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15 ERX(TERDBZBRUVRARDOER

151 ERXIIHKROEE

VLIRS u RS )4 ROT a2 247 ) UK (IPRER) EEERThHY . A
AR St (AR BRI LIAbEMTH D, PZHREEDIKE LTX, e A XA
7V (PGL) KOT A% A RiEi&EE AT HPGL B AR IGEIAREM S fEE (PAH) O
PR L LU EN TN DD, TS IR SN 7o IR L 72V 2 E S RAATH D,
ZORZERRT 5K BAKRSE TR Tl FHER O R WP A ERFEEK ORI 2 BfE L7z &
AT RZ ) A FEETHY 206, BEOT v RE ) A FHEEZAT 5P A RFEIHE
& D 22N FEBRIENE 2 7R TMRE-269 % HUOH L72, MRE-269 OFEMENREIX RAIF TH 7223, &
0 REEE OB E e A2 B HE L CMRE-269 D B /LR F L VIKIC A F VALK =LT 2 27T 2 Rk
AEEERLXFURTEEMLE (K151-1)

1511 ELFINTDIeEEER
{524, © 2-{4-[(5,6-Diphenylpyrazin-2-yl)(propan-2-yl)amino]butoxy} -N-(methanesulfonyl)acetamide
éj\%it : C26H32N4O4S\ 63\%% : 496.62

T L ¥ X7 LN MRE-269 (3 b IP ZAERICERIRAEGREZ A L. cyclic AMP A= pl &% i
RIS, 7 =XA MEHAEZ TR L, 7y MM LT 2K EERBIMICE L F 3
T ERARG L- L ZAELCHICRIL S, WLRF LT RAT 5 —F 11259 MRE-269 (Z{H#H
STz, TO MRE269 Bt LF U RTOERBMTHD & LB, HIEHMINEWZ & 2R
ENTz, TOL D REHEN D, B L F IR 0BG CIORHGE ATEE/ PAH TR L CH Y
ThdrLEZONT, TZ T, BULXF I 7 OROMKAIZ AW T FEGHKRER % 5 L 714,
BOFELTRELXF U ARTDOT g v ba—T ¢ 75 (NS-304) ZBi% L. PAH Zxf8 & L7zl
RBARICE T LT,

152  FhBARMEMSMEREIZ DT

PAH (%, MHEMIRNIEDFRZE 2 iC kv | Il T (PVR) 2K L. M#RE (PAP) 78 b
AT 2HEETH D, FEROETIZHEN, HENOM~OMEHMHENHIRI S Z L2k 589
NRHERRSI DI T 72 EDFERD B &b, RMEIITH LDAREZ A U THIZED, PAH OJifE
AFRITSE IR ST RS TENIRO M8 PN AR & i 2 3 i A AR o 8] o B4 72048 AL

IKBZEEEHZBWT, BELF 337, NS-304 (MRE-304) . ACT-293987. 77/ K5 viEle K oitaild.
TRTCELF I ARTKOFORAFZFE L TW5D, £72, MRE-269 & ACT-3336791%[E — D HDTH 5,
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TERINC & 5 A& I X OV 4L & DM D BE AR, W ONZ Mk OFHE 72 £ 23 BRI IZE O Bz 2
AELHEREBEZ LTS,

PAH %, 2013 45 5 [l MLESE 7 — /L R 3 2R Y 0 A THEE ST B Jifi i UL SE O B 2y
¥ (=—28E) OF 1 BRSO S, K50 PAH (IPAH) | #&{stE PAH (HPAH) . ¥ - %
WikRME PAH, SRR AN, & MUEREY A LR (HIV) BEYYE. PIIRM & mE,
FeRMEDRE R OMEMYPRAE] (2D PAH 53 £ %5, PAH IAPHERTHY . HAD PAH &
FHOBBIIRATH 20, FERBERZHRAIDOR %51 T % PAH FBH 1L AL 25 FE T
2587 AN TH -T2,

PAH (ZxF L CHEEIRIRDOSA . IPAHHPAH OSEXALFHAMIZ, 22> WHO FERE/)HE O BE
FENIVEOBRETIZ6 » A M EOBRETIE 25 FETETINEORETIL6HFEL SN TN,
PAH AW E LT, —MXAYLIE GBELE, IBEOFIRIEBOEE L, BT L) O3ChpgiE (ke
Bk, BRRIE, FURESC VIR o0 L) 1T, T4 T, PAH IBIEEZ -3
WL A DN BIRA T 5 Z E MR SN D L9107, T X D RIBFERE FICB W ThH,
KR E LT PAH IZZEARICIRIE T 5 2 L1372 <. BMMICIICE L ETHEOKR TH 5,

153 ERNTOEWAEDRK

BIfE, EWNTO PAH OIEFIT, MimMEERET A R4 > (2012 FGTHR) IZES W TT
PR TND, BRI, 2013 4 5 MIFEIMEE Y —/L R U R Yy A TOHEREEH LIk
ELOIER F 255D T A KT A 2 S0BRM O U igepi 723 B ONWRIR AR5 723 DIMERK U 72 Jifi i 1 E i 22
Wr - VRIEAT A RTA U BFET D, ENOiE MEEIRRE T A KT A %, AT Z 6K
KD HTA BT A NHEHL L DD, [EANEGOFFZ MK L TER S TEBY ., BRSO
REICKEENTRVWEEZDLND,

BUEREH 40T 5 PAH 1RSEIE, PAH ORIEMFIZBE T 5 & S 41D 3 DO (PGL
AT LR, = REY AN TR, —BIEEFRENT LK) ISk L ThdH, PAH O
FEMpRIE L LU, 1R OHEIRE 2B E L <, fERT DR 5 PAH IEREOWT I )Z VT
HENEERZ B9 5, BAITHaRIEBEONRWIGEITIE., (EREF O R 53K 2 b
b7 2 FIXE 3 AICOFRBIEMThI S, EFETIE, BE T L OREEBE L T, 15FEIH
2> D REREY 72 ZAI0F EE bR b T D,

LI FICERNTHEA & TV 5 PAH IBHEIEOHIRICOWTREHT 5,

Ty REY CENTHRKEE LTI, =0 MU U B BT (ERA) ThoREZ UK
L7 o7 VX UBNMER SN TED, 201546 A1, ~v T U Zrngeshiz, —i
{EZHRE2NTHRKEE LTUL, FAKRYZAT7—E 5 (PDE-S) BAEKTHL VLT T 7 oLk
T T 4 DMER &AL, 2015 4F 3 AT, FEMEs 7T =gy 7 7 —BRIME TH L VA 7
7 M PAH THEAAREL 7o o7e, LED X HIZ, =2 KD VN T HRERO—@(LER 2T
T ORI LTI, MAICEABRRELOD2H D,

—J7. PGL # T 2K Tk, EIEEOESWVEZEZHLIC, =ART e RT /—F F Y T AR
e IR 5-TL 2014 FITER SN2 PGLAF A TH 5 F 7 1 AF = V3B IR A 550
Bt TG CTHEAINTWD, I OENAIZERT BT, EHOERES & B N s
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Lt D ENH D . QOL DAL TFIZORN->TW5D, £72, 201549 HITW A LA & L TEGR
SN PCGLFEMARTH LA v 7' m 2 MIEEHIAE < 1 BIZ 6~9 BIOWANKLETH D, fRH
FlE LTI PGLFERTH DT 7 r A hF kU 7 LD RIEECHRIEE A L AUHRIE O PAH &
HTILS T ENTND, LovL, X778 A R R U 7 AL, BRINSKE THEM S 7=k,
EINARROUENBD LN DD, ETOREIT 3~6 » AM L FkE 7. Bk TIL PAH IR
PR L U TUKER STV, ENOIRET A R7 4 T, WHO HERE/ O FHE 2 1 E D
BEICK L TCOH THESRES 1Ib-B (F9WHESRE) | L 3ndice EE-oTnd, 2O X IHIZ, PGL
T DRI A AEN) & T HIREIRICIE, ROBEEARE T RANEDO = BT v R & FF oL
D WEANIAFE L2,

154 FFDZEE

NS-304 D& b TORMBIER L2 2R 2720, FAFEREE, 2] 45 ] A 1o RS
ke, o] =] A o BE - KRS - vvT 7 U v L oS, 20 ] A 0o s
HREOWLIT, AR K& ORIt DO fdt A sk < Fhts L7,

2008 4= 4 AT A AL, WS CTOBRFE, GBI DUV T AA AD Actelion Pharmaceuticals #1: &
T A ' AR ARG L. DB ARKIOWESBFE 1T Actelion Pharmaceuticals 1233206 L 72, PAH /&
Faxtg L UcERRRER & LT, 2008 4 4 H 22 SRR 7 o [ECTH LAY 7 2 R %R 5 Rt
3. 2009 4F 12 A B 39 » [FICHWTEH I AT IR B - ESRRBRAER SN, S
512, Actelion Pharmaceuticals f1:1%. 1IBANOZ TFERER & LT, BER A Z 58 L Ui A1
FT ATV T kB, B G RR, eerERBR & Y QT/QTe AFiliakER, N
JFPE LB N B IEIC 5 2 DB S L - U ARSI BRI 5 2
LR B LR LT,

Er T, 20 ] A7 SRR N R E R E & R & L2 TR O HR K OS5
AR A B AR I U7z, 35 NWARER A L9 512H72 0 . HAHEK & Actelion Pharmaceuticals
HOBARBEANCHLIT VTV T 7 —a—T 4 DIVAD X SRS, K [ ek
e e || GENCSd R Pl EESNES: RN
PEHESHT, 2] E| A5 PAH BHF AT LIE NHOIE A —7 0 T ~ L3k A
Ikt L7,

7235 AL PAH O A 95 B 3E 5 O 8 E % L BRI T 2005 4F 8 A 12, KET 2010 4F 4 A2,
EANT21449 17 H (FBEHF S 26 4) 5347 7)) 1% TW2D,

1.54-1 ITSEICBE T 238, FEERAR B K OB RSB OBR O AR L, &3 BREdED
B A 1.5.5 THIZRT,
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155 HERBEOBE
1.5.5.1 mEICEY HHER

JESE DB B OB FIEIZ DWW TIT A RTINS U, BE Lz, FIEORZENRBIL, %
EWRBR T A KT A4 L OREIZOWT) CFEK 1546 A 3 BAF, FEIREFEIE 0603001 ) O 5
JEL S Ky OSBRI D22 EVERBR A A R T A 2o\ T) CERL94E S A 28 HAF, 3K 422 )
IZHE-> CTHEM L, BHIRTFRBR (36 FH) KOMNERE (6 HH) OthEE Y. FEEOH 2B
7z =50 48 7 AREl &RRE LT,

BANT, EL XL T2 02mg BETDH 7 ANLT—T 4 L TEEL B LR LR 04mg 5
THT AN T—T T EEOHE K OB EE A ARSI MNL L, RE LT, WA OREME
BRI, R L AR, REMRBROM T A RTA 10> TEME L, RYRGFRBR 4EA) Kk
OIERER (6 6 H) OfEL Y., JAIOADMMZ [=iE 24 » AR L&ELE,

1.5.5.2 FERR PREER

HAHT 3 % TY Actelion Pharmaceuticals #1132 /X 7 O3 SpyEhRe ORI 35 9F
b R ek 2 S5 b )RR LTz, TEMECE T 5 MRE-269 (22T Y in vitro &2 O in vivo 7RER T
B 7R 2 il U 7z, AR M OV F R R, TR BRSO A M 12 BT 5 il & R
TR OREMITBE T 2 IERRIRER O FhiE 0 FEHEIZHE - THEa L 7=,

1.5.5.2.1 EHREAER

T LU R ROVEERBI CTH 5 MRE-269 (3t b IP SZARRICRIICER L, fAHEE
BIEZEN T 263.0+24.3 K198 +0.6 nmol/L TH o7, b b IP ZHE~DOT T=A MEHE L
T cyclic AMP AERREDNIEN ZH5EE & L7oMET Tk, MRE-269 13 L3237 K0 #) 15 f5s
W ER LT, A v E—H U AR K DI RE A L & RIS & L7-MREClE, MRE-269 D%h /)
T LT L0 3T Rt £i2, P ZHEERENTHEHE LT, MRE-269 ®7 v b
TR ENBIREE AT 2 3R /EH . & MR RRE 2 D IRF- v8 A ME 2 R 7o M S A B o
MAENZ & b2 iR MmAE 2 A7z o WROBSEIIHIE R 2 38 U, imifEE7v7 v M & H
WICHRRFITIEL, BLH 237 1 mghkg D 1 H 2 A, KERAOEGIZ XY HO0EKROERSIG. Al
/NERO REJE BN NS A HEODIERE GBSO b, £72. B X 237 10mgkg D 1 H 2 1],
FREZOFEEICBN T, MEEET VT v b TES UZMBIREZ KT S8z, IUEH o4 L
HE% EH S 2E0MEIMEETT VT v h~D® L& /37 3 mgkg OHE RGNS
T, RIEC DTS D Z L AR W OA DEEAR T S, SERREIET v b
DOIRMEX, B L F 737 10 mgkg OFEAHEGIZ I VKT LT,

RIRAOSEEL & LTIk, flix OFFERTIEME, MR EWEZ /B, TOMOZEE, 4+ F v 3
RO T v AR—=Z —FOREEIEEICK L, & L F /37 KT MRE-269 13 10 pmol/L % H0MT
L7ZRHT B W T 50%HFREN SN D & 0 il 2/ RS 2oz,

T L F T OREWIEFRBIC OV T, 7 v MR OB U THARARRR R I RIT T 2%
etz 2 A, BELF 3713 100 mgkg TR L OITENC S FIER RO bz, &6
(2. 30 mg/kg PL_E D R THRIEM T, 100 mg/kg TAF Y /3L B — )Lk S IEIR O IE R K& OVE R
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WX B [EREROG BIE O _EF RO STz, DlERICKIETTHEZ G L 7oA X O— Bk iEsl
LBV TE, 1 mgkg UL EOH & TIEM:, 3 mg/kg LA D & TEAFEOJRED K OHKE, 10 mg/kg
TRHFIE (BY =R 2RIz, DILE RIS OWTD invitro iR TIX, BELF 237D 10
umol/L LA E DR FE T 30% P43 4 5 15 Bl FE AL FEfoe 5 1 O 454 . 30 umol/L LA EORE T b
ether-a-go-go B#IE{A T (hERG) FE O HNH] K OV 90% 43 Fik BT Bl B (7 FEfoc FRF FE] O 2054 . 100
umol/L CHfIENEEAT B 57 IEBY BRI | I 7100 & OB S N 2358 8 H 417, MRE-269
1% 30 umol/L TULHE /] DM S 72, hERG B BITRD bR -T2, A XFEAHK
BIZBT 5 LIER~DEET, 1 mgkg U EDORETEHMEDR T, FLEMMEDIKT L
QT MR &EAME, 3 mg/kg LA D H & CUGHE ML E DK T & OVMAZ OISR Hivlz, MR
WXL CiE, 7y MEOEGIZHBWT 30 mgkg DL EOHET 1 /2 MMEREL, 1 [BEIHUKE R OV R
R EDOHMDBTRO BT, £lo, A XRAREGIZBWT 3 mg/kg UL EO H & TR DOEEINS
ROLNT, TOMOEERICK LTI, 7y MEOEELG S L3+ ZHBBNEGICEBNT, 10
mg/kg LLED FAETHRS CIPEt &R . Na' /K Lo, /NMEIZE T 5 RRBITRO R IO
\ZE RN OV E IR E O 30 mg/kg LA oo & TR B & OYRF Na HE & O 100 mg/kg
THIE pH O EFNBD SN, £72. MRE-269 @ 30 pmol/L PL_E D& i i+ 38/ o H
FEB) O UHEIE S OB 358D Bz, S DORFEN D PGL (B L7-H 5 % R\ TR
M7= 0 FERllERE 2 B3 HEHITRD e h o7z,

7k, PR AERICE Y T 2B EE L CTuieuy,

15522 e ER

TLXURTET Yy b, A XK =7 A FCHERE O # T 25 E 0TI S, 3
TOEWFEIZ BV T SEFIZIEMEEY) MRE-269 3B Sz, 7 b, A XKOT =7 A4 )L
231 5 MRE-269 O i B — e dhfit T A (AUC) 12t L 2737 D AUC DO
H%%@B@&U%3ﬁ?%0ko?yFV“OtV%Vﬁf%iﬁﬁﬂ&ﬁbk%@M%%®
EEIRFERIIHEEFIHE L, RAER DGR & HEE 0 &G RO M Eiiglc iz e A L%

mbgﬂ@#otytV%/Aﬁ%%Eﬁﬂ&ﬁbt%@kﬂE%9@é%%%ﬂﬁ4i7/F
T55%., W=7 AP NLT52%Th-o7,

T v MZ HC-E L XS BHEER A% G LSO 2T ICHOMm L, £ LTHE, T
Bk, P, I OB OB BRI BT IAE L 0 m <L AR E T OMOIE & A L ORI T
HEVR T MAE L VK)o T2,

T UF U NRTFEILCANVEXF NV T AT T —F 12X D MRE-269 ~D MK FRIZHE S FFO D
UV Y VBTV b U BREEBEEFEIC LW MRE-269 OT7 VLV a U BRAEKRTH D
MRE-6001 ~&E i & s, £72. 7 b, A XKDt MZBWTE LF /37 KT MRE-269 O
LB RO AL, B MZBWT Z OB OARMIZEET 2 DI1Es k7 v L P450 (CYP)
2C8. CYP3A4 X CYPIA2 L&z bl

T b, AXROH =7 A P HC-t L 237 & HERR A U HEEFFIRIN RS- L= % 05k
SREO ER PRI E T TH Y | BN TORREIEITED bed o7,
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T L X7 KT MRE-269 (%, CYP OiFE K OPHENNCEY) b T o AR —F — D EIC I
S ENER 25 & 2T RErtIRWE ZE 2 bz,

1.5.5.2.3 =HHEER

T LR X7 OEERE OB G REOBIE OESEEIX T v F T 500 mg/kg, A X T 2000 mgkg ThH
0. HEFFIRNE G RO OBIEEIZ~ T A, 7 v FRHZ40mgkg B ThH -7, Zi b DHiE
B GaEMRERCIL, B L U R BT XD MAENRIRIER & S U 7L 338 DLz ol %,
MAFJEIRIC L B IMEOK T2 R/Ed 548 e UTEEMMER T, FHERRIK T, RV, BIEML R O
RO B U e EOEAEO bivlz, S HIT, A X TIIIEMITIN & TR FI{E S fLfE
R EOBORENBIEIN, BEEICIAHEC LR ONT, BEMITEL X oREICE
R L7ZZETIESH DM, A XL P ZHFRT T =2 MZ X DHEMBA~OBZERENEB 2 B,
Kﬁmmﬁ%*tFT@Uza’L#Lﬁw%@k%iaﬂko

AR I BT B R R, ~ 7 A 13 HEFBR T 100 mgkg, 7 v MO 4 BHE KL
26 # EIFRER T 6 mg/kg, 1 X O 2 A FER T 2 mg/kg. 4 # 7R T 1.5 mg/kg., 39 # EIFER T 1 mg/kg
i & ENENHEIRI LT, v~ U ARDRT v bA~ORAEETIE, WL OB ER TN, 7
v M CIEEHEORSIZL Y B OBALLOBERRO bivlz, EiLoZ it xS
FAZ X 2 MEIERIERICER L72Z b EZ 2 bivlc, £DIE0, WBZE U THREFEICL S
ANEROMED TR R B DTN, 7 v M TIXREOHN, FRARER _E R o
W, FIBRE (BRRE) OIER. FLARNRE LI B OVFE T BRI AL O JER 23586 &
iz, 7 v b 26 HFFERTIX MRE-269 TH) 21 %, B L¥ /37 T 3FEOL SR S, #&
B TRRICBIZ SN BT DWW T BRI 72 BIEMENHER S Lz, A X CILH R 535 & FkIC
THRME, MR EOEORE K OIGEMNRD bivlz, & HICKERE R ORE CITEERO T
%ﬂ%ﬁmﬁﬁmﬁ%Mﬁﬁﬁémt DITIN A, B BEE AR OB L <13 B3RO b,

W HEERER TR SN B RO T, 43 ﬁ@%% £V 2 OREIEMM R ST, A2
ﬁNRE%9@4@7ﬂX&77/V/&xﬁW%ﬁbk4ﬂﬁ£%ﬁ¢ﬁLié%@&%gé
A, B b~OSMEER 72N E B 2 BT,

BEEMEICE LTl L F 87 O MRE-269 13l %2 AV 5 1 IR 225828 Bk Br Clatt 2R
L. MRE-269 [ZMifLEMIa 2 AW 2 et R BB ch et a mn Lz, — ., BLF 37 13
FUEE MR Z V2 P R BRI CIIBEZ R LI, ~ 7 22 AW/ MMERBE DT v R
R\ Ay N7 v TIERIZEEE R L, B LI OANTIIAERNTREBEE L R IRNE
Hr L7z,

v U ARKOT v b ERWED AR TR, EEMEE L E LT D A TUE R AR R A
KOEZEOMA, 7> NTITHRT A 7 ¢ v EMREOH AR D b, WIihbe o
HRANY AT ZRBETHEOTIERNWEEZ LN, 2B, 7 v hTIHRBIFRIMRAEIZB VT
WD/ NENRDYETE e OMEIT B G723, B N CEHEREEZ BT HH0 LIEE 2 b/
272,

AR A TR TIX. 7 v FERWEZERERBRIC B W TATRRE L OWR - RRlRICkT L TR
RSP, Ty RO U FE RO - JRIEFRACET 23 BRIV TS R EBEERHE
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PEZRTETRIIBE S otz, 727 v &AWz AR R O AR O AN OV RO

EICBT 2RBRICRE VT, RO AFEEE R O VICK 3 2 8T o1z, Sk
A X % VN2 39 38 [ AR # 5-3ER T, AREBIENHNII A © PERRRAD ALK& OVE SifiE o B
JEDSFRD HAVIZN . AR A 22 B o 2 A IR B L RV e S e o T2,

JHPTRITEMEIZBE L Tl w2 AWz Rl clatk Th o 72, Fio, HmtEicaL
TiX. invitro YeEMRBRIZB N T, ELF X7 KTUNMRE-269 & I EmEEZ R LN, ¥
NI DERARRERICB W OEEE A TR T 22 IEEEO o b MIBIT 5 EEOBR&ITIK
WHDEEBZ BT, MM OBEFEMEICE LT, HEZ2HW 2 ER2R L Rl CRrETh
-7,

LI b, R TR SN Lo OSEER & ISR L7225 b, EREN
IR, HDWIENWERIRER T 22 THY , BELF TR MIBWTEER
RIVER Z35% 7 2 ATREMI RV & B 2 b T,

1553 B PRt ER
AKHFEDORHME R & 72 5 ENA CoEhE S 72 BFRRER (4 1.5.4-1 2HR) OF R 2>V T,
PUFICHERT 5,

1.5.5.3.1 ER DGR ER

(1) EREFEIHE: BREABERVERSHBIEICS T SHE - REXESHER (NS304/P1/01)

A A NAREEEC AN BRI AA] 0.2, 0.4, 0.6 mg ZHERFFICHAE G L7z & & fem AR 2|
BERFM] (tma) 1B L 27327728 1.00~1.08 Rff#], MRE-269 7% 2.83~3.17 Kfff] Ch o7, ELF
RT OMHIERI (t,) 1% 0.92~2.36 FifE], MRE-269 O t,, 1 6.18~8.68 Fff] TH -7z, L F
ww&o“ MRE-269 D f i@ MAEH IR (Cray) M OVIUE HPR S — IREE HRAR T (AUC)..) 1M

IS THIM L, HELBIMES R S iz,

fﬁ%ﬁ%ﬁkkﬁ WZARAI1[EN0.2, 04, 04,0.6 mg Z#BZIC 1 H2EIRERE LI-EE, 0.2 mg#f
K 0.4 mg BEIZH51T 2 Day 1 & KEHRG-Fo& B (Day 10) D& L& 237 ol iR EHER 130
LU Tz, —J5 . MRE-269 % 0.2 mg £ & % 0.4 mg #F Tl EHK S 3 B A (Day 5) (2, 0.4,70.6 mg
BECIIERS 5 HA (Day 7) ICEFIRBICE Lz &R EINTE, 70, BRI KD
MRE-269 @ Cppay Jx Y AUC 13 il H:oftﬁéj]ub B HBIVED fERE S Tz, e atElic DV T,
181 0.6 mg £TH 1 H 2 EIKERAFEGDOAFMHEITIRIF TH T,

BEFERRA B PEICAF] 0.4 mg Z &R S IARHER OB B ICHER G L7z & & BER G Tl
BERE L L C 2 L F 2R TN MRE-269 DWT AU tya DIELE, Coay DA T & OV AUC,.
ORWORRD BTz, L LR S, BHEGIZE D AUC.. DD ORI/ S < . AFID Y
BEICAI T2 RFOREBIRE LS WV EEILNE,

fEEERC AN B (20~26 5%) K OMEERE R BME (65~74 %) A XBRIT, AHI 0.2 mg AR
HEEG L&, B F /87 KON MRE-269 D tya KON tp 1ZWT 00 S pR N BHERE N OV i 5
PERE CRIFREE Ch o 7o, mlin BIEREIIRN BHERE & it LT, B LF /37 RN MRE-269 @ Cppax
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K OVAUC, DK TARRO Lz, LnLAENRD, WTNOIEYERE T XA —X 2B\ T, BEH
THEEITRO LN )ho T,

R N BPE (21~29 7%) M OMEREEE B IE (67~74 1%) Zxf4ic, AFI 1B 04mg % 1 H 2
A E%ICRERG LI- s &, KE#RSEKHE (Day 10) (2381 5 A BVERE K Ol B ERE D 38
WEHRE /X T A =% (Chaxs AUCqcon tmax X t1p) 13, B L3237 TN MRE-269 DN 3L % [HRE
TRBE ThH T, BRMIZHOWTIE, ERA B AE EEG ORI L7223,
ETRETHY . AFMEIRGTH T,

(2) ERFEIME: PAHEBEEEZRRE LA —TUSRN)LEEE (AC-065A201)

AAN PAH 3 37 il x5 & LT, AAIHMEZ G X ERA KT X% PDE-5 fAEHK & O ff
MG X DARFNOFIE, ZaEROEDEREORGZ B E LT, IR, +—7 0 F7~1
AR A S e L7z,

AHKlZ 1[E02~1.6 mg, 1 H2FEEZICEAELG L L, 1H02 mg 6L, 118 0.8 mg
FTIE3 AU EORFET, 18 1.0~1.6 mg £ T 1 HBLL EORIFET 1 [E&H729 0.2 mg 328
HIL, 5 12 8 H E TICHBRE Z & O AEZIE LT, 0%, &5 16 8 H OGN

FCOMIT 4 BEMLL EHEFFREEZ G LT, &‘5 16 38 B LRI IR IR G-I & L, #EFF&EICT
BhH G T 525, 1 1.6mg & FIRE U CHE (CUIBE) Alge Lz,

FHEIFAMER TH 5 PVR OFL 16 HMEDR—Z2F5 4 b DOELEO T IME (95%E X M)
13-120.9 (-184.5~-59.5) dyn'sec/em’ T, _X—A T A > L T 203%DAERET 27 L, ikE

RO HILT2 (Wilcoxon & A HIEN AR E : P<0.0001) , F£7=. BIRFHMEEE CiX, &5 16 ME®

EAATHERE (MWD ; EHE £ EERZE) (X, X— AT 4 VIFOD 445.0+£1022m 225
141+44 1 miER L7z, F72, #5163 HE O WHO #RENFETIX, 33 6% 4 4] (12.1%) T

DBOHIL (M EG TE~OUE - 1], M END I E~OUEE : 3 4]) | BFITREO b
MmoTm,

PREBHFHITE B C o 2 IR 546> 5 5~ b A 7 RFE Tl morbidity/mortality (MM) A X
VORDFAE LTIERNT 8 Bl TH o 7=, WRRITSEL A 2 5], PAH OEALIZ K B AFEDS 2 i, PAH O
BALIZ X D IR O PGL MU RHIFESEIFIEOBMEN 4 flThH 7=, #5 120 HH D 6MWD (7
fill + FEHEMRZ2) 1, N—AT A M5 61.8+858miER L= (441 . ¥5 16EH X v %D WHO
BEEENHEZ T AT, N—=ATA v EHRUTE A EOWERE TEITARL . BL LIgBE kv ik
BLIHRE O NE o7,

155.3.2 B DERREER
(1) \BHNEIHE: BEBRABEIZE TN AFTRASE Y T 13E& (AC-065-110)
HVEBERERR AN B2 5512, B L F 387 02 mg GEHHAD 2R RS 80 2y M2 ) T HAlF
ARINEES- L, K 0.4 mg Z MR RFIZHERR O 8 G- U72 B, §RRINEE Gt a0 G501 L&
VRT DOREBINA FT XA TV T 4 (95%EFXME) 1% 49.4% (42.6%~57.2%) Th o1,
T, HIRNEEG LI &0 L XU RT O 7 VT 702 (95S%EHEXM) 1, 17.93 (14.95



NS-304 1.5 BEXIEHEEOZRERUVREOEE Page 11

~21.50) L/hr THY ., EFIRETOLMAEME (95%EHEXE) X, 11.73 (10.55~13.04) L TH

>77,

(2) BHNEIH: BRERABMICE T H8E - REBRSRUVTILI 7Y 0 EOGHARER
(QGUY/2006/NS-304/-01)

%EA@%&A%@%%&K\Kﬂur%mmg@%%Tﬁﬁﬁﬂ%@ﬁm&ﬁbka%\tv
F 2RI BN MRE-269 D Cpa X TN AUC oo [ ZHEICHABI L THIM L 72, £72, WTNOHEIC
WTHELFI /7 MRE-269 TN MRE-269 /L7 1 VERHIAIED R P ~DOHEITIZE & A L3R
DN T, BEMIZOWTIE, 04 mg £ TERMENRGF TH 7223, 0.6 XT0.8 mg Tl
SRR, TRERMED o, B K OMEEAREL L, ARMEILRG T o T,
AHK0.4 mg OERBZEE TIX, MERRG &I LT L X237 TlE Cpax PIE T RN AUC....
DOENDFED HAL, MRE-269 Tl Chax DK T XY AUC)... DID D3RO HiTe, LU 6,
BHEEGIZ L D AUC.. DB OFEEE 1T/ & < | AR O YB3 5 B EOREITK
LRV EB LN,

ﬁﬁ%lﬁorM6mgﬁlHz@ﬁ%Cﬁ@%D&ﬁbt&% wfﬂ@%%’%wf%tv
F 237 KO MRE-269 [3#5- 8 A H £ TITITEHRKHE LTW5 &Il S 4L, ERIRRE

L X7 Je O MRE-269 D&M mw%n&#otoit WTNORHEICBNTEH, BELX
2% MRE-269 TN MRE-269 7' /v 7 v U EEHIAIRD R ~OHEITITE & A E3RD Bz o
Too BEVEIZOWTIZEHZD 1B 0.6mg £TO 1 H 2 BIKERAKRGOEEHIZRIFTH- T,
A 1E04 mg 2 1 A 2EERZIC12 AMKRAEREL, 58 BHEIZULT 7 U 5E20 mg &
RO Lizex, U757 VU PHARIZE T 22 L2837 D Copy (FHME G- & i LT 6%
KT L7, BT bnienotz, £z, VL7 7 U U OEYEBICKIETE L F v
NI DEBIRDOHLNT., EHICULT 7 U rOIPHER [Fa b oo e i o E B gL,
(INR) ] IZHEI I e oTz, BRMEIC O VTR, ZRMIZRFTH T,

(3) BHE I BERABMICHITSRAEHERERSHE (AC-065-101)

AN E NERERE N B A S, AFIE 1 04mg 205 3 HZ L1202 mg Wil L (A& 1 [l
13mgmﬁzsaﬁﬁﬁ)\1Hz@ﬁ%ﬂﬁ@%u&5bkk%\mfﬂ@%%m%wf%ﬁv
X /37 KON MRE-269 134 I &g o 1 B BICEFREBIZE L, FHEOE S 3 B TEREME
@ﬁﬂokoik\ﬁV%VﬂﬁkNRE%9®AWL&UQmﬁﬁ%KﬁH%%L\%%k%i
b,

T OWTIL, MBS RER A, MENEERE~— T —, ~EZ e EHLES b
0 AR TAF R, B — I —, 7' be B UEE O INR K ORI~ — 7 — 2k
D ARENIB G- ORBITRD bR o7z,

LEMEIZOWTIX, 118 1.8 mg THYIER N LB h O EEG N X 72720, WL
X5 1 B 2EKERS LIZEORKIMAREIZ 1E 1.6 mg ThoT,
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(4) BHNEIHE: BEREABEICHETS C-HLEXIRTHERSBORIN, K5k UMD
B®Et (186933)

SRE SRR A B A I C-E LR 287 04 mg (RROWH) 2 E%ICHEROKRE LT
L x . BEH% 168 B £ TORBMETRE DB GBI % 2 3 BAREPEIER TR 93%. R h BT
FIIK 12%TH Y | BERRITEICEFT L OHR S 7o, MASHEEIRE O AUC,.. 1%, A & g
L CIIEF T 1.9 f5RE <, s & i CRESREBIEE D thy & ty BEEKTH L Z L0 5,
FHTRESMLERIZIZIFE & A EBIT LA Z LR & LT,

(5) \BHNE I FESEEHICHITHEEREHE (AC-065-104)

HVE R PRI E R, P S BE TR o AR e OMBERR AR N 2 P R ICAH 0.4 mg & i FEFFRRE R
FHaRGUIARK 02 mg ZRBBICHRBREAO®KRE Lz L &, BEXOTEEOEERE T, L
X R OMREE B IR ERE & i U C 2~4 @0 572, MRE-269 DR EIL, B IFREE
B TIPS LB NI R o 1o P EENITEEEE CTITRBRE & ik LT 2 &
STz, BB, MEMEEREICEONTL, FIBEPREN ThH-7-720, fmarE8 I enTx
Mmole, BEMEIZONWTIE, BEROPEEOEERE DL v 7 7 A VT, WEFHRE
LREETH o T,

(6) BINE I BESHREFICHITHHEEREHRE (AC-065-105)

HNMEN 1 B 7 R B OMBERE R & KPR, AA 0.4 mg A BRZICHERROKEG Lzl &, &
JERfEEBRE O L F 287 O MRE-269 D AUC...1%. fEFER A & el LT 1.7 5 & O 1.6 fi57
{Tgole, BLFI/RT L MRE-269 OIEREER P RIZHOWTIR, mEBREDE @R TE
TRBO DNl hole, BRMEIZHONWTIE, ZOBRBEEMI L > TP TERWEFERRITHRE
LZzho77,

(7) BNEIHE: BEBRABHIZBTA0EFEL - ) FELREREDHARER
(AC-065-109)

AME fERER A BEE GG, v e s U RS EAESRE (BESEL400mg s Y Y
100 mg 72 1 B 2 [|IERE) Z0fH L2 L&, A& 04 mg HE G L LT, L% R
7" TClE Coax S OV AUC 0023 2 fEHEIN L 7275, MRE-269 Tl Cax 1 1.3 2T 5 & AUC,. 1 TIE L
o EBARITIR o T, BAEMEICOW T, AAOBEMOLZ 2T a7 7 (Ve —F L, rESE
e U R FEARGEEE OFHIZEN TS, AFIOAFMHEILRIF TH T, LI 7ol
FIREIXe el - U M EAESEOIH TR L7223, B X2 7O P 2R E~DR )
XIEPEEY MRE-269 X 0 KW\ 7= AFNIMF b7 o AR —4 —0ATPIB1 KT OATPIB3 fHE
HOSBITITCYPIA BLER L NP BEX L R LER L HARRETH 5 Z L AVRENT-,

(8) BYNEIH: BERABEICE T2 MAE (AC-065-102)
HMEEERERR A BPEZ RS  ARK 1 [E1 0.8 mg XN 1.2mg % 1 B 2 [BIER G L7z & & UV-A
(320~400 nm) K O UV-B (290~320 nm) (x93 A6 tEiedis. HEME ORI (77 &
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AR Tezaxhry) EOMT, EREITRD NIRRT, Fl2, UV-BILEIEMEZE
RUTEREIICBN TS, FAEMER O REE L O CTEITERD b o iz,

(9) B\BSE I BERAICEITS QT/QTc izt (AC-065-106)

AV E AERERE A 26 BRI, AHI 1 [ 0.8 mg N 1.6 mg % 1 B 2 [AIERY Lz &, m&GRE
EHWIHRE T LICHIIE L QT IBE (QTcD) 2B\ T, XN—AT7 A U NEOELEDT TR E
D7 (AAQTeD) @ 90%(EHEXE D ERREIX, WP N DOERFSIZB W TH 10 ms K T - 7=,

F7-. MBEESDIEET LV EHNT, BLHR I XT KN MRE-269 @ Cax DA ERE I3
D IEIND AAQTCl DFEIME K Y 95%IE X A #HEE L & L3 /37 O MRE-269 O i
TR & AAQTCl & DEMRZ M LA R, L /37 KO MRE-269 O I i B (kA L 7=
AAQTcl DZEALITFR D L7272,

UEXY, RANLOEFBWIHEEL RN LRI N,

(10) @BSE I PAHEBEZRRE LTS tARMBZEEREERER (NS-304/-02)

SMELN PAH 4 44 Bl 2351, AFIEMEL G- XX ERA & OV X% PDE-5 [HEHE & 0)1#%%2
HAZ L5 ARBOFIE, REWK OEDBIEL BT 2 BT, A —7 v 7 OLHERSC
Acute hemodynamic study &, ZAUIHES 7T BRI, 7 ¥ ML HEBRIWATEERLEZIC
55 1 FERRBR A AN 7 o [E 7 hak C 5 L7z,

Acute hemodynamic study Ci, A4 0.2 mg X% 0.4 mg % H[E#E O # 5 Lz, “EHEHRRR T
1F02mgl H2ENHEBL. 1 FERK08Smg D1 H2RETO2mg T OWELTC35HHEET
IR Z L IR BB B L 20 KO HERE L7, £ 0% MR REICT 17l E TRE LT,

Acute hemodynamic study O EEFHIEE Th 5, HEREOHE G 4 FREZOX—AT 1 )b D
PVR Z{t#13 106.5% TH Y . PVRITH T 2HEIIRD N0 -7, £z, 02 mg & 0.4 mg D
HAEMTHRICEITRBD N7,

Acute hemodynamic study (27N TN S FU7- B SHABRTI3 43 5] (NS-304 BE33 ], 5+
AEE 10 B]) (TVRBRIEZ 5 L, 40 B (NS-304 Bf : 31 5, 77 &AHE : 9 f) 2 “EHEKRARZ
BT Lz, “HEHERRBROZEFMIER TH5 PVR 05 17 HEHOR—AT7 A b OELE
1. AT (95%(EHEX M) & LT, NS-304 #£ T 80.7% (72.8%~89.6%) . 7" 7 B AREET 115.9%

(106.5%~126.1%) T&H VY, NS-304 FETILT 7 EREEL G L THEIZIK T L7 (P=0.0045,
Wilcoxon IBEfZFIMRE) o BIKFHEIEH Tld, 6MWD 13— F A )65 17 8 H £ TR
THEFR L, NS-304 BEOMEE FEED FRAEX 25.0m T, 77 2REED 6.0m LY otz 1HED
ROFIAE (95%FFEIXM) 1 18.0 (-12.4~61.4) m, FHIfE (95%EHHXH]) 1% 24.2 (23.7~72.2)
m ThoTe, £lo. MM A X2 FB3FBL L 72RE OFIE 11X, NS-304 B 3.0% (1/33 fil) O
77 B AREE20.0% (2/10 B) XK oT,

(11) BHNEINE: PAH BERNRO_EGRLEERER (AC-065A302 FKER)
ShEN PAH BE 1156 5] (NS-304 £ 574 i, 77 2 REE 582 #ll) Z w51z, AFIEMB 5T
ERA KO8/ XX PDE-5 fHEH & OOFHEGICBIT A HKIID MM A X2 S R3EH4 5 F TOHARK
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X B ARBNOMEEAOMNCT D2 &2 EHRE LT, W39 » [H 181 ik T7 v Z Ak, 7
Z & Aok B U B R T ] iR & S L 7,

A 1E02~1.6 mg XIT7T7EAR%Z 1 H2EEBZBICRAKE L Lz, AH11E 0.2 mg E7
TRRNOEG BB L, HBREOXREEFGE LA 1K Z 212 02mg T2 L <, &
512 B & CloHipE Z L ISR RMARE K 1B 1.6mg) 75X LE, Tk, #5
260 HETO 14 HBIZT—EHEZHREG Lz &5 26 MEHLUFEIZ 1R 1.6 mg 2 ERRE L THE (X
X)) ATRE L L7,

BRMEFHIZB N T, £2THO MM A X b & AW RITICEB O T, H&UIO MM A X k& 58]
L 7= B 1, NS-304 #E 155 611 (27.0%) . 77 & REE 242 f5l (41.6%) Tdh o7z, MM A Xk
BB 577 BRI 5 NS-304 FEO N — REIE 0.60 (99%(E#H X[ : 0.46~0.78) T
&Y. NS-304 [THEAD MM A N FEBLAFEIZIKT 72 (P<0.0001, F1Hl log rank #7E)
7T B ARBTK U NS-304 BED A X RFEAEY A7 1T 40%E T L, 3FEHDOY A7 13 16.5% Th
272, NS-304 DIEFRN RTINS B, 3 FELL ke L7z,

JERIEAT I C, AR G-BIART2 B ERA &Y X% PDE-5 BAEHRAZHH L T\ 5 EBFIC
BT H, NS-304 HLAPEL & [FEROIEHREIENRO bivz, o, @, UG LI WEFA /R

JFIZFE S PAH B3 2 5 Tokk % 72 PAH OB HM, N—2X 7 1 D NYHA/WHO e/ 407
T AWM, ROMERHER L — & L CERR LN,

BIREEHEIEH CTlk, X—RA 74 U685 26 HH £ TO 6MWD Z L EDOH X, NS-304 #f
40m, 77 EREE9.0m TH Y 77 BAREE L il LT NS-304 BED 5 3 A RITIER L 72 (P=0.0027,
Jr {8 Wilcoxon-Mann-Whitney 2 7&) ., 77 B ABEICx 925 NS-304 FEDIEEZNH: (Hodges-Lehmann
HEER) 13 12.0 (99%(EHIXH : 1~24) m ThH o7z,

P 5-26 3 B I NYHA/WHO BBE D FED EIEE RN R— R T A U HEGE I RE Th - -
DENIEIEL, NS-304 ¥ 77.8% (444/571 ) KO 7 AR 74.9% (430/574 ) T -7z,

GEVET a7 7 A VLI EIZIPZFEEZN Uizt L3 o OEBEIERIC SO TR RTRETH
D, XX 74y b ERID X ) REKRZRY ZA7TF3O b7,
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1.5.6

(1)

2)

G)

4)

®)

(6)

HERUERAY
T LF AT OGS L0 EHONITRIN ST, IEHERE CTd 5 MRE-269 225 Hi S
AU, @ MRE-269 DIERNWIHINRNZ E0vb | 1 H 2 BIOR ARG THRMEORHEN 7]
BETH D,
T LRI ROEOIEEHY) TH D MRE-269 1%, IP SHERLND T 0 2K ) A4 K25
KT E A SERET, IP RN TN T I=2 MERZ R LT, PR EA~
DO INT 'L F /)7 LY MRE-269 D5 <, EYEE b E 2, b ML X7
G LT L 2 OFZIFEB DO FRIE MRE-269 ThHh D & EX BRI,
PAH BEIZX LT, AAI1[H02mg1 B 2 [EEOEGHOHIG L, AEMELHEZRE LN D
1 [5] 0.2 mg O EIE THEE Z & O KM= (11 1.6 mg Z s ®) £ THET 5% -
ARICKY, AANTT IR LD bBIDO MM A X FORREZAEIKTSE, =R
BAT =T KU 7 AR PGL FHEATHRE SN TND L) RROBHTHEZRTZ L7 <
EWIMICHOZ 0 h R a2 e L7,
PAH BFIZH LT, AAIOBHIZ LD R—2TF 410 PVR ZHEIZK T S, PAH ©
Jifi A TENRE & S L7z,
ERA K U PDE-5 FHESKOHAI ST 2 FIOFHEF A HE LTEHAETH, 0 7218%%)
RPFEO BV, Mo PAHIEREE L OO AR FIRETH - 7,
ARENO LML TlE, BIAGRD IP A RAFENHE & AR, PGL BE DA FEFRN L 7
S, HERLOITD L, BEERIEBIIRED DN o T,

Dz & ARNIHEITHETTFERARAROEATH S PAH IZX L, HREDKED L < 13T
A L, OGO PAHBEAIE LTEHESZE BN,
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157  ABHE
HAHE L, AFZ LT ONE CERMLEREERERGFEEZITY 2 & & Lz, BEERDIE T (1)
MBI EAERN Thb,

We 4 U7 h 7 EEE02mg, V7 M T EEE0.4mg

BNEE - R (R | BRI & i

WHE. RAZITELF 7L LT1E02 mg & 1 B 2 BEEE&RO#K
HENORGT 5, ARMEEZMEGEE LN D, 7 HEL EORIET 1 [E&EE L
Aik-HE (R) | T02 mg T o NMHEE CHEL CHRAREZRET D, B, &
EAEIFIE 16mg & L, WTROMAEICBWNTEH, 1 B 2 BIE%ICR
&5 5,

158  EBFEMELSORARIZDOLNT

NS-304 (%, PAH LIAMC, li@ i ERED 3 N F e 5 T8 M ke SERRERG & I EE ) ZX5f5 e L
TR ZIT> T 5,

iz, THERVEBAT A0 © PAZEMEBIAREE(LIE ) IR B DM E L THREZED TV 5D,
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1.6 NEICETAERARRFCEYT 2EN

T LR T O TORRIR K OERGEIE, 741 & AFKIHD Actelion Pharmaceuticals £173FH
% LT %, Actelion Pharmaceuticals £L13 2014 4= 12 H IZERIN L OSKETE L& 237 Of% O [E
B (7 g v bma—T 4 > 78E) & TRV & EAE ) o206 - VR THIEE L, KETIE 2015
12 H 21 B, BRMITIE 2016 47 5 A 12 RICAGR S e, 7eds, BROIN R OCKEORANT, EAN

HEHRAITH % 0.2 mg FER TR 0.4 mg $EOMIZ, 0.6 mg §E, 0.8 mg FE, 1.0 mg §E, 1.2 mg §iE, 1.4 mg

BERON 1.6 mg B4 2 F2 07k 8 RO 158 5.
Z O, A CBhRE - W THF 4 2016 -1 A 21 H) , =2—Y—F 2 K (01643 A 17 H) |

A=A RZ7 V7 (201643 A 18 H) KUW#E (2016 45 A 11 H) THARZ IS L7z,
JRFEIE Uptravi D77 > R4 T 2016 45 1 4 A bKE TR S iz,

T LS LR T O REGS SCE S OB R SRR S TV D ZRE -

A 1.6-1 ITRT,
F o KRERA SCE R OFIER 2 BIUs 112, BN S K OFnaR & BV 2 1R 9,

= 1.6-1

Uptravi € DXHEE -

AR Ok - HED

MRERUVRE - AE

H g

KEWRATSCE (2015 4E 12 AR

M L SLAESE (2016 4F 5 A i)

SNHE

BN

it B A i B of i
(WHO #¥8E/03H 7 T A II~1II)

it Eh A i 8 of i
(WHO #¥8E/0 387 T A 1I~11I)

AFNOHELERA A FBIE 1 8] 200 pg 1 H 2 [A]
Thd, BBEICRHTLHBIAEEN /LN
LT,

1 [8] 200 pg 1 A 2 [5]0> F el 5 1 e
bEC. I HEA 1A 1600 pug1 A 2\ E LT
BRMASEE CHET 2L, BENIET
ERORICEE LT, WIS R
LD &,

(BF =L o HEHH)

AFNE 1 [\ 200~1600 pg 1 H 2 [FIOFFH T,
B L ORCKI A& E Tl L 595
&,

AHNOHESERR A FH EE 1 8] 200 pg 1 A 2 [A]
TH Y K12 FFE N THRET 5,1 [ 200 pg
1 B 2 B0 H &g @E 1 A H ORFE T &
T 5, Be5BAMGR KR O BRI, &
MIOHEEY HPrbEET 52 EnfEtsn
%o MEFRETH TIX, AHI ORI 2 B
TOEWEN (FE. TR, Bl - DR 5.
PR, DUBR . BASR. WAL &) SFEH
THRREMERS D, T SITEE i\ x
SHERIETEITE S, LMLARRb, BF
MARTERVWHEISE LSAIE, AR
DOHEIZH LTS Z &,

AF O FIBE 2 BEE 4 2 B O FEHLLL
CANRE Y EE Qe Fg N R Byl E cp A SN = Y
B T L oK E (BR & 11 1600 pg
1 B 2B £ COMEZ HEMET D2 L a2%
JELTH LU,

(BE L OHEF &)

FHEFRER B0 U 7= SR & 2 e
5 b, MEFFHE CHRAICERENME T L
BAE. SHERIEO I o OV XL HT B D
HAEICB LD EEEBETDH L,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
UPTRAVI® safely and effectively. See full prescribing
information for UPTRAVI®,

UPTRAVI® (selexipag) tablets, for oral use
Initial U.S. Approval: 2015

UPTRAVI® is a prostacyclin receptor agonist indicated for the
treatment of pulmonary arterial hypertension (PAH, WHO Group 1)
to delay disease progression and reduce the risk of hospitalization for
PAH. (1.1)

e  Starting dose: 200 mcg twice daily. (2.1)

e Increase the dose by 200 mecg twice daily at weekly intervals to
the highest tolerated dose up to 1600 mcg twice daily. (2.1)

e  Maintenance dose is determined by tolerability. (2.1)

e Moderate hepatic impairment: Starting dose 200 mcg once daily,
increase the dose by 200 mcg once daily at weekly intervals to
the highest tolerated dose up to 1600 mcg. (2.3)

Tablets: 200 mcg, 400 mcg, 600 mcg, 800 mcg, 1000 mcg, 1200
mcg, 1400 mecg, 1600 mcg. (3)

CONTRAINDICATIONS

None (4)

Pulmonary edema in patients with pulmonary veno-occlusive disease.
If confirmed, discontinue treatment. (5.1)

ADVERSE REACTIONS
Adverse reactions occurring more frequently (>5%) on UPTRAVI
compared to placebo are headache, diarrhea, jaw pain, nausea,
myalgia, vomiting, pain in extremity, and flushing. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
Actelion at 1-866-228-3546 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS
Strong CYP2C8 inhibitors: increased exposure to selexipag and its
active metabolite. Avoid concomitant use. (7.1, 12.3)

e Nursing mothers: discontinue UPTRAVI or breastfeeding. (8.2)
e  Severe hepatic impairment: Avoid use. (8.6)

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.
Revised: 12/2015

FULL PRESCRIBING INFORMATION: CONTENTS*

1  INDICATIONS AND USAGE
1.1 Pulmonary Arterial Hypertension
2 DOSAGE AND ADMINISTRATION
2.1  Recommended Dosage
2.2 Interruptions and Discontinuations
2.3 Dosage Modifications in Patients with Hepatic Impairment
DOSAGE FORMS AND STRENGTHS
4  CONTRAINDICATIONS
5  WARNINGS AND PRECAUTIONS
5.1  Pulmonary Veno-Occlusive Disease (PVOD)
6 ADVERSE REACTIONS
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w
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Pulmonary Arterial Hypertension
UPTRAVI is indicated for the treatment of pulmonary arterial hypertension (PAH, WHO Group
I) to delay disease progression and reduce the risk of hospitalization for PAH.

Effectiveness was established in a long-term study in PAH patients with WHO Functional Class
[I-11T symptoms.

Patients had idiopathic and heritable PAH (58%), PAH associated with connective tissue disease
(29%), PAH associated with congenital heart disease with repaired shunts (10%) /[see Clinical
Studies (14.1)].

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage

The recommended starting dose of UPTRAVI is 200 micrograms (mcg) given twice daily.
Tolerability may be improved when taken with food /see Clinical Pharmacology (12.3)].

Increase the dose in increments of 200 mcg twice daily, usually at weekly intervals, to the
highest tolerated dose up to 1600 mcg twice daily. If a patient reaches a dose that cannot be
tolerated, the dose should be reduced to the previous tolerated dose.

Do not split, crush, or chew tablets.

2.2 Interruptions and Discontinuations
If a dose of medication is missed, patients should take a missed dose as soon as possible unless
the next dose is within the next 6 hours.

If treatment is missed for 3 days or more, restart UPTRAVI at a lower dose and then retitrate.

23 Dosage Adjustment in Patients with Hepatic Impairment

No dose adjustment of UPTRAVI is necessary for patients with mild hepatic impairment (Child-
Pugh class A).

For patients with moderate hepatic impairment (Child-Pugh class B), the starting dose of
UPTRAVI is 200 mcg once daily. Increase in increments of 200 mcg once daily at weekly
intervals, as tolerated /see Use in Specific Populations (8.6), and Clinical Pharmacology (12.3)].

Avoid use of UPTRAVI in patients with severe hepatic impairment (Child-Pugh class C).
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3 DOSAGE FORMS AND STRENGTHS
UPTRAVI is available in the following strengths:
— 200 mcg [Light yellow tablet debossed with 2]
— 400 mcg [Red tablet debossed with 4]
— 600 mcg [Light violet tablet debossed with 6]
— 800 mcg [Green tablet debossed with §]
— 1000 mcg [Orange tablet debossed with 10]
— 1200 mcg [Dark violet tablet debossed with 12]
— 1400 mcg [Dark yellow tablet debossed with 14]
— 1600 mcg [Brown tablet debossed with 16]

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 Pulmonary Veno-Occlusive Disease (PVOD)

Should signs of pulmonary edema occur, consider the possibility of associated PVOD. If
confirmed, discontinue UPTRAVI.

6 ADVERSE REACTIONS

6.1 Clinical Trial Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

The safety of UPTRAVI has been evaluated in a long-term, placebo-controlled study enrolling
1156 patients with symptomatic PAH (GRIPHON study) /[see Clinical Studies (14)]. The
exposure to UPTRAVI in this trial was up to 4.2 years with median duration of exposure of 1.4
years.
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Table 1 presents adverse reactions more frequent on UPTRAVI than on placebo by >3%.

Table 1 Adverse Reactions

UPTRAVI Placebo

Adverse Reaction N=575 N=577
Headache 65% 32%
Diarrhea 42% 18%
Jaw pain 26% 6%
Nausea 33% 18%
Myalgia 16% 6%
Vomiting 18% 9%
Pain in Extremity 17% 8%
Flushing 12% 5%
Arthralgia 11% 8%
Anemia 8% 5%
Decreased appetite 6% 3%
Rash 11% 8%

These adverse reactions are more frequent during the dose titration phase.

Hyperthyroidism was observed in 1% (n=8) of patients on UPTRAVI and in none of the patients
on placebo.

Laboratory Test Abnormalities

Hemoglobin

In a Phase 3 placebo-controlled study in patients with PAH, mean absolute changes in
hemoglobin at regular visits compared to baseline ranged from —0.34 to —0.02 g/dL in the
selexipag group compared to —0.05 to 0.25 g/dL in the placebo group. A decrease in hemoglobin
concentration to below 10 g/dL was reported in 8.6% of patients treated with selexipag and 5.0%
of placebo-treated patients.

Thyroid function tests

In a Phase 3 placebo-controlled study in patients with PAH, a reduction (up to —0.3 MU/L from a
baseline median of 2.5 MU/L) in median thyroid-stimulating hormone (TSH) was observed at
most visits in the selexipag group. In the placebo group, little change in median values was
apparent. There were no mean changes in triiodothyronine or thyroxine in either group.
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7 DRUG INTERACTIONS
7.1 Strong CYP2CS8 Inhibitors

Concomitant administration with strong inhibitors of CYP2C8 may result in a significant
increase in exposure to selexipag and its active metabolite. Avoid concomitant administration of
UPTRAVI with strong inhibitors of CYP2CS8 (e.g., gemfibrozil) [see Clinical Pharmacology

(12.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no adequate and well-controlled studies with UPTRAVI in pregnant women. Animal
reproduction studies performed with selexipag showed no clinically relevant effects on
embryofetal development and survival. A slight reduction in maternal as well as in fetal body
weight was observed when pregnant rats were administered selexipag during organogenesis at a
dose producing an exposure approximately 47 times that in humans at the maximum
recommended human dose. No adverse developmental outcomes were observed with oral
administration of selexipag to pregnant rabbits during organogenesis at exposures up to 50 times
the human exposure at the maximum recommended human dose.

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. In the U.S. general population, the estimated background risk of major
birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%,
respectively.

Data
Animal Data

Pregnant rats were treated with selexipag using oral doses of 2, 6, and 20 mg/kg/day (up to 47
times the exposure at the maximum recommended human dose of 1600 mcg twice daily on an
area under the curve [AUC] basis) during the period of organogenesis (gestation days 7 to 17).
Selexipag did not cause adverse developmental effects to the fetus in this study. A slight
reduction in fetal body weight was observed in parallel with a slight reduction in maternal body
weight at the high dose.

Pregnant rabbits were treated with selexipag using oral doses of 3, 10, and 30 mg/kg (up to 50
times the exposure to the active metabolite at the maximum recommended human dose of 1600
mcg twice daily on an AUC basis) during the period of organogenesis (gestation days 6 to 18).
Selexipag did not cause adverse developmental effects to the fetus in this study.

8.2 Lactation

It is not known if UPTRAVI is present in human milk. Selexipag or its metabolites were present
in the milk of rats. Because many drugs are present in the human milk and because of the
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potential for serious adverse reactions in nursing infants, discontinue nursing or discontinue
UPTRAVL

8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

8.5 Geriatric Use

Of the 1368 subjects in clinical studies of UPTRAVI 248 subjects were 65 years of age and
older, while 19 were 75 and older. No overall differences were observed between these subjects
and younger subjects, and other reported clinical experience has not identified differences in
responses between the elderly and younger patients, but greater sensitivity cannot be ruled out.

8.6 Patients with Hepatic Impairment

No adjustment to the dosing regimen is needed in patients with mild hepatic impairment (Child-
Pugh class A).

A once-daily regimen is recommended in patients with moderate hepatic impairment (Child-
Pugh class B) due to the increased exposure to selexipag and its active metabolite. There is no
experience with UPTRAVI in patients with severe hepatic impairment (Child-Pugh class C).
Avoid use of UPTRAVI in patients with severe hepatic impairment [see Dosage and
Administration (2.3) and Clinical Pharmacology (12.3)].

8.7 Patients with Renal Impairment

No adjustment to the dosing regimen is needed in patients with estimated glomerular filtration
rate > 15 mL/min/1.73 m?,

There is no clinical experience with UPTRAVI in patients undergoing dialysis or in patients with
glomerular filtration rates < 15 mL/min/1.73 m® [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

Isolated cases of overdose up to 3200 mcg were reported. Mild, transient nausea was the only
reported consequence. In the event of overdose, supportive measures must be taken as required.
Dialysis is unlikely to be effective because selexipag and its active metabolite are highly protein-
bound.

11 DESCRIPTION

UPTRAVI (selexipag) is a selective non-prostanoid IP prostacyclin receptor agonist. The
chemical name of selexipag is 2-{4-[(5,6-diphenylpyrazin-2-yl)(isopropyl)amino]butoxy}-N-
(methylsulfonyl) acetamide. It has a molecular formula of C,cH3,N404S and a molecular weight
0f 496.62. Selexipag has the following structural formula:
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Selexipag is a pale yellow crystalline powder that is practically insoluble in water. In the solid
state selexipag is very stable, is not hygroscopic, and is not light sensitive.

Depending on the dose strength, each round film-coated tablet for oral administration contains
200, 400, 600, 800, 1000, 1200, 1400, or 1600 mcg of selexipag. The tablets include the
following inactive ingredients: D-mannitol, corn starch, low substituted hydroxypropylcellulose,
hydroxypropylcellulose, and magnesium stearate. The tablets are film coated with a coating
material containing hypromellose, propylene glycol, titanium dioxide, carnauba wax along with
mixtures of iron oxide red, iron oxide yellow or iron oxide black.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Selexipag is an oral prostacyclin receptor (IP receptor) agonist that is structurally distinct from
prostacyclin. Selexipag is hydrolyzed by carboxylesterase 1 to yield its active metabolite, which
is approximately 37-fold as potent as selexipag. Selexipag and the active metabolite are selective
for the IP receptor versus other prostanoid receptors (EP;.4, DP, FP and TP).

12.2 Pharmacodynamics
Cardiac electrophysiology:

At the maximum tolerated dose of 1600 mcg twice daily, selexipag does not prolong the QT
interval to any clinically relevant extent.

Platelet aggregation:

Both selexipag and its active metabolite caused concentration-dependent inhibition of platelet
aggregation in vitro with an ICsp of 5.5 uM and 0.21 uM, respectively. However, at clinically
relevant concentrations, there was no effect on platelet aggregation test parameters as seen
following multiple-dose administrations of selexipag in healthy subjects from 400 mcg up to
1800 mcg twice daily.

Pulmonary hemodynamics:

A Phase 2 clinical study assessed hemodynamic variables after 17 weeks of treatment in patients
with PAH WHO Functional Class II-III and concomitantly receiving endothelin receptor
antagonists (ERAs) and/or phosphodiesterase type 5 (PDE-5) inhibitors. Patients titrating
selexipag to an individually tolerated dose (200 mcg twice daily increments up to 800 mcg twice
daily) (N=33) achieved a statistically-significant mean reduction in pulmonary vascular
resistance of 30.3% (95% confidence interval [CI] —44.7%, —12.2%) and an increase in cardiac
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index (median treatment effect) of 0.41 L/min/m* (95% CI 0.10, 0.71) compared to placebo
(N=10).

Drug interaction:

In a study in healthy subjects, selexipag (400 mcg twice a day) did not influence the
pharmacodynamic effect of warfarin on the international normalized ratio.

12.3 Pharmacokinetics

The pharmacokinetics of selexipag and its active metabolite have been studied primarily in
healthy subjects. The pharmacokinetics of selexipag and the active metabolite, after both single-
and multiple-dose administration, were dose-proportional up to a single dose of 800 mcg and
multiple doses of up to 1800 mcg twice daily. No accumulation in plasma, either of parent
compound or active metabolite, occurred after multiple-dose administration.

In healthy subjects, inter-subject variability in exposure (area under the curve over a dosing
interval, AUC) at steady-state was 43% and 39% for selexipag and the active metabolite,
respectively. Intra-subject variability in exposure was 24% and 19% for selexipag and the active
metabolite, respectively.

Exposures to selexipag and the active metabolite at steady-state in PAH patients and healthy
subjects were similar. The pharmacokinetics of selexipag and the active metabolite in PAH
patients were not influenced by the severity of the disease and did not change with time.

Both in healthy subjects and PAH patients, exposure at steady-state to the active metabolite is
approximately 3- to 4-fold that of selexipag.

Absorption

Upon oral administration, maximum observed plasma concentrations of selexipag and its active
metabolite after oral administration are reached within about 1-3 hours and 3—4 hours,
respectively.

In the presence of food, the absorption of selexipag was prolonged resulting in a delayed time to
peak concentration (Tmax) and ~30% lower peak plasma concentration (Cpax). The exposure to
selexipag and the active metabolite (AUC) did not significantly change in the presence of food.

Distribution

Selexipag and its active metabolite are highly bound to plasma proteins (approximately 99% in
total and to the same extent to albumin and alphal-acid glycoprotein).

Metabolism

Selexipag undergoes enzymatic hydrolysis of the acylsulfonamide by hepatic carboxylesterase 1,
to yield the active metabolite. Oxidative metabolism catalyzed by CYP3A4 and CYP2CS8 leads
to the formation of hydroxylated and dealkylated products. UGT1A3 and UGT2B7 are involved
in the glucuronidation of the active metabolite. Except for the active metabolite, none of the
circulating metabolites in human plasma exceeds 3% of the total drug-related material.
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Elimination

Elimination of selexipag is predominately via metabolism with a mean terminal half-life of
0.8-2.5 hours. The active metabolite has a terminal half-life of 6.2-13.5 hours. The apparent oral
clearance of selexipag is on average 35 L/hour.

Excretion

In a study in healthy subjects with radiolabeled selexipag, approximately 93% of radioactive
drug material was eliminated in feces and only 12% in urine. Neither selexipag nor its active
metabolite were found in urine.

Specific Populations:

No clinically relevant effects of sex, race, age or body weight on the pharmacokinetics of
selexipag and its active metabolite have been observed in healthy subjects or PAH patients.

Age:

The pharmacokinetic variables (Cpnax and AUC) were similar in adult and elderly subjects up to
75 years of age. There was no effect of age on the pharmacokinetics of selexipag and the active
metabolite in PAH patients.

Hepatic Impairment:

In subjects with mild (Child-Pugh class A) or moderate (Child-Pugh class B) hepatic
impairment, exposure to selexipag was 2- and 4-fold that seen in healthy subjects. Exposure to
the active metabolite of selexipag remained almost unchanged in subjects with mild hepatic
impairment and was doubled in subjects with moderate hepatic impairment. [see Use in Specific
Populations (8.6)].

Based on pharmacokinetic modeling of data from a study in subjects with hepatic impairment,
the exposure to the active metabolite at steady state in subjects with moderate hepatic
impairment (Child-Pugh class B) after a once daily regimen is expected to be similar to that in
healthy subjects receiving a twice daily regimen. The exposure to selexipag at steady state in
these patients during a once daily regimen is predicted to be approximately 2-fold that seen in
healthy subjects receiving a twice-daily regimen.

Renal Impairment:

A 40-70% increase in exposure (maximum plasma concentration and area under the plasma
concentration-time curve) to selexipag and its active metabolite was observed in subjects with
severe renal impairment (estimated glomerular filtration rate > 15 mL/min/1.73 m” and < 30

mL/min/1.73 m®) [see Use in Specific Populations (8.7)].

Drug Interaction Studies:

In vitro studies

Selexipag is hydrolyzed to its active metabolite by hepatic carboxylesterase 1. Selexipag and its
active metabolite both undergo oxidative metabolism by CYP2C8 and CYP3A4. The
glucuronidation of the active metabolite is catalyzed by UGT1A3 and UGT2B7. Selexipag and
its active metabolite are substrates of OATP1B1 and OATP1B3. Selexipag is a substrate of P-gp,
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and the active metabolite is a substrate of the transporter of breast cancer resistance protein
(BCRP).

Selexipag and its active metabolite do not inhibit or induce hepatic cytochrome P450 enzymes at
clinically relevant concentrations. Selexipag and its active metabolite do not inhibit hepatic or
renal transport proteins.

The effect of strong inhibitors of CYP2CS (such as gemfibrozil) on the exposure to selexipag or
its active metabolite has not been studied. Concomitant administration with strong inhibitors of
CYP2C8 may result in a significant increase in exposure to selexipag and its active metabolite
[see Drug Interactions (7.1)].

The results on in vivo drug interaction studies are presented in Figure 1.

Figure 1 Effect of Other Drugs on UPTRAVI and its Active Metabolite (A) and
Effect of UPTRAVI on Warfarin (B)

Interacting drug Recommendation
A Selexipag Active metabolite
lopinavirfritonavir ~ AUGins e e no dose adjustment
CITIEX ¥ I |+|
warfarin AUCezu H i no dose adjustment
Comax = g
*ERA AUCray b s no dose adjustment
*PDE-5 inhibitor AUCtzu gl g no dose adjustment
*ERA+PDE-5inhibitor AUCwmu ) B ) ) ) , )  no dose adjustment
1/3 12 1 2 3 1/3 12 1 2 3
Fold-change relative to selexipag alone (point estimate and 90% ClI)
B R-Warfarin S-Warfarin
Selexipag AUCins | [ | no dose adjustment
Conax ] M

1/3 172 1 2 3 1/3 172 1 2 3

Fold-change relative to warfarin alone (point estimate and 90% Cl)

*ERA and PDE-5 inhibitor data from GRIPHON.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis: In the 2-year carcinogenicity studies, chronic oral administration of selexipag
revealed no evidence of carcinogenic potential in rats at 100 mg/kg/day and mice at 500
mg/kg/day. The exposures were more than 25-fold human exposure.
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Mutagenesis: Selexipag and the active metabolite are not genotoxic on the basis of the overall
evidence of conducted genotoxicity studies.

Fertility: The no effect dose for effects on fertility was 60 mg/kg/day in a study in which rats
were administered selexipag orally. This dose corresponded to an exposure of 175-times (active
metabolite) the human therapeutic exposure.

14 CLINICAL STUDIES

14.1 Pulmonary Arterial Hypertension

The effect of selexipag on progression of PAH was demonstrated in a multi-center, double-blind,
placebo-controlled, parallel group, event-driven study (GRIPHON) in 1156 patients with
symptomatic (WHO Functional Class I [0.8%], II [46%], III [53%], and IV [1%] ) PAH. Patients
were randomized to either placebo (N = 582), or UPTRAVI (N = 574). The dose was increased
in weekly intervals by increments of 200 mcg twice a day to the highest tolerated dose up to
1600 mcg twice a day.

The primary study endpoint was the time to first occurrence up to end-of-treatment of: a) death,
b) hospitalization for PAH, c) PAH worsening resulting in need for lung transplantation, or
balloon atrial septostomy, d) initiation of parenteral prostanoid therapy or chronic oxygen
therapy, or e) other disease progression based on a 15% decrease from baseline in 6MWD plus
worsening of Functional Class or need for additional PAH-specific therapy.

The mean age was 48 years, the majority of patients were white (65%) and female (80%). Nearly
all patients were in WHO Functional Class II and III at baseline.

Idiopathic or heritable PAH was the most common etiology in the study population (58%)
followed by PAH associated with connective tissue disease (29%), PAH associated with
congenital heart disease with repaired shunts (10%), drugs and toxins (2%), and HIV (1%).

At baseline, the majority of enrolled patients (80%) were being treated with a stable dose of an
endothelin receptor antagonist (15%), a PDE-5 inhibitor (32%), or both (33%).

Patients on selexipag achieved doses within the following groups: 200 - 400 mcg (23%), 600 -
1000 mcg (31%) and 1200 - 1600 mcg (43%).

Treatment with UPTRAVI resulted in a 40% reduction (99% CI: 22 to 54%; two-sided log-rank
p-value <0.0001) of the occurrence of primary endpoint events compared to placebo (Table 2;
Figure 2). The beneficial effect of UPTRAVI was primarily attributable to a reduction in
hospitalization for PAH and a reduction in other disease progression events (Table 2). The
observed benefit of UPTRAVI was similar regardless of the dose achieved when patients are
titrated to their highest tolerated dose /see Dosage and Administration (2.1)].



NS-304

1.6 AEICHE T HERARRFICET SEH Page 13

Figure 2

% patients event free (Kaplan-Meier)

Kaplan-Meier Estimates of the First Morbidity-Mortality Event in
GRIPHON
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2-sided Logrank p-value: <0.0001
0
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Months from randomization

UPTRAVI patients:

at risk
Placebo

at risk

574 455 361 246 171 101 40
patients:
582 433 347 220 149 88 28
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Table 2 Primary Endpoints and Related Components in GRIPHON

UPTRAVI Placebo Hazard Ratio p-value
N=574 N=582 (99% CI)
n % n %
Primary endpoint events up to the end of treatment
All primary endpoint events 155 27.0 242 41.6 0.60 [0.46,0.78] | <0.0001
As first event:
e Hospitalization for PAH 78 13.6 109 18.7
e Other disease Progression 38 6.6 100 17.2
(Decrease in 6MWD plus
worsening functional class or
need for other therapy)
e Death 28 4.9 18 3.1
e Parenteral prostanoid or 10 1.7 13 2.2
chronic oxygen therapy
e PAH worsening resulting in 1 0.2 2 0.3
need for lung transplantation
or balloon atrial septostomy

It is not known if the excess number of deaths in the selexipag group is drug-related because
there were so few deaths and the imbalance was not observed until 18 months into GRIPHON.

Figures 3A, B and C show time to first event analyses for primary endpoint components of
hospitalization for PAH (A), other disease progression (B), and death (C)—all censored 7 days
after any primary end point event (because many patients on placebo transitioned to open-label
UPTRAVI at this point).
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Figure 3 A Hospitalization for PAH as the First Endpoint in GRIPHON
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Figure 3B Disease Progression as the First Endpoint in GRIPHON
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Figure 3 C Death as the First Endpoint in GRIPHON
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The treatment effect of UPTRAVI on time to first primary event was consistent irrespective of
background PAH therapy (i.e., in combination with ERA, PDES5i, or both, or without
background therapy) (Figure 4).
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Figure 4 Subgroup Analyses of the Primary Endpoint in GRIPHON
Hazard ratio and 99% ClI
or o7 0% g EUNU EPINP HR  99%Cl

Overall Treatment Effect HIlH 155/574 242/582 0.60 (0.46,0.78)
PAH therapy at baseline ;

ERAs monotherapy (14.7%) —e— 23/94 29/76 066 (0.32,1.35)

PDES Inhibitors monotherapy (32.4%) r—l—l 54/189 84/185 0.58 (0.37,0.91)

ERAs and PDE5-Inhibitors (32.5%) b—a— 47/179 80/197 0.63 (0.39,1.01)

No PAH specific therapy (20.4%) —— 31112 49/124 0.57 (0.32,1.03)
WHO functional class at baseline :

1/11(46.5%) [ 52/278 74/260 0.63 (0.40,1.00)

1/ 1V (53.5%) s 103/296 168/322 0.60 (0.43,0.83)
Sex ‘

Males (20.2%) —a— 31117 48/116 0.56 (0.31,1.02)

Females (79.8%) = SF 124/457 194/466 0.61 (0.46,0.82)
Race

Caucasian/Hispanic (74.8%) il 114/427 196/438 0.53 (0.39,0.72)

Asian (21.2%) P 40/125 40/120 0.99 (0.56,1.76)
Age at screening :

<65 (82.1%) = R 124/475 190/474 0.59 (0.44,0.80)

>=65 (17.9%) |—¢—| 31/99 52/108 0.65 (0.36,1.17)
PAH etiology at baseline :

IPAH, HPAH, HIV, Drugs or Toxin induced (61.6%) i 98/347  156/365 0.61 (0.44,0.86)

Assoc. with Connective Tissue Disease (28.9%) —a— 48/167 73/167 0.59 (0.37,0.96)

Assoc. with Congenital Heart Disease (9.5%) e 9/60 13/50 0.58 (0.19,1.79)
Geographical region :

US (13.4%) - 16/74 22/81 068 (0.29,1.61)

QOutside of US (86.6%) = [ 139/500 220/501 0.59 (0.45,0.78)

Favors UPTRAVI Favors placebo

T T T T T TTTrT

T
01 02 06 1 2

Note: Race group “Other” is not displayed in analysis, as the population is less than 30. EU = Number of UPTRAVI
patients with events, NU = Number of patients randomized to UPTRAVI, EP = Number of Placebo patients with
events, NP = Number of patients randomized to Placebo, HR = Hazard Ratio, CI = Confidence Interval, the size of

the squares represent the number of patients in the subgroup.

Note: The figure above presents effects in various subgroups all of which are baseline characteristics and all were

pre-specified. The 99% confidence limits that are shown do not take into account how many comparisons were

made, nor do they reflect the effect of a particular factor after adjustment for all other factors. Apparent

homogeneity or heterogeneity among groups should not be over-interpreted.
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6-Minute Walk Distance (6MWD)

Exercise capacity was evaluated as a secondary endpoint. Median absolute change from baseline
to week 26 in 6MWD measured at trough (i.e. at approximately 12 hours post-dose) was +4
meters with UPTRAVI and -9 meters in the placebo group. This resulted in a placebo-corrected
median treatment effect of 12 meters (99% CI: 1, 24 meters;two-sided p = 0.005).

16 HOW SUPPLIED/STORAGE AND HANDLING
UPTRAVI (selexipag) film-coated, round tablets are supplied in the following configurations:

Strength Color Debossing NDC-XXX NDC-XXX
(meg) Bottle of 60 Bottle of 140
200 Light yellow 2 66215-602-06 66215-602-14
400 Red 4 66215-604-06 Not Applicable
600 Light violet 6 66215-606-06 Not Applicable
800 Green 8 66215-608-06 Not Applicable
1000 Orange 10 66215-610-06 Not Applicable
1200 Dark violet 12 66215-612-06 Not Applicable
1400 Dark yellow 14 66215-614-06 Not Applicable
1600 Brown 16 66215-616-06 Not Applicable

UPTRAVI is also supplied in a Titration Pack [NDC 66215-628-20] that includes a 140 count

bottle of 200 mcg tablets and a 60 count bottle of 800 mcg tablets.

Store at 20°C to 25°C (68°F to 77°F). Excursions are permitted between 15°C and 30°C (59°F
and 86°F). [See USP Controlled Room Temperature].
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Package Insert).

Inform patients:

e what to do if they miss a dose

e not to split, crush, or chew tablets.

Manufactured for:

Actelion Pharmaceuticals US, Inc.
5000 Shoreline Court, Ste. 200

South San Francisco, CA 94080, USA
ACT20151221b

© 2015 Actelion Pharmaceuticals US, Inc. All rights reserved.
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REFMXE (FIER)

ENTTHER

1 ZhEE - SR

1.1 BB At o e

ARFN LA E AR A & fESE (PAH, WHO 438 1) OMEITHEIE K O PAH IZ X 5 ABED U A 7 b
ZEME LRI AT 5,

WHO HERE/YEE 7 T A I~ DIEIREZ 95 PAH BBE 255 & LR T, A2 Hesr
IhTnas,

BEOWNRIT, F5YE PAH M ONEIGEME PAH (58%) . FEAHHARFICEES PAH (29%), > v b
BRI S A DA RMELEERIZHE S PAH (10%) Tho7- [HRHER (14.1) omEE],

2 RAE-HE
21 #EINDHHE - AE
AR OHEER A EIX 1[F1200 pg 1 H 2 [BEITH D, BRICIRHT 2 FNAEERNE LT
[FRARSREE (12.3) OIEBM],
1[E1200 pg 1 H 2 [Al0 &R, @5 1ERER T, SeH&E%Z 1\1600pg1 H 2B E L THRKR
MARE CHET 22 L, BENIARCTEARVARICE LG EIE AIBEFEOA RIS Z &,
BERI DY EICEE LianZ b, ROMEE 22N &,

22 BEQOHEHRUHIE
ARDOIRM Z sl HG, RORME T 6 FFHUNTHIE, IR LN &,
KAl O¥ 2 3 ALL LW LcE, RAENSBREG L THEMERNES T2 L,

23 HEEREORERM

WX ORFREE R (Child-Pugh 2338 A) (ZIEAHKI O HEFHENITLE 20,

WA O TR E B (Child-Pugh 358 B) (Z1E, AAIZ 1200 ug 1 B 1 F2 856 5,
1[E200pg 1 B 1EIOHEE, 1 BEOMBETIAETE2HEE CHET D FlREM~0F 5
(8.6) DOIEKOEGARIKE (12.3) OHEBM],
mEONFREEBE (Child-Pugh 758 C) [ZIIAAOE G- 2kET 5 Z &,

3 FIBRUEEE
KANTLLT D& BHENH D,
—200 pg [2 DHIEND & 2 A D FEA ]
—400 pg [4 AN & 2 AR DFERH ]
—600 pg [6 DRI & 5 IREE D FEH ]
—800 pg [8 DAIFIN & 2 fk e DO FEA]
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—1000 pug [10 DZIFIR B B D EEA ]
—1200 pug [12 DHIFIHR & D SR A O FEA]
— 1400 pg [14 DHIFIH & 5 B A O FEA]

Zl
—1600 ug [16 DZIFINR B 5 A O FEA]

N
i
o

5

7

L

#

5 BERUVEALDIE

5.1 %%m%gﬁﬁ%(mmm

A DS FEBL L 723551 21E . IR IRPAZEMR B L BT S rIRetE 2 B 5 2 &, il
RPAZEMERR B & R S LT 5 i\$ﬁ®&5%$tﬁé:ko

6 EIfEM
6.1 BRERER
BRI SR A T ORI SLD 7200, & 2 MHI DR ABRIC 3515 2 BIER 03 B 13

BIOIERN ORI IT 2B L EERT 2 Z 23 TE3, HHEF %T@%ﬁ4%ﬁﬁb
TWhneE&EZ b5,

AR DOLEMEIL, JEMENE PAH B 1156 Bl xR & Lc 7 7 ki EHIHEGEAE (GRIPHON
HER) TR S [BRARER (14) 0ESM], KB CoOARAF O GHMITRKE 42 T, F
RAEIT 14 FETH -7,

AFIFEDOFEBLZRN 77 2 RRE & el LT 3%LL B> mRIER 23 1 12”7,

=1 BlEHA
~ A #E 7T AREE
alfEH N=575 N=577
GE 65% 32%
T 42% 18%
Bt 26% 6%
LD 33% 18%
5 A e 16% 6%
Mg 18% 9%
DU g 17% 8%
AT 12% 5%
LlEiEn 11% 8%
21 8% 5%
BARGR 6% 3%
W5 11% 8%

INHORWERIZTHEREH TL YV ZI BB L TW5,
FOR IR RE TLEEIE A AFIRE T 1% (n=8) BH L. 7T BREETIIREA L ed o7,
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BRREBERE

AEHSOEY

PAH & Z X5 & LI28 NI AT 7 & ANk B EGER © U RBER I 1T D ~E 7 1 B R
DR—ZF A S DECEONEEIL, 7T B ARBETIE-0.05~0.25 g/dL ToH HDITx L, AFHl
HETIE-034~-0.02 g/dL THo7c, ~EZ B EUREN 10 g/dL ARG T L7 BE S, AFIRET
8.6%. 77 EARHET 5.0%ME L7,

AR R E

PAH fBF & %5 & L7288 T AR 7 2 AN e WU HRAR C | AAKIRE CIIR D RBEIRe 1T BRI
FIEL (TSH) OFRERED LTz (R—2F 4 »OFJufl 2.5 MU/L 75 5K T-0.3 MU/L),
77 ARBETIX TSH OFRAEIZIZ & A EZBITRO N>z, Y I3 — KA = KOW
A v X ORI FRO b o T,

7 EWYHEEER
7.1 5&H7% CYP2C8 [HE

S 7172 CYP2CS LB ZOFH L7256, B L X T RO OTEMERB OMRE RN G EIC
mﬁéﬂm@#&éoXﬁk%ﬁ&cnmmm%ﬁ(#A747myw&&)@%ﬁiﬁfé_
& EEREREE (12.3) OHEZBH],

8 HAlLGEH~DEZS
8.1 Itk

)R DEH

PEIRIZ 6 LT o0 0 B 756t IR 2 B 7o PRSGRRBR I T 3E 0 L Tuhg Ly, tvﬂevﬁ&“%&kf
L= o AR A FIERBR Clx, I8« JRIBRORA R OAEFRICHT D EEMNIC BT 7 8

D LRSI, BIRFRETAOERT v Mo, & ’Wk%H%g%&ﬁbtﬁwﬁwkm
RBERL LT HEZRG UL ZA, BIE & FRRICRHAT LT ORERD 3580 biviz,
e IRAFETERI OEIR 7 312, b MR ARHERAELZHRE LIZEEOK 50 5 E TOREEL -
LTHEARAKE LI ZA, IR IRIEORAICHFEREEITRD bLRnoTz,

WIS EBF NI D EE A KRR OVEEORHEE SN2 R A7 IR TH L, KkEDO—
WAV TIE, BERIIZEED IV AR CHERE e R R ONREOHEE S -ty A
71, TN 2%~4%K DN 15%~20%Tdh 5.

—4

BYT—4

JERERE TR GTHE 7~17 B) OEHET v NI, BLF 372, 6, 20 mgkg/H [HFR —dh
MM (AUC) I2HS< &, B NORKHERHETH S 1R 1600 ug 1 H 2 IR A& G L72EED
AT EECORBEEL LT-0T] 205 Lz, KRBT, B L X U7 3REOREICEE
IR RF S eh oz, BARFET, BEEXORHEICE T ORERBD 2RO b,

i




NS-304 1.6 NEICH T EHEARREFCEHT HEH Page 24

AR T X ORI ERY (IR 6~18 H) 12, BLF 37 3, 10, 30 mgkg/ H (AUC IZ
o<l B MORKHERHABETH D 1111600 pg 1 H 2 [BIFEH 5 LZEROK) 50 5% TOEM
REMOBFERL HT-6T) ZRAKELG Lz, KRBT, 2L X7 EREORAEICHEREY
Br RIE S Ipotz,

8.2 RILWE

KA E FOAITPICBATT 20 E 2 NIAATH D, L F 7 UL OFEMEEH D Z
> FOAFHFICRD Tz, < DA E P OAIFFITBAT L, LR TEERAIEMNNHEELT
DAREMEN D D Z LD, IR IAAZR G 21T 5 2 Ly

84 INE~DERE
NSS4 2 AFN D2 Ve e ORI HESL L Tueuy,

8.5 BEEE~DEE

A2 e U T B IRERBR Ot G B 1368 11D 5 6| 248 (51173 65 kLA b, 19 fi72s 75 5% Lh = TH
ST, T DOEE LIESEE OB TREMICEITRL . MOBKRBRICB W T &g LIk
Il E O T Do 7oy, BV ERE 3 2 FREMEIL S E TE 220,

86 IEEEE~ORS

B ORFHEE L (Child-Pugh 5% A) (2 REARGO L BIE 2L,

WA O TR ERE  (Child-Pugh 2508 B) (2i%, & L& 237 ROV OFFMAHY OIREE E8
MM B0, 1 BRI S 0S, FIEOTFRAERE (Child-Pugh S C) 1IRAAI%
Beli LTREB R\ BIEORTIES IR AR OB 5 20 5 = & URIE - B 23) RO
IR (123) OHEBM],

8.7 BREEFEEE~DES

SA BRI R HEE E>15 mL/min/1.73 m® D BE (259 25 F BRSO LB 1T/,

BT TR BRI R HE E <15 mL/min/1.73 m* O fRE (T AH 2 L 7= B RRRBR 1T 722\ [
PRIEHEE (12.3) OEEBM],

10 BEERE

AFNZ 3200 pg FTiEERG LIEGINHE SN TWD, @ S RITERIZEE T —EfEo
BLOHBTH o7, WERGNIEAELZHEAIE, BEIDE U TRERETLET L 2 &, 2B,
T LR NI ROZOIEERHL S 7 FEERBE N BITIRRB 2N EEZ BN D,

11 R
AH (BLF A7) BET AL A FOBRN IP 2R REEIETH L5, ELF 7ok
4413, 2-{4-[(5,6-diphenylpyrazin-2-yl)(isopropyl)amino]butoxy} -N-(methylsulfonyl) acetamide T& 5,
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7RI E CogHioNLO4S T 50 7813 496.62 TH D, L X7 EXIILL To@ Y Th
5

T L X R TRRECOFREREOH R T, KITIZE A ERT 20, EERREDOE L X871
FEFIZLETHY , WML, KT L THLEETH D,

AR EEIG CCRRAKRGHOMBEOR T v bha—T 4 » ZEICITE L /37 % 200,
400, 600, 800, 1000, 1200, 1400 X% 1600 pg #Te, AREEANITIHRMP E LT, D-v > = h—/b,
FyERmaYF Ty EKEE FoXxsFurlblo—2 b Redxi o ibilio—2,
ATT VU~ IR LT, REEANZ, eV rAn—X FuvLrr)a—n ZEgk
Fro AnFussny LT RER S, mEREUIBARIEBOREME S a—T
AV THITT7 4 v ba— STV,

12 ERPREEIE

121 {ERA%F

BLHRINRTET ALY A7) RS R LBRAREGO P ZERFEETH L, BLF
RPN ARF VT AT T — 1 X O IEEREIMAK SR S, TEERE O 1P ZF K
~OBNTELF I RNTORITETH D, B LX U7 RO OIEEREDIIhoO T a2 % 7 4
RS2 (EPy4. DP, FP XX TP) (TLHEARTIP ZAKIZEINKTH 5,

122 Eh=E

DBEESLEES

AR O K& 1 18] 1600 pg 1 B 2 [E4% 5Tk, BK LR E 72225 QT Mg DR IZR O H i
TR,

m/MREESERE

T LX ORI ROEDOTEERHIE, in vitro 3R TR BERAFAIZ I/ IR EESE 2 #1H] L, 1Cs 13
ZNENS55 K OV021 pmol/L Th o7z, LML S, fEREHERE ICAKI % 1 8] 400~1800 pg 1
H 2 EERSG LB 77200, BRRE T, I/MREEERED /T XA — 2 |[ZEITRD b
2ot

fhf{TEhEE -
B MHEREAR T, = P2 U2/ ARG (BRA) K XIIHRARY = AT 7 —E-5
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(PDE-5) BHFEFEZOFH L TV 5 WHO BEEE/HHY T X II~11 @ PAH & x4, KHl%x 17

WM& 5% O IATENRE ST A — 2 23l LT, AF %% % ORI & E CHlligi s Lz EE
(1181200 pg 1 H 2 [l A EWE TR E 110800 ug 1 H 2 [A1F THitE, N=33) Tk, 77&R
. (N=10) &bl U CREFHFINICAEIS, MmEHEHT CEME) 25 30.3%0 L [95%15 X [H]
(CD) : -44.7%~-12.2%], UM%%% GRFEZHREOFRAE) 23 0.41 Limin/m* #I0 L7= (95% CI : 0.10
~0.71),

EMHEEER
BB E 25 & LI BRC. AFI 1 [E 400 pg 2 1 H 2 [R5 LZE, U7 7 U o)
R (T'a b v U OEBEREL) (ICREE RIF I oo T,

12.3 EWYEhRE

T L XU RO OIEMERHY OEYBIiRIL, EITREERE TR L, AFIE HER S
T800 ug T, XEHGTIME1800 ug 1 H2RIE TOHETEL LIZEOE L XU T RONE
DIEERBY OEWEREI BT, AEIFENRD b, KEHEGHRIC, ELF 7 K]
Z OIGHERH Y O MAEH T OFERIETRD D o7z,

FEFERER AT IC T, ERARIBICI T AIREE R (1 55 [MIRE 0 i Hh i B — R R i )
DOHERFE I ZBETE U X237 43%, EVERE 39% T, #RENEEIIE L X237 24%, 1%
R 19% TH -7,

PAH 38 & EEEMER S CIE, EHIRIBICK T 51 L% o8 R ORI O B3 B X [FIFL
Tholz, PAH BFIZBIT 2 LX o7 RONEHERH OEyBhfeL, REREEEICEEL %
T R L S 2R o T,

DR 3~4fETH T,

R 4R

AR R OEH%, B L3 70F 1~3 B C, IETECEIE 3~4 Wi Clem g i i
Bl L7,

BERBG TIIE L X2 ORI EIE U | ey DEEIE K O Crax DIET (~30%) 23588 B L7z,
T L F I RT RO OFERNRHEHOBRGERE (AUC) 1T, BREFELG THAERBILITZED HNRho
776

yaxiitl
T L XU T R OFEOIEEREIL., EmWIIEY o R I EEREFT L (EX T fEE =R
135 99%., 77 22 KON al -FEtpE & X L OFESRITIFRE),

K
TLXRINRTIFIIFINRF N RTT—F 112KV T IV AVIER T 2 ROEEZE NS iR
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. TEMRE & 70D, CYP3A4 J 0N CYP2C8 1T L 0 F{bfit 252 1) . AKER{LIR K O 7
VB VBRI 5, UGTIA3 KUY UGT2B7 1%, IEMHAREMD 7 v 7 o Ui a B4 5,
TEPERE LN T B L XU T CEET 2 ME ORED 3% % 2 5 b b lEFR TOMRERIHY
X7 ho 77,

HE

T LT O RITECRBFEZ I LTI, RO O EEEIL 0.8~2.5 B TH
5o MG ORKA O HIIL 6.2~ 135K TH D, B RXTORNTOKRO 7 VT Z
V2 CESE) 1 X35 L THh S,

Bt

PR E 2 RITHIERR LT L o7 2 G LR T, BIREDK) 93% 334k
i Sd, RPICHRIE S USRI 12% DA Th o7z, & LF X7 R OZ OIFEER#H OV
BRI S e Tz,

A 7E S -
BEFEHERE U3 PAH BB ISRV T, MR AR, il SUTAEIT, & LR T ROZ OFEN
B O I BB BRIR A IS 2R B e KT S 7o T,

FEH -
FEEEE & 75 B E TOEEE OEYBHIE RT A —H% (Cpax LTV AUC) Z[AEIEETH -7-, PAH
BB WT, Fld ' L X o7 RO OIEMEREY O Y EhiE I Z B % RIFE S o Tz,

FFIES -

T LRI OlgER R, FEFEERRE & T B EST (Child-Pugh 535 A) T2 %,
A FETRESE R (Child-Pugh 2948 B) T 4 {FICHIIN L7, TEPEAE 00 B B | 88 JHE 1T P o FR
FTIHEE A EBC L 220 Tod, PEEITEESE TIE 2 528U (Rl I ~D &5
(8.6) DEZM],

FPEEBE NG E LR BOEYEEET ) v 707 — 21tk &, hEEFREERE
(Child-Pugh 7338 B) IZAAKIZ 1 B 1 [BIEE L7 EFRAE COMRRE &I, @R ANICAFIZ 1
A 2 BIfG U7oBE & bl UC, S CIRFRRE, ' L3377 Tl 2 5 & #E s
el

EIEZE -

B RS E R GRERANEE EHEE M = 15 mL/min/1.73 m*> & O8<30 mL/min/1.73 m>) Ti%., B 1
X L RT O OTEPEE) OO0 58 B (B LA i B8 R OV A7 i — BRp R el R T Tl 2% 40%
~T70%EIN L7z [Ripll7eEH~DFeh (8.7) DIEZM],
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EWHEE AR
in vitro FE&

T LXRIRTIEIFINARF N AT T —F | TIEHEREICIK SR END, EL X7
T O OFEMEREHIL. CYP2CS & TN CYP3A4 (2 X 0 BRILRORET 252 1T 2, TEPECEMIZ . UGT1A3
K ONUGT2B7 IZ &0 7y a U glaa a5t 5, B Lx "7 RO OTEERHIZ. OATPIBI
J2 Y OATPIB3 OFEE TH 5D, BL X XTI P HEY 37 OFFE T, IEERBWIT T v AR
— B —OILJEMES > 737 (BCRP) OIETH D,

T LR RT R OE ORGP IR IR T~ b 7 1 A P450 % BHE XIXEHE 3, X
LB OEEIR S 2R BE L,

mmmsw%ﬁ&m%%(5A747mywﬁE)ﬁfvﬁyﬂfﬁw%@%@ﬁ%%®%%

(2 RAE 5B 2 5 L 7= 5 BR 1T 50 L T2, AFNE CYP2CS DS/ 7ZRBRES L A2 &
ﬁv%/nﬂﬁo%@ﬁiﬁﬁ%®%$aﬂﬁi N ATReER S D R AER (7.1)
DHBH],

in vivo DFYAAEHFABR O R 2K 11277,

Interacting drug Recommendation
A Selexipag Active metabolite
lopinavir/ritonavir ~ AUCins - (e no dose adjustment
Cmax I & |+|
warfarin AUCezy H L no dose adjustment
Cimax = H
*ERA AUCezu gl - no dose adjustment
*PDE-5 inhibitor AUCtau H = no dose adjustment
*ERA+PDE-5 inhibitor AUCwu : it : ; ) , ) , no dose adjustment
1/3 172 1 2 3 1/3 12 1 2 3
Fold-change relative to selexipag alone (point estimate and 90% Cl)
B R-Warfarin S-Warfarin
Selexipag AUCins [ | | no dose adjustment
Crmax ] i

1/3 1/2 1 2 3 1/3 12 1 2 3

Fold-change relative to warfarin alone (point estimate and 90% Cl)

>kERA and PDE-5 inhibitor data from GRIPHON.

K1 HOEESAELFIONITRUVZOFERBYICRIZTTEE (A)
BRIZEKFADIL D 7 Y VIZRIZTEE (B)

13 SEERIREME
131 MARYE. ZERYE. ZHEEES
DA
2 EMONAUFHERBRICEB W T, BRIV EaEROKELE LA, 7 v T 100
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mg/kg/day T, ~ 7 A TiX 500 mg/kg/day THARMEITRD b oTz, IREREITE FOREE
D25 EL ETH T2,

ZEFE -
Ehi SN2 TCOBEEBHERBRO T T L AHESE, B LT RO OIEHH ITE
fmMEZ R &0,

ZHEEE -
Ty MZEVF I AZEZRAKEG LIl 2A, ZREEIIxT 2 #E R R 1T 60 mg/kg/day TH |
ThiTe MAEEREEE (SMERHY) 0175 H0REREZ L-LTHETH T,

14 EREREER
14.1 B BRI 14 At = 0 i

JEMENE [WHO BSREDEE 7 7 A1 (0.8%) . 11 (46%) . III (53%). IV (1%)] PAH 35 1156 il %
gL Uiz, Zhiaxdeml, 7" 7 Akt i ZH G, WATRERM Hi, o~ BBV LR (GRIPHON)
T, ARAIDO PAH OEATIZH T 2R BN R S NTo, RMREHEE T T 2R (N=582) SUIARAIRE
(N=574) 27> F b L7z, AFI1E200pug 1 B 2 EOHEE, 1 EMBERECT, keHEz 15
1600 pg 1 H 2 [A] & U CHoRIMmEH & F Tl L7z,

TEEAGE B 12, IBBREEO R G F TIZRD a)~e) NIRINZFEHTHETOHME Lz @ a)
FETC. b) PAH FEAKIZ X D ABE. ¢) B X UE b — o LRI 2 2082 & 95 PAH DAL,
d) PAH BBALIZ L DR N 7 a2 % ) A NIRIESUTEMBRFRIEORLA, ¢) T OMOBEEEITE L
T, 6 S HHATHEED R— AT A L vb ORfE (15%LL ) L 362 WHO #§5E/0HE 7 7 A D L X
1% PAH 18R DB LEE,

R OFEEIL 48 5T, KEIEEAAN (65%) KU (80%) Th-oTo, 1ZEAERETORA
FHINN—RA T A RO WHO #ERE 2 7 23X KO Th o7z,

FRBR SR Tl b 20 - TR IR PAH SUTSE R PAH (58%) Th Y | W THEA
MIRICTE D PAH (29%) . % & METEINFERaRE 7D 5 RMEDREICSE S PAH (10%) . 3 X
FWHERNMED PAH 2%) M OVHIV BEED PAH (1%) TH - 7-,

K5y DB (80%) 1X_X— A T A VRHIZ—EMH&EO PAH {RHFIEN G STV 72 [ERA (15%) |
PDE-5 PHEZE (32%). M h (33%) J,

FHEFE I BAE & 2 OBFOEIRIL, 200~400 pg (23%) . 600~1000 pg (31%). 1200~1600 pg
(43%) ThoT-,

AFBECITEETMEE OA X2 hOIRBN T 72 REEL B L T 40% L7z (99%[FHEX
[l 22%~54% ; Wiffl] log rank i 2E  P<0.0001) (F2; X 2), AF|OHBFEDNRIL, T2 PAH E L
2L B ABEDOBD & 2 DM OBEBETORMITER L. (F2), ROOLNTZAFOENEIL. &
FZEOHEKMAR, TRbLHERHAEICBERRFERKRTH- 7 [HIE - HE (2.1) oESHR],
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1009~ —— UPTRAVI
WO Placebo
= 80 —
o
[0
=
c
o
5]
< 60 — i
Q » ."x\
L e,
4
o 404
[
1=
Q2
©
Q.
x 204
Hazard Ratio: 0.60
99% CI: (0.46,0.78)
2-sided Logrank p-value: <0.0001
0 1 1 I I I 1 1
0 6 12 18 24 30 36

Months from randomization

UPTRAVI patients:

at risk 574 455 361 246 171 101 40
Placebo patients:
at risk 582 433 347 220 149 88 28

2 GRIPHON RE&IZ £ 1+ 5 B4 morbidity/mortality 4 < > kA%
FI9 5 F TOHEIM D Kaplan-Meier BH#R
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F& 2 GRIPHON HERIZH 1T HRF LT EFTMEE DA N FRUAR

AFHE 75 AR N
N=574 N=582 i P fif
. " (99%CI)
n % n %
B ORKEEL £ TICHEL L - BFERHMEER A4 < b
FEFHEEE D21 <2k 0.60
155 27.0 242 416 (046, 0.78) <0.0001
NI LT A X b
PAH EALIZ & D ARt 78 13.6 109 18.7
OO BAETT (6 43T T HEEED Ik
LT WHO #REH Y 7 A DX 38 6.6 100 17.2
V3 D FRIRFE DB NS 0 EE)
A 28 49 18 3.1
IO Ta RS ) A4 RXTEWREFERE 10 19 3 0
DB
B i3 L — D E R LR T & 4 | 0.2 5 03

2L 9% PAH D#4k

GRIOPHON R TIIFECHIEITD 70 <0 BERIO AL 18 » H ETRO b7 Z &
B AREIFETICHEEDR L > T JRRBARFNCEHE L TN D00 E 5 IR TH 5,
FEFHIEE O A N> h & LT, (A) PAHEALIZ L D APE, (B) EOfoBEEHET, KO (C)
WENERMDA R e LTHRET S E TOMMEZ TN 3A, B KO C (29, 7277
L. WFNOEEFHEE 4 X2 hEHL 7 BT HED & L (77 B REOKEOE

BNA =T TV DERRBECATT D720),



NS-304 1.6 NEICH T EHEARREFCEHT HEH Page 32

40 -

UPTRAVI

............. Placebo

30 4

Estimated Cumulative Probability [%]

T T T
0 6 12 18 24 30 36

Months from randomization
UPTRAVI patients:

at risk 574 455 361 246 171 101 40
Placebo patients:
at risk 582 433 347 220 149 88 28

3A GRIPHON E&IH(+5 PAH DELIZ K 5 AREH
RAIZHKIRT 5F TOHM D Kaplan-Meier B}
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. UPTRAVI
............. Placebo
30 -

20 prmnes

Estimated Cumulative Probability [%]

Months from randomization

UPTRAVI patients:

at risk 574 455 361 246 171 101 40
Placebo patients:
at risk 582 433 347 220 149 88 28

3B GRIPHON SRERIZH [T B F D DEEEITN
=AIZHITT % F TOHOEIFE D Kaplan-Meier Hifg
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so- UPTRAVI
............. Placebo

30—

20—

Estimated Cumulative Probability [%]

36
Months from randomization
UPTRAVI patients:
at risk 574 455 361 246 171 101 40
Placebo patients:
at risk 582 433 347 220 149 88 28

3C GRIPHON RHERIZH T AT HEMIHIRT 5 F TOHRED Kaplan-Meier Bl #R

MO EZFHEE O A N2 FAFBLT 2 £ TORFMIZIT 5 ARFIBEDOTIRR AT, PAH 16
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Hazard ratio and 99% CI
or 92 L9512 EUNU EPINP HR  99%Cl

Overall Treatment Effect HH 155/574 242/582 0.60 (0.46,0.78)
PAH therapy at baseline ¢
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PDES Inhibitors monotherapy (32.4%) b—l—i 54/189 84/185 0.58 (0.37,0.91)

ERAs and PDES5-Inhibitors (32.5%) b 471179 80/197 0.63 (0.39,1.01)
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PAH etiology at baseline '

IPAH, HPAH, HIV, Drugs or Toxin induced (61.6%) = BN 98/347  156/365 0.61 (0.44,0.86)
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Uptravi 200 microgram film-coated tablets.
Uptravi 400 microgram film-coated tablets.
Uptravi 600 microgram film-coated tablets.
Uptravi 800 microgram film-coated tablets.
Uptravi 1,000 microgram film-coated tablets.
Uptravi 1,200 microgram film-coated tablets.
Uptravi 1,400 microgram film-coated tablets.
Uptravi 1,600 microgram film-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Uptravi 200 microgram film-coated tablets
Each film-coated tablet contains 200 micrograms of selexipag.

Uptravi 400 microgram film-coated tablets
Each film-coated tablet contains 400 micrograms of selexipag.

Uptravi 600 microgram film-coated tablets
Each film-coated tablet contains 600 micrograms of selexipag.

Uptravi 800 microgram film-coated tablets
Each film-coated tablet contains 800 micrograms of selexipag.

Uptravi 1,000 microgram film-coated tablets
Each film-coated tablet contains 1,000 micrograms of selexipag.

Uptravi 1,200 microgram film-coated tablets
Each film-coated tablet contains 1,200 micrograms of selexipag.

Uptravi 1,400 microgram film-coated tablets
Each film-coated tablet contains 1,400 micrograms of selexipag.

Uptravi 1,600 microgram film-coated tablets
Each film-coated tablet contains 1,600 micrograms of selexipag.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet

Uptravi 200 microgram film-coated tablets
Round, light-yellow, film-coated tablets with “2” debossed on one side.

Uptravi 400 microgram film-coated tablets
Round, red, film-coated tablets with “4 debossed on one side.

Uptravi 600 microgram film-coated tablets
Round, light-violet, film-coated tablets with “6” debossed on one side.
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Uptravi 800 microgram film-coated tablets
Round, green, film-coated tablets with “8” debossed on one side.

Uptravi 1,000 microgram film-coated tablets
Round, orange, film-coated tablets with “10” debossed on one side.

Uptravi 1,200 microgram film-coated tablets
Round, dark-violet, film-coated tablets with “12” debossed on one side.

Uptravi 1,400 microgram film-coated tablets
Round, dark-yellow, film-coated tablets with “14” debossed on one side.

Uptravi 1,600 microgram film-coated tablets
Round, brown, film-coated tablets with “16” debossed on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Uptravi is indicated for the long-term treatment of pulmonary arterial hypertension (PAH) in adult
patients with WHO functional class (FC) II-III, either as combination therapy in patients insufficiently
controlled with an endothelin receptor antagonist (ERA) and/or a phosphodiesterase type 5 (PDE-5)
inhibitor, or as monotherapy in patients who are not candidates for these therapies.

Efficacy has been shown in a PAH population including idiopathic and heritable PAH, PAH
associated with connective tissue disorders, and PAH associated with corrected simple congenital
heart disease (see section 5.1).

4.2 Posology and method of administration

Treatment should only be initiated and monitored by a physician experienced in the treatment of PAH.

Posology

Individualised dose titration

Each patient should be up-titrated to the highest individually tolerated dose, which can range from
200 micrograms given twice daily to 1,600 micrograms given twice daily (individualised maintenance
dose).

The recommended starting dose is 200 micrograms given twice daily, approximately 12 hours apart.
The dose is increased in increments of 200 micrograms given twice daily, usually at weekly intervals.
At the beginning of treatment and at each up-titration step it is recommended to take the first dose in
the evening. During dose titration some adverse reactions, reflecting the mode of action of Uptravi
(such as headache, diarrhoea, nausea and vomiting, jaw pain, myalgia, pain in extremity, arthralgia,
and flushing), may occur. They are usually transient or manageable with symptomatic treatment (see
section 4.8). However, if a patient reaches a dose that cannot be tolerated, the dose should be reduced
to the previous dose level.

In patients in whom up-titration was limited by reasons other than adverse reactions reflecting the
mode of action of Uptravi, a second attempt to continue up-titration to the highest individually
tolerated dose up to a maximum dose of 1,600 micrograms twice daily may be considered.

Individualised maintenance dose
The highest tolerated dose reached during dose titration should be maintained. If the therapy over time
is less tolerated at a given dose, symptomatic treatment and/or a dose reduction to the next lower dose
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should be considered.

Interruptions and discontinuations
If a dose is missed, it should be taken as soon as possible. The missed dose should not be taken if the
next scheduled dose is within approximately 6 hours.

If treatment is missed for 3 days or more, Uptravi should be restarted at a lower dose and then
up-titrated.

There is limited experience with abrupt discontinuation of Uptravi in patients with PAH. No evidence
for acute rebound has been observed.

However, if the decision to withdraw Uptravi is taken, it should be done gradually while an alternative
therapy is introduced.

Elderly (= 65 years)

No adjustment to the dose regimen is needed in elderly people (see section 5.2). There is limited
clinical experience in patients over the age of 75 years, therefore Uptravi should be used with caution
in this population (see section 4.4).

Hepatic impairment

Uptravi should not be administered in patients with severe liver impairment (Child-Pugh class C; see
section 4.4). For patients with moderate hepatic impairment (Child-Pugh class B), the starting dose of
Uptravi should be 200 micrograms once daily, and increased at weekly intervals by increments of
200 micrograms given once daily until adverse reactions, reflecting the mode of action of selexipag,
that cannot be tolerated or medically managed are experienced. No adjustment to the dose regimen is
needed in patients with mild hepatic impairment (Child-Pugh class A).

Renal impairment

No adjustment to the dose regimen is needed in patients with mild or moderate renal impairment. No
change in starting dose is required in patients with severe renal impairment (estimated glomerular
filtration rate [eGFR] < 30 mL/min/1.73 m?); dose titration should be done with caution in these
patients (see section 4.4).

Paediatric population (< 18 years)

The safety and efficacy of Uptravi in children aged O to less than 18 years have not yet been
established. No data are available. Administration of selexipag in the paediatric population is not
recommended. Animal studies indicated an increased risk of intussusception, but the clinical relevance
of these findings is unknown (see section 5.3).

Method of administration

Oral use.

The film-coated tablets are to be taken orally in the morning and in the evening. To improve
tolerability, it is recommended to take Uptravi with food and, at the beginning of each up-titration
phase, to take the first increased dose in the evening.

The tablets should not be split, crushed or chewed, and are to be swallowed with water.

Patients who have poor vision or are blind must be instructed to get assistance from another person
when taking Uptravi during the titration period.

4.3 Contraindications

J Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
o Severe coronary heart disease or unstable angina.
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Myocardial infarction within the last 6 months.

Decompensated cardiac failure if not under close medical supervision.

Severe arrhythmias.

Cerebrovascular events (e.g., transient ischaemic attack, stroke) within the last 3 months.
Congenital or acquired valvular defects with clinically relevant myocardial function disorders
not related to pulmonary hypertension.

4.4 Special warnings and precautions for use

Hypotension

Uptravi has vasodilatory properties that may result in lowering of blood pressure. Before prescribing
Uptravi, physicians should carefully consider whether patients with certain underlying conditions
could be adversely affected by vasodilatory effects (e.g., patients on antihypertensive therapy or with
resting hypotension, hypovolaemia, severe left ventricular outflow obstruction or autonomic
dysfunction).

Hyperthyroidism

Hyperthyroidism has been observed with Uptravi. Thyroid function tests are recommended as
clinically indicated in the presence of signs or symptoms of hyperthyroidism.

Pulmonary veno-occlusive disease

Cases of pulmonary oedema have been reported with vasodilators (mainly prostacyclins) when used in
patients with pulmonary veno-occlusive disease. Consequently, if signs of pulmonary oedema occur
when Uptravi is administered in patients with PAH, the possibility of pulmonary veno-occlusive
disease should be considered. If confirmed, treatment with Uptravi should be discontinued.

Elderly (> 65 years)

There is limited clinical experience with selexipag in patients over the age of 75 years, therefore
Uptravi should be used with caution in this population (see section 4.2).

Hepatic impairment

There is no clinical experience with selexipag in patients with severe liver impairment (Child-Pugh
class C), therefore Uptravi should not be administered in these patients. The exposure to selexipag and
its active metabolite is increased in subjects with moderate hepatic impairment (Child-Pugh class B;
see section 5.2). In patients with moderate hepatic impairment, Uptravi should be dosed once daily
(see section 4.2).

Renal impairment

In patients with severe renal impairment (¢GFR < 30 mL/min/1.73 m?), caution should be exercised
during dose titration. There is no experience with Uptravi in patients undergoing dialysis (see
section 5.2), therefore Uptravi should not be used in these patients.

Women of childbearing potential

Women of childbearing potential should practise effective contraception while taking selexipag.
4.5 Interaction with other medicinal products and other forms of interaction

Effect of other medicinal products on selexipag

Selexipag is hydrolysed to its active metabolite by hepatic carboxylesterase 1 (CES1; see section 5.2).
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Selexipag and its active metabolite both undergo oxidative metabolism by CYP2C8 and CYP3A4. The
glucuronidation of the active metabolite is catalysed by UGT1A3 and UGT2B?7. Selexipag and its
active metabolite are substrates of OATP1B1 and OATP1B3. Selexipag is a weak substrate of the
P-gp efflux pump. The active metabolite is a weak substrate of the breast cancer resistance protein
(BCRP).

The pharmacokinetics of selexipag and its active metabolite are not affected by warfarin.

Inhibitors or inducers of CYP2CS8, UGTI1A3, and UGT2B7

The effect of inhibitors of CYP2C8 (gemfibrozil), inhibitors of UGT1A3 and UGT2B7 (valproic acid,
probenecid, and fluconazole), inducers of CYP2CS (rifampicin, rifapentine), or inducers of UGT1A3,
and UGT2BY7 (rifampicin) on the exposure to selexipag and its active metabolite has not been studied.
Caution is required when administering these medicinal products concomitantly with Uptravi. A
potential pharmacokinetic interaction with strong inhibitors or inducers of these enzymes cannot be
excluded.

Inhibitors and inducers of CYP3A44

In the presence of 400/100 mg lopinavir/ritonavir twice daily, a strong CYP3A4 inhibitor, exposure to
selexipag increased approximately 2-fold, whereas the exposure to the active metabolite of selexipag
did not change. Given the 37-fold higher potency of the active metabolite, this effect is not clinically
relevant. Since a strong inhibitor of CYP3A4 did not affect the pharmacokinetics of the active
metabolite, indicating that the CYP3A4 pathway is not important in the elimination of the active
metabolite, no effect of inducers of CYP3A4 on the pharmacokinetics of the active metabolite is
expected.

PAH-specific therapies
In the Phase 3 placebo-controlled trial in patients with PAH, the use of selexipag in combination with
both an ERA and a PDE-5 inhibitor resulted in a 30% lower exposure to the active metabolite.

Transporter inhibitors (lopinavir/ritonavir)

In the presence of 400/100 mg lopinavir/ritonavir twice daily, a strong OATP (OATP1B1 and
OATPI1B3) and P-gp inhibitor, exposure to selexipag increased approximately 2-fold, whereas the
exposure to the active metabolite of selexipag did not change. Given that the majority of the
pharmacological effect is driven by the active metabolite, this effect is not clinically relevant.

Effect of selexipag on other medicinal products

Selexipag and its active metabolite do not inhibit cytochrome P450 enzymes at clinically relevant
concentrations. Selexipag and its active metabolite do not inhibit transport proteins. Selexipag and its
active metabolite are not expected to induce cytochrome P450 enzymes in the liver and kidney at
clinically relevant concentrations. /n vitro data indicate that selexipag could be an inducer of both
CYP3A4 and CYP2C9 in the intestine.

Anticoagulants or inhibitors of platelet aggregation

Selexipag is an inhibitor of platelet aggregation in vitro. In the Phase 3 placebo-controlled study in
patients with PAH, no increased risk of bleeding was detected with selexipag compared to placebo,
including when selexipag was administered with anticoagulants (such as heparin, coumarin-type
anticoagulants) or inhibitors of platelet aggregation. In a study in healthy subjects, selexipag

(400 micrograms twice daily) did not alter the exposure to S-warfarin (CYP2C9 substrate) or
R-warfarin (CYP3A4 substrate) after a single dose of 20 mg warfarin. Selexipag did not influence the
pharmacodynamic effect of warfarin on the international normalised ratio.

Hormonal contraceptives

Specific drug-drug interaction studies with hormonal contraceptives have not been conducted. Since
selexipag did not affect the exposure to the CYP3A4 substrate R-warfarin or to the CYP2C9 substrate
S-warfarin, reduced efficacy of hormonal contraceptives is not expected.
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential should practise effective contraception while taking selexipag.

Pregnancy

There are no data from the use of selexipag in pregnant women. Animal studies do not indicate direct
or indirect harmful effects with respect to reproductive toxicity. Selexipag and its main metabolite
showed 20- to 80-times lower prostacyclin (IP) receptor potency in vitro for animal species used in
reproductive toxicity testing compared to humans. Therefore, safety margins for potential

IP receptor-mediated effects on reproduction are accordingly lower than for non-IP-related effects (see
section 5.3).

Uptravi is not recommended during pregnancy and in women of childbearing potential not using
contraception.

Breast-feeding
It is unknown whether selexipag or its metabolites are excreted in human milk. In rats, selexipag or its

metabolites are excreted in milk (see section 5.3). A risk to the suckling child cannot be excluded.
Uptravi should not be used during breast-feeding.

Fertility

There are no clinical data available. In rat studies, selexipag at high doses caused transient
disturbances in oestrus cycles that did not affect fertility (see section 5.3). The relevance for humans is
not known.

4.7 Effects on ability to drive and use machines

Uptravi has minor influence on the ability to drive and use machines. The clinical status of the patient
and the adverse reaction profile of selexipag (such as headache or hypotension) should be kept in mind
when considering the patient’s ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions are headache, diarrhoea, nausea and vomiting, jaw
pain, myalgia, pain in extremity, arthralgia, and flushing. These reactions are more frequent during the
up-titration phase. The majority of these reactions are of mild to moderate intensity.

Tabulated list of adverse reactions

The safety of selexipag has been evaluated in a long-term, Phase 3 placebo-controlled study enrolling
1,156 patients with symptomatic PAH. The mean treatment duration was 76.4 weeks (median

70.7 weeks) for patients receiving selexipag versus 71.2 weeks (median 63.7 weeks) for patients on
placebo. The exposure to selexipag was up to 4.2 years.

Adverse reactions obtained from the pivotal clinical study are tabulated below. Within each frequency
grouping, undesirable effects are presented in order of decreasing seriousness.
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System organ class Very common Common Uncommon
=1/10) (=1/100 to < 1/10) (= 1/1,000 to < 1/100)
Blood and lymphatic Anaemia
disorders Haemoglobin decreased
Endocrine disorders Hyperthyroidism
Thyroid-stimulating
Hormone decreased (see
section 4.4)
Metabolism and Decreased appetite
nutrition disorders Weight decrease
Nervous system Headache*
disorders
Cardiac disorders Sinus tachycardia (see
section 4.4)
Vascular disorders Flushing* Hypotension (see
section 4.4)
Respiratory, thoracic Nasopharyngitis (of | Nasal_congestion
and mediastinal non-infectious
disorders origin)
Gastro-intestinal Diarrhoea* Abdominal pain
disorders Vomiting *
Nausea*
Skin and subcutaneous Rash
tissue disorders Urticaria
Erythema
Musculoskeletal and Jaw pain*
connective tissue Myalgia*
disorders Arthralgia*
Pain in extremity*
General disorders and Pain
administration site
conditions

* See section Description of selected adverse reactions.

Description of selected adverse reactions

Pharmacological effects associated with titration and maintenance treatment
Adverse reactions associated with the mode of action of selexipag have been observed frequently, in
particular during the phase of individualised dose titration, and are tabulated below:

Prostacyclin-like associated Titration Maintenance
adverse reactions Selexipag Placebo Selexipag Placebo
Headache 64% 28% 40% 20%
Diarrhoea 36% 12% 30% 13%
Nausea 29% 13% 20% 10%
Pain in jaw 26% 4% 21% 4%
Myalgia 15% 5% 9% 3%
Pain in extremity 14% 5% 13% 6%
Vomiting 14% 4% 8% 6%
Flushing 11% 4% 10% 3%
Arthralgia 7% 5% 9% 5%

These effects are usually transient or manageable with symptomatic treatment. 7.5% of patients on
selexipag discontinued treatment due to these adverse reactions. The approximate rate of adverse
reactions that were serious was 2.3% in the selexipag group and 0.5% in the placebo group. In clinical




NS-304 1.6 HEICH T HFEARRFCETLIEN Page 44

practice, gastro-intestinal events have been observed to respond to anti-diarrhoeal, anti-emetic, and
anti-nauseant medicinal products and/or medicinal products for functional gastro-intestinal disorders.
Pain-associated events have frequently been treated with analgesics (such as paracetamol).

Haemoglobin decrease

In a Phase 3 placebo-controlled study in patients with PAH, mean absolute changes in haemoglobin at
regular visits compared to baseline ranged from —0.34 to —0.02 g/dL in the selexipag group compared
to —0.05 to 0.25 g/dL in the placebo group. A decrease from baseline in haemoglobin concentration to
below 10 g/dL was reported in 8.6% of selexipag-treated patients and 5.0% of placebo-treated
patients.

Thyroid function tests

In a Phase 3 placebo-controlled study in patients with PAH, hyperthyroidism was reported for 1.6% of
patients in the selexipag group, compared to no case in the placebo group (see section 4.4). A
reduction (up to —0.3 MU/L from a baseline median of 2.5 MU/L) in median thyroid-stimulating
hormone was observed at most visits in the selexipag group. In the placebo group, little change in
median values was apparent. There were no mean changes in tritodothyronine or thyroxine in either

group.

Increase in heart rate

In the Phase 3 placebo-controlled study in patients with PAH, a transient increase in mean heart rate of
3—4 bpm at 2—4 hours post-dose was observed. Electrocardiogram investigations showed sinus
tachycardia in 11.3% of patients in the selexipag group compared to 8.8% in the placebo group (see
also sections 4.4 and 5.1).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Isolated cases of overdose up to 3,200 micrograms were reported. Mild, transient nausea was the only
reported consequence. In the event of overdose, supportive measures must be taken as required.
Dialysis is unlikely to be effective because selexipag and its active metabolite are highly protein
bound.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antithrombotic agents, platelet aggregation inhibitors excluding heparin,
ATC code: BOIAC27

Mechanism of action

Selexipag is a selective IP receptor agonist distinct from prostacyclin and its analogues. Selexipag is
hydrolysed by CESI to yield its active metabolite, which is approximately 37-fold more potent than
selexipag. Selexipag and the active metabolite are high-affinity IP receptor agonists with a high
selectivity for the IP receptor versus other prostanoid receptors (EP,—EP,, DP, FP, and TP). Selectivity
against EP;, EP;, FP, and TP is important because these are well-described contractile receptors in the
gastro-intestinal tract and blood vessels. Selectivity against EP,, EP,, and DP; is important because
these receptors mediate immune depressive effects.
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Stimulation of the IP receptor by selexipag and the active metabolite leads to vasodilatory as well as
anti-proliferative and anti-fibrotic effects. Selexipag prevents cardiac and pulmonary remodelling in a
rat model of PAH and causes proportional decreases in pulmonary and peripheral pressures, indicating
that peripheral vasodilation reflects pulmonary pharmacodynamic efficacy. Selexipag does not cause
IP receptor desensitisation in vitro nor tachyphylaxis in a rat model.

Pharmacodynamic effects

Cardiac electrophysiology

In a thorough QT study in healthy subjects, repeated doses of 800 and 1,600 micrograms of selexipag
twice daily did not show an effect on cardiac repolarisation (QT. interval) or conduction (PR and QRS
intervals) and had a mild accelerating effect on heart rate (the placebo-corrected, baseline-adjusted
increase in heart rate reached 6—7 bpm at 1.5 to 3 h after dosing with 800 micrograms selexipag and
9-10 bpm at the same timepoints after 1,600 micrograms selexipag).

Coagulation factors
In Phase 1 and 2 studies a slight decrease in plasma levels of von Willebrand factor (VWF) was
observed with selexipag; the vWF values remained above the lower limit of the normal range.

Pulmonary haemodynamics

A Phase 2 double-blind, placebo-controlled clinical study assessed haemodynamic variables after

17 weeks of treatment in patients with PAH WHO FC II-III and concomitantly receiving ERAs and/or
PDE-5 inhibitors. Patients titrating selexipag to an individually tolerated dose (200 micrograms twice
daily increments up to 800 micrograms twice daily; N = 33) achieved a statistically significant mean
reduction in pulmonary vascular resistance of 30.3% (95% confidence interval [CI]: —44.7%, —12.2%;
p = 0.0045) and an increase in cardiac index (median treatment effect) of 0.41 L/min/m* (95% CI:
0.10, 0.71) compared to placebo (N = 10).

Clinical efficacy and safety

Efficacy in patients with PAH

The effect of selexipag on progression of PAH was demonstrated in a multi-centre, long-term
(maximum duration of exposure approximately 4.2 years), double-blind, placebo-controlled,
parallel-group, event-driven Phase 3 study in 1,156 patients with symptomatic (WHO FC I-1V) PAH.
Patients were randomised to either placebo (N = 582) or selexipag (N = 574) twice daily. The dose
was increased at weekly intervals by increments of 200 micrograms given twice daily to determine the
individualised maintenance dose (200—1,600 micrograms twice daily).

The primary study endpoint was the time to first occurrence of a morbidity or mortality event up to
end of treatment, defined as a composite of death (all causes); or hospitalisation for PAH; or
progression of PAH resulting in need for lung transplantation or balloon atrial septostomy; or initiation
of parenteral prostanoid therapy or chronic oxygen therapy; or other disease-progression events
(patients in WHO FC II or III at baseline) confirmed by a decrease in 6-minute walk distance

(6MWD) from baseline (> 15%) and worsening of WHO FC or (patients in WHO FC III or IV at
baseline) confirmed by a decrease in 6MWD from baseline (> 15%) and need for additional
PAH-specific therapy.

All events were confirmed by an independent adjudication committee, blinded to treatment allocation.

The mean age was 48.1 years (range 1880 years of age), with the majority of subjects being
Caucasian (65.0%) and female (79.8%). 17.9% of patients were > 65 and 1.1% > 75 years of age.
Approximately 1%, 46%, 53%, and 1% of patients were in WHO FC 1, I, III and IV, respectively, at
baseline.

Idiopathic or heritable PAH was the most common aetiology in the study population (58%) followed
by PAH due to connective tissue disorders (29%), PAH associated with simple corrected congenital
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heart disease (10%), and PAH associated with other aetiologies (drugs and toxins [2%] and HIV
[1%]).

At baseline, the majority of enrolled patients (80%) were being treated with a stable dose of a specific
therapy for PAH, either an ERA (15%) or a PDE-5 inhibitor (32%) or both an ERA and a PDE-5
inhibitor (33%).

The overall median double-blind treatment duration was 63.7 weeks for the placebo group and

70.7 weeks for the selexipag group. 23% of patients on selexipag achieved maintenance doses in the
range of 200—400 micrograms, 31% achieved doses in the range of 600—1,000 micrograms, and 43%
achieved doses in the range of 1,200—1,600 micrograms.

Treatment with selexipag 200—1,600 micrograms twice daily resulted in a 40% reduction (hazard ratio
[HR] 0.60; 99% CI: 0.46, 0.78; one-sided log-rank p value < 0.0001) of the occurrence of morbidity or
mortality events up to 7 days after last dose compared to placebo (Figure 1). The beneficial effect of
selexipag was primarily attributable to a reduction in hospitalisation for PAH and a reduction in other
disease-progression events (Table 1).

Figure 1 Kaplan-Meier estimates of the first morbidity-mortality event
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Table 1 Summary of outcome events

Patlez:,se:lvtlth an Treatment comparison: selexipag vs placebo
Absolute Relative risk
Endpoints & Placebo | Selexipag risk reduction HR
statistics (N=582) | (N=574) reduction (99% CI) (99% CI) p-value
Morbidity- 40% 0.60
m(()):tball(iltlyyevent L 582% | 41.7% 165% | o0 sa%) | (0.6:0.78) | < 00001
Hospitalisation
duel:o PAH" 109 78 5.1% 33% 0.67 0.04
n (%) (18.7%) | (13.6%) ’ (2%; 54%) (0.46; 0.98) ’
Disease
. b 100 38 o 64% 0.36
E"(?,f‘;ess“’“ (17.2%) |  (6.6%) 10.6% (41%: 78%) | (0.22;0.59) | = 00001
0
i.v./s.c.
Prostanoid
initiation or 15 11 0.7% 32% 0.68 0.53
oxygen therapy " | (2.6%) (1.9%) e (-90%; 76%) | (0.24; 1.90) '
n (%)
Death up to EOT
+7daysg 37 46 ~1.7% 7% 117 0.77
n (%) (6.4%) (8.0%) ’ (-107%;34%) | (0.66,2.07) ’
0
Death up to
105 100 3% 0.97
study closure ° 0.6% 0.42
n (%y) (18.0%) | (17.4%) ° (=39%; 32%) (0.68; 1.39)

CI = confidence interval; EOT = end of treatment; HR = hazard ratio; i.v. = intravenous; PAH = pulmonary arterial
hypertension; s.c. = subcutaneous.

(a) % of patients with an event at 36 months = 100 x (1 — Kaplan-Meier estimate); hazard ratio estimated using Cox’s
proportional hazard model; unstratified one-sided log-rank p-value

(b) % of patients with an event as part of the primary endpoint up to EOT + 7 days; hazard ratio estimated using Aalen
Johansen method; 2-sided p-value using Gray’s test

(c) Includes ‘Need for lung transplantation or atrial septostomy’ (1 patient on selexipag and 2 on placebo)

(d) % of patients with an event up to EOT + 7 days (study closure); hazard ratio estimated using Cox’s proportional hazard
model; unstratified one-sided log-rank p-value

The numerical increase in deaths up to end of treatment + 7 days but not up to study closure was
further investigated by mathematical modelling, showing that the imbalance in deaths is consistent
with the assumption of a neutral effect on PAH mortality and reduction of non-fatal events.

The observed effect of selexipag versus placebo on the primary endpoint was consistent across
individualised maintenance dose as shown by the hazard ratio for the three pre-defined categories
(0.60 for 200400 micrograms twice daily, 0.53 for 600—1,000 micrograms twice daily, and 0.64 for
1,200-1,600 micrograms twice daily), which was consistent with the overall treatment effect (0.60).

The efficacy of selexipag on the primary endpoint was consistent across subgroups of age, sex, race,
aetiology, geographical region, WHO FC, and as monotherapy or in combination with an ERA or a
PDE-5 inhibitor or triple combination with both an ERA and a PDE-5 inhibitor.

Time to PAH-related death or hospitalisation for PAH was assessed as a secondary endpoint. The risk
of an event for this endpoint was reduced by 30% in patients receiving selexipag compared to placebo
(HR 0.70, 99% CI: 0.50, 0.98; one-sided log-rank p = 0.0031). The percentages of patients with an
event at Month 36 were 28.9% and 41.3% in the selexipag and placebo groups, respectively, with an
absolute risk reduction of 12.4%.
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The number of patients who experienced, as a first event, death due to PAH or hospitalisation for PAH
up to end of treatment was 102 (17.8%) in the selexipag group and 137 (23.5%) in the placebo group.
Death due to PAH as a component of the endpoint was observed in 16 (2.8%) patients on selexipag
and 14 (2.4%) on placebo. Hospitalisation for PAH was observed in 86 (15.0%) patients on selexipag
and 123 (21.1%) patients on placebo. Selexipag reduced the risk of hospitalisation for PAH as a first
outcome event compared to placebo (HR 0.67, 99% CI: 0.46, 0.98; one-sided log-rank p = 0.04).

The total number of deaths of all causes up to study closure was 100 (17.4%) for the selexipag group
and 105 (18.0%) for the placebo group (HR 0.97, 99% CI: 0.68, 1.39). The number of deaths due to
PAH up to study closure was 70 (12.2%) for the selexipag group and 83 (14.3%) for the placebo

group.

Symptomatic endpoints

Exercise capacity was evaluated as a secondary endpoint. Median 6MWD at baseline was 376 m
(range: 90—482 m) and 369 m (range: 50-515 m) in selexipag patients and placebo patients,
respectively. Treatment with selexipag resulted in a placebo-corrected median effect on 6MWD
measured at trough (i.e., approximately 12 h post-dose) of 12 m at Week 26 (99% CI: 1, 24 m;
one-sided p value = 0.0027). In patients without concurrent PAH-specific therapy, the
placebo-corrected treatment effect measured at trough was 34 m (99% CI: 10, 63 m).

Quality of life was assessed in a subset of patients in the GRIPHON study using the Cambridge
Pulmonary Hypertension Outcome Review (CAMPHOR) questionnaire. There was no significant

treatment effect from baseline to Week 26.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Uptravi in one or more subsets of the paediatric population for treatment of pulmonary hypertension,
(see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetics of selexipag and its active metabolite have been studied primarily in healthy
subjects. The pharmacokinetics of selexipag and the active metabolite, both after single- and
multiple-dose administration, were dose-proportional up to a single dose of 800 micrograms and
multiple doses of up to 1,800 micrograms twice daily. After multiple-dose administration, steady state
conditions of selexipag and the active metabolite were reached within 3 days. No accumulation in
plasma, either of parent compound or active metabolite, occurred after multiple-dose administration.

In healthy subjects, inter-subject variability in exposure (area under the curve over a dosing interval) at
steady state was 43% and 39% for selexipag and the active metabolite, respectively. Intra-subject
variability in exposure was 24% and 19% for selexipag and the active metabolite, respectively.

Exposure to selexipag and the active metabolite at steady state in PAH patients and healthy subjects

was similar. The pharmacokinetics of selexipag and the active metabolite in PAH patients were not
influenced by the severity of the disease and did not change with time.

Absorption
Selexipag is rapidly absorbed and is hydrolysed by CES1 in the liver to its active metabolite.

Maximum observed plasma concentrations of selexipag and its active metabolite after oral
administration are reached within 1-3 h and 3—4 h, respectively.

The absolute bioavailability of selexipag in humans is approximately 49%. This is most probably due
to a first-pass effect of selexipag, as plasma concentrations of the active metabolite are similar after
the same oral and intravenous dose administration.
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In the presence of food, the exposure to selexipag after a single dose of 400 micrograms was increased
by 10% in Caucasian subjects and decreased by 15% in Japanese subjects, whereas exposure to the
active metabolite was decreased by 27% (Caucasian subjects) and 12% (Japanese subjects). More
subjects reported adverse events after administration in the fasted than in the fed state.

Distribution
Selexipag and its active metabolite are highly bound to plasma proteins (approximately 99% in total
and to the same extent to albumin and alphal-acid glycoprotein). The volume of distribution of

selexipag at steady state is 11.7 L.

Biotransformation

Selexipag undergoes enzymatic hydrolysis of the acyl sulphonamide by CESI to yield the active
metabolite. Oxidative metabolism catalysed by CYP3A4 and CYP2CS8 leads to the formation of
hydroxylated and dealkylated products. UGT1A3 and UGT2B?7 are involved in the glucuronidation of
the active metabolite. Except for the active metabolite, none of the circulating metabolites in human
plasma exceed 3% of the total drug-related material. Both in healthy subjects and PAH patients,
exposure at steady state to the active metabolite is approximately 3- to 4-fold higher than to the parent
compound.

Elimination

Elimination of selexipag is predominantly via metabolism with a mean terminal half-life of 0.8-2.5 h.
The active metabolite has a half-life of 6.2—13.5 h. The total body clearance of selexipag is 17.9 L/h.
Excretion in healthy subjects was complete 5 days after administration and occurred primarily via

faeces (accounting for 93% of the administered dose) compared to 12% in urine.

Special populations

No clinically relevant effects of sex, race, age, or body weight on the pharmacokinetics of selexipag
and its active metabolite have been observed in healthy subjects or PAH patients.

Renal impairment

A 1.4-to 1.7-fold increase in exposure (maximum plasma concentration and area under the plasma
concentration-time curve) to selexipag and its active metabolite was observed in subjects with severe
renal impairment (eGFR < 30 mL/min/1.73 m®).

Hepatic impairment

In subjects with mild (Child-Pugh class A) or moderate (Child-Pugh class B) hepatic impairment,
exposure to selexipag was 2- and 4-fold higher, respectively, when compared to healthy subjects.
Exposure to the active metabolite remained almost unchanged in subjects with mild hepatic
impairment and was doubled in subjects with moderate hepatic impairment. Only two subjects with
severe (Child-Pugh class C) hepatic impairment were dosed with selexipag. Exposure to selexipag and
its active metabolite in these two subjects was similar to that in subjects with moderate (Child-Pugh
class B) hepatic impairment.

Based on modelling and simulation data from a study in subjects with hepatic impairment, the
exposure to selexipag at steady state in subjects with moderate hepatic impairment (Child-Pugh

class B) after a once-daily regimen is predicted to be approximately 2-fold higher than that in healthy
subjects during a twice-daily regimen. The exposure to the active metabolite at steady state in these
patients during a once-daily regimen is predicted to be similar to that in healthy subjects during a
twice-daily regimen. Subjects with severe hepatic impairment (Child-Pugh class C) showed similar
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predicted exposure at steady state as subjects with moderate hepatic impairment during a once-daily
regimen.

5.3  Preclinical safety data

In the repeated-dose toxicity studies in rodents, strong blood pressure decrease as a result of
exaggerated pharmacology induced transient clinical signs and reduced food consumption and
body-weight gain. In adult and juvenile dogs, intestine and bone / bone marrow were identified as the
main target organs after treatment with selexipag. A delay in the closure of the femoral and/or tibial
epiphyseal growth plate was observed in juvenile dogs. A no-observed-adverse-effect level was not
established. In juvenile dogs, intussusception due to prostacyclin-related effects on intestinal motility
was observed sporadically. Safety margins adapted for IP receptor potency for the active metabolite
were 2-fold (based on total exposure) in relation to human therapeutic exposure. The finding did not
occur in mouse or rat toxicity studies. Because of the species-specific sensitivity of dogs to develop
intussusception, this finding is considered not relevant for adult humans.

Increased bone ossification and related changes in the bone marrow in dog studies are considered to be
due to the activation of EP, receptors in dogs. As human EP, receptors are not activated by selexipag
or its active metabolite, this effect is species-specific and, therefore, not relevant to humans.

Selexipag and the active metabolite are not genotoxic on the basis of the overall evidence of conducted
genotoxicity studies.

In the 2-year carcinogenicity studies, selexipag caused an increased incidence of thyroid adenomas in
mice and Leydig cell adenomas in rats. The mechanisms are rodent-specific. Tortuosity of retinal
arterioles was noted after 2 years of treatment only in rats. Mechanistically, the effect is considered to
be induced by life-long vasodilation and subsequent changes in ocular haemodynamics. Additional
histopathological findings of selexipag were observed only at exposures sufficiently in excess of the
maximum human exposure, indicating little relevance to humans.

In a fertility study performed in rats, a prolongation of oestrus cycles resulting in increases in days
until copulation was observed at exposures 173-fold above therapeutic exposures (based on total
exposures), the no-observed-effect level being 30-fold above therapeutic exposures. Otherwise,
fertility parameters were not affected.

Selexipag was not teratogenic in rats and rabbits (exposure margins above therapeutic exposure of
13-fold for selexipag and 43-fold for the active metabolite, based on total exposure). Safety margins
for potential IP receptor-related effects on reproduction were 20 for fertility and 5 and 1 (based on free
exposure) for embryo-foetal development in rats and rabbits, respectively, when adapted for
differences in receptor potency. In the rat pre-/post-natal development study, selexipag induced no
effects on maternal and pup reproductive function.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Mannitol (E421),

maize starch,

low substituted hydroxypropyl cellulose,
hydroxypropyl cellulose,

magnesium stearate.

Film coating
Uptravi 200 microgram film-coated tablet

Hypromellose,
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propylene glycol,
titanium dioxide (E171),
iron oxide yellow (E172),
carnauba wax.

Uptravi 400 microgram film-coated tablet
Hypromellose,

propylene glycol,

titanium dioxide (E171),

iron oxide red (E172),

carnauba wax.

Uptravi 600 microgram film-coated tablet
Hypromellose,

propylene glycol,

titanium dioxide (E171),

iron oxide red (E172),

iron oxide black (E172),

carnauba wax.

Uptravi 800 microgram film-coated tablet
Hypromellose,

propylene glycol,

titanium dioxide (E171),

iron oxide yellow (E172),

iron oxide black (E172),

carnauba wax.

Uptravi 1,000 microgram film-coated tablet
Hypromellose,

propylene glycol,

titanium dioxide (E171),

iron oxide red (E172),

iron oxide yellow (E172),

carnauba wax.

Uptravi 1,200 microgram film-coated tablet
Hypromellose,

propylene glycol,

titanium dioxide (E171),

iron oxide black (E172),

iron oxide red (E172),

carnauba wax.

Uptravi 1,400 microgram film-coated tablet
Hypromellose,

propylene glycol,

titanium dioxide (E171),

iron oxide yellow (E172),

carnauba wax.

Uptravi 1,600 microgram film-coated tablet
Hypromellose,

propylene glycol,

titanium dioxide (E171),

iron oxide black (E172),

iron oxide red (E172),
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iron oxide yellow (E172),
carnauba wax.

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Polyamide / aluminium / HDPE / PE with an embedded desiccant agent / HDPE blister sealed with an

aluminium foil.

Uptravi 200 microgram film-coated tablets

Cartons of 10 or 60 film-coated tablets, or 140 film-coated tablets (titration pack).

Uptravi 400 microgram, 600 microgram, 800 microgram, 1,000 microgram, 1,200 microgram,

1,400 microgram, and 1,600 microgram film-coated tablets

Cartons of 60 film-coated tablets.
Not all pack sizes may be marketed.
6.6  Special precautions for disposal

No special requirements for disposal.

7. MARKETING AUTHORISATION HOLDER

Actelion Registration Ltd
Chiswick Tower 13" Floor
389 Chiswick High Road
London W4 4AL

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1083/001
EU/1/15/1083/002
EU/1/15/1083/003
EU/1/15/1083/004
EU/1/15/1083/005
EU/1/15/1083/006
EU/1/15/1083/007
EU/1/15/1083/008
EU/1/15/1083/009
EU/1/15/1083/010
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu.
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FlEEEE
mEDONTEEBE  (Child-Pugh 7348 C) 1ZiExt LClE, AAIZ G UTZRRIRRBR DS 72N T2

AFN B L2 b, PEEOFREERHE (Child-Pugh 3% B ; 52 HEBM) Tk, B
7 Je OV OIEMHEREH OREEESHINT 2, PEEOIFEFEE TS LTI, AflokE131 H
1ElET 52 L (42HBH),

BEEEERE

B OB EERY (HEERERATEE <30 mL/min/1.73 m%) 2% L ClE., FHEFREN cI3EEIC
BT 5L, BITHOERFICTH LTI, AF2EG LRI W=0 (52 THARR), A&l %
BE LW &,

bE R AT He A 2K 1%
WEHRATRE 72 oI ARAIARA I 2k L 2 D 2 L,

45 tMOEEREOEEERARVZOMOEEER

TLEINTICHT HMMDEERDIER

BRI TEFFIALRF NV RAT T —E 1 (CESL; 5.2 HEH) TIHMERGEMITIK iR S
o, BLX T ROZEOEERHIL CYP2CS & TN CYP3A4 (2L W LM # &SN D, TF
PEAGHIIT UGT1A3 K ONUGT2B7 I X W 7 v 7 a VB E SVD, B L3 v X7 O OIEMER
#1X OATPIB1 }2 (N OATPIB3 DFEE TH D, B L F I XTI PHEX X7 AR 7 D55k
BHThD, HENREYITILEmES 227 (BCRP) OFHWIETH D,

T LR RT ROE DI OEWEREIZ T L7 7 ) ATEE IR,

CYP2C8, UGT1A3 RUFUGT2B7 DIHZEERI1FEE

CYP2C8 DFLEIR (7157 4 7)), UGTIA3 (N UGT2B7 DRLEHR (L7 afig, 7Fax
XY RROT7)vaFy—v) CYP2C8 OFFEHE (V77 v U7 7_rF ), UGTIA3
K OVUGT2B7 OFEIK (V77 ) 1285 LF 2T RUEOTEEREY) OIRE R
ﬁfé@%i@ﬁémfwﬁwo_m%w%ﬁkxﬁ%ﬁ%ﬁéﬁA FEEAET D, b
DEEFR O RS 72 EFE S TFHEHE & DT ENRE A AAE A O rTREMEITRE TE 220y,

CYP3A4 DIFFZER (1FEE

587172 CYP3A4 OFHER TH L S L /U M EABLESE 1 [A] 400100 mg 2 1 H 2 [F#5-
L72BR, B U3 R OREERITH 2 5N L, IEMERE OB RIIE L Lo Tz, 1EPER
FO NI LRI RT L0 3T EEWTZD, B LF ORI OREREORINIERAICEE Tl
720N, 587172 CYP3A4 DL FE KN TEMERGHY) OZ BRI B2 5 2 oo 12 Z & 75 CYP3A4
BT I TIE A O RICEE TIIRW I EAURB SN 5720, CYP3A4 Ok xim
W OIEME I B L H 2 e TSRS,



NS-304 1.6 NEICH T EHEARREFCEHT HEH Page 59

PAH & E
PAH B#F #xf5 & L7256 1 #1777 & Akt R L EGRER ©, A%l % ERA K O PDE-5 BHEHE & OF
L7=BE, IEVERGEY OBREE &8 30%0 L7,

FSURF—2—FEE (QEFENL-Y FFENL)
58 7172 OATP (OATP1B1 K& X OATPIB3) KNP ¥ 7 OIEKTHL TN Y )
EUVELABE 151 400/100 mg 2 1 H 2 [\l 5- L72BR, B L F o "7 ORER &I 2 5128, &
PERH OWEEEEIIEA(L Lo 7o, FEEER ORI ITEEREMIC L - Th b 35D T,
T LR IR OgER EOHINTER RN EE TIER W,

thOEERICHTIELF/NTDER

B LR R T RO OIEEAREMIL. BIRIICERDOH DIETITS b7 v L P450 A fHE L
VW, B LF IR T RONE ORI TR S Ry BHE LR, B LR URT ROE DR
PEARHPIERARICEROH DRETIIHEOBEO Y F 7 1 L P450 ZHE LW e FHIESNS,
Invitro DT —% T, B LF L3735 C CYP3A4 LN CYP2CY % #FE T 5 AIREMEN & H Z & VR
InTWa,

HAFMER L0/ ik FEEZE

Y L XXX in vitro THL/IMREEE ZLET 25, PAH BEZxt5 L L2 L7 7 BRI
LEERBR Tk, AR ZPUERMIE (~ XY > 7~ U VRPrEEmEE e &) i/ MosEEmfI 2K &
PFH LS EE2E0., 77 8RR U CHIM Y A7 138U e o7z, EEEERE 255 L
TR T, AAI1E400pg 2 1 H 2 [E&EG LB, Vv 77U 20 mg HEHRGH#O S-U LT 7
U (CYP2C9 OFE) UL R-U/N7 7 U v (CYP3A4 DINE) OBFEREICHEL 5 X o7,
Flo, UAVT 7 U OEFHR (Fa ba s v R OEBRERERL) ([CEEE 5 X ol

I E S BTE

TRIVE RS & OSRYA HAER 2Rt L7 BR I E N LT Zeuy, AFNE CYP3A4 OIYE
HHR-UNT 7 U NILCYP2CO DIETHDHS-UNT 7 DIREEITHEL 5 X o727
D, AEVEHEEO AT T LenE RIS NS,

H%T%&t&
PEHR ATRE 72 2ol ARAIARA A 7k ik 2 D 2 L,

IR

ARBTG5 L7 — 213 7e v, Bhakk CAER T2 B 2 E 8200 )OI B 70 E14E
AR En TRy, 2B, BLFR o RXTERORERBMO T a 224 7 ) U2 R/IE (IP ZH/IK)
WX T 280001, B E R A2 1T o727 v b XD B RO 20~80 fEE T2, AFHEENME D TP
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ZREENT DHA DL IP ZBEENEE L2V IEA X 0 AR 72 B ATREMEDRN & 5,
BRI A N ONBERTTE 2 WD 72 WERIR AT RE 22 2o PRI % LTy ARHIFE 513 HEDE <4720,

T LX AT IZEORFH O NHH T ~ORBATIIAATH S, 7y MIBWT, ELFv
INT NI DB DO T ~DBITHRED LI TWD (53 HEHR), AWRICHT 2V A7 135
ETERY, BHPIFIARZ G LW &,

4 TERE
FATZ MR T =32, 7y FoRBRT, GHEOE LI RTI2X Y, BiEFHRIC—
WEMHEDOELNNFED B2, ATEREICITE L o7 (5.3 THEMR), b b ~OREM I RIAT
H5D,

47 BBEDEHZRENRUEBORERNICHT HE

AANX. BB OERRRE ) L OB O BAERE ) TR 8 A 5. 2 5, HENHEOEERRE ) LY
PR DIAERE NS SV THIBT T 2 8123, BE OBRIREL AR ORIER 72 7 7 (v (8
IR TR &) 2 SIHICEN TR 2 &,

48 EHEMA

ZEMTO I 7M1 ILDEL

FRRIERNL, B, TR ED - MRk, B, PR, DUEDE. BIEVR. Wil CTh 5, Zh
S ORIWERNIH EHEI CRBBEER S <. KEORIERITBRENOHEETH D,

EMERAD—E%x

JEWENE PAH BB 1156 Bl 2 x5 & L= BRI 1A 7 7 & R R Ll BR ©, AFK| D2 ek % 51
il U7z 35RO IR AFIREDS 76.4 R (P& 70.7 [H) . 777 AR 71.2 B[/ (b
JfE 63.7 HH) Thoto, AFIOFEEFITHR K 42FETH T,

R X L OEIRERER TR DN RIER 2 FRIRT, SREBEO XN TIE, EEENH
VI BIACRERZR LTV 5,
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NS-304 1.6 AEICE T SERRTEICET 2EH
WEMRSE b C B R A
(1/10 LA 1) 1/100 LA F. 1/10 Fif) (171000 LA E. 1/100 #jif)
Mg LY v RFEE 2 1fn.
~NES a e URE
A PAR AT FRODR BRFS RE TUAEESE
IR BRI A L8 o i
(4.4 THE )
Rt X OekiEE AAEOR
IR E
PR R BE SER *
DB TAPESER (4.4 THBHR)
A AT * IEIMLE (4.4 HEBR)
M, MAERE KOS | SmIEsER GEEYeEd | SR
P %*))
H ke T [
M -
[
FEREF L OV Rk 35
ER7
FLBE
B RE L O AR | ZEIR*
fEE P *
RE i
DU g *
—i% - 2HEEL IO 3
B ke

* TRPEDORIEMICET 28k ) OHEZRT 5 L,

BEDEERIZEEY 2 fd
JAERER SHEHIFICBE T & ZEEE/H

T Lx T OERBEFICBEET 2RITEH ORBBUEE N & < . FrICEE Z L O &R T
BN E o T2, LT ORISR,

k=1
]

TaAZY AL 7Y = FAETH HH SR

B I E AFIRE 77 v Rt AFIRE 75w AREE
SHR 64% 28% 40% 20%
T 36% 12% 30% 13%
L 29% 13% 20% 10%
Gt 26% 4% 21% 4%
ik 15% 5% 9% 3%
)53 14% 5% 13% 6%
M 14% 4% 8% 6%
AL 11% 4% 10% 3%
ESIENG 7% 5% 9% 5%

ZHH ORWERIZEE —itE, &5 WITRHEFRIE CEBLATRE TH 5, AFIFED 7.5%0 215D
BITER OB, 52 ik L, EERREWEMORBIIL, KRAIREDN 2.3%., 77 BARBENR
0.5% Ch oz, AHDHFTIL., BB 2 HRNRO NG, HlEIE, fiH3K, bugEt
O/ SUIHEREME B IR EOIRIEEN AR TH 5, EIRICEET 2 FRITITHEFRE (T4
E— A7) NUIRLIZEE STV 5,
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NETOE Y

PAH FBF & x5 & L7288 AR 7 & AN UHGEER © e RPERF I3 1T 2 ~E 7 m B R EE
DR—=ZF A DB EOEEIL, 7T B ARBETIE-0.05~0.25 g/dL ToH HDIZx L, AFHl
FETIE-0.34~-0.02 g/dL TH o7z, ~EZ B ERENRN—ZT 4 5 10 g/dL RfIIE T L7z
BEIL, ARAIBET 8.6%, 77 BAREETS50%THo7,

BRI EEIRE

PAH B& Zxt5e & U728 T 87 At FRELEGER © . BRI RE TCHEE DS AR HIE Tl 1.6%
HKBLL, 7T ERBEETIIRIA LR 7e (44 HBH) . RHIBETIIRFORFERE T FUR RIS
JVE DR RAED A LTe (R—=R T A O RAE 2.5 MU/L 72 55K T-0.3 MU/L ), 7T &
RHETIRIZEAEEDBRO ONR»oTc, ) Ia— R A= KA vy O EIE
MR LR B o Tz,

IR T
PAH BF & x5 & U728 WL AR 7 & AN RUERHGEAER C L DA O SEEEIC W) TP o #0
($ 5 2~4 Wit - 3~4 bpm) DFRDH LT, LEKMRE T, AESIRBAFIRE 11.3%, 7 7F
W 8.8% D HiLTe (44 HE 5.1 THSH),

FHE DI EEDN B BIEBDHE

[ 5y D U AR 1T L RS & OB VR DI B BIE & 855 = L IREETH Y
ZOEEBDNKT 4 v 8V RAY AT Y AEREIICE =2 ) v/ TE B, EREHEEL,
GV IC—BEHOR LN 27 DA LC, AH & O BIEPED RIS BIER & 555
L AR BLD,

49 BEk5

AHKlZ 3200 pg F TiEER G LIZEFRHRE STV D, M5 S BIWER IR o —ii ko
BLDOHTH o7z, WEEGPHAELTEHGAIL, NEIDS U CRHERIETLET L Z L, i,
T LX T ROEDOIEWRB O Z o R0 FEERITmN D BITIIERN RN B X BILD,

5. EEZEM
51 ZEHZFAEMHE
N4 - PuiARdE, L/ MVREEEEIHIEE (~ XY U ZBR<) . ATC =— R : BOIAC27

ERRE

AFNIT v REY A7V RN EOT Fu s L B @I IP SR EEEETH L, L
X7V CESTAZ X 0 {EMEAEMI IR R S dv, IEHEREIIETE Lo 37 X0 805K 37 5
W, B LR IR R ONEEREILE OBFE A TS [P A EREEEE T, o e Ay A4 K
ZRR (EP,~EP,, DP, FP XN TP) & AT IP ZBARA~ORRENF Y, EPy, EP;, FP KN
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TP S ARITIH LA R OME & I T 2 T OZFIR T 572D, 2 b OZERITKR L TIRRIRT
THDHZETEETH D, £72. EPy. EPy. KO DPy B MBI GEMAENER 2 FHET 5720, 2
NOOZHEEIZK L TIEBROTHL ZEHEETH D,

T L X T RO OIEMREIL, 1P SRR EZRINT 2 2 LIC X0 MAEIRRIER IS Z,
RS BN R O LS ER 2”3, B L X 2370137 v O PAH £ 7 /L Tl Ol
UET Y U7 %El L, BifE & RAGINE 2 A EICHE L TR T S8, 2 b oERMMICRT
DIIVFHNRE BT DT 2L ERB LTV, ' LF /37T in vitro T IP SRR OBUEIEZ
FHEEP, Ty PETATHEX T 4 TF—2FE LR,

EHFHER
g ER LR

i HEWBR#E O thorough QT FABA T, A 1 5] 800 pg & TN 1600 ug & 1 H 2 [EIEH G L=,
DR (QTe MIME) XM= (PR O QRS k) ICHEITRD SR> 7208, Dk
BEOHEMAEO bz (DHEORX—AT A PO DEED T TR E DN, KA 1 [H
800 pg #5- 1.5~3 FE%IZ 6~7 bpm, 1 [A] 1600 pg £ 5- 1.5~3 K2 9~10 bpm HEN),

11,5 £ 2 T F
B TAE ROV T ARRBR ©. AAIEK G2 I MIET O von Willebrand's Factor (VWF) D D
DR B LT 5 vVWF D3 IEVEE PR IS5 Z &3 o T2,

AR 1T 8
%A~ 7 2 AR —EE MRS C. ERA X OV XL PDE-5 BAEIEZ 0 L T\ % WHO
PEREHH Y 7 X II~1I1 @ PAH E ZRRIT, AH% 17 B GEOMMATENRE ST A — % Z53F
i L7z, BHF T & ORcRM A& E Tl G L72BE, ARFIEE (115200 pg 1 H 2 B0 M &iE Thi
i FHE 1181800 ug 1 A 2 [A1F Tl ; N=33) TiE, Ml EHPro FMHEIT 30.3% [95%(5 X M
(CD) : -44.7~-12.2% ; p=0.0045], DMFEL (GEEENEO P IAE) 1% 041 L/min/m® (95%CI : 0.10
~0.71) TH Y, 77 R (N=10) &I TENENREFNCA BRI RN EH AR LT,

SRMESERUVRS M
PAH E&IZH 113 FZI1E

JE@EME (WHO HERE 7 HH 2 7 A 1~1V) PAH B3 1156 filaxig & Uiz, ZhiskdkFE. B (&
RIEEFEHIR K 42 4), 77 A%, ZHER, WATER., <0 MERENVRL, 25 11 AR5 C,
AFN D PAH HEATITH T 2R MR SNz, BE LT T B ARRE (N=582) SUIAAIRE (N=574)
2T F 2ZEN AT 72, 1E1200 ug 1 B 2 [\l f &g, 1 EEFECHE L, B35 2 & OfRi A
BAFELRE (118 200~1600 ug 1 H 2 [A]),

I B X, 7RO &P 5 F TUlZ morbidity/mortality A X2 DN ERPNCFHEILT HE TO
W & L7z, Morbidity/mortality X2 ME, BT (JRAAR) . PAH BEAKIZ X DAL, HifgtE X
1L V= LR IRELBHIN 2 M3 & 3% PAH OEE(L, PAH BALIC L 2 FER O T 0 A ¥ ) A REE
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XTI EWMBFERIEORL, &2 WIXZOMORE#EITE LT, X—2XF 1 T WHO #renfs
T A1 X 01 OBFIZBNT, 6 BEATIHEEON—2 T A 06 OREiE (15%LL ) KT
WHO HSHE /3R 7 7 AD AL _— AT A > C WHOBSRENSE 7 7 A UL IV DEREFITB VT,
6 MBI THRBED X — R T A 2D OEHE (15%LL |) X O PAH JEREHEDIBMMALE & B LT,

BETDA N IRAXY NHIZEBRERIT LY 5RO CHEE Sz,

RO TEIEIL 48.1 5% (18~80 %) T, BEDOKPITAN (65.0%) KO&ME (79.8%) TH-
720 65 LA EDBFIT 17.9%, 75 Wbl EOBFIT 1.1% ThH o7, N—RA T A 2BV T, WHO
BERENHE 7 7 2T 109 1%, 13K 46%, T 2859 53%., IV 25 1% THh - 7=,

PAH JEEBAYBETIE. B0 PAH SUTEMEME PAH (58%) 23 b2 < . R TREAHLRRIFIZFE S
PAH (29%) . {E1E FHiH - O WM RIEOHEBIZE S PAH (10%) . ZOftho> PAH [ 1T
WiE D PAH (2%) K OVHIV EYYED PAH (1%)] Th o7,

NR—=RA T A NZBWT, K¥EOBRE (80%) 7 PAH IRERKZ —EOHETHRGINTEY, £
DWNERIL ERA 28 15%, PDE-5 FHE SN 32%, ERA &N PDE-5 [HEIKO M 723 33% T - 7=,

THEMRTORGHEOPREIL, 7T 2 AR 63.7 B, AFIEE 70.7 B TH -T2,

ARFNOHERF FH BT, 200~400 pug O HBE D 23%, 600~1000 pg D HEE ) 31%, 1200~1600 pg O
BENA3%TH- T,

AFIEE (1 [\ 200~1600 pg = 1 H 2 [\lE5) T, IBBRIEOKRKESGD 7 B E TIZ
morbidity/mortality - X2 s DFELN | 77 B ARREL H LT 40%K F L72 [/~ — R (HR) 0.60;
99%CI : 0.46~0.78 ; Ji il log rank f#7E D p f<0.0001) (X 1), KFIDOIEFEZIFIL, £ PAH HA4L
2R D ABEDHD & £ OB EHEST OWAITEIF L7z (3 1),
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1905 UPTRAVI
------------- Placebo
80 -
]
%
=
<
= 60 -
& %
<
L%
8 .......
‘5
> 417%
©n 40 .
=
w
g
®
20
1-sided Logrank p-value: <0.0001
0 AT T T T T T T
0 6 12 18 24 30 36
Months from randomization
UPTRAVI patients:
at risk |574 455 361 246 171 101 40
Placebo patients:
at risk |582 433 347 220 149 88 28
1 E&#D morbidity/mortality 4 X2 AFIRY % F THOHRKD Kaplan-Meier B#R
x1 TOMALARY FDEH
PGS A KO AN FERBLUTBH KENRE L 7T 2 REED L
ek E N \ . *FU A S
Fet SRR | AmmE | ety =y | TTIAZ e ey
(N=582) (N=574) wF KT (99%CI) PR
- (99%CI)
morbidity/mortality A -~ 0 0 o 40% 0.60
Lopoa 58.2% 41.7% 16.5% (22%: 54%) (0.46:0.78) <0.0001
PAH BEAKIC & B AR 109 78 5 1% 33% 0.67 0.04
n (%) (18.7%) (13.6%) e (2%; 54%) (0.46; 0.98) )
BT ® 0 )
PR FRAETT 100 38 10.6% 64% 0.36 <0.0001
n (%) (17.2%) (6.6%) (41%; 78%) (0.22; 0.59)
iv/se 7o AKX ) AR
. . 15 11 32% 0.68
VY == Y be 0
ﬁfﬁ&iﬁ&;ﬁfﬁ& (2.6%) (1.9%) 0.7% (-90%; 76%) (0.24; 1.90) 0.53
(V]
i03+7 Hi =Tl 37 46 7% -17% 1.17 0.77
n (%) (6.4%) (8.0%) e (-107%;34%) (0.66,2.07) ’
0
AR TR E TosT ¢ 105 100 0.6% 3% 0.97 042
n (%) (18.0%) (17.4%) e (-39%; 32%) (0.68; 1.39) )
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CI={Z#H X [W]; EOT=ficf&d% s iv=FFlRIN I 5 s.c=F TS

@) 36 7 HETIZA NV F2FEHLIZBEDY% =100 X (1 - Kaplan-Meier #EEH); Cox D HFINY — FE5 /L THE
7E L7= Y — REb; unstratified /7 log rank #27E P &

(b) EOT+7 H#% £ CICEERME B O A X k& FBL L 7= B35 D% = Aalen-Johansen (£ % FWCTHEE L7~ — K
tt; Gray #7E & VN2 W P AE

(c) R U LEPRARMZLELE T 256 26T RAR 1 fIEOT 72 E 2 )

(d) EOT+7 B CUIRBRIE TR &£ TIZA X R &2 FBLL 72 BE DO%; Cox DB Y — RET /L THEE Lo
W — RLb; unstratified /7 log rank #27E D P f&

AT AR ETORTHN T 7B RBEL D AR CTEL, B TREE CoRTHITAE
DIRNZ 2OV T, HEET AR LIZE ZA, ZORTEHO AL, PAHICL DT L
HEESCHIELR ORI & ORI ROMRE & —& LTz,

FEFIE H TR LN 7 BRI T D2ARFO AL, B 2L OMEFHEMT—HL,
ZHEHENTOEFR LI 3 DOMFFHEO T T U O — REETHRINTEY (1 [[] 200
~400 ug 1 A 2 [ : 0.60, 1[A] 600~1000 ug 1 H 2 [H : 0.53, 1[H] 1200~1600 pg 1 H 2 [A] : 0.64)
EIRORFE (0.60) &b —FH LTz,

FEFMIE B 23T 2 AR O AL, s, MR, AFE, PAH FESFH, Hill, WHO H6E
YFEY T A, PAH IEFCRONEH (BAPREE. ERA UL PDE-5 BER L o 2 FIGEA. 3 &IGEH) @
YT I N—TRT—E LT\,

BIREHBIE R & LT &A1 PAH IZ X 230610 X3 PAH EALIZ L D AR £ COHM 2 - L7z,
ZOREFR, 77 /AR U TARANIMR Y 27 % 30%IK F 172 (v — KEE0.70 5 99%CI : 0.50
~0.98 ; Jifll log rank %7€ p=0.0031), 36 » H F TIZA N> M EREBL LU EBE X, AFIEE 28.9%.,
T ERHE413% THY | HExF U R 71X 124%K T L7z,

RO RMEBE S F TITRINCHEBL L 7oA X b & LT PAH IZ X Y FET- U PAH EALIZ XL D
ABEE R LT BT, ARAIEET 102 61 (17.8%). 77 BARET 137 f5] (23.5%) Toh o7z, PAH
2L DI IEARAFIRE 16 B (2.8%). 77 &AEE 14 6] (24%) T. PAH EALIZ L D ABRIIAAIRE
86 f5il (15.0%). 77 &ARHEE 123 6 21.1%) Thoto, AFFETIET 7 BREEL LT, KHO
PAH BEALIC X B ABED Y A7 MEF Lz (ONW— K 0.67 ; 99%CI : 0.46~0.98 ; il log rank #
E p=0.04),

FRERIE TIREE CITHBL L723E LI, AAIRE 100 1] (17.4%) . 77 &2 AEE 105 1] (18.0%) Th -
7o (NP — FEE0.97 5 99%CL: 0.68~1.39), 2D 5 &, PAHIZ L HFEL 1L, AAIRE 70 61 (12.2%) |
77w AR 83l (143%) Th o7z,

TERICEET S5HGEE

BRIV E & U CGEBIMAREAZ MM L7z, X—RA T A VD 6 4 THEEED H i
FIRE 376 m (HiPH : 90~482m), 77 B AREE 369 m (#iMH : 50~515m) Th-o7z, F77H%E (TQ
455 12 ) ICHIE L7z 6 2B TIREED R— A T 4 U b5 26 B £ TOE{LED F R
EICBWT, 77 B RICHT DIRENEIT 120 m Th - 72 (99%CI 1~24 m; Al p=0.0027) , PAH
RIEEZ O L TR 70 BE T, M7 ZRHZHAE L7277 RISk 2102 R 1L 34 m T
H o7z (99%CI : 10~63m),

GRIPHON 7k D — D 35 123 T, Cambridge Pulmonary Hypertension Outcome Review
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(CAMPHOR) EMZ4 H\WT QOL Z3Hli L7z, ZDfEFR, X=X F7 4 b 26 BE TORE
TR RITZRD e o 7=,

MR
RN EESEST 12, Bl I ESEER O 1 DU EOS Tty N &t/ NUEFEZxISR E LIEARAID
B R AR T 2 8B 2T Lz CNER~OBAIZET 21F#IT. 42 HAZZM),

52 EWENEEFRHE

TR E 2 xR L LT, & L& T KO OTEERE O Ky Ehieskin % £ L 7=,
T L X277 RO OGN O KW ERE T, BRI 5 Tk 800 ug £ T, KEHE T 1 [
1800 pg 1 H 2 [A1E TOHETHEFIMEN RO bivlz, KEHRG%, L X 7 KOZE OGS
REIE 3 BUNIZEFIRIEIZE L, MR TEREEIGRD Lo 7o,

RS ©, EFEIRBICIT 2BERE (1 & 5HRRO MR A — REFE AR T m k) Ok
FMZEEL, BL X370 43%, IEMEREDY 39% T, #BRFENETITE L2/ 70 24%,
TEMEREN 19% Th o7,

EFIRBIZBIT 27 X o7 ROVEMER#Y O RIL, PAH B3 & @RS CRIfRE T
o 72 PAH BEFICHB T 51 L 237 R ONEHEREY O KB RE 1T B EEE IR E I RLT,
REFEA IR o T2,

R 4R

T L F U RTIHECHHITRIN S, FFC CESTIZ X ISR R SIS,

AFNIOROBEGH%, B L 37 1F 1~3 BT, IEEGEHIIT 3~4 B CRcm g iR g 1z
BET D,

t MIBT D ELVXR I RT ORI SA T T XA T 8T T 13K 49% Th o 7=, IHEHERE O
IME R R 1R B & RN G- CIXRIREE CTH - 72D T, ZOMKINA AT XA T8 T
#A OWATEITE LF 37 OFEIBREEFRICER L TWD EEx b,

AH| 400 pg Z# BBICHEE 5% O L X o7 ORI, Rk G L ik LT, A AR
FT10%EM L, HARAYEERE T 15%00 Ly, TR OMREE 213 A AEERE C 27%0)
L. HARAWERE T 12% Lz, BHEEG &R TRARE 5 THERROBEFE N L) -
776

Vil

T LT R OFOFEEAEIL, Y X7 L OEARNE W (LY 7 fEARIT
F99%, TIT I Lk ol -FRVENE S L X OREERITFERRE), EFIRETOR® L X T D00
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A a7 a X FRAAK

L7 AF = VSR

RZ7 7R b U U LRIREE

— %R A7 Xk M7 uzxF=L _7Ta AR DA

7e4 RUT A EARAW 10 pg M7 a A FEFE20mg M L7 a A MESK 50 mg, | 77 72— R LA §E 60 ug
b L7 A FESHK 100 mg b L7 R S ERR 200 mg

e A VIR RS 5 H RSt LR S

AGRAEA A 201549 A 201443 A 2007 410 A

SEACHAE T 0| SEAIIEERILE (2015 4F 10 H IR0 2014 9 1 2007 £ 12 A

SR

FRHIAEH A

FEAFHH 201546 A

B 5y ISR, RN, ISR, RN, ISR, R,

b5

CO:z2H

Ha

~H HsC H CHs
—y [‘[\ {
H H OH

KO CH*im B~ —

CHs

CO:zNa

CHa

B Ui Akt

B USRI St

A - &

W A
177V (ImL) H, 41 272X k0.010mg &FH

TS ORISR A

L7 A FMEFK 20mg -

13470 2Q0mL) FhL7EAF =L 20mg &H
L7 a A FERIR S0mg

13470 2Q0mL) HhL7rAF =)L 50mg &H
M7 m A MEFK 100 mg

13470 20mL) H kL7 aAF=/L 100 mg &G4
ML m A MESFK 200 mg

13470 2Q0mL) F hL 7B AF=)L200mg &FH

FER (RldE)
VEFIZARRZ B A N M) U L% 60 ug aH7 5,
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A a7 a X FRAAK

L7 AF = VSR

RZ7 7R b U U LRIREE

ZHHE « 2hfe it A i e a2 9 S AR il v IS (WHORKRESYHH 2 & AL, IR ONV) | i h AR il v o 9
e - HRICEET HERLDEE (hEE - SHRICEIET HFERALDEE) (BhEE - HIRICEET HERALDEE)
(H)WHO HERENIEY T A 1R DA ER Q%4 1. AT AT BRI 3 1S & 2 S iz g lc o (V)8 fiti i R B OB IR L2 A ) i v of 257 LA
VERENE LT R, AERTDHZ &, Sho fili B IR il 7 S (S 38 U D AT - ek
QAANDE N &7z > TUX, FH o MliBh R il & i £ 2. FERMEREAEME LB LE D SRR & £ 58 2 IEREST L TR,
JEICX T DIRIRANA BT A v BB EOER DUVTIE, Eisenmenger FEMERED 5 VM EHTH4 I it Q)i MLESE > WHO BRE S HE 2 7 A IV O BEILE
it o2 L, MIEDFERF L CTODEBFICOMENT L L, DA - MR L T ey, £o, B
3. ARFNTRE DA M E IR T IR IG R R NG S SEHE D m W BREE TIIRRE LI WEGEE R
NAWHAGEAZZEET 52 L, b5, TBREED D WVIIBRIEROUEN A DN
4, B5FEVE BRI MERE, Sk Ak Eh R i RV A T, FERACHM BRIV ERX 5 L
M FEAE B OMBIRR VA 5 Al Bh ARMEAT 55 1 E5E PASE WY EETTH 2 &,
O FEh R I i AR L 35 1 B A I 02 ek % WHO H§RE/3 %813 NYHA (New York Heart Association)
[EHEST L TR, DFREV A MR BRI Li-b o Th b, R
RO 5% OHEBHK)
Ak - A= WE, RAIZA e T e A B E LCHIENE 1A 25 ug &2 | G@H . RAICIE h L7 r 2F =0k LT 1.25 ngkg//r O | lw, lAIIE, X772 P R oAl LTI HI20

2T TAFEHCTRAL BFEMEEMR L2 ET2[EA
DIFEIE 1\ 5.0 pg IR LT 1 H 6~9BIRAT S, 1
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BDHDHOT, 1025 pg 28 L0 HEVU ARG
(K1 H6E) THRE LIk, BREDIRIELBIZR
LR SR ARMBEARET22 L, 118 5.0 pg 123
BTHRICHLEFE LY bERVRARME K1 H6
[\) TG L, BEOREEZBIE LD SR AR
AT L, [MEERS ) R OTEYB)§E ) DIE
]

G)ENEZZ T TWVABEREREE IIEEEOD 5 A
H (U VvTrF=r 7 VT Z 2 A30mL/min BLF)
TIE, PR EBIET 2 82N 5O T, 1[0 2.5 pg
FEE LD LRVRAME &K1 H6E) TEE
Lhash, BEF OIRREZBIEL L7 0s bR b % Ji S
THZ L, 150 pg ICHET HBRICHLEE LD
BV (k1 B 6E) THREL, BEOR
BEBE LN OWAMBERG T2, [ME
EE G RO R B DS R

5 B CRAGERRIN IR 53U R TR 52 BE T 5, 2
DR EE G EENAF O HMEORIERICE Vit z S
TRV AE, BE5EEE 0.625 ng/kg//3ICBET D,
BEORIEE + B L b AL g o 4 8L,
1 #8720 K 1.25 ng/kg/5y THER L, € DO%ITERIKIE
RIIE T T 1EB B2 0 KK 2.5 ng/kg/sy THRE L, &K
BHEHREARET D, 1AM SZY 1.25 XX 2.5 ng/kg/57
EHATHET 56 BEOBEMEEL T OMR LN
RIS G T 5, Rl 58 OPREICH iz - T, AH
DFIER & Wi mERER Ot E & FiE L 35,

ug % 2 ENZT CRIA BRI OB 5925 Z Lo BBtk
L. etk (BER) & +08I8E L) bk &3 %,

7eds, AEITBF R, BAM 2 LIS Ul a5
2. WK 1A 360pg £TE L, 2[NSO TS RKZIC
wosET5,

(k- AEICEEYT SR LR

Jif A i 3 A V3 SRR S 5 B AR R DY R
FIZLoTHRRD ZERMONTEY | AFIDOE LT
bleoTi, DRI VAL, HET LA
BEOREZ TICBE LB 6175 2 &

(A% - AECEET 5ERALDEER)

1. 5 BARARE & OV 53 EE R BT OB I3 BE D SEIR &
K<L, D MESmMATEIRROZILIC X
LRIERORBICHE L, BELSEOONHA
WIEARI O EZ S 2 E 21T Z &,

2. Ml M EAER S BRI E T 2 823 H D D
T, ZHROEE I TAM A BEE RS D 2 L,

3. ARFN P TGP R SRER O B ST
BRRDOONDZ ENHDHDT, BHFOWREICE
BL., 20X RBA8100%, BEEEIFERE
T EORMERINEEITH Z L,

4. AHIOMIERNT 0.8~4.6 I TH A=, &
R P 5% ik U 7= S BB 3 D 35 Ol e 5
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A a7 a X FRAAK

L7 AF = VSR

RZ7 7R b U U LRIREE

i - i (Ji)

5. AFIO B R & A E T D550, FAIL H—H
BCETL, BRFBITBEOIERE KBTS
ek,

6. FFEEED H 2 BE TR T, AFIOMmFRED L
FI 570, 0.625 ng/kg/ RS ZBMA L, 1E
EICWETHZ e, (MEERL). g o
HE )

7. ENFMTIBUNT 290 nglkg/ 5y % #8 Z 7 5% 53 D%
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SMETAAN D BB PRI XV FECITE S TERID
SRTWDDOT, KAl RE TGP IS 25813,
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WO BRI
HLRWZ L)

~
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QI LTV U Y 27 @0 GHEEML
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WO FRFIZE 2 FIE LT BT ERTOE B NIV IER
EHEOAREDOH B EBH, BEOREIROH 5B, 3
J A LA IR s (—i@ MMM e, A H )
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(DE MRS BH L0 2 B Ui e
I B LB e R S MEE ORI E B S
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A a7 a X FRAAK

L7 AF = VSR

RZ7 7R b U U LRIREE

A EoREE
()

@ET 22T TV DB RERE IEBEEDH 5 BE

OITREE OB 5 BE RO MFRER LF+5, £/,

@BRRERE O 2 B Ui TR (Ca) S O

(ZVvT7rF=r 7 )7 T A30mbmin IT) [TH|  BEEOHEEOSH 2 EH COMAREITZRY, 1T (TH| #&&E (AUC) 2MMT2kznnd s, (TEERMHIRE)
15 - ARICBES DM LoEE ] DHS ] & - HEICBEET 260 EoEg), [ERYyEiE 0ES | OHEER) ]
1)
GBEEDH 2 EE PR INBIET 28 ZN1H D, ]
2EELGERNIE 2EELGERNIE 2EELGERNIE
(DWAFIOWANI & [RESHEEDBFEFRE EN D TREMR S | (OAROERG1Z, FROZIA~DEY 2SN EETH | (DAK DAL TR F—§E20pg) . [FrdAY

HDT, BEDBFEO LN GEITE, &5 EFIEL,
W LE AT Z L,

Q)MIARIED JRBEA T NI 35EITIE, AR ZEE % 2R
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ARG L RDTFHELRT D L,

DHDFEVERHLLDNDLZ ENHDHDOT, mAEE, B
B OGERR SR A 1 O B A B ET D BRICITEE S
L5 L, FICERGYICIIEETHZ L,

D12, BRI 72 3G AT RE 72 E R A% 12 B8 0
T MU SE B OV AR A DIBIRIZ 4 722 ik & R &
HOEMO b & T AR OB HEY) &S D E
BICDOBITH Z &,

QB CBEHICBATT AN, B &G HE Gl
5 A RBEIT I, R RIS B OB E RS
WZOWTTOBEICHDHE LTV, BEE L HEY)
(A PTRE & EERI AT L7 BE Ik L Co k5%
BT 252 &,

QY TGS HT- > Tt TRROKMIEET S Z L,

DAFRREITENL, FEAR. BEAL, P, BR5c. WHE. HiE.
FEHET. SV N T A RO B Z &,

2)ES RN B TR & R 2 125 A, B OIS ENE
PRE, M EE 2 THATDHZ &,

SWEEBALITREES. B, B, KEREERHFAI R,
NEF RS BB L, F—E0~DEH N O v & L
FrEWETH &, R, ENERRRER CIXEmNER
G E ST,

HENEERFBRICIB N T, R T B 5-RE ERERAL O
SR RS B (C 3R BTz, RS O SR B O
(B ICHEEENER) A S b aici, Wyl
JLE (NSAIDs iR, 7 —V 7 /e —F 4 J7%) %
FHET B2 &, R PG OGN R EE, A
Fl DB G- 1L SRR RN B G-~ D 8 & iaitd 2
Z &,

WFHEERIRIN IR 5 B 72 > T, BUiE 7 & O T 22k
YSENH HONDZ ERHDHO T, FrROMICHERT
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DT, BEIRD LNHEITEFEAFNTERT 20O
M SRR OLAREICE D bONFRREZHER L, &
RoEhFIE, FIRAOEE 72 EEb) 0@ E2175 2
&,

DAL FERHASY ) RRATRICEE L, DREN
HHbNDEZENRHDHOT, BENBDLNZEEIC
IEOAREOFRZ /R L, AROEGE2RIET 578
WY B ETTH Z &,

HEGEHERA GERERHTY ) BRSO T 8
BT DENHDLOT, Gk, FPREEE, R HiE
DOIE (REE) 0O bIEAITIE, EwRNC
Mas X Hr. MG CT. MG~ —0 —EOR&x Eiid 5
Z &, AR OB %IEMENZE OFEEL TR G
WS IIERGE2RIE L, @B ERERLVECHD
B GO LB AT Z &,

FE N EGRRRBR IR T, RRMERRAT R 5241 40 Bl 26
il (65.0%) [ZEWERNRD b=, E2REIWERIL, B
Ji 8 Bl (20.0%) . AFHERESLH 761 (17.5%) . R 3
B (7.5%) . 59 3 61 (7.5%) . 22 4 (5.0%)
{5 2 B (5.0%) . RFESREMAES LA 2 41 (5.0%) . 74
HhIRE 2 451 (5.0%) . FREMED E V2 61 (5.0%) . AL
PEDEW 26 (5.0%) . s 2 F (5.0%) . L2
Bl (5.0%) KNETY 24 (5.0%) TohH-o7z (WHO #
MY 7 A - IV OHGER L7 T 2 1T OZhREM
FFERE)
WESMEG R AR BRI T R MEREAM 5451 328 il 172
Bl (52.4%) \CEWER RO bz, E2RIERIE, B
I 49 Bl (14.9%) . 7REHMMED E V26 6] (7.9%) . Tk
RebEE 25 1 (7.6%) . PRWRIREE 23 41 (7.0%) . JHC
18 491 (5.5%) | s 14 ] (4.3%) . FRGEZAE 12 61 (3.7%) .
B 10 51 (3.0%) | 357 10 51 (3.0%) . THi 10 51 (3.0%)
K OE I 10 61 (3.0%) TH-o7- (WHO HERESIH 7
Z A M-IV OHFERF KON T 2 11 OZYREIBINHFERE) ,
S EMRRIEICH T 5 F5EE O FIE N
[E NG RRRBR I 3 T e MEARHT T S 28 B 17
%l (60.7%) 40 HIZRIVER RS Hiviz, ERRIER .
JFESREMA R 7601 (25.0%) . y-Z A Z IV ET R
7 = 7 —VBHEIN R ORI 23240 3 61 (10.7%)
Thote (HFER) .
WS R RRBRIZ I T, AR RAE R 175 41
68 1] (38.9%) THB® L= EARBEIWEA L, RiYMEIE
1441 (8.0%) . TANTXUET I ) F TV AT =T
—BIE N7 =0T 2 ) b T AT 27 —EHN
NENEN 106 (5.7%) Thotz (HiEH)

(MEXLEIERA

DEEGIFHEEEES (13%*") : AST(GOT), ALT(GPT)
D LRAEME D BERRITHEESE R D HhD Z &M
HDHOT, EMLRE RO+ DB ATV,
BERA L 00 B SRR O N T2 A3 T OFRE J O
FERITIS UCL Wm L OG- k7 S 2 L % &
L&, [ TRk - HEICBEd 268 Eok
B, MEEEL ) R OTEE RN R) OS]

0€-SN

EL—TEEEE L)

6¢ abed



*& 1.7-3 RERMS—ER [ET N9 58F8K] (10/13)
TR E 7TV K R B KFBE
fEH EOFER 2)F DD EIER™? 2)Z DD EIER DR MERFA . BMmEBREAD. FFRERGED. /MRED.
(fe %) 5%LL L | 0.5%LL b 5% | S RBEEY 10%21 1 10%A0 | SEEEAR B I FERIEEY ) - sk, Bk,
IR A I/ kA BEAE JEBURE SO R, /s Al (~EZ e v L) BN
ST (& 7% LoD Z LRidh D DT, EHRRRAEKR 53708
i R P EEOE  (Fz IE, 381B555) BEITV, BENRRD SN B AT E R O Ef
B TS EMMER | B BHE 1L EEGI A E R L D 2 &, [THEEREARNEE)
K= AR RN T, i DIEZ ] -
R RIEE | EE PO . PR IE DAL, 5 2MEDFE GEERHED ) DRI
F N T BT & I [ T, BETLH52LB3HHDOT, HHEPIFBEL+5ITATV,
I R VAL, (RE ML mE e s IRETRE . R REEEIN, LAREEIR - e (Y]
SN ST R R B GR 2¢ . BB, DR R, MOkE) EES AU E
SR L Ot I R, B | M. U L7=5Aaiid, &5 29 1E3 5 7 Cibl /20 247 5
Wb i oo AT o<
H Ik E O ME S S F—tYE _ .
R g 5 @ OMOBER (ENRUESNT—4) \
BLO 73 IR £ BER O 1S WD X 9 7EIER GRS b=SEIiE, BHEIDG T,
i%mw@ ) PRI/ SR gﬁ%g I B O 7 BG4 2 B 2 b
% iR s \ ‘ S
. Ay V. ARSI (T | _ 10%L4 10% A5 %E/I\Eﬁ?
[ - Hjﬁ\ féﬁﬁﬁﬁiﬂi\?ﬂ@ E&zm {g AP RS | BETE EBAPE E | FEMED £
i & ______ A A
R R A FAERR AR ot AR Lo i
W, ~~ k2 Y V1) EIER S TN D A TRt BT B RITERIC AL, LA
v M, ~E Y ST IIREER & Lz, - r _
S, 2 W 2) KR BT 5, R W O A
VE D) WSRO 10 mg B GRE L D BLMl Lo, | 1£3) MO TIREICH T, AR GEsIcRE LT | | R OwH
T 2) WS ONENEERARBR AR O 10 mg B G- 0 & RO R EERN S STV D, s
WL, H G E L, NEM,
TE 3) MEAMTIR SR D OERED =30 HEERII L L T
v AR | T ReRE R i
P2 % O BRG%. %
TR D PEIE, FE
e R | R o
[ON ey ek
fEE

0€-SN

EL—TEEEE L)

0¢ abed



& 1.7-3 RAERMA—ER [ET 07 28]

(11/13)

By Ry Ve R & kb
R EoEE
(fe %) 10%20 1 10%AT | SEE R
EHEER | B TRETRAE, | BN, TRIE
O 57T i
KRRE
R AR AR A AST(GOT) |Al-P k& | /MR
& RMERE | D, ©V v
ALT(GPT) |4, fffEEk | b v E5-
SN B, ~
y-GT(GTP) |~ k7 U~
R&HL A | R ED
EeAIsi
NEZS e
WD
PR R OV KR HT
HhEE

TE D) VSRR L v B L
E2) ARREFEOHEOHHTERVANERIZ SN T
FHEEAE L,

5.5 ENDERSE
— I EEE T AERBENME T LTS Z RSN
DT, EEICEFTDH L,

5BIE~DES

— IR A IR T LT 5 2 £ A0
DTEBET 5L, [SMERABIC ST, RS
JEDZ < [T B PFE Th o 728, milin# CIEsEsl
% ATHEMEASE S RIS A R S, ]

5. 5ENDERSE
— I EEE T AERBENME T LTS Z RSN
DT, EEICEFTDH L,

60107, EiR. RIRE~OERE

(DA SUXATHR LTV 5 FTREME O & B i NI 5 L7
WZk, [EMESR (7 NEOUHE) TRHESE
B R R OVDIE R IR ERWE SN TR &b
BRI S ZRITT v DO 3 FR., VI X
TR 30 R Ch o Tz, £z, IR, HAERD
KEORME R ERmE ST D, ]

QIFIIFE~OLEEILRET B Z ENEFE L, a5
PFRETHGAGIIRALBT SED 2 &, [BWER
(7w B T ARNTHAHHRITBATT 5 2 & AR
ShTng, ]

6.530%. EiF. RILGFE~DOESES

(D X3ER LTV 2 FTREME O & 2 i NI I3 G- L7
W2k, [Ty NEOTYFITBWTRAIOMEET I
(Y FEOUYFTIITFHE - H - OHEORF, 356
127 v FTIRL=EFRAE, Bk, FIRRED
Mo Fw | JREEEREIE L, EEEIK) 2SR5
ncTna, ]

QAFAIF G L ERT S22, LY (7
v B ICBWTHAEROAGFERIE TRA LN Z & D
O, HHICBITT B AR H 5, ]

6.530%. EiF. RILGFE~DOESES

(D XI3ER LT 2 FIREME O & 2 NI I3 G- L7
W2 &, [BEBRCEGEERRE I TN D]

OFIFOFENIFHREG Lz EnEE LY, [FH
P OB B A IIMESL L TR

7NBEADERS
INFRAC KT B 22 VAT LTV RV, [ R ER A
720, ]

7TINREADERE
AN D R PRI L TR,
720, ]

REDIELSS

7TINREADES

(IR AR, FrAaR, 2R SRR 2
LRI LT ey, [HARBR D2 0]
QYNRE~RE X 2B 5T 52, RErZ v
KF s isE N HRAD O SIEEZ ST 22 L,

0€-SN

EL—TEEEE L)

1€ abed



& 1.7-3 RAERMA—ER [ET 07 28]

(12/13)

~ T U bE

ToT VR

Rl & oKWk

A EoREE
()

8 BERS

(D, Stk

SAENCRBWN T, EEEBEMICY T #2600 mg & HilElFE
A5 U2, £ EHRE, B, B, mtTho
7=

Q18 ik

BERG OBIT— AR HEREN LR S D, B, ~
VTR ATMIES L%y L OFFERE L EFTIC LY
ETERWEEZ RS,

8 BERS

i, IR : AAI 50 mg KON 100 mg (HELREREAED 5
&35 10 5) ZAEFERRANICHEIREL LizE 2 A, ARHlE
DBAEMED G E T & 70V B WAL, FEMED v, D
K OBBNFEBL LTz, 7o, ARIOERMET LV | B
HREOHRMEZ 5 & REENAE X BN D,

LB EE OMRMEAREBL L 7B A i@ A e iR ik &
1752 &L,

8 BEHRE
WG, EEOMTERT 22 Tt d 2,

SEREDEE SEREDEE 9EREDEE
FEH 3 (THE FRIZAFEE - LT ORICHOWTHRET 5 2 L, EH 3 (THE

PTP ALIED AL PTP > — F 220 H L TR % &
2¥ETHZ L, [PTP > — FOREMIC LV | BHOSLATS
INEEREEATIA L, & I A& 2 L CHERRIM /4%
OHEERAELHRT DL ZEARESNTND, ]

(WAANT PTP > — OO H L TIRHAT A2 L (PTP
= FOBIIZ LY | OGS AR A~HLA L
I LI ER I L CHthRR S0 HEE R A DHEE
PFET 22 LpmEINTND)

(QPTP > — F M BOEY H LIZ, DT~V EHMN LT
%, O T LT Z L,

PTP ALIED AL PTP > — F 22O H L TIRAT % &
2¥ETHZ L, [PTP > — FOREMIC L 0 BHOSLA TS
DVEEREEA~TIN U ISR & i = L CHEBRIR 2% 0
EHERAEZIRT D Z A RESRL TN D]

10.ZDDEE

()7 v FEROA X ORAERGHERBRIZI VT, e
FEM TR DSRD iz, 7 v b ORKE R GEMER
BRICIRWT, AR BUE RS 1 0BG OHIMARD 5
Nz, A4 XOREFRGHFERBRICE T, BHERD
IETFRRD BTz,

QUBSMFRFRBRIC BT, ARREEE, IS, B ifsk
PBUE e OV A BRI B9 2 B HEFEN T T AR
TIE 1.1% (2/184 %) . 0.0% (0/184 #1) . 1.6% (4/249
B) FOr0.0% (0249 f5l) THoZDIZHL, =T
V& 10mg BT 5.1% (10/194 ) |« 1.5% (3/194
B | 2.5% (6/242 ) KU0.8% (2242 H1) THY .,
FIERICEHSR, T H U TELBIEESNT,

10.ZDDEE

()7 > b CTITREMEZERE, BTERERE. BrEEd.
IR K OZ IR OIMEN . A X TH RS SN, &
b, JERERENRBD LN TND, 2B, b FOBEME
AEFHREIC T D BNIAH TH D,

Q)b FRIHY >8R A O D Yt iR B R T R
THAKROREER T N A SN0, flE &2 AV 5180
ZERBERHBR, T v b E AW DGR L OFF AR E W
DNA AR OFE Rzt Th - 72,

3)7 v b TIEEBIEDIE K O BB\ 3 7 S 4.
A X TEHRIEDHDBHBD HIL TN D,

DTS T B3, W/ TEME S N7 B R MR
(IPF) 35 492 {51 (5 B yRM:R i EE B 54 61)
Zxtg L Uz 77 & R kR o H IR o f%
B, IPF OFRED AL (FFIR R OREEIZ L D ABi % &
1) NIIHTERT T BRBEL L CTARARGHETS
S BB (RFIEGHE 329 Fild 90 B (27%) . 77 &
AEE163 B 28 B (17%) ) . RERAHF IS Nz,

10.ZDDEE

(H=v Fe Y 2R Ao —EiIcs VT, 10 8Ll E
DEFIZEVIET v N CEE OFEME, 3.
ZHRFL TR b,

QSN T, RAIOBHZ L0 T2 K OFFR 420
bbbl L DRERH S,

Tl LR

0€-SN

EL—TEEEE L)

Z2€ abed



& 1.7-3 RAERMA—ER [ET 07 28]

(13/13)

~ T U bE

ToT VR

Rl & oKWk

CEEGY R EHFEAZRTEO L, BUNCEET D 2
&,

- [ENTORBIEFIAmD TRON TS Z s,
WEIRGER, —ERDIEFNRD T —Z DNEBIND £
TOMIE, BIEF % R RERE % £ 2 2
Lk, AFEABEOERIERAIERET LD
2. RFNDZENVER A WEICEET 27— & & B8
L, AFIOBEMAICKERHBEZH#ELD Z L,

EIP COWRBIER 23 D TIRON TV D Z & A UG
Teth, —EBRDIEBNARD T —F BEFH SN D £ TORM
13, AEBE S G AR A 2 T 5 2 &lc kY,
AHUEHEE O ZHFREAET D & L I AL e
PR OHZNEICBE T % 7 — & % RN L AFI O IE
BRI BB LD 2 &,

FhENAR R = MEE (WHO #EED5EY S X LI R U IV)
FREMM P o2k GRER % TG FHE O SR L L AH
OREMROENEEZRET D & & bIC BRI TRBR
WOWTTEMMICHET 2 L,

S EMRKREICH T 5 FRESORMENS (1212 LFiEE
BEREALTWS . FREFEEEOREEDH 156
IZIR3)

c IR D A 7 EBREE A REO b, EUNCEE TS 2

&,

- [ENTORBIEFI MmO TRONTWS Z Lk,
RGeS, —EROEFNARD T — 4 NERE NS E
TOMNE. AE R 2 560 8l F R 2 =i+ 5 2
Llck Y, AFEHBE O RERAIEETL LD
12, AR OREEROEIECET 57— 2 B
WAE L, AR IEFERICHEREELHBLL &,

I SCEER R

2015 4= 5 A1ERkR (BB 1R

2015 4E 11 HekET (3 6 [l

2015 4F 12 HEkiET (105

1%

0€-SN

EL—TEEEE L)

€¢ abed



& 1.7-4 REERMA—ER INOZNT HiREK]

(1/14)

VAL TT ME 22T T 4 LEE IVFEF T 4 VT T R
— %R VF 7T b 2ETT 4 VT FT 4 VT T UERE
i onEd T T ASAEE 0S5 mg/ T T LS AEE 1.0mg S 7 RV $E 20 mg L 3T A8 20 mg
T T LR ABE 2.5 mg
4 A VRS AAA—=F4 0 U —kkXE4E 7 7 A P Etk
AGRAEA A 201441 A 2009 4F 10 H 2008 %1 A
SEMINEAEH B [ 2014 4F 4 H 2009 4F 12 A 2008 4F 4 A
ZhEEIB N 201542 A
FRHIAEH A
HHEEFEHA
B 5y BRI E LA AEE ST WL IR
(b2 E
3 NH; CH
&? \ N “H’U‘CHH 00
>__— Y\_){k | N’\\Sfl
F oo\ S N e ,L::j
N HyC 0
."l -
x%__,’f
A - & & $ERl (T o nvba—T 4 T EE) Bl (Z 4 bha—TF 4 7 EE) BERl (Z 4 ba—TF 4 7 EE)

TTARAFE0Smg : 152, VAT T h0Smg&EA
TTANAEE1Omg : 152, VAT M 1.0mg&A
TTAhNAEE2Smg: 1EEP, VAT T R 25mg &

1 e & 457 40 L LT 20mg

1 $Eh S VT F 7 4 v 7 T L FEEE 28.090 mg
(VT F7 40 LT 20mg)

e - R * SABHIIR RSB IS SXATSVE IR IR (T AT « P8 L7z | BB ARMEAT véh S AR R P A s a2
b o A FE A i v oA
+ IR i v . <#hht - RICEET HERLOEE> [Bh8E - DRICEET S ERLDITE]

e - HRICEET HFERALDEE

(WAFI OIS 7= - TiE. o8N AR ZERe M it
reh 1L S0 B ah e A i 1L (2 k)9 B TR IR AT
A RIAVEBBIHRGEOESZHMFTH L,

()T P i v i EE 0> WHO BERESYHH 2 7 A IV I
B 2 HNME R O ENEITHENL L TR0,

fiti I EAE (2 B9 5 WHO eI HZ 7 2 TICkIT 5
Bk - REVEITIMENL S TR,

Jifi e ML EAE (C B52 WHO #BE IR 7 A 1IZHIT S

B - REVEITIMENL S TR,

0€-SN

EL—TEEEE L)

¢ abed




* 1.7-4 RERZDAE—EXR [NO NI 5 K] (214)
VAT TT M 2 H T T 4 VEE VIVF ST 4 VT R
Ak - A= A= W, RAIZTHIREIZZ T 7 40 LT40mg 2% | @HF, RAIET VT T 7 008 LT1HI20mg%E 1 H3
WE, AV A7 hELTIREI1.O0mg 1 H 3 A#53 5, B 57 %,
RO LT 5, 2 BRIk L CIGEImTE A 95
mmHg LG EREIR & 7R S 22 W52, 2 BRI | | <R - B 5680 Long >
T1EAREZ 0.5mg T OHET 228, Km AR 1A 25| | 18 TP EEOBEED H 5 BE T, AFloim
mg | H 3 [BFE TET 5, IHEHIMEA 95 mmHg K TH ERREN ERT DRSS h, 1 H
TR ERER % 7R 22 WGA 1L, BUTOHEZHERFT 228, B 20mg #4535, [ 3B omEsi]
M ERER 2 R 355020, 1 [EAREZ 0.5 mg 370 | | 28R T DORTFREE D & 5 BE Tid, KA
T 5, BRBRIZBONTNEZ NS, URY « XX T ¢
REHEH v MeBE L ARZRGTHEI2IE 1A 1[E 20 mg
FEFIEENCRE Ui A A2 HRT 5, BRI B W 595,
TH, IEHEIZIEI2S5mg 1 H3EETE L, KiE
JER AR e & BAMENRLRWEAIIE, 1 EHEZE 05
mg T OWET 5,
A - AZ2ICEET 2FERALDOEE
(HBFEOREIISCT1E 1.0mg 1 H 3B XV IEAE
NHOBBLERTHZ L, [MEERS). A
TER ) OB IR]
Q) G-MRRITK 6~8 MR & T2 Z EMEE LW,
7L, 1 BORAZ S Z5HA12iE, RIEIORA
Rz 1 A EZRA S5,
(3) 3 HELL E& gl L2546, BRI, Bts
RoOMEEBR L, THEE - HE eV HERE 2
179,
AR A

AHI & EERAI LB EEFE (NO) fit54] (=has
vV, HEERT L, HERA Y YV E RE) EofFRIZ
K O BEEVER 2 TR L GEEICIE 2 TRESED 2 L0830
DT, RAFGORNT, WMEEAISUT—#LESR (NO)
BEEFIDNE G SN TWRWD & 2 45HER L AFI B 5.
K OEHEZIZB W T HHIRAI X T —B{EER (NO) 5
R asnenE > +oiEEdT 52 L, [[BrioES
]

7272 L S R B 5 S DB HR IS I\ T — b 2E B0k
NIERTE & ARH OB STRIE LB L S D AR, B
B2y 6 C & 2 R L F3 W C L B Ry i s .
JEIE DRI 443 7 5tk & RRBR & FFoE R b & ¢ E
59228,

AFHI &S D VT —BLEFE (NO) fit53R (= e
7V Yy, WREEET IV, A Y e RE) L opf
FIC X 0B EMER AR L GBI TS FRIE5 2 &
NHDOT, KFREOFNS, MRS 5 VI EFR
(NO) fEENFEEIN TV WD &2 +S0iERL, K
FHE G e O 51412380 T S RSIESE B 2 W T — Rk b
# (NO) 5N EESNARANE ) FREETHZ &,
[[#2 DEEH]
7272 U B IRME Bt s L E OB IR I W T — TR b 22 2%
N & ARFN DO OEH DR LB &I S A BE 1%, B
BRI R IG T & D EFE MR YT B IR T 5
JEAE DB T5y 7 itk & IRBR 2 O ERT D b & C I E

W5 TH L

0€-SN

EL—TEEEE L)

G¢ abed



* 174 RERMR—EX [NOZNTHEEE] (3/14)
VAL IT M EE BB T T 4 VEE VT T 4 VT xR
=YY (WA D Ay sk LIMBUE OBERIE D & % B LASHN DRI UIBOE OBERE B O b 5 B (WA D Ay 1kt LIMBUE OBERIE D & % B
(KO BT | Q)hThd TR LT\ 5 rTREME O & 5 2ot [T, e, | 284K U —MbESR (NO) 54 (=hr sVt ) | QmMBEES VT —EEHR (NO) 53 (=tu sy
LWz &) BRSO S DES ] v, HRHEE T IV, RHEEA Y Y Ve REE) RGO k'Y WY IV, i Y YV NE) 2EG
R)EE DORFHAEIETE (Child-Pugh 203 C) 0bHEHE (| & [MHEIEH OHESHE] o [MEs ), THAEEH 0EB ]
R e <, AFNOMHAPRENE L ERT28E |3FANVEMES T =AY 77— (sGC) HIEAl (VAT 7 | Q)EEDHEERED® 5 8% (Child-Pugh Class C)
nnbdbs, | 78 ERbGhofs [THAEEH]OESR] HY " FER, FLFENL ATV TFEN, A NTaT
GHEEOBHEHEREE (V1LT7F= 70T 70215 |[4HEEOEREOHZBE [EEOBBEOHHEETIX| Y—, 777 LENMKRae Ry y MK
mL/min Kiif§) OB 5 XIFBEHFOBELE [BHRRN A | AAOMEFREN ER+5 2 & HHRRARONT| #E5FoBE [HHEER OESR]
<, KAIDOMPRENELL EFTI2BZENRHS, 1| WAHAZLRUBINICES 27 V7 I ZAOMRETIHFS |GOHHBRT S A2 ur (ROH) 2Hbhoss [HEIE
S)FHEERI T —BEZESR (NO) #h5Hl (= hr 7 Uk | hiawnis, ] I DEBE]
v, HEEEET IV, A Y Y LE R, =aZ vV [SEEOFEEDD L BE [REOHEEDH 5 BFIE | (6) Ay T =AY 7 77— (sGC) FlHAl (VA7
%) ERbGrhoRsE [HAEER OHESR] BRI, ] 7N EEShoRE [ RAEM) omEsi]
(6)FRARY AT Z—F (PDE) 5 BEAIZHKGHDOEE 6.5 7 1m—.L1 P4503A4 (CYP3A4) % i < PHE T 5 LA
UEfE R EEE o2 en8b 5, (FAEERIO A rFaFy—n, URFEL, TEFFEL, A
HEZMR) ] TFEN, RVT 4 F e BRTFEL X T e
DTV —AZRFEEH (A FFaFy—, RVaFy | rF5YxawA(r, TIFLEL) 2RETOHBRE
—/\) | HIVZe77—8lER (U hFenr, ae [FHEAER ) DESR]
FEA U RFEN, AP FEN, TEFFEL, |T.CYPIAL Zii FETHHEK (V77 vy, Txo=
TS eN) 2ELGHOBRE [REIOMPIRENE L MY AN EBE L T ) NV ESX—L) & EW
ERAFTLIBZNGHD, (FHAEEHIOESHE) ] MG o B [HEEER omEE ]
A EOER 1EERE ROBHFICITEEICES T2 L) 1EERE RoBHFICITEEICHESTHZL) 1EERE RoBFICITEEICESTHZL)

(HbgEmERRER o B [KOE A3 2 2 rTEErE R <
5, (THEEAREARWER OEEMH) ]

() ST WP FE D IR BERSSE  (Child-Pugh 2038 A X%
B) Db %HE [P RENR LR+ 20, e
ICRBWCITBEOREABIZR LN DIEEICES T2
ZE, (FRpEhne oEzR) ]

Q) BHEEREE (VLT F =2 27U T T A 15~80
mL/min Kii) ©H2HEHE [MPREN EFT 50T,
MEFHHICBWUIBEOREZBIZ LA HIHE
IG5 L EBIC, 1A 1.0mg 1 B3EEYIEHAE
NoDORELEBETHZ L, (THEYERE DESR) ]

(@B ERTOUGHERMLE DS 95 mmHg KD HE [fd 5
Ml BEOMTR TR 2B8FEN1H 5, AH
OEHIZBLTL., BFICBTAEELOY 27 « X
X7 4 v NEEE L CTEEICHKT S Z L, KAl
H3 5500, ARFHYICRWCEEOIREZ B
LR bEEICKRETSZE, ]

G)EnE (@i~ k5 0EER]

(DIFEZE « WH M DOBEAERE S 50T 6 0 A LLNIZ B 2 B
[Z 6 DBFITHT DA MR L 2T LT
W, ]

Q)= b — /L REOREENR, RfE (fE<90/50
mmHg) XiE=ay e — AV REOEME (ZEFRR
>170/100 mmHg) DO H5EFH [ThbDBFEITKIT S
B R O VRIS L TRy, ]

(3) o EWHN & B Grp o [TFAMER) OS]

(@R EMERSE HMERAREMEOBF LR A
RYET AT T —¥ (PDE) OEARAIEELE 2 S5ERIA
PR DOLND, ]

Gy (65 Ll L) [[&ElnE ~D& 5 DHS ]

OFaXDEE X Umih, BEEORHE L, Peyronie J75%5)
Db 5 BFE [(AROEBEMIC L v HENEZ Y, £
DFERIEZR IR A2 5| S 23 REER H D, ]

(DFFRENEAE DFEIK & 72 0 15558 (BRRAR M ERME= M,
ZREEHIE, QMRS ObsEE

(1) FAEZE « i HH i SO AR RESE DREAEE AN IR 6 0 A LA
MIZH D BH (IO OBRFICE T 2 AIMEL LS
PEITREST L Tuviany, ]

2) HiHEREITEEEEEOH HEF [= b Ty
Kb U oA (NOHEIK) o f/MREEEMSIVEH 2
IR 5 2 L ARD SN TS, MR B T
PIRIB D & 2 BE x5 eI LT
W ]

3) F 7 a—2P450 (CYP) 3A4 HEIR (FxF v,
Y Ru~Af Ty, VAFVU TEFFEL, R
T4FEN, vT) RAuwATr, T A,
&) BEEFROBE [RAOMIEFREN ERT 22
ERBEOHLNTNWDHOT, HEICREFTLZ L, (I
HAERIOESH) ]

@) HEEOBHKRERE (VL7 F=27UT 7 A Cer
<30 mL/min) O & 5EH [MITHRER EH35 2
ERROLENTWHOT, EHEICEETHZ &, (I3
WEhie) DESR) ]

0€-SN

EL—TEEEE L)

o¢ abed



x® 1.7-4 RRERMA—RR [NO £ 7 HiEHK]

(4/14)

VAL 7T Mg

B2 X T 7 4 VEE

VT T 4 Rt

A EoREE
(<)

(B MR BT L ME S O 8 2 B3 Lin vitro iR T
=hra 7y R U T A (NO H#EGH]) o/ Mkes
MHIER 25875 Z ERRO LTV D, HinPEER
HEOUIMIBMERE O & 5 A I3 2 2 etEidmer L
TV, ]

(5) WREEXIE RS ORFHSRERE O & 2 BE (e p e
DEATEHZENREOOLNTNEOT, EEICEST
2k, (FEyEhe oEzR) ]

(6) o WA B oBE [[FAEERH omEB K]

(7) fEifE (L <90/50 mmHg) | K&, BHEEAE
T PAZE, BHARSRERE RSN DD B
(AN O M AEILEERIC L D 26 O REERE 21
EXELIBENEH D, ]

(8) MM tAFRAE M B [N S8 A MEAE D BB 1T 1R R
HRUTAT T —E OBBIIIEE & FFOREBI 23D HER
LHENTNS, ]

9) BNALYF RERGhoRE [FEER] OESR]

(10)= g [[RmE ~o#hb ), [ERYERE OTHE ]

(DB OfEE ExM (fdh, RRZEOMRHMEL, Peyronie J
) OB D ERE AFIORBIERIC I v BN EZ Y,
EORERBEEITRAZ G X EZTREEERH D, ]

(12)8RIRARMERE M., ZHVEREE, AmREOBE [FF
el EOFERN L2 015D, ]

2QEEREKRNEE

(OIfERIRPAZEM R RO B T, L& ROREEZ L
SHENSELIBENRH D120, AFEHKE5 LN
EREFE LW, Fo, AFOEGIZ X0 Wik EOHE
MO IIGEITIE, MEIRPAZEMEE R & o Bt %
BV, BHERIETS L,

Q)b ERRE T O BE TIFELAR Z ¥ 9 KA
P 512 & 0 B CEIERYARIR I O fERRIE A R & D AThE
Wnd 5, BEBIIAKEEDOV RS « XX 7 4 v b
FEMOCEMT 2 2 &, [[EXZREH OES ]

GABI DB GIZEE L CIL, IR 2 ATREME D & 2 ZoPE B
FIZLLFIZOWTHA L OYEE L, LEIZS U TR
MEBEZITOD, HELTWWARWI L 2RI S L,
SRS AR 2 IR L7238 IR RIS % JE

FfERERSH D Z L,

< ARHI DR BIAARE I3 T Aok ik 2 VWD 2 L,
CAERLTEGAE D LIIZFDRW AL A A1, B
HIZEANCERET 5 2 &,

2QEERERNEE

(Ot B PEBRANE, MFIRPAZEEE R AT T 52 BE D0
MEROREEZE L EBELXE 282N R’H D, Mk
WREAZEMIR B2 H 9 5 BB ICRB T D ARME R OV ik
IIHESE LTV RN, 2D X 9 ABEICK L TiEA
FIEBE LN EREE LV,

Qo> PDE5 BLEAI & RIS, AR EYEER 28
T B O—@EOBRE D MFEIR TR H S b A0
BD, BEDEIEOLBRHEKAZE, ik, B
PRREE T AL O AR I E LR RN E 5 &2 9 256
Wik, AR METHEMETIC L 585221 5 BA MR
BB, THaBEEITIZ L,

(3) 4 BEfEI LA E o @hild O FER T FEFeEh (6 R LA - Ryt
T DA ERE D FhEE) AHENCTIL FHCHE SN
TW5, FHEERICH T 2 L8 20 Then &
RSk D RS ST Eh LB RE & K BeIC e 5 Z &8
HDHOT, L 4 BELLERGE T D REIR A BTz
B, BELICEMOZMEZT 5L HOREST DL,

DEERRERICB N T, DFEWNERREENFED 5T
HOT, @ E¥. B OELRE R 2 5 Kbk &
BET DBICIIERE S D 2 &,

2QEEREKRNEE

(Y=RTa AT 7 — VR < oo flish e i & f =5 TG
PR L P T 25 A3, Aok, Bt LT
W WD THO BTV RN LSS Z L,

Qffif B ILRE L, MFIRPAZEEE R AT T 2 BE DL
MERDIREEZZE LS BlLSEDBENRD D, MiFk
WREAZEMIR B2 F 9 5 BB IZRB T D ARME R OV ik
IIHESE LTV RN, 2D X 9 ATk LTiEAk
Al LN ENREE LV,

GO FENCHEREE, ATUE, ZFHENRD LN TND
O T H B HL O RO O BE IR T BRI
BEgsZ L,

GHIIMLOERFT (B & I v K FEHERS BBz,
Prin/ RS, RSO RRR B RE S B RE SR
BRERTNEE) A LT D B R i e i 5E FR
FICAK OB 52 Bith LIz5A . SISO i ok
WIENEED ZENH D=0, LESE L TRl 7l
BEITHYZ L, [THAERH]OESMR]

G)AAIF: 5142 12 B e R MK T USRI 78 1023 &
LONTEEITIE, EPNICIRBIEMEORE 22T
k0, BECEETLI L, [[ZothodE oW
Z ]

0€-SN

EL—TEEEE L)

/¢ abed



x® 1.7-4 RRERMA—RR [NO £ 7 HiEHK]

(5/14)

VAL 7T Mg

B2 X T 7 4 VEE

VT T 4 Rt

A EoREE
(<)

DAFNIMAE 2 JLE L CIEEZET SE2EHEZ/ LT
Wh, AFIOBEGICEL T, mEEEERICEY R
FIPEEREELZ T RE (REAR G, ZFE
i, MR ERD . EE LB, At
IRBRREIEESE) 1D EI D EFIRFIT 52 &,

GERRBRIZBWT, HFVERBEOHLNTNDHD T,
mPTESE, B B BRI 2 1 © Bl & BT 2
BloidEEIEs 2 b,

(6)WE R CIX IR L 1 L~ CTARK O i HE R AV T
THDOT, BEIELZ ENLEE LV, [[EpEhng)

GHmOfERIE T (B4 > KEHiEE O FrEEE Rk,
P/ IMRORRIE AR B AR © i/ MREERE S |
FEERIFIRIE) AT 28FICBO L, HinofEiR
ERBEDBENN D DO THRGICH o> CTTEET

5T &,
(OAFIB 5

D89,
Z ]

(DAFN 53R TEINE T SUTZE MR (HR Y |

FIHRET 5 2 &,

BB RNE T T BB EW RN &
LB AIE, ERPICIRBEMEDZ R 22T
& [TZ Do ER ) DH

(O)ARFNI 512\ R R TEIME T SUTZE MRS (IR Y |
DENEMED ZENRDHD) B bbhILEITiE,
RPCHAREMEDRELZIT 5 L9, BEICHEE
THZ L, [[Z0foEE oHBH]

(7) 4 W1 LA D DAL & AT FFe N (6 IR LA R Rfge
TP AL D EhE) ASMETTRR A FESR T
WESNTVD, BB T 2 AL E 2 AT
Diaw LR OB G U EEHRE & kI 72
DT ENRHDHDOT, Pk 4 B Ll LR 2 ek
HoNTE, EHIZEMOZEE 2T 2 &5 8T

D] DENEED ZENRDHD) B LbNIELEITIE, 5Tk,
RPCHAREMEDRELZIT 5 L9, BEICHEE
52l [[Z0foEE DHSH]
3.HAE(ER 3.HAE(ER 3.tAE(ER

AFHNL. FIZ CYPLAL, CYP2C8. CYP2J2 KX CYP3A (2
L REEh D, KA P-gp/BCRP DB TH D720,
IO OERES U IEFEEEIC L v MR 3 P
BT DAREMEN D D, Fio. AFIROENRH M-1 1%
CYPIAL FHEEHN® 5 (invitro)

DBEZE BHILAVI L)
et g W AR e
L N H - f R 7
AL ON NO (| ARV 5% |[WIFLPY cGMP it
5 C= U |EAHIN L, B
ShRZVEY |V REFRE |ER R8T 5,

v, HREEET I (L EiT, T
Jb. TllEA YV Y [ R EEEIT

IVE R, =27 |[THERIHE
UV 1= DT 2358
HHILTNDD

T, LN
Lo [TRpERE)
DESBM]

R

AANTEIZ CYP3AL IZ X RE@En 5,

NWHAZEE GHHLARVZ L)

AFNEEE UTHFRHEEE CYP3A4 I L » TR EN 5,
CYP2CY9 b o nTIEHHAME L TW5, [[HyEhE)
DIEZ IR

R

ARG 7
FRIETRBEN
B"d5D,

SH7 A %KE%'
o i | ERERRT L e g Lsnz y)

THEEHAI B O NO f# | BFFIC & Y | FRIE|NO 1% cGMP D S B RAEIR -

A (AT D | AL, — i mEms | WEERET
=hueZ VRV |ZERDD, J7. AAIX cGMP| | |fEEEIE X O NO fit [FERIZ LV | BRE|NO X cGMP D g
v, HAEEE T R Doy it % i 3 53K YERZ8Em+ 2 xR L, —
VN 21 = DT LD, WA (=bueZ vy |ZEnb5, F. AHNT cGMP
LB REE L9 I v, MEERT 2 D5y R % W3

cGMP O K %4 VN T % BB, WAl
T HREERN e RE) [ ORI LY
HIRT %, EIoESMR] cGMP DK %A

sGC Hli%5A| PEAC XY, MJE(PFRIC XY, Hila T HREEVERA N
VA7 N R TFZEZTE | cGMP BEN HIRT 5,
(TTLRR) | ZNBH D, WL, &fmE

0€-SN

EL—TEEEE L)
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= 1.7-4 RERMBR—ER [NO N3 58] (6/14)
VAT TT M HH T T 4 EE VIVF ST 4 VT R
i EorE
e EAAS IR | e e RS AT | s RS i e SR
PDES fHZE A JEREMERIMEZ [N cGMP J# CYP3A4 Z3R< B |58\ CYP3A4 fH |CYP3A4 Z5R<FH| | |V R BV AR OMIEFRE  |CYPIA4 PHE ST
UNATF T 4RSI ERD |EARINL, &F| | |ET 5 3HA EEREETD [FTHZLICk (/—E7) ERERTE | AFIONHE R
=g sk 50T, ZH B IR M EIFINE 72 A TaFry—|rhary— (VI UTT R HF e ENnd b, EFLBERR
NAT T |BIEPEH LR |EEKIETE (A RYY— | (400mg/H : & &I L, (FVoRAH) U rrenrto (B2,
LRFF k. [TEpH |(Z2nnb s, V) AF, ENRSE | AF O mE b AT FEn BEAIC &0 AHI
ZHETT 4 |fEDOHES ] UbhFen(s 38 EoFRick|EN ERT LR (7 VX)) (OISR E
T U R — 7)) . KAl Q0mg) [ TN H D, F A hFary—v| EH L., e g
7RI H THEYFFENL | AUC KON Coay |72 HEEHAIRE AT 5 (4 FY Y =) |HEE (Cu &
YT 4T (LA T 5 7)) 73 312%8K U8 22% | EAE B 125 TN ML 3 -
NSUFFT 4L AU WIS L0 | D0HHORER (FoEv7) i e T
YR FRE KT (Z VX)) |ERHD, i, (BP0, avvx&y b (AUC) BRENE
LE RS FNT 4 F Y R e (200 A LAl 39 5K 10.5
T U RBEE |7 R 2T — L [BHRD CYP 5y T (EZ€7 1) |mgl A 2ME#ES) (AZY BRI LT,
#l (RPN : [ENAR|E (CYPIAL, FHRFEA( | LOPFHIZED, [TFEmBhE) D
A4 N T aFy—|%57) EOPFRIZ|CYP3A %) LKW YEI—8) AHAl (20 mg) D HZ ]
v L O A&AID AUC |P-gp/BCRP [ HZF N (T |AUC 23 124%H 0 W7 IA X m s (|7 IA e TR,
A RU Y =M 150%EM L, [I2Xk 0 AAlD s YTRH) T 5 & OWAEN (7T rhmdE) [k b QTe it
RY 2T =)l |Crax (3 46% EFH LU 7 T ZADME 77 2xa~A b5, [[3EWH RIEA RS |JER T
TA T2 Rlm, 12, R FI 5, (7T YR | DESMR] LDRENRD D, |FHXarOfFH
HIV a7 7 —¥ |[H#iNEE L, 7 77V R) 2LV, QTc LR
BEL 5 A V77 AHK T 7L EN NHLONDHE
U hFeNn TL7, (FZEvv7) ENDRHD ED
J—E7 TS ERA) & pf CYP3AL #H<FH |V 77 v [CYP3A4EEEIC L WERD D,
mEFEL s U HLARNT &, 4 2 3KHA (600mg/H) & |27 VT TR sGC 4 PEAC XY JERENY A 7T
a2 [TEEpEhRE) O V77 rev | offick b K|loginc koA VAT 77 N (7| EERMEER S (5l L0 AN
VT FHZ ] (V7 7vy)  |FI10mg) © AUC|F| 0 i i FAIRR) T ERNDH D, [cGMP RS HEN
AP FENL Trx=b Y KO CuxMBEI |DBMET L, AF D L. —J. KA
VA AN (TLETTF U | FN88%KETY [ZhENEETT 2 cGMP O 55 fif % 41
TEYPFEL EX U =) |[46%IKTT 2 & [BEARD D, 322 &b,
VAT R Y NN |OHENH D, A OPF I X
HXF e (F7 L h—) Y cGMP DN
AT —F T )L EH TEREENHER L. A
— (7= )N EY i AR ANAY
—/) TREEE R

BENDRH D,

0€-SN

EL—TEEEE L)

6€ obeg



= 1.7-4 RERMB—ER [NOZNdT HZK] (7/114)
VAL 7T MEE HH T T 4 EE VIVF ST 4 VT R
i EorE QFREE (UHHICEET D2 L) QBREE (UHHICEET D2 L) QBREE DHHICEET A L)
(<) I 5 i SR I 5 i R I 5 i e SR
CYPIAL [HEA] | AFIO ML HEEN [CYPLALFEIZ K| | |CYP3A4 ZBHET|AK & OOFHIC L [CYP3A4FEIZ K| | |CYP3A4 FHEESE | AKID M4 R |CYP3A4 FHE KX
ziinF=7 | LHRTLIBERAN|VARKOS VT % FEHA D AKHFND AUC e |D 7 VT T A (I e, =N EH Lz & o | ARKF O 20
FI74F=T | BHHOT, B | TUABNKTT RAT T | O Coax BHINT 2 | DA J2xo~Ay |[ERHD, EFTLHrRENLN
CYPIAL [HEH L |5, F e BEIRH D, VOV AFVU TR EL, Y |BD,
OPFRICITEET CNANFTE A FTEYEFENL, | Rawl KO
5Tk, YR~V A INT 4FE | AFV L DB
CYP1Al TRE#E | 2 B IEAO M | AH KL M-1 D D4 . 75y 2n |HiIcky . AFIo
5 HH PEMN ERT 538 |CYPIAIFAEIC X TaF— ~A vy, TV (MSERREN LS
AANTTT7 |ZENBHDHOT, | ZhBEKD v 2u<wATy | L, Coux ZOVAUC
4 U T |RICIERET A (2 VT T AR RF;RIL ) NENEN 1.5~
Thry, I L, KT 5, JL—=T 7 2.6 KM 1.6~3.1
g a2 fEICHIm L7z,
Yy aARY | ARFIO MR EA |P-gp/BCRP [ kR [T3EEhnE ) DTH
ERTB BZEAN IV ARID 2 CYP3A4 Z#HHE 9| ARHK & OPFRIZ X |CYP3A4FHEIZ & S ]
HHOT, W | UT T AR 53| D AKHID AUC K| D27 VT T A CYP3A4 FHEI | AH| O MmAIEP I | 2 705 DA
P-gp/BCRP fHEZ [ 925, O Cooax DME T35 | 8GN, (FXYAFZY |PMETTEENh|LvFEEInE
L ORI EE BN ®H D, V., Tx= b BB D, RmERIc L0,
T5HZ L, RV % R H (125 |[CYP3A4FHEIZ L PR SV AHI O AME
il s A1) KB LT VI = ELEWN pH © | mg/l H2E#EE) (227077 A T IR HEXNABEN
KREEALT V2| SR L~ 7% |FHS K 0 A O LD 10 RHPH | O8I kv A TEy, 7=/ BB,
= LKEEE |V AEHIE OO (NA AT RA T IRV ARA (40 | Ao i g A e H =)L
< ZxyY A ALK VARIO  [EYT 4 MET mg) ® 10 AR (AMEFT 5, )
Bl AUC 78 34% |45, BIF 5 AUC O R 2 (WAF DB |(DHEF] D ZKES
L. Coax 13 56%15 Conax D3I H & HA (FZ2707) [Icky, mERT |2 /e S
TL7. TENEN 41.5% TER DR T 28 | E 26D,
BRI T AT P - R 26.6%IK T4 ThRH 5.
% 1 ReE LA RA%a 5 EORENRD QARtrZUE |@QFREUZ I
LCbRASE b, AFNCE DR OPFFICE Y R|EvFEINT
52 &, [[3EmE T & D AUC F O HE R EE A [fREEER I L Y |
&) DIES ] KO Coax (X T 5 ETF L. Coa KO | AFI O DM
2 1 Ny s /N AUC BRENZEN |[ESNnbBZh
o7z, [HRYERE) 045 KN 037 (2|03 %
DIES ] WA Uiz, [T
WEE) 0B ]

0€-SN

EL—TEEEE L)
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= 1.7-4 RERMBR—EZR [NO =93 HZK] (8/14)
VAL 7T MEE HH T T 4 EE VT F T 4 VT T R
L ) =y
(<) S i‘:’ggg HFE - BRI T S i‘:’ggg HFE - BRI S i‘:’ggg HF - IR T
CYP3A PHEA] | AR DI HIREN |CYP3A FLEIZ X o JHEWT Ry oy (8 | RANLME JL5R [ 3K TArTE UL | KRNI AE LR
77 Y Au~w | ERTBZEBZEAR|OAFOZ YT Ky vr Img) EAAF 20 |[TEAIC X DKL OREER & OPF | 1ERIC L 2T
AV, Y RAHDHOT, V| T UAMETFT TV img) OFfHICE |[ERE2ET S HACHRIEEREZ |[1EHE2ET S
oA, F|CYPIARHERKLE |5, D SACUHERAM |, BEAHIC X0 B WL o®R |, fFHICLD
N7 4 FEL | OFRICIREET JE R OMEIESIIE |JE/E R & B5R LB B, R A % B
5 HZ kL, TERRENEN |DBENARD D, o JEEr R FEHyo % | TH52E0b
Rz Rt & 20 |CYP3A OFFEIC 9.81 mmHg & O D o HEWTH & DO | Do
U 7= ERME T & | & 0 Al 27 ) 5.33 mmHg TR HTHOENED
MEREBRE BN | T T AN LS DL OWENRD R R TN = )
T AHID AUC 23| T 5, %, Flm. o MW MEE T &L
27% 0 Lz, #l & Off TR Ad T OWENRD
[T BN DIHE FOREARZE D M B
S ERTERLEZE L ST AR I A3
CYP3A FFEHE |38\ CYP3A FHiE [CYP3A FiElC & DHRENRD 2, HETH L&
Tx=hAy | EEOUHIZEY |0 ARFIOS YT [T EhRE ) DI BoNRIZIZ 5
HNANR B [ RKFIOMAPPEEN | T o ZAH FET S 7=, KA & EE
U, 7= ) SVUE T A ATREED | B, [ A TV FT v ARANT B YRR T B HIT o BT
v = A B D, TrauUry (IZAEHERA EERC L 2BE ik O BE O
ER/F M N A RTru— |FIXIZA) EAR|ERHEAT S MATENRE DN 7E
~ 7 (St.John’s v #l (20 mg) OHFH|®, PEHIZ L Y % LTWhZt%
Wort, &> k- I 7V Ik, BEITE [EER 28T MeRTHZ L,
Tg—r R B THNE | FIEEHIMER |2 BZRRH D, HNRY F R PEAIZ X o BT
— M) EHERM Vg PR M 1Tk VER 3 H3R4 %
s Z 4 8 mmHg BENRH D,
KN4 mmHg TR
T 5L OWRERH
%,
HNAALY F R BERIZ L 0 BRIESE
DRI 282
Wb b,

0€-SN

EL—TEEEE L)

1 ebed



*® 1.7-4 RERMDAE—ERXR [INO F#NT H#FK] (9/14)
VAT TT M HH T T 4 EE VIVF ST 4 VT R
A ForR
<) A A | wr A i e SR
2 KPR | AH] (10 KTV20 |B 4 22 Kk 2 KSR |OFRIC L i [ ARFN ) i
I mg/H) & OPFRIC|EA EOPrEEE I (BHIME) off |NEERERN
UNTZ 7Yy | BT, VLT [BEETT LT (DA77 02 |BEREE D2 & | oz
U (25mg) DI\ DEFTIEH N b, XE57=0. -
pEh AR K OPUEERE | 1. D fEEPEDS & 2L Eifo
TERICRT 28 | E5B8EN0RH FEL & WERT 5
XD BN | D, BENLD D,
7=, PERic XY if:\ AEA AR
Hi i oD fE R 23 H:iJI[L/J R
FHBENDD *‘l% WD
Do ns 5%%“))—20“&
SRR (Sukh
N % g X %)
O L %
BEFHLTWS A
F TR M A
oA ZEEL
L7700,
4.8I1ER 4.8I1ER 4.8I1ER
FEI RS IE A 25 T AR AR 2 5B (180 i As ZE R P i 5 1 B0 | ZRGRIE & Lo BRI S M EBF 23t L L7 71 | SMETHM S 28 MR (77 R _E Mt

BE LG E L7 7 2R xR 5 S M ik & Ot
BRI A M EERE 2 xS L7 7 v RxB T HE
b EERER] [cRB\\ T, ZIK%W%%E,L Stz 490 5 (AARAN
30 Bl &2 Ede) 304 B (62.0%) (ZRIEMR (R MAmE R
W EET) R b, E7REI 1’Eﬂ% 1 XEEE 93 51 (19.0%) |
HIERE 72 fﬁ (14.7%) . V5B ézsbivws Bl (13.3%) .
{f&[ﬁl}j—: 43 '@'J (88%) %T&J’) f:o nL‘H#

BIWER OFRBUBEE 1T 5T 2 %ﬁ%‘ﬁa:go < ERLSN s
ENTWDEWERITSEEARHLE Lz,

(MEXLEIMER
MR (02%) . BhHiMn R - EE OV ST
A d 5o d 2 L3d DO T UAKIFG PT84+

STATV, BENRD SN a I3k G a1k T 57
L. ﬁwﬁkﬂé’l%ﬁ 5T &, [THEEQRIANER DHEHS
]

xR E R EGRER IS IV T, ARK 2.5~40 mg BEIZ
B0 AT BT RRIER 323 1] (HARNBHE 23 B2 5 Te)
185 B (57.3%) ICEWERARO biiz, F£/=, ZhiZ
i < Rk BRI BT, AAI 20~40 mg FEIZHEI Y 1
T%?}/Lf_r”*\f‘ﬁ 357 B (HARNBE 22 flEETe) H 176

| (49.3%) ICRIWER SRS bz, E2RBIWEH IXER
(27.6%) WAL (6.2%) . FEWED E WV (53%) .
(5.0%) ’%ﬂboto
(MEXGEIEA

BEE (RP. ERP. EEZEE. MEEREX.
Stevens-Johnson SE{%EE) (BHEAH) ZIK%'J@&EM:
D (BYESEAEEES S LToOREEET) | 5,
WIB ., BEIETIE, FIBMER 25, Stevens-Johnson Eﬁﬁi’%
DOWPIED, T < FNUTHE SN TVWD, TD K I Rtk

RO LI GEITIE, AH @EEN&EPJJ:L T B 2R AL
%ﬁj_&

HERRER) | 2B T AHEER DS B O B IG5 & V=R
Tu AT )=t OB ERBRICBO T AR FE S
U7z B Eh AR A v 1fn 9 FR T 408 (51l D 9 5 303 Bl EIIE
MIEB L, FHRIL 143% Th o 7=, EAREWEHIXER
(40.7%) . LA E (13.5%) WAL (13.2%) | B0 (10.5%) |
THI (103%) S ThHoT, OKREFE TOREDER)
[ N R PR AR (2 35\ T ARHI B P - X 7 il Bh e il v of.
IERE 44 B0 5 H 25 BUCRITER RSB L, FBLsIE
56.8%Cd o 7=, EREIVER LT (22.7%) WL (18.2%) |
s (6.8%) . DEV (45%) . TH (4.5%) % Th
o7z, (BUEIRTEHE Eﬁrﬁiﬁfsﬁﬁﬁ%ﬂ#@%ﬂ

0€-SN

EL—TEEEE L)

Zv ebed



= 1.7-4 RERMGE—EXR [NO ZNd 5] (10/14)
VAT T g 2 X T T 4 IVEE VIIVFF T 4 Vv R
A O (2)Z DB 2)Z QDB
(#i<) KO XD BREWERRRD b HE I, RBEITS T, & | | 8BIEA | ., . 1%~5% o) s B o 1%2L L oy ey |PHEE
ikt 5 Sl B AT S = b s PP G | 1R | g I B R ES
o oot | o | BE fEBREE WML [1ZCY. B [((ROE, [ OREZE | | [MRRREE [0E. D|SEREIE. T [RRILHR,
TO%ELE | I~ 10%RH | 1A | g 5 Wi, w0, 0| | s Fo | et
R (SR @) LA =L |SREEED | MmEEEE (W (R, 13
A O AN %, mfE, |SEAR. i <Y
IR ET A A% |E HikEE WA [k, B2 Rk
WikEE [EEARE [Eo, B - bk || |[Erie Ft R, # [HEBIRE BLOEHRE &, (R
. TR RN, FREE, E (VAT D, T |rEEE
A, (E EEPEDE | N ]
B o IREER RIEEY || (R |, [, B
45 R WO, A EREERAR | | | ROMES B [, R,
B e, B, i, 477 | P2, BB | [seskmesE WG, B
WAL, et &R, RO |KHE i)
PEL 2 I R Fe ik R 2 PN NS
i 7 1L TR, EL. IR, | 1E 5% Ot UL PR, (6. S0
Z ot RAPETEIE, 9% WILRE, "% oW Wb aim | %
5 . AT TENE FREI |, e, REEE @R [RIERE. [REn, 5
PEGRAE, W (RS R (HH|IRFEMm, 5 [FEm, iR
nh, RS (R, AR SE, ER(BEh, B (R, R
i % SEZR |, EE R, IR
TR AST(GOT) L) L HPeEE. IR (MR, @
1A 5 HIENGI NI E SN R
ek (W [iEME. U (R, BHOWD RS,
RcH . fE | R &, BB Delai, B
i, B [P0 M, L [H, $E K
T TN WEAREEE,  |Risst i
HER B 500, F P EE| | [RE RO = 5 PRI,
F0 [T AN J R FI5 . HLBE,
JERERE, & sk %P
FEGRR, b LEEE VI, 9% [FEEN. S
R KO Fafi, P, | R, 18
WAIE - Az Frmeahil | | RPieE WONE R, Bk
PERIE SiEEAE| | [l e TN
E ik
WFL 2 BIA, B (@8NS - s THRE
1 JoF R R 3 | i
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* 1.7-4 RERME—EZXR [NO =N HFK] (11/14)
VAT TT M HH T T 4 EE VIVF ST 4 VT R
R LS
fot RIE %~5% N HE %L N BHE
(<) ng soaptd: | A2 | ki %;&n ATE é;i% 1% R f%&”
g RiB O | BT Rt BEARIR
MR f=tiil INR H40 KA
Z DA, KM BT, R K Ffoe sl
M, IREEEY (P, Y. OFLER fi
m. gy |ER. BEk &=
R, VA, AR A ALT(GPT)
B HAN, AST
HELARERIE (GOT)H4/n,
H1) BFRREELEUERTHDL20, FERH, ~EZuE
H2) DFEZE, D20, AR SO EE R AEHRR Ve 7N
BERFNOBGHZIZHES L TWD, L, Ih o ERERR
D DI E A EOTEFINAFIBE G-/l 5O E R D AR
EEDGERK T2 LTV 2 LRGSR TE b

D, IO OFGERARA, MEATHILBF D LLAT
MHA LWl R O a2 2R L
THRELEZLORON, XX, 2 b OERKOM
ARICLVREBE LI bORONEEETAZ LT

[EIPIR PR AR 1| 0B O T GG S 10 7= B bR 3 o
BRORERE A5 L=, SHERER 3 SRS 5 AR 08
5EE, 20mg 1 H3[A], 40mg 1 H 3/, 80mg 1 H 3
BIOWTNNTH -7 (AARKRUOSMNEIZISIT 2 7KRH &

TERY, 1Z20mg 1 H3[E) |
13) [ZohoidE oHES R 1 BRREED - OHEE AR
5EimE~DERE 5EimE~DERE 5ElmE~DERE

R O _ERNRD SN TWHO T, HEREHICk
WL, BEOREZBIE LN OHEEICRSG T2
L [kpEhie omEs ]

EE TR AEBRSENME T LT 5728, [EEIZ
BTz L, [THRpEIRE OIES ]

EliE CIEAKIO 2 VT F o APME T T 5720, HE(IC
545 L, [y OS]

6.530%. EiF. RIGFE~DOESE

(DB SUTIEIR L T2 alREME D 8 B etE I id e 5 L7
WZ &, F IR ATRE e MRSk LTI, ) BT
7O XoET L, [EWERICBWNT, Ty
M COLEFFERE, BLERIE WESH) &
A E RO 8.1 EOEFIRFERCTHRIT D Z L AHRE
ENTW5, £72, VX THEL ORI AZ
Zhe O3S HEEDN12.6 EOEHGBRFERTHRIT S
ZENHEINTND, ]

QIFILHFOLE~OFEITRET 5 2 &, ST EETRS
THEAIIRALEPIE S L, [BWER (5
v b)) THHHICBITT 2 ZEnMESnTnd, ]

6.530%. EiF. RILFE~OESES

(DARHE X I3HER LT 2 FTREMED & 2 i NI 13RI Lo
B ERMEZ BE 2 &l S D5 AIC oA
THZ L, UHEDORGICET LTSN
TV, ]

QFIUIFE~DOEEGITRET D Z ENEE LV, &S
TRETHHEAIIRALMT S DL, [(KFOR:
L ~OBATIITFHTH S, ]

6.530%. EiF. RILGFE~DOESES

(DiEsw
T XATHEHR LT B ATREMED & 5 I NIZIXIRRE Eo
At fEErE % ElE 2 &HE SN D 551 oAk S
THZE, UHEDORS5ICET LM SN
TV, ]

QEELR
IR ~OEGITRET 5 2 ERHE LR, D& B
PRETHHEAIRA T SED 2L, [(AFIOR:
L ~OBATIIFHTH S, ]
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VAL TT ME B2 X T 7 4 VEE VIVT T 4 v T T BRI B
i EorE 7TINREADERE 7TNREADERE 7TINREADERE
(f2<) RHAEGRER, #HrAER, LR, IR UT/NREISHT 5 | DNRSISHT 2 ReMIfr S TunARyy, AR | RREHAR, HAaR, LR, $hiESU/NRICHT 5%

ZEVEIFMESL Ly, [TRREER 2 22, ] AR, ] APEEHESE LTV AR,
8 BAERS 8 BAERS 8 BAERS
i, fER  HEOMER TSN Z 5 ARENRD D, | ()8R - fEIR (DIEIR

WE - EER G, RIS Ul R LE A1T D 2
L B DMK T OBEIX, FIEAIR 5% 0 FpFRE
EMEIZEUTIT ), 2B, BEAMBERN/EVOT, Ml
WOBHTIC L DBRFIIHIFFTE 220,

SRENZ BT, R IC AR Z 500 mg F THIEIER 5
U785 B OVEhE N A B I AA] 100 mg % g 5
LA ORWERIL, IKAZTRO LN b O &Rk
ThoT,

Q&
R 5 O ORE S 22 KRB LI 0 ) 7%t
JEFEAIT D 2 &, B, BENCEL22UT7 704
DIEEIFTHIRFTE 220,

SMENZ BT, FREEHEBRE IC 800 mg F CTHiFEIER G L7
He. AEFRULARTRO LN DO LFAETH
STH, OB & EAEE T FA L7, 200 mg 5T
IEEFRG . W, OO, HERR. 8%,
BRILH) OFBFRIIHIN L7,

QEEFE
B G- DB O K B2 SEFEIT 7 0AN, EEd
JEFREAAT S 2L, 7ok, AANIMAER ARG ERE
<L RHPEIEMRNEOBEITIC L7V T TR
DOIEETIHIRF TE RV,

9ERELEDEE

EFIZZTE : PTP GO IEAFNL PTP > — RS HY L
TIRHAT2 L OfETSZ L, [PTP v — FOREMKIC LY |
RS EE S B R~ U IRl A = LTt
MRS DO EE R A OHEE IS5 2 LB lE Sh T
%, ]

9ERELEDEE

EFIZZTEE : PTP GO IEAFNL PTP > — RSBV H L
TIRHAT2 Lo ETSZ L, [PTP v — FOREMKIC LY |
RS E A3 B R~ U IRl A = Uit
MRS DO EERAGOHEE IR T 5 Z LB lE Sh T
%, ]

9EALDIE

R {HEF

PTP ALIED AL PTP > — F 22O H L TR % &
I¥5ESH L, [PTP I — FOFEAIC LV | BV ES
DSEEREBEA~FIA U, BEICIT B LA 5 2 L CHERRIR R %o
EELRAEZIIRT D2 EMRESNA TV D, ]

10.ZDMDEE

()RR EIRFERIE LTHERASNEZZ X T 7 4 VORI
BOARREITB T, DAREIE, LIJERE, DLEME
REEWR, AdHIn, — @ PERN I T e & D B ES 20 i
BREENRZ X T 7 A NFEERITEBLL T D, Zh
HDOENLMERDY AT 77 7 X —%F LTS
BETH-oT2, L OFEZN, WITAP UIETAEE
IR BAL, DEBITIED B, MITARLICEE T
T A NBERIGEO LN b DL H o7, FOMIT,
BT T 4 NVERG LT A% ORI OB %I
WEENTWS, TNHDEFIZHOWT, ¥XTT7 4
oy HEAT A, ASRBEDR L OO EREE, 2
S DOEEK DO AA H 3t o0 K | EAER 5
INEIMEMET D LT TR,

10.ZDMDEFE

()PEAERFEE L LTHEHASNEZV AT 7 4 VO
Rt O AR T, DHEZE, DRI, LR
PEARIEAR, WA, —@ PR MR & OB AL
M REEN VT T 7 4 MEHZITEBLL T3,
INBDEL NLMERDY XY 777 4 —%KFLT
WHHRETh o, < DFERMN, MATE T X ITMELT
BRSO LI, DEBITIES D, MITAR LICY
T T 7 A NFTEHZIB DN DL BT, D
fix, VT T 4 Vv EEE LT AR OB D
HABICHESN TS, ZHEDEFIZONT, &
NTFT 4, T, ARRBEDA L WO OmE
REE 2D OEROMBE o T BRI E
BEET DN E I DNEEETD I LT TER,
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® 1.7-4 EERME—EXR [NOZNT HRRHE] (13/14)

VAL 7T Mg

B2 X T 7 4 VEE

SNT ST 4 NT = U

A EoREE
(<)

Q)FA & OERFEIRITZH S T2V, AMEIZEBW T
PP EIEEA & LT SN AR 2 & T
PDES5 [HEAIF G410, IS IE TR k5
K& 720 5 2 IERIME R MAE AR EAE (NATON)
OFIPME SN TND, ZRHDOEBRFDELLIL,
NAION D fERiRIK 1 [4E#n (50 kbl ) | BERRR, i
JE. EEREE, SARME, WUES] 2F LT\,
FMENZH T, NAION Z %8B L7z 45 skl Eo Bk (ifi
ERARME A0 0 EE (A S VP ERNE R <) g b
L O S vz B CxHRBIFSE Clid, PDES FREAIO# 5-
NOHRNEH (Tin) O SHFEOHMN (2477 41
DOEFEHKT 4 HLUPNIZAY) 1%, NAION X3 U A 7 2349
2fECR D Z EMFEINTVD,

B)FAI & ORFEIRIZH BT 72V, AMEIZEBW T
AH % & e PDES PAFAIR 5%, Fhic, EERIED
BRGS0 D,

DHEEA| & OERFEIRITH T2V, AMEIZEBW T
AH % & e PDES PAFAIR 5%, S, 2B
T T EREHE SRS ST D, b 0BE
TliX, HROVSODEWEEY Z L 03d 5,

(5)7 v 2 — VAR RIS ARHN % 5 U 72 46 E O BRRSE R
B (A% 10 mg, 20 mg) (2BWT, 7 /b =— L
B ARFIOMIEFREEDONT IS ISR Z T 72
Moo, Tha—LEEHE (0.7 gkg) #H LI-H
BREICR VT, O WS RIIE A3 s S vz,

(6)25 mg/kg/day LA EORBETH X T 7 4 L&A XIT3~12
» A RE AR OB Lz smiBicsnw T, BRER
OIR T, HME EROZEM, HE EEROE - oR
BRDONT-EOFRENRDH D, & MBI DR TIEK
REICKE T 2 B & Mgt L -/ E BRI O — 8 CIF
YIRS TIRE DR AR HT=08, K EEER, KT
TERE B Al AR LT AT DT ORBRICB DT HZE
ERRD LN -T2,

Q)FA & ORFEIRITIH ST 72V, AMEIZEBW T

BRI L LT SNz AR 2ok A
KT AT T —¥ 5 (PDE5) FHEMRICET D HREH
AETHE, FNCHEHNMETORNEROFR E 72D 5 5
FEENIRIS I BT M AERARIE  (NAION) OFRBIH
BEEINTND, ZNHDOERFDZEL 1L, NAION OfEkk
R [Fln (50 sl b)) | FERP . M, seEBhiRkE
EOEARME, BES] 24 LW,
AAENZ BT, NAION & 5881 L7z 45 ik BA Eoo B (B
Fh AR il e IS LS ST ERNIEBR ) Bxtg L
L O S vz B CxHHRBFSE Tlid, PDES FREIK O 5
PHEREH () O SEOHBN AT FT7 4D
LA 1 HUAIZHY) (X, NAION R Y 27 234 2
BB Z EMFEINTVD,

B)HEH & DR BEBIRIZIA S TIZAR WA, AR ARTE K
T XGRS AN AT & & e PDES FLEK O %
FOERRBRIZBN T, s S Tns,

(DHFEAN & ORERIRITHA S 2> TIEAR WA, FEICBWT
K% & te PDES FLEIRE 54212, Fhic, EER(E
DIBLNRHE I TN D,

(5)7 > bO#EN 1 H A EMERER T 45 & O 200 mg/kg #f
TIHMFEEIRR DA BT E ORENHDMB.6 » AR
BEOPARERBR CIIBO o hoTz, £2, ©
— 7 NVROBOENFERR 64 H. 125 H) 0%
e 50 mg/kg BEICHWT, EEM ISR S8R I S
FHEIRE N A O EOWMERH D, LrL, Zh
DOWEDE b ~OIMFEHEITE N H O & HEr ST
Do

OB ERR T, AT = AFICETLHEE L OBFEN R
WEDWERDH D DT, BHIFEEG T 555ICITIRE
MREZITOREEE L TRET D Z L,
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& 1.7-4 FEERMA—ER [NO 17 HiRK]

(14/14)

VAL 7T Mg

B2 X T 7 4 VEE

VIVT T 4 v T T BRI B

IR Y R 7 EHEHE AR ED B, @WUNCHERT D Z &,

<HMRHATR IR AN I SIS RHTR IR R I 7R A7 - P38 L7218
AR LA A P v L A >
EIPNCOWRBIERI 23D TIRON TV D Z & A UG
TEfk. —EBDIEFIIRD T — 2 BEB SN2 ETOM
1, AIER SRR A 2 T Z kit kY,
AHUEHEEOEZHFREET D & L LI A O L e
PER OHIMEC B 27 — 2 & RENCIUE L AF O IE
BRI IR E 2 D 2 L,

<SSl R i v L SR >

EIPN COMRBIER 23D TIRON TV D Z & A b UG
Teth, —EBRDIEBNAR D T —H BEFH SN D £ TORM
13, AEBE S GRS 5 2 &ic kY,
AHUEHEE O ZHFREAET D & L I A DL e
PR ORI T % 7 — & % RN L AFI O IE
BRI B 2 LD 2 &

EIP COWRBIER 23 D TIRON TV D Z & A UG
Teth, —EBRDIEBNARD T —F BEFH SN D £ TORM
13, AEBE S G RRA 2 ST 5 2 &lc kY
AHUEHEE O ZHFREAET D & L LI A O L e
PR ORI T % 7 — & 2 RN L AFI O IE
BRI BB LD 2 &,

ENIZRW T, AHFI 1\ 20mg, 1 B 3ERROBESICEY
N R O M 2 8 LT IRBRIE I 23 fe N 2 b
WEIRTES . —EREGIICARD T — ¥ BMERT S LD I, &
Y 2 R BRI Ad ORI & 23 5 2 LT K 0 ARAIME
HEBEZOERERAITRT S & &I AR OREER T
BTG5 7 — & A AR U AHK 0 IE AT I 24 B2 7R
WEEELDL L,

I SRR B

2015 422 AtkET B2 )

2016 44 AtkET B4R

2016 43 AtkET B 7R
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NS-304 1.8 HAXE (F) Page 2

1.8 RIXE ()
NS-304 OIRAICE () ZHliE 1 ITRT,

1.8.1 HEE - MR (B) RUZDFRERM
1.8.1.1 MEE - MR ()
VS B AR I L A

C<BhRE - RCMET B kowE>
RAOHIC btz o T, RIFOWIAA KT 4 L 2 BEREOBELMATH L,
1.8.1.2 R EARHL

(1) ZhEE - IR (F) DORERRL
TS 2 At 1 95

J N R i i I E (PAH) (R EIIRN IR AE SO EXPAZEN A U I &5t (PVR) DK
IZ X o THBIARE (PAP) 28 EH-T 2B TH D, EORER. A7ED S M~ Mk A HRE A3 il fR
S, BUINRHEREADIE T 25 S Z L, BAEAICITA DA% 4 UTHIZE D ETIEO R
BThHD,

AFNX, FHBYIRNE B A 2 65 & U= [ENES AR (AC-065A201) (Z3W\ T, #ERIICH
L C PVR OUENE O B, B2, #AE AR (AC-065A302) 2B\ TERRAVE(L A~
FOFHEMEIT D Z EBRMEES T, TS DORERN D AREIOZIEE « 2005 % HEh R i S i
JESE & LTz,

(2) e - MRICEET AEALOEE () OFRERH

_______________________________________________________________________________________________________________________

1.8.2 A% - A2 () RUZORERNL
1.8.2.1 RZ-RAE (¥

WH . RACIEE L X7 LTC1E02mg % 1 H 2 BREZEKEOKGNOEEMGT 5, AaMt
ERER LMD, 7 HU EORBETI1[AIE S LT0.2mg T i KM EE CHE L CHERFHE
ERET D, 2B, EHAEF 1R L6mg & L, WTFROHEIZBWTH, 1 H 2 BEEEZICR
A&53 2%,




NS-304 1.8 REAXE (F) Page 3

<Rk - REICEEY EALOEE> |
L EEOEICER, FASORMEENS CBESN TS0, BEORER T8I LR |
: SEEICHEOWIHATIT S Z &, ;
2, AT RIREA D 0 W DY, FHIE LT 1] 0.2 mg oM 5 2 & ORI |
R AEAIL. 8 AU EOMIB CARM AR L AN LTS 2 L, '
3.3 ADUEERE AT LA, BRI L 0 ISR D O A BT S 2 k.
4B AT, EROMECHE L oG R 5 L,

5. BB ORFREE BT, 1R LENCER L TR 2B L, B R0 B O R
 REAROBREEET S, [ R OESE]

1.8.2.2 R ERHML

(1) Rk - A2 (B ORTRIL

WH . RACIEE L X7 LT 1E02mg % 1 H 2 BREZEROKSNLEEMGT 5, AaMt
EAHEGER LR, 7 HLLEOMRT 1 El& S LT 0.2 mg 3 OfcKIM & E TH R L CHERIH &
EPRET D, b, mmMET 1 1Lemg & L, WTROHREIZIBWN TS, 1 H 2 BIRZICHK
H#54 %,

JHVE « FIECE, DUF OMILA SRR LT,

N ONBANEE IR RBR IZ B\ T, B L X Uo7 O3 ENREIX, AKI% 18] 0.2~1.6 mg, 1

A 2 BEOHEFEFIZISUN T, Chpax LT AUC I HEEFIVEDFR D BTz,

FEINEE I ARRER (AC-065A201) K ONESNES T AHARER (AC-065A302) TliE, 18 02mg, 1
H2EIOERHENORGZG L, BAEMELHR L2236 1 [ 0.2 mg O &EiE TRl g/ iR
D L. BEZEORKMARE (Re i1 E 1.6 mg) T L,

EINS HAHRER (AC-065A201) DO FEZEFMEE TH 5% 5 16 HH D PVR (IN—A T A
LI L THERIKT 2R, ENREO LI,

eSS T AHRRER (AC-065A302) O EZEFHMIEH Th DIk 5% 7 A LIN £ TITHRAI D
morbidity/mortality £ > & (A N2 FEHIZE B SIS LV ) BT D E TOWIRMIL,

TIRREHE L THRICER L,

FEINEE I AHRER (AC-065A201) K ONESNE T FHFAER (AC-065A302) (235 C, HERFH &
BNZA 2 O EFFMIA B Z AT L7285, WITNOMEHETL B LEAMENRED 5
iz,

DAMEICBE LT, AfoRBBBEEIIHERIMNCES TEF Lz, x40
BEAEFERELE D, tWOFEFLTIIHEKRFHEIIHR ST, BEERAEFS LRI
L7-BBRE OFEIGIENS-304 OIEHED 7T Y L EHED T Y TRk TH -7,

ek HERIFRICOW T, EANVE T AHEER (AC-065A302) & ONENES 11 AHEER (AC-065A201)
? 1000~1600 pg/lE1 & FEIERIZ, 7 BLL EORIMEE Lz,
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(@) k- REICHEY SERALOIE () omESRHL
L REOEICER, FASORMERNS S SN TV AD, BEORES B LR |
 DREIC A ROWH RS L, |

AN D E N K OHEA O BRI I T, ZGHIICERR., THR L 7 a2 2901 7 ) B
HFEFEHPET D | BEME T UIREMARRIRD 2 ERboTe, £i0. TORIHIITAX

RENEN D -T2 Z &b BEDIRBZHE L2 GEEICHENT S Z & 2RE LT,

BEICOWTIE, ENE T FRER (AC-065A201) K OVEA S I AHFER (AC-065A302) O ik -
B & AR AR MRS A U725 A 13 E A ATRE & L, WSS T AR (AC-065A302) (I
B STV B ENE & L,

W O B EIC OV IR, ENE AR (AC-065A201) (28T, ERZICEDOE H )N
fii S v, ERTS PR EANE YD &OHIW L7235 G, Bl E TS ETIC 8 HUL EOMREEZ HIT, AR
PEICHIEN RN E A MR LI L DRE LT,

-----------------------------------------------------------------------------------------------------------------------

L33 PRl R A T L. BRI L VRO ES D DR E AR EET S L.

FRRFCmAEN SRR AT 5 & RilE, SW. TR, SR, SR, fOm, Bonl
TuRZY A7) CEEAERZNEID . BAMEE T IIZEEARIZRD ZENBESND
12, AEFEHEEEZRE L,

-----------------------------------------------------------------------------------------------------------------------

AFNOEEAR BRI BN TE, 5 HIEIC X 2 8BIIHGE SN0 7o pd . BRI G- O FLIREH]
TERAI T 0 A2 A 7V o 2 ieirn < Be b ik LIZERIC B W THEENRRE SN TNWD 2 20,
AREFBFHEAHRE L,
5. A ORFIEEEEIL, 1A | EICRE TR A B L, B SR RRROER, |
| REREOWELEETIL, [ EpBe oms®]

fFbE s B 2 e g & U iadh g TRRRER (AC-065-104) (23T, FEEEATREE B4 (Child-Pugh
AaF 1 7~9) T, @EEEMRA LKL TR LRI 370 AUC)...78 4 fi5LL F. MRE-269 ™ AUC,. .,
R 2RELL BN U722 L | AN OTRAT SCES CREVRM SC#E, SmPC) DFLENA LS B ITH
E LT,
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1.8.3 ERALDIE (B) RUZTORERMN
& 1831 HALDEE () RUKRERL (1/6)
A EoEE (5 BEARHL

22 RoOBEIZTEELR2ZNZE)
1. AFN ORI xt LiEE OBEFERE O & 5 B

2. EEONTHEEHE (BB 2 < AHI O A
HELL ERTBThDRHD, YRR OHESM]

3. JERARPAZEVER B 2 A9 % il L AE O B3 (A 1
EIRERICE Y MiKEZFHERTOBEAN DD, ]

1. AKFN D EAT 5 UISBUE O BRI & 5 5
B ARG LV W EOE 2 S8 % AraErE s
BN TZDITRRE LTz,

2. SR 1 fEERBRICR VT, BE (FE) OF
[ HE O L% 8 KON MRE-269 O Ifi ff
FIERE AT RITPEE O EEBRE LA
BT b M OTT RS CRETTC
F. SmPC) TIIELABET 2 Z LRI
TWNBEORE LT,

3. WEANE I FEERBRICB W T, BER A EEL L
U CHtiFFIRPAZEMEZR BRI £k 5 BliKBEDS 1 {53
HEEINTWD Z &, N ORMES CRER
fH3¢#E, SmPC) T, JiFkRPAZEM:R B & iR
SNTGE ARK OB %P5 2 L NGEHE
SNTWVWDIENLRELT,

1. BEHRE ROBEFIITEEICREGTLL)
() i Eo8E AR OMEIRRERC LY | MEZ#FIZ
BFSE28TNRHD, ]

2) HIEENE N Z DHERO B 5 B [ARFIO M/ MiEEE
PHERIC L v @R 2B ET 282003 H 5, (18
HAEH] OESMHR

(3) BMEEXITPEEONEEDH 5 BE [AF O M H A
ERAFZERBOLNTND,  THIE - AEICE 8
LM EoER] . MBI OS]

4 BEEOEEEOHLEE GirhofEzate) A
DMAREN LR 22 LRBOLNTWD, £/, &
e D BE~OMERRBRIT 2, THEYEIE) DHSR]

() Hilibk [[HhH~DR T | DEBE)

(1) AFNTMEIERER 2 L TR Y., KiED
BEICREST L, FICMERZETEESE
FNNHDHZEMNBREL,

) AFNTM/MREEEIHIER 28 2720, H
MmO H 2 BFECTITHLZET L%
NRdHDZEMMBRIE LT,

(3) HEAME TRRRBRICI VT, BEE KR O D
JFREERZE O L X237 T MRE-269 @
AUC, NMERERLA L B L THIIN L2 2 &
MNH, EEMEEZIT) ZERLEELWVEE
Z. HE LT,

4) WS TR T, BE () OFEER
# (eGFR<30 mL/43/1.73 m*) TO®LF
27 KON MRE-269 @ Cppx 2 T8 AUC o, 73 ik
FEANE B L CHIINLIZZ 0D, TEE i
BATHOZENEE LS E X WA OTRNT
L CKEVSHXE, SmPC) 25EICHE
L7,

(5) 75 W LA Lo BBEITHRTT B AR D72 <
— B S IR RE AR T LT
B ENBNW=D, FIE L,
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it EooEE ()

B EIRAL

2. BEELERNER
(1) AFNE, IHEDRM: I 5 i EE D IRFRAC 43 72 03k K OV
BEAIOEMOL ETHEMATDLZ L,

(2) AFIOFEIT XV KON 7 b= B a1 2
IRPAZEMER DO FIREME 2 BT D Z &, IMiskRPHZEMER
BOBEDONIZHAIZIT, ARORGEZHIES 52 L,

(3) AFNTMAEYLRAEM 2 A3 D720 AFOERLGIZERL T
L, MAEIRRERIC & BEDEERREEZT D TR
PR3 2 K08 (RREAIR G-, e, i B
b BEOAEEFRHKMAZE, AHRMREERES) 2o
DO FIRET S 2 &

EEEENSH SN Z ENH DO T, HEIHEOE S
5, fERE O B OBEICHEE T A BICIIEERT S &
IBRFITFDICEAT b,

4

(1) AR Z G5 HEMMICIT, RS S
W) A BEER ATV, BREOIRREIZIG T
THU) IR 1T 555, PAH OIEHICEE T
D —TEDHFHCRERN M ETHDZ b
BRE LT,

Q) ¥BAME T AERBRICH W C, EHERAEES
& Ui FR R PA ZE IR FBAS R D MK E S 1
BIERE S TW5B, MR SR B2 H 9
% BE CIIAFIONMMEIEEERIC X D Ml
5 o MM AKNE % < fERRIER B D 2 & h
5. RIBEAERICBE ¢ D B N LB 5 %
526G, WO CES CRERT
. SmPC) 5B, RE LT,

(3) AANTMAZEIERERZAFE LT, BN
MRBRICEB W CERMEICREE L -AEHS
NREBELTCNDZEnD, KiEICBET S
VR MO EHTD2MNERD D0, &%
T LT,

@) EWNE I FRBRICBW TEBEANED S
iz Z & RO OURA SCES CRETRA ST
#F. SmPC) DFRFNAEEZSEIZ, HEIHED
TERR G IR A 1 O BB ICB T 5 IR F
HEHRE LT,
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A EOEE (%) X EARIL
3. tHEEH

AFHN R AN OIEENH TH B PLA F L AVER=/LT 2 F{k (MRE-269) %
CYP2C8 & CYP3A4 IZ X V&5, £/, MRE-269 (X UGTIA3 & UGT2B7

ZEY T u U RREG SN,
HEREE PFHICEETSZ L)

WA E BRPRAEIR - $5E TR PEFe - fERRIK 1

BEEREET HES I DK L OBFH AR B BEE/ER 2 s T 5
Hv T BFEHUA) L0, @\EOMER|ZENEZOND,
TUVFT o EREER TR BTN H

BH. 5 A Do PFAZEED L IR

T IFT v N REFR B R A 5E13m

LA JE%+n#isd sz

F R Al &,

Ta AR T TV By B

I, R A

3
sk M &l B OIEAF E OPFH|ARFNT in vitro Tifl/MREEE
N7y )y S W&V, Hifo gt mEER 2B 9 5729 A
Puinse s Al DERT 2 BE NN & (CHEIIER 28T % =
v f—¥ & %, EHENC e bo|tRnEZ NS,
I/MRESEIIFEERZEE T 5 |2 B U REMS O ik
=341 BEEITHIRE, BEOD

TAEY v REE I BlET 5

Fruv’yr Z &,

Ta AR T TV By B

I, R A

AT v A FHHIIEA

e

ot e ) e

| =y =/ N B Nl
NG EE & OOFH T,
AN O i IR EE D 5
L7z DOHERDH Y
[THmERE DHS
] . AHORIER R
BT EBENDH
5,

AHORBEELETH D
CYP3A4 0o, RANIDFH & 7
% OATPIB1,OATPIB3 K}
P BEX R RLET D
LT 0 ARFI ORGP
INbEEZzLND,

AAENI M AETRER %28
LTWAZ b, Vs
O S CRERM
3, SmPC) 5B
E LT,

ARENL in vitro TIL/IK
EHEMHIER 28 LT
Lo Fio, BEIEPEH S
D ATHEMED BT D%
E LT,

WA 1 FERBRICEB N T
AFNEOPERICE Y. R
F o i Hp EE AN L 7=
e, RELE,
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A EOFEE (%) B EARHL
4. Bl4ER

E N EEIREEBRIZ 3\ T B ARME T & B B2 37 iR
37611 (100.0%) (ZEWERARSFE® Hiviz, FeBWERIX.
SR 27 B (73.0%) . T, B & 1761 (45.9%) | B
i 14 511 (37.8%) AL 12 511 (32.4%) . 7 I 7 151 (18.9%) .
RILE, B, BEK, 13TY % 66 (162%) . M
s 5 61 (13.5%) . 0. MM & 4 61 (10.8%) Th
>77,

WSR3\ T, FTBIARMENT = ILEAE B 575 4
M 515 51 (89.6%) (ZEIWER 238 Hii=, EREIEMIL,
9 353 B (61.4%) . T# 207 5 (36.0%) . i~ 155
B (27.0%) . BE5E 143 5] (24.9%) . A% 80 1 (13.9%) .
MEM- 78 B (13.6%) . VURE 77 B (13.4%) . WL 67
B (11.7%) ThH-ot=,

(7RI

BIER OB X, BN & O T OGRS DR R
EHEDETCEH L, ENEOEITORGRRER TR
BHENFEH CTE o EWER 28R & Lz,

(1) EX%EEIER

1) EIME
WEOMERT (EILE (2.6%) . EYPERMLE (0.8%)
) BDHELNDEZERHDHDOT, BEETHITITV,
HENRO NG EIIE, BEE2FIET 57 w7k
WEEITH Z &,

2) Hiifm
i (G (1.6%) . MEEHIm (0.3%) %) BdHob
N2 EBDHLOT, BEEHDITITO., BESRED D
NEBAITE, B2 DI 52 C@EYARAEEZITHY Z
&

3) FRIRHERER R
RIS RE s (FRIRMSRETTHERE  (0.5%) . FOIRARAS
BRI TIE (05%) %) X LbhdIER"HDIDT, &
FIe G-I LB S U CHIRIRBS ERE 2 9 A 70 &
BEE2 52TV, BRENRD SN HGAIT#&kE5 2 F
BT 2728, WYRLEEITI Z L,

] PR BGE PR SRR DN T, I AR i 75 I i
(ZXF9 % NS-304 DA, etk Oy ke
DTSR 37 57, WEAMEIRFBRIC DV,
%I HERZ LR THD AC-065A302 AR
575 53 TRRO LAV RHERIZ DWW TR L 72,

1) [ENERARRER, MG AR NSt OB
f30EE CRERMSCE, SmPC) 1IZHD X%
E LT,

2) [EPN AR FRER I N A R PR AR 2 D & %
E LT,

3) EINEERRER, WESMEGRERER NS DU
f30EE CRERMSCE, SmPC) 1IZH-D X%
E LT,
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i EokE ()

A EIRAL

(2)Z DD EI1ER

|

5%LL Lk

0.5~5%A

0.5%ATi5

B

mi&

A1l

NEZr e
W

EEE

jE el B1= NN

iy

EHAER

SESR . REED
FW

Fph, ARHRIE
B, SRR
TRAEPED F
BT, WEIR

JTERTESURR, WKL
& REE

AR

AR, Z. &
]

TR

[AIHAPED F VN,
By

fBIRe=

1FTY ., B

FHEAL, W
JE (T OE
& - FIR - A
ZRESEN) |
D EVEHASMIL
i

R E S

UL IR E, S
PH, Bk

IRBRSRAE, e
WHSH AP

HIESR

AL
GV
/LN
HEsm

HEEBAPRER, JH
LR, HEE
WA, IE
HIEAT = 2N
EZ B EIE eyl IN
{7k

HRCAR, TH(E
PEIEG. HPLR

JITBESR B3

JFHERERE . M
FEy e
Hm

HLBE, F5, £
DHRIE, Dttt
BSOS

WBAE, ZITIE

G- UL
VOfseHE ., BHERRE

GETIINEE g

S, BHEE. |,

FEiE, R, TR
BIfRAE MRt B
HiENR, MHRR
PSRN EST
[IE0

B e

Z 0t

BT I,
PN, R
&, R, i
B, M

fifl, BRI,
IRERD

Wi, Hm. Al

L YRR
b

1. R R R
BRVE U

"

BERH D H 0%, BN KRR
KOS IR B CRIEA & LT
2 U ERD BN b O EFE L
7oo F7o. EWNERKRRBRIE N
SRR CRIEH & L TR0 5
NN oT2 b DT, N DTS
5 CKEWHILE, SmPC) 128
WTHEBRRE SN TWSEIER %
BAERPIIC RO L7,
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i EoEE ()

B EIRAL

5 BfE~DKRS
— RIS I FENME T L TWA Z ENZ VDT
HEICEGTHZ L, [ [EyEhRE] OEBE]

75 WL Lo BEIZHT HERARBRN AR, —
BB E CIXAEBRENME T L TWA Z &
ML=, BRE LT,

6. 114, EiR. BRIABE~OKRS

(1) 1 XAFEEIR LTV B AREE D & St AT iX, 1RE LD
HISENERIES ERZ LW SN D5 IC0AEE
T52 &, [FRPO®REICET 22T LT
20, ]

Q) FIIFIEET BRI PS5 2 L, [H)
Yl (7> 8 TAHFR~BITTZenHiEsnT
W5, ]

(1) i, PERR K ORI O 22 et o kit & B i
& LB BRI = L TR b8, AR
WThH IO OBEFE~OMARBRIIE S
TS Z D, A OTA CES CRER
f13X#E, SmPC) 2BE|ZRE LT,

(2) & FTOHIBITIEIARY TH 528, Bl
(T Y F) BT, BELF T L
Z OBV ~BATT 2 2 L 03 lERR
NIZZ EMORE LT,

7. NREADKRE
R ARER, BrER, 2R, X3 NRicxtd 52k
TIRESE LTV, (AR 720, ]

IRERRE LIEERRBIIEGRL TR 5T
(FEPRRBT 18 Ll L& wt5) | 2tk h wesr
LTCWARWZ ENBFRE LT,

8. BEHRS

e, SER - WSMZ BN T, AAIE 1R 3.2 mg #5347z
B —WEOLRHEEL LI L ORENRH D,

WLE  ARF O B 523k o T A TERITIE U CRHER
EEOWEYRLEEITO 2 &, AFNTEAMAEIEm W
b, BB ERNTH D AR,

WAMZEBW T, AKAZ#->T1H 3.2 mghiRAH L
TIEGIAS 1 BIERD biizi= s, WS OUS &
S CREVSHCE, SmPC) #5EITHE LT,

9. BALDIE

FRAN A

PTP ALMED AL PTP > — b bRV H L TARMATS L 5
FE4 A2 &, [PTP > — FORREIZ L D WELA T A
TEREIE A~ L, B3R L A 2 U CHERIR RS 0 EE 72
AOHEZDET D Z L AMESATWD, ]

Pk 8 4F 3 A 27 B A A EEIEEF 240 5 [PTP @
FRARERICOWT ) ICESERE LT,




RO SCEEZZRT S0

USEBS €S

OOOOHOHTER (5 1 i)

BT w2294 7Y v (PGl2) AKIEEH

BAEEER? |'77°|~§E®ﬁ 02mg
A EEERY r77°|\5|£®ﬁ 04mg

Uptravi® Tablets 0.2mg-0.4mg
<tlLFonRTE>

= e B

D RVE A
MK 48T C
FIRRAT

ERHR : 4 MEICFER

B

H AERHERS i /3 R
87219

77 87 E5E0.2mg
OO0000O
OOOOH0OH OOOO%H0OH
OOOO%#0A OOOO%#OA
OOOO%H0OH

77 N7 EHE0.4mg
00000

KRB
SR
BBl
s

1) R -EMEORGEICLIVENTLZ L

#® B ROBZFIHRE LN L)

L AF DR 3 UBBUE OBEEIE O & % BE

2. MEEDORFREERY [ AR < . AK o e i 3
ELL LATIBEARS D, [pEE] OESR]
3. IR JE MR & A 3 2 i LR AE 0 FRE [AKI o1
EHEEERIC LY . WAKERZERTARTNARH 5. ]

HEAE - MK

1. #8R%
HITMSESE 0.2mg
LEERICE L X327 02mg 2 EHT 5,
Wi & LTl E =" Wbk, hrrosoy BeFL2r . AT
TV U IR UL, hUERaYT U B Rrd o
JErm—A eFuAin—A FublLrsY)a— D-v
= EEAT D,
T MSESE 0.4mg
LEERICE L X7 04mg 25 HT 5,
WL UCHEEA = Zmbsk, ooy By, =2
fefbgk, A7T7V VBRI AXYUA FUERAVT U B R
¥ TubE e —X b uAn—X Fut’L Sy a—
N, D~ = h—VEERT D,

2. BF| DMK
U7 h T EEE 0.2mg IXHEAOHBED T 4 v bha—T 4 U ITEETH
2o
77N T EHE 0.4mg (XIRFEQOMFED T 4 v ba—T 4 v TEE
Thd,

Wl | B | ES | EE

22— K| (mm) | (mm) | (mg)

* | M

'77;)]23;% @:D @?) C O |®261| 7.1 | 34 | 140
'77;)]43‘;% ZE%) ’@ | ®262| 7.1 | 3.4 | 140
*hee - R

it B R P A e o= 9

< pRIEEY AEAEOTE> 0000 1

AR OFERNZ BT > TE, BHOIRFESTA KT A4 2551
BEOESERFT 2 L,

Bi*-H=E

BE ORI LRI E LT 1HE0.2mg & 1 A 2 &%
BOBENORGT D, REMEEZHRLANS, 7 HLL EORM
fEClEEE LC0.2mg 3 D Rt & & CHE & L CHEFFH &
ERET S, B, KEAEIX1IE 1.6mg & L, WTho A&
IZBWTH, 1 H2EBBICROES TS,

| <Pk - ARICEEY 2EALOEE> i
DL BRI, TRSORERNS S BESATVSE !

Wb, BEOWNEE 585 L7 SEEI R OWiE 1T |
o9&, |
| 2, BRI IR B 0 Wk AT RN & LC 11810, 2mg |

FOWRS 5 2 L, WRELICHHRT 551, 8 AUE ]
L OMIBTRASIE LR LA LW 5 2 L, :
13,3 HLLEBG AT L a, MRS L 0 R |
L OAENLORGEEET D L, !
D4R IR B, JEROMEICEE LR DR AR !
L RS D ;
5. R EEQRFIEEEICIT, 1A 1 MR L TR 2B |
L. RERECHRMROER, B A ROBRE SET !

B, [[HMBE) OEBR] '

FREDIE

1. BEHRE ROBFIIHEEICKRSTHZL)

(WK EDEE [AFIOMENERERIC I Y, mEZEFIK
TEEDZBENLRH 5, ]

(2) LB N ZF DHRER D & 5 B [AHI O fL/ MR EEER
HIERIC LY, HiERZBRET2E8ENRH D, A
fEH) DIESHR]

QVEREE TP EE DI EED H 5 B A O MmN k-
BT asZ @B onTWb, THE - ARICEET 6
A EOEE], [EYEE] OEBH]

WEEOBREDOHZEBHE (EMToBELZEL) [(RAlO
MHBENEFTLZ 8B OLNTWS, 72, BT
D BEE~OMHARERT 2, [SRYTHE) OHESM]

6) vt [~ S| DIES ]

2. EELEARNITE

(W) AFNZ, BRI 2 0 TEIE O 1R 143 70 Ak Je OV 5h
EETHEMOL ETERTLH &,

(2) AFHNDF5AZ X0 Jili A E D B A T & 17 B A 1M IR
PAZEVEIR B O FTRENMEZ BB 5 2 &, MifFIRPATENER B0
SOIEEEIIE, ARl ERIETS &,

G) AFNTMAATIRIER 2 A+ 5720, AAIOFEITEE LTI,
MAEILRIENC L 0 BEDNEF R EEZ 0T 5 T RetEn
HoWRRE (BEFBG b, i, mgsERd ., &
FEORRNESPZE, BHEMRISEEES) 2hd0onk
+TomEtT 52 &,

4) BEHEEENH SbND 2 ENHLHOT, HENHOERS,
fElR % fE O B O BIEICHEE T 2BRICIEET 2L O /8
BT 52 &,

3. ¥EEA
KA OARFN OTEERB THDIWA TF VALK =LT
3 R{& (MRE-269) i% CYP2C8 & CYP3A4 IC L v fRtshn
%, %7-. MRE-269 I3 UGTIA3 & UGT2B7 I LV L2
uUgREIhb,



BREE UFRIcEET L)

HH 4 & BRARER - FEE 7L BT - falRIK 1 TRl WYIRAEEITH Z &,
§E¢m§ﬁ¢é$ éng@%ma@ E%t%EWﬁg <”%ﬁﬁ@ﬂﬁﬁ
] ALY | B |BRT S = LA B o, 1 50 op e | e
B LA [IEE AR5 |2 bhs, i || 055 | 0.5%Aih | U
TrVATUVY | BEARS D, P ik 21 ~ES 1
%@%f@%ﬂ ﬁ%;<§fﬁz B
TUOFTF UL N|MET AEAT =t —
TREFHA | Ex BT D s SRR I
F R A Z &, TRHTHE
FURR T TV FEMRARAR (T, | ohh. RERAE, |RXRRSHAR, DR
VB, B, Lk % EIE R, B, [k, I
5| DEW |EBAED E
% AN
HURmEl CROOEAE D | AAIL in vitro T HEHR
N7z Uy g |PFRICL Y Hifno | R EESE SN iR M, 0, [PRIEH
e A ARH fERPEDN I RT D |HEBET L1290, 7=
vaxt—t€ % |BTMH D, EW|HLIC G LER E [t o
BNEREIMEER (0107 3 ho s AR5 2 L V. HIE
ERTOFH IO mikiR, SR EN D BEE Wi By, B [EEA L. i
Fravor  |oREEtaic ot
FuAR T |BFL L, e
* E.. Eo. I ?)%);é.;ﬁg ?ﬁ‘?ﬂiﬂ’b)\
o LERPERIAIR
AT O A FHER i
KIEH IR 25 PR RS, e IRERRAE, DIE
B P, Ik LSRN S
gt Fen-U hFElrEF e U I ARIONEREEC JHIEER | TR |BEERPREG. | DR, YAk
L EAELGEE S OPF | D CYP3A4 <0, L, [HEAR. B [MHEE. HIRE
T, AFIO MR AFIDIEE & 70D Mg, AR
ENEH L= o |OATPIBI, N B IR
WERHY [[3Y |OATPIB3 L T'P B, HEfEE]
e OWBM], |HEF N7 EHE Hawhn, (R
AENORIWER RS |52 81280, B Tl 5. (PRt i
B 2B8Z00BdH | AFIOREH FEULEY
%o INDEBALN BN
ck T . 5. B, 2T
_ IR, Ok
Aﬂgﬁri% Bl 37 i ( %) I PUBR
[E N ERARFRER IZ T, 37 Bl 37 1] (100.0%) (ZH oy e G i
AR LT, AR, S 27 B (73.0%), T, R e s
HEI A 17 4 (45.9%) . D 14 B (37.8%) . WAL 12 4 DURSIR . | resE. B | o s
(32.4%) . WiPUE 7 4 (18.9%). {EM/E, BIFIR. e BEERR | P
B 1ETY %661 (16.2%) . MU 5 1 (13.5%) . &H B, BEHAERR
IR, WEA: 4% 4 4] (10.8%) ThHol=, W E RPN
HESM IR FRBR I 23\ T 575 il 515 il (89.6%) (CRINE R AR
FZSED Bivie, LARRIERIL, S 353 6] (61.4%), T B e
#1207 51 (36.0%) L 155 B (27.0%) L 5 143 61 (24.9%) | Z0Ht P MEANE | AR, ARHE |
P 80 B (13.9%) . Wi 78 Bl (13.6%) . DU 77 i PET . ARRSME . BB Ze. B s
(13.4%) . WAL 67 B (11.7%) Th otz TR, SRR, | Bk, A v 7|V VR
(KFRIRE) MR APk, (Lo o FREEE |
BIVER OB X, EWN & OYES T OGRRBR O R % e Eﬁﬁ@ B R
AR THM Uz, EN RO C OB R R C R W, PRED

PRETE 2h - RIfER 2 HERB & Lz,

(N EXGEIERA
1) {EmE

WEOMERT (KLE (2.6%). EILPEERLE (0.8%)
%) BHOONDLILRHLOT, BFEL 7TV, 2
WAGED DTG EITIE, e 2RIk d 57 L)L E

2179 2 &,
2) Hiif

il (G (1.6%) . MEHDL (0.3%) %) 2dHbbh

M GE ()

ATV, RENBO SN GE TRk E2HIET S

5. 5iE~ADERE
— I E R E TITAERBEMET L TWAE Z ENEND
THEIIRGTLHZ L, [[HEyEie] OHEBM]

6. iEiw. EfR. RIBFE~ORS

(D) i d AFAESR L TV D FTREMED & D0 N IZi3, 1RE LOF
Ve ERRIE R EE D LT S h DRI 0B EET D
Zt, UERTORGIZET 2 LRI L TR, ]

@RHLmIEET 25 ICIIRAL eI s EL 2 &, [

R (7 v b)) THHF~BATT D eniESh T2, ]
INREADIRE

IRHAEMENR, FrAER, AR, RN D74
PEIZHESL L TR, [ RRER D 220,

LT EBHDHDT, BEETHITTV, BRENRD LN
LA, BEET IS D CEYARAEEIT) Z L, 7.
3) R IRMERE R E

PRI EE R (FRBREERETUHEIE (0.5%) . FHIRIRHSHE

KTIE (0.5%) %) BNH bbb Z E08b DD T, AFIE

B AT SEICE U CHIRIRBERE R AT 2 SR 3 5 /e U482



8. BERS
e, IR MESMTRW T, ARAIE 1A 3.2mg #5- ST
BEICBEOELNER LIZEOWERD D,
ALE - ARF|OBER G 0N EDNZSEA . TEIRITE U CHHE
PRIES O R B EFT O Z &, AANTHZ 37 fEG RN
BT, BITNE RN TH B ATREMEIZAR Y,

9. BRHLEDIE
SEHAZ SR
PTP @EDHKANIPTP o — bW SEY H L CTIRAT S X9
e+ A 2L, [PTP > — FORMAEIZ LV . BEOELAEN
FEREEA~HIA L, BIZIEZRILE R 2 U CHERIR &% o &
EREMHERZ RIS R RES LTV, ]

B R

1. MIFRRE

(1) H[al 5.V
AR N B 6 il L2282 0.2 KON 0.4mg & B ICHEERR O
BhH L&, B3 o7 ROVEEHY MRE-269 O 3E@hiE
WNTA=BIFIFERDEBY ThHoTz, ELF /3T KD MRE-269
D Croy KNAUC fF, WD AR E & BT LTz,

10 BLF RS 10 MRE-269

WmERRE

0 2 4 6 8 10 12 0 2 4 6 8 10 12 14 16 24 36 48
HE [H (hr)
TLF TR 0.2 KON0.4mg ZHEEOESHOE LXK
O MRE-269 O [fi 4 Hije FedE i
0:0.2mg. @ :0.4mg CE¥IEEIEHER ., n=6)

T LFI370.2 HOM0.4mg B HERR O IG Liz & & OFRYERE T A —4

Crnax e e AUC
(ng/mlL.) (hr) (hr) (ng+hr/mL)

ey

0.2mg | 3.30%£0.81 1.75 (1.00, 2.50) | 0.849+0.133 | 8.59+2.64

0.4mg | 8.55%1.33 1.50 (1.50, 2.00) 1.031+0.26 18.84+2.9

MRE-269

0.2 mg 4.06+0.94 4.50 (2.50, 5.00) 10.5%£4.0 24.0+5.5

0.4 mg 7.40+1.23 3.50 (2.00, 5.00) 7.84+2.43 45.7+8.9

n=6, PIMAEAREmZE, t,, TP R (B ME, e RfE)

(2) SV
TEFERR AR 6 BllcE L 37 0.2~0.6mg & | H 2 [FI&HKIE
BOEL L&, X80 RO MRE-269 O FREEIZ 31T
LB T A —F T TFRD LB Thotz, ELF LT KW
MRE-269 O i FFi 813365 3 A BICIRIEEFIRBICE L,

L F X7 0.2~0.6mg % | A 2 RIXERAKE L& xOEIREE

(231 2 KMBERE X T A —¥
C

. max tmax t1/Z AUCO*IZhr
1 L E=N
FER |l (hr) (hr) (ng-hr/mL)

TLXF RS

0.2 mg 2.98+0.85 1.50 (1.00, 3.00) | 0.855+0.204 | 6.53+2.36

0.4 mg 8.71+0.79 1.50 (1.00, 1.50) 1.3840.62 17.5+3.5

0.6 mg 10.74+3.0 1.50 (1.50, 2.50) 1.8940.53 24.8+3.7

MRE-269

0.2mg | 4.24+0.81 3.00 (2.50, 4.00) 10.7£3.7 22.84+5.8

0.4 mg 10.2+1.6 2.75 (2.00, 4.00) 11.2+4.0 60.518.0

0.6 mg 12.4%+2.0 3.00 (2.50, 5.00) 7.89£2.36 69.7£12.3

n=6, EIIMEHIEERE, t,, 2T IE R ME, IME)

M GE ()

QB)RFOFEYY

DR
TRHERL N BE 4 Bl L2832 0.4mg % Z2IEIE L OV 30 431T
HEROKG L&, EERELR L TELX 7D C o, i
32%, AUC,..1Z 15%{& T L7z, MRE-269 O C,,, 1% 7%, AUC,...iZ 12%
KT L7,

2) el
faEER N B 12 Bl L X3 /%7 0.4mg % ZE M e OV 2 I H ]
BOgh Lz &, ZEEFEHEBELTELX T D C 0 35%
KT L. AUC, ol 10% KR L7z, MRE-269 @ C,, 1% 48%., AUC,..
I 2T% KT Lz, GMEACLDT—%)

(4) S v
(REEE EPE 6 ] (65~T74 m%) 1ZE L¥ /32 0.2mg % Z2EHFHT
HERR AL Lz b & ERIEEmE 6 B (20~26 5%) il
TELF T BHUMRE-269 @ C,, e NAUC,_ 2ME T3 B[4
O BT, R BYE 6 #] (67~T745%) ICE L X2 /37 0.4mg
Z1H2[E 10 HEB®HREO#RG Lz &, Tt 7Kk
U'MRE-269 D 3EMENHE T A — & [THEEEIEE i 6 1] (21~29 7%)
EHBILEE R LT,

(5) IFpEsE ©
W DTS B 8 5] (Child-Pugh A =27 : 5~6), *PL4EE DR
P Q4] (Child-Pugh A2 217 : 7~9) K ONEEONTREERE 2 4

(Child-Pugh A =17 : 10~15) WONZEEERK A 8 Bl L ¥/

0.2~0.4mg % H[EIRE O # b UTo, 8 O R HBRE TR A & I
LT BELX 70 C O AUC, .28 2 f5IZH8 I L . MRE-269
D Coo KON AUC, MK E RMEI L e Dr 072, £z, BLF T
KO MRE-269 0 i FIERE AL I b K & RfHE TR 0o T,
T O HEBE CIMERERA iR LT, L ¥ T D C,
X2 58 . AUC, I 4 5L IS L 7=, MRE-269 O C, 12K
TRMEITR <, AUC, 1T 2 fFRA RIS L 72, £/, BLF
X7 KON MRE-269 O MU IERE AR5y 0% 1.3 f51m L7z, &
FEOFFRRE B L, HEEONFIEEERS & Rk MR EHEE O
B 2R L7283, B L F 337 KO MRE-269 O i Hfb &0y
FiE 2 fFlcmLz, GHEANCLDT—4)

(6) B ©
HEOEEERE 8l CREKMARIEIESR : 15~29mL/min/1.73m%) &
OMERERR A 8 il L3 /%7 0.4mg ZHER NG Lz L & &
EOEEERE TIT ERERA L B LT LR C KD
AUC) 1% 1.7 12, MRE-269 @ C,, & 1.4 5, AUC, .1 1.6 fi5iZ
MLz, 7=, B X7 KO MRE-269 O A IEfE A7y
RICKE &I o7z, GMEACZLDT—4)

2. l]&lm 5)
TEHERR A BE 15 fllc & L3297 0.2mg & Z2EHE (B E]# R PR 5
Bl v 0057 )T T 0 AR OEFIRED 3
BREOBMTEITZENFN17.93L/hr K OVLT3L Th o7, £7-.
T L F T RT 0.4mg HEMERFICHERR G L&, BLF o
T ORERNSAFT RATEV T 41% 49.4% Th o7, GHEAIZ K
LT7—4)

3. ﬁ\*ﬁ 6)
UC—t L ¥ /87 KN MC-MRE-269 DIILEZ o /=7 |2k BiEE
RKIL, 0.1~1p g/mL DHEPATHFNE 98~99% Th > 72,

4. KH°
T UF IR, BIEEN TR EET I FEALAINAK SRS
. TEMEMGEY MRE-269 % 4K L7=, MRE-269 13% OB D
LB E T S N T v R A ERICRE S iz,
KRS IZ I NREF N 2T T —F 1 A, BEAIEICIE
CYP2C8 J O CYP3A4 7235, Z 7 o Bfaticit UGTIAS KON
UGT2B7 N EICRE L Tz,

5. HEittt
fdEE R N BE 6 Bl L /32 0.2~0.6mg % 22 fEIHIC B [ER% O
BB Lz b &, Be51% 48 Bl E TICRPICIIRE LRI HE S h
9. MRE-269 R Q"D 7 vy o Ui aike LT, #5850 0.22
~0.27% APt S 7 v,
AR A B 6 I MC—& L ¥ /87 0.4mg A& BRI A% G- L7255
B B4 168 R E CITE G- SV HUREED 12% 23R H12, 93%
DFEFICYEE S 7 7,

‘max

‘max



6. EMEEER

(1) In vitro 38R O 9
T L F 7 O MRE-269 1%, OATPIB1 & O OATPIB3 DIEE T
HDHZEWRENT, Eo. B LRI ST PBEX /%7  MRE-269
IZBCRP DIETHDH Z ErShiz,

Qurrzyy?
{ERERR AN B 17T FlCE L F 3237 0.4mg 2 1 B 28] 12 AR A&
L1, #ES8HBICUNALTZ 7V v 20mg kAL L&, L
X7 KN MRE-269 OBRMENHEIC RIET UL T 7 U o DEEIT
RO LN, VLT 7 U OB T L0
DORBIBO bNRNoT-, GMEANZLDT—%)

B)erFeL - R FEL?
fERERR A S5 20 Bllc e L - U R EVELESE 400mg/100mg
Z1H2[E 12 HEEAERE L, %510 HHIZE L X237 0.4mg
AHERROELG Lz &, BMELLHIEL T, BELX 70
Con 1 2.07 5, AUC, .15 2.23 fEHTHEM L 7=, MRE-269 @ C,, 1% 1.33
&, AUC, 1% 1.08 iz Lz, GHEANIZ L DT —%)

7%

1. BRIZH T DEERRE 0
FHEMIERIRER & LT, BARANBINRIEN & i E5E B 37 5%
REIZ, BELF 37 0.2~1.6mg & 1 H 2\ 16 WEHE L7,
— AT A D 16 BIFE TOMMMEHITO (bR CEXME = FETE
Rz, ) X, —122.9%+115.2, —120.9dyn * sec/cm® T v |
HEIIET L7z (Wilcoxon £ ST IERZAE : P <0.0001),

NR—AT A b HFE 16 H E TOMmEEIOZ/L (PPS)

(B RaaTn O LB L E BB 2 s gk (0]
W | s | poncmege | o o0REG]
) P RASTI
(dyn-sec/cn’) SES (i SES( (950 K]
[ a5 0D 950 2K 2] IR
Be5-BRAhwET 683‘625?837'3 -122.9+115.2 9.7
- -120.9 ’
Br5o16 A 560591;%138.7 [-184.5 , -59.5] [74.0, 86.0]

FEAMBIEL : 33 1, # Wilcoxon £ 5 AHIENLAR &

2 BB BEERAAE

77 2R IR T EE MG & U C BRI R i o B
1156 fl& %4z, 7RIt LHF 327 02~1.6mg % 1 H 2
EIEF 2=y

410 morbidity/mortality 1 X2 s 3R IT 5 F TOMIZKIT S
T T RRBHIHT D' LR LRI RO N — R 0.60 (99%(5 48
X[ :0.46~0.78) TH V., BLF I _IFIT T EREEL LKL
T morbidity/mortality 4 X F DB EHFEICKF E 2

(P<0.0001, Jfllm 7" Z v 7€, A EAKUET R 0.005),

100{
_ E LRy
8 T = —
@ 80 T
& 58.2%
g 60
£ S
S w I
;‘:\ 41.7%
L
y 20
k¢
NS

0 . ; . ; ‘

0 6 12 18 24 30 36
2 (B)

Number at risk
(£ LF8%)

574 455 361 246 171 101 40
(75 &mR)

582 433 347 220 149 88 28

%) morbidity/mortality 4 ~X> h23EES D F TOHI O
Kaplan-Meier ¢ (FAS)
ST 5% E XM 2R3

M GE ()

7E) morbidity/mortality 1 X2 s DEFE : FETC. FEHIRME N fE
JETAIC X D AR, Rl - 05 IR 2L BRI 2 B3 2 fifidh IR i v
MEFEDTAL, TrRAZHA 7 U A OFHIRN/ K TG - B3
FRSEIRIE DRBMG, SUTIRHRIETT [6 A TIEREA B 571225 15%
LSRR, ROy (WHO #Re/da 2 7 2 I/ o & &) WHO HRESy
7 7 AL, (1/IV O & &) FHEh AR i EAE RS OB ]

I

1 . 1?%*&]‘%‘ 12)~15)

WELXFV AT T hTaRZ YA 7 ) U R RICRIRN e fE A RE
%47 L, cyclic AMP AR A IR BRI N S &, 7 2= ME
HuERLT,

QB LFRIARTE, TrRETT VU, LB T v MRERN
BRI A O ULE 2 e BE AR AT RO B L 7,

3) ERHWTH D MRE-269 & LK TQDIEHZRL, D%/
(ECy XIL IC,) 1T LF )7 Lt LC()TiE 15~33 fi5, (2)
T 4 s o T,

2. ﬁfifﬁﬁﬁ 16)~18)

1) by RFYUAZRET T=Z b Th B U46619 75 5 & £ £
TIVT v MZBWT, B L X 27 O G136 LEEO L5 2 40|
L7z,

@QF /70 ) UEENESILEET LT v MTBWT, BELF 37
O HITA B R Z B L 72,

G)E/7uB ) UEEMELEET LT v MZBW T, BELE 37
DEGIIMBARE 2K T S W7z, SKEE G X 2 B AREAR T 25
DWIFHTRD SN o7,

AR ICEAT 5EBILFERMER

—f&% : L X% (Selexipag) (JAN)

1£%4 : 2-{4-[(5,6-Diphenylpyrazin—2-yl)(propan—2-yl)aminoJbutoxy}-
N-(methanesulfonyl)acetamide

2FR : CH,N,0,8

FE : 496.62

feEEE=R

HsC._ _CHj
O N ?u/ N.__CH
N N ~a- M3
L S
i'“ "

000
PR ARSI O~ R OSBRI O R TH 5,
ARENT T AF VA NVEXRY RIZETFRTL, T =M Mz
RREITIZ K, =& 7 —v (99.5) (2D THEITIZ <, K
WZIZE A EBT R0,
SERE 3.00-A 27 % —v -1 (pH1.2) ]
2101-F2 % ) —n - 5 2% (pH6.8) ]
22[1-F2 % 7 —) - K]

ML LEDEE
TR En—OMHEITRR 2T TRET S 2 L, £ iEkE,
BT 5 2 L,

REBEM
0000

2k
" FrSESE 0.2mg : PTP 100 . /35 100 &
Y TFMSESE 0.4mg - PTP 100 8. 3T 100 4&



FEXH

D) ENEE 1A « fERERR A S R OMa e s S ML d0 1 2 BT « SO
B (A AR

VSN LA - HR] - FOUE RGBT (A AR NG R

) MEANE LAR R AR 1T 31T 2 HEIH G-k (B AT A NE R

D WAV TF - B ERE 21T 2 BRI 538k (A AR SN E R

5)UESNES LR Mt A AT A Z 2 7 ¢ 3B (B ASHT AN R

6) & L ¥ )T OIERRRIEY I RERER (A AP R

7) BRI G-RE ORI, AR R ORIt O Rt (B AR N &R

8) b F v AR—2 —HAENMAHER (B AFIFANEED

NWEAIEE LFH - m & F EL « U M EVEASE & OMEIEHRER (B
AHTHALNEEL

10) EI PGS 11 AR - FBAARPEN & i R et G o I B ikt FEkER (B
AR AL NE B

L1) VAN AR - FlBh AR A oo 0 FR S 2 0 — B AR LSRR
(B AHHALNE R

12) & F 7 aRE YA IY 5 R~ D PHliloprost DFE AT 5 ELF
237 J O MRE-269 OFLEIER (A AT AN R

13) & b T RAZYA VY ZEFBRIFEE CHO M2k ) 5 L
7 Je OV MRE-269 O cyclic AMP FEZESEINPER (A ASH AL N EL

14) £ L¥ v /8 RONMRE-269 OXFEE F 7 a2 ¥ ) A RIS
T OB 07 7 A v (AAHEEENEEL

15) Z L& v 37 KON MRE-269 D 7 b IiENBIRIC 4~ 5 stz
(R AT AL E B

16) U46619 #F R MLESE 7 v M 51 L L7 OfLEER
TER (AR EEL

INE/ 70 ) UERENTES v NoAMERICHT LS
URT RORGF AN I LAOMER (BB SR

18) Hemodynamic effects of selexipag in conscious spontaneous
hypertensive rats and conscious monocrotaline-induced pulmonary
hypertensive Wistar rats: absence of tachyphylaxis ( B ASHTSRA-NE £}

XHkEER 5
FHERICFEHRHOENEEHZ & £ LT TREIC TRER< &0,
HAFTERR A B Y
&601-8550 LUARHIFE X A FERLPE / T My 14
7Y —XA¥/ 0120-321-372
TEL 075-321-9064
FAX 075-321-9061

BUENRIE T
BAIEKRX S

AR X AEBE P 2 P ART 14

R Fe s
FTOTUXY 27— 2a—T14hILR Oy ett
WA ARILRE 1-1-39 BUHE T T4 DA =T X T —

M GE ()



NS-304 1.9 —MRMBHICHELIXE Page 1

1.9 — R R OEXE
1.9.1 JAN
P23 4T H 29 AT SRRIEAIEN 0729 553 B TEHREORIAMICONT] 128D,

JAN :
(BAR%) L7
(#44) Selexipag

b4
(AARL) 2-{4-((5.6-F 7 ==V E T2 A NN TR 2-AN)T 2 )] FFY-N(AZ
ANKR=WTE T IR
(J4) 2-{4-[(5,6-Diphenylpyrazin-2-yl)(propan-2-yl)amino]butoxy} -N-(methanesulfonyl)acetamide

{bAiiE =
;AQ:H H3C CH3
B H
ST TN N“x:: - ““x//\\//f\o o~ N.___CHs
i '

= Wf’ ‘Né o

NP

1.9.2 INN

[ERE—#4 (INN) (22U CiX, Recommended INN: List 64 (WHO Drug Information, 2010; 24:
259-90) @ 279 R— I N T 5,

INN : Selexipag
{b5244 : 2-{4-[(5,6-diphenylpyrazin-2-yl)(propan-2-yl)amino]butoxy} -N-(methanesulfonyl)acetamide



NS-304 1.10 B - BIFEZDEEEEEHRDELD Page 1
1.10 BE BEFOEEEEEHDFLYD
(224 - B4, 2-{4-[(5,6-F 7 == N T VU2 ANNT a2 AT 2 ] R
- N-(A B ANK= T b T IR (B4R R7) OO
O :3CWN/CH3 N.__cH
S —p BN \/\/\O “Si 3
= | ;]/ /11/ o

e

RIRE - R

VB R I v L A

M - HE

WE., RAZIEE LRI N7 LT1IH02mg & 1 H 2 [EIEERE O G
ORIET 2, AAEMZHR LRSS, 7T AU EOMBET1ERESE L TO0.2mg
FTORKNIMARE CHEL THERABZIRET 5, 23, EAREIL1F
lomg & L, WTFNOMEIZBWNTH, 1 H2BEZBICEROELET S,

BIFEEDYEE

g f O

DY -+ e

JFR L xoNr
BF 7RI EEE02mg (1EEF, BLXx 37 02mg &H)
U7 N7 EEE04mg (15T, BLF /37 04mg &FH)




NS-304

110 SR - BIRFQEEBFEEHDELD Page 2

==

Habatt (vt

B

e qm

AR

~ A

B O EIE & > 40 mg/kg
B OEIE & : > 40 mg/kg

7 v b

RS OEBE R © 500 mg/kg
RS OEBER: © 500 mg/kg

B O EIE & > 40 mg/kg
B OEIE & : > 40 mg/kg

Q|40 Q4o

e

RS O BBE R © 2000 mg/kg

S Gt (R UME M)

# 5

EARZL s

5
RS

&G HEFEME B
(mg/kg/day) | (mg/kg/day)

E7RETR

<~ Z | 133

o

0, 100, 300

500 100

300 LA b : WAL, ARERIRIRT, M= L XT
v — LD EE, g /N EFLOPE TR
AER

500 : (X0 &EB O IRAE. CK - ALT OF
{2

418

=
O

0, 20, 60,

<20
180

20 LAE AT, d RO IRE, iR o
Hi i

60 LA E : (FEOKME, HBEKT, 8IFK
BoOEX

180 : RRICHGH OWLTE , FFNRD /NEH LT
Al NI RN AN E - e

418

=
O

0,2, 6,60 6

6 LA E WL
60 : REDOLE, FHERIKT, f/MiEo
KM, BB EEDIEK

26 11

R
O

0, 6,25, 100 6

6 LA L - kT

25 Pl b BB ERIRIR OB, MERIR (FET
%) DREAIRONEIK, FUR OIS
R DU %

100 : AEOEME, FHERIKT, ZNTF 0L
B 747 )= UBOEME, /M
BoRME, HLARREMIROEAL, i
O /NFEFLE AR K

28

R
O

0,2, 6,20 2

6 UL (REOMKME, THE, mfE, BV
—RAE, KERE S O OB TR T,
B BETE M AR O & OBRME L, B iR e
BRI D>

20 : JETC (B EFE)

®n

0,1.5,3,6 1.5

3LLE  THIGE, B Y —IR(E, M, KER
HOBTHITHE, B AR OMMEL
6 : REOMRAE, WHEAT, B B MRk O

N

1%

®n

0,1,2,4 <1

2 L0 fnfE
4 WAL, RE O, BRI ERE (BAL
KOG EAR)

[ PR e ]

26 1

1 LLE B T AR o> HE N

4 - RBRHE OB TERTHE, 6 AR O #t
ML

39 i

1LLE B RS A O Hm, KERE OF
TE Rk TLiE

4 - F BB AR O BRAEL

ORI OWTIEE LR T OFBYWER T H D MAEGRRIEM & Sk L 7o b &35 & bk & 13HT

L7gino Tz,




NS-304 110 EX-BIXEZDIEEBEEEHDELYD Page 3
[ = PN G R A R Rk A ]
BIEAZHE (BRRAEERTEE25T) 37/37=100.0%
BIWEAORE RHE ligs PR R AT L 5 28 B oD T A FEHLR
SHA 73.0% (27/37 #1) M EART 10.8% (4/37 f41)
T 45.9% (17/37 B1) TI=UTI)RTUR .
W 45.9% (17/37 f51) 7 =7 =B 2:7% {1537 9)
iR 37.8% (14/37 f51) TANRGXUMT ) b7 .
AL 32.4% (12/37 f) VAT =7 =B 2.7% (/37 1)
i A9 18.9% ( 7/37 i) JR I B 2.7% (1/37 %)
_ i s
=)
AR (S i R A B A )

BITEAI SR (BRI S L8 & &

Te) 515/575 $511=89.6%

AIEROME %

Il A A 5 T A8 ) O AR

s

EIEb 61.4% (353/575 #3i]) LNz % 1.0% (6/575 i)
THi 36.0% (207/575 i) TI=vT I N TUA
- 0.3% (2/575
L 27.0% (155/575 #i) 7 =7 —EHm % B
it 24.9% (143/575 i) FTARGEVRT I T
’ R 0.3% (2/575
1 PO 13.9% ( 80/575 fi) VA7 =7 —EHM % (21575 #1)
M- 13.6% ( 78/575 f4l) P e YL e s 0.3% (2/575 1))
% =
=y A AR U1t




112 FfEH—%

EIE (EP1—IL3)  REBICETEIXE
32 T—AXIIWEE

328 [RE

AT ERRE 5 S A v EE AR EEE T At/ 25

3281 —#RIE#R

3.2.8.1.1 Exs ERSEIP S EW - BRI

3.2.8.1.2 A i H AT 3 FEW - APt

3.2.8.13 — AR H A3 =W - AP Al
3282 #H&

3.2.8.2.1 BUE A EREIP S =W - APl

32822 REHER 7oA - a3 ba—b H AT 3 EH - Bl

32823 JEAT D 7 B H A 3 = - APl

3.2.8.2.4 P T N OVER B i iR oD 5 B H AT 5 EN - A

3.2.8.2.5 TakA e NYF—va /T ak b H ASH 3 = - Bl

3.2.8.2.6 S TRE O B S O Ff H AT 5 EN - A
3283 #HM

3.2.83.1 1 2 DAt D Rk 0 i 17 H A 3 E - AL

3.2.83.2 R ERSEIE S il - At

0€-SN

S—HEMN¥ 2L

abegq

l



3284 RENEH

3.2.8.4.1 Bk o OB 5 14 H AHT 3 EH Gl
3.2.84.2 RERTIE (N 7ik) ERSEIP S =W BE
3.2.843 R TiE (O 7iE) oY F—a v ER NP S EWN A
3.2.8.44 By Mo ERSEIP S EW AP Al
3.2.845 BUkE M ORBR 7 12 D 224 1 H AT 3 EW B
3285 FREMXIIFEYE
3.2.8.5 RV it S IATE H ASH 3 sl APl
3286 BAH/RUMERR
3.2.8.6 i M OV A4 % H ASH 3 =W APl
3287 &TEMH
3.2.8.7.1 TEMED E L K O EREIP S il APl
3.2.8.7.2 TR 022 T MERBRET 8 O VR Ak M OV i H AT 3 M A
3.2.8.73 LEMT — & H ASH 3 = APl
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S—HEMN¥ 2L
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32.P #H|
AT ERRE 5 S A v EE AR EEE T Pt/ 25
3.2P1 HEKRUVALK
32.P.1 BRI K OS5 H A7 38 EW - B
3.2.P2 HAIFFEDRZERE
3.2.P2 B B 5 DR ERNEIP S =W = R
32P3 H&E
3.2.P3.1 B ERSEIP S =W - AP Al
3.2.P32 BT H AT 3 EWN - BRI
32.P.33 BETREO ot R« 3 hr—/L H AT 3E = - APl
32.P34 P T e OVER A i iR oD 5 B H AT 3 EWN - A
3.2.P3.5 TukA - NYF—va /T ak A ERNEIP S =P - A
32P4 HmMEDEE
3.2.P4.1 Biks B ORRBR 7 1% H ASH 3 = - Bl
32.P42 A GE (k) H ASHT 3 = - B
3.2.P.43 R TE (T 5iE) oY F—va v FI AT 56 E[a - R
3.2.P44 Bt K OB 7 15 D % 4 7% ERNES E - AL
3.2.P.4.5 t b SAZEYE IR O F A A AT sl - BAL
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3.2P53 R TiE (O 7iE) oY F—a v ER NP S EWN A
3.2.P.54 By Mo ERSEIP S EW AP Al
32P55 R D Rk H AT 3 EW B
32.P.5.6 FURE B ORBR TR D 2 4 1% H A7 36 EW i
32P6 BEMXITFEEYE
32.P.6 ARHE G ST H A7 56 EW i
32P7 BHERUERR
3.2.p.7 B K Oae % H A7 56 = A
32P8 REM
3.2.P.8.1 LEMEDE &b KOs BRSPS il At
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3.2.P.83 LEMT — & ERSEE S =P At
32A i
LB L

32R HBOEREH

BRI L

0€-SN

S—HEMN¥ 2L

y obegq



3.3 ZEXM

BATE B EH. A4 MV, flGES
3.3-1 Schreiber KC, Fernandez VP. The lithium aluminum hydride reduction of some N-substituted succinimides. J Org Chem. 1961;26:1744-7.
3.3-2 Hirschberg A, Spoerri PE. The synthesis and properties of iodopyrazines. J Org Chem. 1961;26:1907-12.
333 DeMarini DM, Perry E, Shelton ML. Dichloroacetic acid and related compounds: Induction of prophage in E. coli and Mutagenicity and Mutation Spectra in Salmonella

TA100. Mutagenesis. 1994;9:429-37.
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FA4E (EPa1—IL4) : ERRRERBREE
42 HERMESE
421 ZIEHER
4211 HAZEEMTHHER
I RERL 5o b ] i PR S L - T L
Z v |k prostacyclinz 28 &~ *Hliloprost D& & 125§~ 5 NS-304 J O s FEAM
42.1.1-1 I 2 A~2 A | B AT = — AR
MRE-269 DL /1] [PH-304-004] Rl A e R - B
t |k prostacyclin 28 {A ~ D [*Hliloprost D #% & 12 5§~ 5 MRE-269 & T s A
42.1.1-2 I 2 A~2 A | B AT E3[g] — o
NS-304D % 1EM _[N304-041105] a1 | e . B
b hPGI 3 A A8 RIFE SLCHOMNZIZ 33 1F 5 MRE-269 } TINS-304 D B Ea
42.1.1-3 2 ~2 B3 — .
CAMPFEAHIM{E_[N304-100618] i L O R I B
Analysis of adenylate cyclase activation, 3-arrestin recruitment and receptor ) ) .
42.1.1-4 internalization: Comparison of five IP receptor agonists at the human _ ~2(.4£I A A(ctxeli](,)nxP)harmaceutlcals g9 — g;ﬁ
recombinant [P receptor [B-11.413] -
Analysis of IP receptor agonist-induced shape change in pulmonary arterial Actelion Pharmaceuticals | | B S
4.2.1.1-5 smooth muscle cells using impedance technology [B-14.046] _ 2(I4£EIE (AL R) i Gk
NS-304% OMRE-269D % it b 7' 2% ) 4 RZFERITHT HEH - B
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Single-center, open-label, Phase 1 study consisting of a single-dose pilot
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and its interaction with warfarin in healthy male volunteers
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A phase I study to investigate the safety, tolerability and pharmacokinetics
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53.3.1-2 and its interaction with warfarin in healthy male volunteers - 2(.4:Elﬂ 2(.Elﬂ Y st Al
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