e )

- 0.5, 1.0, 1.5, 2.0, 2.5 mglH 3[H|

12 FERE &b (RIS

HA,
PR &5
218

14308

PH-sLVD
A 201141

THEMR.
e A1k,
77 2R,
£ aEs | S

- PH-sLVD/EF B 5 ATE RIS

KT, LA, AR, %
%@Aﬁiﬁ/‘]7olﬂ 775 /]’ /b%ﬁﬁﬂ‘

- 2.0mg B : 0.5~2.0 mg (AEM

i) 1H3FERO#KS, 1.0 mghf :
0.5~1.0 mg (FHEFL) 1H3 R
A#% 5. 0.5 mg k¥t : 0.5 mg ([EE
&) 1H3 ERA#KY., 778X
B 778 REL1H3 RIREOH
B FEREE 16 8., Rk
TREH  EGR - RPERAtAE C

Fxa,
KA
A4 2 V7,
| ARA
BE[E

15096

PAHHEZE
1841

HEMERE,
THEEM,
77 AR
iz - [EBRIEIR

c PAHEAIZB T VLT F 7 4L

& DR AAERBR

U477 hEE:0.5~25 mg (FH

HEAE) 1A3EREO#ES + T
F7 4020 mgl H3EIFES, 75
AR B 7T 2RI 3ER D&
54+ V7 F 7 0120 mg 1H3 [A]
Beh 1218

RFEGRE, O : BEGR




V. aRICEAT SEHE

igia
. e | e A #t
FhilE | AEBRES | dR A g (B, f5HE - ) X
ﬁj\
- CTEPHIE T 551 5 4 20 J OV
A, CTEPH el EET AT
b NEER B 26114 _HEM. c UA T MRE:0.5~2.5 mg (] o
womss . | T3 aac | o eum, B 1ASEENRG, 7Tt
42267 [ 1660 | Zfak - EEdeRE | R B 7T RREELH 3IRIE 1 £
5., 16 i
« CTEPHESA 2B 1T 5 B GREO
e I BA, BAHE, AR
B 11349 |y . |PPABEL RIMAkSE, | - 0.5~2.5 mg (AL 1H3EIE O
. ' 2 - I . KGR - WRFEBRIAE T
o Lappy | ZER BB | R KGR - BRIEHA E
m
o - PAHEE BT 5 MR 0% 4
E M2 BT
B H AL PAHH# HEVE LA UV T T M 0.5~2.5 mg (H
PR 44311 —EHER. e 1R3mEEARE, 7%
oM | 1290 | (kA | woemsm, | R B 7 I EREIR3mE R ©
4230 [ 26f1) | ZHE % - EpdtE | 5 VAT R 0.5~1.5 mg
(BRSO 1H SER N4
12i
K, 30601 | FEE MR, Rk, | o e AR
P 12935 . o i | 0.5~2.5 mg (FHEME) 1H3MERE| O
M 5 (BAN : | i - FEBtRE 8 UL BT
27 B o150 N5 KR - IRGEHkA £ T
a: ©: FHIiEE. O : BE&H

PH : i ML ERE, COPD : 1@EPHZEMENGZE A, TLD @ MUEMEATZE . PAH < IEh RN & i EE
CTEPH : &% fi e ZERMEf & i EE . PH-sLVD @ 72 SEIUHERERE AR 2T A 5 fili s 2 E




V. aRICEAT SEHE

(2)

B R SR ER

1)

1.

B 5HER

EREE 1 MEEER (FXB%R12639) ¥
AR NG BYE3661 2 x5 & LT EE AL E R T 7 & A A &RV T,
AHK10.5, 1.0% V2.5 mgx ZNZNZEMERFHERROEE LR, AEFR1 1361 (36.1%)
RO bz, AEHRGREIRIL, 77 R K00.5 mgk 5 T0%, 1.0 mgik5/ET44.4%,
2.5 mgf 5HET100% TH Y | HEEOHEIMI WD B Ue, BBUBHER S > A EFFRIT
WAL (efl) | AEMEFEI (541) | ENAMEEEE (46)) LKOEER (31 T, Wb ARAl L
B b 0 LfE SN, AEFRITT AN TREIFEHEET, 20T & A EN M THREL
HBRFRILINICIER L, EERAEFRZ L O LITRD bR hoTz, /2. 1.0 mgh 2.5
mgf GRECENMERMNE (S =r 7T A M) 3580 bz, REEGIZ LY ),
VR M OGRS AT FACERR BRI & 72 2B BT A S o7z,

2. BOETEEER (GHER11208, AEANT—%) ¥

SAEN (AN RN BIESSHI 2565 & LT- EEAEA(L B 7 T Y A ok BRRERR b F i
HRBRIZBW T, VAT 77 MEAI0.25, 0.5, 1.0, 2.5, 5.0 mgXixV 4+ 77 MEEAI2.5
mgZx HERE O G Lz, ZOREER, 712 FORFEGENHEE L, AH & OBEMENGE S L
o T AEFLGII2H T, ZRODFROLLITV AT 77 NOFKBEERICER Lt 0
EEZDN, TOIFLEAENBBEMK T £ TICER L, BEEENE N A EERIT
GEd (18fF) . AR (9f) | WIRL (8F) . mPA (THI) K ONENAMERmE (T6) THol,
BERRI2ED S LOENFEE, ZOIENEN TR HEIRE T, EECROEE LA ERFRITH
mENRo Tz, LB, 7R REEL il U CHE MBI LT Lz, dRiERIm
JEIX, 2.5 mg (f#Hl. $ER) MK O5.0 mghe 58 THREIFEBBZICIET L2238, 1% ‘“ﬁﬂ;ﬁml}}@
K FIEASNR o T2, TOMDNA Z YA v DERKEOERREN LICEETRD 5
IR oT,

3. BAE TAEEER (GHEBRI914, HEANT—%) ¥

R N OV i O AR RRE 72 S 1 R OV PERBBRAE 4T 2 b R & L T2 77 7 & Ak AT RE T L iR
[ZBWT, AHI2.56 mga HEREN&K G Lc, ZORER, ARRGH CEERAEFRS (R
JE) BNUERO bTIED, ECKROFIEICE T AEFEHERZITRD N hoTc, o, K
AP G L0 | BRRMRAET RACHRIR LR & 72 2 BT A D o7z,



AEICEYT 5IEH

2) REZ SRR
1. ENE I HEHER (A8812640) ©
AARNGEFER N BYE2401 2 5t 5 & LT EAE AL E R 77 £ AR A &RV T,
AFKI1.0, 1.5 mga1H3E7HMMKER DL Lz, TOfRE, AEFGRIRLIT 7 R &
H#ET0%. 1.0 mgf 58£C22.2%. 1.5 mgk 5 T44.4% ThH V. REBEE N R L -T2 AE
FRITTR AF) KOEL 2f) Tholo, 1ZEAEOFEFERFGIIRE IFEETH-
7eB3, 1.6 mgf 5026 (AST/ALTHEINLE], FL1f]) ITAEFFRICL ik Lz, IUHE
R OPEBEI M E OIS Fix, 77 REEREI D AFIBR G T B L TREL, DHEOE
mx., 77 v REG5ELOL0 mgk 5L 1.5 mgk 5 TRE o7, 2, DEXEDY
BRI AT I BIIER O bR o Tz, o, BEELRAFFLKR O CITFRO bR o7z,

2. @By I HEEER (GKBR11260. AEAT—%) 7

SME MR BP0 & x5 & L= E A b LG 7 7 E ARk R2#E2H] 7 v 24— " —H]
BEERBRICRBW T, AF0.5, 1.0, 1.5K%02.5 mgz 1H3[EX(iX2.56 mg4 1 H2[E[10 H E 5 1E
HORE Lz, ZO/ER, AEFRBIRIT, FAIRGH% TTH5%., 77 B REEH T59%T
bol, FEACOFEEGIIREITEETHY, EERAFFRITREO N7,
Fio, AFEEIZL Y AEKRF 2 MER TR OAE O MRS b=, KER
i 208 L CERBER AT A —Z I RIETHEIZET-ETh o712,



V. aRICEAT SEHE

Q) AERIGIFERRER
1) \BNE I EASHERERR (5% HAEAT—4)
ARl (GABR11258) 4
R R N B PESSHI 2 )l S & U755 T A0 A Bl e 53Rz B\ T, A#10.25, 0.5, 1.0, 2.5,
5.0 mg (A ZH[EHRE Lz & & HEEFDORGHFINCHE B0 o (1.0~
5.0 mg : p=0.0084~<0.0001, vs. 77 EARE) WNTMmIEL = 3EEOEEM (1.0~5.0
mg : p=0.0064~<0.0001, vs. 77 BARHEE) ZFOT,

AAbr2 ABr11260) 7

R N 6061 2 5t 5 & L7288 T AR g i 53Rl VT AA10.5, 1.0, 1.5, 2.5
mgZx 1H3[E, £72132.56 mga1H2[E], ZNENI0HBREERG LIz &, WThoE58
IZBWTHEEY HIZDABOFEE RN (p=0.0025~<0.0001, vs. 7' 7 &AREE) | JL5E
i EOMET (1.0~2.5 mg : p=0.0258~0.0009, vs. 77 EREE) Zildiz, MiEL =145
PRICBA L TH ., HE54) BICHEKFR DL ORMEHFRINCH B RN A7 O 72 (1.0~2.5 mg : p
=0.0295~<0.0001, vs. 77 &AREE) 7. 1.5 mglh ETITHRGHEEKH (9HB) OEMmNY
HICHAT/NEhoTe, Eo, DAk, L CmEEEMERLVE AZKIEFT VAT T K
DERNRIL, EOFEYERRIZ —E L TREZR1I~4FH TR b/,

2) BOAEIHRAEHEREGHR GIR11874, AEANT—4) ¥
N—FA
it i i R A &b B & LT IR IEAE A b, FEEM. FE. HEBEHERIC VT, AH
(EA) % 1R O FBg % 22 1) C0.56 mg—1 mg—1 mg (325 mg) . H» D51 mg—2
mg—2 mg (Ft5mg) 5 LizE &, 5 mgE THE L7 10 CESEMNE D BEZE 72 M EK T 23558
oI,

~— B
Jifi 5 . R 1601 A kP4 & U7 IR E A b, FEE . BERIEREGRBRIC IV T ARA (EHAD)
1.0 mgd 5\ MFH2.5 mgZx HiEl b U7-Wf, AFIFR 52 IZHIRA L ORI A B 72 B RE
Jifi M HPT, DORE L R OV B I HRBLOAR T, MR350 EFRRS bz (p=0.0047~
<0.0001) , AAIOMBEEFREE & 25 OZEGIZIZE S 2 ARBIBIR 80 S v, ik Ve
DOIMATENRIZA AICEET 2 2 LAV R STz,



V. BEIZCET S

I8 B

(4) 1REE B BR
1) AREREEAER

1. e me RS MELE 3T 5 ERHEE MAERER (FHBR11348, CHEST-1) *'0

N

Sk, [EBIER, BERL, 77 A, " EHERRAR

PSES

Jity S0 R LA PN RBSAR B 0T A 368 s S AR AR A2 IS R A - B3 L 7= 8 MR ke e
fligfFE (CTEPH) H#E26141 (AARANBRE166%25T)

T ALY

- FERR18~805% (MERBIASR)

B ERE R MR — R T A D657 I TEEEEDY 150~ 450 m@ CTEPH
BEDI L, LLFOWTRNOLM AT 8BS

c FIRARRETH 0 . HUEEERIEBIAE12 90 B UL ERGE U CHllE U 7= il ifn 4 #XHt

(PVR) K OMfi#hIR - E N Z 241300 dyn-sec-em 5} ('25 mmHg% i#

z 5 BE

- BB AR AR N IERI R (PEA) #%ICPHOE G VIHR 2RO b5 BE

« PHIZ %I 2 JERF A 2 1R DS ERBRBRABRTIC 22 E L C W D R

< SHMBILAPIZ EZhE LT 0 7T —T7 VEEIC L 0 . PHOZW T L T\ A B

AR OFTREME NS E T & D MR

ESRAGTAS Bi

- H1EDREEATI0 B LN — k{2 % (NO) fth4k (1 @ (L&) o
BEMMTONBE

* FEDARIER = M (PAH) {ai@3RIC & 2 AAR 2521 T 5 8

< WA iR T A BEE (A2 R T A ST B RER I ) | O A R
Bt b= (2 B9 D BROMEEICRE N 4 D A

R T 1k

VAL 77 MEXIT T T BREEC2 : 1OBEESTEIVT L. HERAGHE LT
DUFoHZE28HME, EREHME L CHERSIK TR T 2 242 lEME
BT TG Lz,

VAT MEE VAT 7T 1.0 mgD1H3EEEN LA L., AERGLE (28
M Z &2 b7 7GR ML 2 R A B2 E) 1[CH-5%0.5~2.5 mgO#ifHCT1H 3[E]
BELT-,

- N7 ZUIGHERIILE 2395 mmHgll Eo%E - R (BITHE+0.5 mg O1H3[A])

« T ZIESILE 2390~94 mmHg DS54 - FATH B OHER

< b7 ZUHEHIMTE 2390 mmHgA R T EER 2 W EE - BE (BITHE—-0.5
mg? 1 [ 3[H])

- WER S AR, IHEHIME90 mmHg R T, HEIED EV,  Eeh~TRTOR®
H&72 & OEM R8O SN D EEITIE, IRBRER G 2RI L, 24 FFRHZICHE
L7-H&E (BATHE—-0.5mgn1H3E]) THBT 2,

T TRAREE . ST eAREEZLIASME S L, HERASKEICESE AT Lo HER
Hiziro7,

TRl IE H

< 6 TERBED S 1601286 1F 5 X— A T A b DE{L &

BIKHT R IE H

OPVR, @t MptEF U o AFRARTF NEiBEANYG 7 7 7 A > b (NT-
proBNP) . @WHOMHRE/»HH, @RARME(LE ToOHR, @Borg CR 10227
& D WIIEEBorgM R K EE X =7 ®EQ-5DEMZERX =27, DLPHE [FZEX
a7 DEIGEICBIT A=A T4 b OELE

BIOFHALTE H

< AT RT A —Z OFELI6EIZIIT HX—AT A DO LR &

LM O R H

- AERG, HCRRY

fAT 7 1%

[(FEEMEE] 77 LR EEE T RBEOHIRIZIT, _X—R2 T A D645
ATHRRE 2 L & RGRENROE ik A T & Uiz @i 2 Ho
= BT DT O ERME % Shapiro- Wik B2 L W Et L., T ORER
PEBEIKAESY% CTHERGAIE., EMlg2 g & L7285 Wilcoxont & % IV
7
[BIKAFTEALTE B ] EEEHIGIE B I3 2 ERAT A B K HEMEI5 % THEGHFEM
AR ChoT2 G DA, AOMEORIRFHEE B IZ DWW T, 77 A/RA
LTI EARHOEIIH L TAHAREREZITY 2L & L, RIRIFHEEE




AEICEYT 5IEH

WX LD DODNARFIZHE > TRERMRMREZITH 2 & & Lz (BEKYER
15%) .

GEMOFBEH] BEREEE/ M OZA/EHOEE LB LN & 25K
&, BHEEBEONR—2AT A 2B E L LT, BIRIFHEEE OPVR & [F)
FROfENT 2175 2 & & LTz,

[RBMEO M5 )7 1] #1638 O KPUEIZLOCF CHise L1z, 7=77L., L - iF
REEAL Tl SKRBEAN 22 Do T2 3 D WP IR SREERE O IEE AN 72 h> o 1235
Ay LT ORI B IZ DWW IR EE CTHise L7e - 60 I TIRRE, WHOR
BE4 ¥, Borg CR 102 =t 7 £ 72 1XEEBorg R N 2 = 7 . EQ-5DEL R ZE =
a7, LPHEMZEZR a7,

CH M DHRE R
W = SRl T
@67 [HIATRREE D2

LB B9 2 R

6 MIAITIREE D HB16HICBIT 2 RX—A T A I OB EIL, VAT 77 F£38.9m.,

TITERHE-B5mTH Y,

IRERIE D £245.

653 fE>1TiERE (m)

VA TT MEXT T BRI THEERKEL R LT (&
69 m [95%CI : 24.74~66.63] . p<0.0001) .

DR—RAFA4A VN HEIGEETDEILLE

e (D)

VAT 77 Mt 7T R RE
(n=173) (n=88)
NR—=RAT7 A
FH5fE (SD) 342.3 (81.9) 356.0 (74.7)

360.0 (150~557) 372.0 (152~474)

“FHfE (SD)
hgfE (D)

F16H F TOE L E:

—5.5(84.3)
5.0 (—389~226)

38.9 (79.3)
42.0 (—376~335)

e GRER] O L
/N IR ED ZE 45.69
95%CI? 24.74~66.63
pfitr® <0.0001

ITTRHTIC & 2 774,

SD : FEHE(R 22

a: N—RAT A UMEEIE R, BEREOE A TR L U ot £ 0 HEE Ui/ R SEHEO
2= (VAL 77 M- 78R & FDI5%EHE X
b : [E,HilkZ g & L7 B Wilcoxonth &



aEICET HIER

(m)

60 -+
gy, o O VAGT hEE I
f[\" TS REE
A
-
T
/
fg‘\
5
D
E
1t
=
8 1I0 TIZ 1Il| 1I6
I 5HRE GB)
6N HSHITIRBEDR—X 54 UL DFEHELEDHFE
BEADBEBREMRUR—XSAILDELLEDFHE (SD) (M)
25235 4 F6iE S F120H | FH16W
n 168 167 162 158 157 159
VA 77 N SERHE 19.3 27.2 32.5 42.4 48.4 50.7
(SD) (35.1) (42.6) (47.0) (46.9) (47.0) (58.8)
n 88 87 86 84 82 83
75w AREE SEEE 9.9 12.5 22.1 17.1 11.9 6.3
(SD) (40.3) (39.0) (68.1) (48.4) (82.6) (62.5)

FMME, SD : AR 2

@655 [T IRREE DAL 82 B9~ 2% oy S H figedT

FT R e CTEPHOH /42

B LWENR (VAT TT ML T T vREEE OELED

7) 1%, 53.92m (95%CI : 28.53~79.31 m) TH o7z, FMiEOCTEPHOE EMIZI T

HIEERN R, 26.72m (95%CI :

F T AEERCTEPH
F#OCTEPH

P t‘J‘EﬂJ@i L

—9.68~63.13m) Th o7z,

|

CI={3%EX[E, CTEPH=ISMMmizERMSIMIEE

N—RAZA MEEHEE, REHEEMRE LEEDHIMTETIVICE DWW TR/

VAL GT /TSR THEDE  95%C TR 95%CI LR

100

121/68
52/20

53.92
2672

2853
—9.68

UALTT FEEICIFE LWL

200

300

SESITIER (m) OERCEICETHFHOEERES EEHET

79.31
6313

FETERTUZ DIS%CIERDT.



ARICEYT SIEE

W I KA REE E
VA 77 M7 7 B REHCEE~T, PVREUNT-proBNPO A EREK T & WHORRE >
HOAERSGEZ L,

BIRMFFHHIEEDR—R A U HE1GBETOELEICEFTE A LIT FELETI 1R
DR

RPN %=1 ST o Jei
BENREYE] VAL T N T 5 R]| ST [WilcoxonfR &
Bt B | oz 95%C pfil | pff
PVR (dyn-secrcm®) | —225.68 | 23.07 | —246.43 | —303.33~—189.53|<0.0001| <0.0001
NT-proBNP (pg/mL) | —290.69 | 76.35 | —443.99 |—842.95~ —45.03| 0.0293 | <0.0001
WHORHE /> 48 — — — 0.0026
e 5715 13451
(32.9%) | (14.9%)
I 10741 6815
(61.8%) | (78.2%)
Bk 931 613
(62%) | 6.9%)
Borg CR 10 A=2x7,/
& FBorg MK REEA 27 | —0.83 0.17 — — — —
EQ-5DERZE A =27 0.0615 | —00819| 0.13 0.06~0.21 — —
LPHEMZEZ a7 —6.72 | —2.09 | —5.76 | —10.45~—1.06 — —

ITTRRATIZ X 2 34

PVR : il & 85T, NT-proBNP : b MigtEF N U o ARRRTF NRIBMANEG 7 Z 7 A 2 K
EQ-5D : EuroQol’ZE 2, LPH : Living with Pulmonary Hypertension

— ML

NR—=R T MEEIEE, BGHLOE Mgz 2258 e Uiz awoatr, B gz g & Lz ghl
Wilcoxonfi B2 & 0 fF L7z,



AEICEYT 5IEH

@ 5K EEIIE F 2B 5 BRI 22k E
FERHIIE B A B AKERA5% CTHE CTH - 256, BIRIFHEE B I OWCTEEE (U
FUTT MEE T TRERBEE OB EDZE) TR L, RIR LT E ONEIZERI 7210 E %
FEhi L7z, Z D%, PVR, NT-proBNP, WHORHE S HEICA B R ENH LA, HE
BB L E TOHM (p=0.1724) ITBWTHEBEEITRD N> T,

BIRHIFHHIE B (SR B REVSIRTE DER
IEURIES

Shapiro- =L BRI 72 R TENT

S A SoHOYE WilkiE | Wilcoxonfi ?:f OB
pfi pfi pfi - R A B
PVR <0.0001 0.0001 <0.0001 HY HY
NT-proBNP 0.0293 0.0001 <0.0001 HY HY
WHO #&#e4r¥8 — — 0.0026 HY HY
BRI L F COHIM | 0.21802 — 0.1724° 72l 7L

Borg CR10A = 7 /& 1E — — — _ _
Borg M [K#EE A =27
EQ'5DEFDEJE?%X a7 — — — - _
LPHERMEZ a7 — — — _ _
ITTHEHTIZ & 5 2EAf

PVR : fififfi #8451, NT-proBNP : & NMgtEF kU w7 AFIR~LTF REEMANSGZ 7 7 A 2 b
EQ-5D : EuroQol'E =, LPH : Living with Pulmonary Hypertension, — : %472 L

NR—=2AT7 A4 VEELEE, BEFEEOE/HkE EHRE LB oir. B #iilkzkE s L-Ehl
Wilcoxontfi . AT & 57875 D IEHINE Z Shapiro-Wilk#g 12 L 0 #ET L7z,

a : RRRIE L OEIEG T3 D plEiiMantel-Haenszellf & % V7=,

b : FRRAYE L E CTOMIMIZ 2 pEid)E illog-rank i & & H v 7z,




AEICEYT 5IEH

@117 /)N T A — Z BT % R
VAL 7T MY 7 B AR AT, SR ERE, M EEROATRET L Ll
BER ORI OA B INE R LT,

MITHFEHNNFTA =B DR—ZXSA VN LEIGEETOELEIZEITD
VAT T LEELE TS REDOLE

AL EiAN S T] 3 JeE 1l
Z3HT | Wilcoxon
e
IR A—H pfE pfiE
VAT IT N ToER | el R .
it e I
PCWP (mmHg) 0.59 0.18 0.58 —0.36~1.53 0.2268 0.2285
RAP (mmHg) —1.04 —0.55 —0.55 —1.72~0.62 0.3566 0.3593
PAPsyst (mmHg) | —6.84 095 | —7.52 | —10.88~—4.16 | <0.0001 | <0.0001
PAPdiast (mmHg) —3.05 0.67 —3.62 —5.30~—1.95 | <0.0001 0.0002
PAPmean (mmHg) —4.31 0.76 —4.96 —6.75~—3.16 <0.0001 | <0.0001
NZ AT A4S
IS BT —9.27 —0.29 —9.15 | —11.83~—6.46 | <0.0001 | <0.0001
(mmHg)
SvOz (%) 2.95 —0.44 3.85 1.46~6.25 0.0017 0.0010
CO (L/min) 0.81 —0.03 0.86 0.569~1.12 <0.0001 | <0.0001
% (Lmin/m?) 0.45 —0.01 | 047 0.33~0.62 | <0.0001 | <0.0001
PVR -5 —225.68 23.07 |—246.43|—303.33~—189.53| <0.0001 | <0.0001
(dyn-sec-cm °)
PVRi
5 9 —396.64 48.26 | —448.95|—553.62~—344.27 <0.0001 | <0.0001
(dyn-ecrcm °-m’)
SVR
-5 —455.45 16.57 |—478.24|—602.30~—354.19| <0.0001 | <0.0001
(dyn-sec:cm °)
SVRi —1140.97~
(dyn-sec-cm75-m2) 799.00 53.69 914.16 68735 <0.0001 | <0.0001

ITTHENTIZ X 5 FT4f

PCWP : JiliBM M & #AE, RAP : £.0FEE, PAPsyst : IWHEHMEINRE, PAPdiast : JA3EMEINRIE .,
PAPmean : ‘FEHEIARE, Sv0? : iREFIRIMEESEZAIFIE, CO : L&, PVR : &K, PVRIi : i
MAEERYRE. SVR : 25 &K, SVRI : &5 &Rk

NR—RA T UEEIEE, HGHEROE Mz E2hE e Uiz ossir. B il & L=l
Wilcoxonfi B2 & Y #iat Lz,

BEIMEDOE LD

B0 TR A PN AR SRR A T8 b S EAS AL A TRAT « P8 U 7 18 M of e FE A 1 i v 1 i B
26161 (HAN166IZETr) ZXxIG e LBzl T, ARJ (HEREIE - ERE o
M, BARMZEIZSE U TL0~2.5 mgza1H3RSHME S L, SHEHKFAOHEE X 5 IZ8F M
H) 7 7R 16 MR Lic, ZORR, ARMEFEAREE Tb 565 A TR D
R=Z2T7 A4 LD ET, 7T EREER L HARAEGEHICBWTHEIZKRE T

(p<0.0001, JE5WilcoxonffiiE) . & HIZ, EIKBFEHEE [MimE T, & MEET R
U LR RARTF RAIBRANGG 7 7 7 A > b (NT-proBNP) . WHOREHRE/DHE] 1BV T H,
KRN GRETIZT 7 RGN THEEREE R 2R LT,

AARNE NI DRG] (RAGRE - 1161, 77 B REEESH) THY, > NKRE



aEICET HIER

(&

<. FEFHEHE Th 260 MBATHEEOX—2F 1 b OBk CEEHTEERZ) |
ARHI B 5L T31.94148.6m (PR : 64.0 m) | 7T AR LR T36.0£36.4 m (qﬂﬂ%fﬁ
140 m) Tholo, ERBEIRAFHIEE CTd 5 i E Rt oL b Eix, RFEGHET—
129.6+122.5 dyn-secrcm 5, 77 EAREGHETIX15.7£120.8 dyn-sec-ecm 5T o7,

APEORER)

LAV R B126101 . 2 TOREFERGILY 477 MEIL.9% (159/173%1) . 7T+
WEE86.4% (76/88%) TR LT, HERAEFEFRIIY AT 77 MEL9.7% (34/173 i) |
7T AREES.9% (14/88%1]) 1ZRED BT,

BUWER™IX, VAT 77 MEB9.6% (103/173%41) . 77 EAREE40.9% (36/88f1) IZFRH HiL
oo VAT 77 MEEOEREWER (5%LLE) XFH27H] (15.6%) . FEiPED £\ 2641
(15.0%) . {HIEARE2161 (12.1%) | KM =146 (8.1%) . EL114] (6.4%) . KAtk
FEGI5% (29%) Th-olz, BEEREEMBEIEAIL, VAT 77 MET6H] (3.5%) . 7
FZRARBETIH (1.1%) THY., VAT 7T MEETIEIAR3f, HR, SHEBRLE, KiEH
%\Mﬂ RO LT, BGHIEICES>TZRWERIZY A 77 FEETLH] GBERE. TH, &
O, WEM:, FER) ISR BN, HTEICEST-RWERIZY 4377 METIH (BERR4)

_nh&)%ﬂto

MedDRA version 15.1

* BIVER - TRBREE & B O & 5 A EHR /TR IR G T

2. FBNURIERS MEAE ST 2 ERS RS MABER (HER12034, PATENT-1) 12

RERT YA Zlfink. [EFSILE, BIER, 777 BRI, T EERAR

PSES RIGRET= P Y UZFERETEE I T 0 2254 7 U U8 (FELL
b)) S K DIRIR & 2T T D AR A S i EAE (PAH) 5544361 (B AN
26171z & L)

T PULE - £F 18 ~80mk  (MERIANR)

© WAEMEHIER K O — R T A R LU T OS5 A 7= T PAHE
6o TEIA THEEEAS 150~450 m
- A HCHT (PVR) K ONERIAENARIE 23 % 41241 > 300 dyn-sec-ecm 5% TN > 25

mmHg

< JEFEHPAH (WHOHRLRE) BEDO S L, LLFOWT NSRS ND BE
- Fp¥EMEPAH
- FEMEPAH

- ORI S PAH
- e RMEDEBICHE S PAH
(IRERA~DRAANID360 H L 0 LARHZANEHHEE DA T S 40T 5)
- 2R X A PIRETCEEELC 4 5 PAH
- BEIEIRISULT v 7 = Z 3 AERICEE S PAH
C RIBROBE RO e VSR EEE I T a 229 7 ) UiFER (1

M. WASUTRE FHS) ICLD1RFE=Z T CRY ., 0B L E1REGEICEn 72
WEF R E

EEpAY A7)\ 1 - HEPEFERT0O H LA, $ET 1 2 Z ¥ A 7 U ViAo 50 Thil- B
- HEEBERRRT0H LI, BERES B . AT F 740, XX T T 40)  XiTFERH




V. BEICEEd 5IEH

By B PV R, THT 4 V) RARITAT 7 —EHERDOE LN
1Thni-g#&

< HEBEEEATI0 H LINIZ, —#fb%EH (NO) fhhK (1 : mieibB®) 50
1Thni-g#

- R, MR T A RE (R A SO TEhRER M) | O RE . N
(2B D BRINEEICRL S T 2 B

BRI 1%

VAT 77 h2.5 mght (HEFERD . 778 RBEULY A2 77 15 mght (8
RHJHERE) (24 : 2 10OEIETEI VAT L, HEHAGHE LU FOAE%8HE
M, SRR E U CHEFREYR TR 2 HE2 4B BRI TS L,

c UFV T NHEGHERE VAT 7T F1.0 mgD1H3EEFERSG LS L., HED
FEUE (MM 2 212 b T ZIGHEILE 2 JR i) 12855 %0.5~2.5 mg D T1
H3EEE LT,

N T 7 UHEIILEAY95 mmHgPL EOA ¢ #aR GRATHE+0.5 g1 H 3E])

« b T ZUHEIIE ) 90~94 mmHg DA+ BITHEOHEES

+ b7 7 UGHEIIES 90 mmHg A TIRIMESER 2V E - B BT E

—0.5 mg?®1 H 3[A))

IERSZ T, IGEIIME2390 mmHgAR T, RS E U, SepbsTaiodk
REZR & ORISR GRS SN DAL, 1RBREER 52 1R L, 248412
BL-HE ETHE—-05mgn1A3ME) THETT S,

c TIRAREE D ST REALAERRG L, HEHAESEE RS BT EofE
BT 1T > 77,

c UAVTT MEROHERE : VAT T F1LOmgD1H3EFRG LB L, HE
THERFEUEICHE S & 1.5 mgE COHPHT 1 A3 S- L7, 1.5 mgZitax 5 H&EICH
WTCIERNT EOHEFRES 2177,

T EERHMmIE E

« 6T TEERED BB 12T BT D _X—2 T A b DAL &

BIKHDRHmIE B

OPVR . @t MptEF N YU 7 LAFRARTF RRIBEAN S~ 7 7 A > & (NT-
proBNP) . @WHOMRE/D ¥, OHKRIELE TOWIM, G645 MBTT A b
T DBorgCR10 A =t 7 % 72 | 3E IE Borg ME R IR #E 2 == 7. ®EQ-5DE [ 2E =
a7, @WLPHERMZER 27 OFHEI2WIZEBIT HX—RAT A b DOEb&E

BINOFAREH* | - AT HFH T A —ZDOFEI2BIZBIT N2 T4 U inbDOEBLER Y
MO FAM cBHERERG, WHTERLLE
fENT 5 1 [EEMEH] 77 LA HAERERE L 77 B RBOEIZIL, N—RATA

VD6 BT A R B BGRE. BE O RFOE R CRIBE . BETR
) M ONE/ME A Eh R & L ot a iz, a8 ok =D TE
Btk % Shapiro-Wilki 12 & 0 et L, ZORERDS A BAKHES% CHE 728
AlZix. BRIRT &K OFE/MR 2 JE & L= )8R Wilcoxonf® & % V=,

(RN AR B ] =B IR Bk 2 T 25 A B K E M5 % THEEHF
BIZERB CHoTHmE DR, BHEORIRNFHIEEIZOW TS, 77 AN
AHBRSGREE 7T B RHOEICH L TCAEEREEITH)>Z & L, Bk
FIREMIE B2k LO S DDNAFIZHE > TERVRREEITO & & LT

(A BEKHERI5%)

GEMOFGER] &5 L E oL A/ERAOEEERF LW & 25Kk
&, BAHBEE ON—RXT A A EE LT, BIKRAIFHEEE OPVR & [F
BROfr 2175 Z & & L,

[RBHE OS] 123 O R EMEIZLOCF CHiise L=, 7272 L. T - BKER
AL THIESREBRR 2o 72, & DUV IR SkEREF ORI EME S 2 0o 72354
PUF OFHIEE B2 DWW CIL R THlisE L 72 @ 60 A TEERE. WHORERE 53
$1. Borg CR 102 =7 XX & IEBorgME (KA =27 . EQ-5DE M ZE R =2
7. LPHERMZEZX =27,

* PREGEO T BRI T HL O IR Tl a7z sd . AR IE B OfE RITFEH L TZany,




AEICEYT 5IEH

MDA R

W AT

@65 I ATIREE O 2L B2 B3 5 A
6 A TIREE DO FE 12 I BT D=2 T A U inb DY &L, VAT 7T BT
29.6 m, 7T EAREE—5.6 mTHY, VAT /T MNAERHGRHI T 7 BRI THE R UGE
s Uiz (RN M0 735.78 m [95%CI:20.06~51.51] |, p<0.0001) .

67 EILITIERE (M) DR—X 54 UM LEI2BETOEILLE

VA 77 AR 7T B REE
(n=254) (n=126)
NR—=R T A
‘FHE (SD) 361.4 (67.7) 367.8 (74.6)
JefiE (EPH) 374.5 (160~468) 391.0 (150~450)
12 W E TCOEE
‘FHE (SD) 29.6 (65.8) —5.6 (85.5)
Yl (EEFH) 30.0 (—430~279) 8.5 (—400~204)
e 5 ER O E e
/N T E O 7 35.78
95%CI 2 20.06~51.51
pfED® p<0.0001

ITTEHTIZ & 25HM, SD : (R =

a: N—RAT A MlEE A, BEREROEMEE ER E Uit L 0 HEE Ui/ R IEE O
#Z (VAV 77 NHEREGRE - 7 78R8 L2 05%EHEX M

b : JEBIR 7 & ONE/ M3k 2 Jg & U 72 )& Bl Wilcoxont &

(m)
— A 07  BEEE
40 ToREE

30+

20+

10

0c¢

BICRE S TS\ AIN—,

—10-

6
R EHAR GB) T

6 FEISITHBDA—X 54 VA b DFHEILEDHR



V. aRICEAT SEHE

ERADEREBRRUOR—RFA4 UM oDEILEDFYIE (SD)

H2H 4 61 8 #1218

0 s g n 247 243 241 235 233

) ﬁﬁjﬂéﬂ%# T 18.4 25.6 31.7 33.4 36.1
R (SD) (41.9) (46.4) (49.0) (57.1) (52.0)

n 121 117 116 111 112

7o AR NS SLTER 9.1 12.6 17.6 23.4 11.0
(SD) (44.4) (53.6) (61.6) (57.6) (58.8)

EMfE, SD : fFERE

@65 AT IR D2 L B2 B3 B ¥ oy A AT

FARIEHE N OBEE AL OB T 2IREE (VA 77 NHERESR L 77 v Rt

EDOBILBEDFE) X, RIGERET38.36 m (95%CI : 14.46~62.26 m) . FEIARAET35.65 m
(95%CI : 15.04~56.26 m) Th o7z, £/, = NV USFEETERIC L AIREE =T

TV B B O IRE N F1325.89 m (95%CI : 5.31~46.48 m) Th-o7=, 2B, WBRELK

7y (VAT 77 N AERER206, 77 REEH) . TuAXH A7) UFHFEEKIC

K DB E 2T TR ISR 215820 5413101.28 m (95%CI : 26.53~176.02 m)

ThoT,
n(UA¥ 97 - BEREHE
TS ) FHEDE 95%C1 TR 95%C LR
Fak —0 123/66 38.36 1446 62.26
BtasE F—o—| 131/60 35.65 15.04 56.26
IRl Y ERGENZRAE o 113/54 2589 46.48
TORZYA 7Y EFEEETAR 2017 101.28 2653 176.02
TS RBICHFE LWL AL GT - RERImBICFE LW
—50 0 50 100 150
CI={SHEEH

N—RATA /fgEER, BREFEIVRE LHDSHATET IVCEDWTEB/N R THERUZ DI5%AZERHT.

6 fEIL1TIERE (M) DEEICHITLHEIEROBEANER S KEHMEM



BEICET S

I8 B

W R AR AT IE

VAT 77 NHERERIL T 7 BRI~ T, PVREXONT-proBNPDO A E 2K T & |

WHO#RRES 8, Borg CR10A =t 7 HEIEBorgFEWL (K 2 = 7 DA B i & ok LT,
BIXMEEEIBEEDAR—RXSA UL E1I2BFETOERILEIZCH TRV AT 7 CNRERERE
TS EREDLR
E,Zi‘éjaﬂﬁ'ﬂﬁ% jjx:ﬁj\ﬁﬁﬁj\*ﬁ /\]J\ﬁ& J= 51lWilcoxon
APt H UASTT M| gy ey | BN o X BRiE
s |7 OO o 99%C p fis p {2
. , —9293.29 —889 | —225.72 |—281.37~—170.08| <0.0001 | <0.0001
(dyn*secrcm™)
NT-proBNP —197.89 232.39 | —431.81 | —781.52~—82.10 | 0.0157 <0.0001
(pg/mL)
WHO #8558 - — — 0.0033
e 53 1] 18 fil
(20.9%) (14.4%)
192 i 89
SO
o (75.6% | (71.2%)
Py 9 f5 (3.5%) 18 fil
(14.4%)
Borg CR102 =27/
1E1F Borg % [ —0.44 0.09 - — - 0.0022
a7y
- JoT T
EQ-5D HZ% 0.0329 —0.0317 0.06 —0.01~0.11 0.0197 0.0663
Aay
LPH & 2 B 7 e B 7
o 5.99 0.36 6.17 9.79~—2.54
ITTIC L DRl — : &% L

PVR : Jfifi ifn & #K $U .
EQ-5D : EuroQol& M=,

a: VAT 77 NHERGR - 77 B EE

N—=2 T A Ml AL 7

K OVE /M % fg & L 72 g B Wilcoxont 1 & 0 #Et L7z,

@ | RE AT E B BT 2 3B kB e
FOKEMI5% CHE CThoT25E . RIKEIFHIE B IZ W OEREDER (U
7T NHEREREE T TR E OB LREOZE) 1ITxt L, FITR LB ONAISE KT
IRWERER L=, ZOki%, PVR, NT-proBNP, WHORSHE /> HH. B IRBOTEAL £ T O HIR,
Borg CR10A a2 7 \CH B RUWENRO b, EQ-BDEMEX a7icknTit, AEEIT
B LN o Tz (p=0.0663)

THRTAfRIE H 23

BeGaE, [E/ MO OO AT REO SRR A& ERR & LIz oy B,

NT-proBNP : & M+ b U U AFJRXTF NEIBRAENG 7 7 7 A 2 b
LPH : Living with Pulmonary Hypertension

JE A ¥



AEICEYT 5IEH

BIREEHEIEE SR 2B RMGRE DER

WasM% | Shapiro s SV I
US| REOMT | Wik | Wileoson ik | T 0| ERORECDUS
piil il il = BT A

PVR <0.0001 0.0001 <0.0001 HY Hb
NT-proBNP 0.0157 0.0001 <0.0001 »HY HY
WHO#RERE 7748 — — 0.0033 HY HY
B IRFOTE(L a .
£ ORI 0.0285 — 0.0046 »HY HY
Borg CR10
2 a7 — — 0.0022 HY HY
EQ‘5DEE§%
2o 0.0197 0.0001 0.0663 L L
LPHEME - - - - -
Aa7

ITTRTIC £ B3, — 7 L

NR—R T A A% A, BERE E/ M OF 0 (TR0 ERIE 12 Eoh 3 & Uiz a#oir. BRI
FRONE S Higk % 8 & U7 R Wilcoxont® /&, 53 BUATIC & 277220 TEHIME: % Shapiro-WilkfR E 2 & D 1R

L7,

a : ERRAE L OB ST 2 plEiEMantel-Haenszelff & & M e,
b @ FRRAYEAL E CTOHIMI 2 pfEld)E hllog-rank i & & H v iz,

@ ([T /RN T A —

TS

AT

VA 77 MHEFREELT 7 BRI AT, SEMEIIRE, Mg RO ERMET &
D HEL MR O AR 2RI E R LT,

MITHAFHNTA—FDR—ZR A NS FEI2ZBETOELCEICE TH AT 7 FREHR
EiBE L TS REDOLLE

TR AT s |
RTA—H VALTT M sy epy BD 3R o (= 5397 | Wilcoxonf# P
R 77w RE YD 95% 15 FE X [H i plE
PCWP (mmHg) 1.08 0.46 0.41 —0.36~1.18 | 02972 |  0.0830
RAP (mmHg) —0.20 0.97 —1.01 —9215~0.13 | 0.0832| 0.0734
PAPsyst (mmHg) —5.39 0.78 —6.73 —9.43~—404 |<0.0001 | <0.0001
PAPdiast (mmHg) —319 | —112 | —241 —4.15~-068 | 0.0066 | 0.0110
PAPmean (mmHg) | —393 | —050 | —3.83 —5.61~—2.06 |<0.0001 |  0.0002
N7 A A
ﬁfjffhmf —854 | —140 | —17.25 —9.60~—4.90 |<0.0001 | <0.0001
Sv0: (%) 3.15 —2.33 5.02 3.20~6.84  |<0.0001 | <0.0001
LipHE (I/min) 0.93 —0.01 0.93 0.70~1.15 <0.0001 | <0.0001
URE (L/min/m?) 0.54 —0.02 0.56 0.44~0.69  |<0.0001 | <0.0001
P(\fgn,sec_cm,s) — 223 89 | —225.72 |—281.37~—170.08/<0.0001 | <0.0001
P (‘gfy{i,sec_cm,&m% —374 —929.4 | —376.81 |—468.90~—284.72|<0.0001 | <0.0001
S?fgn_sec,cm,f,) — 448 —675 | —394.57 |—472.95~—316.19|<0.0001 | <0.0001
S&;,Sec_cmﬂ,ma —753 —130 | —675.31 |—800.84~—549.79|<0.0001 | <0.0001

ITTHENTIZ & 2% 5T

PCWP : MM &AL, RAP : £.0LFEE., PAPsyst : IUHEGEINRE. PAPdiast : $55EMHEIRIE .
PAPmean : FHATEIRE, SvO2 : IRAFARMEESE IR, PVR : Fi & #HT, PVRI : il EHHiieis,
SVR : &5 m&#HT. SVRI : &5 MmE BRI

a: N—2AT7 A %

=N
A

b : @RI M ONE ik % g & U 72 g Bl Wilcoxonf &

B GRE, B ORI 0 AT RO B RIRF 2 B3R & L3 oy




ARICE T SIEE

BEIEDOE LD
it S AR A v of FEE R 44361 (H R AN2661 % G de) Zxtged L7 iRz W T, AH
DA &AL (HERER) - R omE, ARMSEICE T T1.0~2.5 mgZ 1 H 3[HI8iH
ghH L, SR SOMEL I 614G, HEHFAETE2 (1.5 mght, SREAOHER [63
Bl ) EERE OIMmE, AARMESICSE U TRKLS mgE T2 1H3ESHEM &S L, SEEFSD
MEZ S OHIC4BMEE] I7 7 RE2 1285 Lz, ©ORE., AoEEEHMEEE <
H D6 MHBITIEBEDO X—ZA T A4 b OEIL, 77 B RREREE L HERFHREHIZB N T
BEIZKRE)->7- (p<0.0001. J:/”J[JWﬂcoxoni‘ﬁﬁ) S BT, EIRAIFEAMIE H A A 4
1. NT-proBNP, WHOMHRESEIS] I8 WThH ., HAEREN CIIT 7 B R GRICHRT
BRUGENRE R LT,

HARNE BT EE H EFETRE © 1661, 77 BA#& 58 « 76, 1.5mght : 3% Th
D, IE62&NREL, FEFMEEE TH L60MBMTHBEON—Z 7 1 Vinb OZELE (OF
IR R 22) 1. A EFHERE T21.4£35.7m (HFRfE : 23.0m) . 7T REHERET
40.1+49.4m (FHE : 32.0m) Tho7-, TARFEIKRGHEEH T 5 i &Ko 2 (L&
&SI T—160.6£161.7 (dyn-secrcm 3) . 77 ARFGHETIE—73.9+163.1 (dyn-
secrem 3) ThH o7z,

(ZAEVEDORE )
L RVERRAT 14430, 2 TOEEHRGITY A2 77 A EFRERES.4% (227/254H41) |
772 AREESS.T% (108/12641) . VAT 77 MERHERE2.1% (58/63f%1) 278D Hit
o, BEBAEFERSIL, VAT 77T MHAERER T11.4% (29/25441) . 77 B REET
18.3% (23/126f1) . VAT 7T FMERPHEHTLI7.56% (11/63%1) 258D bitl,
BITER* X, VAT 7T N HEFEIRE63.8% (254/16261) . 77 2 REE52.4% (66/126%1) .
VAT 7T MERHHIERE61.9% (39/63%1) (ZiRD bz, FEREWEH (Wi ok b1
TH%LA L) XV AT 7T NAERAESHER) 477 MERMARR TR NEERR 5151
(20.1%) KU15H41 (23.8%) . WHILAR426] (16.5%) KO7HI (11.1%) . FEIED E
2641 (10.2%) MKO116] (17.5%) . {KifE=22%] (8.7%) KO24] (3.2%) . 2141
(8.3%) KUefl (9.5%) . #hiE1361 (5.1%) KU261 (3.2%) . ARHVEFZIEL10%] (3.9%)
OB (7.9%) . TEH-8%1 (8.1%) KkU4fl (6.3%) Th-olz, EEREIFEMRIZ, VAT
77 NHERAEGEEC8H (8.1%) . T T EREETHH] (4.0%) . VAT T NMERWHER
T2 (8.2%) IR DIz, VAT T N AREPERE IR 3H, Kpb~taioREE, IF
fes B ZEtED 0, AEBASE MEMENSLE, VAT 7T MERMAERECITY
%&tﬁlﬂ:ﬁmi‘%ﬂﬁlﬁ%oto
BHERIEICESTZRERIZ Y A 77 NHA &R 66l (24%) . 77 8RB THH)
(4.0%) IZRRO BN, FEEICEST-FEWERITRD b o7z,

MedDRA version 15.1
<EWER - JREBRER L BB O B 5 HEEL/IRREE 5T



AEICEYT 5IEH

2) REMHER

1. EtEmizEE S mEEICx Y 2 ERRHERFE MO AR (GLER11349,

CHEST-2) 1219

N

S, FEIBRILRE, FEEMR, Rk

POES

2 i ZE A MR o I L2 k9 2 [E BRI [R) 2 AR BR R 3Bk (CHEST-1) (2
T16HE MG 2 #& T U718 ks Zg4e M it i)+ (CTEPH) #5523 761 (H
RNEBE14 Bl 2 Ete)

7R L e

« CHEST-LIZBWC16EM 0G24 T L7-AE

T RO AL YE

- CHEST-1THEL L - 2R BIVEHI 3k L T2 /B
e, BRI SUTIEIR O ATREME DS & D VT, 20U LD A kit ik & OF

AL TWWeWEE

ABBRA~OSNSUIIBRD5E T Z2 150 5 RARpEE | RESUIZ OBER H 5

EIRBRFE (OrfH) [ERTASHIEY L7 B

* CHEST-1Z I, IBBROFMCIRBREE () EMOFERISHT 5K

BN b B

s U 7T R AXEINBN R R BUE D & 5 BE

R T 1k

- JHEFHET (8 [H)

CHEST-10%IV AFIF#EZ &2, VAT 7T FEEIZCHEST- 1544 HIZ#& G- &
NTWEHELFRAET, 77 8RR A7 7 1.0 mgD1 H3EES
O BIAE Uiz, FHEGHET o8I M3 A L HE (20 Z & (2 H O ARFERT
(ZHE L7z b 7 7 I 2 J R 2 R E) IS EEmICTHRE L,
FHERRETIE TR B2 iR LT,

- FREN OREREI%, FHEICZRWTY A2 77 b 3G IR &k &%

. BRGEDRBMA SN D £ T)

BRREE () EMiT, SEISCT, VAV 77 FofE%20.5 mg
D1H3EDH2.5 mg?D 1 H3RE TOHPETHE L. TOE, {HRETE (&
) ERiT. #EBREOmE. VAT 77 Mo TPEI NS EIER R OCTEPH
DHEITEEE L CTHIW LT,

- aefEiEEY (30H [H)

RO G2 1L L7 X CoOERE 2, 1BBREE& T%30H Bz et
BEFO =D DKL EFER LTz,

A E H

RN AEFER, TR, BRRER L
- AOME 6 A TEREE. B MMET R U U LRRASTTF NRIBRANGG 7 T 2

A b (NT-proBNP) . WHO#RES ., ERIVEL £ COWIM, Borg CR
102 27 & 5 WIHMEEBorg R KA =7 EQ-5DEMZEA =7, LPH &
ME2 a7 DZENENDOR—AT A (CHEST-1050#) 75 DE{L &,
72 B NiZHealtheare resources £l D284k,

< T O IR ERE

fAT 7 1%

201353 X F—F vy hA 7 H & LRI, KRBROX—2F (4 0%
CHEST-1:RAB D0 & L 7=,

[(AahE] ERORMFHEZEH L, MEOREIIITh 2R o172,

[Zat] RIS T CREL-AEFRORIEESZR B L, HTE,
DER, BARRAME, A Z YA 2 RO T AT D /8T A — 2 (2D
TITENFRFEEEH LT,

[RAME OMiFE T ] H120 e OYRER#E 7RO R JEIZLOCF THiise L7z, 7=
2L, BB - BRI T SREE N 2o T, 3 D W IE Ik Sk By ol E
N2> T285A . LA FOFEE B2 oW Tl EE CTHiise L7z« 645
1THEEE, WHORERES¥E, Borg CR 102 =7, EQ-5DEM#EE 2 =7, LPHE
a7,




V.

aEICET HIER

(&

EXURDL T

LAAEVERRMT S R FI23THIH . 2 TOREEHEGIL 477 ME6.8% (150/155%1) . 77tk
R-UA 7T MEEIS 1% (78/8261) 125880 b vz, HEEE/eH EHLIREBLRILMEET42.2%
(100/237431) TohH -7z,

BUWERAL, VAT 77 MiE45.2% (T0/16561) . 7Z &8R-V A 77 MNEAT.6% (39/8241)
WZRO bz, EREEH (MEEOARFH2%UE) X, VAT 7T MEAOT T 'R-U A
VIT MRETENTENEEED £ 0176 (11.0%) KOTH (8.5%) . ML RE126] (7.7%)
Ol (85%)  IKifJE6H] (3.9%) KOBH] (6.1%) . FHI6H (3.9%) &34
(8.7%) . HL3AI (1.9%) KU4H (4.9%) . BEIR3HI (1.9%) KU6H] (7.83%) . BFE
2061 (1.3%) MT4B (4.9%) . RMPEFEE26] (1.3%) KOBHI (3.7%) ThH-ol,
EEZRBEWERIZ, VAT 77 MEET8H (5.2%) . 7 T7BR-VAT T T MEETAH] (4.9%)
RO BV, VAT 7T MEETITRRM R OURIMEA L 26 (1.3%) . W&, ZEitEd Eu,
KA OBERERE AR 2 O & I ER S 16 (0.6%) « 778 R-UA T 7T METIERMH2
Bl (2.4%) . TV 2 A ZOVBRUME K ORATRTOREN K161 (1.2%) Thoiz,

Fe G lc B - EWERX, MEECTAF4F (1.7%) IR B, HTICE > FEITER IR
DN T,

MedDRA version 15.1
kBIEH - IR L BhEO B D HEFR/IBBRERE T

CH MM DHRERL)

77 ' AR G R EERER IS S0 U 718 M s ZEAR R A R i AR A 237 A kBRI
AF0.5~2.5 mgl H 35> A & Tl BlikE 3 2 & Wit i G5l 4 %8k L7z, 23761 (HARA
14z ETe) Zxigel LI RIT O R. 60 MBTIEREO X—X F 1 i b OB L&
X, 6% A% (218%1) T56.5 m, 9» A% (21541) T49.7 m, 127JH”;% (172%1) ©51.3m,
18% H1# (114f1) T51.3 mToh o7-, HARNEDEM (1461 (2B WTIL, 65 TIERE
DR—=RAT A DOV &L, 61 H% (114]) T86.3 m, 9wﬂ #% (12f) T80.9 m,
127 A% (1261) T62.9m, 18 » A% (9%]) T89.6 mThH -7,

2. MBIARMESMELEICX Y 5 ERRLRE MERERORPAMEHER (58812935, PATENT-2)

15,16)

RBRT YA Sk, [EEILRE, ISR, RNk

PSS FiiEh ARt M E (PAH) 1Sxbd 2 [E R [R 55 AERER  (PATENT-1) |
12 M &G 2T L7=H3E396 ] (HARA21H1%2ETe)

EApEYULYE PATENT-1ICEBWCI2EM OG5 2 & T LIEHE

SR S ¥ - PATENT-1CH 8L L 7= EHEZRRBITERA 2 kEE L T\ 5 BHE

s, I AR O A HEME N B D T 2oL B O ek & O
LT\ WAEE

AR A~OBN TR O5E T &2 151 5 EZMkEE . REUIZOBERD D
EIRBREAT () ERRLSHINT L 72 B

* PATENT-12009H1Z, {BBROSMECIRBRET () EfMofRIc+T 561
EEFDNER &b?ﬁm‘_%%‘

< UATTT N AT B BUE O & 2 B

B 5 1k - HEFMEIH (i)
PATENT-1OE| Y 3R LZ, VAT 77 b2.5 mg (AERER) O
1.5 mg (FRMHERE) (FPATENT-1RK H IR S W& L FHE




aEICET HIER

T, 778 RBIV AT F1.0 mgD1HA3MF G N LG L, VAL S
7 MERMHERED1.5 mgl H3EHR G SN TV A 8ERE 1L, 2.5 mgl A 3
L ECoMERE 21T - 72, MR o8 I3 M =il fi kg (20 2 &
a:ﬁﬂmﬂ&%&ﬁﬁaziﬁwa: kT 7 WU &2 I R AR E) RS ER
TG L, ﬂ%g;ﬂ’éﬁﬂ;ﬁf&ﬁ%@#mﬂ%w_o
- FIREY (HERE%., EREICRWTY 477 N33R s kGE 4 %
. RENBEIE SN D ET) IRBREM () EMEX, LIS CT, VA
7T FOMEE0.5 mg O1A3ENH2.5 mgr1H 3[EF TOHPHTHHE L
7o TOBE, BBREE () EME, WBREOmME, VAT 7T Mo TR
SN D EIER K OPAHD LT 2 & 18 L CHIkr L 7=,
- ZAeVEBEE (30H M)
BB DR G2 Pk U 7o R 12X, TRBREEH T30 0 HICZ M BEs o 7=
D OKBE AR LTz,

AATh EE CREVE  BERS, EUE, WRRERE
< b 6T TEERE, v MMMET R U U AFIRAT T RETEAN 557 7
7" A > K (N-terminal prohormone of brain natriuretic peptide : NT-
proBNP) . WHO#HBE/3#H. Borg CR10A = 7 & 72 13 & 1E Borg MW K] #f 2
27, EQ- 5D TE 2 a7 LPHEMEA a7 DOENETNDR—AT A
(PATENT-1D501) 75 D2 &, FERAE(LE TOHIM R L
- Z At I ELTE

T 5 1k 201343 2 F — 4 H v A7 H & LIz, KRBRON—2F 4 1%
PATENT-15BR D0 & L 7=,

(A2hPE] BERFERZEH L, HeOREIITh o7z,

(2] RIS T CREL-AEFRORIEESEZRHB L, HTE,
DEX, BERBREME, A XNV A 2 BOMFRAT A0 D/8T A —H 2D
TITEMHREEZREH L,

[RBME OMiTe ] H120 e OYRER#E TR O R JEIZFLOCF THiise L=, 7=
721, T - E%%E’J%?ﬂ:f‘qﬂt%ﬁmﬁﬁﬁﬁw 7=, HBHN ‘iEPJJ:EEISEH%*@?E'JTE
R T285A . LA FOFEE B2 oW Tl Bl CTiise L7z« 645
1T R WHOM%%‘E%’;E Borg CR 102 =7, EQ-5DERZE 227 LPHE
MEX a7,

(&

EXLRD) LY

LARVERRMT 6 R B1396 6 F . &2 TOREFRGIIV 477 b HERERE6.1% (222/23141) |

TTRR-UAT 7T ME9I82% (107/109%1) | U AT T MEFEHIHEREI8.2% (55/561)
IZRO BTz, EERAERFZII) AT 77 NHEREIRE49.4% (114/23141) . 77 & K-
AL 77 MEEBS.0% (60/109%1) . VAT 77 NMEREAERES3.6% (30/5641) (25880 5
niz,

BIWERNE, VAT 77 M HAERERESS.2% (123/23141]) . 7T v K-V AT 77 FEE60.6%
(66/109%1) . VAT 77 MERHER46.4% (26/56f) (2580 biviz, E2EWEM ()
TNLOEERETE%LL L) X, VAV 77 SNAEREGRE, 778 R- VAT 77 MELEDY
7T MEROHERTENENFEMNED 02761 (11.7%) . 1061 (9.2%) K T0HI,

HAEARBLITH (7.4%) . 9% (8.3%) KU4H] (7.1%) . §EIR 1461 (6.1%) . 1741
(15.6%) M OH (1.8%) | {Km/E1461 (6.1%) . 661 (5.5%) KO4B] (7.1%) . K
PEFEIEIB] (8.9%) . 66 (5.5%) K USHI (5.4%) . stimes] (2.6%) . 361 (2.8%)

J O3B (5.4%) . FHI4B (1.7%) . 8B (7.3%) KO1H] (1.8%) . B BBk E
Bafl (1.7%) . 661 (5.5%) KO24] (3.6%) Thot, EEREWEHIZ, VAT 7T K
HEFHEET166] (6.9%) . 77 vAR-UA 77 MEETIB (8.3%) . UAT T T MER
W ERETLE (1.8%) IO bz, VAT 77 NMHEMRE CIE. Jembef], fifitm24,

DEMEY, EER Y —7 BEE, BuE, ZMERHEE, 2B AS, S, (KEESEE,



V. aRICEAT SEHE

P B AR il S, A IRPAZEME R B, K2 R ENE1H, 7' R- VA 77 M
DOWNFRIE, A3, DIERATHE ., AP, R, R e i, 2o i e Al
K. T LA —MRlEg, EEMEMEENSE, VAT 77 NMERE A SR I AGED RN
MEEREIF ThH o7, EFILICESTRWERIZ, VAT 77 NHEFHEIRET1064]
(4.83%) . 778 R-UAT 7T MET3H (28%) . VAT 7T MERAHERH T14]
(1.8%) IZ@BO BNz, FLEICESTZREWERIX, VAT 77 b HEFER C2HIZERD b,
Jiti i S OV 2 A3 48 1451 At Eh JYRME it i I 23 151 T do > 7

MedDRA version 15.1
kBIEH - IR L BhE O B 5 HEFR/IBBRERE T

(B2 DFER)

77 B AN K B R GRS SN U 7 D IR M v ) R 39651 & e BT . ARH0.5~
2.5 mgl H 3[mlD & Tl B 3 2 Rk 558k 2 920 L 7=, 396f1 (H AR AN21%14 5
te) ZxtGel U7TohRIRNT OFER. 60 I THBEDO X— R T A b O L &L, 64
A% (366f]) T52.8 m, 9% H#% (354f) T52.2 m, 12» Atk (327f]) T51.4 m, 18%
Atk (245 ) T49.6 mTH-o7=,

HARNE LM (216]) 1ZBWTIE, 6B THEEOX—2 7 4 U6 OYEZE L EIL, 6
» A% (184]) T60.8 m, 94 Atk (18%) T57.3 m, 12» A% (18%1) T50.2 m, 18% H
#% (Q0f)) TE9.7TmTH -7z,

(5) BFE - RRERIHER
HER R L

(6) A mAIEA
D) ERARERE (—REARGERE. BEERARERE. FERAELEERE) |
BERFTRT I N—XRE. HERFTRERABRORE
O EEARERE (EEF)
18 A FE AR A v 0 R R OV AR i e T AR 2 e Gl S et DI ZERE T
(2B D AAN DLz e LA IEZ BRI 2.



AEICEYT 5IEH

QBLERFTERERRER (FBIARMEMGS MESRE - REPLACE) ' —#&T

HERO BB

RAR YT AT 7 —L5NERK (PDESIESR) TRHRAA-53 72 SR if
JEAE (PAH) B ZMRIC, PDESILESNS U AT 77 MUV B XTI H6
DAIER L2 RETT 5,

N

[EIFRIL, AR L, FEEM. WATREF., HIVIRERARER

ES

PDE5SPHH 3 TORA A0 /e PAHE A 2261

T ALY

- AEH18~ 75 (PERIARR)

- KRR MEPAH, BIsMEPAH, Y - HWF B MHEPAH, & &M IZE
PAH., JERMOEBIZH S PAH, MIRETLEREIZ M 5 PAHO W 40N 5y
I DIEEPAH B

- PDESIHEF A HMbH 5 W Tz e U U2/ EERE (ERA) & O T6
WL B 5 L CHORRAR e B
<PDE5HERK > LFF 7 41260 mg/H THDHWEHE Z T 7 4120 mg~

40 mg/H
HEAR+OEFR>WHO FC - ME 2655 A THEEE 165 m~440 m
k6L, BAIOFELS X O GBICETENR 2N &
TINTFT7 4 VOENARAL - AR, A TIE1IEI20 mgz1H3E#EETH S,

ESRAGTAS Bi

VAT TT ML DIRRBEOH 5 BE
< EVEAACRT30H LAINIZ 7 0 A X YA 7 ) iRk (PCA) BIAIE/- 137 0 224
A7V U RMERNEE R G S B (272 L, A BSOS R A BR <)
« FRIRADICEA & 27 sk & 7= (X B SRR R D & 5 BB

- FEERIUEIRE S O & 5 A

RBRT 1%

%5 HE ZPDESILER DMK, £ 72 1XPDESILERK NS U 42 77 h~Di)
BRADOWTINOREZL : 1OFIG CTEIELICHIM T2, VAT 77 M2 #
TIXPDESFHESK D F1 11243 5 VL4815 D Washout 1 [ 2 % T H &
(8 L LTY AL 77 F1.0 mgZ1H3EFEE L VBB L, BEOIAE
PEIZ A T2 Z & 12180.56 mgd D, FHE1A12.5 mgl H3[E F TH&E L,
MeRF NS 2 U E U 7o, PDESPREFEMkGCRE CTIXAERR > & ZEA| O FEEE K O &
EERTLHZ L, AT T 740 (1HHE6O mgbl k) HHWIH X T 7
4V (1H H#E20~40 mg) ##kiide 5 Lz, £ En& 55060 5 2418 [ £
G U, EE -« BIRIFEHNE H O 21T > 72,

E A H

F2UBICB T HEAET L RiRA v MZESL O RERASGEN R SN BE
DOEIEG

<HEEZV RRA LV FOER>ROOE L@ %W =T

O kDS B2 LO%EFEERBD D

* BMWD72310% LA £ A 330 mPh EDIEE

- WHO FCA 1 EEH DM T I E

* NT-proBNP»330% LA FIET

@&, PAHEAGIZ X5 ABE, PHEROHEST 2 & Te R R E(L 2 78D 720

BIKHT R IE H

N=Z2 T A 5 H24 E THOEMWD, NT-proBNP, WHO FCOZAk, K
HE L E TO B

L RNED Rl

AEFR, SLCRQY

fi AT 5 ik

[FEMER] VA2 27 7 ML PDESILERKEE O i X PAHER K /548 % )8
& L7- /&5 Mantel-Haenszel#i & # H 7= (WA EK%ES%)
[EIRPEHEIEE ] 6MWD, NT-proBNP, WHO FCOZ{kiZ >V CTiZPAHER
Ry ¥ % g & U7z JE B WilcoxontR i 2 F VN CRERM & bbilie U7, FRRME L £
TOF#IXKaplan-MeieriEZ W THEE L7z, X"—X T4 Vb HE24H F
THO6MWD, NT-proBNP, WHO FCOZAl, FFKEAELE TCOHMDIEIC

BEEAICiRET S uTe (A EKHES%) .




aEICET HIER

[RBMEOMTE] 552438 O K AMEIZLOCF THi5E L 72,
FECHIO6MWDE L U'WHO FC

T (0 mIs KWV E) THiisE L7z,

ez L. BB P o

(A ZIME D)
I
@ 52412

F2411Z

7T MHE41% (45/11141) |
PDES[HEMRBEC R THE & EE R L [4 v Xk (95%CI)
4B & L7 ERMantel-Haenszelfi &

p=0.0007, PAHFK Sy

BIFoEETY RARA  MTES L 372 EIK
B LEET Y FRA » MTES L T BRMGE 2R LTz i
PDE5[H#EHHE20% (23/113%1) TH Y |

HISEIR SN BEOEIE

EDEIS T, VA
VA 77 MR
: 2.78 (1.53~5.06) .

4B BT HEETY FiiA L FOBBEREH-TBEORR

N (%) U4y 77 M (n=111) PDE5SHES R (n=113)
6MWD72=10% & %\ %
> 30 mOIEE " 58 (52) 42 (37)
WHO FC 1/1* 49 (44) 6 (23)
NT-proBNP7Y = 30% & T * 32 (29) 0 (27)
BRI L 23R 220 110 (99) 103 (91)
FASf#tr < LOCF
F24B (2 H (T HEEERMBEDEA RN FFHIRH
A X N OWNER
N (% 4
(%) =i PAHS 0T | PAHSE(LIC & 5 ARE
U 2%:‘/7\77 ]\gi *1
(n=111) 1 (1) 0 1 (1)
PDE5 5 S %2 3
(n=113) 10 (9) 1 (1) (8)
JALTT b ve 0.10 (0.01-0.73)
PDE5[HE$ —0.0047*
v X (95%CI) p=
FASH#EAT

%1 : FILEIC b L7 e AT = VR NS % Bt

%2 ZDHILE

%3 ) BT DHBIEL, 1HNITZDBIEBOETERD -
k4 : PAHWGIE Y E 28 & L7285 Mantel-Haenszel#: &

WG REHTTE E

@6/ A TIERE D2 L
NR—=2 T A B E24H F TO65 M TIEREO L &EIXY A2 77 MET36 m, PDE5S
FHESEEC14 mCTh o7 [BEMZE -23m (95%CI : 5~40) . p=0.054, PAHEGR L E &

L 7= & BI|Wilcoxonti ] .
O NT-proBNPDOZ 1l

R=A T A U PBEE24IE E TIZET DNT-proBNPOEKIZHOWT, HBEEOFLHZE(EIT ) A
77 MHEC-88 pg/mL, PDE5SFHE#EET81 pg/mLTh -7z,



aEICET 5IEH

O WHO FCHZ4L
R—=R T A B FE24E E TIZBIFH2WHO FCOZLIZHOWT, VAT 7T METIX T ELL
FOUGENRE D NI BEDOFEIE N 44%, B2 L354%, 1 ELL EOELDNRBD bl
FHORGN2% Tho7-. —J. PDESIHEIRERE TILENZEI23%. T2%. 5% Th-o72 LB
M7 -0.26 (95%CI : -0.42~-0.11) ] ,

@5 EA AL £ TR
KRR ESLE TCOHBIZOWT, VAT 77 MEOPDESHEIKEEIC 645 Y — FERIX0.10
(95%CI : 0.01~0.79) Th -7,

(A D#E )
L RVEMEAT R RIEFI22561F . 2R EFEFGITY A2 77 MET1% (79/11141]) . PDE5SFHESK
#£66% (75/114%1) IZ@BO LT, ERAFEFLILY A 77 METRMEN156] (14%) |
SR 1401 (183%) . THIEAS R 231061 (9%) 72 &, PDESFHEFEHE CERE 23841 (7%)
FRGERBGE, RS ENENTE (6%) T O ThoT-, EERAEFRIIV AV 7T MNESH)
(7%) . PDESPHLEIREEION (17%) IZRO I, TONRITY 4277 FEECIEMEHN2
%], PDESFLESRE THiZ%. PAHOEAL, PHOE(LANZNEN2HT S TH 72, 5D Ik
BT AEFRLITV A 7T ME6eh] (5%) . PDESPHEILRELA (1%) IO LI, £
ONFRIZY AT 77 NEECHIERERER R EE 3261, A= A4, EIETR. TH., ek, ©F
VN, SRV, PRURIREE (R A3 145, PDESPH ESERE Tz e Il i E JERIE O BRI S
EHLRIBITH -T2, HEICE -T2 HEFRIIPDESIHEEIEDIF (3%) IZROLN, £
DONFRIIMA, PAHOEAL, PHOEALRA 16 TH - 72,

MedDRA version 17.1

) ARBEHBLELTERFPEDAERIEIER L I-HE - HEBROME
P AIR P i v 1 )
EN TORBIEGI PO TROENTND Z Lavh, WERTHR, —EROEFIRL T —H
DER SIS ETOM, SIER 2 6 G G 2 i L. AFIEHEE OF =iz
RS L L bIT, KFOLEMEROAIECET 57— 2 2 INET D,
HRRREAT TT.6.(0) KFRBSEM DEESR,
R i A FEAR i 55 1L )
20214F5 1 T HAS CTAER 265 & U 7l ot A S Mt L2 B 2 KRS D3RR S iz

(7 £ 0t
REER e L



VI. EEE(CEAT HIEHE

1. REFHNICEESHLHLEMRTIEEYE
A L7

2. EBE#%EHR
() YERERL - 1ERKRF

FMEZ T =Vl 7 Z—1 (soluble guanylate cyclase : sGC) 1. L% PN R HIIE Sk O — [
fbzE# (NO) ITHT 2ZFETHY . LIiRICHITLEERMERE TH D, ZDONO-sGCREED
IEMEARIC LD . M BREE, AIAaEEAE, BRME L M ORIE 72 E R i RE O F S 12 BB 2 7 e 8 & 2R 72
T T TS T THHIERIR T /v v—U Vg (cGMP) OREANMEESI NS, M i+
JEDFRREARIZIT, NOEA DR K OFIHAEOMK T, I ONHHE T DcGMPHEE DK T 2 ££ 5
WIS RERE E N B D, 16> T, sGCHIBLANL., 2 O2aME K OV M M [R5 12 X 0 gre
KX L72NO-sGC-cGMP# ¥ % 0118 &5 Z & TcGMPIREJE N =1, 1B 2 ~3 Al6E
P 5, Flo. sGCHIHANIL, NOEANELIZIN N IR LEGAIC U R L BT 5 &
Bz bhb,

VAT 77 ME, mEFEHMIZE T, NOFEEFIICsGCZ HHEIR T 2 1/EH £ NOIZxf
T HsGCOEZMZ & HERIZ LV cGMPIRE 2 ¥ S W 28558, Mim mEiE % &3 25 2
& W in vitro K O~ T A2 X ARBRIZB W ORI L, 19

SGCEEHERIHL . cOMPDELZMREE  NOIZHT HsCENREZMETH S

S ¢

@ ?‘@@

fismEEICHT VAL T7 FOERER




VI. EEE(CEAT HIEHE

(2) EshEE 1+ HHERBAR
1) WatEZ 7T =gy 75— (sGC) WIEM (in vitro)
DO HsGC19
T IR U 72l 2 RsGC K O [32P] HERRGTPIZ U 4327 10.01~100 pMA L., NO
AR ZF LT 2/ NOEAKR (DEA/NO) 0.001~0.1 pMOAFE T/ IEFEIE T, W
sGCPHLES (0DQ) 100 pMODOIF(E FIZB W TAKR SRS [32P] #EikeGMP % HIE L TsGCIZ
KI5 IR A Lz, DEA/NOFEFET (VAT 77 FEM) 128\ T, 0.1~100 uM T
T RAFR 72 sGCHRITL/E M %2~ L. DEA/NODTFEAE FIZB W TR L 7= 12 E & TsGCIH M
FARMICHIR LT, — 7. U AT 7T MK HsGCRBEERIZODQIZ X v fHAE Shur-,

120 ;
T ¥
JERES CEEEPPTILL
T - Lo L.
rl "'* =
SGC o P
1F
Bl
-]
!
i &0
13
o- -
20
xE: FTTT Fii oy
gl m= ——
0 0 0.1 1 10 100

VA 257 HREE (M)

AT T Mk 2HEESGCORIBIER
W VA7 FESR (0.01~100 pM) . A : DEA/NO 0.001 pM#&A1, ¥ : DEA/NO
0.01 pM#%hn, O : DEA/NO 0.1 pM%sh, @ : ODQFIN
SGCOLTEMEZ N — 2 T A L (239+7 nmol/mg/min & RODQREIZ DV T 1L 178+14
nmol/mg/min) (ZxI 3 2EIATER L (CEHELSEM, n=4~8)

@sGCIEFFEECHO L R — & — ik 19

sGCEHH T v f =— AL AKX —JR (Chinese hamster ovary : CHO) LR — ¥ —#fl
FakRIZ Y 4> 77 h0.003~10 pMZ IR L, sGCHIBIER ORIE L LTA 7 4V v ORIt
ZRELIAER, VAV 7T MIREERT2sGCHIRER 2R L, £ D&/ X100
nMTH o7,

72, sGCEBFEIFEFCHO LR — —fiiatkz AT, VAT 277 0.8 nM~25 pMES %
NOfit 54 (SIN-1) 100~500 nMFFHIZ351F 5 sGCHRIFLTEH D50% A 2higfE (ECs0) %
L7z, sGCHIERDECsoffiix, VA4 Y77 FEMTI180 nMTH Y, SIN-1 (500 nM) ff
M DOECsoffi 121 nME TR T L7z,



VI. EEE(CEAT HIEHE

@i & PN B i 20
7 Z ORI L0 FERL L 7= NI Y 43277 h0.001~1 pMZEsi L, NO#t 5K
(DEA/NO) 0.01~1 pMOFELE F/FEFLE T, sGCHLESK (0DQ) 10 uMODOIFEE FIZHB W\ T,
[125]] fHERHTcCGMPHUAZ AW U B HIEIC L 0 . EEA SN TZeGMPERIE LTz, VA
7T RF0.01~1 pM TR EERFIZNESHAEN OcGMPIR E 2 1 <&, DEA/NO & O ff
2L D FHEA I cGMPERE OHIMMN A bivie, —J7, VAT 7T M X 2sGCRIIERIX
ODQIZ L VW fHFE ST,
F/o, 77 VF =2 (30 nM) AEIZ XY NEMIBONOKHZEESE- L Z A, Mgl
cGMP[30.98 pmol/7 = /L 7>51.65 pmol/ 7 = /VIZHEML7-, 562, VAT 277 ~0.03~3
pME 770X =230 nMZFH L7 & 2 A, MlaNcGMPIEE1311.96~49.60 pmol/” = /L
ZHEEIN L, M NEAIIIZEB W T Y A2 7T MR L D S NEENOTFEE T CcGMPHEE O #E
INAERE STz,

2) Mg EEET VICH T 20 (VA 7> h) 19
OIKmFFHHME MTE~ 7 AT T UCBIT 5 1EH
RIS FE R ML~ 7 ZAET /MCBNWT, [KEERIRE21HHNO3HEE T AL 7T
F 10 mg/kg YITEER (2% A F o —RERK) Z1A1EKEROZRS Lz, V4L 77T
b 5 BE O AT FIAFIE & O =0 BRI IZZ N 2129.0£0.6 mmHg K 180.37+0.01C,
w&5ﬁ®M8ﬂ9mmHQHM4uomkw&ﬁi:ﬁTLkoit VAT 7T N ERERE
BT D i/ NEIAR O FEFEAL A O EI 5 1518.9+3.9% T, MK GRED1.0£0.5% & e ~NFE
ﬁMLto*ﬁ AL 77 MEGEICEB T DL E OB ST, BEAREERE L
IR LT,

&0 0.45
35 |
a | # 0.40 - *
5 0.35
RVSP g RV (LV45)
\mmHg/__ | 030+
10
0.25
5
] 0.20
e + + A + +
DE P + - UE + -
SR AR SRR
3588 (n=10) 3588 (n=10)
* . po 005 vs A 5T RIERS (— ) BE(ANOVA -+ Mewman-Keuls test)
FiHili+SE

BERFRZFEMSOEETVRETIVIZETSIFLI7 FEORSOEZIREHE (RVSP)
EURROHEEL (A% (EE+HMR 1 (RV/ (LV+S) ) 1239 5/EA



S L) e -
VI. EhEEICE T HIER
(%) N : IEf 1L
70 P : B AR 1L
M : Z2FiEk
60 | |
1mn
B s0
B o
";'!’Lj
7 0 *
2 * :
| 20
=}
10
0 (Ilfll‘ ______
N P M N P M
R + + + + + +
VAL ITH + + + - ~ -

{EE#ERFEISEHE (n=10)

¥ p<0.05vs UA YT MERS (—) B (ANOVA + Newman-Keuls test)
FafE+se

BEERFRFESMEEI VRAETLICE TS YA ST7 MEOREOM/NBIIROHEILEC

x9 SHEH
M £E20~70 pm D fili/MEIRIZOWC, TIEMME (N) | BEaimtEdl (P) |
lEamitt (M) | icod., £mEREZRD, Thho B+ 586
ZRT, B OV TEE80~100AD BN ML & 554 L 7=,

@% /7 ax ) UFRMENTEEZ » NET BT A5 E
T/ 7nag Y UEEMELEET v hETUIZBWT, £/ 71X (60 mgkg) #4521
AHEMNDL35HBEETU AV YT F10 mgkg ITBEA (2% A T m—AEHK) #1016
REKROEE Lz, VAT 77 MEGBROASBINMEHEROAROHEELITZNEN
55.4+2.5 mmHg} (10.42+0.04 T, HEALH5REED84.1+0.6 mmHgM (10.60+0.03 & L ~NFE(C
KR L7z, 72, VAT 7 MR iﬁi%&i—?ﬁ&tt&f\ FERTL A MEALIRB R O EIA 2
AEIZHEAD L, FEHMECITEIROFIG A B LT,

100 or
&0 06
&0 * 05
RVSP RV (LV+5) ’ *
(mmHg)
40 0l
20 03
o 0.2
£/ 08 + + e W= + +
AT T + - AT FE + —
B 0O0481) 0 15 T/ 00888
3588 (h=8) 3588 in=8)
* @ p<s005 vs U209 T RIERRE (—) B (ANOVA + Mewman-Keuls test)
T+ SE

E/70%) UERMBIEES Y FETVIZETEUF LI 7 MEORSOAZEIEHRE
(RVSP) RUAZEDLHEERL (FE/ (EEZ+9R) 1 (RV/ (LV+S) ) 12T 54
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AY
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MEB(CEHT HIER

N JEERE
a0 * P B935S
M: ek
i
¥ e
A
o
I
¥ w0
]
-]
‘iﬁ“_.
=1 20 - "
4] .
M P L8] M P Y]
JA AT + + + — — —
. ®53158E n=8
¥, ;l"lflﬂ'nn )X '.r".-'-'.-_'l‘i'ﬁ;"-h = ’3 AMNOVA = Mewrman- Kook, e
4l + SE

E/00K2) VERMBNLEES Y FETIIZEITS UASS7 MEOBSOM/NEARD 74
EEIZRT 5/ER
MERE20~T70 pmD i/ NEIARIZOWC, TIERMAE (N) 1 o ®mEle P) 1 Tttt
M) | 2oy, £mEERD, ThENomERKICT28E& 2R T, >0 TEE80
~100A D RENIMNAE & /58T LTz,

(3) YE R HIRIFR - $FHhFha
BRI L



VI.L EWEREICEEI SIRHE

1.

e EDHS
(1) A LR e b
BB L

(2) ERRRRER THERR Sz APiRE

OHL[E 59
HANBEEE AR A BE27HICAFN0.5, 1.0% V2.5 mgh ZEEIF AR N5 L= & &, AFIT
BRI S v, Mg Y 42 77 MEEIIERG1~15RBZICE—2ZI1ZZE L, Conaxk O
AUCITHEIDIGS LTI L 7=,
F 7 AHEYM- 1O M PR TR G R4 TE— 27 12 L, Coac CAUCIT A EIZIS U TH
MU=, ZOEIMOREITHEL LV /NS oT,

1,000.0
O~ 0.5mgfE (n=9)
O~ 1.0mg#E (n=9)

A 25 =9
100.0 - righe: {fi=5i

10.0 4

s i AN AN Rl 2 ¥ =

(g 19+

0.1+

12 18 24 30 36 4 48 s
BE5%ERE (h)
A& 0.5, 1.0 RU 2.5 mg ZEERHEEIRS LI-EOMBEHR AT 7 MREHR
(T FE B/ A IRERE)

A# 0.5, 1.0RU2.5 mgZ ZIEEEEBRS LIBO YA L7 FOEMBRERHS A —4
(K17 19 B/5AICV %)

P b Cmax (ng/L) tmax® (h)  |AUC (ug-h/L) tyz (h)
0.5mg (n=9) 22.9/31.5 1.0(0.5-1.5) 106/56.4 4.15/46.1
1.0 mg (n=9) 49.7/23.6 1.0(0.5-1.5) 272/101 6.33/86.4
2.5mg (n=9) 126/17.1 1.5(0.75-4.0) 824/70.9 7.59/47.2

a R (D)

A# 05, 1.0RU2.5 mgE R EERS L-BORBIPIM-10EMBEELH/ S A —4
(8417 F 1B/ CV%)

P b Cmax (ng/L) tmax * (h) AUC (pg-h/L) tiz (h)
0.5 mg (n=9) 10.1/26.2 4.0(4.0-12.0) 218/11.2 13.0/19.0
1.0 mg (n=9) 14.4/58.5 4.0(4.0-12.0) 342/18.1 17.6/22.6
2.5 mg (n=9) 25.9/66.2 4.0(4.0-12.0) 690/41.5 16.3/21.1

a R (D)
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EVBREICET HIEE

Q@H kL GHEAT—2) 9

R Rk N BAES8BIIZAA0.25, 0.5, 1.0, 2.5, 5.0 mg (A K0V2.5 mg (FEHl) % H[alkk
Afeh Uiz &, M) 4277 MREITEG0.5~150MZICE— 2712 L, HR P
HIRI5~100 B T o 7=, MIER Y 42 77 MEE K CAUCITH & FIVEZ R LA, 8
KENKEHoT,

F - EIM- 10 M AE R R T 5 4R T — 7 1 L, IR 11~ 140 T H

-7,

~/+-0.25mg #&H| (n=6)

1,000 = ~—0.5mg & (n=5)
e <& 10mg EH (h=12)
-e-25mg A (n=6)

iin} =0+ 25mg #E(n=6)
®n00: A (h=10)
th
VR 55 6 sy
#+ | ERERMRex O
:/‘ 10; ...................
% o N M
7 ;
. S
= ]
(ugll) ]
014+
E LLOQ=0.1 ugiL
0.01 | . ‘ . : ‘
0 4 8 12 16 20 24
5% (h)

A% 025, 0.5, 1.0, 25, 5.0mg (&HK) RU25mg (f¥l) ZHEEIZELI-ED
migh )+ 57 MEEHTE (HBAFEHE)

A#0.25, 0.5, 1.0, 2.5, 5.0mg (&HI) KkU25mg (FFl) ZHEKS LERED
VAL TT FDEYBERZEH/NS A —F CGREAITHYEERCV%)

e b Cmax (ng/L) tmax? (h) AUC (ng-h/L) tiz (h)
0.25 mg %Al (n=6) 7.87/127.5 0.75 (0.5-2.0) 53.8/26.9 7.50/40.9
0.5 mg #%#l (n=5) 15.5/25.8 0.5 (0.5-0.75) 128/72.9 9.27/68.2
1.0 mg i&A (n=12) 30.2/35.3 0.75 (0.5-1.5) 206/108 7.99/71.4
2.5 mg %Al (n=6) 74.0/24.5 1.0 (0.5-2.5) 414/117 8.98/81.2
5.0 mg #%# (n=10) 109/36.1 1.5 (0.5-4.0) 666/126 6.18/74.3
2.5 mg $EAl  (n=6) 63.5/49.2 0.88 (0.5-3.0) 349/83.3 5.32/55.0

a: HRfE (FEDH)

TE) AMEHRTRREANE G SIS TR (T 7R AT - T 56 U 78 P A ZEAR M o of e L B M i v 1f 92 L2

HUCTARSACOBMER ML, 16 05~25mg, 1 H3ETHA,



EVBREICET HIEE

A#0.25, 0.5, 1.0, 2.5, 5.0mg (&HI) KkU25mg (&) ZHEIRS LEEOD
KEIM-1DEMBREFRI/NT A —5 R FI9E/ECV%)

B h-& Cmax (ng/L) tmax? (h) AUC (ng-h/L) tiz (h)
0.25 mg %Al (n=6) 2.32/65.5 8.0(3.0-12.0) 62.3/54.2 11.1/31.2
0.5 mg Al (n=5) 2.75/69.8 4.0(4.0-15.0) 103/48.6 17.7/26.1
1.0 mg Al (n=12) 8.40/64.8 8.0(2.0-24.0) 215/30.9 13.5/28.0
2.5 mg #%# (n=6) 27.9/77.3 4.0(2.5-12.0) 661/25.6 13.9/26.3
5.0 mg ¥&Al (n=10) 53.7/69.0 4.0(2.5-12.0) 1203/43.3 12.1/12.7
2.5 mg #EAl  (n=6) 27.3/40.6 4.0(4.0-12.0) 640/17.4 11.4/9.1

a: HRAE (FEH)

TE) SNBSS TS TR (T 7R AT - T 56 U 78 P i A ZEAR M v ofi e L B R i o5 1f 2 L2
T LUTRR SN TW D IELOHEIZ, 11 0.56~25mg, 1 H3MFTHD,

OKEHE©
H AR NGRS B PELSBIAA.0 X M. mga 1 H3MITHMER G Lic L & mfEh U+
U7 MNREE, BERMBTA%E CICEFRRBICE Lz, EFREBICEIT 5 Cunad IHIEIEE-
[CHATLI8~125(5 N L7228, AUCIZIZ L A EEE Lo Tz,
MAFFRREIM-TEBENE —ZIZZE LRV AT 77 L0 b, HEALESHTH-
oo EFEIREBIZBW T, REHM-10AUCOo» &% WCaxlt, VAT 77 LR UM-1OFIDOHK
40% T -7,

1,000.0

-0~ 1.0mgfig (n=8)
-0~ 1.5mgiE (n=7)

100.0 4

10.0 -

T A AN A Sy o=

(Hgn) 19

011 — T T T T T T T
0 24 48 72 96 120 144 168 192 216 240 264 288

58 (h)

AFM1.0RU1.5mgZ1B3 M7ERRERE LEBROEEREIZE TS
MIFR AL T7 MNREHR CGRAETHERMRERE)



EVBREICET HIEE

AF1.0RU1.5 mgZz1H3E7HMRERS LIBOEEREICEFTHV AT T bDE
MENEFH/NNT A —F (A FYE/ERECVI%)

5 Crmax (}lg/L) tmax * (h) AUC(O-?) (}lg'h/L) tuz (h)
1.0mg, 1A3[HE (n=8) 59.9/35.8 1.50(0.5-4.0) 325/40.3 9.69/28.7
1.5mg, 1A3[HE (n=17) 101/27.6 1.50(0.5-4.0) 516/29.3 9.17/25.7

a R ()

AF1.0% V1.5 mgZz1H3E7 B RERS LIBROEBREICE (15 KBEHM-1DEY
BERFH/NT A =5 GERITHIEEFEICVR%)

&5‘% Cmax (}lg/L) tmax * (h) AUC(0-7) (}lg'h/L) tie (h)
1.0mg. 1A3[E (n=8) 36.8/25.1 4.0(0.5-4.0) 924/23.4 16.6/24.6
1.5mg, 1H3[F (n=7) 59.5/31.6 4.0(1.5-6.97) 368/31.5 17.7/20.0

a: HRAE (FEH)

O ERE OMENT—%) D

ANE SRR A B PEBABIIZ A AKI0.5, 1.0, 1.5 2.5 mg4 1 H 3[R Xi%2.5 mg4 1 H2[A10 H X
oS Lz x, R Y AT 77 b EROREHYM-1EE X R GHE 28 L URE—E T
HoT,

180 —~0.5mg 1H3El (h=12)

T -4+ 1.0mg 183[E (n=10)
T ) ~=1.5mg 1H3El (h=12)
140 T T --@-25mg 1H2E] (n=11)
T -~ 2.5mg 1H3[E (n=11)

160 -

120

100+

80

60

P AN RN s B =

40

(Ul
Hg 70

0 4 8 12 16 20 24

5% R (h)

AKI0.5. 1.0, 1.5KUV2.5mg%1B3EIX($2.5 mgZ1H2E10HEREZS L =FROEEIREIZ
BFHMEHRIFLTT7 MREHER GRETISE)




EVBREICET HIEE

AKI0.5. 1.0, 1.5KUV2.5mg%1B3EIX($2.5 mgZ1B2E10B M REZS L 1=FRD
EEREICETHVA ST T FOEYBEZEHINS A —2 GRIATTEHEERFICV%)

5 & Cmax (ng/L) tmax?® (h) AUC® (pg-h/L) | tie (h)
0.5mg, 1 A3\ (n=12) 21.6/57.9 1.0(0.5-4.0) 91.5/87.3 8.48/64.0
1.0mg, 1 B3 [@ (n=10) 34.2/55.4 1.0(0.5-2.0) 136/95.0 7.90/79.2
1.5mg, 1 A3[E (n=12) 46.9/37.4 1.0(0.5-2.0) 184/65.6 7.91/94.2
2.5mg, 1 A2[A (n=11) 83.6/66.9 2.0(1.0-4.0) 405/141 8.86/98.6
2.5mg, 1 A3\ (n=11) 106/58.6 1.0(0.5-2.0) 482/76.9 6.74/88.3

a: HIE GEEFE) b 1H3EHGEE=AUCon. 1H2EE 58 =AUCo12

1) SMBHOTR IR RIS SUTAVBHIR IR R\ IR AF - T8 U 7o @M AR BEAR PR I v L . T B R A vt L
HLUTARESN T D MIEL O EE, 1\10.5~2.5 mg, 1H3ETH D,

A#|0.5, 1.0, 1.5K%U2.5mg# 183 EIXIF2.5 mgZ1B2E10BE RERE L 1=FED
EFIREIZE T HHBYM-1DEMEREFH)/ NS A —5 (AT FHE/ERECV%)

5 & Cmax (ng/L) tmax?® (h) AUC® (pg-h/L) | tie (h)
0.5mg, 1 H3 [ (n=12) 17.8/31.6 2.0(1.5-4.0) 109/33.2 16.2/24.3
1.0mg. 1 A3/ (n=10) 37.5/22.4 4.0(2.0-4.0) 227/18.1 14.7/21.4
1.5mg, 1 H3 [\l (n=12) 49.8/28.6 2.0(1.5-4.0) 305/29.0 15.4/39.8
2.5mg, 1 H2 A (n=11) 56.3/38.9 4.0(1.5-9.0) 535/34.2 15.6/29.4
25mg. 1 H3[E (n=11) 83.5/34.9 4.0(0.0-4.0) 505/31.7 14.0/37.6

a: HIE GEEFE) b 1H3EHEGEE=AUCon. 1H2EE 58 =AUCo12

VE) SMBHIOVEIE S LA TARERR (TR A7 -+ FI6 U 7o e i FEAR N 5 ML FEE . AR 25 o i L
R UTERS TV BIEROH RIL, 10.5~2.5 mg, 1H3ETH5,

(3) i
BB L
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4 EBE - HtAEOXE
BEFORE UEAT—F) 2
fEFER N BPE23FCAAI2.5 mga &% (RAEE - mhr ) —8EI805#%) TZE JEKFIC
HEREOREG Lz L&, B%EE TITZEMERE L I L TCmaxlE35.3% (& T L7223, AUCIZIK
T LZRhoTz,

—0— 2R (n=23)
-2 - B (n=23)

i :
3
i &N
* T 7 -
7o 2 S
=
lg ‘
i3
( M%IL) LLOQ=0.5 i g/L

o 2 4 6 8 10 12 4 16 18 220 2 24
50 (h)
AF2.5 mgz BERIFZEBERFERZEORE LEERED

MmiFh )AL 07 MREHRE GRATHE RARERE)

AH2.5 mg% AR R FZREHEEEORS LEEO YA LT T FOENBEER/ S A —4
(I T B/ FICV%)

Cmax (}lg/L) tmax & (h) AUC (}lg‘h/L) tie (h)
Ze g % 5 (n=23) 84.2/37.5 1.0 (0.5-4.0) 572/80.6 5.54/72.1
BHKREE (n=23) 54.8/28.7 4.0 (1.5-6.0) 506/74.5 6.14/66.1

a: HHRAE (FEH)

WO [ IVIL7.(2) fFHEE & 20 m | OS]

O=tr7 V)Y GEANT—%) 22
TR N6HI 2R L LIz 7 AR EER 7 0 A4 — S —3 BRI L0 A&HFI2.5 mg T~
T RE G R O24M B ORI R T= a7 )Y 0.4mgaE FiREG L7- & X032
FEAER 2 /it U, IR 22 S SRRER A 4 S i, AFIEG-8R % O=tr 7Vt >
HETIRERFTH, 77 8RR &5 10 A E2RDGEH TR T 235880 b i,

QO NTF T 4T W GMEANT—4) 2
VT F T 4 v = UFER20 mg 1 H3EIEE LS LV ZE LT 2 FliEh R il ) i T
Bz % & LT, A#0.5 mgk S IVTF 7 (V7 T U 20 megtk 530 #% . £ 5121.0 mg
2RI HEIR G- Lo & 2 Ok Ve ATEREIC RITTREL R Lz, ARlE T
FT 4N BRI EREERE LI A, MATENREICARINAY /R BN R b,
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@F baFy—n* GNEANT—%) 29
R ALI6BIZ XIS L Lic s v A4 —/"—3BRIC XLV | AFI0.5 mgx HM L7 h=a) > —
1400 mgZ 1A 14 AfEGRZRICHH L CREZEREREG L, 7 ha -y — LRIz koA
D Crmax346% EH- L. AUCHKILS0% M LTz, 728, REHPM-10 CrnaxlF49% (K T L
AUCIF24% ) LTz,
AR O A EN A S 5

@Al GNEANT—5) 2520
TR A 1262 %ISR E Lz o A4 — "—RERIZ X D | ARHI2.5 mgz HAMSUIKEEET L
=7 LKERL~ 732U AAFILI0 mLEGEHA LT, 2N ZEER R G Uiz, HlisA &
DOHFIZ L D AFI D Crmaxh356% 4K T L. AUCIZ34% I Lz, 7ok, WHRHHE235.9 FifH
75 8.6REMICIER LTz,

OFREL & (HEARUAEAF—5) 2129
AR i 25 L FR 1 30 1 2 P SE SR B REMRAT O SR I, Re o & v 2 IR O
T AP L7 Tl AFIOEFIREEIC 31T 2 AUCH2T% (&0~ 72,

®A AT T = GHEANT—%) 2529
TR AN1261 & k5 & L= 7 o 24— _—RBRIC LV | AHI2.56 mgZ I TA AT TV —
V40 mg# 1 A 1E4 H g G2 IR IR G LT, A7 T Y — VR G2 L D ARF O
Cinax% CAUCOIE F I3 2135% % 126% T - 7=,

D77V Aa<wAy GEANT—5) 30
TR AL14BI Z xR E Lic 7 v A4 —"—3BRIC LD . AF1.0 mgx HM L7 7Y 2u~
A4 22500 mga1H2[E4 A MKEERICHH L CERERREIRE LT, 77U A~ A 0
2RV ARFNDOCmax34% L5 L, AUCH41%IEI LT,

®T £F YV FAEE GHEAF—%) 3
KRR 1501 % K5 & U722 1 A A — "—BRI L 0 | AAI2.5 mgd WAl T T £ F L)
FLEES00 mgd DEAHE 5 L= & & Ol MHREI 5t % B A i L7,
TR F YU F ORISR B BT LI, A & O T2 OB B AT
BT Lo,

O@OIFY I L GNEANT—%) 32
R A 226 2 XI5 & Lic 7 o AA— "—RBRIC XLV, I XY T AL7.5 mgx HE 5 TR
#12.5 mg#1H 3[mI3HMMEREG%IZAF2.5 mgl H3[EH&KE-& 24T L7.5 mgHnl&K 5 %
OFH L7z, ZORES. AROUHEGIXI XY 7 LAOEMBIEICRELY RIS T, BKRMIC
HEROH D EAERITA bR oTz,
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WULT7 7y FEANT—H) 39

R 220 25t & LI 7 7 AR —EHEMR 7 0 A4 — =3 RIC LV | AKH2.5 mgX
1377 REZ1H3EI0HAMMERS L, BETHRICULT 7 U 25 mgh HEEE Lz L&
DIIFHIFEAER A MG LTz, ZORESR. EHIREETOARF2.5 mgl H3EEG1X, 7T &
RO G LT T e b v v R & OV R e E 55 VIR I PR IS B 2 RIF S 702 b
DHERR S, BRIRMIZEWRO & D BEMERIZA Do T2,

OHHIVE GREAT— ) 2459

PIHIVIE 2 6 M UL Efkse L CHR 5 OPAHZ &0F L T WHIVEE (414]) 2% L L
TZHREA— 70 T~ OLRBRIZ BN T, AH#10.5 mghk OCHHIVEE 2 0F 1 L7- & X 03y @ fes:
MR EAEH R OV eE % (R N 2 55 & U7 AR o Bilal & 555255 GA5k11261 : 16
B/ e, RER13009 : 2441 /ZERERE ) OfEREE A MY B rar ba— bl LT
frat L7 (BEAR A ERARRAER)

PIHIVIRIZAAI0.5 mgZ 22RO G L7z & & OAAF0.5 mgHM& 58 (B%B IO
Z2fEE) 1Sk D) AL 7T FOAUCHHH1.06~2.84, AHKI0.5 mgHAi G5 (Z2fF 1)
x4 2 VAT 77 FOAUCK PCmaxDHITENZE I, 0.97~2.5900.90~1.29Tdh > 7=,
A ZOFH L72HIVEEE 41611061 (15644) THESESPRED O, ERFRILHE 4
) . EEE 2f]) Tholo, EERAEFS, L HOLWIRGHIEICELHEFRITR
b HRNo T,

MHVEHATICE TS VAT 7 FERRSED YA ST 7 FOEYEE/NZ A —2 KT
VAT BRI ERICHEY HMHIVEGSARD A 27 FOAUC, Cra®it

WAEHE DO (90%CI) WATEE O (90%CI)
AUC Crax (U AL 27T F+HHIVEGH (VA2 77 F+HHIVERH
(g /L) | (ugL) | vs VAL 277 b CEMER) WA |vs VAL 27 F IR+ %) B)
AUCH: AUCH: Conex I
7y E LY/
AR H 95.5 14.2 1.06 0.97 0.90
TR (105)* | (56.3) (0.62,1.83)* (0.54,1.74)* | (0.67,1.19) *
PEAZE (8 )
T AR THEEV
YLEEY o 185 16.3 2.06 1.88 1.02
F AL (103) | (23.0) (1.24, 3.44) (1.08,3.27) | (0.77, 1.37)
PR (8 A1)
)BT 7 T ENL
ii(jiggg/ 185 20.4 2.06 1.88 1.29
S REL (74.1) | (25.9) (1.24, 3.44) (1.08, 3.28) (0.97,1.71)
PEAZE (8 )
T eI
k7275 ey 955 20.0 2.84 2.59 1.97
SITUL (65.8) | (46.4) (1.70, 4.73) (1.49,4.51) | (0.95, 1.68)
PEAZE (8 )
o7z r—t 116 15.8 1.29 1.18 1.00
MBSV A a6 | (41.0) (0.77, 2.15) (0.68,2.05) | (0.75,1.33)
PEREET™ (8 1) ’ ) o T T

RAE (% CVAE)

*kn=7

¥k U NTEMELTENZ LN ZE T JREAGFRTE. BIOTZY¥F /U hFEL/ Ak
VBT R EGERLG,
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QHIHIVE (in vitro) 30

in vitro RERIZIBW T, FLHIVEO KL OFE T (KRESO pM) Tk U a2 b
CYPIA1K OCYP3A4 L VAT 7T haA v FaX—vay (FLfrFax—Tardbh
X7 L) Lzl ZA, CYPIALZ N L2V AL 77 FOMREIM-1OA&KIZ U L EE Y >
TARAEN, URFENL, =277V, abyAXy b, TLET T T EMC L - TR
EIXNT, £72. CYP3A4Z N L2V AT 77 FORBEIM-1OEKITY hFEL, 28y
2%y N, ALFEn, 7EH¥FEL, UAEEY L, F2REL, TAETFSSEL, =
Tyl RATTTEN, TARIBEMIL > CIESNT,

ErJIVEF Y FCYPIATRUCYP3ALIZEITEH AT 7 MBIM- 1D ERIZ T HiHIV
RDAERE

ICso [pM]
St CYP1A1 CYP3A4

A Ve A Ve TArFa A Ve

N—=Ta Rl | RXR=varyrby | X—=varil | X—=rarbh
VEAY A% 11 8.9 47 21
T HEFF e >50 >50 0.24 0.22
B TAL v b 40 48 0.12 0.11
X e >50 >50 0.17 0.28
NVT 77 e >50 >50 18 3.9
T7y7EL Y 35 23 11 6.4
TAET T ENL ~507 13 8.8 5.0
ARy THEY >50 >50 >50 >50
TITV >50 >50 >50 >50
yaarey s 0.76 0.11 0.80 0.47
LV Nl i 12 17 0.08 0.08
T )R EIN >50 >50 5.5 5.4
ANV = A (VA >50 >50 2.6 0.80
Fhary—i 0.32 0.51 0.12 0.21

* KRB IR D e KPHEREE - 50uM
T EEEICB T DM - xHR052.6%
ICs0 : 50% BHE R
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2. EMEERI/S AL
(1) 47T A 3k
P 4 5 S A S0 Ao T A 5 P P 2 5 e & L7 [ R30I 3R
B ORISR 5\ T G42AERI O I 7> & 15 5 7 A K OV D RHHHIM- 100 e o e i
7= 4 5245 K UB246 A ¥ M E | BAET L EAA R ORAIM- 12 N2 UK T 5
Hl-zo /83— kA bETIVE LUTHNT LTz, 2728

(2) TR U3 E SE 3
<HE> GEANT—H) 3D
W55 T FARREBR O REE MR B REMRATIC X 0 HEE S 7= W IGE B 8 - 42,15/ (B2
#111.4%)

(3) H K RETE
REER e L

@DHoITF7I3UR
<H&> (GEAT—%) 3D
WAL AR RRBR O RHE F R B REMAT I L W HEE ST AT o2 7 V7 Z A (CLIF)
%)1.82 Lih (A2 #)45.3%)

() PR
<BE> GHEAT—F) 9
M A A FT A Z 8 7 4 RBITE O TR L ERRIEIC IS 1 2 0 AL, £930 L
(0.38 L/kg) ThH o7z,

(6) Z Dt
REER e L
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3. BEMH (REaL—23y) @
OREEFERR N B IR 123 1) 2 RERPK WNEANT —4) 39

(DfEHT 71k
BO2ar/— kALY FETFTIL

(2)/3F A — X ZEEHFEK
% 1 AR E R GRBRIC BT 2 K80 kO ORSPM-10EYEE (PK) X, WTitbAHO
— IR FE D 2- 2 2 X— R A2 NET IV TRENT, AEDUIEHDIM-1OPK/NNT A —X
WCHER ORI L= biT A o T ., 7 U7 7 v AOEIRRBIZENI AR Tk & < .
RPM-1 CHREE TH -T2,

QOF L OIIFHRERE EIC BT 2 REEMPK GMEAT—4) 40

(DT 715
VA 77 N ERBM-1UZKT 52 23— M AV MNET L

(2)/3F A — X JEEHEK]
AFN B OZDORBYM-1DOB 7 VT T AF, T LT F=r « 7 VT T AEEL L
TEERRIC L S TRED ZEND, B7 VT 7 AXFEE K OEE O BHEREREIC LD
ONREEEZ T D, L LR, AEANEHERELE 2R E LB o/t T —
ZHEPFFELUTHT LTR., 2527 V75 22T 5827 V7 50 Z20E &1, AHIT
10% A, GHPHIM-1T20%RE L/ NS, 227 VT 7 0 AT 5 BHREREE O 28T
OINTHY, BBEOLILIIHERETHD ERBIND, £, AFOLE 7 VT T A
OHEEEIZ1.9L/MTH - 7=,
FFHRERR E BT 2 RSB L LR S8 7 — % 205 L CTRNT L72RE R, IFRSREIC )2
NAF~—H— (TAT7 I, BV eV E) KUChild-Pugh/ L, AK K OREPM-
107 VT T ARG 2T,

@ N FHFRBRIC I T 5 FHEMPK/PD (SMEAT — %) 37

(DfEHT 71k
R EAED 2-a 28— R AV FEFARLNCY A 7T M RUREY M-1 ZhZhic
4B 1-ar =k A hETIL

(2) /3T A — X IEEEA
i v i BB 2 g & U7 5 AR IR B 5382 38 1T 2 AA K OV O IM-1 D 13,
BA72EAEDL- a2 R — F AV FET A TRENTZ, EEREYS » A B OARA K OREY
M-1DPK/$T A — & |2 &M ORI ARAE L2 b A b, PRST A —Z OfEKEIZAH)
WL BT, FFICABIOWRIGEFEE 7 VT 7 U ADIE LI B RE N7,



VI.L EWEREICEEI SIRHE

@OFMFERER I HRHEFPK/PD (AAN - SMNENT — & ONFGfiRHT) 27,29

(DfEHT 71k
VAT R ERBPM-1UCKHT 501 2 /3— AV MET L

(2)/3F A — X JEEHEK]
e JYRA A v i R SV M A A A I v 1 R AR A b & U 7 [EIBRIE R A I AE R
BR M OVR Ik AR BRI Z 36 1T & ARHK K Ve OREIIM-10OPKIL, £hEhl-2 /73— A |
ETI (RBIOET NV TIE—KRBIZFED ) TREINTE, AFIROEHPM-1OPR/ ST A —
&KL ORI L2 2IT A o003, PRANT A —Z OERIZENT, AH) & O CH
PIM-1OWF b PRRELL ETh o7z, BUEE | JIEBEF IZHATEWZ U T 7 2 (120%
BN 27U, ZHEEEIC L > CCYPIAIRHEE SN DO Tholz, o, A&
BEHEFICBT A2 7 VT I A%, R X UEMFRHREICHTE L (36%HMN) |
IR E U Z N o CCYP3AL W EFHEINLT-DTHo 72,
S HIT, AAIOMIBETIRE L BEROH LEHIESF (PD) T A—F ORI T 7 7 %]
W CPK/PD O BFR Z 54 L 7= A5 . 645 FRIAM T EREE & Iifi fn & BRBT & o BN ABIME AN R BT,

4. IRIR
<HE> (GrEAT—%) 9
AH1.0 mgfk 5% 001.0 mgff RN G C5 T 24114 A7 XA Z 80 7 1%, 94.3%
Tholz, o, AEROMRHHM-1TIZ100% TH Y, AANXIFIFRZELBEORINE R L, —
7. Cmax/DDIDI83.6% LKMo T-Z LD ARENIDOFE LWL A EFARN 5 G- I¢ D 1F AR B 12 b
L TOTNTEBIE LT Z EDRIBEND,

<BE> YrEAT—%) 9

AHN0.25~5.0 mg (EAIE LT) ZEEBRASMFNCERO#KESG Lzt &, MR Y 4377 M
JEITHI0.5~1.5 i CE— 71T L, HoMIIN Sz,

Flo. KEIONARA FT XA Z YT 1%, RPTHEE S 7 ' v &2 o Nz & O EAT
FEIGIC G Uiz & & L, WAENCKTT 2 2 DML 4T XA Z U T 1%, /INMEENLES
T57%. EHATHENG T19% 2P L=,

Z OB, ALEEA RIS D R ESERpH TORMMEIME T Lz 2 &1 & B A heth s —#f
EZ2HD,

<BE> (Tvh, AX) 9
7 v M [1UC] VAT 7T M HER ARG %, REOIETFIc gt S 7o fididse (RS
i QELE ) ZFR<) ZERIRNE 5% & i35 Z LI Lo TR L 72 RIGEIE, $960%
Tholz, BAKOFIRNE 5% O MRS EAUCO LIZESE HH L7e 56, IR
7 v hTKIB6%., A X TRT78% L IFIXFRBEDEN G LN, N AT ATV T 41X, 7
v hTTHEE (35~65%) THY ., A XTET7 v FLbIhizEnr-z (50~80%) ,



VI.L EWEREICEEI SIRHE

5. 9%
(1) Mm% — fxBE P9 &
MM EEe L
<HE> (Fvh) 9
Z v b (Wistarsg) (2 [4C] VAT 77 %23 mgkgEROKEE (1H1R148M) L& X,
W IBT D IGTREIEEE 1T, B 5 %4~ 24 CEE TIRART & o7,

(2) I &—Aa B BEFT @ @
MERR L
<BE> (Fvh) »
R Z > b (Wistar, ER19H B) 1T [MUC] VAT 7T F %3 mg/kgHiFEREA&K LG L7z & &,
JE Y DO AUCITREENY) O i ik DR 5 DKI56% (AUCo-24 @ 1528 ng-eq-h/L) TH Y . HBHBED
Mg — MR BAP EE M I P CTh » 72, BBIRICR T 2 ik — MBI EiE e 1w < . BB IR O
23T DIREE R MR DKI46% TH Y . HEMWIOMOREEE LV b4.6f5m0 o7, Fio,
JRIEDOAUCH, IR CTEI &L O TR <. TRIEDIFIRO AUCIEREI DIl 11.5%

(AUCo-24 : 2019 pg-eq-h/L) ThH 7=,

Q) Ei+r~D#BTHE
MR L
<BE> (Fvh) ®
AP DT v b (Wistarsk, 700#%8~10H H) (2 [MC] VAT 77T 13 mgkg & H[EIRE A #
L& &, #E%32MFM E CTICAN FIC o SNl eITd 7e <. BEED2.2%TH Y |
AUCOHNM /gL, FARCI T 2 @O RIRE 2 Kk L T4.3 Th o 7=,

(4) R~ DT
REER e L

(5) E DI DB~ DB
BB L

<BE> (Fvh) »

HEMEZ > b (WistarsR) ROEEMEAET ~ b (Long Evanss?) 12 [14C] U AT 277 3 mglkg
FHEREOREG L& X ffds - P ORI, BEXOBEZRE, B540.5~1.5 K
\HEIREEICE LTz, Ceqmax CHEFEEED) 1. AFIR. &I ECE M OV BERAMAR CHRFICE
<, FNFNMIKEDT.3ME, 6.205 K69 TdHh 7=, AUCIE. AR, ATE R OVB 6 SMALES
THHZE <. TNENIMIRD8.54%, 5.6(5 &K T4.61%Th 7=, Kby Dligids « MKW T,
BRI 53 H % ICE®R TR (K5 pgreq/L) K& 720 . HBABEDO KRBT IT DIHF M
HNE30~50¢f] Th o 7o, MR HUBE DRI 1T D TH IR X 1595 ] X DM 761 &
RN -T2 OO, JBEITMm D TE2 - 72 (5~15 pg/L) . IREREE (ti2=114FFRE]) KO
BESE (te=120FF#]) 72 EOF G CIL, BERREDBIE &M L IHKDBIENRD bl



VI. EYEREICEAT HIEE

I#EMEWistark 5 v k2 [“C]
FREFNS A—4

DAL T FEBEREREOKRS LI-RORSE - AP RETeEDEY

P Cotma b AUCo20 AUC Truncated (;:ahatl(?n
[ng-eq-h/L] | [h] [hg-eq-h/L] [ng-h/Ll t15 [h] egression
range[h]
18 e B iR 466 1.5 1646 1646 1.44 1.5-8
H BN 210 1.5 668 668 1.62 1.5-8
R BE 2429 0.5 9082 9147
R BEE 889 0.5 2959 2997
Al 2176 0.5 7964 8024
k=2 755 1.5 2822 2869
Mg (L) 390 1.5 1710 4898 1.69 1.5-8
i 319 0.5 1165 1165 1.58 1.5-8
Jilt4 7.86 0.5 n.c. n.c.
i 542 1.5 2060 2098
iR (4L 41.6 1.5 224 224 2.28” 4-8
R EREE 268 0.5 1236 1285
N — i 889 1.5 3557 3598
B 1584 0.5 4959 5156 1.68 1.5-8
R PN R 1187 0.5 3966 4028
B S M 2688 1.5 18626 22670 3.76 1.5-8
P ik 1798 1.5 10532 12050 2.96 1.5-8
JHF ik 2829 0.5 13549 27193 2.04 1.5-8
Jiti 407 0.5 1641 3086 1.74 1.5-8
TAE N 709 0.5 2263 2263 1.49 1.5-8
% 274 4 1913 2016
Bk () 319 1.5 1128 1128 1.55 1.5-8
B () 371 1.5 1993 n.c. 2.65 1.5-8
B g (NEER) 313 1.5 2375 n.c. 2.30" 4-8
I ik 617 0.5 1754 1754 1.40 1.5-8
HH T MR 633 1.5 2319 2345
R B 78.7 4 509 510 2.45" 4-8
i i 346 1.5 1226 1226 1.50 1.5-8
AR IR 693 1.5 13252 41639 n.c.
o5 It e 523 1.5 2198 2198 1.09" 4-8
iz (LSC) 364 | 1.42 1614 4694 1.85 142
7.92
miE (LSC) 423 1.42 1742 1781
CeqQmax : GBI, ne. : BHEREE, LSC: Wik v FL—3 a AR%, * : &
(6) MIFEAKES
AF|DE b f’zt/v HAEAHITM95% (in vitro) TH Y, FEIZMIEFET V7 2 L al - BN
HRLME LT, 3



VI. EYEIREICRET 518 H
6. B

(1) RBERAL R OB RR

AAFNL, FIZCYP1AL, CYP2C8. CYP2J2K UNCYP3AIZ L » Tl A F A b &, EREM-
IR ST, FHEIEMEDO 2 WN-Z7 v 7 v Bl EIRIcRE S s, M1 7 v7 a o lE
HfbiE, B MIBWTEICUGTIAL KL RUGTIAIA Ml L, N-Z /L7 a VeS8 M-4 4 4 %
——9’—50 47,48)

CYP1A1

N CYP2C8 N N

H
N, CYP2]2 ~-N, N
LN CYP3A (/I\/Q P Wi
7N I #~N ’ Vi QJ
NH:z

N N \
N)\(L " ~NH: -
H: H:
I~ O ~

0*8 e 5

A7 -
(RZALAF)
UGT1A1
UGT1A9
N ﬁ@
N
| P N OH

Ha H
ohg H
M-
(N-7IL7 O EEIaEE)

EMIBTFEIVFLTT FOHETERBER

QKB BAE5TLEFK (CYPE) OHFE. H5F

)2]‘/77 b MFIZ7a Y —2 Kk a4 RCYPOFfiL & 6 12in vitro TH1 VF =
—varliz& A, CYP1ALl, CYP2C8, CYP2J2 & UCYP3A4NHIHM- 1% £k L, =
D 5 HCYP1A1A & b Zh =R A IM-1 DA AR 2 il U 7=, (SHHIM-1~D T, i,
Wi OV X 7 m Y — A TEE I, BB T 2 EHM-10 4 KI2 X CYP2CS,
CYP2J2 K NCYP3A4MRIFEERI 5 L, /M5B TIXCYP3A4 K NCYP2J223MEIE [RIFLFE (2 LM -
1DA R % il LTz,
b MFIEL OB T, CYPIALIZY A3 77 b O A F Al (EREPHM-104ERK) 1Tk
<BELTWDZ ER, CYPIAIBAERTH Da-F 7 b7 7R W N IER I CYPRELEA| O
FhaFy = ROt F o HWERBRERDP OGO NI o7, VAT 7T FofGET
WUEZ DX 71 Y —AICBWTHETH Y, BEE TIIZ AN aDFEICEEN DL LS FIE
RALKFEIZ X > CCYPIAIRFHE SN D, 4D



VI.L EWEREICEEI SIRHE

(3) EBBHROH ERUZDEIE
BB L

<BE> UEANT—%)
AHNL.0 mg GRHICBIT DV AT 7T FORKRANRAL T XA T8V T £1394% CTh V. in vitro

Rt e O in vivo ikBR & X JE L7 o Tz, AANL, WINMEIZZERETH D Z L, WNTIEKZ U T
TR THDH Z LD, HIEIEEAIRAZZ T RN LB DN,

4 REYDOFEOAERVELL, 7FELEE ©
b MZEBT D EREHM-LIZIEEEH ) & U CRIE S 4L, In vitro X Oin vivo RERIZIBW T,
VAT 7T R ERKRICAIENYES T =gy 7 7 —F (sGC) kT 2RISIER 2/ 3252 &N

RN TN D,
M-1DIAIZEHZFEEBERDOLEE (YA IT7 REDRR)
VA 77 M-1
mAENAEREER  (1n vitro) 1 #11/10
MmATENREVER (dn vivo) 1 $1/3




VI. EYEREICEAT HIEE

7. Bt
(1) Pt ER{ss B UERE 49
AFIROAFIORBIIL, B (33~45%) KON/ (48~59%) %41 L CHEIt SR
5.

(2) HEftER AEAT—2) @
fREERR AT 4B [14C] VAT 7T MEHEROEKE LIzL ZA, EHEEDI4~19%I1TRZEL
RELTEP ORI S, T~23%ITRBHHM-1L L CTRFICHEE S iz, £/, 4fF 35 o3
I EICREM-128 (831~43%) . M1 OFEPITITEITREILIRD (44%) HEIES 7=,

Q) BEEE SAEAT—5) ¥

AFNE, BEFERR A I TR 6.8 H (AT ZE®E) : 74%) THEt S 523, Ml T
SR 2RI LR L7z, Eio. AAIOY VT T 0 R EE RIET SR E AT
% BAE T, AAN O IR 3 1205 TH - 7o,

8. FSUARKR—A—IZBAT BI1EEHR (/n vitro)
UAT 77 R OM-LIP-FE 2 37 [FUEE &% » 2327 (P-gp/BCRP) OIETH S,

9. BIEITLIBREE
ek L

<BE>

VAL T7T NI, gL R 7 EGRPNEmWZD, B ClRES IS NWE RIS
[ [VIL5.(6) MLIEE ARG (in vitro) | DHEBH]



VI.L EWEREICEEI SIRHE

10. REDEREZRIHESE
(D A EE R O EilmE GFEAT—%) 9
FH (45 AT) KOEE (655K LA L) ORERER A MK O 366511 AAI2.56 mgZ Hilnlfk O
Bh Lz &, VAT 7T FOAUC [3EmEHERE TE L D S RETE T40%m < . IR
HPAI%ER LTz, ZHEERE BT 22 ROBZ VT TV ADIKRTICLSbDLEEZL
iz, REHM-1OZEYEEICKITTFEROLETY AL 77 MCHONTRBEL VNS o
Teo ZMEDCmaxlT U A2 77 FROM-1E BIZEMEL D ED o722, AUCIZZEITRE D bi/gns

277,
200
—0— 2.5mgiE BEBM (n=9)
- 2o - 2.5mgfE HEZM (n=9)
—i— 2.5mgiE BB h=9)
i 150 - = <= = 2.5mglE BES M (n=9)
b
i
1]
)
2 100
%
74
F
i{:}%ﬁ
(ughn) %0
O g

15 %R (h)
AF25 mgZ BEIRE LI-BROMmEHR Y427 NREHRE (EIFHE)

AHI2.5 mgEFHEEIRSE LR VAT 7 FOENEEFZN/F A —4
(T #5918 /% fATCV %)

Cmax (pg/L) tmax? (h) AUC (pg-h/L) tiz (h)
HHEP B (n=9) 80.4/25.4 1.5(1.0-3.0) 750/58.1 8.10/38.7
e, B (n=9) 96.7/31.5 2.0(1.0-3.0) 1036/48.4 12.2/62.1
D e (n=9) 113/21.7 1.5(1.0-2.0) 803/55.0 8.97/51.3
i e, M (n=9) 125/35.2 2.0(1.0-2.5) 1145/36.3 11.8/30.7

a: MfE (EPH) b 18~455% ¢ : 64.5~805%

AFI2.5 mgZ EERE L-IEORBYIN-1 0BRSS A —4
(1l T 2518/ {CV %)

Cmax (ng/L) tmax? (h) AUC (pg-h/L) tuz (h)
FAED Bt (n=9) 14.9/44.2 10.0(2.5-24.0) 476/19.8 14.9/27.9
s e, BYE (n=9) 18.8/70.8 10.0(8.0-24.0) 687/43.5 21.3/33.3
FAED Lotk (n=9) 28.1/52.8 3.0(2.5-10.0) 640/25.6 16.0/33.5
i e, Mt (n=9) 22.4/52.1 8.0(2.5-16.0) 651/38.2 16.7/20.5

a: Ml (&P b 18~455% ¢ : 64.5~805%



VI.L EWEREICEEI SIRHE

(2) BrgnebEERE GMEAT—4) 50

SME N BEEER & OV H e B 311 GERUESE) ICARIL.0 mg* & HER A& G Lz & &
R DBHSREREE (VL7 F =2« 7 U7 T 250~80 mL/minAif) . H% FE o B R RERE &=
(ZvT7rF=r 2710772 RA30~50mL/minkjil) . BEEOBFHKRERE (F1LT7F=2 > 7
U7 72 A30 mLiminAiiti) O o DHEHFTIE, @BEKAN (ZLT7F=2 27077280
mL/minR) & HA_TU AT 77 SOAUCHRZENEI., 98%. 128%. T2%H M L7T-,
REPIM-1DAUC T H % K OV D R B RE IR & AB T CHRERR R & He R E N E 4148% K& 1M88%
HhnL-,

S O B RERE E AR I AK0.5 mgDH R A& 5L Lz,

100 4
3 == CLex >80mL/min (n=8)
~rv= CLea 50—80mL/min (n=7)
—O— Cle 30— <50mL/min (n=8)
= <= = Clee <30mL/min (n=8)

10 5

- ANANGS AN & =

i

it

(ugll)

0.1

0 t. é 1I2 1I6 26 2Ia ﬁs 3|2 3‘6 z.lo Ala 48 52 56 60
" E5%EHE (h)
LLOQ=0.5 g/l
Cler: 7 LT F 2 OUT SV A
AFI.0 mgZEEHRE LI-[EOmER ) A I 7 MAEE (HBEER+IEREER) DBMHR
(GRATTH1E)

AHFM1.0 Mgk EHROMEBER ) AT 7 FOEYEBEERI/NS A — 2 OBREHFED LD
REENE (RNZRTHE) RUHERI0%IEREXE

RS Bil%k INTA—=H HEE L 90% {5 X (%)
15 AUC, norm 198.35 115.27; 341.31
CLCR 50~80/>80
15 Cmax, norm 126.82 99.38; 161.84
16 AUC, norm 228.49 135.25; 386.00
CLCR 30~<50/>80
16 Cmax, norm 106.52 84.16; 134.82
16 AUC, norm 171.85 101.73;5 290.31
CLCR <30/>80
16 Cmax. norm 98.64 77.93; 124.84

CLCR: 7 v7F =717 7 A(mL/min)



VI

EVBREICET HIEE

AFI1.0 mgiR 5RO MEHRFHYM-1OEYBEFH/NT A —2DBREFHFDLD
REENE (RNZRFHE) RUHERI0%IEREXE

e %k INT A—H HEE L 90%15FEIX [E] (%)
15 AUC, norm 99.34 67.74; 145.67
CLCR 50~80/>80
15 Cmax, norm 61.25 39.95; 93.90
16 AUC, norm 147.69 102.03; 213.77
CLCR 30~<50/>80
16 Cmax. norm 65.92 43.62; 99.61
16 AUC, norm 188.01 129.88; 272.14
CLCR <30/>80
16 Cmax. norm 82.95 54.89; 125.34

() AFAEREE A GHEAF— %)
BEOFFHIER S (Child-Pugh/YHHA) R OS5 O FFHEpER

(Child-Pugh7¥B) O & %

FEMEE Tl ARAIDOAUCITEEFR A & b TEINZEIT72% K O62% L 7=,
REPIM-1IZHOWTIE, AFREEIC LV ARRME T Liz— T, $EEE DK T80 bz
T2, WD D W TS O FFEEREREE O & 5 FEMEE LB A & DAUCHZE T DO T TH

277,
100
] = = Child Pugh AB¥ (n=8)
—zx— Child Pugh B&¥ (n=8)
- - fEERRLA ABE(n=8)
% ! . —O— fERRALA BEf (n=8)
Z -
qq 10 Aty
i ] 1
Z
7
7’
I
}% 1
E -
(ug/L)
LLOQ=0.5ug/L
0.1

0 4 8 12 16 20

(FfaIF1fE)

24 28 32

36 40

|5 %&ERE (h)
AEN.OmgZHEEIRE L-RomER ) A T7 b (BEE+FEEARE) OREHR

44

48 52

56 60




VI

EVBREICET HIEE

AFM1.0mgiR EROMEBER VAT 7 FOEYBEZH/NS A — 2 DREERD LD
REENE (RNZRTHE) RUHERI0%IEREXE

b ES T A=K L | 90%EHIXE (%)
16 AUC, norm 171.73 112.69; 261.69
Child-Pugh A / R A A
16 Cmax. norm 123.29 102.75; 147.94
16 AUC, norm 162.44 106.60; 247.54
Child-Pugh B/ fHEpk A B
16 Cmax. nOrm 107.67 89.73; 129.19

AF1.0 Mgk 5RO MFFRBYM-1DEYEBEFR/NS A — 2 DREHEROLD
REENE (RNZRTHE) RUHERI0%IEREXE

bR % INT A—H HEE 90%EHE X (%)
16 AUC. norm | 125.87 88.48; 179.07
Child-Pugh A / ek A A
16 Crmax. DOTM 92.13 65.59; 129.41
16 AUC, norm 95.96 67.45; 136.52
Child-Pugh B/ & A B
16 Cumax. DOTM 65.40 46.56; 91.86

&) fiE RS GMEAT —%) 8
AV 8 IS B 15BN AKI2.5 % ON.0 mg (A ZHEROEG L&, VAT IT
R B ORI M-1 D M P K CAUCIT A &I U T L7, miEd Y 4277 MREX
Be51£0.25~1.5 RFH CE— 722 L, £Dk, 9.95~11.7 K] CGRTEEIE) O I EI T
MAER 2B LT,

1,000

== 2.5mg (n=10)

—C— 1.0mg (n=5)

100 %ﬁfﬁwﬁt

A INANE RS L 1=

10 1

i

(gD

(I] ;| é 'IIZ 1‘6 20 24
K5I (h)

FH25KU1.0mg (&RH) ZHRERS LEBEOMER)FT7 MNREER
(BATTHE ZARERE. AXHRER




EVBREICET HIEE

AHF25KU1.0mg (&H) ZEREKRSLEBEOVASTT7 FOEYBEZHI/NS A —4

(FE{aI T 15 {E/2£{aICV %)

Cmax (pg/L) tmax @ (h) AUC (}lg‘h/L) tie (h)
2.5 mg (n=10) 119/16. 1 0.5 (0.25-1.5) 1411/39.2 11.7/38.6
1.0 mg (n=5) 59.4/5.9 0.75 (0.5-1.5) 602/14.9 9.95/8.6

a: R (FiPH)

AEI25KRU1.0mg (&) ZEERS LI-EOKBEYM-10RDBEER/S A —4

(F A F 9B/ RICV%)

AUC(O'tlast)

Cmax (}lg/L) tmax (h) (pg'h/L)

2.5 mg (n=10) 19.65/53.2 5.0(4.0-46.4) 517.6/38.1
1.0 mg (n=5) 7.80/15.0 5.0(5.0-13.1) 189.6/21.6

a: R (FiPH)

(6) BEE (SAEIANT —%) 59

W E I

F OREIERE TH HCYPLAINHFES N LD EERA DD,
Fro, TRTOHE THERBRT — 2 206 L TR oY A 77 b oYy SR 2 BE & O
FEMRIEGEFRER B T LT & A, VAT T T Fo 7 VT T A i L CFAUCDO 2,
WL & FEBE LT

MAEF Y 42 77 FMEEN0~60%K F L7-, 2, BEICL->T, VAT ITT

A (GEFIRITER) £EOKRS LIEBROREEFFEEEIZSTEHVFLT7 O
EMBRELH/NT A —4 (REFIE/HEFCV%)

AUC/D (h/L)

CL/f (L/h)

Cmax/D (1/L)

tuz (h)

WRPE

0.12/94.3 (n=186)

8.27/94.3 (n=186)

0.029/45.3 (n=188)

3.98/77.9 (n=186)

FERREA

0.31/61.1 (n=525)

3.28/61.1 (n=525)

0.037/38.7 (n=527)

8.42/52.8 (n=525)

AH (GEIRGHH) £RORE LBORESERES <S5 REWM-10
MB35 A —5  (GREITHIE/RICY%)

AUC/D (h/L)

CL/f (L/h)

Cmax/D (1/L)

tuz (h)

MR

0.26/30.7 (n=186)

3.82/30.7 (n=186)

0.014/55.9 (n=188)

11.6/34.3 (n=186)

FENR I

0.24/39.9 (n=524)

4.18/39.9 (n=524)

0.008/63.9 (n=527)

15.6/36.2 (n=524)

11. 0
A L




VI &£ (EARALOEESF) (CEI HEAE

ERBEFNDER
E I TV

R ong

IsF

2. BERABRELEZTDER

2. BER(CROBEIZIIHBRBELAENIE)

2.1 KRHFND ATk UIBBUE DBEFERE D & 5 BE

[z ]

AREND AT U CRBEUEDBEFREN S 256, BERT VAKX —KISEEER T 5 REEN D D
EEZOLNDID, ZDX D RBEICK L TARAOEEIIIThR NI L&,

g

2. BE(ROBECITEBELENIE)

2.2 WS SOTIER LW D AfREMED & B Aot [9.55 7]

[fEan]

VIL6.(4) EFlREZ T 541 L VIL6.(5) flhw| DOESM,

FEERRR (7 PEROTUHX) 26t FTORENFEINTEBY ., IEmoEE EOARM
EEETLE, BENERI NV ENDERE L,

2. ER(ROBFRICEFRE LGNNI &)
2.3 HEONHRERE (Child-Pugh/2#HC) 0 H 2B [9.3.15 ]

[fzai]

VAT T NOEYBREIZ KIZTIIREEORELRE LR, FEE2ET288BETY 4
TT R NORE I VT T ANRBYT DI ENRHLNIR> TS, BEOIFHEERE (Child-
Pugh/y¥EA) K OV 45 EE D fFgRERE S (Child-Pugh/y¥EB) O & % FEMUEH Tix, A#IDAUCKE
TEFERN & LT ENENT2% K TV62% I L= GRER15001)

FERE L E B MAHFER (CHEST-1, PATENT-1) TiX, _"—A 7 A VRFICIEFME ERO3ME % 2
HALTXUFAST., UTIEFME FIROEEA B2 H U A LEEDONTREE OGN I ST
BEIZOWTIRRAA SN TEY, 2O L RBFICBT WA T —ZI3fGohTuniay,  [TEE
DIFFERERE S (Child-PughZHC) ObLHEE | AR Z G T 5L, MHRENE L EHT
LBEFENRHDH L, BRRB THRIESH TN &b AFIOFE G ThRnZ &,

[ TVIL6.(3) ATHkRERE B | DIESH]

2. BE(ROBEIZIZEBELENIE)

2.4 HEOBKERE (7L T7F=r 2777 A15 mLmin ki) O 25 LBEHo R
# [9.2.1, 16.6.2&H4]

[fEai]

REEDOBBRERE (VL7 F= - 71U 7T 5 ZA50~80 mL/minAii) . F5% 5 O B ReEE

(7 V7 F=r 70T 72 A30~50 mL/minAjw) | BEOEKREREE (FLvT7F=r-21

7 7 > A30 mL/minAdi) O HIEMELE TlI, AFIOAUCIZIER B e s A3 2 8E Lk

RTENENISY%, 128%. 72%HMM L 7= GRER15000) .

N2 T4 VNRIBREOEEE (VLT F=r - 7 VT 52 260~90 mL/min#ii) %A L T\

TR E DOEISIE. 35% &2 B2 TR, PEHEEOREE (FLT7F=2 71T T2 A30~60

mL/min Kiifi) ZH L TWIHEBREIL, H20% CTHo71-, Z LT F =227 UT 72 AN30

mL/min A O BE X E RS E S AR GRBR11348. iBr12934) OHFEMEITICABIE N TE

D, ZVvT7F=r « 7 U772 ANR30 mL/minAii OFREM & LTI S Tn b, AEIEE




VI &£ (EARALOEESF) (CEI HEAE

FECEIBEDIR T & & bic MRIME] BREHEOHMNAKREL RoTHEY, ZOPFH & L TERE
EEHTD $‘%T iﬂiﬁaz)xtﬁﬁk LCWab7=eEEX N5,

[EEDOBEERSE (7L T7F =2 - 7 U7 72 2015 mL/min ki) O 5 BELET T O
%%JKowf@\Kﬂ@@ﬁ%ﬁﬁ%b<iﬁﬁéﬁ%ﬂﬁ&6:&\%%ﬁ%?ﬁﬁénf
WRWZ e b AFIOEGIFTORNWZ k2,

[ TVIL6.(2) B pkhEmEE B | DESH]

 BEROBEICITEBELEWNI L)
2. 5 AR LT —MbZESR (NO) f#t54) (=tua 7 UkwY > Mg T IV, fEi1 Y e
K, =237 U0%) 2REFOBE [10.1. 16.7.1%H]

[fizan]
R N BIEERE  (40~605%. 6%) ZxtH e LA " HEM T 7 v A7 0 24—
—RER T, AHI2.5 mghR=rr 27Vt 04 mgE FEELZHH Lozt Zafk, kO
2R EMERICOWTHET L7 (RBR14360)
AFN2.5 mgHRIF 5 O8FRI#%IC= F a7 Y v U 0.4 mgFH FoExHIERE L= & 2 A, JEAIUHE
HImEN= e 7 V) CEMBEHERIDVE LKL, ZOR FIHFFHICAERE TH - T,
ZOFERIKTE, AKAlE=talVt) ro&b5MBZ224FR L LGRS IERO 0T,
T, BGMEREE AR & L2BRIC, BEERLMARED b,
ZORERIIAF K N= b s Uk J ORI MM 72 mEIEIERZ R LTS B2 D
NoZemn, =baZ kY rE2T 00 ETHMBAN O —BILEZEILSA E O 2 2RI
RIE LT,

[ TVIL1.(4) &% - PHAEORE) KO VIL7.() AR & ZOFH] OIES ]

1307 msng 1307 grsmn

B o
1254 g " ;—o\o 1254 ¢ Je ) Tty
Y P 5 B ! vt
e TV’Y:\ v f e % £y
v oM \ '
T 1204 Yoo v 120 | Y Poup
Iy & \ \%' —d4
HE ? .
=12 115+ 115+ O {
o &
E 1104 110 4
(mmHg)
105 1 105 -
100 T T T T T 100

o 1 2 3 4 o 1 2 3 4
= YU AR B ()

—o—= YF 2Tk (h=5)
- - TSR (h=5)

—tag Yyt oREROLMFIYIRFER T

. BERROBEICEEFEELLGENI L)
2.6 RARYEATZ7—F (PDE) 5HEA &G T OEHE [10.1, 16.7.25H]

(i ]

BRI D7 > MZBWT, AKAIZPDE-SIHEIRTH L LT 77 4 v EQFR S (F8IRM) L7z

& & MBI FER R O HESINER OB A A S, FICEHAEZHFH LZ & &, L0 M

DD B BT,

VIVFF T 4V = U EREE20 mgl A 3 G2 K0 ZE LT B BRI 5 L E BT 51 & kf

%& LT, &A0.5 mgx T+ 7 4 /1/7:11/@2*1/520 mg#% 53R % ., S 5121.0 mgk 2W5[# %
WCHEIR G LT & Ok N EH MITERBIC RITTREZRFM LI X, RFlE AT T 7 40




VI &£ (EARALOEESF) (CEI HEAE

7 T UBRMEONFRIC X 2 MATENE~DANIAI 2 B G8 vtz GRABR11917)
—EHEDI LT T T 4 LT ié%ﬁ%xffwér@&%@%ﬁ%%mEﬁ(mm)%%%ﬁ
GUIARHIX if?tf%&ﬁLtW@mE@ﬁM%@ﬁ¢61WME¢%ﬁ%(ﬁ%ww@
WO, FEREY (RGWIM12EMH) TIEAF O FIXREFTH-TZH DD, E@ﬂm%%%
CEHBGHMITHN105 A) T \%%i@&5¢m CESTAEESOIRRBMEEN FE L
(FHBR15096) ., [FARBROERENOIZ, KFE LT F 7 4 VOPFHEEICL S, U A2 % FES
REXTZ 4y MIRERTWARNWZ EnD, AAlE AT 7 o VOFRIIHER SN EEZE XS
nod,
AFNDOIHHEX NI R TH 5 CTEPHD L % H 3 HPDE-5HEHIL /2 <. CTEPHZ x4 & L7=[H
BEAL[EZE MARFRER (CHEST-1) 75 XPDE-5 [HESKIC K D1RE 2 L5 Ll S - B ZFrak L
TWAZ NS, CTEPHEEICE T 24K L PDE-SPLESR 2 O L7z plifE i /2y, PAHEE
ﬁ%\ﬁ%m%ﬁén&w&%z%néo
Bl i CPDE-SPEK 2 M IR L 5 & T — 2 X féﬂfw@wﬁ [A4£1ZcGMP
NS ANOME LRI, M) ER Ik 2 HMPERICESE A ERELTED
PDE-5MLEHKIZOWT LR ET5 2 E 032y L ofimIcE - 7=,
[ TVIL 1.(4) & - gFR3R0ZE KUY VIL7.() BHHZEE L 208l | OERE]

 BRROBHEICFEBEE LGN E)

277/~wﬁfﬁl%(4bﬁsff~w\ﬁuszww)%&5$@%%[NL
16.7.32 ]

[z ]

RN B PEERE 16 1] (BREHERE 3 B, FEMUEEERE 13 ) A kt5 L LI mAEA LIEE MG

WT YA B GABR11261) T, 7 b2 Y —/L 1 HE400 mga H 52 CH4 B KERS L

%, AHI0.5 mgk 7 k=3F 1400 mgk BEHE G LR O MR OBEME, YT ) A7

7 N R OM-1 O EHE A2 AK] 0.5 mgHM#E 50 & bl L7z,

—0= U# Y%7 10.5mg (n=16)

TTxx -2 - YA LG FR0.5Smg+4 Y —)l400mg (n=16)
f 10 o Tk
s f\ "I,T N
T Nl
F ; P\ ",
2 f =
v : K¥
ok e
I\ £
E
¥
7

T
(=]
ool
L
|
f

0 ;c 8 1I2 'IIG 2IO ZIA 28 52 36 140 1:4 4‘8
5B (h)
7 baF V- LBREEREUY TSI T FERBERICET S
VAT b OMBERRERS SATHERCEERE)

#E DO CYPSy 1HE & O'P-gp/BCRPOLEAITH 5 7 2tV — v L OfFHIZ VAT 7T b
DY) CrmaxlT46% EH-. SEHAUCIT150% M L, WA B AEH 1332 w%ntoit s hat
V=L E DRI LD M-1D ) Crmaxl THI49% KT L, EHAUCIE24% b L7z, VAT 7T
M7 hatb ) — LV OIEYEREIZ B L 2 hso T,



VI &£ (EARALOEESF) (CEI HEAE

AANE, EIZCYP1A1, CYP2C8, CYP2J2 K OCYPSAIZ X v R@tasns EZJ)E #HEDOCYP
s 7fE (CYP3A, CYP1A1 %) K UP-gp/BCRP%Z < [HET 23K & O Liz8a. AFlomh
RENEL ERTH0REMERH D, LN - T, BEHOCYPS+fE (CYP1A1, CYP3A £) K
UP-gp/BCRPZ < fLET 7 YV — L RHEEE (f FTaF Y —n, R arV—1) ofkn
FI TS & OOFH &2 225 E LTz,

[ VL 1.(4) &% - fFHEKOZE) KO IVIL7.(0) PR L 20 E | OESMH]

 BECROEBFIZIIBELLEWNI L)
sta@&T#w&/77~t(dm)ﬂﬁ%<&w4v77h)%&5¢@%%
[10.1% 0]

[fizan]
AENT~NA 7T~ (kR5E4 : NY Fa2—R) LR CsGCHIFEE TH V. sGCHIEEE LM & %
HEE L CMEZ R TS AERNH 5 2 L b, PHIC K W BEERASHRS N BENRH 5,
Fo, XA TTh (k54 N F2—R) O LRI <. ZetkidmsL LT
W2 WZ M BERE LT,

[ TVIL7.(1) BFZES & 2 0BH | DOESH]

3. MEEXIIHRICEET HEE L ZTDER
(V.2 e UTh BT B#ET 2R OHESRTHZ &,

4. BERUVAZEICEAET 55 L ZTDER
(V.4 FELAOHEICBEET 2R OEASRTHZ L,

5. EELGERMIE L EDER

8. EELEXMIE

8.1 ARHIDEHAZ L0 MiKIEDHBEN I - 5A 12 1%, MERIREAZEM R B & O BI M & ¢
W, \HEERIETSHZ L, [9.1.35H]

(i ]

filisaIREAZESE (pulmonary veno-occlusive disease, PVOD) (FAti@EhRME T & M IE 2 29 5 AR

DHTI0%LL T & Wbl i THREER TH D038, ‘75‘9%%01%%@“(“#%(1%%75%(39)5 ]

PR A2 iﬂm?ﬁ@ﬁﬂﬂ?ﬁ\r EOHETH Y FifARO NSRS IZ X 5 PHIENFRD

bb, MMPOFIROHAZEI %%%H)T?@EM‘UEIT%Z)%%EJRODEV (Hﬁ@ﬁﬂ)ﬁf) D FFEH 72
ERAERLTEY . ERIKIIZ imODEmé‘bﬂ)’?ﬁ%ﬁﬁuFf&*”ﬁu@fﬁ v IRNARZIRICEB N T

BRIR AT 22 B 721 TIEPVODZ 5% 9 Z L IZREECH 5, #RH]T iﬂ@iﬁCTfﬁ ZBWT, U7
ZRPER . ERFRBEDILE 2 ENBIE SN DN, MEEZBNIBLE T b M7 &1 & 2 B
PZWITORAREEL 72> TS,
AHN O A PEBEVE A, Il BH A e OV Ak & kel LT, ﬂm%ﬁﬂﬁ?&()\ﬁll%‘fﬁim”@ XL CHEE T
DT, MEIREAZEMIEEDOBF A ZRE T2 & EIRICERT 5 MK & L0 2 |
Jili e i~ DWEAR DN TEA Ly i 9 - i Clfi KR 2 < fERRIEDR & 5, EFERICIE M ie ZE ke 1
fithi i 1L FRE 2 k5 & L 7= R Wik el BR TR BRIz B W T, 26Dl 5 o MAEF] & §R 6
BUIHFSERE, 1PIIEE L HE SN TEY , FHIEREPLERERTHLI EEI LD,

[ VIL6.(D) PR & 2Bl OHEBH]



VI &£ (EARALOEESF) (CEI HEAE

8. EELEXMIE

8.2 AANIME ZIBEL CTMEZIK FSELERAZHLTWD, AFIOFEGIZE L T,
MEVEIERIC L 0 BENGERLELZIT DI (BEAR G, LK E,
MR &I, EEOLEGHIKMAZE, BHEMPRERERES) 2HD0E 2 0% 0k
SRR

[fizat]

AANE, sGCHIEHEDOIEAET T 2 & PR OMBEEM L v, M Z25kE L CEA KT S

BTHERRS 5, BEORIEIZE > TE, AFOMEILRIER DA ER 28 % RIETT A RN H

DT, RENOMAICEE L T HoIchitd 2 2 &,

8. EELEAXMIE

8.3 HRRBRICBWT, OFEWVWERNBD LN TWDHOT, EAMEE., BB ERS G 2 0
)R A BET DRI ER S D 2 L,

[fizan]

7w AR R AR E R (GABR11258, RBR11914, RKBR12639) DOHFAEMATICHWT, U A

TT MECRBEBENE P T-AERFRLE LT, R (VAV I T MELT.6%, 772 REE6.1%,

PUFREER) . #IL (13.0%. 0%) . RESZPERIE (10.2%. 0%) 380 bhi-, 7o, [EEE

HFEFEMAERE (CHEST-1. PATENT-1) OENWEM & L TEREINED £ 0313.3% IO HAL TN

Do INHIIABIOMETIEERAICE SIS bOEEZ LN Z LD, AFIFREGICLY ., EFHE

k. BENHOEREGRZ M O B E B ET A2 BICITER T L 0B85 2 &,

8. BEELEXWMIE
8.4 FPRMEMVEMEMGRAAE 5 SEGEMERT & M EAE 2 6b G & U 7 [EBRILERBRIZ BV T, RAIER S
HCIIT 7RG LKL CEERAEFEFRLUIECNLRBO b, BEMERMPA
22 % A4 O BB IR A o5 L E O B I ARHKN 2 3 59 2 556 1%, B MR B O IR Ik @
L7-HMEICHRT D7 E, REBRGIZL DV AT XX T 0y MEZBE L LT, &5
DA R EEICHRTT DI L, [15.15H]
(i ]
WA T D05, RV E RN S SEtEN = fEAE  (PH-IIP : pulmonary hypertension
associated with idiopathic interstitial pneumonias) & & %5 & U7=EREILFE 7 7 &R kG
AR OFER, 77 B AR GHICHE L CAAIR GHECIIER AT FELER O T RELEOH
Niziz, RS EHICH LSz, PHIIP TRWZ L 220 E, AFIOEK S5 %2BhT 252 &,
7. PH-IIP & MVEMEMRZS 2 £ 5 Blish iR i & f = 0E o851 25 R 722 B3 0581213, MENE
iR B DOVERI K@ LT EICHR T 5 8L, AFIRGIZE DV A7 - _XRXT 4 v N aEE
L7 BT, BEORGBZHEEICRGFTLZ L,
[ IVIL12.(1) BpRfE A IS < 1) OHESH]




VI &£ (EARALOEESF) (CEI HEAE

6. RENDERZHI HEBICEHT HIE

() EBHE - BEEZEDHLIEE

9.1 BHHE - MEEZEDHLEE

9.1.1 BB EDDESE
OB M Z 2 ATRetE N E < Ae D72, WEIE 2 0 o< HEE TESER 22V D
fERMERN B E D AREER S 5, BE T EICARBIEGE DY A7 « XX 7 4 v N EERIC
PS5 Z &, [11.1ZH]

[fi#zn]

AFNOWIGIE T 5 8N AR FERR M & L EE ) I kwfi A& FB5 0 72 9O 2 Frikt [ vk
DA TH Y, AR OEFRILFEF IR (CHEST-1) 128\ T 1 95.4% O B THIEEEERTE
NPFEHA SN TW5S, KRB T %mitimmm®ﬁi$%ﬁ)ﬁ/77%ﬁfwm
(2.0%) . it%%ﬂﬁﬁ%(mmﬂﬂ)fimm%;énfwé Z D 9 BRI O 1] H35E
CHITHY, sHNEEFTH-T-,

ERREER (BRBR11918) 2B W T, ARAID M/ IMEEEEH~DORERL NI LT 7 U L OFFAEAE
RIFFEOTE LT, BUED & ZAKRFNI T HWEIMNE 721X H i O Wi e B BLBE P IXT A Th 5,
ORI L CIEAE XBARERIFSIEITSND 2 ENH DN, DL ) RAEHIO Y A
777 7B —DbHEF T, AKEIBEIZ L 0ROt RE 32 REERm < R bdBENR
N5, fllxDBEFEOREBIIGE T, AFEHDOY 27 « X7 4 v bOFHBEITO RN S &S
THZE, Flo, VR « XX T 4 v MZOWTIE, EMMICHEFm 21TV AFOEHIzon
THRERFRE LZ2NSEEICERT D Z &

[ TVIL.8.(1) R ZEIEM & FIHER ) DHESHR]

MAKNDOZNRESUTRRIT TAMBHRITRIR AT IS ST BATEHRIZ (7R A7 - 7958 L@ thi e S PE s e | |
[FEMIRPEN = EE ] Th D,

9.1 AHHE - BMEEFOHIEE
9.1.2 HEHIOIFEHMEA 95 mmHg RiEDHEE
WEDOMTITHNEZ 2BZNRH D, AFOFELGIZEEL CiX, BEICB T H1HE LD
URY « X7 4y MeBE L CHEEICHE T 52 &, EELRS AR Tkt
nTng, [7T1Z5H]
[z ]
FE|B% 26 IR B PR 3R (CHEST-1,PATENT-1) (23T, AKHE 57l O GE #2395 mmHg
REOEE L, BRAASNTEBY ., MM LTy, £72, AANTIME 2355 L CiilE %
RTFESELERZH Y . PHEIME 2395 mmHgA O BF AR 2 &K 5325 L E O EIK T
DEZDBENDR DD, RAOEGIZEL X, BEICBTRELOV R - XXT7 4 v &
EELUCHEEICHETTS 2 L,
AR OB L, FRCEGHBRICBW L, BEORELZ H0ICBE LN b EEICER T
HZ &,




VI &£ (EARALOEESF) (CEI HEAE

9.1 BHE - BERZOHHIEE

9.1.3 FMERAEMEENDESE
ARG LN EREE LY, LIEROREZE LIBELLEIELIBZNRH D,
[8.1%H#]

(i)

AT O & FEARAE I B0 L4 R OVIlERIR & Feifie UL BBk K OVl B (2 B8 CHlE ©
H DIz, FiEHIREAZEMER B O BF AR 2R 532 & FIRISER T 5 IM05E & =880 L Tt
I o MCHfiKIEZ A E, LIMERORIEEZZE L BLSEDIBENNH D,

8 A ZEAR I v I AR A e & L T Rk C o BIE Ic VT, 26D D o
MIEFI 272D, NI, IBITEE L SN TRY, HICEERMLERFRTHDL EE X
Hivd,

(VIL5. EE 2 FEARMEE L OB OESMH]

9.1 EHHE - MEREDHSHEE

9.1.4 24&E
XD ENLEE LV, FERREF IR TAB O MR RENMETT 5, [16.6.1
2]

[fiEa]

W2 I 25 CIEARH) O Mg R E 2350 ~60% 1K F L7z, BEIC L > T, AKAIONRBEELETH D

CYPIAIRFHESW AL EZBND,

[ TVIL 10.(5) MEJEE | KOY IVIL7. (DOFHZE= & 2 DBH | OESH]

EEEEXILENPOES

J VT F = 7T T A15 mLimin At O BE XIXEHT R OBFITITEG LD
Lo MARENZELL ERTA2BZENAH 5, EERIEFEF MAHRER TIEBRI ST
%, [2.4, 16.6.2%]

[fiFz]
(VIl.2. 285 DIESPE,

9.2 BHElEERSE

9.2.2 BEXIFEEDEHRIEETERSE
11510.5 mgl H3E NSO bLEE T L, 7L T7F=r 27U T T2 % 15~80
mL/min KO BF TIXMHEEN LRI 5, [7.1, 16.6.25 ]

[fi#zn]

VIL2. £5 =) DIHSM,

JVTF=r e 7T T A15~80 mL/min K DEBEIZHONWTIL, B2 VT 7 U ADRDEIC
£V, RROMHPREDS AT 2R8NS 5, FRCHERESHICBWTIE, B ORELHE
WZBEE L, 1FN.0 mgl H3EI L W IEHEN O OB BET 52 &,



VI &£ (EARALOEESF) (CEI HEAE

Q) FFigaeEERE

9.3 FFHkREREE RS

9.3.1 EEDIHKEEETRE
Child-PughSBEHCOBEIITRE LARWD &, M iEERE LS LR T58Fn016
%, EPEELFEF AR CIERst ST s, [2.350]

(#7750 ]
(VII.2. 255 DOIEEHE

9.3 FFiaefEERE
9.3.2 BEXIHEEDOHKEESSE
Child-Pugh 73%8EA UIBORBE TImFEEN EH 4%, [7.1. 16.6.35#]
(i)
VIL2. 255 ) OIEZH,
R EE T A B O PR REREE  (Child-Pugh/EANIIB) ObHLHBEIZHOWTIE, 2V T T %
DOILTFEIZ XY . AAIOMFEREN ERHIT 2 /RE%RH 5, FrCHERSGHICBW T, BED
IREEZEEICHLZ L, 110 mgl H3E XV {EHEN L OB LERTDHZ &,

(4) £IEREZ BRI HF
9.4 KhBREZ BT HE
IR 5 AREME D & 2 ZMEICUL FIZ O W TR L O L, MBS U TR A 21TV,
TR LTV T k%ﬁﬁ#é &, [9.52 0]
c AEIRHICARA Z IR L7235 A IR I B % KT fERER H 5 Z &,
- A DAl BH %i%%&ﬁ%&%%v% Eo
AR L7260 LAZZE DRV H 555121, BEHIZERMIGEE TS Z L,
[fEwii]
#%ﬁﬁ%(7/h&0¢%%>ffﬁﬂéﬂ WHENTEY, B hTORENGELSND Z &
AN Kﬁ%ﬁ%ﬁéT PED & 2 LVEICH T DRI, R L TR W 2T 5 2 &,

F72. ARNOBRE~DEEIZHONT HitBH L, EERFICIIARIORB 28T 5 L HEET 52 L,
[szﬁﬁj®ﬁﬁofmﬁ®ﬂﬁu®ﬁﬁﬁj

(5) W4T

9.5 1%

IR SATAEHR U T D ATREMED & 2 I G- LienZ &, 8 FERICB W T, 7 v M T
HEXRE, BLEIE (FEof) RO E OSIEDOEHRER TRIT L&
DG SINTND, Flz, VX THELTNERRINZNZIE N D3.8f% K DN12.6f5D4
HIgHZEECHIATHZENHMESINTND, [2.2, 9.45H]

[ﬁanf“

FEEIRRER (7> FEQRYYF) CHRTEEIRO LN TEY, b NTOEENKREINSZ L
ﬁE\ﬁ%Xiﬁ%LTDéT EMED B D LT G Lz b,

7w M HWTER - JRIRFSAEIZEI T 2 BRSO CIIAEIR 7 » R SBINIAHKIZ 25 mg/kg/ H O & Tht:
%%HE#EHHW&@Lt&% 20 TRV NE O bivle, Fio, W - BRI E~DREE
rﬁ%ﬁ%ﬁﬂ& FONLERRRRE, B LB (WE o) 235 wQMTwéo_@mi%%
AVt tmﬂﬁ%r¢ WEEDOKRERADELRDO T, RHREMEICHE - TIEFFRMICAE T
t%%%iﬂw TIRM TR @@T HHEZ LD,

it\ﬁﬁﬁ%%wt% VA8 A1 B3 2 555 TIEAR R ¥ - 20611 A A 2 5 mg/kg/ H O H
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ECHIR6E BB 15 AL Uiz & & 115 THEN, 261 TR FED Hivi,
[ TVIL2. 55 DHBM]

OF =R
9.6 2317
BHLARNWZ ENEE LY, 8MFER (7> b RO&E) THIHTPICEREGED2.2% 3BT
THIENHMEINTND
[fEwii]

FEREIRRER (7> b)) IZBWTHHBITHRRD LD Z G, BT OLME~OE 5 ITHRET
ZE, XRUEETRGTHILGAIIIRALERETHZEREE LV,

BHFDT v Mz [UC] VAT 7T b3 mgkg #HERROKEE Lz & &, BE5%320FH F Tl
LIS W SN TR IR 5800 2.2% Tdh - 1240,

(N IMNR%E

9.7 /MR

AN 2t & U T BRI T S i L TRy,

[fi#zn]

INRERZ BT DARKND L R O 30 2 FREE & 3 2 B RBR 1T 55 L TV 722wy,

8) m#nE
9.8 EE

MPEED EEREOLNTWD, [7.1. 16.6.45H]
[fi#zn]

A (455% LA T) R OVE RS (655% LA E) O AICARI2.5 mgz B O&EG Lzt &, VA
77 NOAUC [ZIEm bR #E L 0 @l iR B TRI40% M < . THR R 23 40% LR L 72
(GABr 11914) . ZHIEEWEICB T2 EHFROB 7 V77 AR TICL2b0EEZz BT,
A I, AR O E I S AREMEA B S, FRICHEREIICB VLT, BEOREE
ZIEEICHLZ L, 1H1.0 mgl H3E X W IEKHAENSOBMBLEETHZ &,



VI &£ (EARALOEESF) (CEI HEAE

7. tHEER

AANL, FIZ CYP1AL, CYP2C8, CYP2J2 K (XCYP3A (2 X Rifs b, AANL P-4 o3
7 /U E 2 > %7 (P-gp/BCRP) OIEETHDH-0, T HOLERE L IEFEEIz LY
MAE RS B Z 2T D ATREME DN B 5, Fio. AAIKROERHHM-1IZCYP1AL FAFEEANH

% (in vitro) ,

() BtRZEZ EZDER
10.1 BtAREE BFHELANI &)
AL BERIELR - dEE Ak W - falRA 1
filfEAl K OV NO L 54l ARANHEEEG5%IC= a7 ) &2 | N cGMP BESHEML
=huZ kU, WEET |V rEaE TR LEEEIC, 7\ BREEAZERT S,
b, WA Y Y VE R, = | T RBREIZH A THE AR IUNE
a5 DNV W EDIKRTARED 5L TN
[2.5, 16.7.1 & #] 5,
[fizsn ]

VIL2. 252 (ROBEIZITHEEG LT L) | OIEBR,

R 60 2t G & Lo ER b —EEMR Y 7 B AR 5 24— " —3BRIZ &L 0 AKI2.5 mg
HER G 8RO = e 7 V) U ETERERIC, 778 RE5 X0 LA E 2 B0HEY )£ oK
THRRED LT,

10.1 BERERS BrRALGWS &)

FEHI E ERATER - P E 71 B - fERA 1
PDES5 [HEH JEGEMRMEZ L T2 &85, MR cGMP #EEN
SAFF T 4Ny R (N L., 2 EICH
AT 7T, LARFF) I 7258 % KAE T 36
BHETTA4N (YT YA TR ENRNdH 5D,

vk, T 4 T7)
SNNVT T 4 MR KT
[2.6. 16.7.2 &/4]

[zl

VL2, 252 ROBFITITEG LW L) | OESH,

VVTFF T 4 v = o ENE20 mgl H 3[R T K0 2258 LU D i AR i v i R T &
%L LT, AF0.5 mgh P NT T 7 47 = UBEE20 mgik 53R, & 5121.0 mga 2R
BICHEZS Lz & 2Ok OEF T I RIF TR E MR Lz, AFlEZ LT 7 40y
T UM ERERG L2 2 A, MATENBICHMB 2 B RRO b T 5,



T2t (EARLOIESF) CEI SEEB

10.1 BERERS BRALGWZ &)

A4 5 AR - FEE TR &R - fabRIN 7
T =V RBUE EA Fhary—n EAA - ERARSE| SO CYP 451

A T7ary—n (£ ) Y—|58) LEOPFHIZE Y KFIDOAUC 23| (CYP1A1l, CYP3A
N) RV ary—v (7472 (150% M L. CmaxlE46% E5F L|%) KO P-gp/BCRP

> R) Too Flo, WR¥IWHINERE L, 7 |[BEICK Y AADOZ Y
[2.7. 16.7.3 =] V77 ABIETF L, T T UABMETT 5,
[fizan]

VIL2. 252 ROBFIITHEG LT L) | OIEZH,

fERERA166 2 x5 & Uiz 7 v A4 — " —3kBR (2 L 0 AHK]0.5 mga BT b =2F > —/1400
mgZz1H 14 H M GZICOFH L CREBERIER G- Lz, 7 FaF Y — LI & 0 AKH D Craxd
46% 5L, AUCHRI150% I L7z, 728, NHHIM-1D CnaxlF49% 1K T L., AUCIE24 %
YL,

10.1 BEREES BrRALGWLC &)

A4 & FERPRAEIR - HETE T 1A HEFr - faBRIAF
7T =gy s 7 — B ERERLEZEZ T2 0H | Ml cGMP iR E D
(sGC) Al Do HNL., BEEfEH 28
NA 7T b (N Fa— MTLBENNDH D,
)
(2.8 2]
(]

VII.2. 285 (ROBFEIZIIHREG LN &) | OIS,
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) ptREFE L TDHEH
10.2 FREE (BFRISEET ST L)
A4 T EEAER - FEE Tk P - fabRIA 1

CYP1A1 FHEA)
zruF=7 FI4F=7
[7.1 ]

RAENDOMFEEN FRITIIBEN
N5 DT, VO CYPLATRH 38
EOBRICIZEET S Z Ly

CYP1A1 FLEIC L W AAID
7 U7 7 ABIKTT %,

[fi#zn]

t MFI 7 ey —2a0BRiIcEB T, CYPIALKTNMA20OHEARITHSaF 7 b7 7R 0L VA
TTT N OREHIM- 1D AL & P RREE & LREE L Ce1% 2l L7223, CYPLA2FLEAI & LT Xk<
BN TWD 7RI, v MFI 7 v Y — A28 2 EIM- 1A RIS % 5 2 727
STz, ZTOZENL, X7V —2IBFDH VAT 77T bORGFHIZCYPIAL BRKELFHE5 LT
WhEEZLND,

F/2, VarvFr RCYPIALIE Y 7 4 F =T A~F =7, A=F =T kR adF=7%30
T VA v Fax—a Ll 2A, REWM-1EROLEN RS b, Flz, 74 F=

TR F=TIZEBWTCYPLA 11237 2 B3 2 REEHE AR EE R SR S 7=,

10.2 REFE (BHRISEET S L)

VA a R
OV AH Y MEARLFE

IhoOEAZEGHTOBHICA
Flo¥ 5 2T 55613, 1H

AL BEARIELR - HEE Ak W - fERRIR 1
U hEVE AR AENDOMPBEBEN EFATLIB8EZ0 | 2N 6IESD CYPIAL KOV
7 2L W d 530, NiX CYP3A [HZEIZ X v AH|

DI VT ITUABMETT 5,

VAV A 0.5 mgl H3[E2 6 OBtE S &g+
B LF B VA A B HT L,

RAT 7 LFEL

(7.1 ]

(#7750 ]

PIHIVHE Z 6L L& 5 H OHIVESE (416]) Zxt5 s L EREA—7 0 7 L iRBRIZB N T,
AHKI0.5 mgk OPLHIVIEZ OF ] L7- & & OFERYEREL0F BAEH K OV et % | R 2 x5
L LIeARAlo e B2 GlR11261, /&% &5, k13009, EEKE ) OffR%z
ARy Bparbr— e UTHREF L (BUEIRFEZERRER) 3439, ZOREE, FTHIVIED 5
Hy, TARYTEELINAEEY VT )REN, TAET T TIEN ALY AL y ML) v
AENT JIREN, TROEN AT TTENTI T W THIV 01T 7 — B HEAE
HLUAHIARF0.5 mgz ZEERFREIJFAK G Lz 2D U477 FOAUCIE29~184%
(EA MU B nary ba—/L2iBRE Olblg) #imLz, [VIL1.4) 8% - fiHEOREDOIHSMR]
X512, PLHIVEIZE N5 K5 DCYP1AL K ONCYP3A4 (2% A [HEMEH 2 Mt Li-in
vitro R3O OFER, HIVEF Z x5 & U 7o fE IR e ERIR BRI 3 TG S AL 7o FTHIVEEDF
MOV A2 77 NOZBEEHEMZIE, UV b FEeL, Ureely abyvAZy b, 7B E
JZEDHCYP1ALH D5 WIEZCYP3AAIREER OB G- N RR ST, £/, T HFF e, X
EIVIZCYP3A4Z NN L=V A 77 hORBERDICILET 52 R En7, [VI.1.4) &
= - KO ZEOHES ]

F7-. HIVF 07 7 —PHEKTCHAKRAT LT EMICYPSAAILEEH A H T 52 L0 b,
ARANEDOFERAICEID VAT 7T hOMFREN ERTHIBFNNH 5,

PLE, PTHIVEE AFI EOJHIZ LY, VAT 7T FOHREN ERITIBEZNNH DL Z L
HERE Lo, ZiLb ORI Z 5 o BE AR OG5 2 Ftad 5 B2i%, 1110.5 mg 1H 3[A]7H>
LORBLBET L L,

*U R E LT ENT L N EZE T ) REAFH,. XIIT AT/ h e/ A R R E V]
5 7 R ELPEA,



Ze (FRALOXESE) (B9 51EH

10.2 ERFE (BHRICEET H 2 &)
A4 BRI R - & 1k B - falRR 1
CYP1A1 TUH = 2 3Al NG IR O M APREN EHT D | AFELRM-1 © CYP1A1 [H
AANTIT 74V, TI7=2|BEARD D, LY I noEEOZ VT
hey, TArF=T T UANETT D,

[fsn]

VAT 77 b ROZEOMRHHM-11%, CYPLIALIZK L CHEERZRTZ Enbro TR,
CYPI1ALIZ & » TRER G MM S 5 364 & iR ERIE & 72 2 3 B AEF AN 2 2 aREME IS
ETER, 207, CYPIAIOBGENEFIRUIHEH SN TWDEA AT T 7 4 U EDff
HIZOWTHERLETH D, £/, 7 V7 7 ATk L TCYPIA1IDO ZFHE N K E WEAI L L
THoNTWbmranF=7LOfHICL Y = raF =7 DM EEN FH+THAREMENH 57~
O, AHNEOOFHITHEEDLETH 5,

S HIZ, & MFIZEIF HCYPIALC X5 HE ST 5 (Nakamura Hetal., Curr Drug
Metab 2005:6:469-480) 77 =t ha > CIEHIZL Y 7 7= bu > OmHREN LH3 57
BRENREBEZOLNDZ ENnD, ARIEOFRHICEENLETH D,

10.2 HFREE (BFRISEET ST &)

FEHN 4 5 B PREIR - HEE T 1E &R - fabRIN+
VI mARY ARFN O 1 R EE A B3 D k% | P-gp/BCRP FHFE I 0 AH
(7.1 2] WD DT, BWP-gp/BCRPILE (D7 V7T 7 U ANMKTT %,
FEOHFNITERET D Z &,

[fi#zn]

FEIHIFI S 7 a0 ZARY ik, VAT 7T FDOP-gp &k UBCRPA A L7728k % in vitro iBRIZ
WCHEICHE L, UAL 7T b CIRiEBi B4 WA @%ﬂ&ﬂot_&ﬁ%ngp&U
BCRPIZEIZY A 7T b OHH RO TSk 2 A U7z # i gEic B 5 LT b &%
2D, LLEEns, VAT TT }\@fJﬁﬂTFQF@T%E)M 1 CIXREBNE WA RO b= Z
Enn . BEHH RO SUIREAAARIE 721 CTe < @JH’JE"\M t P-gp X O'BCRPAM¥ 5 L T
lx\éT EMENH D, LN ->T, Y7 RRY /’Eﬁ?ﬁﬁ L7=35A . AFIR OM-10O 862 1% L
TARANOMAFPEEZ RS EHAHREERE 2 HRD,

B, AHNE, B MIBWTEWRAONS T XA TV T 4 2p-3 2 0B, {HILEDP-gp
N OBCRPOHFIZ L - T, BKRIICHEE 2D X2 F T XA T T 4 OHINTEZ &
RN EEZLND,

10.2 HFREE (BFRISEET ST L)

A4 % BRRAEIR - HFIE 5 1E R - fERRIA T
i) B A1) KERALT V2 =7 &KL~ 7 | TEEWN pH © LRI X v A&
KEB(ET VI = b KB | 27 AEFHIE DOBERIC L0 AKFFOAAL AT AT T ¢
<~ TRV LA DAUC 2834 % WY L. Cmax T | PMETT 5,
[16.7.4 ] 56% 1K F L7z,
) 8 5 A A B -7 1R DA AR
LChBRASESZ &,

(i)

fERERR N 1261 2 x5t & LTz 7 b A — N —3BRIC L D AKI2.56 mgZ B 3K b7 v =7 A
Kb~ 7 %> AAFILI0 mLEGHH LT, ZNENZEEREEER G Lz, HIEEF L OftHIC

F U AHN D Crnax356% 1K T L, AUCIE34% kA Lz, 7238, YH I FIIE5.9RF /] 2> & 8.6 FFH]
WIER L TW5
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10.2 fREFE (BHRISEET ST L)

770 Ay, U AR
~ A

N DDOT, BMWOCYPSAFHEHK L
OOFHICIIEET D Z &,

A4 % EEAER - FEE Tk P - RN 1
CYP3A FHEA AF O M IREDS EFT 224 | CYP3A HEIC L W AHKID 7

V77 ZAMET T %,

[7.1. 16.7.7 & /]

[fsn]

T FERC N A MERR R 1401 (MREEPRERFE A0, FEWAEERERFT1001) Zxt5e e Lo EER{LIFER Y
A —N—FER T, 77V Au~<A 500 mghH o CH1H2M4H MBS L%, U4
77 F1LOmghEx B (37 7V 2u~A v EOFH L TREHEERE LT,

77V 2Aa~vA O ABGRICITEMB SR L LT A2 77 FOAUCIE41 %N
L72D, CoaxlCHEREITA O 0 > To, FERITAGEHIM-1H5AUCDO Z19% M L7z, VA
CIT NOE I VT TR LD REIA LN, 7T ) Au~v A v PR G RE
WZBTOM-1OE 7 V7 T o AT HME 5-RF & bl U T18%K T L7z,

fEam e LT, CYPSAD TR 72 L EH|I CTP-gpZBWENOLHEENEST L7 7 ) Au~vAf itk
DA T T NOEYBNREIIRELZITHZ EXNRENTZ, VAT T FOBI VT 70 A%
ENERBEZ T ol 0, 7T ) AuwA L ARG L0 BT P-gpll
HPEMEFEDOHEL Y, T LACYP3AIZXK T2 A 77 FoRFHEROAEICER L TS
LEZLND,

100

—O= A7 T F1.0mg (n=14)
i =& AT R1.0mg+ o2 AOT A 22/500mg (n=14)
BN
|
g_ 10 m\\ . ‘ ‘
:/“ r;i " \ s . |
i g TN
7 Q At
f.‘ D ik
}% 1 i Y
(ugll) ' LLOQ=0.5 L giL
0.1

T T T T T T T |
20 24 28 32 36 40 44 48

1R 5556 (h)

T T i T
0 4 8 12 16

9302074 P UHRAREREUVIA VI T P EBRBRERICE TSV ALITT D
MiFRREHT (EATHERVERERS)



Ze (FRALOXESE) (B9 51EH

10.2 ERFE (BHRICEET H 2 &)
K4 % BRI R - & 1k B - falRR 1
Rz Ry 2o 200 Lz g RN | CYP3A DFFE I L 0 KA D
[16.7.5 =[] EILEERFICBWT, AFO| 7 VT T AR EHT 5,
AUCH27% b L=,
[ iz ]
i B R A e v o i R L Télﬁl%%ﬁb EfMTOFRER T, R X U EIEHOERE I

PR U728 T ARIOEFIRERIZH T 2AUCH 27 %I T L7z,

10.2 tEFE (BFRICSEFET H 2 &)
A4 BRPRAEIR - i 715 B - falRiR -+
CYP3A i3k SRUVCYPSAREEIK & OfFHIC L v [CYPSAFE EIC L v AHK| D
Trx= R, IR BE | ARBOMAREENMMETTDREEM| VT 7 AR EHT 5,
V. 7 /)L EX— LV B RHA,
A43avAF XYYy (St
John’s Wort, >k « U3
— X U—b) EARRS
[z ]
REANICYPSAIZ L VR E2=Z 1A Z e, CYP3AZHET LA OFAIZ LY . AF DO
BITLHE LI RENME T3 2 RN H 5, b OFEA LT 25681213, AFIORhEN
TGNV ATEEEN DD, EEDILETH D,

. BIEA

1. 2R
WORWERRH bbb 2 kzﬁ%é@f‘ BE A T5ATV, BRENRRD N SEEA Ik E

ZPIET 572 CWEUIRAEETTH T

(1) EXGEIER & MEERK

1.1 EXLEMER

11.1.1 w8M (0.2%) . Fitim GEEARE)  [9.1.1 2]
[fgai]

[VIL6.(1) &OHE « BEEREEDH L BE | OHEEBRT L2 L,




VI &£ (EARALOEESF) (CEI HEAE

(2) =Dt DEI1ER
11.2 ZDHDEIER

10%Lh E 1~10% A 1%A0 | $AEEAEA
FE RS R SR, VREMED E
SR 2R &5 S
Hibds HIEAR R L, B - JEEYR. TR IR e

M. HREEVE., M, W
fEdE, B, MEEEA

TEER R R, B, WL, Jom

M0 g IS ] 3

i & 2 if

DO RAEVEAIE, JE97. BRI TRE
[fizsn ]

EFET—% v — bk (CCDS) *IZREH Db 5 FREZFHE Lz, ST, ERSH[E A RER2
B (CHEST-13 L U'PATENT-1) 128\ T, JRBRILYERNC L0 AHK & OBE & 2 & H
SNTAEFES (RBIER) ORBBEEZHWEN, LTFORIERICOWTIL, FEFLRLHE
L?Z%’%fﬁﬁfh ;%OU\VCNE%Z LTW5h,

MEFEEO U FEIED WV IRAED

MEEAE] - HEARR., DESARE, <O

ME - BEEm - N80, EREERR. TREEE. BE AR

R FoRL PEERIESE

MEfE] - RifE, mEET

Mg &M, ~~r7 Uy Mg, ~E7v e, JRinskEgE
f%ﬁmj_owfi BIFE —H SR fGAER 2 BRI T%%ﬁﬁfﬂlo%ﬁﬁfﬁot
23, CCDS IRt EN TV A Z b L TWa, £=, THIBL) 2oV T, BIH H
%ﬁwﬁﬁ%fﬂ@¢%kbfﬁ%ém1wﬁwﬁ\mms_ﬁﬁémfﬁ@\ﬁﬁwﬁﬁ%f
FEWER L LTHESNTWD Z LD, “HERIA"E LTit#E LT,

*EEPEET — 4% > — | (Company Core Data Sheet: CCDS) : & EOWRM CEEIERT DERICELEL 7R bR
BHCET, BB, DEXIIR, AEE AR, EHEZNEHRLORLICBET 5 Z20MmoE %&ﬁ)naﬁzé
NTW5, HHRFNLED LN LZEMERERZ PN L. ﬂi%ﬁUDfﬁ?&?ﬁ‘}iﬂ%éhé J: 5. BRUGTBTOhTW5,

RRERE T CRILLLAFEFES (TEAE) TAHIL OBEMEH D & Sl b D,
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BElfEA—E
I B[] 26 AR AR 23R (1842 A ZERR ML ) i TESE FB AT 2 kPG & U727 T B AR xR B MR g
AR (CHEST-158%) & OWHBARME A & i BT 23t 4 & L7e 77 ' A xR 8 B i b i il
(PATENT-13%5%) | OFAMNT ORERE TR T, KADEE 7249061 (HARAN306]Z Eie)
30461 (62.0%) ICREITEA (FRMAEERE 25T 2RO bk,

LR AT A 490
&I 38 BG4 304
BIEH % DI B 62.0%
BIlEH n (%) BIVEM n (%)
MR VY R REE R AT 5 (1.0)
2 ifn. 3 (0.6) 200 3 (0.6)
PR Z MR I 1 (0.2) THEER 2 (0.4)
M N i 2 (0.4) IR 11 (2.2)
DRI G 9 (1.8)
FM7 ey s 1 (0.2) TR 19 (3.9)
DARA 1 (0.2) 1 PN R 4 (0.8
NI e 1 (0.2) HIERE 70 (14.3)
Ul 19 (3.9 e T 7 (1.4)
AR 1 (0.2) O ER AN PR 1 (0.2)
TR B AR 1 (0.2) BLW 1 (0.2)
B0 PN 1 (0.2) PE(E =S 1 (0.2)
SRR 1 (0.2) HRY—7 1 (0.2)
HENR 1 (0.2) H R 6 (1.2)
IR0 PN 1 (0.2) HRIE R 19 (3.9)
DR 1 (0.2) A HH . 1 (0.2)
H R Ok ER] 1 (0.2)
HAR PR 1 (0.2) H1fi) 1 (0.2)
Hm 1 (0.2) G 38 (7.8)
o HB IR 1 (0.2) 1SRN 2 (0.4)
[l EEPE D F 1 (0.2) RIE VN 1 (0.2)
R PR §eSTER] 3 (0.6)
i M e 1. 2 (0.4) M - 20 (4.1)
(S P 1 (0.2) — % - AHREE K OB GOk EE
B 1 (0.2) 1= e 4 (0.8)
AR 1 (0.2) i A R 4 (0.8)
IR IR 1 (0.2) a3 3 (0.6)
R i v i 3 (0.6) S AT 1 (0.2)
AR 72 1. 1 (0.2) PRI IE 5 (1.0)
i 3 (0.6) 97 6 (1.2)
H ke 7k 2 (0.4)
HE AN R 8 (1.6) 2 2 (0.4)
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BIlEH n (%) BIVEM n (%)
A By PR 2 (0.4) ST SRR 2 (0.4)
({58 1 (0.2) REHR 2 (0.4)
T IE 4 (0.8) JEE 2 (0.4)
A M 20 (4.1) P 2 (0.4)
FEER 2 (0.4) Jeth~trii R EE 4 (0.8
FL K 1 (0.2) Jqe 6 (1.2)
FHER 1 (0.2) PRk 2 (0.4)
JHF RELTE % P R
JH R BE 1 (0.2) RIRE 2 (0.4)
JEYRIE By OV A HUE PRI 1 (0.2)
T2 PE R S e 2% 1 (0.2) R R OVIR % P
AlEED 2 B %E 1 (0.2) SRR 1 (0.2)
Jiti & 1 (0.2) S 2 (0.4)
Bl gk 1 (0.2) PR LB 1 (0.2)
b RGE R 1 (0.2) HEHHSR M OV
B, Pk OLE A OHE FLE AR 2 (0.4)
R 1 (0.2) PEARE 1 (0.2)
L1 7 AN I 1 (0.2) FLIEE 1 (0.2)
R RO R AR R E e i, 1 (0.2)
BAEOE 4 (0.8) 2/ & N TEIY O 7] e
EN{AsRe 1 (0.2) Mt 5 1 (0.2)
KAV 7 A E 1 (0.2) PSR 1 (0.2)
5 B A S B OV 5 L P BREEY 1 (0.2)
ESIEIEAS 1 (0.2) Ik 3 (0.6)
RSk 1 (0.2) -z [ B 5 (1.0)
FH i 4 B e 1 (0.2) S i, 1 (0.2)
B Fi IR 1 (0.2) W& If. 1 (0.2)
A 2 (0.4) Le-o<b 1 (0.2)
MR TIEN 1 (0.2) S PH 13 (2.7)
FEEIE 1 (0.2) SRS 1 (0.2)
DU i g 2 (0.4) 71 PN A R 3 (0.6)
it 1 (0.2) WA EERLEE 1 (0.2)
BAVE, B R OGN B O W) SR 1 (0.2)
(FREOFR ) —7 & E L) I 1 (0.2)
REURME A LIE 1 (0.2) R R OV i b
FRR AT A= 1 (0.2) Wi EE 1 (0.2)
RS Rz % %% 1 (0.2)
FARE E it 1 (0.2) T 1 (0.2)
YSERd 2 (0.4) STEE 3 (0.6)
FFELED F 63 (12.9) S 2 (0.4)
IENLIESD F 2 (0.4) BT 1 (0.2)
IR 93 (19.0) Z 5 FEIE 3 (0.6)
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&IlEH n (%) &Il n (%)
BEIEE O FEIE 2 (0.4) iy A1 R &GN 1 (0.2)
W% 1 (0.2) AR E5- 1 (0.2)
P2 G 3 i 1 (0.2) AR Lo e JEE 1 1 (0.2)
M 1 A R R 1 (0.2) y-TNE IV KT 1 (0.2)

A e A7 =T —B
4T 13 (2.7) ~v 27Uy MRS 1 (0.2)
1EFTH 3 (0.6) NET TR 2 (0.4)
1% i E 38 (7.8) [ B 5 1 (0.2)
TR I 1 (0.2) INRSN 2 (0.4
48 g 1 (0.2) U o —EHEN 1 (0.2)

B R b 4 P ER AR 1 (0.2)
ift F ALPH A 1(0.2) AR ER A 1 (0.2)
ifL.# CPRH I 2 (0.4) PR E D 1 (0.2)
i, G 1 (0.2) I ERE s> 2 (0.4)
MJEART 5 (1.0)
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9. BERBREKRICRIZTTZE
BRIE STV
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10. BEKS
13. BEKRE
13.1 FE4R
W EE D EAK TN Z 5 aTRetE R & 5,
13.2 WiE
B R R RBEIRIT R, Eo, RANIZ VT B RN E WO T, MBI X D
FIFIFFCE Aoy,
[fizat]
ARENTIMAE ZPRE L CIMEA KT SE21/EARN S5 Z L5, BERE L725A 8 E O i E K
TENEZ DRSNS D, AFIORREARMBEANL/RS, Flo, FU N IBEERE WD,
MEENTIZ L DEREFIIIFFCE 20, AF O &R GRFIX, BRI Ul e LE 2175 2 &y
18 O I AR T OB A I I A LRI G- O XFFRELZ LIS U TTY 2 &,
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1. BRLEDIE

14, BHLEDIEE

14.1 EFIZMAEROEE
PTP @4 DFANT PTP > — OO H L CRAT A2 L 2E+ 52 L, PTP v — DA
RIZEZ D NS AEERE~RIA L, EIZEFLE2R 2 L CHERAREOEE 260
JEEZDRTDHZENnH D,

[fzz]

PTPY — h OFEERX R D= OIZERE LT,

BENPTPY— 220 FERAL, BESCKEZHET L LWV ) FHHINEML TE/-Z &1

P, HAGEBERFEFENLFOMISIC OV THRET A L 9 AR ASH S S5 HERN

Holz, Thazld T, IARKMKESSOH EHR LADLEFEE LT, 2RO — Lt

IZESX ERENAEEZREH L TV D CEAR8FE3H 2TH A, B Ha#EFE 2405, 304 &)

12. ZOMDFE

(M EEERERICE D 15k

15, ZOHoFE

15.1 EREREAICE D < 1Bk

WIS T o D03, FRgs MM EMERT A O JE M ) e B 147 Bl 2 x5 & L7 [ERE LR
77 e AR IRIEGAERIC W T, T B ARG U CARKIR GRECITEE A EER L
ODHLENELBO LN, B RYIch ISz, FERGY (CHEERT) Tk, BELRA
ERELIIAFIHEGERET 73 Hlth 27 B (37.0%) . T B REERET 74 Hlth 17
(23.0%) . FECIIAFEEGRT 73 FHid 8 # (11.0%) . 77 BAREEGHT 74 it 3 #l
(4.1%) FBOLINT, Bk G (CEERPLOIEERB) <X, EEAEFRIT
AFN P GG RET 32 Bl 12 1l (37.5%) . 77 B R LAFI~OYIEEZRET 38 il 21 4
(55.3%) . FETCIIAFIFGHGRECT 32 61F 1 6] (3.1%) . 77 vRNBARF~OYEEZHE
T 38 Bt 8% (21.1%) WLz, [8.4 BH]

[z ]

PH-TIP #2385 & U= AFIOEBRIL R 7 7 & Ak R Ll al B Ol 54 Fodk L 7=,

[VIL5. B e ARNEE & 2 OB SMR]

(2) IERGPRERER CE D < 1B
BRE I N TR




X. JERGEREABRICREI SIEE

1.

FEHB
() EHRIEHB
VL IR BT B ) OEBH

(2) & FREHER

B PEE | RSEE] | b Pt
—ER 7 v b 0.3, 1. 3 1HE@6) | L,
| AT (Wistar) E:4=R-AEN
| BREE) (=77 4= R)
MIRCF LT RIS (T v b 0.3, 1. 3 e BRI A IRESARIK
T R, BRI R T BI1REZA | (Wistar) DRROEE] | (7T~8) i, HEIFII UG
R B, ~F VL H — LR IR, ZOMOIEH X
IS ! WAL,
hERGH U 7 AERICKIT T2 |hERG %3 (0.1, 1, 10uM| — [F&2L,
CHO i [in vitro)
CFTEENEAC KT UG (0.1, 1, 10pM| M 0.1, 1pM: EERL,
fig 7" % o Lin vitro) (4) |10 pM : APDgo3E B ITHE
e FH,
DA R/ NT A—5 (EINREGER R T A X 0.01, 0.03, HERE 0.1 mg/kglh BT R
JFEAETRIIE, AASBIGESEALRER | (B —27 1) 0.1, 0.3 (3) [T A=HZ DB,
I, FERERREEER, O [+ 45N DO, PQ
B, POEIRE. Ok, 1R i [A]] J OQT IR A5,
B, ARMmERR) | LEXRS
o [ZA=2 (PQ. QT. QRSHIE)
i [OURIE OOGEAESRI) | 040 |7 L A—2— | 0.05, 0.1,0.3 | MHEME |BIREISRKAFAIIE T
2 B, DEXT A—4 (PQ. QRS MEEREE N | [RHOHE] (B) |L. mMEE FERICRG L
- [ROQTIN) X T2 SR D DA N 2 38
(B—27n) Wiz, DAAEROHEIN
I v, PQMUQTHIRRITE
oo \EHRIE (IUHESIAEEES]) | o4 [T L A—%—| 05, 1, 3 M (BRI BRI T
7 [ DERAT A—42 (PQ., QRS PEEREE N T | [#&0 H[al] @) |U, mEETFERCRE L
KOQTHIRE) . R, BIEIHE |~ + T2 S PED DA 0 2 38
(Wistar) BTz, DEX/NT A—4H
IR, HISES) TR
L.
IR RENFRE, W, = [FREE T A X 0.01, 0.03, MERE |~~~ U MEE 2
TIAT A B FERHRA | (E—21) (0.1, 0.3 mg/kg| (3) |ECEMAMEINE R LT,
OB - “ERMLIRTRIRE, Bk [+ N ZOMOIEH TR L,
mAA (%, —FbRFES Hi[A]]
J£) . EE—EESVE, gL Y T
AF RV TLNRE, ~~ b 7V
M iEE
TEFLa) L EREIL E [BAETY (024, 24 M H 24ApMTTEF LY LK
H v b=y, #bNY v AFERICK [FHEgG [in vitro] (4) PRI Z A RICRE L
15 | 245 HA IR RS ek 2 B2 2 2Ol D IEHIER I
(=3 12k LTI &8
& (10%Lh EOBREER) 1%

3L,




X. JERGEREABRICREI SIEE

o BT/ ¥ehBmgl/kg | PER .
REREH we | oEE] | e P i
e RE, EFE (Nat, KT, F vk 0.3. 1. 3 B |3 mgkg TIRENE BT
B |C1) | HEfE, i~V 27U & | (Wistar) K 3=E:-1El (10) |%s, EfFEHEIE, TR
te |V R/z L AT o— L IR L,
| HBEE Mo IR 0.3, 1, 3 B |3 mgkg CHUBHEAAEIC
(™ T vk B3R 6) | LFH
t (Wistar)
mERE GRImERE, AmEkE, m |7 > b 0.3, 1. 3 He |AmEkE, s EE, ik
IED) .~ b7 Uy Ml | (Wistar) B3R (10)  |[EEEICKRT L CITEEA L,
~NET R UFE~SE B e R 1. 3 mgkg CARIMERELIZ,
M [, terey brrRT TR 0.3~3mgkg T~~~ U
it 7> el v b e iR
A B, XIEH BRI
HERRD & 075,
HIfEE (k92 £ CTORE) B S » b 0.3, 1. 3 e |3 mgkg CHIUMBREOER
(Wistar) ROEmE] | 11~12) [EHfmdH Y,
%1 : p<0.05, ANOVA/Dunnett’s test
%2 :12%. p<0.05, t-test
#3:32%. p<0.05 vs fL{AxERE, Kruskal Wallis test
X4 HET v F30%, FEMRT > F13%. p<0.05 vs BEAKIIRAE, Dunnett’s test
%5 kI RK11~12%., p<0.05 vs A% HEEE, ANOVA+Dunnett’s test
(3) Z Dt E I ER

1) Fp5E 50 (BB )

VAT 7T FNOERHOKRMEIZONT, KT0OFEBEHOZFELOEEREEZH TR LT E 2 A,
VAT 77 b (REEEL0 pM) 1%, BT L7/ ERICR L TEAE T, BERIEELEL
enoiz, £7-. fx OPDE (phosphodiesterase) (Zxf9 5 U A4 77 RhDOEEIZ OV T
L2 ZA Kt M ZIAPDE-TBIZX T 2ICsfEIX2.9 uM Th o727, Ffde M
#i 2 (RPDE-11A, 9A, 8A, 4B, 3B, 2A, t b/ & v 1% L 7-PDE-5, 7 PDE-6, 1
WXt T DICsfEIX10pM #2272, X612, ZFT7 =1y 7 7—FA (GC-A) K77 =)
27 Z7—€B (GC-B) IZx7 25V AT 77 FORBIEHRIZONT, 7 v FGC-AXIZGC-B
IR L 7-CHO L AR — & —fijatkz H W CTigt Lz 2 A, VAT 77 b (EiRE30
pM) 1. GC-ANXOGC-BIZkT 2 HlIER 2R & 2o 72,

2) I/ EESE 59

VA 77 FOMIMOEREIZ ST AEHRIZOWT, B NEOYT v FOIfi/ MR 2 W THRET L
oo ZORER, VAT 7T N (0.03~10 pM) 1%, fi/IMREEEOEIZEE S L, cGMPIETM:
Tar A —€ (PRG) OREETH 5 IMEIREAEEY v 7-AHE (VASP) ©
Ser239K (NSerl57(281F 5 U v efl. 72 6 ONT I/ MRcGMPHEFE % 8 FER AR H N S B 72
Z L5, ¢cGMP-PKG-VASPY 7 F /Ui 2 TR AL 3~ B ATREME A R STz, E7-. KW
MR T D U A 77 FOERIZHOWT, B MMU/MEEZHWTHRE L7, F 0k
B, UAVZT R (2~237TuM) 1, aT7—Fr, TT /v U UBEER MRV EVZR
RIEHAL ST F R-635 M/ IMREEE 255\ 7208 & b B B AFACBAE L7z (ICsoff : 59, 41
K84 uM) Z &b, in vitro [IZBWTHWHILIMUER 2RI LB 2 b,



X. JERGEREABRICREI SIEE

2. HHHER
() BEER 5 SRR ©
~ U ASORE ARG R OFIRNE 5%, 7 v PAORAKRGHIZBNT, VAT 7T MTRRE
A 72 R TR b e o T,

R GR#E. MERD) PR S g DR (mg/kg)
B 300< <2000

~ 7 A (NMRI, i) —
EE 30

Z v b (Wistar, M) ey 300< <2000

) RiEEES AR ©
YU RCBTLEET BT 7 A ML, EERICER L RE OEIBME R TIC LS E -
DRERERLOBEOMATEREER @EHETIIECZLZ561LE) ICL> THEMN IO L
DThoTz, 7y MROA X W KEHEGHEERBRICBW T, [FEROFE RIS E L,

B R Bh5I55/ H5&

Eoyv=N ~ =
(HERIL B Q) 2530 melkg | CRrER SR
WA
80ppmbl - © FFE KBS, /N <k — SRR
400ppm : FEL, —HRRIEZ L (2ot IEE L)
- ¢ . n, $EshdE n (fefiee - &) | ERAH
(HekE,/ %10) HER I3 | 80, 400 | 80ppm | L . U o SHREGRAE)
ppin SOV, B O, WO - (BE - WAL,
D B, R B - R, S, AN
DRER K O B 5
o cp1 | . ‘ WEHRIEZ, IO B3 - 2, /My S — iR
(e 7 %10) 0,131 200 ppm | 200 ppm | Bk, FFEEEHN, FFARAE K, MR Bk,

JEE D B 0 - ALK, BESME i

1.5mg/kgbh k@ JRIMER ST A — & HA0, HEIR i EREL

BN, 1R AL SN

smg/kgbl b o PRSI, FFRT RN, IF AN
0, 1.5, £

5. 15, 30 15mg/kgll b : HOIRTE B, KIRE RRBURIE, 15

I U >/ SER O ER

30mefkg : FER I, (REHINANGE, b U L

b, R LDHID, R RN, I

Sme/kgPl b o ARILER/ ST A — 2 AN, B Bl T,

1L 7 A D, BIEERIRHIER,

10megfkgBh b« I3, 376 E28 0 D, #EK TR

W, IRZEAL (REHIN, RICTEIE TS |, FFSpm

Sy Wistar | ‘ 0. 3. B 10 | ESRMIN, FECRCIN, FAINO BTG, e i U i
(e~ %10) #0138 10, 30 Mg 30 | 0, BN, MBRIBEHIRER AL, N SR — b

fnazenafL

30mefkg : KRN, (RIRME T, IEBIEIS T, (KB

P - I CHE) |, WA - SRS MERECHIN, e
N7 DT A R, T S E, ST

IR - RESEIR - BB LR R

Z v b/ Wistar

(et %10) | FEH/ 4
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BWRE R LT/ B eER

(PERL D% | RN | mgkg | AR EARPT

A

dmg/kgbl - - MBARMERECHN, BBOME, BITERK
WA, /NS — b AIREAR A
20mg/kgbl b= : (ACEHIMBNE, AN - K RN,
HRIMER ST A — 2 B0, FRZEL (RESM, RE
[EFE), M hY ZUEY R, RS
P, D - IR R, ROSIARE B, RS
% /1358 0. 4, 4 YO, AERNEIE, PINRE RS, SRR
20, 100 B ERIER, AP T Y o SR
100mg/kg : —MREEZAL (R, 5 \2 5 %) ,
ToABE - By A, Bl BRI, K - ﬁ%
e L, MR - SN R, R A
B, AR, TR PSR, MR R A 2
1., FIRRIE DR Z%, R ORI TR AL - B, MR/EF I
it - SBIEAL

Z v b/ Wistar
(Ml #-10)

0.3% Olmg/kglh I« MEAL T, DFE N

o 0. 0.3. 3/2 mg/kg b.id : —IREEZ L (R IRRERE(LS) |

ARXE=TN | e 1 g% 1 IR - SR, AL (2h, € e 50
(MR~ 453) : bid bid | gl SEHEEERANE SN, FEARRLB A

*Be 53 2mglkg b.i.d 12, #5412 2mg/kg q.d.1C

o8

0.3mg/kgPh I MIEDET, LIRS, L N EIRE
PR V7 fie
A X/ =T . . 0. 0.3, 1mg/kglh | @M - PREE, Lo, O i s REE
¥ il .
ke ) | EDIBE T T 03| e
3mg/kg : ERE JEIR - WK - FREAMHE) | BB ERE
BN - BRI R

T8 1%

2.5mglkgbl I : LSRR, U 7 D, HEIRIE K,
W%%@%%%@m

10mg/kglh I« RE2EEhE, EAK R, IR FEHN,
ﬁ%%ﬁ%%%ﬁﬁ,mméiﬁm BRIREEIE K, T
Wit o us 2 R A, B, PR R BAS R D, BU £ 7 Y
7 1star % N . 2.0, RE @ 2. LS BEE ()

(et 45 20) 26 10, 40 10 | 4ome/kg : REBRBIIN, PRESIINAIE (HE) , FEAE IR
WA - R Y 7Y Y R, SRR, R
FRT, MO - AR BLRIN, AR - RSN - B
kR R, I, AR - IR,
VEFY LS AR () MBS — N R
1k, I RIHIRAE I 2 1L

0.3mg/kgb) I : B ERRATAEA
A X/ —T )L . . 0. 0.3, 1mg/kg LA L« JRAR - BCIRGE, M EAR T, DA%,
(ke fa) | PER/26E )T T R

3mg/kg : BT, B REEEAL, IRM:, JiHE

0.3mg/kglh b« MFERT, D, FIe & &80,
N DBYIRH AR
42/ e—=sn |, \ 0. 0.3, -
(ﬂﬁm/%‘l) ﬁD/E)Z@ 1\ 3 0.3 1mg/ng\J: : [][E!nf . M, T_‘%ﬁ, LHWVE 5
3mg/kg : JEL, (R - FEAR R, —HORIEZE (L (&
B0, BB BIHISE)

TR R 2R T, T AN E B L7 28, ZIcheds L7e B b, BISHED SIS XITBERENTH Y |
P &I,



X. JERGEREABRICREI SIEE

(3) EInHE MR °
YAERTIR 70 Y —LikBR (n vitro) | \FFUEMINE (VTORINE) 2 V7o Be o (R 5 ek
(invitro) . =7 ZEHEABR, ~ 7 ZFHRAKRERBROBRIIOTALERETHY, VA
P77 MIELEEE A S RnWEEZ LN,

G MARERB (IR, Ty k) 29
~ 7 % (CD1, MEHE, 45061/8) 2V A2 27 ~0, 50, 100 % *200 ppm%. T » hk
(Wistar, ME#E, #5061/4E) 2V A7 7 R0, 5. 105020 mgkgs & E N 2F-MIRETH G-
L7zb &, ~UATERL ORGSR AEROBMNHER SN, 7 v FCTIHIESERIT
RBOLINT, YU RIRFRP DO THDL EEZEZbNTE, ~TUAKDNT v N TROLNTZZED
ORISR EILTTRT, UAT 7T MEG L ORERRD S o Tz,

(5) £ IERLE S MR
1) SZHERE M OVE R £ COMMIRIEAEICRE 5538k (T > h) 6

7 v b (Wistar, MR, 52401/8) ZHWNT, VAT 277 M0, 3, 10& T30 mg/kgs I~
> MIEARE AT & OF O% ORI HHBEEE T, T v MIIXABLAT20E ] & Y
ZOHOZEIMMN SR (RR%) THEF CEAROEL L, 25 RM%ICBET 5B
PEEE, (REA~ORE (IKERINIHE) (X, T3 mgke/ H. MT10 mgkg/ H. %
JRBBIC BT o R R, R E COHMMER L7 2 £22510 mg/kg/ A Lflran, —
75, WESZRRERE R OIS ATk L, VAT 77 b (A &E30 mgkg) (2K 2D 0BT
LI o T,

2) IR « JRIRFAICET 28R (T v b, UHF) 545
iR v b (Wistar, #22060/#F) ZHWT, VA 77 M0, 1, 5, 1V25 mgkg# iFiR6~
1THEHE CEARO®RS L, BHEFEMEE LCE, 25 mgkg T @O ERD (F5-5844
%3HM) . LE, READOESWY, FKE - JREFENPFED 5L, 5 mg/kglh L CREIEMN
P R OB 2D 338D BTz, B/ N7 A —Z 2B LTIk, 25 mg/kg T, ME2H1IZ 200K
INNFED BTz, IR« BRIEFE~OREL L TL, 25 mgkg THIBKRERD ., BLELE (g
HAHED . DEHRRBREOEINNED bl ML EORRIY . BMEAEMEICET 5 EENE
11 mg/kg/H ., W& - BB AICE T 5 MM &35 mg/kg/ H & ¥ i,
AR Y% (Himalayan, &2060/E:) Z#HW T, U4 277 R0, 0.5, 1.5% O mgkgs it
#R6~20H H F CHEAMROEE L7z, 1.5 mg/kgll ETIRAEDEM, 5 mg/kg TEMILILDHE
NZERBO, PWEE R LT-BMIICIL, RHMAEMEE U CERERD . BEEERD ., —BRiEDZ b
(FEEORE 2 L) PO LN, MELOEMREINOFERE LT, 1.5 mgkgll b TALFI
WEET28WHENMET Lz, LEORER XY | BRI T 2 EaE M E130.56 mg/kg/ H |
TEWNIAEICE L UIREORINCES%0.5 mgkg/ B, MIEEHMEICET 2 EEMERIXLS
mg/kg/H & S iz,

3) AR L O AER% O34 b N REM OREEICBI T 238k (Z v ) 6

7 >~ b (Wistar, n=24/ff) ZHW\ T, VAT 277 K0, 1.5, 5% U155 mgkg% iTik6 H
B2 BRI R O AL 2 Tothk2lH B E CEAKROES Lz, FOEMIZHs W T,
15 mg/kg CEEFREJF/D 2 £ 5 BRE o R EH NG 258, 15 mg/kgF TR, HERIRE,
WERERS, HAERDBET, EHEE R, =ALATHE), MARSOISEMOREYIF T OFLR
O, HAER, AFEE, BILBLORERICV AT 77 MIBEE L - 22813580 57 )
ST, BEAZOFIHARIZEIB W T, FRRE, K, 178, FEEILKORERICY 47
7 MEREORBEITEO b FIHROATEREN) K OFHMRITH L ThH, VAT 7T MG
B L 72 B3GR e o T, LLEDORER LD | FHE (FOHAR) ~Dg2: (—fikmk
N OVESERE) 1ZBId 2 MM RIE5 mg/kg/ A, F1#AROHAERT - HAEZREE (FIEARO 4
RE & Te) ICR9 5 MM EIX15 meg/kg/ H &Il ST,



X. JERGEREABRICREI SIEE

(6) R R 45
BB L

(1) =Dt D% =E
1) GEEHE ©
7 v b O4AE MR G- EERBR J O3l I S # 5 3 RBRIC 5 E AL/ g s ke (O
AT g, ALY 7 AR E 2 L— a VT2 &) 12BN T, BIERITKT T D BRI R
BITFRO LN Do T2 2 D h | BMOREEMRERITEM L7220 o7,

2) SBMEER (/nvitro. I9RX) 78
3T3 NRUN:EMERER (in vitro) \[ZBWT, VAT T b (EEAES00 pg/mL) 13t MEE
BT AN RIS, L LN, M~ 2 (NMRI, n=6/#) |2V 4+ 277 ~0. 3.
10% 130 mg/kg# 3H MR ¥ G- Lz, JapTV v/ EiskBk, B RS OFR] 0D 7= 8 OFfe A€
7V (LLNA/IMDS) (Z8W T, VAT 77 MEGIZ L2 BEHCBIE L7221 23580 b v /e
Mol=Z b, VAV T MOEFE®RITRVWEB 2 bz,



X. EEMEREICAT HIEE

1. HHEX5D
BUK . 77 A SA® §20.5 mg. 1.0 mg. 2.5 mg JEIEK. AL S K
E) —EMSEONGFEICLVERTHZ &
BRIy - VAT T b Bl

2. BHHME
HzhHIE 364 A

3. BERETOITE
FEIRLRAT

4. BIRWEDZEE
PSRN

5. BEMITEM

BEMERLTA R HY

<TVDLBY (HARFER - HEER) &Y

OO BT ER -

M T T AR R EEE IR S5 B S A B ZERR M i EE  (CTEPH) |

(75 LR AGEE IR SN D BE S Ao~ IfEhIRMERG & EE (PAH) |
(RMP®D U A 7 Fe/IMEIEBY D 7= DITHERL S V7= B #1)
[ TT.MEEICRET2HAE ) KO T IXIL.2. ZOMOBEHEEE) DOEB]

—Fi% - FBE

R E SR

2 L UNNTF IV R, T T a0, RECF KT, T TR E
VYT H U RFTuA NS NI T A, 2B T RAT ) —AF R T LA FLT
BAF=), fBFBR N, ELFIY

Il = I

7. EFEFEBRA
201349 H 19 H (BT %)

8. HERFTARFEAARUVARES. EMELRHBFAD. REMBERAAR
AR AH H H 201441 H 17 H
& R % 5 : 0.5 mg 22600AMX00013000
1.0 mg 22600AMX00014000
2.5 mg 22600AMX00015000
SAMINEAEA B : 2014454 H 17 H
IRFERHAAEA B 1 2014 4F 4 H 18 H

9. MMEEXIIHREM., BERVHEZEEMNEOEABRVZFORE
HE ST BB INAEH B - 2015 4F 2 A 20 H
BN S AT ZhRE SUFZh 5 - Al Eh R i v a5



X.

EEMNERICET HEEB

10.

11.

12.

13.

14.

BEEHRR. BIRRAREABRUVEOAE

BEARR/NA

BEEHM

104 (201441 A 17 H~2024 41 A 16 H)

REMREHIRICET 5158
AANE, BRI D HIRIZED STy,

£EI—F
B He 2% fifih 728 K
e P e | WEREIER = ¥ por 1y | VT HERS
g = —
7T LoXAEE 0.5 mg| 2190034F1027 2190034F1027 1230192020101 622301901
7T LN AEE 1.0 mg | 2190034F2023 2190034F2023 |1230208020101 622302001
7T LoXAEE 2.5 mg| 2190034F3020 2190034F3020 |1230215020101 622302101

RIEHRFLEDEE
BARAYA




XI. X wmk
1. 5IEX#E
1) WHE O AABERIFREOE R - S MEEBRTA BT 4 > (201 7THELETHR)
2) HEEADS : A ATERSBFLFEOSENTCIE « il e 24T & O EIRIMARAE OZWr, 18, T8
WETHHA RIA4 2 (201 THESETRR)
3) A T VEARIENEERE [RARNERERRE 235 & Lz Rl Gl ABR12639) ] (20144701
H17H#GR, CTD2.7.6.9)
4)  ANA T)VEER N R [SME R & i B & LT Bl el GABR11258) ] (20144701
H17H %38, CTD2.7.6.11)
5) A LEEHNEE [SME RS 2SR & LT K O o R GRBR11914) ]
(2014401 A 17H 42, CTD2.7.6.15)
6) A T VRERENERE [BARARERRGR S xR & Lo RRE RGBT (ABr12640) 1 (2014401
H17H %38, CTD2.7.6.10)
) A TOVRARIENE R DME RS xR & Lo RE R G ABR RBR11260) ] (20144201
A17H&ZE, CTD2.7.6.12)
8) NA = NESANER [Misif)EAEBE RS e U8 A RRBR (R5R11874) 1 (20154F02
H20H %38, CTD2.7.6.30)
9)  Ghofrani HA et al. N Engl J Med. 2013 ; 369 : 319-329 (PMID : 23883377)
10) Ao = VEREAENERE I8 e S AR PR ) e ARG & kf 5 & L7 BB AR (GRBR11348) ]
(2014401 A 17HAGR, CTD2.7.6.36)
11) Ghofrani HA et al. N Engl J Med. 2013 ; 369 : 330-340 (PMID : 23883378)
12)  ASA = USEEAENERE DI R il &) i i fR s A k5 & L7 BB AR (BRABR12934) ] (2015
£02H20H &7, CTD2.7.6.39)
13) Simonneau G et al. Eur Respir J. 2015 ; 45 : 1293-1302 (PMID : 25395036)
14) A USREAEPNE R [ A FE A P i i i AR A G & L2 S A O B Wik % 538k GR
5%11349) ] (20144E01H17H %R, CTD2.7.6.37)
15) Rubin LJ et al. Eur Respir J. 2015 ; 45 : 1303-1313 (PMID : 25614164)
16) A T USREAEPNE R [ Eh AR i i e R 2k 5 & L= B AR ARBR O KRB GRBR
12935) ] (20154-02H20H &R, CTD2.7.6.40)
17) Hoeper MM et al. Lancet Respir Med. 2021 ; 9 : 573-584 (PMID : 33773120)
18)  Schermuly RT et al. Eur Respir J. 2008 ; 32 : 881-891 (PMID : 18550612)
19) Ao = UEEHNER [sGCEEIFEHLCHO L A — & —ffakkiZ 31T % sGCHITEA/E 12 B4 % 35 ]
(201441 H17H 4. CTD2.6.2.2.1.1.2)
20) A T)OVIRSFENE R [T OfENEIIZ S T 2sGCHRIBRERICB T 23 Bk] (201441 H17H
7. CTD2.6.2.2.1.1.3)
21)  NA T)VIREENE R [AE R 2t S & Lo R F o285 5 GRBR13010) ] (201441
H17H %GR, CTD2.7.6.4)
22) A T)OVIRSFENE R [SMNEAERRE 2 gl Liz=tr 7)) > L oY AERRR GL
5214360) ] (20144£1H17H %%, CTD2.7.2.2.3.3.3)
23) A TVIREFENE R [AMNE S I EE R 2 R Lic s v T 7 4 v & O3 BAE R RER
(FRABr11917) 1 (201441H17H %3, CTD2.7.2.2.3.3.4)
24) A T)OVIREAENE R [FMNEERERE 2xf R E Uiz b a Y — L L O EERRER GRUBR

11261) 1 (20144£1H 170 %%, CTD2.7.2.2.3.2.1)



XI. X wmk

25)  Becker C et al. Pulm Circ. 2016 ; 6 : S43-S48 (PMID : 27162626)

26) A T)VIREENE R [FMNE RS 2t S & LK E T Vv =0 A Kb~ 7 r v Ak
O EAERRER GRBR11890) 1 (20144FE1H 17H AR, CTD2.7.2.2.3.1.2)

27) A VLB DRIVRRBR O R MATPK/PD (13817 PK/PD 38) ] (20154:02/3 201
AR, CTD2.7.2.2.5.3, CTD2.7.2.3.4.2.2.2.3)

28) Saleh S et al. Pulm Circ. 2016 ; 6 : S86-S96 (PMID : 27162632)

29) A TOVIREAENE R [FMNENERBRE 2R E LA A 7T — v & O EERRER GRUBR
11262) 1 (20144£1H 170 %%, CTD2.7.2.2.3.1.1)
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8.1 Pregnancy

Risk Summary

Based on data from animal reproduction studies, Adempas may cause embryo-fetal toxicity and
miscarriage when administered to a pregnant woman and is contraindicated during pregnancy
[see Contraindications (4.1)]. There are limited available data with ADEMPAS use in pregnant
women. In animal reproduction studies, oral administration of riociguat to pregnant rats during
organogenesis was teratogenic and embryotoxic at exposures approximately 8 times and 2 times,
respectively, the human exposure. In reproduction studies with pregnant rabbits, oral
administration of riociguat during organogenesis caused abortions and fetal toxicity at
exposures approximately 4 times and 13 times, respectively, the maximum recommended
human dose (MRHD). Advise pregnant women of the potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2—4% and 15-20%, respectively.
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Data

Animal Data

In rats administered riociguat orally (1, 5, and 25 mg/kg/day) throughout organogenesis, an
increased rate of cardiac ventricular-septal defect was observed at the highest dose tested. The
highest dose produced evidence of maternal toxicity (reduced body weight). Post-implantation
loss was statistically significantly increased from the mid-dose of 5 mg/kg/day. Plasma exposure
at the lowest dose in which no adverse effects were observed is approximately 0.4 times that in
humans at the maximally recommended human dose (MRHD) of 2.5 mg three times a day based
on area under the time-concentration curve (AUC) for unbound drug in rat and humans. Plasma
exposure at the highest dose (25 mg/kg/day) is approximately 8 times that in humans at the
MRHD while exposure at the mid-dose (5 mg/kg/day) is approximately 2 times that in humans
at the MRHD. In rabbits given doses of 0.5, 1.5 and 5 mg/kg/day, an increase in spontaneous
abortions was observed starting at the middle dose of 1.5 mg/kg, and an increase in resorptions
was observed at 5 mg/kg/day. Plasma exposures at these doses were 4 times and 13 times,
respectively, the human exposure at the MRHD.

8.2 Lactation

Risk Summary

There are no data on the presence of riociguat in human milk, the effects on the breastfed infant,
or the effect on milk production. Riociguat is present in rat milk. Because of the potential for
serious adverse reactions from ADEMPAS, such as hypotension, in breastfed infants, advise
women not to breastfeed during treatment with ADEMPAS.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Female patients of reproductive potential must have a negative pregnancy test prior to starting
treatment with Adempas, monthly during treatment, and one month after discontinuation of
treatment with Adempas. Advise patients to contact their healthcare provider if they become
pregnant or suspect they may be pregnant. Counsel patients on the risk to the fetus [see Boxed
Warning, Dosage and Administration (2.3) and Use in Specific Populations (8.1)].

Contraception

Females

Female patients of reproductive potential must use acceptable methods of contraception during
treatment with Adempas and for 1 month after treatment with Adempas. Patients may choose
one highly effective form of contraception (intrauterine devices [IUD], contraceptive implants
or tubal sterilization) or a combination of methods (hormone method with a barrier method or
two barrier methods). If a partner’s vasectomy is the chosen method of contraception, a hormone
or barrier method must be used along with this method. Counsel patients on pregnancy
planning and prevention, including emergency contraception, or designate counseling by
another healthcare provider trained in contraceptive counseling [see Boxed Warning].

(2023412 H )

A —A 7 U T 5% (An Australian categorisation of risk of drug use in pregnancy)
X

Drugs which have such a high risk of causing permanent damage to the fetus that they

should not be used in pregnancy or when there is a possibility of pregnancy.

(2023412 A W 5)

—103—



XI. 2Z&H

(2)INRICBET BEEE
AADBEFIRLOTLHIILLTDO LB TH Y, FDA CREWACE) K OMINIRA SCE & 137
Do

AFNCF T D EOEE
9.7 IMNR

N RS & U T BRI L TR,

FDA CKE#AT SCE 0 FLH)

8.3 Pediatric Use

Safety and effectiveness of Adempas in pediatric patients have not been established [see
Nonclinical Toxicology (13.2)].

(2023412 A W 5)

RPN IRAT SCEE D R
4.2 Posology and method of administration
Special populations
Paediatric population
The safety and efficacy of riociguat have not been established in the following pediatric
populations:
Children aged < 6 years (see section 4.1), because of safety concerns. Non clinical data show
undesirable effects on growing bone (see section 5.3).
Children with PAH aged 6 to < 12 years with systolic blood pressure < 90 mmHg at
treatment initiation (see section 4.3)
Children and adolescents with PAH aged 12 to < 18 years with systolic blood pressure <95
mmHg at treatment initiation (see section 4.3)
Children and adolescents with CTEPH aged < 18 years old (see section 4.1).
No clinical trial data are available. Therefore, the use of riociguat is not recommended in these
populations.

(2023412 H W 5)
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