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R AL, KR (> T7 082,/ 9557 4)0& L Tl0mg/
40mg) i+ 7 A3 v MEIOmg K Y ¥ 5 7 4 )V40mg (HL.H) b
) % 2SR ICH RS L2 L S D ¥ 5T 7 1 b O I gk A
BROIEWENTE/ ST A= IZUTD LB TH o7z KEIF G I
DI RIS T S BIRE /ST A — & (L HF PR L ML
TBY . EWENFRSEOREZH - THEATH L, ¥ UHEA
F—%)

- EaE
4 40 o BAEIA
=

ﬁ 24 48 72 ngiﬁwﬂ%éﬁm (h> 144 168 192 216
BERAICKE (AAE8R) RIEATZXI v MRImgRUZE T 7 1)L
A0mg (BEIGHA) 2 ZIERFICEERS LEZLEDEE T T LD
MIFFRREHTRE
BERAICKE (AR RIEATZAI v FMEImgRUZE T 7 1)L
40mg (BEIGHA) 2 ZERFICEERS L L EOmEF 2557 10
DEMBHRE/INT X — &

sy BB T BT ZE) o tmae © H A (FEF)
NTA=Y AL &7 (34191) HFIE A (3441)
tmax (h) 3.00(1.00-24.0) 2.50(1.00-7.00)
Crmax(ng/mL) 545(143) 610(120)
AUC«(ng - h/mL) 20733(7511) 20913(7174)
(33f1) (33f31)
tiz2(h) 22.8(7.76) 22.7(7.26)
(3361) (3361)
16.2 TRIR

16.2.1 BEDE

OS2 2%

fREERE R N 16BN ARH & 22 B O B RIS S- L2 & & 228
el L <. ARKGEBOY YT Yy YRR YTV 7 Y DI
PEACH DO AUCS K U Crae IFARE TH - 720 2 FHEIANT— %)

EE I E

TR HERL AN 166112 ARH] & ZEBE M L SR I RS- Lz e &, 228
el i LT, BRI 5HDY 5T 7 4 VOAUCIZARETH
5727 Conaxl345% I L 720 2 (FHEINT— %)

16.3 2%

16.3.1 MFFEMFEAE

Mm<r>a>
MAREAF AL, v 27 Y5 V9% E, v ¥ 728 YOl
HACHI399.5%TH ), FIZT VT IV Eal-TRUHEERD &
AT B, ®

@Qa57711
&V%74»@mﬁﬁaﬁﬁ:u%%w1wm\¥@ﬁﬁ&rm%

D. FIWZTIVT IV R a l-FBUEER EHEEGT 50
164&&
16.4.1 528>
%%mAwuMCV/Txynmwéiﬁﬁuaﬁuth\m

WP~ 27 v CARBAUE, EEE . VR R AT
&) SNz, MEEF OGN R OA VR VB~ T vy~
FREAR DTSRRI IZ Z N2 I89190% K OHI20% Td - 720 1 (4
EAT—%)

VTV Y OFEERHNICYPEEE, EIZCYP3A4K UCYP2C
77 31) —(CYP2C8. CYP2COM O'CYP2C19) 12 & %o {fithfCH
WOAEBIEEIZCYP3A4IZE b DTH Y., CYP2CS, CYP2COK
UCYP2C19D B GA3 b T - 720 SEHGEEY A S 2 WG

DEBITFEIZCYP2C9I2 L 5bDTH Y, CYP2CS, CYP2C19/%
UCYP3A4DB G 3 HFHTH - 72, [10. 2]
16.4.2 3457 1)L
fEEERL N6 HMC-% 5 7 4 V100mg % HlalfE % G- L 72 & &
MEEHFIIZEILY YT 74 VREIER AT VAT I =V T )
70 Y BIGRDSERD N7z, MR O AT VA7 T — VfRIE A
FNA T A=V N0 EERAERDI0%AM TH > 720 (FEEA
FT—%)
16.5 Bttt
16.5.1 v 724>
fEERE R N6 HC-~ ¥ 7~ % »10meg % H R OG- L 72k, #%
L1514 0 M F CORSFHERIERIE, RH49.7%., #H23.9%TdH
Sl RISV TV E YRRV T V8 2 OGS S PR
Ehehotze W WEANT—%)
16.5.2 2457 1)L
fEERER N6BIIZHMC-% % 7 4 )V100mg % B OG- L7z & &
D 5 1%312F M F T O R RE RN FE A 160, 5%, R
36.1%TH o7z TERIZIIEIZAF VAT I—=IVIK, HT T~
AR, RIPIZIZFIZAF VAT I =77 a Y BREER LR
T A=)V ua rBRERPRD SN, GHEAT—%)
16.6 JHENDEREHFT 8L
16.6.1 FTikREEEEE
OS2 %
Tl B B A 851 T VR JEE P 5 fE 3 (Child-Pugh 73 48HA) 761, w451
(Child-Pugh%3-48B) 861 ﬁF(Chlld Pugh4HC) 8B~ ¥ 7 ~
7 10mgx BREH G- Lz, ~ 37 v v RN~ Y T8 v
DIE A O AUCo-o L FFHE B E TR A 066~94%TdH -
oS, taddHERN & PR ERETED S hh otz P (FRHEA
7—%) [9.35F]
(NEE Y
TR RE R N8B K ONIT e 2 B 25617212 % 475 7 4 )L 10mg™ % Hi.[n]
OG- L7z & &, BEHFRE R (Child-Pugh class A) & f&E
JE JiT-FE 2 i # (Child-Pugh class B) ® AUCo-o I ZEHER A & (2 IE[E
HThote ¥ WHEIAT—%) [9.35K]
D AKOAZEHEIZIHLIEEE (w27 28 v & LTl0mgh MY 57 7 4
Lk LT40mg) TH 5o
VE2) BB E 2 (IRIDIIFFE 253200 & 72 %) . n=8 : B IFIE4E (Child-Pugh
class A). n=8: EEEIFRE % (Child-Pugh class B). n=8 : HELFREE
(Child-Pugh class C). n=1.
16.6.2 BipEEEEE
M=<r>a>
T B L N8B e OV ER B B i B (CLer = 15~29mL/45) 8612 =
YTy 10mgE MR O G L2FE, 27 27 ¥ OCua Kk
OAUCoe 3R AN ICHAREEFREELE TENRETNIL% R
24%75 < v t2lZ10% R DIEE THh - 720 G D Crax L O
AUCooo TR & 1) b EEEE R E B E T N2139% 5 1°58%
B 2332 IER L7z ¥ (JHEAT— %) [9.251]
Qa457141L
@?&Amw R B S R (CLer=51~80mL/min) 861, 14
HhiE#EE (CLa=31~50mL/min) 812 % 45 7 4 V5mg kO
mmyﬂ%mlﬁuaﬁttkg AUCo-e B U Cmax |3 R HE A D
ZNZNH100% K 020~30%H I L 720 19 (WHEIA 7 — %)
MEENT % 2T T A RKIBEREBEL66IIZY 5T 7 1 )Vbmg.
10mg & U 20mg™? % BRI 5 L 72 & & AUCo-e0 B D Conax (3
HE A D N ZIHI109% I N41% 880 L 720 19 (BAEIANF— %)
[9.221]
16.6.3 S#pE
Ok P% P2
HE COY YT v ¥ Y OFEYEREIIHE STV,
IR ML & MEE B 12~ v 7~ &~ 10mg % 24 B#E 3% 5 L
B ROV Y T Uy YR VT V7 Y DIETEAR
WO N T 7RISR EE DS R D EINIAEED Bz, 1P (hF
FANT—%) [9.8%H]
a45714)0
T e B A 120 (65~785% ) Tk UM HE# 44 126 (19~457%) 125 &
77 4 V10mgh & HAEI# G- L7z & &, ConlEEHHE & H4EH
FFRABETH - 72705, ElEE DOAUCH- 1A ER 12 H~H25%
EETH 572, 9 WHEAT—%) [9.88H]
16.7 EMHEEIER
16.7.1 ¥ 55>
MNIN779>
HEHERAL4BIZ, <> 7 ¥ % »10mge T V7 7 ) ¥ 25mg% fFH
Lk, v~ 7 vy v oOEYFEEICTLVT 7 ) VidwEir b
Alphrole Tl YT ETINT 7)) v OEYEIREIZF
BEGZ o0 ¥ GHEATF—%)
@IINFFT 1L
TR N12601, <3 F v % »10mgk ‘/)1/7"\‘)‘ 7 4 )V20mg % P
G- L7z, ~ 37 28 Y OSEYEREI S VT 7 4 WVIdeE
%Efx§ﬁ>oto ANV S AV 5 /11/77“74 NARE: 37k}
BB RS 2 rdrolze W (BEIANT— %)
()#b:fy b2
fEER A12601C, 7 b 35— v400mg KA SR~ v 57 v %
2 10mgZ P L7235 R v 2 T~ % 2 O Conass tmax L 28B4 L
AUCo-elZFI2H5 ZHEI L 720 TGP O Coax(351% AUCo-e 13
26%38 L tmaxl Z4A8IE [ 20 5 T2WF R IER L 72,2 (JHEIAN 7 — %)



@>yyazxKRyY >
R ALOPIC, v~ v % Y 10mgEHSHIcy 7 a AR »
IOOmg%PT‘ﬂq L7zkER, ~¥ 7% OAUC: KU Crougnld ZILZ
10% 1 UV38%34 M L 7245, & AR D AUC « K O Crrougn | KF 3
LHEBIRD SN Lo P GHEANTF— %)

GYUT7F7EY
R ALOBIC, <37 v % Y 10mglAEHG ) 77 v €Y
»600mg%x BEH L7zfE 3. 37> % Y OAUC: KU Croumld Z 11
ZIT9% I TN93%IH A L 7o TEPEAREHY) O Curouanl L 17%384 L 7255,
AUC M T 2 BB b e o7z, 2 (EANT— %) [2.6.
10. 18]

6)7arvy—Jv
AN SE BIREE TV K AT O H. ~ 27 v ¥ 2 10mgH.
FIF G2 T 7V 3+ V' — L400me/ H D TIL, v F
> 8 Y DAUCK U CraSZ NENFIB. 8RR VI 35 H 2 &
DHEE STz IHHEH DO AUCK O Crald ZNZNHL.0FF K
OHRI0.6f512 7 5 2 & HfEE S 7z, [10.2807]

16.7.2 3477 14JL

mEOF raFvJ—Ib
R LB A - 39— )L400mg (1 H 1S3 5. EIPR RS
F)E T T T AN20mgt RIS L& T T 4LD
AUCo-o B OCmaxlE Z N2 N312% % 0°22%34 N L 720 (FREIA T
—%)
FEREALLBIC 77 b 39— v200mg (1 H 1EEE 1% 5) £ 5 75
7 4 W10mg® & PR G- Lz & #5574 VDAUCe= KD
Coal X ZNLZNL07% K O 15% M L 720 (HAEAT— %)

@Y rFEWL
FERERL 166112 b F- ¥ L500mg X 12600mg (1H2[E]) & 4 575 7
4 V20mg™ B PG L2 L &, ¥ 55 7 4 VD CuaxlT30%M T
L7255, AUCo-332%n L 7zo (JFEAT7— %)
TR ASHILZ) N F ¥ r200mg (1H2[E) & 45 7 £ )L20mg™?
FOHEG Lz &, #5574 VOCual[FFEETH - 7295,
AUCo-3124%8M L 72 JAEAT—%) [2.5, 10.1ZH]

(OE 52
fEREN1GBIIZ 5 575 7 4 VA0mg(1H 1A KKt~ ¥ »125mg
QH20) 2100 MRS L7z #G1HBIZBTL5 5574V
DAUCK O Cral 3 AF % HAhTE S-REO i & FIFRETdh - 7205, %
H10HBIZBIT A% 557 4 VDAUCK FCraxld AFH) % Hph#E 5
BEOfE & I RTENZNAL.5% L 1026 . 6% T L7ze —Ji. ARHAl
W2 BREYE Y DAUCK U Cnaxl 25T 2 EITRD LN H o
720 (BHEINT— %) [10.2ZH]

@rdix>>
TR A206112 Y T % 2 > 0. 25mg# 1 H 1Al USRS 3% 5-1 0 52 8
KEET. % 59 7 4 V40mg#x 1 H 1110 H i B 1% 5 L 7285 5
AHNZE BT TH Y Y DAUC, Cras & O Crinl 253 2 B8 &5 2272 5
BRSO SN2 ol WEAT—%)

(5) a ERTH
FERERALSBIC B4 8mg % AER I G- B O E R IRE T,
5557 4 V20mgtl & BRI 5 L7z & & AL ONGE L OY
EERIAIME O KT REE1E 2 1219, 81lmmHg M2 U85, 33mmHg.
RN O I B OIERRITIIE 0 i KR B 1d 2 21 3. 64mmHg
R 0°2.78mmHg TH - 720 WHEANT—%)
fEHERNASBIIZ K34y v (dmgE THit) L ¥ 55 7 1)L
SmgV A 1A MR OG- Lize & FERHY Y ColiERT
TERNZHEBRAS A BT SORBRIZB VT, MO REIRE £
MEZALICET 2 HEHRSEA SNz, WEATF—%) [10.2%
]
TR N1 & A A1 3 0. 4dmg % FUERE 9% 5 I 00 5 85 IR g
T, #5574 010mgiZ20mghtl & M5 L2 & &, 747
ONGHE I B OHER I IE O e K TR 212, 3mmHg X O
2.2mmHg. BENAZO YU K OMER I MUE O fe KT Bk 2 2
13.2mmHg % 183.0mmHg TH V) . 5 2 72 MIENDOFEEILFRO
Sieroize BHEAT—%)
TS A3IBINC Y 5 20y »0.4mgk ¥ 5 7 4 VEmg™ #1H1
M RAEREO G L2 s &0 S22 MENOFEITRD Sk
572 MHEIAT— %)

(6) FE OB HT
R R A\ 26 B0 B (. F = VT A b 5 ¥4 —10.03mg M
LRI VA MLV 15mgE A #A) &L ¥ 55 7 4 V40mgx
21HRABER# S L2k, ZF VI A TV F—VDOAUCK Y
Coaldy BEOBEHEE 75 C R 2 KRG Lz L SOl IR T
FNEN26% K FT0% NN L 720 755 7 4 VFHTES L 75
B ARPEHFRGETL AR VA A b LIV o g (2R st
HELZEIBO LN »ro720 BHEAT—%)

(7) Z Db DEH
Ml (=2 v, BIEERLAH]) L7V a— 3% 55 7 14 )L (10
VAE20mg ) 12 AT T B O W THET L7k 8, = F Y,
FIMBEAHI NI T NV A= NI K B 5 5T 7 4 VOFEYEHREI A §
HHO DR BIRO N oz, Tl ¥ 5T 74010
20mgt ) AMFI (2 5T o, FAETAY Y, TVT 7)Y RO
TAOTE ) IET NI — VI RITTHEICOWTHRE L 78
WY TTANICEDIFSTA T T4 TN T 7)o,
T ATV Y UALT IV T — )V OSEYEHEEI R 5 B 6 A 7 2L
ROLNL ol WEANT—%)

17. ERERRIE

171 BHHRORLMICET 5H58%

17.1.1 AC-077A30155% (A DUEHER) (EREEFES M85K5R)
it AR A 7 L S R 186490 (H AR N 8B & & ) & b 512
<V F vy U 10mgHEI R Y ¥ T 7 4 M A0mgHF F N E UK
T AARKNOANER a7 i Uz, ZiikdtR, 5 44
b, “EEMERSE, WATHMRBR L EEL 72, N—2 51~
FEIZHRH L TV 2ERA N UPDESIHEH] O H & GmIE TR &
BOTHo7,

N—Z5 4 EOERARUPDESHESORERE

FHH % 1H G5
ERA VTV 10mg
Ky s v 250mg
TyTVRE Y 10mg
PDESBHEH] ¥ 774N 40mg
YNTF T4V 60~120mg™"
INVTF T A VD 10mg

1) E MK 5:60me/ A

TE2) BB AR P 5 I A T & L C I P R
FEFMEH CTH 5. 16 M O ZFEEWHE G WM T (End of
Double-Blind Treatment : EDBT) Er o fili i 35T (PVR) DX —
ATA v bOELIIE, KGEEKLCERABGHREE CIEY Y7~
B v YHI R 5EE b o L CARHKIBETHIR A2 29% A L 72 F 72,
RiGH K OPDESIHERIBLRIHE TIL S 79 7 1 WVHAIRGHEL
JRBZ L CARHIRECHI A2 28% 8 L 720

EDBTEEDPVRON—ZX 5 1 > 5 DEAL

REFUAERABGARE | RAs U SPDESE AR

YTV Y yy774)V -
DL I S T E ) I
(3561) (4411)

EZ;?iJ;g%S 815.9 834.3 802.1 884.7

) (401.22) (630.93) (551.98) (640.34)

EDBTHO~— 27

1Y bOELE|  -162.0 -370.5 -180.8 -384.5

(dyn.sec/cm?) OF | (240.33) (428.79) (237.46) (396.24)

¥l (B (R 72)

EDBTIHO~— % 7

fUhLOEE| 0.7 0.55 0.78 0.56

(B35 1E)

HIE RN (F#£95% 0.71 0.72

M) 0.61, 0.82) 0.64, 0.80)

W™ <0.0001 <0.0001

##3)EDBTHOPVRDN— A 5 1 ¥ 5 & OB ORI Ffl 2 154528 50, %58,
N—=RA T A ¥ OPAHGE % FERE. N—A T4 » OPVROKEE % 4
we LW & . TR0 7 — & 2 e LCEA L
TG R RAT 5 T LA L0 IGEHRDA [ S A IR 2 fi (G A 75 A il
L 95%CI) 1l Upfi 2 53 L 720

H4) 4 7K HER 6 (M) . ARFIT: O & AT (6 3 2 kAT I b /R Sz
Wa, REOFEDSMGES Nz E AT e L SNz,

E 4B REFMIE H T& 5 EDBTE: @645 ] 447l #E (6MWD) X
—ATA b0 bmIE, FHEAGHE L L TARFIRE T
FEARAATRD Sz, P

EDBTEFD6MWDDN—ZXZ 1 > h 5 NDEAL

FBOUSERABG RN | RO PDESH A AR
XVTYE Y 55774 T
s | OO s | G
(3561 (44
N=—2A74 20D
-\; 347.2 354.3 361.8 351.0
ﬁfﬁb/(lgg{(ﬁ{r;))@+iﬁ (88.82) (103.49) (70.44) (98.85)
EDBTHDN—Z 7
10 hb0ZEE 38.5 52.9 15.9 43.4
(m) O3 fi (B (70.42) (88.23) (45.04) (78.03)
)
A A (F#£95% 16.04 25.37
SR ™) (-17.0, 49.08) (-0.93, 51.59)

WD) G-, N—=AF A Y OPAHER % FEME. XN—AF 4 ODEMWD% 3
ek b L7 U 2 L PRI RO 7 — & U L CEA L
MR ERET DT LI E D BB [ SR (4 72 it (R 375 Ax A
L95%CI) 1 & S L 720

H| & P 5 S 7218561 H 6951 (37.3%) |2 EIEFH (B IR e il 525
Ed) SRS bNIz, FAREWEMIZ. BUF19%0(10.3%) . iFiE/
PRI EL7H0(9.2%) . AIM1261(6.5%)  FL760(3.8%) . 5PA7
B(3.8%) #ARE6H] (3.2%) WU REESE (2.7%)  ARILES ]
2.7%)%TH -7,



18. EENFIE

18.1 1ERHF
RYTFUE Iy FE) Y (ET) ARk CETsZ BRI 0 L THEHL
TER %2R L. P-ET-1#8120 3 5 1Csofil CFI9 M + fEHEGRZE) (X
ZFNEN0.49%0.07nM % U391 £49InM T d - 720 iR b~
ST vy v LAKOETER AR L. ZOICHHEIZENENI 4+
0.20nMJ% 18987 = 92nM Tdh o 72, 22
57574 Mk, M RICBIT D A GMP R TH 5
PDES % iRAYICHE L. cGMPIEEE IS 22 2 & T, Ml
S5 O AR S OB IS DL % 8§ 5,

18.2 ME T 31EH
YTy ATy bt LN R EERENIROET -1l
FIN ETAZ B RO EEHBEREOF T 74+ FF Y
¥ S6CHIEE FE I (ETe S AR BEA-1E) 2 IS L. 2 OpAfiid
FNZENT.6%0.2(ETa%EMR) KL U5.9+0.2(ETe2 %K) TH -
f;o 24)

18.3 PDE5BE=E/ER
54574 )Vid. b bEE AR 2 PDES % £ 1nMOICsfE T
%1 . PDE6. PDEIIK UNZ DMOPDEY 7% 4 7L IL#E L T,
ZNENT80, 145 V9000F5 L EDFRMEZ 7R L 7ze 2

18.4 fisIMEEET VI 2160
AR /Sugen-b4165F FEENEMEREET VT v NIv YT v ¥
YROZTT T4 VEFHEG TS, ERENEHEMTHS L
A L, P EIIRIE O T OHRASEID Sz, ®

19. BERSCBET 2EMLEER

191 %5724

— &M - <7~ ¥ (Macitentan)

1t:4 © N-[5-(4-Bromophenyl) -6-{2-[ (5-bromopyrimidin-2-yl)
oxy]ethoxy}pyrimidin-4-yl]-V'-propylsulfuric diamide

-3 1 CloH20BraNeO4S

53+ 588.27

W R HAORBEOM K TH L, P ruury D THET

BT VAFVAVERY KL NN-VAFIVEIVAT 3

FROTFFZe P77 228323, 7Rby Tt

FZ P VROBERTF VIZRREITR T, A8 /=

ROy 7 = VITEITIZK KL AV 78 ) — Vil <

B2 L KITIEEAEBET RV,

b

( X
Br\f N N _~
|

19.2 8457140
— R4 0 ¥ 45 7 1 )V (Tadalafil)
124 © (6R,12aR)-6-(1,3-Benzodioxol-5-yl) -2-methyl-2,3.,6.7,
12,12a-hexahydropyrazino[1',2" : 1,6]pyrido[3,4-5]
indole-1,4-dione
C22H19N304
389.40
HEOHKTH %,
TAFNVANKEY FITETFRT L, TR MY VISR
REBETIZ L, 28 7 = (99.5) ICEIFIC L Kizize
AT R\,
AL

Br
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o

{5V

SEARE 2.89(1-F 2 7 ) — v/ kR)
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