R & —

HARDRERKRICE T2 0MEEZEH U
fmEiREMELEEREICE(TEYTVIVD
Z2HER L UEREDORE
—RLEGERR D 2RI E T — & 2 v 7a hnfEhT—

S #& 5\ W R

3 9

Tt B RS (PAH) 1Dl
BAHEZME) 2% 0w Nk {HenT
w3, LaLl, ZOEEERICNTEvr TV
gy OHICET ATy RARBESNT W3S,

HiY : ARAD 2> 57 v 8 v oG 5E#H
HF—% Xy FrZ2HOT, DIWEEAIHEDH
x4 PAH BE 2B T 5wy T8 v
DEENE X OEEZFMMT 22 ETH B,

Hikiey T vy R INI 15 LD
PAH HEF % FE Lz, BELRE, o tich
i, BEWE, IR, SEEIIREEE o B, B
EDOMFEREE & VEEMHEDO Rz D
A% RE S 5 WL & & LoD i B G PR RE 23
R—AF7A4 VR 1 DD LD SN EBEE X
VDo ed o> BEIZOWT, MhillfrEhEe
D2t PPAMEINRE (mPAP), Ml B4,
DiHE, R, BIfERZRBIEIG, S5,
B8y — v, HRREFEBIbE AR S B D 21,
6 RIAT DL, Z Dfho i TERE (¢
YWHEREE) BLOhza—HEiE (CRApIN
JERE, ZRIImIAFIE BIEEEE) D28 iz

Wosk? g R Hary

L CRLIBIfRNT % S0 L 72,

KGO DR EADHED 2 WEE 31261 L &
2 K 1408 5l % &y T it 1720 1511 D PAH 5 D3¢
EE N, FHEMIZZNZ N 44.8 7K, 55.9
%, 53.9 M TH o7z, JEEFERITIZNF N
86.5%, 80.5%, 81.6%, RIFHFREAIZZN
F119.9%, 31.5%, 294%Tdh -7, 34EMD
BRI, mPAP &, DMEEAHHEDZ
B, b orEE, BEekT, 200 35.00
25 29.89 mmHg, 41.72 75 33.24 mmHg,
40.69 7> 5 32.73 mmHg (& T L 72,

i HRo v 57 v 8 v MERE R
T—% %y b EAVIGENEITICE VT, DOf
PEHROHEZET %5 PAH IE 3G TH D,
mPAP 255 <, RIEAFBE A D &S iEm
Hote, LL, SEEFLETIIRERE LI
HH NI,

E U &I

i IEAE (PH) (3 PR A8 B2
PR, WK - RRERNIC 5 o DI E NG,
55 1 REDSEIIRE M MUEAE (PAH), 55 2 43
DB PH, 28 3 BEOMEMENIK S X

Key words : I#EIIRIEMSEIELE, <> 7> % v, iR EADEE

Vayyy-xzvp-
I v A
Prprl—varv&i4kIx—vavif

Tavyy, AFTAANT 727 =AKE A L0y — - fRMTAE - = 2 —8a A
VPavy Yy -2y R Pavyy, AFLALVT 727 —RAH AFI3FP v 7 TEFV R
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O/ F 72 HRIEFAE IS S PH, 58 4 BELSBIIR
DEAZEIZPES PH, 55 5 BEDSEEHIAHE X O/ %
7SR DA H =R LictES PH ©H 512,

BEEIIRD Y £ FY v 7% & d 2 Lick bl
W7 PH DR % 75 3 B82S PAH ©Y,
JHEIR D sz LIRS, FHEIIRE (PAP) o2&
L&, X OMmEEI (PVR) ZR#E T
219 HERER E LT, HERO BN, S5
WG, KR, W E Db IFon s, PAH IE
HEATIETY, HHREOBLATRIIEDO TR
ThH D, ZWHEED S O P YLE 138
2.8 4, 3AEETFRIZN 48%, 5IEALTFRIZH
34% & D EDH Y,

HAIZ &) 5 PAH BH %, 2015 4E0 2999
A5 2021 FEICIE 4319 AN ERIIML TWw 37,
Mz T, PAH BEDOERLDEA TS, HAER
S MEREEZHL 2 F Y JAPHR) IC X 5 &,
PAH Z Wik O i (CE¥ME £ EHEFEE) 13X
2008~2015 4E D WIS T I3 47.9+16.7 /% TH > 7=
DR L, 2016~2020 4ETlF 52.7+16.9 % T
Hot=,

PAH ZWiain O & LIc ey, D B i
BEAL T EEBEML TWw3, DB
BAPEPAH 1%, HUL PAH & 13572 2 ERIRIR
T 29 SR EMEERE AT 2
PAH, L ICEZEHBHEEOHELLNLLAR
(HFpEF) o&#0% <, &I, e, SR
W, EEREOEE R ENZOBMRAT LI
T3, H2 BRI E N5 LOBERITHED
PH i3, MlisiE o 3 R/ i3 205 8IS X 3 il
IR (PAWP) ® ERETH D, JEH X PVR
D EREED TG, ZFUSKL, DEEREDED
PAH (%, HfifgBRE)aEE LI hEhR: o i i E
ICEMT B, 2L, FEORIBICEES PH IS
BWTYH, PVR2YE L, PAWP 75— RAK < JHIE
INBGEDVDH Y, FESEOAREMEISERE
BETohsY,

i R A OF PAH X, il B O FR L 23 L 1K)
WEEC, 53 PH (MEEADEPH) &idn%E
XN\ PAH TH 3, mlvostkc% <, ¥
fEEED D, RBEIMAEZ 2 L9V, Mtk

(DLco) 72345% Afii% RT &\ o LR H
29, i L PHAABEL 2850, IR BRADE
PAH & 9 %7, &3 #E PH ICHET % 0 ICHATE
IEAEIZ 7, BRRE T, MREDIAR S 4
EOSEOHZE B> TWwaY,

D A OE PAH ORI %2 321) T, 2022 4F
CBCET R il 27 2 / R N R 2 2745 (ESC/
ERS) A4 K54 v, DREEGHEOHHE
WCEDEEZBET LY ZLADRIBI N
70, DIEEADED 7\ PAH BF ISR L <
1k, VA ZISC THEHED PAH RERIC L 2
DEFEE TR R BIIR T 2 2 L3 SN CE
b, DI EADE PAH B3I L Tid, HAIHE
HECOBEMRZIEA L L, SHBICIEL THH
PEICRATT 2 2 LM I LTw 37, 2025
SEGRTIR H ARIGBR AR 27 2%/ H AT =5 U - i
B2 (JCS/JPCPHS) #'4 R4 iz WwT
b, DI E A PAH BN L TIE, PAH
BRI ZHAD» SR T 2 2 LR Y 7 2
la, ZTEFY AL CTHEEI TV RY,

BifE, EWNTHAR STV % PAH JAFIRIC
X, TV FeY UREEENETZZVFRY
VERFAREETIE (ERA), —{bEE (NO) #%
BEERETEAIZAFAYIZRAT S —¥5
(PDE5) FHEHRSLTVAMNE 7 =V gy 7 7 —%
(sGC) HSE, 7 u 2 &£ 7)) ki %
ET57uRyH A7)y (PGL) RIEDFER
7 a 259420 ZRMEEEE L, i
IRER O 03575 2 3 ZRMBEEET 2V,
2022 fEekET I ESC/ERS 774 K54 ¥ T, D
fifi A OF PAH SB35 o BABIE L 0@ IR o 1
DELT, INB3ZHDI B ERADHITH N
Tw3?, ENTIREE 77y,
Ry, 2> 5% D350 ERADPAH
R LTRRSN TR BY,

2 5Ty y (A7AIy 8 10mg) X
IV R VARBREZY P Y v BRAMKR
OWNSF#HET ST 27 )VERATH %, 2013
EICKRE A MERGE (FDA) & M BE3E T
(EMA) THRRZN, HAIZEBWTH 2015 4EIC
PAH % J#JiiE & L CTAR S n7¥, PAH B IC
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B~y 7 vy oAk ZemE, Wit
BMAHY 7 2R HEEF LKA R
(SERAPHIN &) ok W CHiEsh?, 5
12, FIARENTEM S - BUERER R IC X
D, EEKTOPAH BEHICEB S22 TV %
v DEMIN e GRS 10,
Lo L&Dy s, DIiEESIE PAH BFICE T
LTV DR EAMMEIC OV TI,
IETVADRSN TS,
ASBIMATIEE (ARWFFE) 1%, FEEER T
il A0t PAH B ICB T 22> F v v D
LN LB RO /L i i i R A = [ O R
T, w7 vy v oEEREEREAE T -5 2
WCHEN L 72,

I WRETE

1 NREKCBEAE

AWFZE1X, 201546 H 9 HH 6 2022 43 H
26 Hz i Emk E L7ew> 74 10mg
BLEAGEHFE D T — & OBIENT & L THEHE
L7z, SLEGEHHEIE, 2T, b
HRUT K D fFbNn Y, KU DEIRILE L,
HARTORBHZICeS T v 7 v 2JT I NnHlE
BB ICSIN L 7 PH 35T, EWREED
57— - AROFFADERTE L BE L
L7z, BROFIEHENL, 15 A O B, BRI
M2, 3, 4, BX U5 D PH EH, A&k
N7 — ¥ DAFTE RWESE, PH UM
HTeY Ty raEliFa3ni-B&EE L, B
FOERTIX, =vFr7BLO0ZDfloy
7V TFEEACT, I T bR o 7%,

2 FH@EEE

BEEHRHELTR—2 54 (BIERTEH
ERRINR) oM, FE, PAH O [Fe%k
PR B AR A UHEAE (IPAH) /& (2P B AR 1
i IiHEAE (HPAH), BJEUWH (CTD), Fek:
DR (CHD), Zofth], DIEEESIHE (&
FERR Y, RERB 2, I EE Y, e B AR
B W, BE O MR ERZ™°, HFpEF %2
RWET BT EC), B G BHIARE o i R R
(WHO) HErEHH, WETZWiHD S DE, 6
SREBITIREE B X PAH BEEOR L5 E%
HEFL 72,

FEFEAME H &, BhimfrEie e RiEiiRkE
(mPAP), PVR, DAE (CO), DLfFRE (CD]
DR—=RA 74 6 DAL, BWERAEE LA,
BLOEFERE L7, BIRMNZFHmE H 255
Y —v, WHO BEEREITEHDOR—Z 54 v 5
DEAL, 6 THEBTHEMOR—ZA 74 V5D
24k, DT a—,87 X —% [ ZRIFIGHDITER
72, RN B (TAPSE) ] O~ —
A4 oDl BLXUOVPFHEER
(mRAP) DR—Z2 74 vpoDEMLE Lz,

3 BTAE

SREEN L 2 DR (DR B A DPED
R ZNRITTNT 21T 5 72, HERIEH T
v -vAY—EEHWTHEREL, EERDS
DAL Y FHRA v M, Sz e
BHL7, BHELTOSEEF B FEIAH
REFER, #EMKETHTIIBUD &L,
BEIR I BB L 22 RIfEH, & X OVEELE
TERDOEGZTo7z, 28, AwmLTIEelkT

H1 U ICH HBREEERA RS (MedDRA) _ "IN, 2 & OEAGE (PT) (B : JURS, PoOPERERS, FERGHEOAHE,

BHAMEURAT O ML, 5oL a2 == 7 JEH)

#2: MedDRA_ @&z HE (HLT) OB (784 724&8) BX

O/ %7 3Ef 7 v — 7 A (HLGT) DREREEHE % : MedDRA_FEHE(L MedDRA 7 £V (SMQ) Dl
JE (B38) 713~ —2 54 v DOIiES 140/90 mmHg LU | %4 : MedDRA_SMQ DIk LEER (B238), »

DM DY 7 SMQ ($38) : LFHRIZE (SMQ) % & O\ Z Ot E (SMQ)

*5: MedDRA_PT D Jilifli#k

RERREL S & 7o (3 MPA AR AR T, SMQ DIREEMEE ($038) B X CIAROLI T A 5 IR & N7z PT: i
CRIEFRAE R, BVEIRE, 7y PSR T v —IEERE, L7 st 3FIEE, PEFIEEESE, 7> 7

2N v AMINEALEERAE, L — 7" R IMiligZE,

VYo SEERAE, LA, REETE L ETINRSE, ISAE, i

SEMERE, BV v a4 =2 &, WEERER, Vo< Fhli, yradg F— R, LSEEEER, PT o i%E,
PT DIHZEMNAEREE, PT OISR A A LHEE *C:RD 42044056, DL, DL, £4E3OE@
il TEE  OFkE (60HE), @LLEMA, @OLEME), @PAWP &fd (13~15mmHg)
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1% DA I FEBL L 72 EIfEH, 2T 0.3% i
HWE L -BEEZBEAZ, ZhZhB b RElE
M, BbAREELREIEH L LTHRT 5, Hiil
ERE I X BRI R L ed o v,
YR (mPAP, PVR, CO, CI, 64r[E#
frifE, = RAIGEIFESE, TAPSE, mRAP)
DR—=R T A4 Vo DETIE, Wilcoxon DRF
RN IE % FEh L 72,

4 (REMNEE

AR TF— 22 T vy v ok
WRFE A E, HADBEIES O REIRTEH% DO
A OERER O FE N D FEHEIZ BT 544 (GPSP)
WHOEEmI N, EHlof vy 7 x—sFay
v FEARETH 5D, ARHIEICB VLTI,
RIS > & 7 — & O] - NERDFF A HHER
TELT—YICREL TN % {To 72, 7—%
FEADRETCE R LI HIEALSN, T7®
AR I L7z —NIRE L 72, KD 7’81
b aovid, FREIREAEEENE A MINS DF78fhm
FBHAEZHXICL D AR I N7 (MINS-REC-
250218),

I i xR

1 EBRELUEEER

UG R 5% R A o R A 2 ] i 151 4344 51l >
5, T - ARICOLTHADE SN
Do 7- 863 i, LEANEMRHTR RERIHERF] 188 f
CEREFCRER 7 41, BEHHER] 165 6, <> 7 >~
8 KB GAREG] 9 B, A VEREANA FLHEES] 6
B, A BEAARGREG 151, B RERETER I
FEG] 1018 5 GE e AHER] 501 1, 5 2%h 3l A
FEHEAE B 325 B, A %M SEAM ] E A BB 192
B), BRAMELHERS MAER 555 B (15 FoAR I O
il 368 5, HRNVERNT T — & DIATF-T & 72 i
il 260 1) (EEH D) ZER< 1720 FlAHs, A
BONKER-T (B1), 2095, DIEE
it Lix 31241, H D i 1408 il C¢dH - 7=,

BEEREZR1LICRAT, 2FREMDERIZ
53.918.7 ik (V¥ = HHER72), 73.5% (1264
#il) 23T d -7, WilklE IPAH/HPAH & X
O CTD 282N Z1n 37.3% (642 1), CHD 23

19.1% (329 ), % DAfth736.2% (107 ) T
Hotle, v T vy vEEHIBERO WHO KaE
SyHElE, Class I 2355.5% (9541), Class I 2%
45.1% (776 %), Class MA339.8% (684 1),
Class V239.6% (165%) Tdb o7, MEEZW
H% 6 D4ERIF 5101757 (£ TH > 7,

DR AR L 0L OFE S 44.8£17.4
J%, 75.3% (235%1) LMTH o7, HAIZ
IPAH/HPAH 73 32.4% (101 #51), CTD %% 29.2%
(9141), CHD %332.7% (102 %1), % Dfthns
58% (18#1) TH o7z, w7 v ¥ vy REHK
K> WHO KERE /> #H1Z, Class I 2310.3% (32
#1), Class 0 5352.9% (165f), Class Il A%
32.4% (1014), Class V234.5% (14 %1) T
Hote, HEEZWIHD S DERUZ 7.20+8.51 4F
THol,

DR EDED D DL O F L 55.9+18.3
%, 73.1% (1029 #) Sk TH o 72, WEHIZ
IPAH/HPAH 7%° 38.4% (541 #4l), CTD %%39.1%
(551 %1), CHD 2316.1% (227 f1), # Dftnhs
6.3% (89 fl) TH -7z, DllEBRAPHED AR
W EE I 23 0.3% (4 451), BEERIE DS 10.4% (147
), BIMHAESS 94.6% (1332 f41), EEBHNREE &
DWEED5.3% (74 1), BEEEDRiFEEIWNL DS
15.1% (213 %1), HFpEF % &% ¥ 5 jf {23
12.1% (170 41) TH o1z, v F v ¥ V5
IRIRF O WHO BERE7 4%, Class 1254.5% (63
#1), Class I 2343.4% (611 %1), Class M »3
41.4% (583 f), Class V2310.7% (151 #) T
Hot, MEEZWIHD S DESIL 4.6717.28 4F
ThH-o7,

2 IVTFVIVDBREINT—Y

vy T vy v EGHAETO PAH IGHRHE O
HEZR2 18T, REMCREER LY
20.6% (354 i), #&5HEdH 1 53 79.4% (1366 1)
TdH o 7z, PAHREHE D NFIZ PDES BHESEAS
59.6% (102541) &% - &H% <, KT ERA
7350.7% (872 i), #&11 PGL%5 37.3% (641 #4)
DNETH -7z, DIFEBREH R L OERITIE,
Be L ER LAY 12.5% (39H41), HLHED D »
87.5% (273 4) TH b, Wiklk PDE5 fHEH DS
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REZEE EAEGIEL 4344 51
TF—2fE[f - ARICONWT
HANED B D o G 863 fil
TF—&{EH - ARICDOVT
HAT RSN I 3461 91
R MERRATRRSMEFIE 188 15l
2B RAEG], EHEEM, TR RIBSEES,
REMERE I REGIER 3293 15l ReMEHEREEHES, REZRARRIED
BIERRATRR MBS0 2 1018 1§l
2 @S HVEES, BT SR E MR, 8 3SR
B IDIERRAT I RIEGIER 2275 5l EAREERI?
RESMELHERS AT (I B0%3 555 i
3 5k, 82, 3, 4, BLUSEDPH, BR)IEREMN
F—ah AFTELEVD, PHLSIDBHTY 74
EHESh -
SBANERAR X RIEGIEL 1720 il
DifERBEEHLE L 312 45l DREEGH Y 1408 1l

A BERRICT 2R TWEY, &GS H+30BLADT -2 WEER]
b AFREOTO—T REE T BB T — 25 15575 ER

B1 AEFIEEL

68.3% (21341) £ H-oEv%<, KWTERA
73 63.8% (199 i), %% PGLy25 41.7% (130 #1)
DIETH -7z, DIEERAEI D D DERITIH,
PG5 ER LD322.4% (315 61), BG5S H 2
77.6% (1093 ) TdH hH, WL PDES pHEHE
M57.7% (812 %1) L b oL %<, KT ERA
3 47.8% (673 ), #&1 PGL25 36.3% (511 )
DIETH > 7z,

<7 vy v EGEH L 72 PAH B OMA
®ix, SRERTIRYY T VY DBRDII31.4%
(540ffl) EboLtb% L, RoTerTv¥
> +PDE5 [H#EHEA323.0% (396 i) TH - 7=
(R3), DiiERAIZ LOERTIR>Y T~
& vH e w5 % +PDES HER D E

1I2269% (8441) Ebotb%l, RTey
F v % v+ # 0 PGL+PDES5 FH5E 35 20.2%
(63%1) TdHote, DIEEADD H OEMT
Zes T vy BN 324% (456 ) L b o
EH% L, RWTvY T ¥ v +PDES FHES
73222% (31241) THo7,

v 7 vy v EGHIE T O PAH IGHEIEO G
FRDLIZ, REEM TR T v v Hilns
15.7% (270 i), <> 7 > % > DIAto PAH iGH#
SO DY 84.3% (1450 ) TH o7 (R4),
PAH &35 & L CPDESFLERZ MM L T %
FEBIAY 67.0% (1152 41) &b > & %<, PDES
HERDO LD TIZY Y 7 7 4 VOMHEHEED
50.4% (867 #) & o7z, DIMEEEHEZ L
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- Sefh DAEERARL | DIEEEHES D
HH AT = n=1720 n=312 n=1408
b 15 7% DA 30 kA 207 (12.0) 66 (21.2) 141 (10.0)
30 7% L 50 FE AR 492 (28.6) 131 (42.0) 361 (25.6)
50 J% LA I 65 FE A 411 (23.9) 64 (20.5) 347 (24.6)
65 7% DAL 75 R A 345 (20.1) 35 (11.2) 310 (22.0)
75 A b 265 (15.4) 16 (5.1) 249 (17.7)
i AR E R 22 53.9+18.7 44.8+174 55.9+18.3
chefiE (BRiPH) 56.0 (15~90) 43.0 (15~85) 59.0 (15~90)
Ll 5B 456 (26.5) 77 (24.7) 379 (26.9)
% 1264 (73.5) 235 (75.3) 1029 (73.1)
YA IPAH/HPAH 642 (37.3) 101 (32.4) 541 (38.4)
CTD 642 (37.3) 91 (29.2) 551 (39.1)
CHD 329 (19.1) 102 (32.7) 227 (16.1)
Z DAt 107 (6.2) 18 (5.8) 89 (6.3)
DM FR A B AN 4 (0.2) 0 4 (0.3)
B 147 (8.5) 0 147 (10.4)
TR AEAE 1332 (77.4) 0 1332 (94.6)
SEEBINRPE o 74 (4.3) 0 74 (5.3)
RS D i FE B2 213 (12.4) 0 213 (15.1)
HFpEF % "M 9 % Jf FL 170 (9.9) 0 170 (12.1)
B G.BH#EIK D WHO | Class 1 95 (5.5) 32 (10.3) 63 (4.5)
Lz Class 1I 776 (45.1) 165 (52.9) 611 (43.4)
Class III 684 (39.8) 101 (32.4) 583 (41.4)
Class IV 165 (9.6) 14 (4.5) 151 (10.7)
2 2 Wi H 2 & o | 1R 697 (40.5) 77 (24.7) 620 (44.0)
FH 14ELL | 3 4K 210 (12.2) 46 (14.7) 164 (11.6)
3AEDL b 5 A 155 (9.0) 27 (8.7) 128 (9.1)
5 4E DL | 10 ER 283 (16.5) 54 (17.3) 229 (16.3)
10 4L 1 270 (15.7) 75 (24.0) 195 (13.8)
B - AL 105 (6.1) 33 (10.6) 72 (5.1)
SRl £ AR 5.10+7.57 7.204+8.51 4.67+7.28
ol (R ) 1.85 (—1.0~52.7) 3.85 (0.0~50.0) 143 (—1.0~52.7)

R etz e (%)

AR - RFHE O F  ARER 1615 61, DIRREATEE L 279 B, DIEEEERADED D 1336 HlofiiH,
CHD : S KMORE, CTD : BN, HFpEF : A=K OM 7z 04, HPAH : @ {s M ilsiRy: s i
JEAE, TPAH : ReF&VERTEIIRTERIIMEAE, WHO : tHSLERAEEERE

DEMTIE> T v v HMA 15.4% (48 ), 7 4 VO HEI A 52.6% (164 61) &b o

2T VB VSO PAH BRSO3 84.6% 7o, DNREAHD ) DEHTIES TV

(264 ) TdH o 72, PAHEFEHE E LCPDES L Bl 15.8% (22241), <> 7 v & v UAto

FIBZOH L TV BAERA68.3% (21361) & PAH iBESEOF A3 84.2% (1186 ) TH - 72,

bokb% <, PDES HERD &1 TIZY 57  PAHRESE L L CPDESIHERZHH L T3
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R 2 PAH BEEORGRERE
SN RS DAEBAE R L | DAEERAIES D
1) —
HH A7 n=1720 n=312 n=1408
PAH iEHESEDOTTTRIE | 2o L 354 (20.6) 39 (12.5) 315 (22.4)
Hh 1366 (79.4) 273 (87.5) 1093 (77.6)
PDES5 FH 23 1025 (59.6) 213 (68.3) 812 (57.7)
VTR 74V TV 468 (27.2) 86 (27.6) 382 (27.1)
285740 703 (40.9) 149 (47.8) 554 (39.3)
ERA 872 (50.7) 199 (63.8) 673 (47.8)
R v & Ky 694 (40.3) 153 (49.0) 541 (38.4)
R VAEPT 258 (15.0) 55 (17.6) 203 (14.4)
#0 PGI, RI7aAFF YL 641 (37.3) 130 (41.7) 511 (36.3)
#4: PGI, IRTBRATFT ) —LF YL 212 (12.3) 51 (16.3) 161 (11.4)
sGC il DA 94 (5.5) 17 (5.4) 77 (5.5)
4 PGI, FL 7R RAFoL 48 (2.8) 10 (3.2) 38 (2.7)
IP SZ AR EE)3E L F LY 41 (2.4) 0 41 (2.9)
% A PGI, fa7aA b 12 (0.7) 1 (0.3) 11 (0.8)
n (%)

ERA: =¥ PV yRAEKEHE, P GBERN 70 2844 7Y >, PAH : SHEIIRIE i UHEE,

PDE5 : A&

PIAFTT7—X5 PGL: 7uRAYHA 7Yy, sGC: WA T VY 7 T —X

FEMIDY66.7% (9394]) &H-&H% <, PDES
[HEED 2L TIEY ¥ 7 7 4 VOFREEH
49.9% (703 %) L &Ed o7,
3 B2

BHREAWERE X OCEELRRIEH & 2 058
#HEERSICRT, 2 TI%LL RICHKRL &
BITER, BXO03%LL LIcHE L 2 BEE L
%z, Z2hEFnsdRalffH, BbhEER
RITEAH & LCHR L 7o, BRI E T 2 EIfE
OB 29.4% (506 41) THho7, B
b RIEH & 2 0B A, EIN26.7%
(116 %), FEIEAS3.7% (64 %), JFHEEERH 2
2.3% (39 %), IM/IMEBIRA A3 2.2% (38 #),
PR ZMEAIMAS 1.5% (26 1), MUEAS T A3 1.5%
(2541), THiH 1.3% (23 41), FFMEE L AR
PEFFIEDS S 1.3% (22 f), FIMBRERA 25 1.2%
o), LDAEA11% (1941) THot, &

BRI O BE 413 10.3% (178 61) TH -
7o BOLEELREEH L 2 0RBE&X, &
A3 1.9% (32 41), LA%51.1% (19 4l), 5L
©, MHEET 8 X I 2354 0.5% (9
%), RTEMEEEED0.4% (761), EImEREGH
A, SRR ZEEN, OERITE E X O
FED% 0.3% (641) TH-7,

DMt A D L OIS B T 2 EITEH %
WEAX 19.9% 6241) TH-o7-, B LEIE
M &z oFBlEIG I, Eifos4.8% (15 41), K
FEBESL 23 3.2% (10 ), SESEDY 2.6% (8 #),
FHIERBOR A 23 1.3% (4 1),  I/INRER A 23
1.0% (341), METE & 123 0.6% (2
), KAYUEIZED03% (14]) THot-, &E
BaRIER O RBHEAE 54% 176]) TH-o
7o, BOLEBLEAEH L 20BN &L, &
MA31.3% (4 61), PE=E & O HIMBREGR A 5
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R3 YYTVIVEHAL PAHBRE
By S DAEBAER L | DAEERAHS D
n=1720 n=312 n=1408
T Ty DB (BRZEEL) 540 (31.4) 84 (26.9) 456 (32.4)
<5 v % v +PDE5 BHE# 396 (23.0) 84 (26.9) 312 (22.2)
2 F v ¥ v +#10 PGL,+PDE5 AR 298 (17.3) 63 (20.2) 235 (16.7)
v F v ¥ v +##E PGL,+ PDES FHE SR 126 (7.3) 24 (7.7) 102 (7.2)
2> F vy v+ PGl 122 (7.1) 17 (5.4) 105 (7.5)
v T vy v +ERE PGL 26 (1.5) 9 (2.9) 17 (1.2)
<5 v % v +ERA 5 (0.3) 1 (0.3) 4 (0.3)
<> F v % v +ERA+#I PGl,+PDES &3 3 (0.2) 0 3 (0.2)
<5 v % v +ERA+#Hi: PGL,+PDE5 [H#ES 2 (0.1) 1 (0.3) 1 (0.1)
<> 5 v ¥ v +ERA+#EIT PGL, 1 (0.1) 0 1 (0.1)
<5 v % v +ERA+EHT PGL 0 0 0
RUTF VYV ZFDM 201 (11.7) 29 (9.3) 172 (12.2)

n (%)

ERA: =¥ Ft Y v ZAMEPISE, PAH : BRI TERE, PDES: R AR T AT 7 —X5, PGLy:
VARV S A7 /8 I

x4 YTV VESHEFO PAH REEOHERKR

HH BTy S DAEBA R L | DAEERAHH D
) n=1720 n=312 n=1408
ffFH PAH JA#E3E | 2o L 270 (15.7) 48 (15.4) 222 (15.8)
) 1450 (84.3) 264 (84.6) 1186 (84.2)
PDES5 [ 1152 (67.0) 213 (68.3) 939 (66.7)
2857 4L 867 (50.4) 164 (52.6) 703 (49.9)
SNFF 74N U 399 (23.2) 70 (22.4) 329 (23.4)
#11 PGL, NS7FUALNFFY T L 552 (32.1) 102 (32.7) 450 (32.0)
IP ZRAEEHE | kL X80 415 (24.1) 60 (19.2) 355 (25.2)
sGC HlA D7 293 (17.0) 43 (13.8) 250 (17.8)
#iE PGI, IRTARTF ) —)LF FY T L 235 (13.7) 55 (17.6) 180 (12.8)
4t PG, FL 7R RAF=L 101 (5.9) 21 (6.7) 80 (5.7)
%A PGI, fa7aR b 50 (2.9) 7 (2.2) 43 (3.1)
ERA 40 (2.3) 6 (1.9) 34 (2.4)
R vy KAy 20 (1.2) 2 (0.6) 18 (1.3)
VA ENE A 20 (1.2) 4 (1.3) 16 (1.1)
n (%)

ERA: =¥ Fx Y V2AMETEE, IP BN 7w 2894 7)) v, PAH : Mi#lRM:N& ESE, PDES @ &
AR IATI7—=X5, PGly: 7RAYYA 7V v, sGC: WEMET 7= ViEy 7 7 —+¥
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x5 BLREEABLVEEGEHERORRINR

4 " ERES DIEEAGZL | DIREESHH D

AIfFR% O/ (PT) n=1720 n=312 n=1408

IR 506 (29.4) 62 (19.9) 444 (31.5)
21l 116 (6.7) 15 (4.8) 101 (7.2)
PR 64 (3.7) 8 (2.6) 56 (4.0)
IR AE 39 (2.3) 10 (3.2) 29 (2.1)
MR 38 (2.2) 3 (1.0) 35 (2.5)
PR Z A 26 (1.5) 0 26 (1.8)
MEET 25 (1.5) 2 (0.6) 23 (1.6)
T 23 (1.3) 0 23 (1.6)
TP 22 (1.3) 2 (0.6) 20 (1.4)
R 7N 22 (1.3) 1 (0.3) 21 (1.5)
R B R 20 (1.2) 4 (1.3) 16 (1.1)
DAR4E 19 (1.1 0 19 (1.3)

FEE A RIER ™2 178 (10.3) 17 (5.4) 161 (11.4)
2 32 (1.9) 4 (1.3) 28 (2.0)
DARE 19 (1.1) 0 19 (1.3)
A 9 (0.5) 1 (0.3) 8 (0.6)
MR 9 (0.5 0 9 (0.6)
TN 9 (0.5) 0 9 (0.6)
P e i S 7 (0.4) 0 7 (0.5)
A mER B R A 6 (0.3) 1 (0.3) 5 (0.4)
R Z VA 6 (0.3) 0 6 (0.4)
IDVEER R 6 (0.3) 0 6 (0.4)
it s T 6 (0.3) 0 6 (0.4)
n (%)

MedDRA/J version 25.1

KL 28T 1% DA HICHIL L 728I7EH, 2 26T 0.3% D LI B L - T 2 BIfEH

PT : JEAGE

%03% (16) THot,

DR EDED D OEMICE T 2 EITEH D%
BHEE1E31.5% (444 4) TH-o7z, BH R
B & 2 DFBE A, BMDs 7.2% (101 41),
SEJAY 4.0% (56 f51), IM/IMEEGHA 23 2.5% (35
), FFHERERHE232.1% (2941), $kRZMEE
M3 1.8% (26 61), MIEART B X X TR
1.6% (23 %), REMEIFED 1.5% (21 41), 7%
B2 1.4% (20 ), DA2231.3% (19 41), A
IMEBRBGERA 23 1.1% (16 4]) TH -7z, EER
BIVEH D BIEI A 13 11.4% (161 61) TH - 72,
BYHHEEAREM & 2 oRBE AL, Al
2.0% (2841), DA%DY1.3% (19 1), IMFE

T8 & QUMD 3% 0.6% (9 61), FE1
7230.6% (84), MIEVERMEEDY 0.5% (741),
PRRZ A, DRI B X Ol U A
% 0.4% (641), AIMBREIHAD230.4% (541)
THo7z,
4 B HHE

WHO BERE 77 B D35FAM S L7 hEBIC B 1T 2
WHO BRSO RS 2 R 6~8 IR T, k%
Mz &1} 2 WHO BEBE D O SGERIE, 6 » H
%, 12 7 A%, 24 » A%, 36 » A& T, 1
i 22.4%, 22.8%, 22.6%, 20.8% TH -7
(£6).

DMt AR L 0L B 1) 2 WHO FéRE
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=6 WHO BEELHEOHB LUEEX (2F5KE)

6 » H? . N
T H% | Class1 | Classll | ClassIl | ClassIV B il B
Class 1 69 (94.5) | 4 (5.5) 0 0 0 73 —
Class II 37 (6.4) | 498 (863) | 31 (54) | 3 (0.5) 8 (1.4) 577 6.4%
Class IIT 13 (26) | 179 (35.9) | 258 (51.8) | 10 (2.0) | 38 (7.6) 498 38.6%
Class IV 4 (35 | 22 (195) | 27 (23.9) | 19 (168) | 41 (363) 113 46.9%
et 123 703 316 32 87 1261 22.4%
12 % A%
B L A 7 Ak Class 1 Class 1I Class III Class IV A fRET iR
Class 1 60 (923) | 4 (6.2) 1 (15) 0 0 65 —
Class 1T 38 (6.9) | 464 (84.2) | 33 (6.0) | 2 (0.4) 14 (2.5) 551 6.9%
Class III 16 (3.3) | 172 (355) | 236 (48.8) | 6 (1.2) | 54 (11.2) 484 38.8%
Class IV 5(44) | 21 (186) | 24 (21.2) | 12 (10.6) | 51 (45.1) 113 44.2%
w3 119 661 294 20 119 1213 22.8%
24 » A% B}
T Rk Class 1 Class 11 Class III Class IV A b YR
Class 1 37 (88.1) | 5 (11.9) 0 0 0 42 —
Class 1I 31 (6.9) |366 (81.3) | 25 (5.6) 3 (0.7) 25 (5.6) 450 6.9%
Class I 18 (4.4) | 142 (345) | 159 (38.7) | 4 (1.0) | 88 (21.4) 411 38.9%
Class IV 5 (5.0) 15 (14.9) | 16 (158) | 4 (4.0) | 61 (60.4) 101 35.6%
g 91 528 200 11 174 1004 22.6%
36 » H% . - o
T %1 Class1 | Classll | Classll | ClassIV B wak Y
Class 1 24 (68.6) | 11 (31.4) 0 0 0 35 —
Class 1I 28 (7.7) | 264 (727) | 25 (69) | 3 (0.8) | 43 (11.8) 363 77%
Class III 14 (44) |105 32.7) | 89 (27.7) | 3 (0.9) | 110 (34.3) 321 37.1%
Class IV 4 (4.4) 10 11.1) | 7 (7.8) | 3 (33) | 66 (73.3) 90 23.3%
wmak 70 390 121 9 219 809 20.8%
n (%)

N—trT7—YIF, K5HBEO WHO EEREDE I L ORGt 2 0/ LT 5,

WHO : fit SR fRERE

IHHOYGERIL, 6 » AR, 12 5 A%, 24 5 H
#%, 36 » H#& T, 2 Z420.1%, 19.7%,

19.6%, 13.9%Th-7 (R7).

DA O ORI BT 5 WHO Hike
SR, 6 7 s, 12 5 A%, 24 5 ]

766

#%, 36 » H T, ZNFN229%, 23.5%,
23.3%, 223%TH-o7= (R8),

vy T vy o REROAHIERTE E LT,
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®7 WHO BEDHOMB CWER (DIRBEHE L OER)

6 » H? . - N
T % s T | ClassT | ClassIl | ClassIV A wat B
Class I 24 (96.0) | 1 (4.0) 0 0 0 25 -
Class TI 9 (7.3) | 106 (86.2) | 6 (49) 0 2 (1.6) 123 73%
Class I 5600 | 29 (349) | 44 (53.0) | 1 (12) | 4 (48) 83 41.0%
Class IV 0 3 (375) | 2 (25.0) 0 3 (37.5) 8 62.5%
wat 38 139 52 1 9 239 20.1%
12 % A%
e PR 1 | ClassT | ClassTl | ClassIV T war e
Class 1 24 (96.0) | 1 (4.0) 0 0 0 25 -
Class 11 10 81) |100 (81.3) | 8 (6.5 0 5 (4.1) 123 8.1%
Class I 4 (1) | 27 (346) | 38 (487) | 1 (13) | 8 (103) 78 39.7%
Class IV 0 2 (250) | 3 (37.5) 0 3 (375) 8 62.5%
s 38 130 49 1 16 234 19.7%
24 5 A% i
T Rk Class 1 Class 11 Class III Class IV A g YR
Class 1 14 (933) | 1 (67) 0 0 0 15 -
Class TI 6 (62) | 80 (825) | 4 (4.1) 0 7 (72) 97 6.2%
Class I 5(81) | 22 (355) | 22 355) | 1 (16) | 12 (194) 62 43.5%
Class IV 0 1 (200) | 1 (20.0) 0 3 (60.0) 5 40.0%
wat 25 104 27 1 22 179 19.6%
36 » H% . - o
BT % Class 1 | Class | ClassTl | ClassIV A wak Y
Class I 10 (71.4) | 4 (286) 0 0 0 14 -
Class TI 566 | 71 (798 | 2 (22) 0 11 (124) 89 5.6%
Class I 491) | 11 (250) | 15 341) | 1 (23) | 13 (295) 14 34.1%
Class IV 0 1 (25.0) 0 0 3 (75.0) 4 25.0%
Wi 19 87 17 1 27 151 13.9%
n (%)

N—tr7—YIF, KSHBEO WHO EREDE T L ORGt 2 0/ LT 5,

WHO : {itSLERfEBEER

LptRks (8500 o oZbEME Lk, &
REROEREZRIICTET, BEHHIERE 6 #
ABRFRIZE VT, mPAP 1, 21214270+
14.45 mmHg & 33.83+13.23 mmHg T, M
D713 —8.87112.48 mmHg TH -7z, PVRIZ,

Z N Z418.92+£5.85 mmHg/L/min & 6.00*
15.98 mmHg/L/min T, 713—2.93+17.08
mmHg/L/min TH -7z, Cli%, 21 Z112.833
+0.986 L/min/m* & 3.457+1.013 L/min/m* T,

7213 0.624+1.136 L/min/m*Td - 7z, 6 77l
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&8 WHO HEENHDMB LWER (DIREBEHD D DER)

6 » H? . N
T H% | Class1 | Classll | ClassIl | ClassIV A il B
Class | 45 (93.8) | 3 (6.3) 0 0 0 48 —
Class I 28 (62) |392 (863) | 25 (55) | 3 (0.7) 6 (1.3) 454 6.2%
Class III 8 (19) |150 (36.1) | 214 (51.6) | 9 (22) | 34 (82) 415 38.1%
Class IV 4 (38 | 19 (181) | 25 (23.8) | 19 (18.1) | 38 (36.2) 105 45.7%
et 85 564 264 31 78 1022 22.9%
12 » H#
e PR 1 | ClassT | ClassTl | ClassIV T war Y
Class 1 36 (90.0) | 3 (7.5) 1 (25) 0 0 40 —
Class I 28 (65) | 364 (85.0) | 25 (58) | 2 (0.5) 9 (2.1) 428 6.5%
Class III 12 (3.0) | 145 (35.7) | 198 (488) | 5 (1.2) | 46 (11.3) 406 38.7%
Class IV 5 (4.8 | 19 (18.1) | 21 (200) | 12 (11.4) | 48 (45.7) 105 42.9%
g 81 531 245 19 103 979 23.5%
24 7 1% )
T Rk Class 1 Class 11 Class III Class IV A g YR
Class 1 23 (85.2) | 4 (14.8) 0 0 0 277 —
Class II 25 (7.1) | 286 (81.0) | 21 (5.9) 3 (0.8) 18 (5.1) 353 7.1%
Class III 13 37) | 120 (34.4) | 137 (39.3) | 3 (0.9) | 76 (21.8) 349 38.1%
Class IV 5 (2 | 14 (146) | 15 (156) | 4 (42) | 58 (60.4) 96 35.4%
el 66 424 173 10 152 825 23.3%
36 » H% . - o
T %1 Class1 | Classll | Classll | ClassIV A wak Y
Class 1 14 (667) | 7 (333) 0 0 0 21 —
Class II 23 (84) | 193 (70.4) | 23 (84) | 3 (L1 | 32 (11.7) 274 8.4%
Class I 10 (36) | 94 (339) | 74 (267) | 2 (0.7) | 97 (35.0) 277 37.5%
Class IV 4 47 9 (105) | 7 (81 | 3 (35 | 63 (733) 86 23.3%
gt 51 303 104 8 192 658 22.3%
n (%)

N—k v 7 =%, BSHRRO WHO HBRESHIZ L oGl 2Rk E T 5,
WHO : {it SR RERE

TR, 2N Z 1 347.86+:121.36 m & 395.63
+127.04m T, 713 47.78+86.34m TH > 7z,
F 7, BGHAREE 36 » HERFRICE VT,

mmHg TH-7:, PVRIZ, ZNF1 831+5.17

mmHg/L/min & 4.79+2.94 mmHg/L/min T,

7213 —3.52%+5.11 mmHg/L/min T®% - 7z, CI

mPAP 1%, Z1Z1140.69+13.76 mmHg & 32.73 1%, ZN#413.305+1.287 L/min/m? & 3.534+

+15.97 mmHg T, WiRRDZAIZ—7.97+13.29  1.043 L/min/m*T, 7% 0.230+1.262 L/min/m?
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THh-o7, 6 BB THEEL, Z4 %20 393.48
+145.39m & 432.07+132.89 m T, 7=!% 38.59
£115.23m TH - 7z,

DIFEEEIE R L oL DR 2R 10 127
T, BEHIRRE X0 6 » HERRIZE W T,
mPAP l&, Z#Z4136.89+12.16 mmHg & 35.00
+12.97 mmHg T, Wik 5D 741X —1.89%+7.06
mmHg TH o7, PVR I, Z0F#557£2.57
mmHg/L/min & 3.70+1.44 mmHg/L/min T,
#2013 —1.87£2.07 mmHg/L/min T&® - 7z, CI
¥, ZNZ43.066£1.125 L/min/m* & 3.339+
1.159 L/min/m?T, #13 0.273+0.899 L/min/m?
Th-ol, 6 FHEBTHRIX, 20z 361.10
+130.80 m & 397.83+111.92m T, 7! 36.73
+56.12m ThH o7, £/, HEHHHRKEE X
36 7 HBRHICEWT, mPAP X, ZhFh
35.00£9.47 mmHg & 29.89+8.43 mmHg T, [j
Rf D713 —5.11+8.55 mmHg TH -7z, PVR
1%, ZNF4554+2.01 mmHg/L/min & 4.81+
1.38 mmHg/L/min ¢, 7 1¥—0.73%£1.97
mmHg/L/min TH -7z, Cli%, 2N Z 1 3.454
+1.600 L/min/m? & 3.676+1.991 L/min/m?><,
7213 0.22240.829 L/min/m*Td - 7z, 6 77l

TEREE, 2% 443.11£134.00m & 409.67
+121.53m T, £ —33.44+61.35mTH > f:o

DR EAHED D DERIOFEREZR 111
T, BHRRRE X6 » AR RICEBWT,
mPAP 1%, Z#1#4143.45+14.59 mmHg & 33.68
+13.30 mmHg T, MRFEDZIZ—9.77+12.76
mmHg TH -7, PVRIZ, ZF419.28+6.00
mmHg/L/min & 6.24+16.78 mmHg/L/min T,
713 —3.04+17.95 mmHg/L/min T&% > 7z, CI
13, ZNFN 2.807+0.971 L/min/m? & 3.471+
0.999 L/min/m*T, 7% 0.664+1.156 L/min/m?
Th-ot, 67MBTHEEE, ZHEn345.21
+119.98m & 395.19+130.42 m T, 7=!¥ 49.98
+91.27m ThH-o7%, £, BEFHBREE IO
36 7 H#ERRICB W T, mPAP I3, 21z
41.72£14.23 mmHg & 33.24+£16.99 mmHg T,
Wi i D 7213 —8.48+13.98 mmHg T®H - 7=,
PVR 2, Z#Z#8.70%+5.37 mmHg/L/min &

4.79+3.10 mmHg/L/min T, 7%1%—3.91%+5.30
mmHg/L/min TH o7z, CliE, ZLZ 11 3.282
+1.262 L/min/m? ¢ 3.513+0.872 L/min/m?T,
7213 0.231+1.325 L/min/m*>T&H > 7=, 6 ZrffiH
fTHREEX, 20721 382.59+147.06m & 436.99
+136.16 m T, 713 54.40+£118.70m TH - 7=,

2T vy ORERE» S 3FEEFE TOA
HFREDNT TV 2 AP —LEHWTHEITL %
(B2), &FEMICE T 5 TEARFRIZ92.1%,
SAEAETFRIZ81.6% TH -7 (B 2a), DI
BAHZLOEFICB T 2 1EAFERKIZ
93.3%, 34EAETFHKIZ 86.5% ThHh - 7=, Dl
Gt D DEMICE T % 1EAEEFERIZ 91.9%,
SHEAGFHKIZ 80.5% TH o7,

ERRRITA D &, 65 AT T, 2FERD
VAEAEHRIZ 95.7%, 34EAFF3RIX 90.1% ThH -
7o (B 2b), DfgEEAD R L oL 144
FH#IE 95.4%, 3HEEFERITITN TH-> 7%,
DIEEGED D) DEMO LELEFFIZ
95.9%, 3 4RI 89.6% TH -7, —7, 65
WL BT, BFEMICEIT 5 1 FEEFRI
85.1%, 3 fEAFHRIF 63.0% TH -7 (K 2¢),
DEEAEN 2 L OLRICET 5 1 FAEFRIE
82.1%, 34EAETFFRIZ56.4% Th - 7=, Dl H
Hitd ) DEFICE T 2 1 HEEFRIT 85.4%,
SAEETFRIZ 63.7% TH o 72,

PAH OJEK Z &z A % &, PAH OJF K 23
IPAH/HPAH 0¥ Tld, @FEM D 1445
FIX 91.7%, 3EEFFIX816%TH-7 (K

2d), DIEEADER L oEM D 1 FEEFERIZ
94.8%, 3EEGHRIZ82.1% TH -7z, Dl
G0t D DEMICE T 2 1 FAEAFEKIL 91.2%,
SAELEHFHIFZ81.5% TH > 72, PAH DIKA L
CTD ® BEZF Tk, &2FEMD 1ELTFHRIZ
91.2%, 3 4EAFHRIZ 76.8% TH -7 (H 2e),
DIiEEAEZLOEMO 1EEEFRIZ
90.0%, 34EAELFRIZ83.7% TH > 7=, Dl
ahtd H DERO 1EAETFHRIZ 91.3%, 34HEE
HFHRIZ 75.7% TH > 72, PAH DY§KAH CHD @
HE T, FEMO 1EEFRIZ 95.7%, 3

HEAEERIZ0.6%TH-7 (B2, DS
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Survival (%) 100.0 94.5 92.1 89.4 86.4 83.6 81.6
Cumulative events 0 89 123 157 193 221 240
Events 0 9 8 3 3 2 5
~ At Risk 312 270 252 196 185 158 149
) BEHs
DIEBEHEL gl o) 1000 962 933 919 905 894 865
Cumulative events 0 11 19 22 25 27 32
Events 0 34 26 31 33 26 14
N At Risk 1408 1146 1056 882 823 654 616
IRBE & .
DA ) Survival (%) 100.0 94.1 919 889 855 823 805
Cumulative events 0 78 104 135 168 194 208
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Sk At Risk 1110 969 916 781 745 634 609
Survival (%) 100.0 97.0 95.7 947 93.1 915  90.1
Cumulative events 0 32 44 53 66 77 87
Events 0 6 4 1 2 1 2
~ At Risk 261 228 218 172 162 141 135
BB A :
Gl sl Survival (%) 100.0 97.1 95.4 94.9 93.7 93.1 91.7
Cumulative events 0 7 11 12 14 15 17
Events 0 9 8 8 11 10 8
~ At Risk 849 741 698 609 583 493 474
M REB A Y )
DEERE G5 Survival (%) 100.0 96.9 95.9 946 929  91.1 89.6
Cumulative events 0 25 33 41 52 62 70
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Events 0 28 22 25 23 17 9
21k At Risk 610 447 392 297 263 178 156
Survival (%) 100.0 89.7 85.1 78.7 724 66.5 63.0
Cumulative events 0 57 79 104 127 144 153
Events 0 3 4 2 1 1 3
~ At Risk 51 42 34 24 23 17 14
N:r= A #r
LB & B Survival (%) 100.0 915 82.1 75.8 726 68.8 56.4
Cumulative events 0 4 8 10 11 12 15
Events 0 25 18 23 22 16 6
N At Risk 559 405 358 273 240 161 142
RS v
LB S 81) Survival (%) 100.0 89.5 85.4 79.0 72.4 66.3 63.7
Cumulative events 0 53 71 94 116 132 138
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Events 0 17 14 9 15 12 8
o4 At Risk 642 540 500 425 393 327 309
Survival (%) 100.0 94.2 91.7 899 866 836 81.6
Cumulative events 0 35 49 58 73 85 93
Events 0 4 1 2 3 1 3
. At Risk 101 91 88 7 63 57 52
N AR
DRRBEHEL g ival o) 100.0 958 948 922 881 866 821
Cumulative events 0 4 5 7 10 11 14
Events 0 13 13 7 12 11 5
. At Risk 541 449 412 354 330 270 257
Nt s b
LitRBE A Survival (%) 100.0 940 912 895 864 831 815
Cumulative events 0 31 44 51 63 74 79
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Survival (%) 100.0 93.8 91.2 87.0 82.8 79.8 76.8
Cumulative events 0 37 51 70 88 98 108
Events 0 2 5 0 0 1 2
> B At Risk 91 78 67 53 53 42 40
\ BAGL
DEREBEHEL o vival (%) 100.0 965 90.0 900 900 880 837
Cumulative events 0 3 8 8 8 9 11
Events 0 16 9 19 18 9 8
N At Risk 551 438 403 325 298 220 205
MitERE S B )
Lt ") Survival (%) 100.0 93.3 91.3 86.5 81.6 78.5 75.7
Cumulative events 0 34 43 62 80 89 97

B A TEAOECESIREEREA2ETBE L, CTD : BRA
2e 2EFEEESCDMEEEHEROERFR (KE : CID)

100 "'“’#'.H:ut:m:;:::“w‘

90
80
70
2 60
£ 50
>
3 40
30 — 2tk
20 — DEEBEEHEL
10 DEifRESHSY
0 T T T T T T T
0 6 12 18 24 30 36
Months
Events 0 3 3 6 2 2 1
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Survival (%) 100.0 96.8 95.7 93.2 92.3 91.2 90.6
Cumulative events 0 10 13 19 21 23 24
Events 0 1 2 1 0 0 0
~ At Risk 102 91 88 65 62 55 53
IRBE M )
DEE L Survival (%) 100.0 98.9 96.8 95.3 95.3 95.3 95.3
Cumulative events 0 1 3 4 4 4 4
Events 0 2 1 5 2 2 1
N At Risk 227 188 177 146 140 117 110
SHREBE B )
DEERE &Y Survival (%) 100.0 95.8 95.3 92.2 91.0 89.4 88.6
Cumulative events 0 9 10 15 17 19 20
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Events 0 5 3 0 1 4 0
21k At Risk 107 81 73 64 62 51 48
Survival (%) 100.0 92.5 89.0 89.0 87.6 81.3 81.3
Cumulative events 0 7 10 10 11 15 15
Events 0 2 0 0 0 0 0
N At Risk 18 10 9 7 7 4 4
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DREREHEL S vival (%) 100.0 77.8 77.8 778 77.8 778 77.8
Cumulative events 0 3 3 3 3 3 3
Events 0 3 3 0 1 4 0
N At Risk 89 71 64 57 55 47 44
) BEBtH )
Gl i Survival (%) 100.0 95.0 90.9 90.9 89.3 82.4 82.4
Cumulative events 0 4 7 7 8 12 12
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VME LD FAEL T o, DIIEES
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Sk At Risk 95 82 79 56 53 43 42
Survival (%) 100.0 100.0 100.0 100.0 98.2 98.2 98.2
Cumulative events 0 0 0 0 1 1 1
Events 0 0 0 0 0 0 0
~ At Risk 32 29 29 21 20 18 17
MR AL .
LS HaL Survival (%) 100.0 100.0 100.0 100.0 100.0 100.0 100.0
Cumulative events 0 0 0 0 0 0 0
Events 0 0 0 0 1 0 0
N At Risk 63 53 50 35 33 25 25
NiipEY stn il .
Db ey Survival (%) 100.0 100.0 100.0 100.0 97.1 97.1 971
Cumulative events 0 0 0 0 1 1 1
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Events 0 4 9 4 11 10 7
Sk At Risk 776 677 630 539 511 426 404
Survival (%) 100.0 99.0 97.7 97.0 95.0 92.8 91.3
Cumulative events 0 7 16 20 31 41 48
Events 0 2 4 1 2 1 3
. At Risk 165 146 138 112 106 95 88
M BEHE )
DEEBEHEL Survival (%) 100.0 987 96.0 951 93.4 924 895
Cumulative events 0 2 6 7 9 10 13
Events 0 2 5 3 9 9 4
— At Risk 611 531 492 427 405 331 316
iR & )
LU il Survival (%) 100.0 99.1 98.2 97.5 95.4 93.0 91.8
Cumulative events 0 5 10 13 22 31 35
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Events 0 27 16 22 19 14 10
Sk At Risk 684 560 518 419 389 305 285
Survival (%) 100.0 94 1 91.3 86.9 82.8 79.3 76.7
Cumulative events 0 37 53 75 94 108 118
Events 0 4 4 2 1 1 1
> B At Risk 101 88 81 60 56 42 41
> BEkn A
DIEREHEL S vival (%) 100.0 957 912 884 868 850 82.9
Cumulative events 0 4 8 10 11 12 13
Events 0 23 12 20 18 13 9
S g At Risk 583 472 437 359 333 263 244
) BEHa )
Db e Survival (%) 100.0 93.8 91.3 86.6 82.2 78.4 75.7
Cumulative events 0 33 45 65 83 96 105
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Survival (%) 100.0 70.4 63.6 56.7 52.0 47.2 44.5
Cumulative events 0 45 54 62 67 71 73
Events 0 3 0 0 0 0 1
o s At Risk 14 7 4 3 3 3 3
> BEfHtE )
DA L Survival (%) 100.0 58.7 58.7 587 587 587 39.2
Cumulative events 0 5 5 5 5 5 6
Events 0 9 9 8 5 4 1
S At Risk 151 90 77 61 52 35 31
SHREE B )
DIERE 5! Survival (%) 1000 715 641 568 519 467 453
Cumulative events 0 40 49 57 62 66 67
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Real-world Safety and Effectiveness of Macitentan in Patients
with Pulmonary Arterial Hypertension and
Cardiopulmonary Comorbidities in Japan

A Secondary Analysis of Post-marketing All-case Surveillance Data
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Background: Pulmonary arterial hypertension (PAH) is often associated with car-
diopulmonary complications. However, there is limited evidence regarding the use of
macitentan in PAH patients with cardiopulmonary complications.

Objective: To explore the safety and effectiveness of macitentan among overall PAH
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patients, including those with and without cardiopulmonary comorbidities, using the
Japanese macitentan post-marketing surveillance (PMS) dataset.

Method: PAH patients aged 15 years or older who received macitentan were identi-
fied from the PMS dataset. Descriptive analyses were performed for the overall cohort,
and for patients without and patients with at least one cardiopulmonary comorbidity at
baseline. Cardiopulmonary comorbidities included obesity, diabetes mellitus, hyperten-
sion, history of coronary heart disease, mild parenchymal lung disease, and findings
suggestive of heart failure with preserved ejection fraction. The following outcomes
were analyzed : changes in pulmonary hemodynamics (mean pulmonary artery pressure
[mPAP], pulmonary vascular resistance, cardiac output, and cardiac index), incidence
of adverse drug reactions, survival rate, treatment patterns, changes in World Health
Organization functional class, changes in 6-minute walk distance, and changes in other
hemodynamic parameters (mean right atrial pressure) and echocardiographic indicators
(tricuspid regurgitation pressure gradient and tricuspid annular plane systolic excur-
sion).

Results: A total of 1720 PAH patients, including 312 without and 1408 with cardio-
pulmonary comorbidities, were identified. Their mean ages were 53.9, 44.8, and 55.9
years, respectively. The 3-year survival rates were 81.6%, 86.5%, and 80.5%, and the
adverse drug reaction rates were 29.4%, 19.9%, and 31.5%, respectively. During the 3-
year follow-up period, the mPAP decreased from 35.00 to 29.89 mmHg, 41.72 to 33.24
mmHg, and 40.69 to 32.73 mmHg for patients without cardiopulmonary comorbidities,
patients with cardiopulmonary comorbidities, and the overall cohort, respectively.

Conclusion: In this ad-hoc analysis of the Japanese macitentan PMS dataset, PAH
patients with cardiopulmonary comorbidities were older, had higher mean mPAP, and
experienced more adverse drug reactions than patients without cardiopulmonary
comorbidities, although no substantial difference in 3-year survival was observed.
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