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- Reprinted from J Am Coll Cardiol, 83(4), Griinig E, et al., Randomized Trial of Macitentan/Tadalafil Single-Tablet
ﬁ?j}’l‘$§${ﬂﬂ Combination Therapy for Pulmonary Arterial Hypertension, 473-484,
©2024, with permission from American College of Cardiology.

KEF D~ TUB B TTVELE BEREE ABIBEE R T,

AR
RIpE L ERIE 940N
ERAREVE R B SE PDES5 FH | PR B35 4R [
Nailfisa ~ L TUH ARAIRE BB ZT 4L
BB B
(n=70) (n=35) (n=86) (n=44)
R—2FA( L DPVR 834.3 815.9 884.7 802.1
YA - AR A +630.93 +401.22 +640.34 +551.98
CHEEREIETEEOPVR 457.3 665.8 513.2 640.3
SESE A - A A 22 +329.29% +381.88™ +359.25" +378.48™
CHEERMETREONR—2T A0 50
PVRZEAV b 0.55 0.77 0.56 0.78
A E (0.405) (0.344) (0.366) (0.255)
(F&farCv) [0.50~0.60] | [0.69~0.87] | [0.52~0.60] | [0.72~0.84]
[95%CL]
TR DA - PRS2 8) b 0.71 0.7
= = P . .
(HRAEFRHEE ) [0.61~0.82] [0.64~0.80]
[ 2 s A I L CL ~0.0001 ~0.0001
A OF 5 PIE ' ’

PVR :dyn.sec/cm’  sk1:n=58, %2:n=34 33 :n=75 %4 :n=41

SR TIREOPVRO R—2TA L B D ZEAY L O %t BB 2 i 255 2 G- _— AT A DPAHIR I A [
R A_R—RTA L DPVRO S EUE % 4725 B 2L 7= ANCOVAEF V% R R #% D F — 2 E AUkt LUCE
L. WGSBS T D2 LT I0 TR S [P A AR HE B (5 A0 I L CL) ] R ONPi & SR L 7=,

CV: B {RH CL RS

16




A PERAR

ZH SR TIREOPVRO R—2TA L D2 He (BN TE B ) D7 70— @bt 35545 8151
H o SR B OPVREALILIZLL T O LB Th -7,
@ R iEE KO ERABEIRE B E LM BITHPVREA L (T E SR K T I, FAS)

FAERVERARLABRBEEM RyThs
MR ZRFLL(95%CL) MR/ ZFFIIE  95%CL AHEEE(N)  BEIEED)

KEIBE vs v T a2 BEIE

eEE HO 0.71 (0.61~0.82) 70 35
sk (P2=0.5495)

7 x)H e 0.82 (0.48~1.39) 11 4

SFLTA)H A 0.51 (0.32~0.81) 4 7

7T —e—i 0.71 (0.56~0.90) 31 11

EEE=E7N — 0.52 (0.27~1.03) 12 4

ERUFEI—OY/< —— 0.73 (0.50~1.05) 12 6

77Uh NE (NE~NE) 0 3
Hotek (Pe=0.4246)

KE e 0.81 (0.45~1.43) 10 4

KE LIS @+ 0.69 (0.59~0.81) 60 31
N—254 > DWHOEEES 58 (P==0.6219)

il —e— 0.73 (0.58~0.92) 42 11

m o 0.68 (0.55~0.84) 28 24
5 (P°=0.1695)

18~647% = 0.67 (0.57~0.79) 53 27

65 LUk —— 0.82 (0.57~1.17) 17 8
51 (P2=0.4833)

ik o 0.72 (0.62~0.84) 53 29

—— 0.58 (0.33~1.00) 17 6

A& (P°=0.1677)

AaA o 0.75 (0.62~0.90) 48 20

EAXBTIUARTAIAN NE (NE~NE) 2 1

7T N F—e— 0.59 (0.46~0.76) 17 12

Z0th ‘ S NE (NE~NE) 1 0

0.5 1 15 2253

REBHEG < 7 2 BERHEN

@ KI5 X O'PDES I AL B R I 31T HPVRAA L (CH B MU T 1, FAS)

FGERUPDESHERIB/AREEER HHTT4I
RAETRNZFRTL(95%CL) BRI IZHRFHAL  95%CL AEFE (D) EEEN)

AFEIEE vs 2E 571V EHIRE
= H@H 0.73 (0.65~0.81) 86 44

i (Pe=0.6798)

7 AUH e 0.79 (0.60~1.03) 14 14

SFLT A A 0.58 (0.40~0.85) 8 5

7T o] 0.69 (0.57~0.84) 36 12

FEI—Oy/N e 0.75 (0.46~1.23) 13 4

ERAUEI-—Ov/ e 0.83 (0.62~1.10) 14 7

T7IUh NE (NE~NE) 1 2
Hhig (P==0.3526)

KE e 0.79 (0.59~1.07) 13 13

KELS = 0.70 (0.62~0.80) 73 31
N=Z71 > DWHOHHRES 8 (P==0.7053)

I o] 0.74 (0.64~0.86) 51 19

m e 0.70 (0.59~0.84) 35 25
5 (Pe=0.0724)

18~645% @ 0.69 (0.61~0.78) 67 34

65m Ll E e 0.89 (0.66~1.19) 19 10
5l (P==0.3935)

gk Fo- 0.71 (0.63~0.80) 62 34

B —e— 0.80 (0.60~1.07) 24 10
A& (P2=0.8477)

AA o 0.76 (0.65~0.88) 52 29

BARBTIUARTAUAN 0.81 (0.24~2.71) 2 2

VOZON F—— 0.71 (0.60~0.84) 30 11

Z0fth ‘ R NE (NE~NE) 1 0

04 0608112162
FEIBHEM 4477 VERIRHEM

a1 72 AAEHPIEIX, PVRZAL I R S Ba U7 B L Cit FH L 72 2FE S OANCOVAE T MBI H -, BT D 3k
BEIIK, T A LB U5 58 TR 1 CRIAIER. BRABEIR IR, PDESFHLEFIREIA ) 04y 451 04y 4R &
VBRI DA HAER OS2 _—2F 4 U PVRIEZ &7, 4 B FOPIH,

CL S HE PRI NE : HfE 72 A AE

17




AN PERA

BB DOPVRZEALLLIZLL FDERBY T 77,

BB BDPVROD R—2FA L D3H DAl (B SR HIRE T R FAS)

s CHEBRIE TREOPVROSR—AFA L INLO B (BRI B) O 770 —7 R8T BiiRE R

RRERM
PDESFHZEF]
RIE RIE ;
KIRBEEEMN ERABEIRI B £ B 2
YTV | KRB | ATV | RARE | vy TRy | KRB | AETTv
B B HAIRE BRI
(n=24) (n=49) (n=25) (n=21) (n=11) (n=37) (n=19)
R—=2F4/DPVR 897.3 830.6 923.2 842.7 638.1 956.3 642.7
TR £ (R = +350.86 +655.36 +659.85 +585.19 +462.06 +621.47 +316.43
CEHERBITROPVR 667.2 421.6 705.3 551.1 662.8 629.9 557.3
TR L (R = +328.37 | £321.19% | £450.21% | £342.23" | £493.99 | £375.78% | +248.47
R o
f/i*i?f\;ﬁﬁtt B 0.70 0.51 0.75 0.66 0.96 0.64 0.82
%ﬂ%@(%@cv) (0.354) 0.394) (0.268) (0.362) (0.174) 0.270) 0.233)
[950/&’} [0.60~0.81] | [0.45~0.56] | [0.67~0.83] | [0.56~0.78] | [0.86~1.08] | [0.59~0.70] | [0.73~0.91]
0
TRTTE
N 0.00 0.68
[95%CL] [0.58~0.84] — [0.53~0.86] —
A DD 0.0002 0.0025
TR R
s 0.66 0.81
%;fgjww'qﬁm — [0.56~0.78] — [0.70~0.94]
5 H"i P <0.0001 0.0066

PVR :dyn.sec/cm’

DI IERE N EE BT D,

%2 PVRZAV F A et B8 L 7= 12 BA L C2 i O ANCOVAE 7V % 8 JH UIEAT LT B 7L DTS BT, T2 A

#1:n=23,%2:n=42,%3:n=23 %4:n=16,%5:n=33,%6:n=18
KL A HANBFIR FTHAAEO B E R TRFOPVRIAL ORI EO b T 7 bIni R a2 R ¥, 2
DA, A5 HAIRE L LI LT A FIBED =T A 2 DB DPVRO A A # 4 R U CTEY | 1R D8 & I3 AAI#E

BT LT B BB ToN—2ATF A U PVRIEA G DT,
CV: ZZdh iR %k, CL (S IR S

18




AN PER A

- CTHERPK TRFOPVROR—RTA OB (FEERHETEE) O 7 70— @ hr - BAR M

H A N OAHITE (TGI8 MO ERABEVANE) D N—2F 4 N5t 9% B S Wi TR (B 5160 #%) O
PVRZEAL b D 88 Ar) S (95% CL) 130.51(0.35~0.73) ThHV .~ > T L& L BAFITELE] D _—2F A AN %E
T4 EEBR I TREOPVRZELHIZ1.06 Th 7=,

AHITE (CRIG IR M O'PDESBLE FIBEIRHE) O _R—AT7A N6 35 G TEEOPVRZA L Lo 2%
SEEIE (95%CL)1£0.50(0.31~0.81) THY, XX T 7 VHEFIFE B DO R—ATA A% 95 B ERHET
FEDOPVRZALIZ0.85CTh o7z,

HANEFNZBITDHPVRDS—2TA L InHD (BRI TR

HAR N
ESIEY-940) RIGE N
ERABEIG I AT £ [ PDE5RAZE & BER I 5 4[]
AHIRE VT AHIFE BETT ()
HAAITE HAH R
(n=6) (n=1) (n=5) (n=1)
~_—2F54 L DPVR 458.6 497.8
YA - R AR +219.26 4614 +220.37 9497
CHEEREIETEROPVR 224.5 244 .4
SEEE A - AR AR A= +118.78™ 189.5 +127.22* 810.0
CHEBERMIETERONR—2TA B0
PVRZEL b 0.51 1.06 0.50 0.85
e (n] Al (0.362) (NE) (0.405) (NE)
(S&fmCV) [0.356~0.73] | [NE~NE] | [0.31~0.81] | [NE~NE]
[95%CL]

PVR :dyn.sec/cm’ *1:n=5,%2:n=4
CV: 8 5%, CL 5 IR NE « 4 &~ h8

HANE I BT ARTERE R DOPVROD R—2F A L 6D 2L (T8 S M & T )

AANEM
KRR ERABE 8% 5T PDESHEA
o o BRI B 4R
VTV | ORERE | BETTV | KRR | v TRy | ARIEE | ETT0
LA LA LA AR
(n=0) (n=5) (n=0) (n=1) (n=1) (n=0) (n=1)
R—=2FADPVR 497.8
A - 920,97 - 2626 oL . 0T
“HEERHIK TROPVR B 244.4 B B
TR (R 22 +127.29" 1ol 1895 810.0
ZEERIETIROR—2A
FA v NHOPVRE 0.50 0.55 1.06 0.85
AR SS]E — (0.405) — (NE) (NE) — (NE)
(4 frrCV) [0.31~0.81] INE~NE] | [NE~NE] [NE~NE]
[95%CL]
PVR :dyn.sec/cm’ *1:n=4

CV: ZEEREL, CL : SRS NE : #EE 6

19




A PERA

s FIRGHME R : —HE SRR TIHEOMWD D R—2TA L 7602l i

VTR SIS E T TV BRI R T AARFIREOIRE S R (CEERIE TREO6MWDO
R=2TA NSO LA OB ZE)N T F N FH16.04m GHEEFE 2480 K L CL : —17.0~49.08m, & p=
0.3802. ANCOVA) K TR25.37m (FHHE 3% 60K LU CL : —0.93~51.59m. #H%EP=0.0591, ANCOVA) T
HoT,

B HABE T DARFNEDOH E =N RO BIRDoT 728 EINTHR E LT B AR EN K T LT,

EMWDDR_R—2FA L INSD AV (B S M T IR, FAS)

DR
ESIEL-940) FESIEL-940)
ERABEIG I AT £ [ PDE5BAZE & BER I 5 £ [
AHIFE ~TUHE ASHIFE BRI
HAAITE HAHI R
(n=170) (n=35) (n=86) (n=44)
=254 DEMWD 354.3 347.2 351.0 361.8
YA - A A +103.49 +88.82 +98.85 +70.44
CHEEREIETERO6MWD 413.6 383.2 398.3 381.1
EEA A AV A A2 +103.21* +88.56** +103.91%° +78.00™
THEHES NR—2AT7A
&%iﬁ%ééwﬁ@ ATAL B0 52.9 38.5 43.4 15.9
> + + -+ +
T —— +88.23 +70.42 +78.03 +45.04
TR, - IR 2
v 16.04 25.37
(e o 0 i i) ™
AU 4031 CL] S8 0L
TREE O A PIE (ZEFREHD) ‘ '

6MWD:m  *1:n=61,%2:n=33,%3:n=79, %4 :n=41

G RE AR—ATA L DPAHIG IR % 8 E 2 R\ _R—=2AT A L DEMWD % 25 B L L2 ANCOVAT T /L% /1 i AT 1l
BOF —ZENFIUSKT UL, i R A2 AT D2 8IS L0, R R Eh 5 [P Sl HE B (R 3 el L
CL)1&E&HH LT,

CL {5 RS

20




A R MERTATR

AHEEBIOMWDDZEALIZLL FOEBY TH -7,
RGBT DEMWD D _R—2F4 7B DAL (T S 15 W& TR, FAS)

- CHEBRIE TREOMWDONR—2FA L b0 2 & (BIKFHTE B) O 7 70— f@ b sG5|

2REH

RIRREHER

ERABER 8 £

PDESHEA]
SEiR R H

YT
B
(n=24)

AR

(I’l:49)

FETTV
HRE
(H: 2 5)

A

(1'1:21)

RYTVRY

B
(H:H)

AHIkE VS
BRI

(n=37) (n=19)

N=274DEMWD
TRy R £

324.1
+95.99

352.9
+111.02

349.6
+81.60

357.6
+85.73

397.6
+39.37

3779
+49.95

348.6
+81.41

CEHEREIETROMWD
R (R

362.9
+93.98"

407.2

+113.99*

375.0
£84.02

4315
+63.46™

423.9
+61.77

389.7
£70.20%

386.4
+89.11°

CEHEREIETROR—2

TAV IO E

(vs v TV HARE)
EIE (R

44.1
+77.18

54.1
+94.41

50.2
+73.84

26.3
+54.06

CHERBKTRON—2

T HOELE

(vs #4774V HLERE)
L L i 2=

50.5
+97.22

18.4
+39.95

33.9 12.6
+40.14 +51.94

G SIES
(vs =V TV HARE) -
TR 22
(BRI (E)*
[95%CL]
4R LoOPE

20.38

[-20.3~61.08]

0.3214

8.49

[~41.0~57.95]

0.7279

NEURIES
(vs X T70VERIRE) :
TERER =
(BN R THH)*
[95%CL]
4 H EoPlE

33.04
[-5.31~71.39]
0.0902

25.89
[0.88~50.90]
0.0427

6MWD :m

*®1:n=22,%2:n=45,%3:n=24,%4:n=16,%5:n=34,%6:n=17

KT UELENT U B G _—AT A DMWD A& A5 B L 52 fHOANCOVAT T /L% 3l UMEHT L=,

CL :{Z#E[R S

21




AR A

< CHEBRIK TRFOMWDON—2FA L b O ZA L i (RIKEHREH) OV 7271 — 7 AT - BEARNEH

HARNEFNZBITHMWD D R—2TA L D2V (B BRI T IH)

HAR N
PS940 FESIEL-940)
ERABEIR I AT 4E [ PDESBAZE & BER I 5 £ [
AHIRE VT ARFHI T BETT (I
AT HAHI R
(n=6) (n=1) (n=5) (n=1)
=254 DEMWD 318.8 349.0
YA - AR +89.76 338.0 +56.97 367.0
CEERIKETERRO6MWD 352.7 358.0
St R {2 +120.16 41,0 +133.55 289.0
THEHERE TEEOR—2TA b0 187 076
6MWDZEAY & +99' 5 103.0 +94 10 —78.0
SRl = R 7 o o
6MWD :m

AZTATHEDR—ATA L S DI

c BIREEMRIE H - T H S MR TR (8 5-1638 %% ) OPAH-SYMPAC T O/ E MR M OV LB RE IR R AA >

¥PAH-SYMPACT LMl FE SR M OV LA FE IR R AA > AT DEIPHIZ0~ 47T, A7 AN MEEFER O FE 28 i 2

LERT,
PAH-SYMPACT® DU IHEIRRAA > AT
AR
NI 9540) NI 9540)
ERABEVEHR FB A FE ] PDESBHE Al BETR i B 4
AA e ~VTLH ARANHE HETT ()
=pailpie3 B
(n=170) (n=35) (n=86) (n=44)
FEA 51 5% 66 33 81 42
NR—RFA 0.98 0.95 0.92 1.03
YA AR {2 +0.538 +0.610 +0.551 +0.561
CHEERMK TR 0.66 0.82 0.64 0.86
YA - AR A 2 +0.538™! +0.689* +0.565* +0.552™*
ZHEEREIE T RO
R—2TA L INBDPAH-SYMPACT ™ —0.20 —0.14 —0.15 —0.13
AR R AL AT 284 & +0.394 +0.478 +0.404 +0.554
SR fif R R A =
AT T 7 (o R A A i) ™ —0.03 —0.04
[ & s A8 I L CL] [—0.21~0.15] [—0.21~0.13]

%1:n=50,%2:n=32 %3:n=62,%4:n=36

KT BE T TP G R  _R—AT A DPAH-SYMPAC T 227 K OVE B - GR 1A, ERABETAH#. PDESBHSE
REVAIR) & 28 B b3 AANCOVATE T IL A AHKIBEL & HAIBEO LA IZ BT AT — L (P RRAT 7 — %) L VAT —
D2 (FRRAT D Y= 1 hA T LARICIREE LT T — ) D2 \ S U TR LT,

22




AR A

PAH-SYMPACT® DML SE IR R AA > 2T

AR
RIGE K RIGE KO
ERABEVAH B FE PDESBRE Al BETR i B 4 [
ARHHE ~VTUH ARHHE BEZT 4L
BAF R =patlpie3
(n=70) (n=35) (n=286) (n=44)
FEA 515 66 33 81 42
R 0.73 0.73 0.65 0.78
YA AR T A 2 +0.583 +0.481 +0.560 +0.604
CHEERK TR 0.48 0.58 0.45 0.57
YA A A 2= +0.561* +0.590** +0.546*° +0.522*
ZHEEREIETERO
R—2TA L INBDPAH-SYMPACT D —0.15 —0.14 —0.10 —0.18
DML FERRAA A7 251 & +0.349 +0.473 +0.318 +0.612
SR fif RV A 2=
AT R 7 (R A AR T i) ™ 0.01 0.02
[ & s A8 I L CL [—0.17~0.19] [—0.15~0.19]

%1:n=50,%2:n=32,%3:n=62,%4:n=236

KT BEMHT LT P G _R—2F 4 DPAH-SYMPACT 227 K OV@ BIIK - (169 . ERAREVAH . PDESBHSE A
BETRIR) & 8 Bl 5 HANCOVAE T /LA ARFIBEL & HAIREO LN B WTAT — VL (R AT 7 — ) L OVAT —
D2 (PN D 27U =TV 1w hA 7 AR L T2 T —4) D5 2 \Zil LU TR L=,

- CHEERIAT REOPAH-SYMPACT “ O XM iE R L OV FEIRR AL L AT T D R=2FA LN DR

L EDY TN —T T - AARNEH

CEE R T R (B 5161 ) OPAH-SYMPACT  DUMTE IR R AL L AT OD_R=27 A L inBDO AL
5 CEYIE) 13, RIEE L O ERABERIR B I B W TAFIRE(n=6) K\~ ¥ 7o HARE(n=1)T
FIEN—0.20 L V—0.14, KIRFE L O PDES FLE AIBEIG I B FH £ HIZ BV TARAIRE (n=5) KO F X 5
TLVHAIRE(n=1) TENZIN—0.18 L 1N0.43 TH 7=,

TEERHFE TR OPAH-SYMPACT D /LML ESEIRR AL L AT D_R—=ATA 2 B0 24 () fiE)
1, RIBE KO ERABEIRE B FH EFIC B WO TERAIRE (n=6) KN~ T ¥ HARE(n=1) TENLEN
—0.15 % T*—0.09, FIaH L UPDES LS A BETRH B2 R IS B W TRANRE (n=>5) KN H T 74/L HLA|
BE(n=1)TZENZLN—0.18 L 1*0.09TH -7z,

BRI H « =R T L B B SRR TR (B 51638 #2) OWHOREAE 2> JH O AL ¥ 3788

SRR WEE OEIS (CEHEMRMIHE TR FAS)

AR
ESIE-940) FSIE-940)

ERABEIG A £ PDE5BHZE A BEIR % B2 45
ASFKI ~VTLH ARAHE BEZT 1)L

EAFRE BB

(n=170) (n=35) (n=86) (n=44)

AT 514K 38 18 47 22
12*,7#“/ AV o7 B n(%) 29(76.3) 17(94.4) 41(87.2) 20(90.9)

FHEA X H[95%CL] 0.199[0.004~1.731] 0.987[0.082~7.743]

RAGRE 32 17 39 22
;?_V HALL e o7 B n(%) 30(93.8) 17(100.0) 35(89.7) 21(95.5)

A X [95%CL] 0.765[NE~6.561] 0.436[0.008~4.935]

SCWHORSRE /Y FENSR—AT A UL LI LTy AL, BN T4 54 TWHORSRE /Y S0 B L | L E &R LT,
k1 AT —V1=HRfEN 7 —4

%21 AT — 2= D2V =TV B b AT DIBICISE L =5 — 4

CL SRS, NE « 4 & hg
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A REREA

© N=RTA L REE R L CHE BRI TR OWHOBKRE D FH D EAL 2GR0 SV EE OFI G (BTl

HA) DY T IV —T AT BAR N
NR—ATA U REE LI T ERIIE TRFOWHOMEE D IO EAL D ZEO LI o= BE OEI S 13, R

165 KO ERABE R 8 SR M IS TARAIRES /671, RIGHE K UNPDES L AlBER I A I BT
KANEE4/501 T T,

YT AR RO ST T4V EAIREO S L, E SRS TIREE CICWHORRE S O Ak &
FRDIRIDT,

« ZOMOFNEFEMIEE - —EERIE T RO MATEIEE T A— 4 (mRAP, mPAP, LM% %L, SVI, SvO,.

FKOCO) DAR—=AFA L I HO A O BB TR A BESmmHg LA T & ik L7 B ORI G
I TENHE 23T A— & (mRAP, mPAP, LMEH. SVI, SvO,. LIRCO) D_R—RTA L NEHD I L & N &
BRI TRICAFEESmmHg L P& 2 L= BE OE &% FitlcrnT,
T EEREIETEON M TE#E T A—% (MRAP, mPAP, LM% 3, SVI, SvO,. L TRCO) D
NR—ATA IO KO EHE R TR A B ESmmHg Ll F & @ L7 BE O E &
(ZE BRI T RE FAS)

AR
PS940 RIEHE KON
ERABEIA I BT £ [ PDE5 A & BETR % 5 £ [
ARFHIHE TR AR HEZ T4
= =R-ilfies = =Rilfiea
(n=70) (n=35) (n=86) (n=44)
R TR B0 I T B " .
» N ,, o QIACUIY (= Run iR = QIACUIY (= Run iR =
TR AT AN DI B SEVNE A VR 2 SEVNE A YR 7
1.4 0.3 0.5 0.4
mRAP (mmFg) +5.03 +5.70*! +5.22 +3.26*2
—9.99 —3.56 —9.20 —2.96
mPAP(mmHe) +8.64 +8.29% +8.16 +6.14*!
, 0.52 0.16 0.60 0.15
TG F . 2 )
L% (L /min/m") +0.58 +0.62"7 +0.54 +0.56"
Y . 0.78 0.36 0.94 0.26
CO (fij#Ficki%, L/min) +1.13 +1.04*7 +1.11 +1.14*°
. . 1.03 0.20 1.09 0.33
CO CPERA A, L/min) +0.87 +1.16% +0.76 +0.85%1°
4.82 1.82 4.00 2.39
5v0.(%) +7.29 +7.13*! +6.99 +5.62""”
, 10.39 2.399 10.13 3.90
SVI(mL/m'/beat) +9.49 +9.78*1 +7.98 +7.96*!
CEEMRIE TR A E8mmHg
o 34(48.6 22(62.9 40(46.5 24(54.5
DT FERRL 7= BB OFI A0 (%) (48.6) (62.9) (46.5) (54.5)
VAT b (vs 4 HEAIRE)
5% CL] 0.8[0.5~1.2] 0.9[0.6~1.3]

RANFEL~ o T8 BRI O IR 15K

k1:n=54,33,3%3:n=58L34,%5:n=57L34 % 7:n=34L16,%9:n=23L18 *11:n=54L32 k13:n=57L34

ARFNEL 25T 70V BEABE D FRAT 113

*2:n=71£40,%4 :n=T75L41, %6 :n=T74£40, %8 :n=38%24,%10:n=36217,*12:n=71&39, %14 : n=74440

CL :{Z RS
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A ERF

* TOMDOANIERHARE : “EEBHE TR ONT-proBNPO =71 L b D2 L

NT-proBNPOAX FIZEHE TN—=ATA b " HE R TR (B 5-16181%) TR LI nR 2R

(BT SR 13 ARKIRE &~ o T Z AR 2T 74V EAIRECZENE10.57(95%CL

:0.41~0.80,

£ H EDOPE=0.0015, ANCOVA),0.57(95%CL:0.42~0.77, 44 H LDOPE=0.0003, ANCOVA) TH -

7=
AR
RIGE K RIGE KO
ERABEVAHR B S PDESBRE Al BETR i B 4 [
A < TUH ARAHE HHTT L
BAF R B
(n=67) (n=30) (n=84) (n=42)
=254 DNT-proBNP 1594.4 1306.6 1188.8 842.0
S R 22 +3404.78 +1622.40 +1717.37 +1148.48
CE SR TEEONT-proBNP 317.0 750.0 489.3 776.8
SR fif A {22 +325.05™ +948.65 +964.75™ +980.76™
— ~ $%3 ! Se 2SN N
;%pfﬁﬁ%ﬁg@A ATABED | _g506 ~540.6 —817.6 ~105.3
N +1516.54** | +1109.37"° | +1481.35™% | +459.41%7
SV B AR 22
TESRME TIREOR—RTA LD
NT-proBNPZE{k kL 0.38 0.66 0.48 0.86
A EsalEg (1.503) (0.788) (1.456) (0.820)
(FefarCv) [0.28~0.52] | [0.50~0.87] | [0.37~0.62] | [0.68~1.08]
[95%CL]
TR - SRR bt 0.57 0.57
(vs 4 EAIRE) [0.41~0.80] [0.42~0.77]
[95%CL] 0.0015 0.0003
48 FoPE ' ’

NT-proBNP :ng/L

*1:n=50,%2:n=68,%3:n=41,%4:n=48,%5:n=27,%6:n=66,*7:n=40

NT-proBNPZAL b2 kB B L 7-AEIC BILCL oSBT U= B G R BIIR 1~ CRIG . ERABEIS %, PDES
EHNBEIERE) RS AL 7= _R—2F A DNT-proBNPA 75 25 ANCOVAE 7 /L% 38 F URAT L=,

CV: Z# R4, CL 5 HH RS

[ MO

KA B OO TIE, 22 A MO B G258 T U RE TIRL R e il B LIz, 168 R oo "5

SRIESE T L BH L 4B OESRENTBITL, £ TOBRFIHER T OARFIZHE L,
SR TEEOEMWD D R—2F54 LD 2L &

AREICBITE6MWD D R—2FA 2 b0 ZEAL B DOHER (FAS)

125

- 79?>9>$§ﬂ/2}:§u§¥
G457 1 VEHE/AREBE
- REI/AFIEE

100 -

~
a
L

6MWDZE{EE (m)
g

25 4
04
TIE R E
T T T T T T
N—=Z 8 16 42 68 94 120
= FRAER A GE)
B
wITUA BEI/AER 35 31 34 29 17 14 5
SETTOVEE/AREBE 44 42 43 31 21 17 8
AH|/AEBE 107 91 94 75 51 33 12
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AHN/ AFIFEC BT ARTEE R DEMWD D R—2F51 L InE DAL B O HER

1507 o cramames

PDESRREXIELAREE
RiamEE
—— KEl/AFIRE LA

FHERAERE

E 100 4
@
E‘S(
= 50 +
AR A 8
ol
~NeZ 8 16 P 68 04 120
71> SHARS A GA)
HiE
ERABLAEEE 21 15 16 12 7 5 2
PDESREEHIELAE®EE 37 35 33 26 18 13 5
KRAEEE 49 39 41 30 22 15 5
KEI/AFFE2H 107 89 90 68 47 33 12
[CEsERMGRERMGI6EEEC)]
R n(%)
R
AHFIEEGE T BB BH T T4V KR
(n=107) (n=35) (n=44)
fﬁgg;i’lé 47(43.9) 11(31.4) 11(25.0)
EEvAE 5 SHR 14(13.1) | 98 5(14.3) | ARFHMENE 3(6.8)
(2% 1) R T e 7(6.5) | WAL 2(5.7) | 5% 2(4.5)
FAH N 6(5.6) | RIEMEEIE 1(2.9) | T 2(4.5)
i PO 54.7) | RIEMEAR 1(2.9) | H{EARE 2(4.5)
FEL, 5.7) | FEIEDEN 1(2.9) | &K 1(2.3)
EiINES 43.7) | MEEASTRER 1(2.9) | HL» 1(2.3)
£ PA 4(3.7) | #E 1(2.9) | B 1(2.3)
2 MR 2. 3(2.8) | B 1(2.9) | WP A 3 1(2.3)
o= =") T 3(2.8) | R Nvm-tEL 1(2.9) | B 1(2.3)
I K] 3(2.8) | TWEAER ST 1(2.9) | MEEBANHRE 1(2.3)
AR % 1(2.9) | AR7E & PR 1(2.3)
BT P H . 1(2.9) | 3% 1(2.3)
ity v ofn i 1(2.9) | AR 1(2.3)
S 1(2.9) | fE s R d 1(2.3)
7=/ /-0 1(2.3)
TWEERmS- 1(2.3)
NEEIR 1(2.3)
FIUREHBAAPRL 1(2.3)
Bl g 2 - 1fn. 1(2.3)
EEREERS 15(14.0) 3(8.6) 4(9.1)
Flefig DA 2(1.9) | BeliE 1(2.9 | DA% 1(2.3)
(RAIBET2BILL b, | R R 2(1.9) | COVID-19fifi%e  1(2.9) | Mz 1(2.3)
HARE I I, Ex fifi g% 1(2.9) | W& 1(2.3)
k) i 1(2.9) | fifE 2 1(2.3)
RIEN 1(2.3)
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e AR A
(i H%)

AREM
AFIBEAR ~ T BRIRE HE T4V HH
(n=107) (n=35) (n=44)
eEHIEICEST
EEES 9(8.4) 0 2(4.5)
=G PR fE 1(0.9) R PR v fiE 1(2.3)
KA AR 1(0.9) NvATIF—Y R 1(2.3)
4 T R R 1(0.9)
~EZae VA 100.9)
NvATIF=YER 1(0.9)
P )% IR 1(0.9)
fiikiREEMRE  100.9)
25 1ff. 1(0.9)
W EE 1(0.9)
7 AR 1(0.9)
k=gl 1(0.9)
{5 1 1(0.9)
HLIZE T
EEgS 2(1.9) 0 0
HH T N 1(0.9)
JANYILERERAY  1(0.9)
T2 NE MR o GAE (MedDRA version 25.0)
X1 AT F R LIATRIE L o0 [R BRI R BRAT Y E i A3 B 50 (Related) SUIEBI3# 2L (Not related) THIE L=,
2 JRBRAY E AR IR BR IR LB e U LIl STz,
H A N L
cHERS

THEHERIIOFEFEEZRORBEISIIAFIBE6HI P45 (66.7%) .~ > T A L BEAIRELH]H 141 (100.0%.
HEEG AR, MM R OWAE) L #4277 VAN BE U] 1451 (100.0% , A 5 F 42  MATEZE, 8 0
R JOIAN) Tholo, REFED L7024 F 45 CRBLBI BB DL _B) X, g, & i L ORAE : 3 E A36
1|t 4-245] (33.3%) T 7=,

- EERHERR
B ERERIIAFIRE TR 2HIFRD IV, WARIT A AL KO EFIRPAZEME 9 B 231451, 2 i &
LR TIH-T=,

CBERIRC oG E RS
TR O IRICE 72 BRI AFIEET6H 261580 B, AR I EFIREA ZE M 7% ),
B (TN EERH FEHG LR H5) Thor,

A
RO E ST EF LI T OR G THLIRD Loz,

[(CEERMHIEE R (R VER OB R G257 T L RiR)]

DR n(%)
AHFIHEE R
(n=185)
B S DA E L 69(37.3)
FhEg BIERT 19(10.3)
(FHHE2%LL 1) AV e 10(5.4)
St 7(3.8)
HEL 7(3.8)
~NES BRI 6(3.2)
5 PR 6(3.2)
R 6(3.2)
E=gil 5(2.7)
1B 1fi £ 5(2.7)
I 4 [ e 5(2.7)
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AAEIHEAF
(n=185)
HEAERG 49(26.5)
TR COVID-19 5(2.7)
(FEHER2%LL 1) P NES 5(2.7)
Jiti 7% 4(2.2)
BERF BT A EES 17(9.2)
ThER RS/ A=1%s 2(1.1)
(FEER1%LL )
BT A EESR 4(2.2)
% T N 1(0.5)
HEARL 1(0.5)
AN T N 2% 1(0.5)
22 A VEREAN IR AN 4 1(0.5)
s fif- 3 22 A VERR BTk G (MedDRA version 25.1)
AT G LR BRSHE L o0 [R] B BRI TR Y R AT 23 B8 4o (Related) SUUE B E 72 L (Not related) THIE L=,
HAS N £
cHEREG
ARANH - SHUT-8 5 H18 451 (100.0%) 1ZA EFRBFROLIL, Fioh EHGRCGEBLFEFILL E)ITE1MmS
BIFR351(37.5%) | itige, RAEPEERAE, B OVRARIE 23841 HH 45241 (25.0%) T o7z,
- HEENAEES
8HIFSFICHERA ZEFROROLN, IEERINCH IR BT H G361 T, P FRIIAE 5 i &
COVID-19, HEfIARZE M TH -7,
BRI RS EE S
FHEERWN T IR IEBR S O 5 IR E -7 A EERIZCOVID-19(EHE A EFH L LR —F
4) T o7,
C BT
CHEERUIEROIEERZBLC AT RO T ICESTA EELITVTNOREHETHIEDLN
Mol
)L e M ER
MEERRL

(5)BE - HREHHR
TR

(6) ;A FERIfE R
DERABRERE (—REARERAE. S EFEARERE. FARBLERAT) . HERFERT —IN—XHE. &
ERFERERRABROAR
P14

D) ERBEHELTERBFEDANBRITREL-AE HABOME
ML

NEDH
AL
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VI. EEE(ICETHIER

—_

2

EFEZM(CEEH I LEMRIIILEDEE
TURBI SRR v T E s R k. T 7 e Z
RARY AT F—V5HEHR] XTIV VT F T itk

KIEEA

(1) fE AR 1 P

PAHIZ A A8 E D A2 e T 518 M B CTh 5, PAHOIEEIEIZIZ. = BV (ET) . — R k2232 (NO) K
W aRZ P ATV ARG FD, TINHDRRIE DI vV T U X AIETRR W &, X2 T 74V IENORR S & &
I5,

[ ToH]

T UK, A IUHE, AR BEEE, B R R ORIEFE OIS EZERA ER S BE T AET-10ETA KL UNE T,
ZREA~OREGELETHERATH D, PAHZEDRFHRETIX, RFTOE TR TLHEL | & ISRl g b =12 B8 5L
TWb, v T2 XM ENREVE AR OE TS AR @ OB EZ R U ETS B IRE R G A 35628
20, A I L OV i M B85 2 7259 BT2 I LT i RAY B U — R OIE AL Z M 95,

(XX FT4V]

BEZIANNT F ATV 77T )2 1) B (cGMP) D43 fif % 52 Tl HPDES D BRI 22 R E HK Ch 5, PAHIZ ML
WEIZIBITANO DL HBE B LT 2 OG5 | Il M /& 148 7 N D cGMPIR EE MK T LT\ %, PDES I A
M RICBITDLEHERPDED —F CTHY, XX T 74N K HPDESD L EIZcGMP D FE A H N SH, 2 O H, fiti
I S 5 A oDt 6 K OVl A8 PR D A iR 2 5 | X 21,
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PAHDJHREIERIZBE 532 A LR K OV~ o T 2 825 T 740 OFERIBE

@ @ @ e o “ e e

PHIC&1FBEHEDARD ‘
MERHEICES

mikkEE
o % &% e ° e e e e

mER Kk
|
[
ETHEE NO#ZEE TARZY LI AZRE
JL7aIsRel)r —lr JOILRE)> L-7¥=y —» LI TIXR P ———> TORRTILTS

l i A
SGCIAE L N
(UATTR) AR
/\ ®/ /(tb#&/\"?“)
ETa ETe
AR . | mwmwmE |

! 1 !

ERA PDE5FHZEH] PG5 E {4 5E
(o780 Kea, (BEZT4IV.DIVTFT1I0) (FL7BXFZIL, 1a7AXkN,
ToT)REY) IHRTORF/—Ib. NFTEZR)

e e o o ~ >

o e — e o
AR
RN M EHR ’

= o\/‘ - @ @ @
CAMP : A ZU I T F )3 VB cGMP - A2 77 T ) 1V e BT = REY ERA : o R BV S R FE HL 3K
NO: —f{t 28 % PDE5S : IRARY = AT T —5, PG, : 7 0AZ A2 sGC: RIIAMES T = Vi 75 —F

Dhoble S, et al.: Int J Pharm. 2022; 621: 121792 0 k28
https://creativecommons.org/licenses/by/4.0/



() FENEE(HTDAERRAE
NETARUVETZBIANDET-145E DEZE (in vitro)'*'"”
F Ay A=—ANLAZ =PI (CHO) Ml A2 AV C ERETA K ONE T3 AR D22 E S BUIR A /ERIL . Z B0 38
BUMAAO 7 oy — MR oy & O CO R S I D B ERERET-1 (PI-ET-DIC L A% A B A F2hE L 7=, = Ok
B~y T UL ATETA KO ET e BARA~DPI-ET-108E A 2 BLE L . Z DICs il CEHE YRR ) 13T h £
10.49+0.070M (n=13) & *391+49nM (n=14) TH 7=, £7=. FEED ST IE TR E LIz~ > T2 5 A
MOETA L OET 55 BRI T 21Cs0 il CEAE LR ERR Z2) 11, £ N2 13.420.20nM (n=4) & T*987+92nM
(n=4)TH-o7-,

2)PDESBEZEEA (in vitro)'?
BT 74T ENE R TR AL Z PDESZ#) InMDICsoffi CRHEEL . PDE6, PDEL XN Z DA OPDEY 74 A7
L UT FNFENT80, 142 T09,00042 8L DI Z R LT,

3)ME =Xt B (in vitro)'™
T U ATT IS LT PN B R B IR O E T 11134 75 F8 U (B Talz BREA M) KON B Rz 1Bl
B OV T T AT S6CHIE RN (B Trs2 BRRBEE) 2 BHE L DpA EIXZNETNT.6H0.2(BETZ A
R n=3) & 5.9+0.2(ETyZ A n=3) Th 7=,
K pA, 1 7T = AN -SRI RN EAT B B S D DICU BT L H = AN D TV O A D E

HfELEEETIVICRHTRERGYR™

K2 3 /Sugen—5416F% 7 M PAHT v M (Wistar &, BE) (2~ T4 3mg/ kg M ONF X T 740 9mg/ kg ZiLE
AVEM OIS CTHERE O G-L X 7T L AN =2 AT L% O T B & OVE B Bk E S 45 7ER
ZRE L7,

ZORER ~ T A MR 5T EY R ENIRIE (mPAP) CE#IfE £ FEHERR 22) 2316 = 1mmHe K T L, g
o] et ot T T i (ABC) CEI il = A HE 3R 55 ) 13—240 = 12mmHg X h G B B IR E (MAP)IZIZZ b3 2o T, &
AT 74V M 5Tl mPAPAM0+ ImmHgl& T U EHABCIT—112+16mmHg X h T MAPIZ4+ 2mmHglK T L
Tre =N TR EEE T T OV DRSS TIE. mPAPIZ26 + 2mmHgff T L SE¥ABCIZ—483+52mmHg X h
(- EMBE G- DO E OB F DA ThoT=,
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K% 5% /Sugen—5416 553 MEPAHT » M2 BT 5 it B AR £ (mPAP) 12 %9 A1EH

100 100 §
) w0
T T
IS IS
E 601 £
a o
< <
T E
40 40
—= 8 (n=7) —=— 338 (h=6)
—o— A (0.5%AFLtILA—2X) 7.5mL/kg(n=7) —o— w74 3mg/kg(n=6)
20 T T 1 20 T T 1
0 24 48 72 0 24 48 72
RERE (n) R (h)
100 100
. 80+
oo Q0
T T
IS €
E 60+ E 60
o o
< <
T E
40 + 40
—=— 38 (n=6) —&— 3$#8 (h=6)
28574)L 9mg/kg(n=6) —o— YT R 3mg/kg+2 4T 74)L 9mg/kg(n=6)
20 T T 1 20 T T 1
0 24 48 72 0 24 48 72
R (n) RfE (h)
FIELIEAERSE
{2 55 /Sugen—541635F MEPAHT v MZ 351 A B E (MAP) IZxF -5 7EH
140 140
120 120
200 C
= 100 € 100
E £
T 80+ Z 80
= =
607 = sm(n=6) 6071 = e (n=6)
—— A (0.5%AF )L IO—2) 7.5mL/kg(n=6) —o— 737422 3mg/kg(n=6)
40 T T 1 40 T T T 1
0 24 48 72 0 24 48 72
RFE (n) RfE (h)
140 140
120
»
c 100
£
o
T 80
=
607 = sm@(n=6) 607 5 wm@(n=5)
24574)L 9mg/kg(n=6) —— v 7B 3mg/kg+24 574/l 9mg/kg(n=>5)
40 T T 1 40 T T T 1
0 24 48 72 0 24 48 72
R (h) RS (h)
FHEIE AR E

(3) Ve P S TR B ] - 3 5 B RS
R E R L

32



VI. EYENREICRH I HIEH

1. MR EOHS
(1A LA e R
BLFTRMRL

()RR R CHRERRSN MR E
NEYZHREERBROEAT—2

fRERER AN 34BN, 7 a AL — N —IRIC KO~ TR T TTANELCREN (o T H /BT T T )b
10mg/40mglit & 8) X3~ 7% 10mg L OVF X2 T 70V 40meg (EAFIOFH) 228 JE R R O 5 LT &0 &
W R A R L 7=,

KFNBE GRE D~ T LB BE T TN~ S T2 AR VAR 00 HILE T i BEHERS M OV SR B E /ST A— %
IEEL T DL TH D, 2 TINNVK NS T B DT IR ENHE /3T A— 2D K r] -1 bt AR H / HAIHE ) D
90%IEHEX X W T NbAEMF RSO FEAETH 580 ~125% D FiHN THY, AK| &£ HAIOFH I 4AD
FHNCRIE CTHDHIEN RSN,

EBERE NS ARHK X T~ T2 10mg L ONZZ T 74/040mg (B BET) 22 JE A I L B e B L= & &
DT TR ARG B N T T DI PR EEHERS

@~ L F L DIMIEF L FEHER
280

240 4 - BEHE
u- BEIGHE

200

EMmigh~ TR R E
(ng/mL)

40]
0 T T

0 24 48 72 96 120 144 168 192 216

HBEHORER (h)
@~ T U ARG O AT PR EHER
300 -
270 A - EAE
240 BEGA

210
180 ~
150 4
120 4
90 -

FEHmigh~ T2
AR YRR
(ng/mL)

0O 24 48 72 96 120 144 168 192 216
HEZORE (h)

= A
HEIGA

(ng/mL)

FMFRLETTIVRE

0 24 48 72 96 120 144 168 192 216
HEHORERE (h)
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PR AR IS AT X

TR B TTAN RO T ARG O S E e T A— &

I~ T 2 10mg MO Z T 701 40mg (AN GF ) 2 ZE I RH C B Al G- L7 L & 0D

vV TUEY GETTAV ~ U TR
AH A AF HAIGFH AH A
(n=34) (n=34) (n=34) (n=34) (n=34) (n=34)
Cuax (ng/mL) 210+39.7 206+32.6 545+143 610120 187+36.4 191+51.2

AUC,-(ng+h/mL)

5,846+1,378"

5,8047+1,504™

20,593+7,376™

20,769+7,062*

20,930+4,982*

20,832+4,525"

AUCq- (ng+h/mL) | 5,934+1,384™ | 5,903+1,490" | 20,733+7,511" | 20,913+7,174" | 22,638=+5,688" | 22,500+5,222"
() 10.0 10.0 3.00 2.50 48.0 48.0
(2.48~10.2) | (3.55~12.0) | (1.00~24.0) | (1.00~7.00) | (24.0~72.0) | (24.0~72.0)
ty2(h) 13.9£2.87" | 14.6+2.67F | 22.8+7.76" | 22.7+7.26" | 50.7£9.99" | 49.4+6.92"
LA AR 22 o - PR (D)
%k in=33
fERERR ANCAA T~ T2 10mg e OV Z T 747140mg (BEFIOF ) A 22 JE IR C BE R G L7 & D
NV TG ROBE T T4 DI ENE ST A= HD T LK TI0%fE FHIXH]
. AT SITPHL) | 0% EHIKH
AFH WA BEF (KA /B AIBE) (%)
~ TR
Cuax (ng/mL) 34 206 203 101.49 96.95~106.25
AUCy- (ng+h/mL) 33 5,685 5,631 100.96 96.99~105.09
AUCy- (ng+h/mL) 33 5,774 5,736 100.66 96.77~104.70
B TT )L
Crx (ng/mL) 34 528 598 88.30 82.68~94.31
AUCy- (ng+h/mL) 33 19,359 19,579 98.87 94.33~103.64
AUCy-(ng+h/mL) 33 19,471 19,702 98.82 94.27~103.60

(3)HhEE
BRIl
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NEBEOEEHEAT—2)
fERER 166, 7 aAA— S —IEIZJOARF 2 B % (SRR &) AT ZE MG B & G LT L&D BFD
AT LT,
B%RBGREO~ T RO~ L T AR DAUC L L ONC ol X ZE HE R 52 G- L AR E THY, BFD
TR OLNRN ST,
BHBGREOZZ T 70V DAUCLITZE TR L [FFE BT o723, Crad $45% HE ML=,

A HE R NS AR & 15 T2 E R C AR A& G L= &0
TR TR ARG f OV 2T T DI PR EHER

@~ T LA DIMIEF L EEHER

280
il 240 - B%
T Zofgr
N
X 200
hT 160
|
N E
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i3
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HBE#OERE (h)
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EEREEE
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T
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#E5ZOIERE (h)
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BEER RS NS AH N 2 R % ST ZEMERFIC BRI O G- L7zl &
N T AT T ARG SN T T4 DFEMENRE T A— S DGR L D0 %0 1E FHIXH]

4 o s (TS5 1 (O

(ifi) Zfﬂflﬁ fgg%;g 90% {7 B (%)
TR
Cmax(ng/mL) 240 207 116.10 107.12~125.83
AUCO,t(ng'h/mL) 6,230 6,090 102.32 97.90~106.94
AUCO—m(ng'h/mL) 6,330 6,200 102.13 97.85~106.61
tmax (h) 9.00(4.00~10.0) 10.0(4.00~10.0) — —
t1/2(h) 14.1£2.50 15.5+2.68 — —
< TR AREHERGEY
Chax (ng/mL) 173 162 107.25 102.08~112.69
AUC-, (ng-h/mL) 18,600 17,800 104.50 99.60~109.63
AUC-« (ng-h/mL) 19,900 19,200 103.98 99.21~108.99
tmax (h) 48.0(24.0~48.1) 48.0(24.0~48.0) — —
t12(h) 49.4+6.02 49.7+£7.63 — —
BETT )
Chax (ng/mL) 659 454 144.97 128.96~162.97
AUC, (ng-h/mL) 20,400 18,300 111.07 103.93~118.71
AUCO,w(ng'h/mL) 20,500 18,400 111.04 103.92~118.65
e () 4.00(1.50~10.0) 2.50(1.50~12.0) — —
tl/z(h) 24.5+7.29 23.41+6.64 — —

Cmaxx AUCO*I N AUCO*mbi%{ﬂqziéj{E\ tmaxbiqjyi,fﬁ (%ﬁ) N t1/2 Liqzi/)j,fﬁih%z%{ﬁﬁ

)BREDEE
[ ToH]

ILIFI(HEAT—2"
E MR RN B PE 4B % Xt BRI~ T2 10mgk UV 77U 26mg DO G- 5 ToTz ~ v T H &
OEMHERBOMIER T 7 IR EIX, UL T 7V OB A 2D 2L ZE LT, £/2 R-/S-UL 77
D C oo LAUC o0 DL 0T SEX EL (BEF /B 1T, S-TL 77U 230,94 (90 % E X [ £ 0.85~1.04) K TM.01
(90%1Z HEIX 8 1 0.96~1.05) , R-T/L 77U H30.97(90 % AZ #E X [ : 0.92~1.03) K TM1.00 (90 %12 #E X [
0.94~1.05) THY., AW F R [RSE MO FUEDFIPHN (90%(E HHIX[H : 0.80~1.25) Tdho7=, L EDFRE RS,
~ TR KRNIV T VAL ENE IO E BRI L 5.2 W e RSN,

UILTF I SEAT—2)"

ShE N EBER N B 12612 56 BRI~ T oA 10mgk VT T 740 20mg DR G AT o~ v T
22D C oo S ONAUC, D AT L (GFF /B ) 13, 0.99 (90 %15 #E X [ £ 0.92~1.06) & 81.06 (90 %15 #E X
fil:1.01~1.12) THY, AW 71RO FEAEDOFFHN (90 %15 #HIX [ : 0.80~1.25) Th o7z, —H G MHEAR
D C o TN T F 7V ED P IZOID U T3 (e n -2 100.82,90% 5 #EIX i 0 0.76~0.89) . AUC,
ZEW) T [R M D L HED R AN Tdr o7 G-I EE0.85,90%1F #HIX [#] 1 0.80~0.91), Flo v T
2T DLV T F 740 D Crax K OAUC T B I 5 IRFIZ e~ mE T o 72 23 (BT 1. 26 LY
1.15,90% 15 fHIX[#] : 1.07~1.48 %X Tr0.94~1.41) AR D C,ox L OAUC VA 7 1 [R) S5 1 0D JE HE oD i [
N T 7 (110 % 08,08, 90%(E $EX [ 1 0.99~1.22 % 180.96~1.22), LA_EDOFEF S~ T
B RONT F IV ENENOEY BB B AE 52N DRSSz,

ThaFJ—ILHEAT—5)
V=7, # AR OES
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HnRRY HEAT—4)"

SME RN BYEL061 % 5t G~ > T2 10mg KR & 5 R 7 a AR Y 100mg D O #5217 -
Toe~ Y T U B DAUC, KONC i rougn LB 5-FE L SE A~ INU 7228 (S 35 1. 102 M. 38, 90 % (5 #EH X
fil:0.91~1.33 % T'1.06~1.81) JHEHERFEH P DAUC. LOCrouanl T AEW F W [RIZEMEO FLHEOHE PN (90% 15
FEIX[H 0 0.80~1.25) TH 7= (8 I LE0.97TN.02, 90 %15 HE X1 : 0.85~1.11 % 1r0.87~1.19),

Y27 ESY (AEAT—4)
IVII-7. #HAAEH 1 0TES R

A= (B EYFEETILICESI I aL—3Y)
VII-7. AR EAEF | DOTES R

[(Z&F74)V]
gOyraFJ—ILBEAT—S)
VII-7. AR EAEF | DOTES R

JrFEIL B BEAT—5)
VII-7. #8 AAEH ) OIS

Rt 2o BNEAT—5)
VII-7. 0 AAEH  DIES IR

SAXFL U HNEAT—5)

R A 20412 23320, 25meg% | H 1B SRR O P 5B O TE F IR BE T, #4774/ 40mg% 1 H 118110 HfH
AERR OB G U fE 5 AX TG40 E B TS DAUC, Crae M ORC il X T B S22 B2 TR B L7
ol

REHYIUHEAT—4)
VII-7. #8 AAEH ) OIE S

ALRALY (HEAT—4)

fatFE A N8B ZZ AT 0. Amgh AR #% 1 6 5-RE D E T IR HE T, #7741 10mg X% 20mg % B[Rl ¢ 5-
L7z& & SN OUHE A R OMEE I L F O e KN R EI1IZ 024102, 3mmHg L ON2. 2mmHg., BANZ OO I e 3 K
OMEBER M E O i K FREEIFE 3. 2mmHg X O83.0mmHg THY, LR MLE~D I IZRO B
Dotz

fERER A 39BN Z AT L 0.4mgb # K 774V 5mga 1 H 1R B R D B 5- LTz & & DD e i E~D R 88 X
BOLNIR-TY,

BOMIEENEAT—)

fREBE R A 26 B0 DT 3R (= F = )L = ANT U4 —/10.03mg L N IR VAR V0. 15mg & A SR &2 4
S0 A0mgZ 2l HRAPFF R G- LT-fE R = F = L= AT D F — )L DAUC K ONC el s BRI SE -5 2R
O GLToEEDMEL LA TENEIN26% L TT0%H LT,

ZDMDERIEAT—4H)

A (= F P IR AL A F) UL T NV a— )L BN HE T 740 (10 1320me) (2 T 5B OV TR T L7 i

B = F U HIBBELA FISUXT N2 — KD XX T 700 DI ENREIZ R § DI G2 B IR D B e

Mot Flo  #F T 700 (100X 20me) AN RE Y T TH T4V U7 7I R ONT LBV ) TT IV

I RIE T BV TR LIRS R XX TN KDIF Y T T ATV TN T 7 T LRV E

I v — /L OB )T DO R B TR D Lol

) AH OAGRS I L RO RIF D@ RACIFI R RN GE (72 T2 ELTL0mg ROV Z T 740 L L T40mg) &
RO 5, 1 ZF T 700 GHREITBN R - i BRI i 5 1f, 595 ) D 7K GRS 7= Ak S OV B e, il A IS
LR1EZZ T 740U T40mga f% A% 535, | T D,
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2. EYRERII/NTA—S
(R AE
v IR— R A NETIVARAT

(2) RIS K FE TE 3K
LB R AL

Q) HKEEEH
BRI

@Y7 SIR
A E AR il A 34 A 2 22 BE IR B (B R O P 5 L= S X D RLNT DR O 27V 750 A (CL/F) (Y + 1= Y R
NI~ T U N1.7840.434L/h(n=33) XX T 74V )32.19£0.798L/h(n=33) TH 7=,

G)HTEE”
A0 E A B R 34BN AR H 2 22 SE R H [ D 3% G- L 7= L D R T D54 B8 (Vdz/F) CESE A HEF 75) 1X.
VT IN34.TE6.62L (n=33) , XX T T74/L7365.2+110.7L(n=33) TH o7z,

(6)Z DAt
A B RHRL

3. BEMAGRE L —SaV) @
(WA
BRI

(2)/35A—SEHER
A B RHRL

4. RN
BRI
<HE>
[~ T2 A AGMNEANT —£)"
SR E R N BRI C—~ o T2 10me R RIFR 4% G- U= & & M b e OV4 i i i RE T FE 1. 2 h
ZIHI 2RI (Cran DA : 235ng Eq/mL) B ONARF R (C o DA EHE < 131ng Eq/mL) IZH iR EIC
LTz, MR BED Couxs AUC,- SLTNAUC- o d, A2 R A BEIC LR Z N 10K980%., 96 % K TM05%

=y Roy el
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5%

(1) 1 7% — i BE P @ 8 14

R
<BE>

(v Tz ]
B Ty

j'é*ﬁnfzo
AR O RORET NI C—~ > To B 3mea BRI O 5 LIz L & #5145 20 . SEER KON BIc BT D~

T DN S RE T B L A P E AR s o7,

TIMNZBTD~ T T B O K OE B REIR (1 g eq./g)
HEL A - ik i 2IRF[H] 8IRF[H] 1H 3H 7H 14H 28H
¥4 0.054 0.083 0.022 BLQ BLQ BLQ BLQ
i AE 2.86 4.00 0.351 0.025 0.007 ND ND

BLQ : & & TR A ND © 3

[(HHFT74V]
BE IR

~NIT7'E

BIDHBE
U AIHEZ T T 0V 1bmg/ kgw OG- L 51904512

M8 R OSRR AA (BOEL RS BR AR IS) B HLL i 7 =
LRI IVZ L T 70V A RE LT, 2 ORGSR PN /i b 2 o0 % #fif (log brain/blood -

logBB) I MM D3> D FEIE DM T—0.89 (FEHEF 7£0.09) THY., MK T DX E T 747V DFI12 % DL k4 BE FH % 18
WUAKIZ AT T DI LIVRENT-,

(2)1fn 7% — R A& RS PY@ B 1

BHERHL

@ EA~DBITH
s Rl
<BHE>
[y To%]
B35 T yNT

BIDHEH>
IR0 B HOMEWistar7 v M C—~ 3702 3me/kegZ BRI A5 L7z b & GURHR BUS R 2@ LT oLt
K OMAZE D W AU BN THHUH REDS R 27, L B ONIAE e D #a B B BB U S 1 4% 5 14 AR o = B L

L, 7yMNIBITEY T X OEYENRE T 07 7 ANV E—E U T, B G- %24 £ CIZRBIT DI P ok hik
SRFRE T FEE A R R R A R R0 L R/ R P 130,32~ 0.5TDHIPH Tdh o728 T D% EHL & 5196
fRf ] TR B2, 012 LT,
BHAFTYNIBITHY T2 O RO RN BRI B Fe s

1HF R A4IRFRA 8IHFfH Q4[] A8IHFRA 9G]
TR B RERR
FLit 530362 1,300+17 | 1,230+162 2734100 71.8+22.5 10.3
1A 1,490+597 | 2,8104+227 | 2,230+497 | 598+106 78.4+32.9 5.10
Lt/ b 0.32+0.14 | 0.47+0.04 | 0.57£0.17 | 0.46%0.14 | 0.95%+0.13 2.0

K1 :n=3 FHEIEERZE (ng eq./g) *2:n=2
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(BB DBATHE
A B RHRL

G)ZFD D EE~DIEITHE
BRI

<HBE>

[y Tu2]

BE  TyNIB IR

A OB RORET NI C—~ o T % 3mg/ kg DA B THIARR O 5% € BOET A — V47 TF74—
Z TR RIS B DU BE D IR IF O HER & B = 2 — LT L2 A | Kt BRIEIERo M TR S AL, SR EEDH 20 A
IRTRSIVTZ AT E AL DOFEHFIREE ST 35\ T, R RERE B 2577 A0k 3P AG  REE, a8 i i B OV
T Bt BE I B AMEE ST AR AR TR S AR AR R B, GG R B L OS5 3 T o7

G MBEQFEEER
g R L
<BE>
[ TH
MBEE A RIT. T2 399% L o~ T o2 EHAARE1299.5% THY, BT LTI KN a l-1iE
PP EALFE AT D,

[(HHFT74V]
BT 70V OIMBEE AREG213294% (in vitro  EB5ENTE) THY, BTNV T I KRN a - EFEFEASE ST
Do

24)

6. 1
(1) R BIERAL R O B2 IR
Mg Rl

<&E>

[y T2 ]

R N6 C—~ o T2 10megZ B AR O 3 G- L= L & i~ 7o 20 REIK IEHERE. H
JVIR BRI N ZRD BT, MAETR OIE MR K OV R B IR L~ o T U2 REIE DI RELIZE N ZEh
$9190% K UI20% Tdr o7, (SFE AT —4)

T U A AT FEICCYP3A4 N CYP2C 7 73— (CYP2C8. CYP2CIKINCYP2C19) IZ K0t &dur-, il A gt
WD E I FEIZCYP3AUZ AL D THY, CYP2C8, CYP2CITCYP2CI9D B i3 d M T o7z, EPLIE M4
HERWNGE Y O A LI EICCYP2CAUT EDHDTHY, CYP2CS,. CYP2C19 K TUCYP3A4AD B H 1L b3 0> Tdh -
77
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2 TR OHEEETIR K (BN

Br Br o
oy oy
HNS A o\/\o)\\N HN A0 OAN
NN NN

M3 (ACT-080803) M2
In vivo:$€. R In vivoi—
In vitro:FF 370 — L FF S In vitroBF X701V — L

kA
Tk ks
Kt
Br

Br Br
Br KEgfk Br B7oEn Br
—_— H NZ
ﬁ/\/N}sN ; .0\/\ /kj N, ; ,o\/\o/kj HNL N }: o\/\o,k\Nl
0.

02 NVN 02 NN
M6 (ACT-132577)

In vivo'$€ In vivo:3E, M3
In vitro:fF 270 — L BFFEE

In vitro:FFI 70— L
l Hit l JUazive
Br Br
kS8R sk ‘O)
Br
< HOH < HOH HO' T Nﬂ’
Hil A\ 0 COOH /\,N\gN A\ O CO0H /\/N\gN A0~ H (S)N NSUNENN
2 2

M7 (M 602 u) RYTLEL

2 2 Nz 2 N\¢N
m/z324 (M 323 u) M5 (ACT-373898) M4 M1 (M 706 u)
In vivo#. R In vivo:3£, R, M#F In vivoi— In vivo:FR
In vitro:— In vitro: TR In vitro:FFI 70— L In vitro:—

[(# X2 F 70V ONENT —H)
fEEE R N6 C-2 2 T 741 100meZ Bl O % 5 Uiz & & | I X IS EE T TV R R OATF LT

Fa— LN Ta L TR RRERD LN MR DRATF BT a— AR ATF L T a— T ra RS RO
10%;'6{%(&)07"\_0

)R B 5T IEECYPHE) DN FE.FEER
SV avZd
FITCYP3A4 L TRCYP2COUT I SN S,

(27T T 4V]
FICCYP3AUZ IR ET SN,

DYEBBNROERRUTOHE
ELFTRIRL

() RS DH MR U EIE L FAE L
HRSETRIEL

<HE>

[vTos]

5% tin vitroD T —#*

tkm?&qﬂﬂ%ﬁzénﬂ\52$§*E@1ﬁ§§T%(M6&UM5)0)5B M6BIZETA KON E T Dl 52 RIS B ER Z 7~ 3
1L MBIEETS BRI FUE R 2 RS 722\WN2 205N vitros B IZ ZVBAS NS~ T-

MGODETA&UETBXQMKFH’#H@Icsoﬁ(?fﬂﬁﬂﬂfﬁ ) X F I EAL3.4E0.20 K N987E92nM THY .~

T U ATEARET S FIR THISSr D1, BTS2 AR THIZ/r DIDTEEE 7R LU=,
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7. i
WAL

<HE>

(w2 T2 NGMENT—5)

fERERE NGB C—~ > T 10mgZ R O 5 L7 b & B 54 14 B £ CO R RERINER 1T, JRHT49.7%,
P T23.9% Th o7z, R U T U2 B OEEEI L PRI S e T2,

[(Z5 T 74NV SNENT —5)

B N6 C-2 2 T 741 100mgh B [AI#% A4 5L &, - 5-#4 3125 [ £ CTO R fERIN R T I T
60.5%. JRHICT36.1% T o7z, HETIII EICATF NI T a—)UK BT a—U K RPIIEEICATF VI Ta—L
INra IS IR O T a— I a L Rt S IR RO BT,

8. FSURIR—E—IZBETS1EHR
[~ T4 (in vitro, SMEAF —5)™
~ U T B R ONE A O I i K OV ik D MR O BGA A 2B B9 28 5 2 02327 (OATP1B1, OATP1B3,
OAT1,0AT3,OCT1,OCT2K&INTCP) M N, HEHICBE 57 5k (P-gp/MDR-1, BSEP, BCRP,
MATE1 K OMATE2-K) 259 %in vitrosRBRICEITHBEERZ F ISR,
CHOMERRZ = MR N BUA 73 BR O F5 5 ’\7/7/5'/&0\1\/16 WX BIE U ZOMIBENIZ AT L2280

MAEHIERE AT SE IR FE LR N FERE TR I XIZE R ThHEB 2 HND,

fHER T~ o T2 30mega ik OG- Li- s %@vv%y&y&UMa@m IS G SE i 2 135.36nM &
W7.6nMTHY, in vitroikBR THEOLITZICBELV S IEF IR ME Tho7e, LTe B3> T v v 707 30mgE TORE
OEHIZ BT, 2D D EX LI URKAFE T DI E OO I IBW TR R BAER 2N 3B H T RE X
TRNEE 2 HILDDN T DR AR AT L I JRAE T ABCRPICHEAFE T2 3 L O B AR EAERICHOW TS H,
DR FENEZ S TE TE72W, F72, OATPIB R HL AN Z V=i BRIZ BV T~ o T U2 U B OME6DBUA Z I ZOATP
IARTE L 72N 2 EDS BB E72D  OATPRRE A & O HFIZ W THFBUA A FE O FY A BAAERIZRBIL 2N 5
2D,

BN LS T B~ T A R OEEARE ) DIC o (1 M)

Wiks 3y H ~YTVRY M6
P-gp/MDR-1 digoxin >100 ca. 100
OATP1B1 atorvastatin 6.9 21
OATPI1B3 estrone—3—sulfate 14 56

OAT1 p—aminohippurate 3.7 4.7
OAT3 furosemide 0.7 1.5
OCT1 MPP+ >100 >100

OCT2 MPP+ >100 >100
MATEL metformin 30 >100
MATE2K ASP >100 >100
BCRP cladribine 1.0 5.7
BSEP taurocholic acid 18 50
NTCP taurocholic acid 19 14

P-gp/MDR-1:P-$E&Z L7/ Kt Z 371 OATP - T =F L i R U TFF R, OAT T =7 g e A
OCT: H AT AU Hk IR MATE : 4 - 2L AW PR ZL78  BCRP @ JLya i &7 X 78 BSEP @ IR FE 3R HEH
R 7 NTCP : F R MEFEME X 7 oo — L fig eifigi 25K 7 F K MPP+ : 1-methyl-4-phenylpyridinium iodide, ASP : 4-
(4-dimethylaminostyryl)-N-methyl pyridinium

TE)ARFN O ARSIV FVE L OVHEIETE S IR LHIENEE (v > T2 L T0mg K ONF X T 70L& L T40mg) % 11 1%
Em“éo JT BHb,
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(ZX 574 0]

825740 %in vitrolZ 38T, P-gp (MDR-1) DFLEVEM . KUNOATP1B1 KN B3D I \BHE MEH 2+ ™ A3,
BHEGT4NATP-gpDIE ThHY AR L L OPKICH BREBE A RN ENRESNTOS, JoT kv
R—2—% A U= S B e A S AR BAE RSB E SR,

9. BIEZIZLDBRERE
PR

<HE>
(o ToH]
BE T U ATIMIES R EDOBFE RN EL BT IR ETERWEE BN,

(5242574 N SMEAT—2)"

MR BENTEZ T COAR AR BE16HICZ Y T 701 bmg, 10mg K OR20mga H[ElfR 5.7 X AUC, . X

ORC ol TIEFE AR ADZLETHI109% KN4 % L 7=,

TE) AR D FKFRSA FE L OVH R T E AL H LR 8E (v T2 e LT L0mg KON X T 741 L T40mg) %1% 1 5%
BB, | BZE T 700 (BhREUFZh B < Sl R i v 0 ) O 7R GR ST i S OV R Dl L s IR B 1[R[ 245
TANELUTAOmgE R B35, ITTh D,

0. HENEREEITIESE

(DFFHREEERE
S ERL
[y T2 A ONEAT —4)"
it % i A\ 8151 So OVER J2 1B 75 R 38 (Child-Pugh 23 FHA) 741 R 48 (Child-Pugh 43 8B) 841, 8 & (Child-Pugh%y
HO) BT~ T2 10megh AR A& G- Uizl & ~ U T o 2 R ONETERE DAUC oo I 5 55 BT TR
% AD66~94% T, t,,,1%85~106% T -7,

(545 74N GMENT—5)

fit el A\ 8B R OV B 5 FR 3 2561 l2 2 2 T 70V 10mgZ B (Bl 1% G- U 7= & & 8 B i 55 fB 3% (Child-Pugh %y

HEA) F OV EE (Child-Pugh S B IC 813522 574/ DAUC, o D i B IL . A HE RS 5,823 1 g-h/LIZ%t

LCHFAENS, 7601 g h/L}1M,049 pg+h/LTH T,

kT R (TR VRF SRR BV BB F) - n=8 1% & IFf# 5 (Child—Pugh/y$HA) : n=8, H1 % & IF 3 (Child-Pugh 4y $8B) :
n=8, H JE iF [ % (Child-Pugh%/y#iC) : n=1

2. ZER(CROEBFIZIZ/RELEZNIE) GREY
2.8 HEEONFEERHF[9.3.12 1]

9. BFENDERTHEIHEBICEHIHEEGRH)

9.3 friaelE=RE

931 EENHEEERSE
BH LW & DOERAIZBWTEERIIFEEOMERHH, ZIHOBF LK CIIbrst s T
W5, [2.8.16.6.15: 1]

932 BEXITEEDHEETES
JFEESE (AST, ALT) [EO W MU SX I 5 S EEEE R D1.565 % #8 2 2 38 1L AAKI DOl R 35k Tl
FrofEAITUND, [8.1,16.6. 12 1]

1E) AN O AGR S FE L ORI D@, il AT TELELEE (v T o2 b L Cl0mg L ONFE T 7418 C40mg) % L1 4%
G2, | 257740 (Ghie XAXh S - I Bh IR it i i 258 ) O A& GRS e E OV &I s & BRI LR LRIZ 2 2
TN ELUTAOmegE RO B35, 1 TTh D,
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() BigRHESE
A B RHRL

[~o T2 AGMEANT —2)"Y

fit e il A\ 8451 B OV B B & B S FB 3 (CLer=15~29mL/%3) 8B~ > T Z 10mga Rl O # 5 LT- L& <~
T D Coa JKONAUC oo | LA FE Bl T P~ FE B B 5 R TN AU11% L 024 % i< 1o 10 %6 At OO 4iE
ECh o7 JE R D Clu L ONAUC, o i IR L0 B L B [ AT CEALEAL39% L T8 % i< b2l
RIB2%IE R LT,

(22574 SNE AT —5)"

T Al N 12451, 158 B R s 2 R 3 (CLer=51~80mL/min) 841] , H 45 B B i =5 HR 35 (CLer=231~50mL/min) 845112 #
25740 5mg KON 0mgZ BRI O # 5- U7~ 2% AUC oo L TRC o THEFE AL A D FHUEIUHI100% & TR20~30% H
7=,

MR BT TOBREE RS BE 166X Z T 700 5mg, 10mg K ION20mgZ B FHR O # 5. L7 &% AUC, &
OC o TIEFE R ADZEIEIHIL09% L 41 % HE LT,

2. BE2(CROBHIZITTRELENIE) GREY
2.7 HEOBEEDE[9.2.12H]

9. B ENDERETEIIEBICEILEIEGRH

9.2 BERclEERE

021 EENBEETES
PG LW, #X 70 OMBEFIREEN LR U, FBTIC LA 7V T T AOREIT ISR, £
7o . 2O O BF LR RER TIN5, [2.7,16.6.25 ]

922 BEXITEENEEETRE
VT F = IVT T AN60mL/ 53 AT AT ML B E OB O D AN BE XA ORGRR
BRCIIBRIN S CUND, [16.6.25 7]

TE) ARAN OGRS AU FE L OVH R TEE ARSI L E RN EE (v T o2 e LT L0mg LN X T 740 L T40mg) %% 1 #5¢
G2, | 22T 7470 GAHE SXATZN L « i B IR it o8 1fn. i ) O KGR S 7 VA OV B @ i IR R R 22
TVELTAOmgE #8595, I TH D,

QTS
HBOSETRIEL

[>T B ABNENT —5)%

ElE CO~ Y TUA DI BNREI TR FTSIUTUR,

PAHRF 12774 10mek 24 R Qe G- LT- L & AR OV~ o T o2 0 M OTEPER B o g
’F 7 ¥ B D3 i <Ze DA AN RO BT,

(225 74V SNEANT—5)

B 1 5 12451 (65~ 7875 ) M OV FiE 54 1 2401 (19~ 4538 ) IZX X T 7401 0mgZ B RIR M 5 L= X Coudd
EilsE L EEHLTIREFEE TH TN, Ei G DAUC) o L BEAEF I AKI25% m il Tdh o7,

9. B ENERFZEITHEEICHATEIE R
9.8 SihE
— R A RE DM F LTV AZEA LU, [16.6.35 0]

TE) AR D AGR S FE L ORI D@, i AT THELEE (v T o2 b L Cl0mg L ONFH T 74712 C40mg) %% 4%
595, |22 7700 GhHe SAXZh 5« M B R it v i 2 0iE ) O KGR S 72 FE ROV &I TE & NS L H a2 45
T ELTAOmgZ iR A% 595, I ThD,
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11.

Z Dt
LERRL
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—_

ZEEERLOEESICEHATSHIEE

ANBEEZDIER
&=

1.

g

AFTSTLILEHBFIR (F—BRIEZRNO)VEEF (= S ) BREB 7L EEEAYYILER . =05
UULE)EQOHBICKYBREEANEERL BEICIMEEZTRIELZENAH LD T, REIRS DRI T
BRI E—BIEZERNO) I EFIABEINTIVENI EEZ+HEREL AFIBREPRUEBERICELNTE
HERFIXE—BIEERNO)HEFINEEINLGNLSI T+ FETHIE[2.3.10158]

=L MBIk EMEEDAEICEVNT—RIEZRBABEIEAFOFHAI AR LLELHIHIN
51553 BEAKICH ORI TEZERERICE VLT, BRI S M EEDRRERICH OB ERRE
BOEMODLLETEEICRETHIL,

(fifERL)
7]\ //I/ijAOD %%/ch EL/’C 'J/:E_‘Lf\_o

. BRABEZTDERH

2. BE(CROBEIZIZEELENIL)

2.1 $E U AR U C OB AT REME OB D21 [9.4, 9.5 5 R ]

2.2 EEOK I E (L F <90/50mmHg) DA E (8.4 ]

2.3 A A XX —i2 b2 5% (NO) ik 54| (=~ 7 V'Y #AHEE T UV EEEA Y YV E R =a T DV ) R i
Hrho#BE (1., 10.158]

2.4 FIENET T =NV 7T —B (sGO)RIHAI (VA7 TN &8 5-rh o3 [10.12 #1]

2.5 FRVCYP3A4HEFEAI (A NTa > =L UMV EH A 72 e 2L e R RAl 77V~
AL Ay AL NE AT BIA] T ML E W) A 5 O R 10.1.16.7.2(2) 2R ]

2.6 BRCYP3A4FEEH (V7 7o B AT A NV IS HE L AP T, T /7L
=N V777 F ) GO B [10.1,16.7.1(5) 2]

27 HEOBEEERE[9.2.12MH]

2.8 HEDNFIEHEERE[9.3.15 8]

2.9 AH| K OAFN DR N BOE DB FE D 2 8 H

(figan)

21 AT AIYMNEDE - USSUIHEC TR E LT,

2.2 RANMETIRIERA DS L~ T2 K OFE T T4 DELERI THDHZENLREL,
2.3.2.4.27 TRIIIVHEEDE IR SUTHEC TR E LT,

25.2.6,2.8 7 AIVMELONT RV HEEDOE IR U HEC TR ELT,

2.9 — AR EEFHELTREL,
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3. MEERITHMRICEETDIELZDIEH
V.2, BRESUTRRICBIE T HIE R 22D 2L,

4. AZERUAZICEAETSHEEELZTDERH
RESITUHR

5 EEGEAMIELETDEH

8. EEREARNEE

8.1 DTNV Z R EFEHIK (ERAICHBWTIFEERE EADNROHIVTNST20, IR & & 03 %
HBIARTAT VO, #5113, MBS U TR BE MR A 2 8 WIROIC 32 hE 3D 2 &, AHI - TRl R I 2 BR
FZAZASTALTE N LR U256 OB R E LA 20U E AR S EIRO2E2 B 255
A XL O BRI AW BER EDIFEE OMEZ 5 &1L AAloR 5413528,
[9.3.25/]

8.2 ~EZuR D ML D RTREME D B D728 ARFN OG- BRAGHT L OB G- I LB R D e/ ae iR
JFE % BIEICHE 452N ELVY, [9.1.1,11. 1.1 ]

8.3 AHI D e 512 L0 fili 7K OO 5 73 T D T2 355 B VLI IR PR ZE MR BB O P REME A2 %2 8 5 2 L, i ik A
FEME BN EONI G AL AR o5 2HIET5Z L, [9.1.35 ]

8.4 ARANT MAEIRIERZH 35720 KA OF GIZEEUTIE, A IRERIC LV EE BN B Be2 2
LRI REMED D DR AE (W A48 - 22 BRIl 5 i Sl D, B o0 /e SR HH S PR ZE | B AR peh ki e
EEE)ICHLODE et 528, [2.25 ]

8.5 4RF[HILL D EhE DIER T FH ghid (6 s fH] LA ERife 329 A 219 2hid) 38 EIC T ol s S
CND, FHGEENE I 9D ALEZ LA T E R SE R O 1815 T Eh B RE 2 K Fe UL HE 72D
ZENRHDLOT AR LA ERpE T IR B A SN A B OIZERMOBZNE 2T DI EETHS
&

8.6 ¥ 77V DEFIRRBRIZ BN T OENLCHREFEENFROLILTWDO T, maTE3E., HE)H O EiR % fE
B PO A B E T D ERICIFE RS ED 2L,

8.7 AHIF 5% BPL AR IME T UL BRI TE R RS Do 725 A iE LN CIRB A E 02 £
DI BEITHRE 528, [15.1.2(2) B ]

8.8 AAIPL 5% B HE KT UL ZE M (H IR0 D EWE e D) bbb 512id E
RN HSBEMEOBEREZ 5L, BEIHEETHIL, [15.1.2(4) B ]

(f#F0)
8.1~8.4 & T AIVMEDE IR IZHEL TRELT,
8.5~8.8 TR IVAIEEDE IR CUTHEL TR E LT,
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6. HENEREAIHEEHICHIDIRE
W EHE-BRIEEFNHLEE

9.1 BHHE-BEREOHIEE
G EEQEMDHLEE
(8.2, 11.1.1= ]
9.1.2 AVPA—ILFEDAERRXILIVFA—/L AR DS MIE (REFREFIME >160/100mmHg) DH HEE
INHDOBFITBITDL &ML OE EXMENLL TR,
9.1.3 fiEsARFAE M EE RS
AHNZ PG LI EN BRI, A TRIE 26 H U725 A K EO BER AW AEIN TV D, [8.35
il
9.1.4 BNFEZE-INE MO FEIRKEHAURNICHIEE
INHOBFITRITHR &M L OE INETHEALL TR,
9,15 BIRBREMERE
RARY AT Z—F (PDE) OB = EEZ O SERI D HEROHND,
916 [EENHEE L XMA(ER. [EEZDRHL. Peyronie®E) DHHEE
BH T 70V OIEBVERIC IR D E DR RI2 I F A5 SR AR DD,
9.1.7 BEHEENRALLYEHIEEGRFAMKEEN. TR EEFHE.ANKE) OHLEE
9.1.8 BN ERBRITEILEEBSDHIEE
B2 T 74 Din vitrog R C=hr 7L R F R (NOMEG-H) i/ MG il EH A HE R 52828
FRHONTNG, HIMME R BT LSS D& D BB TR H 2 MR IHESLL TV VR,
919 EEEMEEREAZE AR, BEEMERZICASBEMEOCR#HFENEELEIOIEE
AFNT MR VR A4 3 570 — @O FEO ML TR F 23S 25 805 5,
9.1.10 HMDBEEEF(EASUKIEREZE DO ERERZE. fu/MrEE. BEEEBERBICHESII/MRIERRR
BEREBFRERZEILEE
HIMO fEYERN & ELBENR B D, [10.22 ]

(fiF350)

911 A7 AIVMEDE U SUTHEL TR IE LT,

9.1.2 TRIVVAEEDE A IRCUHEL TR E L, 7272 L 2 ha— LR B O @ MLUE D& 5 EBE (231 D2 eI &
(ZOUNTIEATH o0 [F B H 7] 55 AR FRBR O BRI L HE | IS W TR E L=,

9.1.3 A7 AIVMMEK DT RIUIVAFEDE FUSSUZHEC TR E LT,

9.1.4~9.1.10 7RIV HEEDTE IR T HEC TRIELT-,

(2)BHEEEETERE

9.2 BEaelEERE

921 EENEBREETESR
BB LN, 2Z TV DOMBERREDN EH U, EBHTIC LD 7V 7 7 AT S0, £
7o . GO BFE LR AR ClIbrst Sivng, [2.7,16.6.223 /]

922 BEXIFEENEEETESE
VT F =L IVT T AN60mL/ 53 At AL MER B 55 OBUE R O D HARN BE XA Ok AR R
BRCIIBRA SN TUNVD, [16.6.28 7]

(i)

9.21 TRIIVABEDE TR ITHEC TR E LT,

9.2.2 HARTIZT RV HEEDE TSI B CIRE TP EEOBEEDHHEE TIXIH1R20mgZ & 595
ZEEHESNTODIEDD  AREIOE BE S [E 2 MAHRER CTlI /L7 F =207 7 AD360mL/ 47 A 1%
&M B B EOMBENRON DA RN BEEZRIN I, ZNODOBFIZIBWTUIARFOR Btk RO 2N
ARSI TN Z &M D BRAN ST B BEE HARRIZHIREL 7=,
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QFFrEIEERE

9.3 friaelEERE

931 EEDHEEERSE
BHLRNZEAMMDERAICBWTEERIFEEOREDNH D, ZNODOBE TR AR Tl ST
W5, [2.8,16.6.1% 0]

932 BEXIIFEEDHETESE
JFEESR (AST, ALT) [EOUWT NI G A3 EEYEE R D1.565 % #8 2 2 A 1 I A DRl R 35k Tl
FrRok S TUND, [8.1,16.6. 12 ]

(Fga0)

9.3.1 AT AIVME KON T RV AHEDE U S HEL TR E LT,

9.3.2 HATIXT RV HEEDE T UTB W E U EE O EDH L EBE TIXIH1R20mgZz & 592
ZELRESITTWD,
ANF 00 [ B 4L [ 55 AR B BR CIEIF B SR (AST, ALT) IEO W Sl 5 N FEHEME LR D155 2 25
BELZERAN LT, 2D BEIZBOTUIARFOF ZE KOV BPEDFARSIV T RN END, R ST
AR BREICIRE LT,

(DETEREZERIDE

9.4 £FEREEHTHE
ARFNDOEHIZEEU L, LU FICOW B R OEE L AL IR REMED & A L MEIW I I AH B G- Bl ih i
OG- IR R A 23528, [2.1,9.565 ]
(IR ARFNIZ AR FH U235 6 ORI RT3 fE R
(2) B 5 R O G- R4 10 H e F2 70 ik 2 VWD LB IC IR UG B35 LUTZ DRV H D
AL ERICE HICHEK DL

(fRER)
F T AIYNEDE AU HEL TR E LT,

(5)4Eb%

9.5 1E4F
B0 SR U CW D RTREME DS D E MEICITZR G- L2 2E, [2.1,9.4 5 M
951 I T
IR (TN X)) T NS A R KOV IE RREF RENRESNTRY, i/ athERIc ik
DRI T Y NCHRIBMEART T TRIBOE AT CTh o7z, Fo MIRIGE N2 E B ESIVTND,

(fi#)
F T AIVMNEDE IR SUZHEC TR E LT,
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OF &R

9.6 $=ELIF
AEF G NI ALLIRNZEREELLY,
9.6.1 T TUAY
B EER (T D) TR = T2 AT PICRBAT T LR SN TN D, 72, BB (T M ITIEIR
1THDG 3804220 A £ TR A G- LIRSk, AR R OREORE L OFETOHEMHAZBD O TN D,

(f#70)
F T AIYNMEDEA IS HEC TR ELT,

(MIMR

9.7 MR

INEEEZ R G LT IR R BB IR L TU7Run,

(fiF350)
1875 AT 00 FB A 1L B L [R5 AR BR ) SR S QU2 e bR E LT,
) EE
9.8 S E

— RIS RENMIE FLCWAZEN LU, [16.6.35: /4]

(fiwt)
A D — 7RI LU TRRE LT,

7. HHE{EH

10. fAE{ER
VU TUH AT EICCYPIAL R CYP2COZ IN R SN D, 45 T 74T FEIZCYPIAUC IV R SN 5,
(16.4.12 1]

MBREZEREZDER
101 fFRZESBHELZLIE)
WK% B A R« 1 5 % 7« £ B K] 7

A 751 K O'NO it 574 THODOIHK|ILEE T TN D | NOIZcGMPDRE A% HIT L .
=ras Uty PRI BIEER AR T | —F ., 24 774V FcGMPD 5y
R e LHEDRERHHO fRZINEI T2 LD 2B
A NER HHN LD NEHIZ I GMPDHE
—agu U KuEITDONODREENE A S
[1..2.32R] W95,

sGCHIJ %A PEICED MER T2 ET | VAT ThEXZTT7 00 D ff
VAT TNT T L78A) BENRHD, FIZED, N cGMPIE EE R
[2.4507] L., &5 i E e 7

R NETRBENLNDD,
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A 4 55 i AR - 8 1 7 VR 1% e - fe i (K] 1

FRUVNCY P3A4RH E 74l U TR OEE T T4ND | BRNCYP3A4RLEERICIY,
ANFaF =L (LR =) M EE RN EH L ARKFIOF | ~>To 2 RO T 70D
UNFEAEGHRFI (O —E T IV 3% neyR) [ fEHBREBLLL <o B2 | RS2,
TEFFEN (L ATESY) ND,

LT ENEGEHRF(F VAL T LPar vy s A,
S —)

IIVAA~ AL N TTVA TTV v R)

ab L ARV NG BAFN(RFVE LR F U RAY, T
Labty A Y —H)

TV RLEIL (Sa—R)

[2.5.16.7.2(2) =]

TRNCYP3A4 5 7 2T TTLD | BEWCYPIAATEEERIC LY,
V7rre s U7700) MAFRENMETL, KB | w3 T LA ORI TT4LD
YAITF IRV T (B b Va—r R T —=NER | BRI THBENNGD, W2 A I D S E D,

R hh

TN B (F7 L h—)L) V772 (600mg/H)ED

T2 A (TLET F U B =)L) PERZED, #%Z741 (10mg)

T )NV )L (T )78 — )L 5 DAUCK RC M TN I

V7577 T Raz ) 88% M 46 %K T I 25LDH
[2.6.16.7.1(5) &= ] Enbd,

(L)
F T AIYME KO T RNV A EED B IR HEC TRIELT,

- 3B \CYP3A4FREH
[y ToHa]
rhary—E BEAT—5)Y
fEEERE A 126112 A ha T/ — 1 400mg K8 # 5 HEZ~ o 7o 2 10mga A LT i B = o T2 22 D C o b
SO 2 D3RI L AUCy- o ZAI 25 TN U T2 AE PR O Crland $51% . AUC)- ol Z26 %o T L trraxt FABIRE[ET
D2 £ LT,
V) 0 A1 R SR [E N AR KR

(5 FT74)V]

gOsrary—LP REAT—%)

R AN 126127 b)Y — 1 400mg (1A AR O P 5) L4 2 T 740 20mga JEFE G- LT L& XX T 740D
AUC o NC o [T, ZIVETU312% K UN22% BN L 72,

fERE R AN LB b)) —1200mg (1H 1R 0§ 5) 42T 740 10meZz Jf G- LizL & 25T 701D
AUC oo MO C o FEZE 107 % KON 5% BN 7=,

V) 6 A1 T SR E P AR AAGR

JrFEILBEAT—4)

R AR A 166112V N HE/L500me 3 IE600me (1 H2[R]) &4 4 T 740 20mg% RS- LTz L& 2 F T 7400 DC
1E30% M F L7228, AUC) 1 232% 4 ML 7=,

R N8B E /L 200mg (1A 2[E]) X2 T 700 20meZ HF A 5-LT-L & 22 T T4V DC o LR FEE T
BT, AUC - T124% ML 7=,
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- BBL\CYP3A4EEF
[y Toa]
o7 ELY (R AT—5)'
TEFER A L0BIZ ~ > T2 10mg AR # 5-RFIZY 7 7 B2 0 600mg e fIF Lf:ﬁ%%vy?‘/&‘/@/wc 30N
Crrouanl TEIVZEITI% L ONI3% D LT TE PR D Clowan Z17 %I LT3, AUC TR T2 23580 5
VWAV Y el

E)ARFNO ARSI E ORI LB AIIZIBLELEE (w2 T2 L T0mg KON X T 740 L T40mg) &% 1
Be 595, | ZE T T4V (BHRE SN « il B AR A i 1fn ) 07K GRSV A OV Bk DE@ i, sl AR | 1 E &

ET74NELTAOmga RN 595, | ThD,

Q) HREEEEDEH

10.2 SERGEE (BERITEETHIL)

KA %E

B AAE R - 1B 7 15

P e fEBRIN ¥

HFEE DO CYP3AAMHE1EH
PNOHFEEDOCYP2CFHE

~ YT UH L DMAPREDN ERL ~ TS DR
TEARFBLCT <R BEND DD,

CYP3A4BHE/EMH L XCYP2CY
PEERICED ~ T2 Dl

[16.7.2(5) &[]

20, E ., a MWL 22 570 OHE TR ED
SERE L FEE F 2K LT e OBAE 1 5,

YEREA 35364 TR INSES A REME DD,
T)a—)u

[16.7.1(6) &[]

CYP3A4#5EH| TV TUEROREETTOVOIMPEREENMETL, | CYP3SA4FEEERICIY ~v T
TI77ELY AR ORI TDIENNHD, UHEURONEE T T4 DR
EX T4 TSRS,

VT4 IREE

CYP3A4[HZEF HE T TN DR EN R L X T 70V ORNE | CYP3A4PLEEMRICEY 247
RAT T LFENL HMFEBLL oL 7bBEND B D, TNV DU FE R HINSHES,
IIINFTEA
TYRRYAT
NRFR3L
T —T TN — R

AN R Hr (125meg/1H2[E1HS) D10 H B P | CYP3A4FEEIC KL 7V T T A

[16.7.2(3) &M ] Y0 2HZ T4 (40mg) D1I0H HIZBIFTAAUCK D | O E M XD Z X F 74/ 0 1 b

Con S HELEARTENZIA1.5% K266 %K T | FERENME T2,
THEOHRENRD D, XHTINNNCIDR B D
AUCK Ot THE T D5 BT A DR T2,

o HE T A1) REH 20 (8mg) EX X T 7410 (20mg) DOFFICE | #4 T 74X ESLRE I
Ry O SEALIOHE I T L OMIEE i 13 i RE N E | DREEERZE 35720 0F I
TS 19.81mmHg K O%5.33mmHg FBE3 AL OWMENH | LOBRIEEMAEZHRTsEBEN

D%,

[9.1.10& 4]

ZD 1= gErS

EEIIERD LN o7 FERIC IV o &
RPN EELBENNHD,

R - 751 TG T o MR SRR LA CEA X £ A
VEN= A= LEZ T 700 (20mg) DPFIZ LD, HHBITE) T ULE
AT ra—)L HA i K ORGSR B it £ 13 e KENF8mmHg K&
TF 5L U4mmHg FRET2EDHERH LY,
B TR
FI_RYFR HHEZGTIANED PN LOBEEVEA N R T58%
NnH 5,
AU KRE PR 225700 (10%020mg/ ) EDPERIZIBUNT, DL | BRI K HL3E5E D Hke [E 1A
INTrU 77U (25mg) D HYEHE K O PUEE S VEMAICH 3 | ZMifTLCW D BRE Cld o

fEMMED S ELB LN DD,

RNATT T

SEfE AR ML EZ R T B2 dH D 0K Lof
it @}:fLKRﬁ%%‘ (ZBEL IR L2570
LHIWrEnT Y _@Jf{#)ﬂﬁ‘é &

AL c GMP R B 2SN L | f%
TEERZ BRI RBENNHD,
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(fAR)
F T AIVNEE RO T RV HEED B ARSI HEL CRRITE LT,

- hIEEDCYPIA4EE AN DFIEENCYP2CIAEEAER T HEH
[y To%]
Z)LaFJ—iL
AR R Y B RE & TV KD DG TR -~ o T2 1 0mg B A - I 2 e C 7L —/1400mg/ H O
B CIE =2 T2 DAUC K ONC, 0 ST Z 3. 81 K O L. 32127205 ZE N HEE ST, TE M E Y
DAUCK O Coran LN LKL ORE KO0 65127225 Z LD HEE ST,

N V2
(#5774 VIONENT —5)
fEHERL N 15BN T 740 40mg (1H1[E]) L OR B2 125mg(1H2[E) 210 H G #% 5 L=, #5108 HIck
F54% 774V DAUCK C il 55 T 74V B PR B REOEL[FIFR L Tl o723, #5100 BICB T4 4 774
JVDAUC K RC o TXZ T 74NV GO E e TENZI41.5% K 26.6 %K F LTz, — . ZX T 74V
WZ&DR A DAUCK DNCand 25T D5 BRI TFRD B 2T,

- o BT

[(ZHTT74V]

FERHJYIUGEAT—H)

BEER R A 18BN RV o 8me AR R A B H-RF D EFIRAE T, #4770 20mgh BBk M 5L 7= & & 37

NEDOU e B M ORI B £ DO e KT R EITF 2 419.81mmHg & O85.33mmHg., FA. OO U i 1] K OV A3 17 1f.

JEO K T EIZZNF13.64mmHg L 002.78mmHg Cér-7=17,

TR ANASBNIR V2 (dmgk T XX T 70V bmeZ 1 1R SRR D # G- LI-E& Ry oo+

W FVEFNC R D47, ZORRBRIT ISV VT, A5 DR A RO ML E M VIC B3 2 B EH G RN L o0,

) AR OAGREN- AR OHEIZES ., AT IENEE (7o Z 0 ELT0mg ROV X T 7012 L T40me) & 1% 1
BEGT 2, 12X T 700 Ghae AFsh 3 I EhIRNE I & e ) O 7&K FE S e R MOV E X @ B ACIX TR 1A%
T T4NELTAOmegE R N 595, | Th D,

8. ElYEH
1. 814
WOREIERNHHDONDZENRNH DD T, BELE T ATV, B NEBOLNZH A& 52 1ik4 57
7 E AT L,

(WEXZEIEREHER

1.1 EXGEMER

11.1.1 &1 (6.5%)
B, ~EZ e RO BRI RTREME D D5, [8.2,9.1. 1% ] ]

11.1.2 BBUE
95 (1.1%) , FERIE (BEEE ASH) | BRI (0.5%) | KB B2 )6 9% (BEEE R BA) | Stevens—JohnsonfiE{wEff
(HEARR) SERNHHONDLZENDD,

(fiRt)
CCDS(EZEIET — &> —h) AT AIVMMEM T RV HEEDE IR SWTAF ORIERZ i EL A
I D [E B 3L 7] 25 AR R BRI Z B AR EHN OF EF S BRI AL LB E 2 F LT,
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(2)Z Db DE|1ER

1.2 ZDtDEIERA
5%LL E 5% AT N
JEYSIE K OV HUE AGHE RUREESS A T SRR
RGP AOVNZAT %= M/ NBE D INREE N
i SRR I 7R Fii5 | 2ERRS , AR AR ME R AR ERE
Rt I KOs E E BRAIR
FEph i MR i = 5 > 9
Feblok SR i SHE RS AR R BV D E TR E AR
RESEMETE | B0 B0 JFR | SRt | g 2 ™)
IR e 7 TR AT ER IR 2E AR 5 dfn . AR S, A BB S af A1 AR IR
SRR IRALIR FE B IR IS MR
BUARRAE ™ AR KR R i
SRER M RS e B
His IOk = [EHEPED FU
D ThiE A4, HR
I GG . WAL ETY A ZEEY DGR FEEY |
JE LA/ —Bl5 1 i
I it ) 520 R ONE b et 75 S PH R R SR 1 Bl B e .
H 5 B LR IEM: AR R, | RIEEE. E R S I8 AP
05 A T S R R I i |
Pz A T A a0 e 9 AR
B RE ROV T FRLd i EOFENE ZTTE
TR R S OVt B R it 5 77 P9 | DU R 9 IR L A A BE R A R A L, B
9%, DU R AP %
ARl A R OV R - 0 CA % Hp R U o, o R A
A% H i, A BRI A RS AR %, it
EhEE ., i e
e A By B R OV AT | AR /AR | R R 52 Y JEEAR , a9
DARRE it
R A N7 AT —F EH ALT | FFEREM A W ~~ 27Uy M, E i
HEN,ASTHEIN ARER N | Bk
B hHE B LOLE S HE i
EDZNSDIEE AVEDIEGINZ L T 74N G- Hi B S REEEE ORI F2E L T2 8N RESNTEBY. Zh
DDORELNIE TV VAT T BE BLLRTOA LT OIS REEOGEREFISREE L TRELIZL DR 0
M T, ZNSOER O A TICEV BT DR ONERFE THZEILTER,
E2)[15.1.2(2) ]

(fiwt)
CCDSURHEHFET — 43 —N AT AIYMEKR O T RV HEED BT IRSUZIE SV TARFIORIERZ R EL A
A EFR I F 5 AR BRIC I LBE LY DA FEH R BRI LIS B 2R L,
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& BER—EXRF
E R AR MAAFER (A DUERERR) LB (TRRIMER RV EERREEEEXRRAE -8
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E4 /S
o Actelion Pharmaceuticals US, Inc., a Janssen Pharmaceutical Company
HR7es OPSYNVT”

PRUTN= P
FITE - Hiws « T TUH10 mg, FE T 74420 mg
c VT UH10 mg, XX T 74140 mg

HEKRAH 20244F-3H

1.1 Pulmonary Arterial Hypertension
OPSYNVI is the combination of macitentan and tadalafil indicated for the chronic treatment of adults

hHE W d4h s | with pulmonary arterial hypertension (PAH, WHO Group | and WHO Functional Class (FC) 1I-111).

b
o

Individually, macitentan reduces the risk of clinical worsening events and hospitalization, and tadalafil
improves exercise ability.

2.1 Recommended Dosage

OPSYNVI is taken orally once daily with or without food. Swallow the tablets whole, with water. Do not
cut, crush, or chew tablets. If the patient misses a dose of OPSYNVI, tell the patient to take it as soon
as possible and then take the next dose at the regularly scheduled time. Tell the patient not to take two
doses at the same time if a dose has been missed.

For patients who are treatment—naive to any PAH specific therapy or transitioning from ERA
JAEK O E | monotherapy

The recommended starting dose of OPSYNVT is one 10 mg/20 mg tablet taken orally once daily with or
without food for one week. If tolerated, up titrate OPSYNVI to one 10 mg/40 mg tablet taken orally once
daily with or without food as the maintenance dose.

For patients transitioning from PDE5 inhibitor monotherapy or PDES5 inhibitor and ERA therapy in
combination
The recommended dose of OPSYNVI is one 10 mg/40 mg tablet taken orally once daily.

(20254E9 HHLLE)
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OPSYNVI” (macitentan and tadalafil), is indicated for:

+ the long—term treatment of pulmonary arterial hypertension (PAH, World Health Organization
[WHO] Group 1) to reduce morbidity in patients of WHO functional class (FC) II or 11l whose PAH is
idiopathic, heritable or associated with connective tissue disease or congenital heart disease.

- OPSYNVI” should be used in patients who are currently treated concomitantly with stable doses of
macitentan 10 mg and tadalafil 40 mg (20 mg X 2) as separate tablets.

1.1 Pediatrics
Pediatrics (<18 years of age): The safety and efficacy of OPSYNVI” in children and adolescents <18 years
of age has not been established.

MIER O &

4.1 Dosing Considerations

*Renal impairment

The administration of OPSYNVI® to patients with severe renal impairment is not recommended because
of increased tadalafil exposure (AUC), lack of clinical experience and the lack of ability to influence
clearance by dialysis. There is no experience with the use of macitentan in patients undergoing dialysis,
and therefore OPSYNVI® is not recommended in this population.

OPSYNVI® is recommended only for patients with mild or moderate renal impairment who tolerate
macitentan 10 mg and tadalafil 40 mg once daily.

Patients with moderate renal impairment may have a higher risk of experiencing hypotension and anemia
during treatment with OPSYNVI®. Therefore, monitoring of blood pressure and hemoglobin should be
considered.

*Hepatic impairment

The administration of OPSYNVI” to patients with moderate hepatic impairment is not recommended.
OPSYNVI” must not be initiated in patients with severe hepatic impairment, with or without cirrhosis
(Child-Pugh Class C), or clinically significant elevated hepatic aminotransferases greater than 3 times
the Upper Limit of Normal (> 3 X ULN).

Liver enzyme tests should be obtained prior to initiation of OPSYNVI”. Subsequently, monthly testing
during the first year of treatment is recommended. Testing may then be repeated less frequently during
treatment as clinically indicated.

OPSYNVI” is recommended only for patients with mild hepatic impairment who tolerate stable doses of
macitentan 10 mg and tadalafil 40 mg once daily as individual components, following a careful individual
benefit/risk evaluation by the prescribing physician.

4.2 Recommended Dose and Dosage Adjustment
The recommended dose of OPSYNVI” is one tablet taken once daily.

-Switch from macitentan and tadalafil as individual components to OPSYNVI®

Patients who are currently treated concomitantly with stable doses of macitentan 10 mg and tadalafil 40
®

mg (20 mg X 2) once daily as individual components may be switched to OPSYNVI®.
Pediatrics (18 years of age)

The safety and efficacy of OPSYNVI” have not been established in children and adolescent patients <18
years of age. Health Canada has not authorized an indication for pediatric use.

*Geriatrics (265 years of age)

No dose adjustment is required in patients 65 years and older. There is limited clinical experience in
patients >75 years of age with macitentan or tadalafil, and therefore OPSYNVI” should be used with
caution in this population.
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4.4 Administration
+ OPSYNVI® should be taken orally once daily with or without food. Tablets are to be swallowed whole.

FHE ROV & 4.5 Missed Dose
If a dose of OPSYNVI” is missed, the tablet should be taken as soon as the patient remembers.

Otherwise, advise the patient to skip the dose and take the next dose at the regular time. The patient
should be advised not to take 2 doses on the same day to make up for a missed dose.

(20254E9 H BLAE)
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8.1 Pregnancy

Risk Summary

Based on data from animal reproduction studies, OPSYNVI is contraindicated during pregnancy. Macitentan,
a component of OPSYNVI, may cause embryo—fetal toxicity, including birth defects and fetal death, when
administered to a pregnant female. Available data from postmarketing reports and published literature over
decades of use with ERAs in the same class as OPSYNVI have not identified an increased risk of major birth
defects; however, these data are limited. Methodological limitations of these postmarketing reports and published
literature include lack of a control group; limited information regarding dose, duration, and timing of drug
exposure; and missing data. These limitations preclude establishing a reliable estimate of the risk of adverse
fetal and neonatal outcomes with maternal ERA use. Macitentan was teratogenic in rabbits and rats at all doses

tested.

Available data from a randomized controlled trial, observational studies, and case series with tadalafil use
in pregnant women have not identified a drug—associated risk of major birth defects, miscarriage, or adverse
maternal or fetal outcomes. In tadalafil animal reproduction studies, no adverse developmental effects were
observed with oral administration of tadalafil to pregnant rats and mice during organogenesis at exposures 7

times the maximum recommended human dose (MRHD) of 40 mg/day (see Data).

There are risks to the mother and the fetus associated with PAH in pregnancy (see Clinical Considerations). If
this drug is used during pregnancy, or if the patient becomes pregnant while taking this drug, advise pregnant

women of the potential risk to a fetus.
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The 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.

Clinical Considerations

Disease—associated Maternal and/or Embryo/Fetal Risk
In patients with PAH, pregnancy is associated with an increased rate of maternal and fetal morbidity and
mortality, including heart failure, stroke, spontaneous abortion, intrauterine growth restriction, premature labor,

and preterm birth.

Data

Animal Data

Macitentan

In both rabbits and rats, there were cardiovascular and mandibular arch fusion abnormalities. Administration of
macitentan to female rats from late pregnancy through lactation caused reduced pup survival and impairment of

the male fertility of the offspring at all dose levels tested.

Tadalafil

Tadalafil and/or its metabolites cross the placenta, resulting in fetal exposure in rats.

Animal reproduction studies showed no evidence of teratogenicity, embryotoxicity, or fetotoxicity when tadalafil
was given to pregnant rats or mice at unbound tadalafil exposures up to 7 times the exposure at the maximum
recommended human dose (MRHD) of 40 mg/day during organogenesis based on AUC. In one of two perinatal/
postnatal developmental studies in rats, a reduction of postnatal pup survival was observed at dose levels of
60, 200 and 1000 mg/kg. The no—observed—effect-level (NOEL) for developmental toxicity was 30 mg/kg,
which provided maternal exposure to unbound tadalafil concentrations approximately 5 times the exposure at
the MRHD based on AUC. Signs of maternal toxicity occurred at doses greater than 200 mg/kg/day, which
produced AUCs greater than 8 times the exposure at the MRHD. Surviving offspring had normal development

and reproductive performance.

8.2 Lactation
Risk Summary
There are no data on the presence of tadalafil, macitentan, and/or their metabolites in human milk, the effects
on the breastfed infant, or the effect on milk production. Tadalafil and/or its metabolites are present in the milk
of lactating rats (see Data). When a drug is present in animal milk, it is likely that the drug will be present in
human milk. Because of the potential for serious adverse reactions in breastfed infants from OPSYNVI, advise

women not to breastfeed during treatment with OPSYNVI.

Data
Tadalafil and/or its metabolites are present in the milk of lactating rats at concentrations approximately 2.4-times

that found in the plasma.

8.3 Females and Males of Reproductive Potential
Based on data from animal reproductive toxicity studies, OPSYNVI can cause fetal harm, including birth defects

and fetal death, when administered to a pregnant patient and is contraindicated during pregnancy.

Pregnancy Testing

Verify that patients who can become pregnant are not pregnant prior to initiating OPSYNVI. The patient
should contact their physician immediately for pregnancy testing if onset of menses is delayed or pregnancy is
suspected. If the pregnancy test is positive, the physician and patient should discuss the risks to the pregnancy,
and the fetus.
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Contraception
Patients who can become pregnant who are using OPSYNVI should use an effective method of contraception

prior to initiation of treatment, during treatment, and for one month after discontinuation of treatment with

OPSYNVI to prevent pregnancy.

Infertility
Males

Macitentan
Based on findings in animals, macitentan may impair fertility in males of reproductive potential. It is not known

whether effects on fertility would be reversible.

Tadalafil

Based on the data from 3 studies in adult males, tadalafil decreased sperm concentrations in the study of 10 mg
tadalafil for 6 months and the study of 20 mg tadalafil for 9 months. This effect was not seen in the study of 20
mg tadalafil taken for 6 months. There was no adverse effect of tadalafil 10 mg or 20 mg on mean concentrations
of testosterone, luteinizing hormone or follicle stimulating hormone. The clinical significance of the decreased
sperm concentrations in the two studies is unknown. There have been no studies evaluating the effect of tadalafil

on fertility in men or women.
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8.4 Pediatric Use
The safety and efficacy of OPSYNVI in children has not been established.
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