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1.ralinepaguf L 25 I Al B2 (M Eh K G Wnalis AL i & 96 77 Bl sl ik s s
(PAH) Bl A 18 VE A e ZEME I sh bk i3 s (CTEPH) (19 258V i F s , Fer By R 259 il ol FH 1
Ej—Fhik 2 FhcGMP T 71« cAMP T IS T 1R 22 40 5

2.ralinepagii H 252¢ | A2 102k KG sk s Ak e il e F T 5 —Fhak 2 Fh
cGMPF- = 71« cAMPFH = AU sl i AU IR 2R A A i 7 il sh ik s e (PAH) sl B 8k AR AR ZE 1 i 3)
Jik = s (CTEPH) O 25% ity i

3.ralinepagl H 2527 b I [0 Eh K EWak s A 5 — ok 2 Mic GMPF- 15 71
cAMPT = A sk BT AU IR 22 AL A A il 25 TR 7 ilish ks s (PAH) sl B8R iAe A FE i 5
Jik = s (CTEPH) o 25% ity i3

4. QAR ER 1k 2 a3k 1 o , FLHb Bk — e 25 Ml GMP it c AMPF = 7410 i ] i M
EAHTRIMEB (sGC) RIBGTo

5. WIAUR R 1 sk 2k 3R iR (1 ik , o iR ral pagpPc il o 5 — ok 2 Flic GMPFH- =) 7
H it

6. QAR R 1k 2k 3Rl [ ik , H i Frifral inepaghii il 5 — Mok 2 Flic AMP T =)
A ETE ] -

7. AR R B2k 3AT iR 1 % , HofriRral inepagPic il S AT AR R A S HEH -

8. QAR R L - 3T — T pirak 1 i , Horbral inepag W7 S AT AR TR IR T INANTS
LRHETR E -

9. QAR R L - 3T — Ik 1) i, FCHp BTk — il 22 Fhe GMP T =5 71 c AMP -3 7
kT AI R 25 Sralinepagdl A4 H g —XK .

10 QAR R - 3HE— T pir R (1) 3 , A AT — Pl 2 e GMP - 7711 1 )& ) P
WIS PEIT snelociguat  FIAEPEML IW-1701.IW-1973 . IWP-051  IWP- 121, IWP-427 . IWP-
953.BAY-60-2770.A-344905.A-350619.A-778935.B1-684067 .BI-703704 . BAY-41-22727
BAY-41-8543.

L1 QUASURI 2K 1 - 3H T — I Fradk (19 P , L HP Bz ¢ GMP 75 71 A& PDE - 5l 51«

12 QORI R L - 3H AT — T Tk 1) F ik, A Bk — bk 22 My 2710 25 02 i iy 21038

13 AN R - 3 AP — I ot ) e, v oy ak — Fefvske 28 ey 1 g 2 2 s i 41

14 AR R LA [ i , HFh piriti ral inepag AIPDE - 53l ¥ i il S ] ]
15 QnAL A B3Rk 1 - 3P AR — LT il 19 FH a8, H v Bk 25 W iE ) o F T 3% 1R s
ralinepag FIHIHTYIIA 2 o
16. QnAL A B3Rk 1 - 3R AR — T i 19 FH a8, Hovh Bk 25 Wi ) o F T 3% A s
ralinepag MIMEHI I Z o
17 Q0AC A B3Rk 1 - 3P AR — LT a1 FH a8, Hovh Bk 25 Wi ) o F T 3% R s
ralinepag MG B ATAIIAZ AU o
18 QAR SR 1 - 3H AT — T AT ik (1 1o , LR AR PARE DA MR OLINTR ST R A1k
PAH; Z 5 PEPAH ; 5 I LA < Ao M OV 1 ik e HOE WHI VI3 25 ak s RN
P I B AR Y RE EDIBR A i bk P ZE PR (PYOD) sl fifi B4 1M ¥R (PCH)

2
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A RIIPAH; LK A I Sl bk sl B 41 /52 B2 XU PAH.

19 JIBURIEDR 1 - 3F AR — BTk 1) FHags , Forp Tk 2% I 11877 PAH.

20 QBRI K L - 3T E—TU ik (1) sz , Horh pindk 259 FH-T-769 7 CTEPH.

21 QBRI SR 1 - 3P — TR 1 FH i, HL b Tk 25 il (05128 H10. 02,004
0.06.0.08.0.1.0.12,0.14.0.16.0.18.0.2.0.22.0.24.0.26.0.28.0.3.0.32.0.34.0.36+
0.38.0.4.0.42.0.44.0.46.0.48.0.5.0.52.0.54.0.56.0.58L 0. 6mglJ &1k
ralinepago

22 ARUR SR 1 - 3P — TR 1 FH i, HLrb Tk 25 il (05126 H10. 01,002,
0.03.0.04.0.05.0.06.,0.07.0.08.0.09.0.1.,0.11.,0.12,0.13.0.14.,0.15.0.16.0.17+
0.18.0.19.0.2.0.21.0.22.0.23.0.24.0.25.0.26.0.27.0.28.0.29VL )2 0. 3mgHJ Tk
ralinepag,

23 QIRUR ZOR 1 - 3T — TR (1 i, Horh ik 25l il o 5k HAREH 0. 01mg
0.02mg~0.02bmg+0.03mg+0.04mg-0.05mg.0.06mg-0.065mg.0.07mg-.0.075mg.0.08mg-
0.09mg.0.1mg.0.12mg.0.15mg-.0.16mg.0.2mg.0.25mg-0.3mg.0.35mg.0.4mg.0.45mg-
0.5mg.0.55mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mgH1.0mg[1J &1

ffrifralinepag.

24 QOAR R 1 2 3T — T iR 1 3, b iR 25 i) 08 - H — ki TR
hralinepag.

25 . QAR R 1 2 3T — T iR 11 13, H v i R 25 W 1) 0 T H P e I
hralinepag.

26 QNANR) B oK 1 & 3 AT — T AT o 1 2, v BT o 25 W C 0 D T T 9 E Tk
ralinepago

27 .Ralinepagul 2577 b AlRE2 2R IRKGWral s A Mo fil & F 19657 Tl sh bk = He
(PAH) B 25%r b Pz , b Ainad 258 o I S i SR 2R 0 ST

28.ralinepagal H 2577 I AlHE2 I EE IR G Els e dil £ T Sl 20 2R 3= A
HIRTT Bl ik Hs (PAH) 1 259 it FHi -

29.ralinepagal 2577 b AlREZ I ER IRGMrals e S Hh a4 iR R 4 S el 25
a7 Iishiiki=s Hs (PAH) 1259 h i iz «

30. AIRUR 22K 27 - 29— ATk 19 3k, Horp ik 29l il (0 5k H 0. 1.0, 125,
0.2.0.25.0.3.0.35.0.4.0.45.0.5.0.6.0.65.0.7.0.75.0.8.0.85.0.9.0.95.1.0.25,
0.5.1.75.2.2.25.2.5.2.75.3.3.25.3.5.3.75.4.4.25.4.5.4. 75F15mg 1) & [{J i 77 41| IR

31 AR 2R 2T - 29 WP HE— T pir R (1 3, Horp pirik 29 Bl o B 556 15 0. 1,02,
0.25.0.3.0.4.0.5.0.6.0.7.0.75.0.8.0.9.1.2.5.3.4.5.6.7.7.5.8.9H110mg/m1 [) = 1]
HIEZIEZ

32 WM ER 27 - 29 W — TR (1 3, Horb ik 25 Wil il o 518 490, 01mg
0.02mg~0.025mg+0.03mg+0.04mg-0.05mg.0.06mg-.0.06bmg.0.07mg-.0.075mg.0.08mg-
0.09mg.0.1mg.0.12mg.0.15mg-.0.16mg.0.2mg.0.25mg-0.3mg.0.35mg.0.4mg.0.45mg-
0.5mg.0.55mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mgH1.0mg[1J &1
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ralinepago

33.Ralinepagal 2577 b AR ER IKEWral s A A Bl & F 19657 Tl shihk = He
(PAH) 25 Hhi) Pz , v ik 25 i FH 1 55 PDE - BRI &t 1 -

34.ralinepagal 2577 [ AR 1 h K G Wralra e Ve il & FH T 55 PDE - 54l 51
HATaTT ISk He (PAH) PO 259 rh i FH i

35.ralinepagal 2577 [ ARz 1k /K G Wy aliva 751k ¥ = PDE - 54l 1 1 2H 5 1 il
BT IaTT sk Hs (PAH) R 2R i) i -

36 . QAR 22K 33 - 35 E—TU iR ¥ Pl , HL b iR PDE - 53|y e IR

37 ARUM B 33 - 35 HE— I sk (1 3, Horh ik 25 Wil il o A0 518 H£90. 01mg
0.02mg~0.025mg-0.03mg+0.04mg-0.05mg.0.06mg-.0.065mg.0.07mg-.0.075mg.0.08mg-
0.09mg.0.1mg.0.12mg.0.15mg-.0.16mg.0.2mg.0.25mg-0.3mg.0.35mg.0.4mg.0.45mg-
0.5mg.0.55mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mgH1.0mg[1J &1
ralinepago

38. WA EOR 33 - 35 E—Ti pfr ik 1) Fas , Hovh vk 25l il o B 5k B H 0. 4mg
0.45mg.0.5mg.0.55mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mgHl
1.0mgEral inepag.

39.Ralinepagul 2577 b IR ER IKEWral s AP Bl & F 19657 Tl sh bk = He
(PAH) B 25 b s , Eorh i 258 o T S N B 2= - L s Homl 40 &

40.ralinepaguk H 257 [ A2 WER R EWralia I e dil & T S N ER - 1524k
PRI EiGTT ishibkis Hs (PAH) B 259 i FHaz .«

41.ralinepagil 257 IS (WER K EWalia A 5 N B 2R - L2 s B 4
S TR ishibkes Hs (PAH) B 259 i iz .«

42 QIANR R 39 - 4 1T — T I R 1 FH i, Herp ik PN B 2% - 12 AR S Ho ) O B o
.

43 . JIAR K 39 - 4 T HE— DT iR (¥ Pl , FL R i PN B 3% - 132 ARSE A e A=30

44 GIEBURI 22K 39 - 4 1 HP AT — T3 ik 1) 3 , PP ok 25 1 by B0 e 1 290 . 01mg
0.02mg~0.025mg-0.03mg+0.04mg-0.05mg.0.06mg-0.065mg.0.07mg-.0.075mg.0.08mg-
0.09mg.0.1mg.0.12mg.0.15mg-.0.16mg.0.2mg.0.25mg-0.3mg.0.35mg.0.4mg.0.45mg-
0.5mg.0.55mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mgH1.0mg[1J &1
ralinepago

45 . QAR ER 39 -4 T HE— T AT Ak i FHa , Horh Tk 25l il B 5k HRRH 0. 4mg
0.45mg+0.5mg+0.55mg.0.6mg.0.65mg.0.7mg-0.75mg.0.8mg.0.85mg-0.9mg.0.95mg/
1.0mgfiEHralinepag.
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X FIRAL INEPAGS HE fth 245 57| Y 4H & 78T PAHRY 73 7%

[0001]  AXHIESE HE H oM20174E11 JJ10 H g 5201780082981 . 0 & 445 “%
RALINEPAG 5 HAth 25 7 4157697 PAHIN 3 3257 (R AR L R FR iy RO R PCT FRAE R H S H o
20174F11 FJ10H HIiE5 5 RHPCT/US2017/061116) F4> ZE 1 .

[0002]  AHSCHITERIRE X 5|

[0003]  ACHH{EEESR 12016411 H10H 323 25 R H1i5562/420 , 515811201 74E7 A
10 H 222 1 Sl H17+5:62/530, 533FA SeAUIALZS , AR ST I FH A 1 PN 25 i ik
SUHPAHA SO AR .

FAR G

[0004] A BHYE K ity )51k VA feralinepag (AR MAPD811) e AMPFH- = 771 5k c GMPFH- =5 711
(Ban, P E 2 H RN (sGC) HIHGTIanF] BLPEWK (riociguat) 41 H ralinepag M
HIPRZR (a0, B RTAIIAZR) 4 S, skral inepag MIFTAIIA 2R 52 ABEN A A &, Hoal T
TEIT T Eh K e s (PAH) ;357 4 M PAH 5% 1 M PAH 5 45 e T I A9 ~ 2fe R MR OO « 113 ik s s
FE JHIVIEL 25k ms ZBON it (21 I B AN A P 5K IR DIBR R il ik ] ZE 1
I3 (PVOD) T JiTi-E4HIML A8 (PCH) A3 S [IPAH; £A47 B B B ik BB 4NN 52 F IPAH; I /MR
865 AR BIRREEI 5 DWURH AL 5 0 B PRI I A 1 5 OB 5 H R SR I P R 4005 5 P
P BEN ; 105 OB ARSI IR ST FARA AR S AT OV 5 Bl A A ) I B AR
SRR AR T B 5 12 Tl FOREIR 5 W RS A S A QoA R ] [l A 28955 A W PR 1
995 ORI R P TESI 4E 5 7GR B8 55— PR PN S ARS8 5 v ML 5 AAE 5 I i 5 i
TR T 78 5 B I ME SETT 5 7 2 UG (Crohn” s disease) s BAHHE s 2 & MEML; 2%
VELILBEIRIE (SLE) s iz &5 14 9% s SRR s a3 5 TAUME PR 5 22000 R0 5 ik 254 ; LA
N AP H FE PRI (COPD)

BEEEA

[0005]  JifiZhifiik s e (PAH) A& —Ffsy BESSSA I 2 VR T ¥R s, LS80 DB sk .
FH TR IR PAHFRS AR 21 55 M HASUE IORBEAEI , RTANPA 2R (IR A1) i 252224
SRIE— DAY A NGR4T AR R S s v & GRIk, N R G S 2R
2 (BN K N T2 TR 090 « ST FaRsb ik i 2 s I AE , IEAE 3K
B D) 11 Al Iy 2k A s ok R LI T, H b X S S W DD 8OR / Bl 38OR A B B
(McLaughlin® A ,2009;ClappAHiGurung,2015) .

[0006] 71z DL &1 25 (2 A7 DL 41 25 19 J LA S A9 440) AR H A5 ] 3R 45 A
(Vachiery,2011) , 3 HECPAEIGIKR F BAFRIDIZL Barst& A ,2003) o U IREHATAIEA 2R
T SRAFEDAREAE B H R A5 22 TR I 28 52 T slim ik PN 45 25 i I Il IR
J7 3 (TapsonZ: A ,2013) .Selexipag (NS-304) j&— P AR AT AR 2 TP (R B 71
(Skoro-SajerfilLang,2014;SitbonE A ,2015) . B &—FHERTAI IR £ R ILMEERTA)
HIRER I YIMRE - 269 (LR HACT-333679) YR 11 Sl — Fhim e B4 (19 TP A2 AR I 20 741



N 119367341 A W OB P 9/98 T

(Kuwano® A ,2007) JMRE-26945 245 7 ATPS24K (K, =20nM) , [fijselexipaghfiZsZ{k (K. =
260nM) [155= F 1/ INF 25 SR, P AT AR 22524k (K, =2 6uM) J LT A 45 i Al
VAP

[0007]  FEIEH ASHshik-E i LA (PASMC) H , TPZ A4 1 A= i ERAMP (cAMP) {ELF- 2 4 i
AR ZZ A A1 2R TS SO 1 32 22971 BT (Wharton®: A, 20005 Clapp®5 A, 2002;
Falcetti® A, 2010) A , 7/E M IPAHIE 43 B A PASMCHR , TPSZ AR FIc AMPLL - AN 2 52
5 T 2 PR 2 RN T A1 R P s A T = E A BT, DA TR R R N anikt
(Falcetti®F A, 2010) o Rl , AERF22 Sk A AT BRI 8 5 200, W TP (i AT e R 1)
A 3 ZWAE TP 32 AR R AR FR SR AT, i/ FLAA PARIY R Hh—FF (LaiSE A,
2008;Falcetti®s A ,2010) .

[0008]  Ralinepag (2- (((Ir,4r) -4- (((4-GFRED) CRED) UL D) D) A 50 F
SR SR, AR MAPDSLL) S — AR IR T RIS R 238 2R (IP) S2ARE D7, T
TETT WA SCRIT IR 1 & Fifvips 00 , 491 A i B9 22 25 s 4nPAH . Ral inepagfE S22 F| A 15
2011700539581 AT, Hoaiad 5| A SO F NS T Hra Hi.

[0009]  Ralinepag H A IER VAt G 7 w8 QIPAHSR LI TR 7 7% o A il 19— Bl
RS, i B ral inepagii E , ASEAAE P T 52 7 « it Hral inepag VB £ 17 14U
FEARIIR IR 45 25, B H — R R, AR e il @ 2P B filral inepag il & M1/ 525 2590
A — BN TR PN GEL B8R BDN5FI R, B 2k B e AT 200 H 7 &

[0010] 51l & 34 ) TR B R [ i 5 ek BT 5 R dc e T 2967 70, IR IR AE 1
PR ZE AL o IEAN , 75 280 T 20k H AR AT (R, JH AT AR A 1A R o PRI, J9TEE
PRt Hralinepaglt) /s, HA B D el MR B & , LA/ sl i sl imlont 2240 H 51
RN T AN, BT EEEE R ral inepag M1/ B AL A E AL S ITET T S8R R I 8 1 F
e MY T i 51 A o A AR B () — Bk 2 B S 1 SEBI PR DI XA 1R 5 1
KR I IR 25 AL , LA KA 5 FRE AR MR AN TT N SR 1 285 1768 7 it ]
ralinepagl /3%, K Bl 7677 PAHFIAH SR L«

LIRS

(00111 FE R &St 7 S, AR IS K — e A da B B R D (B, I sl i F-
JULE L (PASMC) (1)) 4R M5 IR 5 1 , H A iE S TR 7 A 380 1 — Pk 2 Bhe GMP T = 711 . c AMP
FHEs 50 B PR 2R s i PR 22 S AR I & e TR T A 3R ral inepag, sk L 255 |
A 1R RS EIR A ) .

(0012 44 iz ek ikl 2 eGP e NPT 2570 2 T 5 AR FF
e

[0013]  YE%BhSfie )y 5 H , ralinepag 5 —Mhak 2 BhcGMP T 71 (9 0 A SC A TF RO AEAT
cOMPF=15F1) 41 578 FH o

[0014] e RS )y 59, ralinepag 55—k 2 Bhe AMP T 71 (9 A SC A TF RO AEAT
cAMPF=15F1) 41578 FH o

[0015]  {F & Mpsilfif /g 2, ral inepag ST AR ER (BIAIASC AT EATRT IR ZR) 4HE
it FH o
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[0016] {1 FhalfiE Jy 56 v, ral inepag "9 — Mk 2 Flic GMP T =y 711  c AMP T =5 771 T A1) 3=
ok BT A1) B0 25 52 PR sl 000 6 R e T A8 T 46 Pir 2R I R 5 325 I A~ 75 2230 5 181 an
ralinepag.{t % Mt )7 5H, ralinepag 55— Mk 2 Fific GMP T 15751« c AMPF 115751 i 471 B
F T AN PR 2 AR Eh 790 (1 H ] Jote AN 7 S0 49 20— ik 2 e GMP T 153 71  c AMP T 5
TN AT A PR 2R kT A A 22 S ARl o 451 40, A5 — 285001 )5 567, ral inepag 55 I BA PG 2
[l it AN TS 20 E ral inepag. /£—28500 /5 5 H , ral inepag 55 ) B PRI H: ] e AN 7
L E A LG

[0017] {5 & Fhalfie Jy 56 v, ral inepag "9 — Mk 2 Flic GMP T =y 711 c AMP T =5 771 T A1) 3=
T A4 28 32 s 790 (R HL [Tt FHAS 55— il o s ] e 118 24 AR R AR TR 2 T 56
(Ban, E B 7 IR T AR FAR BT E T 50 — 2P R A S S Ty &,
ral inepag 5 — Mk 2 FlicGMP T =1 741« c AMPTH =5 71 T A1 IR 25 sl i 2134 22 2 AR sh 751 (g A )
i ] T Vbl — e P Ao ] e FH 1 25590 s R 10 2 1 58 (B4, B B — I 7 T A T b s
ERBEAI E T ) BRI R AG R

[0018] /R FhaE Ty ZH, 5 praR —Fhuk 2 Fic GMP T = 71 s cAMP T i I sk T A PR 22 415
[fralinepaglt) H 7 &t bb AE AT FL AT FH— ok 22 Bl GMP T 15y 751« c AMP T = 75l sl i A1) i 3=
MG FralinepaglH 58767 B2 0250.01mg . 0.02mg . 0.03mg.0.04mg.0.05mg .
0.06mg-0.07mg-0.08mg~0.09mg.0.1mg.0.11mg.0.12mg-0.13mg-0.14mg.0.15mg.0.16mg-
0.17mg+0.18mg-0.19mg-0.2mg.0.21mg.0.22mg.0.23mg-0.24mg.0.25mg.0.26mg.0.27mg-
0.28mg.0.29mgik0. 3mg Gl 24 ) .

[0019] 71 & FhaljiE Jy 56 H, ral inepag "9 — Mk 2 Flic GMP T =y 711 c AMP T =5 771 T A1) 3=
o T AR 28 S AR 7 1 L R e AR B 1 AN T4 B8 380l IR 8UR [ ral inepag Fl1/ 5k
cGMPF 5 71« cAMP T =3 771« BT AR B2 s i 134 32 2 AR B 1) H 71 & Ak ral inepag M1/
o cGMP T 155771« cAMP 15 751 T A1 B 25 sl i 21 A 32 S (sl 77U i) H 5

[0020] 1% FafiE Jy 5, ral inepag S5 DA N HA ) — Pk 25 Fcbe [Tt F - ) BEL U | e )
PEWK (vericiguat) FafthPEWN (ataciguat) nelociguatFAEPGUN (1ificiguat) IW-1701.
IW-1973.IWP-051.IWP-121.IWP-427.IWP-953.BAY-60-2770.A-344905;A-350619.A-
778935.B1-684067 .BI-703704.BAY-41-2272F1BAY-41-8543,

[0021]  FERFhajiE /7 &, ralinepagi NekZ) 50.02.0.025.0.04.0.05.0.06.
0.075.0.08.0.1.,0.12.,0.125.0.14.0.15.,0.16,0.175,0.18.0.2.0.22.0.24.0.25.0.26.
0.275.0.28.0.3.0.32.0.325.0.34.0.35.0.36.0.375.,0.38.0.4.0.42.0.44.0.45.0.46.
0.48.0.5.0.52.,0.54.0.56.0.58.0.6.0.625.0.65.0.675.0.7.0.725.0.75.0.775.0.8.
0.825.0.85.0.875.0.9.0.925.0.95.0.9755k1 . Omg, mk (LT Y P RER (G o 49104, £
F RS JT %€, ral inepaglf) i ek 2)280.05-0. 6mg o 71 75 P L /7 26 HH, ralinepag
Fuk2)7450.05-0.75mg .

[0022] & Fhajit J5 %, ralinepaglf) B ik 29 4 H0.02.0.025.0.04.0.05.0.06
0.075.0.08.0.1.,0.12.,0.125.0.14.0.15.,0.16,0.175,0.18.0.2.0.22.0.24.0.25.0.26.
0.275.0.28.0.3.0.32.0.325.0.34.0.35.0.36.,0.375.0.38.0.4.0.42.0.44.0.45.0.46.
0.48.0.5.0.52.,0.54.0.56.0.58.0.6.0.625.0.65.0.675.0.7.0.725.0.75.0.775.0.8.
0.825.0.85.0.875.0.9.0.925.0.95.0.9755%1 . Omg, mk fTAT Y P RER (G o 4910 40, 7
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F RS Jr 5 ral inepagfU it ek 20 04EH0.05-0. 6mg.

[0023]  {E&FhaoiE 5 &, ral inepag/t i hk£9°50.02.0.025.0.04.0.05.0.06.
0.075.0.08.0.1.0.12.0.125.0.14,0.15.0.16.0.175.0.18.0.2.0.22.0.24.0.25.0.26
0.275.0.28.0.3.0.32.0.325.0.34.0.35.0.36.0.375.0.38.0.4.0.42.0.44.0.45.0.46.
0.48.0.5.0.52.0.54.0.56.0.58.0.6mg.06.25.0.65.0.675.0.7.0.725.0.75.0.775.0.8.
0.825.0.85.0.875.0.9.0.925.0.95.0.975.5%1 . Omg?g H—K (QD) , kAT i Bl AL =
(TEHE o N, 7F & Mt /7 5 H , ral inepag U k470, 05-0. 6mg QD.

[0024]  {E&FhSi )y 2, ralinepag [t ik £)250.01.0.02.0.025.0.03.0.04.0.05.
0.06.0.07.0.075.0.08.0.09.0.1.0.11.0.12.,0.125.0.13.0.14.0.15.0.16.0.17.0.175.
0.18.0.19.0.2.0.21.0.22.0.23.0.24.0.25.0.26.0.27.0.275.0.28.0.29.0.3.0.325.
0.35.0.375.0.4.0.425.0.45.0.4755%0. 5mg#E H W7k (BID) , 5] A L[ TS o
BN, 7225 Fh e J5 56 H , ral inepaglU & ek 2)°50.05-0. 3mg BID.

[0025]  FERFhajiE )y 2, ralinepag[f& Nk 2 W ERFE—K0.01.0.02.0.025.0.03.
0.04.0.05.0.06.0.07.0.075.0.08.0.095%0. 1mg.

[0026]  ZE&Fhazit s 2, R B PRI ek 29 50.25.0.5.0.75.1.1.25.1.5.1.75.2.
2.25.2.5.2.75.3.3.25.3.5.3.75.4.4.25.4.5.4.755%5mg , s AT R R R 1 TE -
B, A8 & A Sie Jy S, RPN &Y E 2 0. 552 5ng.

[0027]  YERFNST)E T Z b, R B PR & ok 29 5 H0.25.0.5.0.75.1.1.25.1.5,
1.75.2.2.25.2.5.2.75.3.3.25.3.5.3.75.4.4.25.4.5.4. 7555mg , uk fT-] P P e
(TE R BIA, AE £ AT S, R B PRI & o sk 208 H 0. 5% 2. Smg.

[0028]  ZE&Fhazit s 2, F B TENL 0 ek 29 50.25.0.5.0.75.1.1.25.1.5.1.75.2.
2.25.2.5.2.75.3.3.25.3.5.3.75.4.4.25.4.5.4. 755k 5mgfF H—7K (QD) , 5T Ffisc e
(B RTE R o B, 75 & AP SE 7 2R, ) B PO o 529 0. 5582 . bmg B H — K o ££4%
TSt 7 5, Fird B BRI A H Bt FHBT K o 75 2 AP Sihte 77 2 i, Birad B B PE I A H it FH =
Ko

[0029]  ZE&Fhazit s 2, F B PENL g ek 29 50.25.0.5.0.75.1.1.25.1.5.1.75.2.
2.25852. 5mghE H PR (BID) , sl ATAn A A A S Y L

[0030] 712 Fhajt Jy 6, R B PRIN & 0. 5.1.1.5.25k2 . bmgfF H =K (TID) , wlifFAn]
P XA B T

[0031]  FE&FhajE fy 2, MBI/ Nk %10.25.0.5.0.75.1.1.25.1.5.1.75,
2.2.25.2.5.2.75.3.3.25.3.5.3.75.4.4.25.4.5.4.7555mg.

[0032] (R Rty Serh, R B PUIUER NTE 2 o 75 S AT S Ty 28, 1) B P WIUE ik N
e AR 2, A B PIUE D IRIE.

[0033]  {E& sty &, T A ER 22 s ek 4 50.1.0.125.0.2.0.25.0.3.0.35.
0.4.0.45.0.5.0.6.0.65.0.7.0.75.0.8.,0.85.0.9.0.95.1.0.25.0.5.1.75.2.2.25.2.5.
2.75.3.3.25.3.5.3.75.4.4.25.4.5.4.75.5.6.7.8.9510mg , sk (F-fa] B FhX AL 1070
[l o (31, A1 25 s li g e, TR 2R 2500 i ek 2940 . 125-5mg

[0034]  YERFhshE /y i, AR 2 NEk 29 91.2.5.3.4.5.6.7.7.5.8.9.10.11,
12.12.5.13.14.15.16.17.17.5.18.19.205%25mg/m1 , B 0] P A E 14 i A7 ] o A7 4% i
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S )5 S, - AR ZZ W s DUE K N B2 R B 1-10mg/ml

[0035] ¢ &Pt /y S b, HE AT AR R R oDk 2)°50.1.0.2.,0.25.0.3.0.4.0.5.0.6.
0.7.0.75.0.8.0.95k 1mg/m1 , iATAr P A X AFIR) B TE ] o A5 25 Pty 6, HhT 4134 31
PR ANITEANO. 6mg/ml .

[0036] 75 & RSzt Zerh AT AIER 22 b/ T 1°0.1.0.125.0.2.0.25.0.3.0. 35,
0.4.0.45.0.5.0.6.0.65.0.7.0.75.,0.8.0.85.0.9.0.95.1.0.25.0.5.1.75.2.2.25.2.5,
2.75.3.3.25.3.5.3.75.4.4.25.4.5.4.758¢5mg - {£ & P J5 27 p , fhpi AR 2105 /N T
BT 1.2.5.3.4.5.6.7.7.5.8.9810mg/ml o {F & AP0t 7 Z2 i, i AR Z 10/ Tk
%40.1.0.2.0.25.0.3.0.4.0.5550.6mg/ml .

[0037]  FERhaitE sy Zrh, Hh AT IR Z 2N TE 3o A — 2L 5 S, IRl 7R 22 R
F TP AR ST T S, FI T A PA 2 Rk N TE 3o A8 B RS 7y 2 b, - 213 31
SEFFIK N B N IE R A0 S AP E 75 b, sl F1ERZ & DUIRIE 3 76 & RS 7y 2, dhit
FIIRZ e 1B B AR Mg 5 S b, T 21 PR 250818 B 711 o 25 25 Al i 28 vh i iy
ANIRZRAE H ] — 2K o A5 S M 7 S, T AR 2 H PR R o A8 & RS0t 7 &
TR H i =2k

[0038] {1250 /T S H, ral inepagMNif T A SR B IA 1 & o AE— 28 5 7 &,
ralinepagliGyT A SUR IS i M52 ) i o AE—SE S0 77 27, ral inepag iRy T A 3R &
R o A — B85 ) 56 H , ralinepag iR TT A SUR T i NI 2 7 i o A5 — B8 St 7 58
W, ral inepagNiRyy A 3R S 4RI -

[0039] LBy &, AL g ?Tgx%%ﬁ%%ﬂﬁ 1E B850 7 S R AR T T BT
SEETEARIN o A — B SJE J SEFR , fcrm i 52 771 i %%Jrﬁﬁﬁ%l?lﬁ 1E 285 7T 2, e
SRR BB TR o A — B0 ST 7 6, i R B BT R 1 o £ — BB STt ) 56
W i R BN R TR o A — 285006 T &, wjtfﬁﬁﬁi?fﬂ SEEPN R AL
ST S IR A2 A R N R TR o AE — 28 S S 4R R B R
[ o AE— 2Ly S, AR e R RS TR .

[0040]  fE—2E5j 5 &P, ral inepag i 4 & 08 H skt H 2955 H0.01.0.02.0.025,
0.03.0.04.0.05.0.06.0.07.0.075.0.08.0.095%0. Img . fE—LE5jit6 /5 <0, ral inepagll
A7 N H 0. 01mg o AE—LE 50 /5 21, ral inepag IS 4A 7 F yBE H 0. 02mg o /£ —£8
S )T 5 ral inepaglL 4G I E N 4EEH 0. 05mg.

[0041]  fF—26500i /5 56, ralinepag P57 &t DASE A [R]PR 3 hndE H 0. 05mg , H 2R H %
0. 8mg 1)t i iy 52 711 o

[0042]  fp—E 50 )y, ral inepag ) & DL AR S TAI B 1S 0 o A8 — 285006 75 S
ral inepagl)5f & LASREIIAS H TR] B3 b .

[0043]  fF—BEsE 5 Z<H0, ral inepag 73 sk HA&E1H 0.02mg . 0. 05mg A110 . 75mg DA A
0.1mgMi .

[0044]  fF—SB57E /5 1, ral inepag 771l DASE i [A]B@ 34 sk 1 4£ H 0. 02mg 0. 05mg
F10. 75mg 10 . Img 1 o

[0045] {1 LB /5 26, ralinepag 1 i i 52 77 Bt H kit F 2955 H 0. 4mg . 0. 45mg
0.5mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mgH11.0mg. fE—LE5hE /5
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2, ral inepag [ it 52 K JAE H 0. 6mg . 75285706 /7 X, ral inepag i i i 5%
FIEAEEHO. 75mg o L850 /7 26 HH, ralinepag( Wi m i 5271 i Ak H 0. 8mg o /12552
Ji 7 26, ralinepag 5 s 52 75 55 0. 4% 1. Omg o fF—L8 52056 /5 2, ral inepag i
27 B HO0.6 8 1. 0mg o AF—L8 571 /5 20, ral inepag i i i 52 77 & & H
0.6720.8mg. {E—LL5)it /5 Z 1, ral inepag(f iy 52 1l 4AE H 0. 652 1. Omg o £1—LE5
575 26, ral inepagl i M52 7 EF H 0.65%0. 8mg. £F—28 50 5 %<1, ral inepag
(e e i 52 77 o AE H R T0 . dmg o £E—28 56 /5 5 H, ral inepag M i i 52 71 b A H
K7F0.6mg.

[0046]  FF—¥L5ji 7y €, ral inepag 1 A FfI %k H ks H 298 H 0. 4mg . 0. 45mg
0.5mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mgH1.0mg. fE—LE5 05 /5
Z, ralinepaglix AFE NEEH 0. 6mg o 7 —2E5 6 /5 1, ral inepag Ut Kl s
HO.75mg. fE—LE50 it 5 56 H, ral inepagM e K flE AE HO. 8mg o £E—LE 50 ftE 5 5K,
ralinepag(lise KA E NEEHO0. 4% 1. Omg o 256 /5 %6, ral inepag i Kl N EE
HO.6% 1. 0mg. £ 2850 /7 2, ralinepagi KA H HEFH 0.6 %0 8mgo £F 285
J7Z<rh  ralinepaglim KA NEHO0.65% 1. 0mg o /& —Y8 5001 /5 2/, ral inepagll i K
B H0.65%0. 8mg . /25 /5 5¢H, ral inepag e K5 N 4AE H K170 4mg o £F
— 5 5 5, ral inepag i ISR A H K T0. 6mg.

[0047]  YE—ME5jE /5 56 H, ral inepag M f A 52 771 ik F skt F 294 H 0. 4mg . 0. 45mg
0.5mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mgH1.0mg. fE—LE 55 /5
2z, ral inepag [ K32 K1 JyAE H 0. 6mg . 75285706 /5 X, ral inepagf &y AT 5%
FEEEH 0. 75mg o £F 28501 /7 2, ral inepag iR KN 52551 F BE H 0. 8mg o 71— 2851
Ji6 )7 %, ral inepagl 5 K S2 715 4E H 0. 75mg o« fF— B8 52 )it 5 %71, ral inepag ik
M52 71 R H 0. 8mg o £F—LE8 5 /7 5, ral inepag i KT 52 5 5 H 0. 4% 1. Omg o
1E—Le 575 0, ral inepagM e K32 /e N H 0.6 21 . Omg o 7 — 2L 5Tt 5 S,
ralinepag i KIS 7 M4 HO. 650 . 8mg . 5 —L8 50 )5 51, ral inepag [ i K52
FlENAEHO0.65% 1. Omg o {E—28 30 JiE /5 56 H, ral inepag i K52 /e M H 0. 65 %
0.8mg. {E—LE5tE 5 56 H, ral inepaglf i KM 52 /& A H K 170, 4mg o A — 2L Ji 5 &€
1, ral inepag e K 32 e A H K T0. 6mg.

[0048] {1 —tu5iE Jy S, M iral inepag Y K E 2 H skt A 25 HO. 4mg
0.45mg.0.5mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mgH1.0mg.F—
Be SN 7 i, I8 hral inepagff i K N0 . 6mg o /£ — 2L S0 5 S, S
ralinepag/fJi KiflE 0. 75mg . /£ —2L 50 /5 &, Il Hhral inepaglf) i K5 2
0.8mg. {E—LE5E 5 56H, ral inepaglf) i KFflE NAEHO0. 4% 1. Omg o /E—LE 55 5 57,
ral inepagfJix KFflE R H 0.6 % 1. Omg . E—LE 5t /5 56 H1, ral inepaglf i A5l f
[10.620. 8mg . {E—LE5 ) /5 5 H, ral inepag M AT EEH 0. 652 1. Omg . 71— 285 ith
Jr g, ral inepaglf i A NEEH0.6540. 8Smg . fE—LE 5001 /7 251, ral inepag[l i K
F A H K0, Ang o AE—28 575 21, ral inepag i A5 & N4E H K -0 6mg.
[0049]  fF L5767 K1, ral inepag I AEREF %k [ ukds 25 H0.01mg 0. 02mg
0.025mg+0.03mg-0.04mg.0.05mg-0.06mg.0.065mg.0.07mg.0.075mg-.0.08mg.0.09mg.

10
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0.1mg.0.12mg-0.15mg-0.16mg.0.2mg.0.25mg.0.3mg.0.35mg.0.4mg.0.45mg.0.5mg-
0.55mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mgH11.0mg. F—LE5
775, ralinepagl4ER I N H 0. 475 1. Omg o /5285201 77 1, ral inepaglF 4EEE 7]
FONEEHO0.62 1. Omg o £E—L85)j /7 5, ral inepag W AEFE 5 EEH0.6220. 8mg o fE—
B 570 7 5, ral inepagIAERF A BONAEH 0. 655 1. Omg . fE— 2850t /7 %1, ral inepag
(4ER R N H 0.65%50. 8mg o fE—LE 52 /7 5, ral inepag 4ERF & TS PERAE .
fE—26 506 )5 €, ralinepag NAERFFIE R H K170 4mg o /5 —2E 50 J5 K,
ralinepaglAEREA AT H K T0. 6mg.

[0050]  YrE—REsjis )y &, AR ANGEI 52 M ral inepag A 1 A, ¥iral inepag
1) 7 AT 22 e T I 52 751 o o AE—SE S5t 5 22 P, e il I 52 751 A2 FR A M fe K 32 551
.

[0051] 8507 5 S, i ral inepag & DARRE T BV OB L S KB ROE A 2
(] A= S U (R 25 5 o BN, A — 2B 55 6P, $2 4140 . Smg A KBTI [ ral inepag
SR, DUEIRTBRRO . 3mg a7 BURE I ) ral inepag , H AR AERRE ORI -5 37 BIVRE A
FUR AP0/ N 100 % .

[0052]  fE—BEsjE s 2, VAT A R0 IE T H i R A8 7 K IR AR
il T HE R IR o A — 28 50077 26, IR0 7 A Roet B H ] — K o A2 — 28 500 75 56,
BT B H PR .

[0053] {18 Bl /s 26, i iEral inepag .. £ 2 MELTE 7 SEH, 7 8 F B PGP o 1 25 Fh i
Jite /5 5, A€ ralinepag AR B PG — 55 o A — 2L 5 5 S AR e i BT UAG S 1) 72
PR (AnsEEFDA, 2 W, ADEMP AS®FRZS) 11 & B PG, Haid 5| I AAS

[0054] {12 Bty 2, i iEral inepag . £ % Mt S 7, 1 E - VPR 2R o A2 &5 Fif
SIhE T S, i E ral inepag R T A PR 2 35 o £ —LL 500 /5 S AR P i A AU AL
PR (NZEEIFDA, 2 L UPTR AVI®BRES) i farAI3A 2, Halad 51 I FAARSC.
[0055]  fE&Fhallii /s 56, ralinepag 5 HHI AR Z & T 2 cisaprost HUKHT A1
H— Pk 2 AU R e -

[0056] 25 FhaitE g 2, ASCA IR AT F 7 ik v TG 7 PAH, B2 & PEPAH ; 15t
FEVEPAH ;s S MEPAH ;5 I I ~ 26 M UM « ~ P 18 52 0 IR e R DI 11 &5
ik s FEiE 5 46 A 23005 HI VIR L 2o ek 5 50N S B HE I VE B AR ML 50 I DI
Rl ik P ZE P55 (PVOD) sl il B 41 R (PCH) A SIPAR; DA A B i i ik el B 41
1155 52 SRAPAH AE—EE 50 75 S, A SO RO IR AT E F 5 1 P T T SR SR PEPAR
HINZEZARTE o AE— 2L 7 S, A SO TR R e F 5 2 7] 17687 HA PAHLWHO L AE
TR N2 o AE— RSy S v AN RS 9 3 7] 11877 JE A PAHLWHO
DR TTR I N R AR A — 2 55 S, ASCA R L R ke 5 i vl 9697 B A
PAH\WHOZBE LT TR N SR o AE— B0 St 77 ZEvp , ARSI fml e 1 5 ik v TG 9Y
SEAPAHWHOZHRE IV A RS2, o 7E— B0 S 75 S, A ATk Rl iE 5 35 /T T
BT EBAPAHWHO  TZ1I N 28203 o A0 e 5t Ty S, A A TR Rl 1 5 ikl T
BT FAWHOLBRTL - TTTZEAR W PAHIE T o 7 & M SE 7 S R, A TR L [l e 1 5 7%
Al F 1677 Ma e A Ae Z2 M B 2Dk s T (CTEPH) o 7E & RISizhe /7 2, A AT i ml e

11
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TR TR TS F 5 PR/ 5 R MECTEPH (THO 420) 76 & RSy e, A
FEREIFREF T 2 T HI 67 AT FARICTEPH , DACES 2R 1) el WHODAES) 25 . 1
B S AT AT ROTHE T 7 7T 1) T35 7 PA (VIO 1201) | A2 2 /1. 14
Bz 5 S, 2SO A TFROEIRTHE T 7 2 T P TS WHOB B 4 0,/ s AE LU A e
S BNITHE SE  ASE AT RO HE T 7 5 7T T A e A/ s A THPAR EE 2 3

B &35 R
[0057]  [E1A-1F/~HH T ralinepagts 100nMA B YU ZH & I HTHETE A E FH o AEASATAE BA AT
£E100nMA] B PUIIUFISMBMI 15 &0 1, A KAS i /e 55 9% FBS£0.1% DMSO.FBS/H
ralinepagFIDMSOM) ASE I LAE filid 72 3L (SMBM) HHi 75 96 /NI (I PRI R o 4o g )1
— ¢y HIFBSAIDMSO 5 3 () A K S, 15 H A FBSFIDMS O S A ik 25 I TR B (= 4K
100 % 4:4) o frral inepag MIA ] &= K B PGNIAEAE N 75 S0 A=A SR 30 AR T+ B )
FBS 5 N 2 it a5 1 % A5 Ak, o £ FGraphPad iR 1) P AR el R ST gl 240l A e L5 B3 L 9
RS TNS Bk A 5T [ B 40 oy B .« 5 B ral inepaghflt , «=
P<0.05; K HBonferroni F5 G #u 4 I 75 255347
[0058] K2/~ [ fEriociguatfifr N ,ralinepagiek HPAHSEE 1 APASMCHI BE 2411
IL75 75 5 BEFE (P AR 157 o 7EAFEAE (A) FIAEAE LOOnMA] B PUI (B) [R5 &0 | , 589 1 71 11
ralinepagl V- ¥HuH5E E M o K APASMCAE9 % [ (FBS) F110.1% DMSOHHA=AK = 25,
KRG U4 8 FEHFBSAIDMS 015 S AR SN, LA E MBS ISR i 25 5 TR R (= 4K
I100% 451 « fEralinepag MIA I = F BEPGWIAEAE NS 10 A K SN SR ARNT T 5
[FBS SN (AT BEFE I % A o B IE R T AR S AR A I AR KRR A A B
(100nM) [FI1E H - 56 E (FBSAIIDMSO) AHEL , % =P<0. 05, %%k =P<0.001 ; 5 HBonferroni F4f5
S ELA] T 257 BT (h=5)
[0059]  [&|3A-3F kM [ ralinepag5100nMPE I ABAEL & OB TSI 1 H o AEAAFAE AN AT
LE100nMPG HE PR S SMBMI S 00 1, B A K AS i A e AE 25 9% FBS=£0.1% DMSO.FBSJII
ralinepagFIDMSOM) AE I AL it 72 3L (SMBM) Hhi 7596 /NI (I TRIHT FR) o 4o g )1
— AN IFBS S S0 A K S N, B A N FBS S I 2= TR I (= 4K 100 9% A4 K)
ralinepag INTAFIFEAE N5 I AR SN 30 AR T B3 [P FBS S W ) A I 5 1) 9% A2
¥ o ffi TlGraphPad 1) Pl AR R STE M 2R S A2 7 L& B0l O B M LG T 25 Bdi
K H 5T I R AN B
[0060]  [E47RH T VY BB EX >k H PAHEEE 1) APASMCHral inepag BT HGHE S N [R1E ] o
TEAEAE (A) FIAEAELOOnMPYHEARAE (B) IR AL B, BEIIF & [ ral inepag [t F-EI P HGsE 1F
o B A PASMCHE9 % IfiL375 (FBS) F110.1% DMSOH A= K-4 K + 5% B An a5t 3 — 1% X
FBSS I AR SN, KA E MBS SR i 2 TR (=4 K100 % £E K o frral inepaghl
VAT = PO BB EAAAE N5 10 AR K SN I AR T B FBS s W R 41 B 1Y) 9% 22
B R TS AR AN A KRR N, PHHIRAE (Sild; 100nM) [F1E . 55X
(FBSHIDMSO) AHEL , % =P<0.05,%x=P<0.01, **k*=P<0.001 ; 3% JiBonferroni 5 5K 5 11 B
)3 257 H1 (h=5)

12
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[0061]  [E|5A-5F /R [ ralinepag'5100nMih i #I PR 2 A A TOHTMALE T « fEAFEAE R
FEAEL00nMHH T A IR 22 B SMBMII I I, K AE K AZ i 4/ 5 9% FBS=£0.1% DMSO.FBS
JiralinepagFIDMSOM) A S-S LA 77 2L (SMBM) HH3t 75 96 /N (IR [R]6 FR) o 5 4m fita 3
A1 T FHFBS I S A= K W, L I FBS i S 2 TR PR (= 4 R 100 % A5 K &
ftralinepag IVAFAEAE NS IR SN SR DA T I FBS SN I 4RI BEAEL 1) %
A oAl FHGraphPad I ] AR RERSTE M 264U S RE P U A B, 9T Bon B M-S IS5 5
K B 5N I R E AN B

[0062]  [E6/xH T AT YIEAZAAAE |, ral inepag &>k H PAHAE 1 A PASMCHI BE AT 3411
L1855 S35 P4 790 o 4EAATAE (A) FAFAE100nMIh AT A ER 2= (B) FOAS 00, 9 0591 A
ral inepag{J F-AHisE 7 H o B APASMCLE9 % I3 (FBS) F10.1% DMSOFPA:K-4k + 25,
K ARSI VA — 1 S FFBS S S A KRN, 4 FAE I FBS SN ik 25 B ]G R (= 40K
100% £ K) «frralinepagME I = M HTA 2 A7AE N5 I02E KON IR T3
FBS N [ ARIIEFE 1) % 22 WA R T A S A A AE KRS TR A 1, FT AR 2R
(Trep; 100nM) [I1E - 56 IR (FBSAIDMSO) AHEL , *=P<0.05, %% =P<0.01,*%k=P<0.001 ; &
FBonferroni J4 50U Y LA 5 2204 (h=5) .

[0063]  [E]7A-TF/RH] T ralinepag 5 100nME, Py 53H 24 & O HURSHE 1E ] o« AEAFAAE AN A
FE100nME, Py H sl SMBMI 0 1, B A= KA i A A 5 79 % FBS£0.1% DMSO.FBS]I
ral inepagFIDMSORI A8 L IL s 5L (SMBM) FPiih B 96 /N (i [R1S6S ) o 4m e diegitg )
— AN FBS TS S0 A K SR, B A N FBS 52 SR IN TA I (=4 K100 % 245K o fF
ralinepag INTAFIFEAE N5 I A=A SN 30 AR T B3 [P FBS S W ) A1 I 5 1) 9% A2
¥ o i iGraphPad 1 ) AT A R 2R STE I 2R LG A P L6 250 , I Bon B M UG IS8 B0k
K H 5T I R AN B

[0064]  [E8/RH T Lh PRI >k H PAHAE 1) APASMCHral inepag BT HGHE S N [R1E ] o
TEAAFAEL100nMES PE . (A) FI7AE100nMEL PERIE (B) FIE OL 1, 3 N7l ral inepaglty
SRS 1 T ¥ APASMCAEQ % I35 (FBS) FH0. 1% DMSOHA:K-4K + 25#) o 3 4 it st
A1 T FHFBS I S A= K W, L I FBS i S 22 TR PR (= 4 K100 % A5 K &
ftralinepagFIVA A & B PR HAAAE B 75 S0 A KON I AR T SRR I FBS 5 W [ 41
HOBETE I % 1 B R TS A AR AR KBRS T, SPE I (Maci ; 100nM) 1Y
P 1. 50T HE (FBSFIDMSO) AHEE , %=P<0. 05, %k =P<0.01, *x=P<0.001 ; 5} JT{Bonferroni
JEASES IR ) /T 22534 (n=5)

[0065]  [&[9A-9F /RH [ ralinepag5100nMjs A=3H 241 5 BT/ E H o AEAAFAEAUNAEAE
100nMjE A 30 sl SMBMII T 0L T, R 2B KA gl - 5 9% FBS+0.1% DMSO.FBS/I
ral inepagFIDMSORI A 18 L IL s 5L (SMBM) FPiih B 96 /1N (e [R1SS ) o 4 i diegitg )
— AN HFBS TS S0 A K SR, B A M FBS 52 SR 2N TR T (=4 K100 % 245K o fF
ralinepag INTAFIFEAE N5 I AR SN 30 AR T B3 [P FBS S W ) A1 I 5 1) 9% 22
¥ o i FlGraphPad 1 ¥ AT A AL 2R STE I 2R LG AR P 1L 6 2500 , I R M UE IIS 80 Bk
K H 5T I R AN B

[0066] 107 H 1R ARRE N >R H PAHEE S 19 A PASMCHiralinepag 4o 45 S [R1E -
LEAFEAE () FIAFAE100nM) 2B (B) PRI OC B, BE N7 i ral inepag ) -3 TE5E 1 E -
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¥ APASMCAE9 % If1LiF (FBS) F10. 1% DMSOHAEKAK = 259 o K 4RI B VA — A FHFBS
PRI LER DR R LA FBS SRR 2 N TR AR (= 4RI 100 9% 245K < fEral inepag FITA
W AIAAEAE NS I AR SO AN T B FBS SN [ 4TI BEFE 1) % 221K .
R TS BRI AR TR N, AR (Bos 5 100nM) [1E 1. 5550 I (FBSAT
DMSO) AHEL , %*=P<0.05,%%x=P<0.01,*%x=P<0.001 ; 5 fBonferroni &5 55 1) B [a) J 2=
AT (h=5) «

[0067]  [&11A-11E R H T PAHST 7k Sral inepagH £k A PASMCAH it Hh 4 95 (1 1 o 71
Sk A AHIFPAHE AL R A g i b B AT LB, IF FLAT iR 4 489 % If i (FBS) F10. 1%
DMSOHT A= K4 K FH Fral inepag = FI| BELPGHI (A) PHHBIBAE B) AT /AR (©)  EPHEH (D)
sl A= (B) AL FR B A U4 ok R FBS INA TS SR A K SN o i FHiGraph Pad (1)
RSB ZRIU SR T A TS, B o A W 24 =S E M. I o U
HNZH. 55 ralinepaghtl , *=P<0.05; K fBonferroni a5 (1) #1175 25 53 #
(n=5) »

[0068] 127-H T AFIPAHZS Y S ral inepagdl &4 2K H PAHE 1 A PASMCII 41 i 358
FIELES B R o A S EM.  FFEUA 1. 3.5 TH19.0 2412 2595 100nMg 87 AR 1
PO P ARAE T 2134 2K kR B PV SN, Lh i ral inepag W ILIE 5 S AE K IR S
WeHMAE H - Hralinepaghibl ,*=P<0.05,**=P<0.01; X fIBonferroni 55 1 8]
T 25T e

BASLiEA

[0069]  RANTFINESREE T A T2 B e Hral inepag Gy i FEAE X T84
Z LA NIPAHI B, B A PEPAH s SBMEPAR 5 55 e S I 35790 St R COESs « I T ik
fe HAE VHIVIEE Y 29l 22BN ot AR R HE I P B AR I B 5iRE LI R il fik 4]
PEPSI (PVOD) sl il B4 LR (PCH) A7 S<IPAH; DA M AEAT I 2 i ik sl B 4RI 52 R UPAH.
A TFN A7 ki -6 HAths 00, i/ MR 9 s b AR Bk s CIIUBESL ; Ja 8
PRI A A 5 OB 5 HOAL st L F R 40047 5 TP 50O s Bl 5 I A e R el et IR Bl ik
PR ARG U S5 BB 1A R LB IE B 5 ORI FERTA AR T B 5 B sl e AR 5
W PRI AH I AE QU PR ] B A 2 2 PR B9 b PR A P s A2 5 7 IR 5 s —
AR A HE 57 5 (AR S5 5 i IfLFR 5 2E 5 R 909 5 B i 19 48 5 B RO 79 %85 o 2
i s FOAEAIE T s 22 R VEREAY s RGMELTBEIRIS: (SLE) s 3t 454 4 5 skl RERE 1L, 5 s s 170
FHIRIA 5 22808 R 5 M BT 5 LA S P FH ZEVE I (COPD) o

[0070]  fiifighfkimi s (PAH) & — s S A=y O , HURRIEAE T A TR I 1 A2 2
HDFENE K ARANRST , 22 K A D o 5 1E W BAHEE , PAHER R HR T VA K5
10 IZ T AR I INAT R e FA A Y sk TS E ] - i AR 25 B 2R 226U , 11
an, A RR 2 AT AR ZE IR A1 200 DL A1 220 SN L 1 J-75 7 PAHG SR 17, 1
HIPRZ AT AR FE T4 A FA CUIRIEYE , IF HAA Ik A e« AR DU 41 21
A RIS YE B A AR INFNSE SR

[0071]  Selexipag (2- {4-[(5,6- " ZRIEMEME-2-3L) (N-2-3) G43E] T 1L} -N- (i
1) OBl M EO B R TE HE ARUR IMRE - 26908 £ 41 T 787 PAH. SR 117 , iX Se 25N 4% B
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T, I HAEARPN 12 AR, 55 7 M 298 . 3- 44110 . 5/ )N (KuwanoZs A, 2007 ; ClappAll
Gurung, 2015) AHS, TTIE A F AT, ral inepagf MK R WIAN B AL, S EHIIUIE
7 7IARLL , ralinepagfEiG9y PAH CRIAASC AT [RAR IS &) 7 T AT $R B ISGE 76T 30UR
77

[0072]  ralinepag M IL25% b PTREZM0EE KRGV & TR I MOt & ik, AN 24
WY AIE Y T R — AR A T, lan, SR F g 5 12/933, 196 (A hUS2011/
0053958; & WUS 8,895,776) Hi.iGIT /7 ik, (i Eralinepaglf 5 ik A JFAEPCT/
US2015/056824 (2341 WO 2016/065103) H1 . f5— FHE HEARTAR T N7 5 Hral inepagify T
[ RN R 1 25 BT 1 o AE B APy 57, ral inepag MR UG I EAH Y 1-0. 01mgilF &5
FRIZ A (MR AR 2410 01mg 1977 , - HAE H 45 25—k QD) 2l H 45 257K (BID) o« Aniii%
SR P A2 1, A 58 J5 8 N 26 2540 % (91 40, MQD ZIBIDES 25) |, Jf H./ a2 34 i
ral inepag[tJ &, fFI40, PABER{51400 . 01mg [P35 5 Gl 24 5) MAHT-0.01mg BIDIPAIIA6
HIEN4E0. 3mg ralinepag/JBIDF & .

[0073] QAT I, QR A A e Nz A S BN AT RS2 A R Bl R R
P, MR EE T —EF B S liral inepag « AGIEERN GURFERAE , i 52 M /2
FX, 10 H— 2 B E A AR ) — 2 B TS AT RR S CIE AN o 1l 52 14 B e
TR TARATAR S, R AR PR 2540 2 (R F XV« AASCHTIR , AR B 248 S
AT A BN AT IR ASEIR . T ral inepag , U AR S E04E
SKIA U MK - RIS AL S TGRS S QTR S AR (57 M4 He K T2 160mmHg « AR v/
FP 5K KT 29 100mmHg  We4i e AR T2 90mmHg I « S H I UL AYTR IR IS et 5z /Lo Sk
i ERFE IRTS I ST R SR R TR ISR AN 1 £L B sl AT R 1)
HEs

[0074]  “HLbFflE" ok “ IR S fRR T iR, W S EY GO 255 2 Eh
WA KGR Bmiad T ), Hae s 1 R KT IR IR R 2 4L, RIS
IR B EIE R (Ban, AR S oMU ARGBEE R FUE IR R, fef: 1 Ayl R
A, e A TR e A BN TR HERZ AR

[0075]  JRiEralinepag A EIAE i MY IT A E DA 71 et ke (7 B 1 7 P R AN
1 B, AEVF 2 5006 05 26, ATRE R 2 B Lk 29U R T E (B, 238 I 45 25570 &
/el T T8 8 —K) ki ral inepag [P e L7 o 45 147 & A, B T EAH
MR BN TR N PRFF AR A i, i E AN A B2 o 5 FE B PAH ™ HE M, AR A B2 T Rk
oIk B AL o AN, o8 T BGE R AR I, TEE/EQD TS S TTAS & BIDAS 2575 %€ e H]
ralinepago

[0076] WA SRR, ralinepagtscGMPEE c AMP T 751 40 ) B2 U I 3 ) s Y, 2k
ral inepag 5 W FI A 22 2 ARG 7 2k 5 i A1 IR 22 anph iy A PR 25 sl s i 41 22 0 2 Al 42
BRI RS XA SRt 7 Escs  A—SeS0E y rh, SR
— 7R PGS Se VT B AR D A8 5 T S 128G SR VR D ral inepagF1/ Bk
CAMPFF 55771 cOMP T 53 741« BT A4 22 2 AR sl sl i AR 2R R 7 i o il kb, AR X b
A ETRHE T ST sGE , R A AR BRI & Y ral inepag M1/ ol c AMP T3 1 cGMP T =5
FINHT AR B RS Eh A sk mr A B 2 (5% B0 B —7 TAARED) SRS i AR R 45 21, e
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P 7R TT R IR 25 40  AH R E R D « 5k, AR B 5 R0 415 AT B GE T
PR AL D R E -

[0077]  Fip SUTEE 10 PR 2t A P 2 e AR A 5l 0 et R 3 S AT T i R F R Fs ke U
T, AR YRS TAm. J .Respir.Crit.Care Med. 51664 ,p.111-117,2002;D01:
10.1164/rcem. 166/1/ 11 W SEE BRI S0 #PATIREE 5 R , IR AL T DA 91 anam st
G RIEAT IS (6MWT) R 1 % /D 40K PG I “S350 sl AR I PR 2 AL T AR L
R RAEPRIE TOIE R 25 AL , B drdrm st 6MWT il 1) , 24 bbiral inepag FIA SR 1)
/D —fic AMPT =5 771 cGMP T 5351 B S A 32 2 A sh A sl iy A1 PR 2R I AL BT AN, S48
ALK AN I T2 sl ) A T i At 7 T AR T 1) R85 CISARA A= BEARFAE i PR RIS
ralinepagtJ ) AHLL , AR PR AT AR A ok A — B PR p B A R 45
Fo

[0078]  fr—LE5Tjt s ZErh, S0 FAHER ok 3E = fl R [ ral inepagffral inepag Bl —¥7 74 4H
L, WA AT IR 3L ]t 1 ral i nepag Rl 2 /D—Flic AMP T = 751« c GMP T 55 791) s HiT S ER 25 2
PREh Ak AT R =R B TR 5 A0 MGE 5140, 56 Hral inepag #—F7 ik (B, A I
(] Tt FH I c AMP T 55 741« ¢ GMPFF 5 771« BT 70 PR 22 52 ksl sk i SR 220 Tt 3= At 5 AR IR
1 R AR H AR AR , ATk AL 597 BRI 2 /D 295m ., = /D 2910m. /D0 &Y
15m. /D Z120m. 5 /D 2)25mek £ /D 21 30m MW THEFR A B G IR 25 A0 A3 1 o

[0079] DU, AiASCRTaR , FL[F]E T ral inepag 55 c AMPF =) 51l c GMPF 5551 T M PR 225
PRI FIE AR 2 |, IXFEII cAMP T 791« cOMP T 751 « B A IR 2= 32 Ak sh 7ol it 470 g 2 1)
F AT AR it P XA ) c AMP T 25 751« cGMP T 751 i A1 B 2k i AR 2=/ Dl B —9 7 ik
(B, Joralinepag) [ 3At 7 THIAHIAT R S0 o SR S 38000 7 ORI 75 1 & T a2l o 0,
AT PHE R, AR T/ B ral inepaglfIfdL NATREIAF) &, AR c AMP T & 51« c GMPF
15 7 S HIT AR 25 52 R D 790wk i A1 R 25 1 750 AT B AR 201 % 295 % 2910 % «2J15 % 2
20% £J25% ZJ30 % Z£J35 % 2140 % 2145 % 55,2150 % , [F1IN SZIAR LK S AR R B2, 911
QNI MW/ sl sl B E RS Bl 1« e 2, S5V i ral inepag PB4t e TIAHAL
IKF(R c AMP T3 711 c GMPFH =3 771« BT AR 22k i 134 22 2 AR B A JE B AL, ralinepag
5 cAMPTFE 751 cOMP T 71 s Wi A4 22 52 ARk 27 sl i AR 25 M 20 SR AL o2 , il
WAL 6MWT (/D Z)5m., /D41 10m., % /D #)15m. 2 /D £)20m. % /D £)25mek % /D> £ 30m) il
e

[0080]  fE— NSt Jy ZEH, 24 5 R BRI | Fip 414 2= L Bl A PR Rl s mi Al 2 (ke oAt
A& ER) FLlAl i ral inepagit, Sral inepag B—¥7 A HAW 5 THARIA] M) B (5kR]— A&
) H AR s EEAAR AR R 2 AP J5 1 S ARLL , 7T AR 40 697 ik i T A 2 BEAEGA
Hralinepag. & i, ral inepag FIFI B PN 7 PR 2 T HI PR 25 sk g T 41 %
(A A D P ) T, DAL b 2 a2 i s FH ) B PR I AT A3 25 AT A PR £ sl s i 41 2=,
sk s ral inepag I AR A0, A SCHTR I 40 &7 T BT ral inepag ) H 71 &
AT AR B — 7 At S T AR A 0 S8 (k] — R ) H S BRI sl AR A Il R 2 Ab BT
HN HralinepagflELE /D £)0.01mg.0.02mg-0.03mg.0.04mg.0.05mg.0.06mg .
0.07mg~0.08mg-0.09mg.0.1mg.0.15mg.0.2mg.0.225mg.0.25mguk0.275mguk0. 3mg . & H 7
E T ARAEQDERBIDLS 24 )7 SRt
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[0081]  FRILAhSE ST Srb, X SR B PO T ZIEA 25 Hhr SR 2 sl s 4 22 (el At
AT AR ZR) SRl Hral inepagh , AT AAEZH &7 3 Hh it HIARIAI ) & ) ral inepag , 12A4H[R 71
Hffralinepag ] frralinepag B —J7 ik ] SR 1M, AE A G ik B2 6t 7 iR H s i
PRESAL, 140, A 6MWT (22 /02)5m, % /D £)10m. /D2 15m, 5 /D £)20m., % /D2 25mek % /)
£30m) Fril &1, B FEAAR I 8 /E FRAE BR, A=A 5 AR R R ki) — R,
R GIT IR S —ITER)
[o082]  /rXAth STy S b, i w2 AT R Y ral i nepag ARG /D 771 (1 K1) B PG WK 1 41
R AT IPAZ S s AT A1 22 AT YR 2R) 2 &, TR Bl AR A I IR 2
RE BN, A SRR ST I P el ral inepagi H 775 F] Fb B — 7 1A FoAth 5 AR ]
(AR (ki fm]— ) SR R] sl A A I R 25 AL BT s ) ral inepag Al AR 2 /D 4
0.01mg~0.02mg-.0.03mg-0.04mg-0.05mg-0.06mg-0.07mg.0.08mg.0.09mg-.0.1mg.0.15mg-
0.2mg.0.225mg.0.25mguk0.275mguk0. 3mg . A4 T Joral inepagit) B — 7 1A HAR /5 T AH
(] () R (Il — KB ) v SRR IR] sl B AAH R O IR 2 AL P 7 RO 71 5, K1) BRLPSIC S i 4710 2R
2 TSR RS T 2 AT SR 2R) 19 H AR AT 291 % V2495 % £)10 % 2]
15% 2920 % 2925 % 2930 % 235 %  £J40 %  £J45 % 55 2950 % o 40 , ARk 4L 597
A R RR A B PRI H 7515 AT b S 380 IR 2 A/ SN I SR I s T ) BRL PR I
KZ=0%50.1mg.0.2mg.0.3mg.0.4mg.0.5mg.0.6mg-.0.7mg.0.8mg.0.9mg.1.0mg.1.25mg,
1.5mg.1.75mguk2mg. H 7 & I ARHEQDEKBIDES 2575 42 it
[0083]  fF—85je 5 S h, iR T ARt M ral inepag 55— Mk 2 Bl AMPTH 5 771 cGMP Ty
BT SIERZR S ARB S sl g H R 2= I T, G A 3R I ral inepag 55— Fhak 2 Fif
cAMPFH (=151 cGMP =3 71« 1T A1 34 22 52 AR Bh 751 5k iy A1 JBR 2R YA AE T I B AR PN TR I A 4
HIRIT71E M -Ral inepag PJ ALECAMP T 5 751« c GMP T 751 1T 51 BR 25 A2 Al 2l 75 sk i A1) i %=
Z T AN e JETit o AR AN i FHral inepag A AMP T =151 cGMP T =i 711 L BT A1 PR 2R 52 4
WEhFERTAEEZR AT 23 B AR, ks —28 5 7y S i LAAH 5770 26 o 4
PAER SRS 28 36 NS, ral inepag P DAL Al sl e 22 i T2 20 CUIRTE T, I HLc AMP T =151
cGMPF =3 711« T AR 22 S AR B ED 71 sl iy A1 B 2= mT 1 ARt Cann R ARG v A kv
(1) s E kN slosz B I8 A — 28 50 7 56, ral inepagid R /E AT S ki ik
NI T
[0084]  fF— A3t S, Kiralinepag 55 ) B P R e 1] o 75 D) — A S50t )7 S, 8
ralinepag 5N ATAIEAZ LR IEH o 7 73— 50 ) 260, ¥ ral inepag S M i 41 22 3L [H]
it o 78 X —A 5007 1, Biralinepag SR AN EA R AL M o 78 53— S0 07 v, 8%
ralinepag 5 H| B PN AT 4R 2R A o 75 55— 5007 € P, K ral inepag 55 41 B
PRICRNGHS Hr 81 2 AL -
[0085]  Ralinepagye = B BEVEMI TP ARBR BN o £ 1EH A Sl k-7 UL 40 it (PASMC)
W, TPAZ R o A= i PR AMPARLST- S X i A1) 32 R i 41 25 1R e G 8 S R 118 =8 24 Jo
(WhartonZ A, 2000;Clapp®: A ,2002;FalcettiZ A, 2010) «AH , 7E MR & 1 il sh ik i s
(TPAH) JBE 47 B A PASMCH , TPSZ AAMIERAMPAL - A2 S 4 R AT AN A R AN R A1 R 1
PO E R R E T, 2/ DA AT RO BE Mkt (Falcetti®i A, 2010) o
[0086]  ralinepagfEfilighikek K FIEH 4141E K F PAHIESE FORUNLE F4nirh i DhRg 14
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PE AR R AR, R 2R e B TP sh A B IR 1) 25 2R T2 AS AT TRl i)« EAT
KA 234 22 254 (P 1o B e , B4 F A i 1R 32 2 Ak AT A A 7R
(ClappA#iGurung,2015) ) XfralinepagiFAT 1A , PAE ‘& 2T bbEH A MPAHE 275 B 1)
PASMCH A= il c AMPRTHIIHR - i L 445

[0087]  ACLHATRME 7 EFREARRL DL 50075 50

[0088] 1. P75t B vhsk D AN e 5 ik, A

[0089] 57477 A3 %R I — gk 22 Fhc GMP T 55 751 « c AMP T i3 7 ke iy A1 it R 4L 55, e TR Y
A¥RMral inepag, B 255 I Al B2 10EL KRG YIEIE Y .

[0090] 2. Gnaiit s S LRTIR 5 i, FFp ATk — ik 25 Ffic GMP ke AMP T 15 7512 AT A R 12
HERIMEEE (s6C) RIHGT o

[00911 3. qnait )y N1k 2fraR 1y ik, b Brikralpagp 5 —Fhik 2 Fhe GMP T 71 415
i 1] o

[0092] 4. 4naie )y N1k 2fr iR ()5 ik, b frikral inepag S5 — il 2 Filic AMP T 15 71 41
Gl

[0093] 5. 415 )y AR5 7%, b prikral inepag SRR 2= 4 & it

[0094] 6. 415 /5 2B FTIRIN 57, Hrh Alrifiralinepag 55 A BRIV AT 2134 22 AW 4 & Tt
iR

[0095] 7. 4n5ie s 201 -6 — TR 1 5 i, Horhral inepag 5 AE T 46 Al J5 75
AT EHIER E o

[0096] 8. 45 /5 AL - THIAE— T AT (1) 5 7, Forp S vk — il 22 Ffic GMP T =y 741)  c AMP
T sk arZI i R A A ral inepag iR Ty A 80 AR TR 3 A He Al FH— Pk 2 Ffic GMP T
7 cAMPTH S A T AR 2RO ral inepaglSER0G Ty A 380 «

[0097] 9. 45 /5 8RR M 5 7 , b S Fral — ik 22 Fle GMP T3 711« c AMP -1 771 sl iy
HIPRZ A G ralinepaglt) H & LG A 7% A e [Aljite T — Ak 22 e GMP T =1 741 c AMP T 55 7
AT IIR RSO0 P ralinepagNEE80G T B E D20 01mg Gl i) .

[0098]  10. 415ty 28R 1 5 7, FLH 5 pirak — il 25 Afic GMP T =5 771 c AMP - 1 771k
AR 2R AW ral inepagi H 7l Eo A 3504 2 fml e 1 — Fhiok 2 Ffic GMP T3 71 cAMP T =5
BT VIR RGO M ralinepagNAE80GTT B E D £)0. 05mg Gl i) .

[0099]  11. 4055075 28R W 5 i, FoHh 55 piral — il 25 Afic GMP T =5 771 c AMP 1 771k
AR 2R At ral inepagi H 7l Eo A 350 AT Heml e 1 — Fhiok 2 Ffic GMP T3 71 cAMP T =5
FIEHT AR RGO Fral inepagNAEtR Ty =R E D20, Ing GiIE 4 5) -

[0100] 12 4najiE )y 51 - VL FATE— TR (1) 5 7 , L Fh vl — il 22 Rl GMP T =y 741 s c AMP
FHE s AT AR R a7 A SR AR TR A AL M e flral inepag W40 Rk —Fhok 2 Fif
cOMPT = A 380 T A 80 -

[0101] 13 4nafie )y s 2HTaIR 15 7%, FE A ATl — il 22 Fle GMP T3 711« c AMP 1 771l 5l iy
HINEZE N7 AR e A e F el ral inepagff 5 80 N Frdk— ek 2 Flic GMPF- 5 711
ERIRIT A RIRE DA%

[0102] 14 4nafiE )y 1 2HTIR 15 7%, FE A ATl — ik 22 Fle GMP T3 711 s c AMP - 1 771l sl iy
HINEZ N7 AR e A He Ml ral inepaglf 580 N Frdk— ek 2 Flic GMPF- 5 711
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ERIRIT AR E D ZI10% .

[0103] 15 4nafiE )y 31 - VAFRATE— TR (1 5 7, b 5 — ek 22 Fhe GMP T =1 5751 c AMP T
Sk BT R 22 AL AT A X [ ral i nepag IR A T/ 13 A L[] T —Fhk 2 Fh
cGMPF =751 cAMPT = B T IR 22 s O B e 3380697 B 380 [ ral inepagl s .
[0104]  16. qnaje /7 16 ATR 5 ik, e ik i 7 A 3= U ral inepag ' — Fhik £ Fif
cGMPFF 55 71« c AMPF 3 71 ke iy 71 IR 25 20 5 H e 2

[0105]  17. 4najie )y 301 - 16 AT — TR 1) 75 7%, Hirh Hral inepagZl & TG 7 A3 380
[ BT 3R — Fh 2 22 it e GMP T /51 771« ¢ AMP T v 771 Bk 1 1 R 22 IO BRI T AE 3% A L[] e )
ralinepagfIG &L NieTIEERGE 7 A R I BTk —Fiak 22 Bl GMP T 5571« c AMPF 1 751l 5 i
AR ZEIIR .

[0106]  18. 45ty s TR 1) 5 7, FE i Frak i6 77 A3 e R BTk — Al 2 Mfie GMP T =5
s cAMPTF = lEk BT AR 25 S ral inepag 2l 56 H i H—K o

[0107]  19. 4155 201 - 18HE— T ATk (15 1, FFR vk — Pk 2 e GMP =5 771228
I B TGUR < A PEI S B At PE IR «neloci guat < FIAEPEUR L IW-1701 . IW-1973 . IWP-051 . TWP-
121 IWP-427IWP-953.BAY-60-2770.A-344905.A-350619.A-778935.BI-684067 .BI -
703704 .BAY-41-2272F/1BAY-41-8543.

[0108]  20. 4ty 2 LATIR Y T 7, FH TR e GMP T 712 1 B PH I

[01091  21. 4ty LTIk IR 7 i, o R —Fhek Z By 2R 2 S AT SR 2R

[0110] 22 4nait )y LTIk 7 i, o R — Rk Z B YR 22 2 g AT A1 &

01111 23 4najie )y 301 - 22 FATE— TR (1 5 7, b pird 5 i s LA i ral inepag
A B PG o

[0112] 24 . 4ty 23Tk 5 ik, HE A AT A B U i 2E 0. 54141 . 5212 . bmg.
[0113] 25 4ty N4 ATk i 5 ik, LA B R B PO I ) g H e P — 2

(01141 26. 4ty 24Tk i 5 i, LA A 1) B PO I ) g H e TP 2

[0115] 27 . 4t /s N4 ATk i 5 ik, LA Bl R B PO I ) g H e P =2

[o116]  28. qnaiit g s \23 2 27— Tl piras (1) 5 725 , i e i 1) B PE I

[0117] 29 4najie )y 31 - 22 FATE— TR (1) 5 7, b pirad 5 i B 4E LAt ] ral inepag
T ZIPAZR o

[0118]  30. 4najiE )y 21 - 22 FATE— TR (1) 5 7, b pirad 5 i G 4E L[ ] ral inepag
ST o

[0119] 31 4najie )y 31 - 22 FATE— TR (1 5 7, b pirad 5 i B 4E LA i ral inepag
R BT A ER 229

[0120] 32, 45ty 31 - 31— TR I 5 i, A TR A 7 i ek A DA T
R OLIIETT  iliZhik e He (PAH) | 48 & MEPAH s SBRIAEPAH ; 55 IR B I3  Jle MR RN < | T
ik i FE SHI V&G | 250 mk 25 RN it A VE I AN A 5 5KRE IR DDER R - it ik 1]
FEVEPSE (PVOD) kil B 41N 5798 (PCH) A7 W PAH; P17 HH R ik s B 4T IMLAT 52 52 [PAH;; LA
SN VE A FEVE Bk = Hs (CTEPH) .

[01211  33. gty 201 - 31— TR (W 7 v, FoH A T R e S PAHTR T
[0122] 34 4155 201 - 31— TR 1 )5 i, Frh BT iR A An i S5 1 5 T2 iRy
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PAHIY)JT 1k o

[0123]  35. 4N /7 X1 - 31T —TU Ak 1 5 7 , Forp i B AR M BB 1) 7 T2 78T T
CTEPHI) 574 o

[0124]  36. W15 /7 =1 - 35 E—T ATk 19 5 v, Horh ik ral inepag ek 0. 02,
0.04.0.06.0.08.0.1.0.12.0.14.0.16.0.18.0.2.0.22.0.24.0.26.0.28.0.3.0.32.0.34.
0.36.0.38.0.4.0.42.0.44.0.46.0.48.0.5.0.52.0.54.0.56.0.581%0.6mg.

[0125]  37. 45 /5 =1 - 35 R —T ATk 1 5 v, Horh ik ral inepagff 6 0. 01,
0.02.0.03.0.04.0.05.0.06.,0.07.0.08.0.09.0.1.,0.11.,0.12,0.13.0.14.0.15.0.16+
0.17.0.18.0.19.0.2.0.21.0.22.0.23.0.24.0.25.0.26.0.27.0.28.0.295k0. 3mg.

[0126]  38. 405 J5 21 - 35 HE— T pfr ik (1 5 ik, Horh lrifralinepag i 4 F & H
0.01lmg~0.02mg+0.025mg+0.03mg~0.04mg.0.05mg-.0.06mg.0.065mg.0.07mg-0.075mg-
0.08mg~0.09mg.0.1mg.0.12mg-0.15mg.0.16mg.0.2mg-.0.25mg.0.3mg.0.35mg-0.4mg-
0.45mg.0.5mg.0.55mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mgHl
1.0mg.

[0127]  39. 403t /5 21 - 35— Tk 10 75 s, Hb flriiral inepagf) & & 0t H 4&F H
0.01.0.02.0.025.0.03.0.04.0.05.0.06.0.07.0.075.0.08.0.097F10 . Img[Jc 457 &
[0128]  40. 405 )y 301 - 35— TR 1) )5 7, Horp firiiral inepag it A2 16 H &7 H
0.4mg-.0.45mg.0.5mg-0.55mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mg
AL . Omg R e i 52 5791 o

[0129] 41 . 405 )y 501 - 35 E—T TR 1) )5 7, Horpfiriiral inepag it A2 16 H &R H
0.4mg-.0.45mg.0.5mg.0.55mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mg
A1 . Omg [ B R -

[0130]1 42405 )y 301 - 35— TR 1) J5 7, Ao firikral inepag it A2 18 H &8 H
0.4mg.0.45mg.0.5mg.0.55mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mg
AL . Ome (1) S KT 52 7711 o

[01311 43 5t /5 =1 - 35T —Ti T ik (1 )5 7, B frikralpagag i ok H &8 H
0.01mg~0.02mg-0.025mg+0.03mg~0.04mg.0.05mg-.0.06mg.0.065mg.0.07mg-0.075mg-
0.08mg~0.09mg.0.1mg.0.12mg-0.15mg.0.16mg.0.2mg-.0.25mg.0.3mg.0.35mg-0.4mg-
0.45mg.0.5mg.0.55mg.0.6mg.0.65mg.0.7mg.0.75mg.0.8mg.0.85mg.0.9mg.0.95mgHl
1. Omg (R ZEHHT

[0132] 44 45 /5 36 43 TR 5 ik, Hop i ikral inepagff it &g H i —
e

[0133]  45. 45 /5 36 43 E—BIFnAN /7 ik, Hrfridiral inepagli) i &5 H e FH
Ko

[0134] 46 45t Jy 31 R4S PE—IT R 7 ik HrP i E Tk ral inepag..

[0135] 47 . —Fhied 7 Ml ghibk s 5 72 , B A& n A 75 2 A A iE FHral inepag M1 B4 pY
Mo

[0136]  48. 4N Jy AT TR J5 ik, H b Birh ) BR PEII e H £90.25,0.5.0. 751
1.25.1.5.1.75.2.2.25.2.5.2.75.3.3.25.3.5.3.75.4.4.25.4.5.4.75F15mg .
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[0137] 49 . —Fhiay7 i ghibkrms HE i 5 7 , H A4k g 75 220 A FHral inepag AT T 471
.

[0138]  50. a5 /7 AR Ry ik, Horp pr ki gy #1380 8 H0.1.0.125.0. 2,
0.25.0.3.0.35.0.4.0.45.0.5.0.6.0.65.0.7.0.75.0.8.0.85.0.9.0.95.1.0.25.0.5.
1.75.2.2.25.2.5.2.75.3.3.25.3.5.3.75.4.4.25.4.5.4.7515mg.

[01391  51. a5t /s AT R i 57, Hoh ek g A PR 2R AUt 0. 1.0.2,0.25.0. 3,
0.4.0.5.0.6.0.7.0.75.0.8.0.9.1.2.5.3.4.5.6.7.7.5.8.94110mg/m1 .

[0140] 52 4n5ite )y 47 -5 1R — Tk ()5 ik, Hoh frifral inepag i it 1 [ 2
0.01lmg~0.02mg+0.025mg+0.03mg~0.04mg.0.05mg-.0.06mg.0.065mg.0.07mg-0.075mg-
0.08mg~0.09mg.0.1mg.0.12mg-0.15mg.0.16mg.0.2mg-.0.25mg.0.3mg.0.35mg-0.4mg-
0.45mg.0.5mg.0.55mg.0.6mg.0.65mg.0.7mg.0.75mg-0.8mg.0.85mg.0.9mg.0.95mgH
1.0mg.

[0141]  Sjw5

[0142]  ZRSCPEAE T ralinepag SN B 3 - 152 ARSI (ERA) EARR —Jifilgs 2 (PDE 5) 414l
Tl ke AMP/ cOMPF 71 (91140, P 1 S HRREMA RS AL 77U 20 A 7R T

[0143] Sk H S I HEAIE R B i 20k )R

(01441 JiliZH SUREAL SR F R 411 PAHER ZH 3PAH (55 IS AH OGO PAR) 1 R X 8 FEE R TA
7 R e AR a2 X B8 JE A DL S0 T o 0 TR B , AR BN 5 RS A ) A i
ST BRI IR (P 05 10 B (Benyahia®f AL, 2013)

[0145] Sk |5 PAHJE 1) 175 b PASMC I A A2 K8 T 2 Tk O RE ARG (Falcettif A,
2010;Bubb¥ A, 2014) o YA EF 7R A KN, XS0 an i B S 95 AE /7 (Zhang %5 A,
2007;Falcetti®f A ,2010) o v dRguIE T3, TFAERNFE4T9 % B2 F I TE (FBS) AL
fith55 724k - 2 (SMBM; Lonza, Slough, UK) HH1-37°C M £E5 % CO2M R U A K o ik B &
Jov R PR Eh 2% /K (PBS) Pl HIIRRER A - EDTAMC R DA — DAL AR A 583
REFE10 Z TR T-5556 .

[0146]  TRAMPIIIE

[0147] KK FPAHFR AT APASMCAE 245 9 % JIG A IM1L775 (FBS) VF5 %5 3 (50U/ml) /4553 (50
ug/ml) FUDMEM/F 12 i 124 A= K ZE70-80 % I F o T 2FA c AMP T =5 AN TR] st 2,
100nM ralinepag BIEAMMIAFINTA] (0.5.1.2.4.8.24 .48/ NI) o BB [ral inepag
BTSRRI 9 T B TP T AP SARIEC, o A FA 92 h A6 AS1F LA E LMY
IPSZARFSHUFIRO- 1138452115400 I, AE5¢ AR BB (0. 1-10,000nM) PNESINTPAZ (A5 E) 7
FREI TR (604381 « IR IS PTAI300 81, IR 20 Fr

[0148] T HEHERAMP , KB 7R TR PASMCAT I AE VK FAE0. IM HCLH R B 205381, 4%
JEAE4°C NPA1000g 2051047 B o fifi 3L T-Bradford & A Bl & £ (BCA,Novagen, EmD
Chemicals,CA,USA) MIE - i P 108 11 DR BE o ol FH S 4 il G 8 00 5 96 FL AR i)
(ADI-900-163,Enzo Life Sciences,Exeter,UK) il 40t PN ERAMP , FHAR 3 8 7 i id I
PHEATIE AR — 21T, I HLBURE R s Oy BEA B S B R B A B
cAMP¥Jpmol o MR/ IR B 2 HE s rh ik 25 K o S 12 A AN AL A FE AL I cAMPAE
R ZE SRR (Z9154%) |, Bdm th e 3 —18 > a2 B W v IO (E ERAMP S B (Fi80E
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100%) -

[0149] 2R HT5E I E

[0150] £ >R iT-PAHIE I A PASMC_F Pl TPSZ AR B 71 % 4 i M5 1 bb ek B 48t
PEF B RA T X 102 /m1 88 e R 2096 FLA b, FHAE 5 9% FBSHI 2 % -4
% (Pen/Strep; 505147 /ml) [T LSt 753 - 2 (SMBM; Lonza) HE R [ 17%.CO, 15 74
HIAE3TOC M AR o 24/ NN, atf o AE AN 20N DI TR 355 7 5 Fhled 7 48/ NI (i 4 i A= K
{51k o Bl e PRI TR AL  AE AN AR AR TP AR BN (ralinepag & AT A 2R HIATHIIA
ZEKMRE-269) (IS AL I S A S AEH0.1% DMSOMI9 % [T H A SMBME i, I 7F IR EETE
(10-12-10-5M) PN FHTPAZ AN AL FRAR A K o £ 5 A7 TP AR K5 HT7IR0- 1138452 (1uM)
AR B LU SO, I TP ARSS BRI TP Eh77 2 B 30- 6043 B I 24l , I
TEHEN S R o AEARIFIIN TRLESE (42K PN IS DL ek B HO A A E DRI TR

[0151] i FAMTSHESE 15 6 (Promega) SRAF AN IGSE , P AAMTSHE5E 7 i T e TS
A H B b gk, BT g R 2ok (4 Dl U ke DU P EhMTS L)1 sl I o 4 25
SRR FH B Sk 0 s L A3 I, S o ) AR A TR A 490nmAb (MR 'E R R JE o
FERFAP LT, 1 T A FABIR ' B H L2 o™ i B AL IO R AR T E 1 5
OGRS .

[0152]  SRJRgna g — M AN FHFBS A S I AE KON, K AR FBS SR i 2 [A])
HE (= 4RI 100 % A=K o ARG TR A B B FBS SN, 7E A5 = 25904 74F i AEK
[ 7 FEIR A AR EFE 1) % A2 1K

[0153] k) i g

[0154] o AN EREEEFRIL-2 (Lonza, Slough,UK;Cat No.CC-3181) * DMEM/F12 (Life
Technologies,Paisley,UK;Cat No 11320-074)

[0155] e« g4I (FBS; Invitrogen,Cat No 10270106)

[0156]  « 853 -5 R ZPen/Strep (5000 H.{./ml;Life Technologies,Paisley,UK;
Cat No 15070-063)

[0157]  « JoF Ca2+/Mg2+if B hifg £h 25 k7K (PBS;Life Technologies,Cat No 10010-
056)

[0158]  « JCIF i e /EDTAIA (0.05% ;Life Technologies,Cat No 25300-054)
(01591 < JoiE HHELTAX (DMSO; Sigma-Aldrich,Cat No,D2650)

[0160] < MRE-269 ([4[(5,6- " RILNEREL) (1-HELIL) 2] TR ] LR
(CAY10010412) FHETTA1 2 (50: 50R/S A4 ; CAY 18215) <JHITT41ER 2 (CAY10162) FIRO-
1138452 (IPSZ 431171 ; CAY 10441) FHPGL (Cat No 2644-5) FIMEERPTHIHBIE (Cat No
2872-10) L, (Cat No M009) A Fi41EA 2 (CAY10162) Il | Cambridge Bioscience,
UK (Cayman Chemical Col’J2 44T - EIH (Cat Nol11731) [ Cayman Chemicals
Company (USA) .

[0161] < KPHEATHI R T IR HER K L BRI FHDMSOARES , LTS 2 10mMiTy
i 25 TR o T FCAth it 25 PR P4 A DMSO (T T 73825 \RO- 1138452 ral inepag JMRE-269) 1
il b AR 38 dme 40 B D0 10mMo K 25 AR K 7 R SRR RE , O HL S U Nl
W, B AL IS IR FE DR RFIEEAE0 . 11 % o
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[0162]  « g5V ilg 0 5 1l i 96 FL R cAMPIR 77 £ (ADT-900-163,Enzo Life Sciences,
Exeter, UK)

[0163] = gz e 54 (MTS, Promega, UK, Cat No G5421)

[0164]  « BCA (—MEMKHER) & 1 il E 5 & (Cat No.71285-3;Novagen,Merck
Millipore,Nottingham,UK)

[0165]  * Galaxy R CO240J{fu57:4H (WolfLabs Ltd,York UK)

[0166]  * Tecan GeniosifULIIEARAL (Tecan Group Ltd, Madnnedorf,Germany) °

OpsysMRTME AL EARAT L (Dynex Technology,Chantilly,VA,USA) 5 5% o155

[0167]  Frfa#dls R 2/ D SR MEE 45 SR M -2 E £ A E R PRI ZE (S.E.M) o ]
GraphPad Prism 45k6 (San Diego,CA,USA) HH [ ELR AL A FE A4 HEATHLL A B sl 7k Bk
JEZR o 5IE50 % i KRN (B, ) I3l L o I Tog (DEC,) AITHELSF-I4IEC, o
i EA S R BB B A O] Ty 2253 BT db AT e vk o A, BT 7 o PAE <O . 05 A H
EEE N S -

[0168]  SjEfhl1: ralinepag S PRGMPHIERAMP =771l 5k A B2 25 - LA S0 I 40 S I Heasi 18 1]

[0169] K2k FPAHIESS I A Zh K-V L 4m e (PASMC) Hiral inepaglHhgse 7 5 H At
R AIPRZAIUYDEA T LR 8, I 55 N B2 35 - 12 A4 71 (ERA) (iR 571 (PDES) 11l 711
s TR ST RREME G (sGO) 1H 1V 740 A0 TH A%

[0170]  RalinepagAIIMRE- 26975 3K 4 PAH (1) A PASMCH [ ERAMPFIIZ it g 0 25 30
NP EEYEIPS RN, Hral inepagr™ A 2% 2 [ ERAMPRILOf% 22 [ HUHGFEAE - 55 Hh iy
HIPRZAHLE , ral inepag MIMRE - 2697 IR AMPANZH it S5 0 Hh A B 91 e RS8N« 1 i 1)
SOOI A1) 2210 1 TPARAR AN LA SR I T A S R i«

[0171]  ralinepag 5| BPUNIAH ARG AE ]

[0172]  E1oRH T AE9 % I A10. 1% DMSOFR A= K4 K 1) A PASMCHZE A A7 FIAEAE 100nM
HBPUIRIG &0 N ral inepag/f)ilk BERIMEDTGTE T « A8 Lo o3 2o rb e R, 24
M BPUIK SralinepagZl &N, S5 54 ral inepagMHEL , AN A= A2 21 BE KA 6T WP
RS , SRS, AR EETE (0.01-10,000nM) PNAEF B PGNIAZLE |, ral inepag
AL AE10nMA DL T B S B 380 (P<O. 05, A1 5 2554 , E-fiBonferroni G KL IE) o

[0173] 5 FBSHIDMSOAHLL , F AR FI BL PG (100nM) 5] S XS 40 Jif g7 11 {2 4 i) ( ~
15%) - fE100nMH, ral inepag il 4= K28 % (K2A) , 1 J L P& FaAHI] F1 O ) B P W55
(AR 1% (E12B) o SR T, E100nMA B PEIIAE AL B, AR T-1004% 74 (0. 01nM) 1Y
ralinepag A& 4= w2 AN AR KA H] X LI ZGFIEAFE R A VEHAE R cGMPEY o
W) B OIS AR (Lang®5 A, 2012) DA Kok TPAZ R HTc AMPAE B 35 X ral inepaghy
S B (AE A SR AL 5256 7 TPAZ RS HTFFIR01 13845258 A AT o (E V4N EE SR Ik &
ffralinepagHi & AR AE ]« fE 5 Tl i ral inepagH , 411 A= AR TILF- LU I3
INATRINISESE A

[0174] &2 T R A BRI S 4 i 0 T -0 5 Al v S e SRk 1B AR I 2R
GMP ;= A=A SC Il D ik 2R O B85 (Lang 5 A, 2012) o [AIEL, F B PEIT ral i nepag RN ) 1
5 ] BE AT FH T Wi i 1 PDE 3[R EAGMPAR A M T3] 1 - U EAAMP/KAY:, BT PDE3 2 L AT 19 HR
TPSZARINEN T S0 c AMPAE B [ A FP Y (Knebe 145 A, 2013) o S i) 5286 R0 , 155K [ PAH
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S A PASMCHIYIPDES I sk ERAARLL , ) B PGS HH i 7 PR 2R 20 5 e A 3 esa
15 (Patel 55N ,2014) o SRIf, nSR & IIVERT, W57 HIEE 0N B4 - R RR 245750 T AEAS
[ 2 CRRGMPAIIPAZ A4/ cAMPI&12) e/, AE A K AMSIATLI 5 T 2 A — 2652 3 4
Q0 1 IS A AT S U Al TR AT 1 41 i 2B T 1 5 EAGMPHTERAMPIER, (Jabr 55
A, 2007 ;LuZE A, 2013) .

[0175]  ralinepagts PYHIIRIEAL S RO A E

[0176]  [E37RH TAE9 % IMI5 0. 1% DMSOH A= K4 K[l A PASMCHAZE ASAEAEFIL7A4E100nM
PEHIRER TS B T ral inepag MUk BEAR I HTESIE /E F o A FURPARIE 7 25 a4
PUHARE Sralinepagl A, 15 5 Y ral inepaghflt , 4 AR 52 2 B o A3
WRJEVE (0.01-10,000nM) NAEPEHBIRIESAAE I, ralinepag] i AT 34 (P<0. 001, B J5
ZE57HT) /R A Bonferroni H 4 T AR LI EL S 2 i (10w 2 1 AR H T SR ER
9% IMILIE N0 1% DMSOI S SIAHEL , fEAFAERFAEL0OnMPG HEFBAEI 15 0 T ral inepagy- -
YIS R B PRI, PEHBARE (100nM) A 5 25 IG5 S0 KR T, 24 5
ralinepagdl A5, Sl ral inepagHLl , dE— L3l T 40844 /£ 1nM ralinepaghty,
TEPEHBIRIEAAAE R, A KA 14 % FTFE27 % , SV 130 o (b (R B 7 Ik ) e s 771
(10pM) I /1N (R A=A D56 % 1A 4250 %) o

(01771 I PR AR EA g s A /N TR R B PO 22 2] R B s/ E o X 1T e Fi T
BTN SRR AU BP0 71, W EERIRGMPLE PE AR = A2 5K T, Pk
B R R ERGMP K- o LA, AE TR 43 2 Wb i = Fheh , 259415 i b s A e e
A E U ralinepag N 2T , iX S5 PDESHPHIFIFITPAZ AR EI IR R LAY — LS
— B FHA b, PEH B i 1 SO PPAR v SR AR AN (Wang % A, 2013) , 1ZPPAR
y e — AT R AL, A % A28 220 26 i~ 7 L 40 i vb 0 S S T 1 25 el
(Falcetti®E A, 2010) ok T PUHBABAEAR AT AL X e S gs il IO A A TRy Al Al
BEHZ 2510 LRI /K 1500nM (Burgess ™ A, 2008) o XM, ‘&zt -4 TP Hu S
FEARE AIPDESIIHIAK, , PaRaE A 1 -3nM (Bal lard® A, 1998) £ 100nMIK , PEB A E 1]
BEAMIPDELFIPDE6TE M (K, 43 A 40nMAN10nM) |, R H 697 7E I 5 s BB A 5 4 S5 PDES
HIAHIG 5¢ (Bischoff,2004) .ralinepag 5 T2 2 405 BT IESE/E H

[0178]  [E5 xH T 4E9 % IMIE 0. 1% DMSOH A= K4 K1) A PASMCHAZE ASAEAEFIL7A4E100nM
TS PR Z IS 0L P ral inepag TS/ E o 2 FFRANAE > B rh P Fhek , 24 il 210 2R
2 Hralinepagdl &Y, 5 UM Aral inepaghflt , 4R A= 32 2 B IAH] . MV %k
G, AR IR EEVE N AE - BT ZIA R AFAE 1, Ekralinepag LT A 24 (P<0.001, XA J5
ZETHT) R A S R I i B3R AN i T s A7 (10uM) firalinepag (P<
0.05, HA7Bonferroni & 1E IR T 2255 HT) o

[0179] K67 T 50 A9 % M5 F10. 1% DMSOMI S N AHEG , ZEAAEAE FIAFAE100nM
HIATAIPAZRATE 0L Mralinepagl Ve s E o 5 B I IE FIDMSOAHEL , BT 711 PR 2%
£E100nM M2 2 HIZER . Y Sralinepagdl A, /L T-10F% 551 & (0. InM) [ralinepaghhy
KA AN A KA o A WA B 7 (10uM) N, ralinepagr™4:69 % f4RE A= KA1
il T AEASATAE B IR 2RI 950 % o R IL77 175 5 A 40 M 3 5 0 5 B T sl P53 40 b
B F H F 20 AR 22075 S AR B R AR, I ELER I R b 2 71 AN [ P s A il 4 e
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a5

[0180] YT~ A4 ER 2 IPIBL I HL R AE 2 B Il 4n i BEE AR Rl @ 72, AT AR
IR M ral inepag N AT HEE S AUA I o BT A PR 25t )2 EP2AIDP 1 52 A4 R s S35 771 (1
ClappMiGurung, 2015FH[ZEA) | X P DURREAE T IR 2R U AEAE Pk ralinepag(i s i 5
9 o AEASCHR AL SEG Y WLEE BN T AU PR 22 PGS I N AN TPz (A S g il
Ikt ral inepagff IR 52 i k52 430l - ral inepag 55 N B 25 - 12 ARFE U5 (ERA) 41511
UM E]

[01811  E|7/RH T AE9% I A10. 1% DMSOFR A= K-4 K 1) A PASMCHAZE A7 FIAEAE 100nM
LG IE AL Pralinepag PGS E M S PR (100nM) 4 &N X ral inepaglf S M
A REEN, H HAT R s s e E T O AR EE Y ral inepag AR
A BRI TAAE  o A8 F A = Fhan o3 2 Wb AR A AR 0 SR I 3 120
P 5 100nME P EH A SN AR BRI E Y ral inepag BB SR 10, EVAT 5, WF
kA, 5k ral inepaghill , fE VG RIEAAAE I, ralinepagi® A IH T AL

[0182] &8 < T S BAhIK9 % M5 A10. 1% DMSOfKI K S AREL , ZEASAFAEFIAEAE100nM
LGS &0 R ral inepagl) -3 HTAE/E H - SIS AIDMSOAHEL , At ffMacitentan
(100nM) 5104 G5 10 2 ) (~ 12%) AN, U5 SIS0, 55k
ralinepagMilt,ralinepaglA 1106577 (0. InM) P 4059 5 o £ B = 3k B
ralinepag (>10nM) I, 7E &[], fEFRAE AN AR AR S PE EE RS OL P Afralinepagf
RIAREL -

[0183] XM ZGWIIME R AT LA S, NI AR LA I A SR B FOE RN G AL - 7
B E—FNRAET- LSBT, W] SETARIETBAZ (K[ 45 7, SFHTC, fE43 510 . 5nMAI39 1nM
(IglarzfE N ,2014) o KL, ZEE FROIREE S, S PG H0R - B HIETASZ A, ixX Be 57 A L R
H B TET- 1A S 10 A PASMCANfIt 4, (Zamora®: A ,1993;Davie®: A ,2002) . 75— /51,
A ER 2 2 AR TS sk 10 A K 1B (TGF - B) 5 1) A s PASMCHRET - 1fR0RE, 7T
HLX ML B 30 25 A 2 A B i 21 PR 22 R B Y A8 TE 5 N PASMCHA T AT 1F T 2 iy
(WortZ A\, 2001 ;DavieZE A, 2002) .

[0184] K9 RH T 4E9 % I A10. 1% DMSOM A= K-4 K 1) APASMCHZE A A7 FIAEAE 100nM
PR OL MralinepaglHTRFE/E ] S5 HAMPAHZGYIAHLL , 72 TN 43 2 P Fh Y
Tk AR A B N ral inepag TSI SN , I HLAE—Fhgifi sy 2w, SEPr_ b Ak
TR SR E MRS RN IR ETERIN AR A A2 I, ral inepag)fixX
A E AR T 509 % M5 10 . 1% DMSOM S NAHLEL , 7 ANFAE FIA7AE100nM
BAARE &0 P ralinepaglf VA PTHETE o 5 S PR AL, 55 Bt I 7 FIDMS OAH
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[0187]  5K1.ralinepag 5 HAtWPAHZGYIZ G111 UGS 1 T N MARIUS SMiELog EC,,
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L -7.69 £+ 047 20 nM 528+49%
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