TT U4 R THEH 45mg
TT U4 K TEM 60mg
(2B 5 EoR

AREBHIFEH S T IF ISR 2 MR K DA D H A1 MSD #x:C
AR H Y F9, BEREEGLOEIEEH ORI B H LSO E FEH K
ICAERZRHT 5 Z LT TEEE A,
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&5 e NHEE D EFE
5 TEF
6MWD 6-minute walk distance 653 1A T BEHE
ACE-011 Sotatercept -
MK-7962 P
DMC Data Monitoring Committee T—EE=FY ITERE
FC Functional class BERE/ 1R
IPAE/HPAH Idiopathic pulmonary arterial hypertension BESEE / SEAT S F A i 5 1 FE

/Heritable pulmonary arterial hypertension

NT-proBNP | N-terminal pro-B-type natriuretic peptide fatEF b U U AR T F REiEEA
Nw7 77 A~k

PAH Pulmonary arterial hypertension i B A i v 1L i

QoL Quality of life —

WHO World Health Organization i Rt b BY
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15 ERXIEROEERUVEAEDER

151 EERXIIEROFRE
YEAFIZOWTIE, [2.51 H]BH, Z ZTid, MK-7962 (54 : Sotatercept, ACE-011) ®D/)
IRAHBYIRME N & i EAE (PAH) BE 24 & LR EEIC OV TRT,

INBIZEH LT MK-7962 % BF CEDE

AFR I T B /N L ESE O 2 BIT D A b o0 /NG ERE [BEOR
Rt/ BACTEREIRMERS & MLERE (IPAH/HPAH) ] O2FERAE T, FRORBEHEIIBB L £1
AN/1005 AT, FAZ&T> IPAH/HPAH BH DOF125%% /NEBED TS LHEE N 5[5.4: 501],
AAZET19 5 E31MERR (23T 2 185k A 00 /)N Ve lfi i ML ESE DIEFHFF (TOPP Registry) Tid,
JRARBITid IPAH/HPAH (57%) RUVERMOHRBICHE S MimMLELE (36%) AK¥2LH5DTND
[5.4:505], E7-. B FEREMD PAH S, BHOIERIZ< O XTHREFHIE . MITH
EREET, TELEVWZ EARE IR TWA[5.4:501],

INRIZET 22WHETRA L IZIEFRERTH Y . WIRICOWVTHRADERT VT Y X AIZHE
3 %[5.4:501), 725, /R PAHIZEBWT b MM EILREIC L AEEBHR I TEBY . K
HIZBWTH, =V FE ) U ZFERBHETH IR XV RORT T V v Zy, RAKRY T
275 —P5SHEEKDOINTF 74N HRTTaREZH A7) o TIE=RFa T ) — /bR
PAH (I DG A2 AT 5, —FH T, AAT/HEESHHELNTORWERS . &EA DRSS
NEERTOENNOMREZSEBICHEZR TERINLTWS, 2 b DEYFRIEDI /N PAH O
TFRUFIIKRELSFELTVDHOD, RABE LRRIC, BEFOER CTIIA+o72/hNREED
FET 5,

MK-7962i%, BEFFOMMEIRIEMAIZ L 2 PAHIGRRE L TR R 2BFE2 A L, KEOBRAKRA
WVERT 21EEL LT, BEFERICERERETHZ LIk, T b /R PAH BEICHBIT
BT VA RAT A AN ==X W= THATHS LIS, NEM O PAH BE, FiC
IPAH/HPAH 8% Tid, BASBE L8 L T, MBIARECHM, RILEL &2 &R0, @ 72 ES)
WS> TRBEOTELBAEDONT V ADMFEL . F LR EEERR M Z R LTV &0 ) R
AT 5, PRIZBWTIE, @OMBIRE 2 29 2 8IS0 HE SR IVBIREUS DS R B
HTHHEVDLRTVWS, LMALARBL, BEFO PAHRREICX  +oRBRDERBE L2
Ba. DHEHENMMRIEA TV A REOMMEILREE R ax29 1427 0) (X 5EIEA
DYV AT HRHDHZ L[54: 506], BEARANLE T T, RilE - THEFOREBODOABER L%
EBTHE DRBIZBNTYH, MK-79620 X 512, BUROIEFRE OFA T2 Z L BEHET, ER
TFTHROUELMFTE H2EFORRIT, BMRNHICEEREENDLD LEZ D,
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INBBIREEOD

MK-7962D/NEBASE X, 15LL L1SEARIED PAH BEZHSR L LTRSS TWS, AL/
R® PAH TiX, BMADHMIZETOENRHH DD, FEHf & 72 5B OAEYFH R OBIZFHIFF
HIXFERTH Y . ZW° PAH OFERICH T 2B EHIB W T H R E REUVA 2V, MK-79620
X5 @A TRANTNREBRATR—DOERZRTEFRISNDZ L bBE 25 L. A PAH &
HTBEINT-AIELRAZEOFEDIENNEEFTHLELONS, T72bb, B PAH OREKRAR
TR O ER L Rk, BIE PAH ORI Z Efih O/NRICH LT, MK-7962% LEEREG35Z
LICEB_%T7 4 v P END, £, MK-T19620EMENEIC K EL RIZTRFIIMEETDH
D, RACBWTHEREICESWREZ1TH, MK-792ITMAEERR TH Y . FEDIMEER
DEEEZTT. BRI h2nZ L, —RI/NEOEDBBOKRET TEE S L5 as DR
BRI MK-19620 @I E L v L E 2 o0 . I
N e N 5% ©
XZEHICHOWTHEEIZFHE L. /NRICED 2 ER &, AERET A X A0OBFREIT .
xR LR H/NROFER (1R E18KT) 1L, ZOFEMIZEITH MK-19628 5D 7 4 v
ke URZFHBIZESONTWS, BRAMOLIEIT, ROEHENDL, MREMIVBRATIZ L L
L7z :1) PAH OFEEZWI A DN TWRWIEE RV (B A= VLB IEME I & ML EAE & 85 TE 20,
2) /N PAH OJFEBERMELER TH 556, BHEMEEREOERBOEROM EICX V| A%l
FERT. EHBHNERKE OFRIEZTT .

BE, /DNRICET BBRRBIEIRRIN O/ FHENCE-S & | 1T L THFERIEFROME/SE L HH
ABr [0083Bk (5|4 : MOONBEAM ##R) ] BNEMI N T3, KRB TIL, MK-79620 34
BRUOZENE (BFHEFERROANEZ o B EROI/MIEE2 & DBRRREMBOLES) OFHli% 3
EMEE &35, PAHIIFDERTHDLZ LTz, MNEOBEFIISLIZRESNDZ &,
BEOAT—TNVREREORBEHEOBVREOEMIT/NEERE I T IAENRKES VRIS
MmNz &, Bl L BYRATOBRKRABREAZ/NE~SMETEHLEIZONHZ L LY, A%
PEIZOWTIE, BIRFEBER & L TOx 22—, QoL #Ffi, NT-proBNP }2 (! WHO FC # 2#5# T
il L. & HIZ6rk Ll EORE TV TIX6n A TIERE (6MWD) K OV MRI OFHf %2 1T 5
T Ll Ul FHl I L E E R 5 2240805 & U, £ 0% EER 5 HI5E T R6FERM £ THkse rTaE (/)
V#EIS OB E TxE) & LT 2, [
- ! ]
|

B, ARBRTIX, FEEIZ4oDar— b (ah— M 12EL E1SEERRM. 24— b2 : 6%
VL E12EERT . 24— B3 2ik B k6o, =Ah— b IRPL R2iskim) 2% E L. IR
. - Y E=2 Y 7 ERS (DMC) O
BEAHERO L, YiZar— FORAERCHEOBEIIM L RO 3R — b ~DOBAT % BFEAIIHIET L .

FPECRE L2 5L TV 5. 27 I
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1521 @mE - REEHROEE

IO R OB GIEOREICOWVTIE, [2.3.545 HZM, £/-, FEOLEMRBREMIC
DWTiE, [2.3.8.7.3 HIZMK,

RIF| ORI ORBRFEOREIZHOWTIL, [2.3.P5.6 HBM, /-, A OLEHERBREAKIC
DWTIX, [2.3.P8.3 HH]|BM,
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1.6 AMENZI T 268 AR 3 5 &k

1.6.1  AMENCEIUT B R

1.62  SMEOEASGE
1.6.2.1 SAE DR SCEOMEE (FIER)
1.6.2.1.1 KIERAT SCEOBEE (FIEk)
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#1

# 1.6-1 A ENZ BT 2 AF OfE AR
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1.6 SHEICETFSERREFICETS2EH
1.6.1  SHEIZEITHERIRTEF

20254E2 A BLAE . ARFNTKE K OB 25 7041 OFE T HIE TR I N TWA, AEICEBIT AR
FlofE R 1.6-11D LB,

= 1.6-1 HAEICH T HXFDOERKR

ARFND e N KR S =4 A 202443 H CKIE. FliEhARME T & )22 0E)

ARANDOECKTECH [F CK « 5% - Bl - A <IN - 58) @ | &2 TOETHEGRIREGH 7,
HGBIRDL
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162 SEOHFNXE

1.6.21  SEORFXEOHME (FIR)
16211  REFIXZOHME (FIFR)
IRt BRTEEH A

WINREVAIR™ Merck Sharp & Dohme LLC

B - &8
TS SN B~ K A O BHETESE XTI R T, BEIE 5 A T 131 7L
245 mg # 50T 5,
S AMBLIE A ~ K A A O BHE TR TR T, BRIE 5 S A T 134 7L
260 mg # &5 HT 5,

Zhee - HE

AFN I AEN R & i EE (PAH, R EEEEES [WHO] Group 1) DRI T 2 EBNMZYEE
Dk, WHO B&6E/0 38 (FC) odiE, KUERKRIIE(LA X o U A7 il 2 B & LRk %
Wi &9 5,

B - B
1. HEERBAE
AFNTEE OEREIIS CC3EMICIEE T 535, AFOBMEH &120.3 mgkg &7 5,

AFOPNEIBEG-RIIA~E 7 1 © B R O/ I Z JIET 5, /M EA350,000/mm’ &G (50
X 10°/L AKiii) OBWHITIBREBRE LisnW2 & [ - HE 32206,

Pia RO G RIZ, BEOERRICESELUTOLIICHETS -
BGE mL) = (K& (kg) X0.3mgkg) .~ (50 mg/mL)
Be G BT A U CTMNIEE I £ TR 5,
Bl © (70 kgX 0.3 mg/kg) +50mg/mL=042mL D7-%H, MHEHALT04mL &35,

K12 L, FRHEOREGEOFHEICE C THEYZ2F v b 2&IRT 5,

x 1: AE03mgkg THEIDHEEDREEICIELI=F Y FDIESE

#5-5 (mL) X v b O
0.2~0.9 45mg X v b (45mg A TILVIARAD)
1~1.1 60mg ¥~ b (60 mg NA TIVIARAD)
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2. HEEHERE
~NE 71 B UE R ORI TR FTRE R EEIR IS D T & A fEidth. HIEEMETH £0.7 mg/kg
WET 5, AERGSLERGAZERE. 0.7 mgkg 23 MW 2 &Sk 5425 [ - HE
3EEMH,

HIEHEOR G &L, BEOEREIZESELUTOLIICE TS ¢
BGHE mL) = (K#E (kg) X0.7mgkg) .~ (50 mg/mL)
PG I REA L TN L E TRD 5,
B : (70 kg 0.7 mg/kg) +50 mg/mL=0.98 mL ®7-, WEFLALCTImL &35,

F2EZML, AEMEORSGEOFHMIIIS U TR 2¥ v F 28 RT 5,

= 2: AE0.7mg/kg TIRET HIHEEDERESEIZHELI=Fy FDEE

%58 (mL) X v b OFEHH
0.4~0.9 45mg ¥ v b A5mg A TIVIKAD)
1~1.2 60mg & v b (60 mg /XA TI/LIAAND)
13~1.8 90mg & v b (45 mg /XA TIL2KAD )
1.9~24 120mg & v b (60 mg /XA T /L2ARAD )

G s, mERE . MO ERE

KAlDOEEG 2SN SGE, TELRTRIEET 5, BETERDNLIHLWNICAA 2 &G L2
MmolGald, A7 Y a— VA L Tl OKR 5 ME AR 2, WERG 0% a1 3/R M ERE
WEEDET =2V > T 2AT D [HEKTF &M,

3. ANESOEVEMXITM/MMREEADIZ & 2 HERE

WIEI2 550 H £ TOHRG TIEEHRGRNTA~E 71 B B O IR Z RIE L, 26 OfER
REEIR LA T6E B U0 GANZ b IET 5, T ORITEHIICA~E 7 1 v UK O/ MR ER
DE=Z Y T HEATH [BEREN LOME 1, 22,

WRONWT DAL U856, B E23EBU EERT5 2 &,

o ANESZ 0 UAENHIER SR 52.0 g/dL 2B THEM L, ULN 2 EE- 72854,

o AESTSOEUENR—AT A U H4.0g/dL AL TN LTZSREA,

s ANEZBEUED ULN 22.0 g/dL 2 2 C LEFE-S 7284,

o /A3 50,000/mn A (50 X 10°/L Adifi) (AR L7256

52 T DN A~E 7 8 B AR R O/ M 2 FREEIE T 5, 9B 28 2 TR IEH L
e%itr. 03mgkg THRE AL, ~E 7w B MER /MDA FTRERFEICH D Z & &
B4, 0.7 mg/kg [ZHEET D,
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4. FRERUEE
BEOBII~E 7 o B ME R NIRRT =2 ) 75 [k HE 3, ZERk R
DVEE 1, 28],

AFNIEREFEEOFED FTOMAZEX LRI TH 5, BEKOIT#EE L. @& fwr
S, ARFOEM, L HIE, LOEH O HFEICOWTEREFEICLDIMEL N7 ra—7
v Tz TS A. AFlERES L TH X0,

FICHBEZEE LIZEAXCBENRR DXy b LB L LIchE ., BREROKRERIZESE LD
S XIINEEDBAROPFEK O G EZE L ETE TWD I EEMRT D [BER N Lo
R 12,

AEN O Y 72 TR O 5B T 23 LW HE (IFU) 23Ro Z &

) 22 B % > b DR

BEOEREITIS U CHFETZE T D45 mg /A T IV2ARNILZ60 mg /A 7 2RO LB 7R
e, I 7 Xy F&E2F%y FTlER<, 234 7 vFxy "E1xy MERT 5, 234 7 0% v
N OFHEIZIT2ARDO AL TOAOHFHEREAG L THERT 2 X o s Tnsd, Zhic kv
HEZETHZ ENTE, 2EIL EOENNIAEL 2D,

FEARFNE DA
o EHF Y FEMEENLEY ML TISaMEE L, RN L7 0L B Y RO
Fl & =RiRIC RS,
o ISATNTETZHNSAT AR T 5,
o LT 4 RV DGR e < L BRBETES KO NERIZ B AR ATRE ORI - A3 2 1
LA HBTHERT D,
s TVIANKRIVITVOXRYy v T EHNL, VIV EASNALTAT X T ZICRY TS,
o JREERHAKOERELZ, BT =YD PR GERRD A - T2, T IVIIEAT
Do THUT XV RAREIXS0 mg/mL & 70D,
o SNATNERRRNIZEIL, EHEEHT D, RELZVMLIERLIZY LnZ &,
o REANWHZDE TS TV EREIDHEFET S,
o EEABANL, KEREORGD BEATRRZDRE THIUL, BRI FOL RN b

ZHETHERB T D 2 &,
o EENTIRA LeHa. AT~ A6 T, BEA~REEEt oy, BEAThRE S
EAAN

s NATWREHEHT LI INTINT-HE, REOTFIEZ#EV IR L C2REO AL TV E
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WS 5.
¢ ENRORIRETE 57 B M L, RGN A B 2 T & R OO
ST 5 = &,

DAL i

VOOV ROINRAL T EWSIZL, BREOEREICS U -Eu R EEL TS,
o NATIWADHERNVLELRBREETHIHEE. IRKHD AL TILVNOERZHKE I
D, 2REDOARA T ICEEEZ G- D EBT,

@)

VUV VRO TN EFSIZL, HEEOEE RTINS,
o WMEITEL TR LRI EZEIET D

o WMBEITISU TV U IONORS IR RET D,
5 FIRDF ]
AFNTEE FTHESHBAICH D,

BEES (s 524 o F LA EBEALIZALE) . RBR EES, ST B SRS 28R L, 7 v
= /U TR, BRI Z T, G, B, TR0 RV LEZEIRT 5,

o RBEIMEENEETLHEE. WELOKRE EROARZ#H4 %5 (IFU 2%
)

N/ o

« ETFEHZEITO,

A
Z2ERUVERLEDEE
1. FROMBRIENEE

AENZ LD ~T T a AT 5 AREMN S 5, EE OFRMERIEIIEIZ L v ftesEe ik F
LR ORKETAEREGERED U A 7 R T D aliethE 3o 5, BB CIX, KKl 5 LIZBF O
15% CHEED~T /o Bl ES (ULN X V2 g/dL B E5) 23388 L7223, ULN X Y4 g/dL
UED EFITRO bNRhoTc, ~E7m EAMEDE=F U 7 % HED650E B £ TOHREH,

XIMENRZE 2 a6l B IO AT, kO ORITEHENATV, HEREI LD )
WS 5, Uk - a3, HEFR 122,

2. EEOMmM/MMREAE

AFN L0 i RIS 9% aTREMEDS 8> D, A D ML/ MR RELS 0 I Y R 7 A3EER T
DEREMEN B D, BRIRBR TIX, AHZ &G U2 03% THEHE O /MO E (/M
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50,000/mm> AT [SOX 10%/L Rii]) MFBEHE L=, T AZ VA7) v OfH&REEZZIT W5 R
F TR MRIBZE D FE BB S 5 Do T

M/ R AY50,000/mm’ Kl DA, &G ZBMB LW Z & [k - JHE 3820,

MAEDE=2Y 7% YIENGSEE £ TORE IIMEDNRLZERSE 136 B LIk
DEGHT. K OE ORITEMINAT HERE DSBS D, 5 8 3, A&
FZR 122,

3. EEHLdMm

FERTBR ClX, AAIZ &G LTmBE DA% VT T v R e G L2BHED1% CEEZ2HM (]
AR i, SEENHIN) AWE Sz, EERMLAAE BT, TR A7 ) ik
D RHEHRE R O U PR 2 0 LT D & D Wi/ MK © & D 235580 - 72,
BE I M O R OER 2T 5 2 &, A A U 5a81 3O GE ik R T 5, B
ICHERHMA A LN DGEIIARRNEZ R LW & [BERORH LOHEE 2, FEFS 15
M,

4. FE - BRREM

iy & VT AGER AR B MR ORE RICHE S & | RFNIAERF O L E~DF 512 L v IR HE
ZRIETAREME B D, B A T ARG AR BB CUEAR 7 > N R OMEAR &7 X D 2RE TR
HNCAFNZ G- LT 2 A, A RHESEERIR & (MRHD) T OREE & D E 12445 K T0.665% [ih
BT HFE (AUC) (ZHS<] D& T, WBEATERD LA mE~ORE, MEERLRED
RAFINCAHE R RIBO b, MIRFOLMEREITHIE~DO Y 27 ORI 2B+ 5 2
& IR ATRE 72 MR BB AR 5 h R O e 5% 70 < & b d o A IR R 2kE LT )7 15 % fif
MT2XOBNT DL [HHEL~DREG 1, 325/,

5. HEERENDET
AR O RICIESE | AANC L0 KR OBEOAETERNI PR TS 2 TREEN H 5, B
(ZAETHRE )~ DR BO W RN A G T 5 Z & [P ELI~DRT 322/,

BEER
LUF ORI EERBEIERNZ, A SCEOROEICTHE L TV D,

o ORMEREIAE (B R OMEH O 1 22
o BEOMNMGIRDIE [BER M LOIEE 222/
o HERWM [BEERNEN LOEE 322
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o MR- RIBENE [BEEROEN LOIEE 4522
< IHRENDIRT [BHER N LOEE 5ESH]

1. ERIREABRICH 1T HHEER

BRI IIEF IR R T TR SN D720, & 2 FEADOEERHER TR b - mITEH %
BLaR1T, RO HF O BRARGER TORE R & ERER S5 2 13T, FEROFEIRZ Kk LT
WIRWEENRH D,

LUFOT —#1%, STELLAR iRERIZE T D AR OFEGIC IV EON TR E XL D, B

(n=323) Z ML 7R DERMEIRIRE & OO CTAAISUL T 7 ¥ N2 54 2 BEHC 1O THEESIC
T AT 72, BEIIBAMAE0.3 mg/kg TR FG-2% 1T, £O®%RITEEMNETH 50.7mg/kg (ZH
B L., 3EMCIRI OS2 24 Bk L=, 240 EEREHMZ27E T Lok, BEITEES
BRI SN GRE AR L CREY T E SR (LTDB) AHRMIMICEIT L, T ToOBEN TR
WA 2258 79 % £ Tl L7z, TRIM O RAEIT 7T B R GRET273H . AAIFR G/ T313
HThoT,

STELLAR #BR Chx & M 3B L 72 BIER (ORAIE 5/ CTRBLEN10%LL E)>T7 T 2R
X V5% EEmOEIER) 2R3,

% 3: STELLAR B TAFIDEEEZT-BHITH TH2REEN 10%U LN DTS RE5E
£ U 5%L EEWEIER*

RIER 7T R G ARF e G-
N=160 N=163
SR 28 (17.5) 40 (24.5)
S i, 3(1.9) 36 (22.1)
% 13 (8.1) 33 (20.2)
B I PR 7 (4.4) 27 (16.6)
T 16 (10.0) 25(15.3)
FEEOFW 10 (6.2) 24 (14.7)
FLEE 5@3.1 22 (13.5)

* STELLAR RRER D " HE MR T 7 AR IR + R — =5

~NFE T T e R

NEZ B EUEINE, BEEH (10%) . B (6%). XL DOmT (5%) XV ER L, ~
B/ EAMEOEFE G EFEL LR DE~D EAIT, RF OG- 252107 72 BE8THI (53%) K&
V77 v RORE 25T 288236 (14%) THRH LI,

1/ INEBU E
MR OWAE, #EIEH (2%) . FE Q%) . XIIZDMmE 2%) (2L 0 EE L7, /Mg
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D IEFME S IEFEZ TR DM~ TIL, AFIOHRG %517 72 BEFEAE] (25%) KT Z'HRD
52T - B0 (16%) THBL LT,

L YRR E
AR OP 525 1 CEMMAETLEIE 2 R L BEICB I 2R E TOHM O PRl 1347.108
fThHoT,

JUINESN e 28

KK P 5 LT BB TlE, N— A T A ) B24A R CELGHE Y, Yraki ) +£232.2,4.9 mmHg
EHRULZ, 778 REREG LEEE T, FHUMEDOS—RF A b OZEIE-1.6/-0.6 mmHg
ThoT,

5k

BIMERIC X 2 &G IEORBRIL, AFERERETI%, 77 R EEGHETI% Th o=, &5 1k
WCEBSTFREDORER D 9 B, BBLREN %A B2, AFNBEGEEO T @SV BLR 2R LTZRIVER
X720 7=,

et FGER O B 22 k7 — &

PULSAR FRBR DRI RIERWIRIZB 1T 5L a7 v 7 7 A )Lid, STELLAR #A5R TRE o
hk%@k%@ﬁ%ﬁ%oto$%i$ﬁommkgmemyg®&5%§ﬁ(Fmﬁ\ﬁw%
RIS AN (RR2181[H]) Th o7,

BuRER~DES

1. 1R

U AT OBE

) % T AT A R ORE RICE S & | RANZEIRT O L MIc&k S L HE . kIR
Eo RAFTAIREMEDN & D SR HR AT VBl R A it v a5 1 %@?éi%&@%ﬁ«@)17#
b5 (BEIIELZEDEH M), HRT OB T 2 AR OFERICET 7 — 21373, £k
SERVERABSE, W, ATRMAKR O IE O FRIRRIZET 2 FAIREE Y 2 7 O AITE6 T
[AYAJ7AN

) T AR AT MERBR TR 7 » R OMEIR 7 X OSBRI AR 2 &% 5 L= &
A, I RHERGIR HE (MRHD) CTOBREDOZNZE 45K 0.66% [HERE Frf (AUC) |
S]] OBRZEET, WRIEELERD EH, JKE~DRE HELR L EOREZLICHEERTA
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DB LIz (F—F DIHEZMH) , IEIRT O LMERE IR RA~OEERN R ) 227 ZBHT 5 2 &
[FFHLE[FI~ DG 382/,

RIGAEMIC T 2 FER e RERBIER OFMEDOE 5 A7 IR TH D, T X TOMERITIE
KPERAIE, WRE, UIZDMOAERIEROE T A7 25, KEO—REMTIX, EKH
2Rk S VT AEIRIZ BT D FEAR e RMERIBIE DT 5t U X 7 132%702 4%, JEDHE ) A 71
15%72520% & HEE S b,

R o SO EAR L O 51 Merck Sharp & Dohme, LLC DA EFL#H1ET 1 o (1-877-888-4231)
WZHRET D2 L,

BRI Z 52
B BT DRHEK O X T X 2

JEh ARYE A & M FEAE O B E T, AEIRTPIC BARTERE, TR EELE, KORERE, ARk
OB R OFIFRR K OSE LB EINT 5,

T
ﬁ%ﬁﬁfF&

W& - BRI T 2 BERBRIC W T, BB OIEIREIMIC Y # T /v 7 b-estk BT
&ﬁbtoy&vw?7Hmw%ﬁybfmﬂ%dwm3amﬁ%§\w\Xmmmyg\&%
FCTIIIEIRTR N4 H BIZHE0.5. 1.5, XidsSmgkg THRE Lz, 7 FEOTHFXONTNTH,
ARG R O RARE DD | BACIEERE, WM M O IR % IRIE SRR D BN AR BTz,
Ty FROUHFIZBIT L ZNOOEMIE, s RKHELEEHK & (MRHD) TOREEOZNEN
HafE K065 Dl & [ T (AUC) 1285 <] TRO LNz, 7 MIBWTOHK, &
MZF1T 2 MRHD D155 DOIREEE CTHZAR GEEINEE O & OMHESOIMEHES D2 4k) 23
FEHL LT,

T v k&AW AR R O A% O R AN NS RHEOKEEICE T 2B TIE, Y ET Lt k-
cstk ZUENR6 X N3 H HIZ1.5 KNS mgkg D& T, A L<I3HL, 8, KTISHHEIZLS, 5, X
1$10 mg/kg DAETHE TS L=, MRHD D2FE CTOHTEREREICBW T, HEPICHRS 2%
F=REBOEIAR (F1) BERICAEFREEBIA LN ho T, BALPICEGE2Z T - Em O
FIIEYETIX, MRHD O2{5LL EOHEERFE R (AUC I2H-5<) 128\ T, RORERD HMERR
DIRIE & B L T e,

2. #3
U A7 ORFE
t MR DY X T bocstk OFEE, I FOAIRA~DEE ITFLH 5w~ D2 B
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L7 =230, BRAPTOFICEERBIWEMNNAEC SRR L5720, KA OF G H & U
At G4 n A ORFLTHER SN2 L 2 BEITHAT 5 2 &,

3. 4MERRERYAIXMRUEMH
ARENTIEIRF O LMEA~DOEGIZ LV BRI E L RET /RN o D [FFHEL~DREYF 155
H .

o

PENRAR AT
VLB AT RE 72 20 TUIIAHN D $e G- BARRT AR A D 3 HERE S D

HELE:
ZA

JEHR FTRE 2 2R IS L AFI DG R OG- 2 T kT 2 G613 mkik k5% D7 < & bay
AL DRAVEEE RN T2 K 0BT 5 2 & [FFFEN~DRGT 125/,

FAE

PR ORI IES & | Y 2T AL heostk (2 X 0 MR OBIED A S AR DI B B
BN D B, HET v PO, AR ICB U 5 AR M A2 LI £ 5 1 3 A% IR T ©
Iy Tt HERERO AR S IX I R LT,

4. IZNRIZBITAER
1855 AR D FBE BT B ARKN D222 e OV I I ST 7wy,

5. BEREICHITAHER
PAH ODOFFARRERIZSIN U765 LA LD FEEF ILEH81HI T, Z D95 B52fl (16%) NAHFIOE 5 %
T 7. 65EE AT L 65 Ll LD T L — R AR O T BN o T,

HiiL$ES EEROICER TRXEAEFROEAIERDID) ZFRE ., 65mATM & 65 LoV —7 7
N—T T CREMICETA LN o Te, ARG Ll-miEE 7 7 v—7ClatmESRo
FBBEE R E o 7o, FFEOHIMFERDO T ONW T HEFERY 7 7 L — T TR XA 5
ot

AFNOFERRBRIH AN LTI EOBREHN A+ Th o772, LD EFERE &
B0 A NI T e o T,
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BERS

TEEEHRE 12T AFIO &1 mgkg TOHGIZE Y SMEICHE S ~E7 1 EAED EH R
AU, WFEGE BEMECIVEE L, BEEGPELELA. ~T7 7 B EROLED
ERERBERSE=2 Y U7 L, MURRHERIEZIT S 2 L e, AFNTEN ThRE SN2,
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1.6.21.2  BUMNRMAXEOHME (F1R)

R4 BRFERt 4
Winrevair 45 mg {35 FIVAIR O ¥y R B OV fi## ~ Merck Sharp & Dohme B.V.

Winrevair 60 mg VE5 AR D3R & O fi##K ~ Merck Sharp & Dohme B.V.

FIR - 28
EF R GESAIAR) DOBIR M OV iR
PR AE~IKAROBR

TP - TR 22 TS K

Winrevair 45 mg 15 AT O ¥y 7K M ONE IR
FNATIMEIY TNt T S mg 2B AT 5, WFEEROIERI mL i 27 /0t 7 150 mg
EEAT D,

Winrevair 60 mg 715 SR DK K S ONVAAFTE
BNXATIVTY ZTNVET R60 mg 2567 5, WFEEOIERL mL FITY #7117 K50 mg
= S R

)‘j.]ﬁb " )d]%
AFZ. WHO KEEELSTE (FC) 11 A5 1T EE D i@ RME G & £ 5E  (PAH) O RE A EREIC
EEHAGEOR LA BB E LT, ftho PAH BB L D COBEE G T 5,

Hix - A=
AHFNOPEE 1T PAH O L ONBEORKER 2 H T DIEMOABHGE NE=2 ) 735 L,

=]

JAER <X

AFNTEE OREIZS CC3EBENC I EHE R P59 5,

TELELA5
WIEF 5-B1C~F 27 1 B (Hgb) il & O/ M a2 &+ 5 (é‘ ERMEH FOXEELE>S).
MRS — B L C50 X 10°/L R DA, 1REMMGIIEE S HaE M),

0.3 mg/kg DHEHR G THEBZBRET 2 (R12SH),
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= 1: A2 03mgkg THRE59T 256D EK5E

BEOKEOFM (k) G5 (mL) * SToRE
30.0~40.8 02
40.9~57.4 03
57.5~74.1 0.4
74.2~90.8 0.5 \
L )
90.9~107.4 0.6 45mg SA TIVIAAND F v b
107.5~124.1 0.7
124.2~140.8 0.8
140.9~157.4 0.9
157.5~174.1 1.0 ‘
\ U -
174.2~180.0 1.1 60 mg /A T/VIANY F > K

SR DHEIR DYRFEIXS50 mg/mL TH 5,

THELE H 2]

BAAH 80.3 mg/kg CTHARIER G U723 %, ~F 27 v b UE & OV MBS T2 AT RE 72 #PH 12
DO EEMRLTHS, #HEAEAETHDH0.Tmgke (IHET S (HiE- AR (~e2mE>
NI (T 1l NREDFA I I & S i) B, MRS LB R G & 2 BRE . 0.7 mg/kg 431
W2 &Ik 59 5,

%2: HE07mg/kg THRETHIGEDHREE

BHEOREHP (kg) Felhi (mL) * % v b O
300~317 0.4
31.8~389 0.5
o o 45 mg /A T ALIRAD F o B
533~60.3 038
60.4~67.4 0.9
67.5~74.6 1.0
747~81.7 LI 60 mg /34 T IRAD % b
81.8~88.9 1.2
89.0~96.0 13
96.1~103.2 1.4
1(1)(3):431~H(7):i 12 45 mg A TA2KRAD F v K
117.5~124.6 1.7
124.7~131.7 1.8
131.8~1389 19
139.0~146.0 2.0
el sl > 60 mg /A T A2END % o |
160.4~167.4 23
16750 I 24

MR R DFHR O E1E50 mg/mL TH 2D,

NTFL 7 BTN TR EE I S AR
PENS5E B TORETIIANE e B fEE NI/ EE=2 1) 7 L, 26 DENRAR
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HERGEIX6EIBLIEO®REGTHLE=HX U VT8, Z0®%II3I~60 AZ LI~/ n v U fEK
O/ AR L. BN U CHEREI 2179 (BEEOEH EoOREE. BWEHZSR) .,

ROWTNDPAE LG, $5 23RS (FabbEb1RnZEd) +252 &,

o ANES 0 UAENHTEER GRS 1.24 mmol/L (2 g/dL) &M THIML, ULN % kA~ 7-
Bitro

s ANEIBREUMENRN—RAT A U BH248 mmol/L (4g/dL) ZHEZ THEM LSS,

e AESZTEUEN ULN #1.24 mmol/L (2 g/dL) Z#x T LE -84,

o I/IBERIS0 X 10°/L RIS T L7254,

B 5% FBT B ENC~E 7 1 Bk O MR 2 FERIET 5,

W Z B2 TG ZIEH L7254, 0.3 mgkg THREZHB L, ~F 27 0 b E K O/ MR
DR FIHEREHICH D 2 & Ak, 0.7 mg/kg I ET 5,

M/ REE DS — 8 L CT50X 10°/L Rili TH D72 D GAEAN OB 28 2 The < A, ERNXIE
BEBHRTARNIEEORRXT v NV R EH/HET 52 &,

B =T
AHN OG- %SG E, TEXAHARTRELSELGT 5, HETEAPOIHLURNICAAZ &5 L7
Mo A, x&/;~w%ﬁﬁL13 OB G-ME 2 MR 5,

65 Ll FoEmBRE T BT A HERESOLEIZ R,

B pE 2
BRI O ARSI O L E T/, HEEBMERERE (M SRERIREIER =3 [eGFR]
30 mL/min/1.73 m>Kjii) %49 % PAH BE 2B T 2 AF ORI I STV 70,

Vg
FHERERE S (Child-Pugh 2% A 725 C) IS AEFMS oM TRV, FHHEREREE D H % B
FIZB T D ARFN ORI T E R S ATV,

NEEE
185 AT D /N K OVF A O FBF IR 2 ARF| DL MK O M IS STy, FIH
AREZR T — X T LTV R,
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#5751k
AFNTHE B GARAITH 5,
AFNIE RN 2 Z & W% OFIRIIBA~ AL A AT, BEA~EEHBEOWE TH 5,

AFNINEES (255 em DL EEEN 7ZACE) . B, AR SIS M5+ %, G, .
XITHTRED & HDALENITES L2 &, E/o, 2[00ERE L TR CENLICES LgnZ &,

AHFN DS VIR O AR K OE MR ERIEEE (HCP) OFFEO T TOMMH %K L7355
Th b, BEKROIHEE L, BEE) &M S, ZIK%'JODEWFH%?E&U\{&%MQ@{&% FRid HIE
&UE%@%&:OmTE%%$ﬁ L BWMEEZ T 125G, ARAlZHEE LTS L, EEESHE
Fx, WHEZ FE i L 72 1% OWRIEIRBEREZ . BH X i)lﬁ%%ﬁl_ NHOFIAZIEL S EfTE T
LHILEMERT DL, £, HEAZFAG LI2GG, BENERLIXy M E LEGE, B
BN RMERBENE 2 R 8L L7256 (BEROEH EoREEZSHR) | IR Z b T IERIEEE
DY, BEXINEE L2 B EGFHEOFMEE R T 52 L,

AFN O3 B 22 AR O 5AZ B2 58 LWt B BEEE K OV OO B Y $u 2 B3 2 Rl 7e 1
BOEEZSROZ L,

EE
I

ﬁfﬁﬁk AN —FE O TIZFEH L 72D O WA LI BOED & 2 B

"||*

TERRBHAGRTIC M/ S — B L TS50 X 10°/L R Tdb 5 i,

AEFERGLO L —H B T o\ ED7d, 85 LIERGOAFRNROr v b FS 2 P
gaﬁ—a‘%);ko

7R 1L B IAE

AR e 5 LT BET~E7 B OIMNRD T 5, EEORMEREEIEIZ XV mis
FERRME G K ONEKE T ESEGERED V) 2 7 R T 2 W RetEni & 5, MARFERMEFG DY 27 M E
WIR BRI IE O B E I ITEER IR G T 5, ~E/n B AfA0E=4 U 7% FIE)HS5EE F
TORGH, UMERRNLZE LA IE6E A UBEORG-R, KO DO®RITI~61 A Z&1IZiT70 A
Eﬂmﬂ NSNS 2 (L - HERCRWER 22 M), BF D IRMEREIE % R 8L
L7ct . EEEFE BT INER I L 25 FHRO/FHMI 2R+ 2 2 &,
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HJE O i M E

KA LT D —Eo B CHERE O M/IMRBAE (ML MRES0 X 10%/L ) % & el MR
B 03B bV TW D, M/ MRIBAEDOIREHEIL, 7Tu X &Y A7 ) O 25T T
WRWEE B.1%) LT rAX A 7 ) OB 22T T L EE (21.5%) TE»
o7z (RIEHZZRR), BEEOM/IMOBAEIZ & 0 il Y 27 B3HEKT 5 aTEEMEN H 5, /Mg
DE=FY 7%, YEDBSEHE TO®RLRT, UTERRZE 256 1%6lm B LU O # 5-Hi,
T OZEDO#KIF3I~64 A Z EI2iTV, HERESALE NG ZHETT5 28 (Hik - HREEZ22]),

S 22 Han
R EBR TlE. AANC L ABETOEE DA3% CEE MBS GEE H i & O8N H I
Zate) NRwLNT FEIERZSMR),

HERHMFRPECIZEBEIT, Tu2AZHA 7 ) AT KD IEHRIER O/ XT3 % 6
MLTWS, f/MREIEETH D, A LS i65?}22&£“@&>5@[’ﬁ]7ﬁ9§73>o7‘:o AEICHILOS 5
D DKL OER AT 5 2 &, ISR E L7356, EANTE NI GG & 06 %,
BICEHELHLERDP L LN 5B 3AF 2HRE L &

e BR T — 2 2B T Bl
EERFRBR Cld e MEERE T A LA (HIV), PARETCHEERE, (Efi BE, K OVHEHRE ZE M2
B (PVOD) 219 PAH BRE ITHAAN o T2,

BN T & D WAl
ARFNTEEHARIYS 720 OF N Y 7 AEA & ] mmol Al (23mg) THV, FEMIZ [T hI D
LIEEH] EE XD,

KN OWEFERIEL mL 24729 0.20 mg DR Y Y _"— [ 0EZEAHTH, R VY A_R—KILDT
VLRGN T D AREMENR H 5,

EWHREER
FEAERICB 258081350 L Tuh7Zewy,

HTERES . HIRR UIREL

PR AT HE 70 2

HEWR TR ﬁﬁ%fi$ﬂ®&5%ﬁ#&ﬁ%@ﬁwimﬁ%ﬁéhéoﬁ%ﬂ%@ﬁﬁﬁ
HlOEH-H KO- LT 2855135k 5% 70 < & ban H M. SR 0 72 BERT )7 154 (5
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HT &,

SR
SEURT O ST B T DARIOMERICEIT 57 — 21372\, BBz C, A (GFIK
BRI IR OB, B IRAEOM D, ROBALEE) 75380 50T 2,

SRR K ONRERE 4 22 ] L TN R UWEAR FTRE 72 VRIS 9 2 AR O GITHETE S vz,

YEZTNeT N SRE e MRS S LD D ENTIAATH D, HAER S HIEA~DY
A7 IFTHERTE 720,

ARANO G- Rk O edde G4 ARIIRAZ PIET 52 &,

A FEAE
YRR OMRIZESE ., Y H T AT MTX Y KR OB DO AFERE ) AR 2o % Al
WD,

EILE UEBIEE~DE
Y Z TR T M KD K O O BRERE 63 2 IR WU R T X 5,

BI{EMA
TR e 7 7 A )VOE

b REBE O @ TZRIERE, B (24.5%) . Sifn (22.1%) . BMIMEILIRE (16.6%) |
TH (15.3%) . FEIWED E W (14.7%) . 32 (12.3%) . KO/ IMEEAE (10.4%) ThH o7z,

O WMESE O m - CEEBZRBERIZ, /Mg AE (1%AK050) KOS (1%A55) TH

ST,

R OBEOE D TGP IR E - IEMIE, Sl OB E JLRE Th - 7o,

BIVEO—EHR
ARHEND L4V % B R 2 Vil T 5 STELLAR 7Bk CRlAfi L 7=, STELLAR #%% 13 PAH #5163
BICAKN Z e 5 L2778 Rl ch 5, AF OG5 OFIfEIZ313H Th -7,

KANOE G THRE SNTZRIEH O—% % MedDRA Z5H BRI OBEERNC FRICR T,
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FEDEFIIMMD TEME (10%LL 1) . E8EE (1%2L F10%A05) . RS (0.1%L0 F1%A0) .
U (0.01%LL E0.1%A) . K OMRH TEIL (0.01%AK0H) &9 5,

%3 BIEA
BEBIAH Bk AITET
MR O 7SR D C BB BRI
~E S o e UH
RIS T C B D EL>
i
PR TR O | i Bl
AR i) C A T
A B L
B RO T AR it < R IR
51
R ¥
— - BB R R OF G WO | TEATRRLE 5 PR
WIE
Eik e B T EA

: ReEDEIWEH O & 2 M
2 Cif/ RIS E ] KO8 Tl s | &2 &t
} ey TR E 5 ROt T B 25T

FEE DO ENWEH O
NE T A

STELLAR FRBRICEB W CAAIZ &G LIZBEDS.6% T~EZ v i ([~ 7 o e 8
RO TRIMERVEIE ) ORIER A S v, BIRRAET — 2 ICES& ARl &b LoEED
153% CHEEDO~T 7 v B0 (ULN Z1.24 mmol/L [2 g/dL] ## % T LFES LF) &b
oo NEZuEUBINMIAERSICL v EELE (- A&, 25R0MEH EoEEZSR),

ML TE

AHN e 5 LTz BB 0010.4% T/ MRS E (T RISV IE | KON T RSB 1) 23 &
iz, Eilo, KRN EFE LI B 02.5% T/ IMRE 50 X 10%/L Al & 72 2 FEE o /MR 23
IS AT MR E DREBE X, T e A XA 7 ) O 2% TR VRS (3.1%)
CHE L CT ALY A7 ) O GEZ T TV HEE (21.5%) TED o T, /MO E
IHEREICEIVER L (HiE - AR, B5K0MEH EoEEEZSR),

A B AAE
AHN 25 LT- & D16.6% CEHMIMAETLRIEN RO H iz, £ TOHIM O P RfEIX18.618
fICTH o7z, ARNFEHGETT D BMMEILEEIC X DB 5P IEORBEII1I% TH -7,
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ML/ A7
AR5 LT BED43% Tl EAPAHE I, AFZEES LEBE TlE, B5248M%
OEE A E 2SR — A F A 3522 mmHg, JEIEHIMES 4.9 mmHg EH- L7z,

i

i)

i Fg EERIICER T REAEFLOEGKRDLID) ZERE, 65N & 65K Lot 7 7
N—T I CREMICET R N 0T, RElE#RE Lic@mmBE 7 7 v—7ClidtimsEgo
FEBUEE D3m0 o 72 (655 BA_E DRI TIES52%I %F LOSHE AT D B TIiE31.9%) 23, FFED Hiii
FHEOWTIUZOW T HFEY 7 7L — TR THE TREFEITA LN o T, EEZH MmN
AF % B - U 72 65 AT D FRAE D 3.6% K V651 LL D B D8.0% THIL L 7=,

EMZetT—4

55 1 AR OVER T FRERIRRRBR 2 A L 7RG (n=431) 22O EMZRMT — 2R E 6T 5,
BRI M O IEIL657TH Th o Tz, BT 17 7 A Vid, MEERER CH 5 STELLAR R T
oL D EHRFEETH -T2,

@W%“wwﬁi

IR OABZICBIT 2RERSEVOMEIEETH S, LD, EELRORRT ¢ v b
SURT DTG ARG E=X ) T2 LN TX D, EEMEFEEICR L, 8k VIR
WLTZENORE AT Lx# URIfERRVOWREDP RO HiLD,

BERE
EREH R 2 Xt 5 & L7258 T HHRBRICI VT, AAI mg/kg D% 5% 52 1) 7= 915k E 161 CTREMENE
L EIZE Y~ o BB RE L, EIEECIkEL=,

PAH BE TR SN ELTHE., ~EZ/ e Ui NFED PR 2 EEES T=2 ) 0
L. %%:ﬁufﬁfﬁﬁ%ﬁoz o (AL AE, BEEOMEH EOEEEZSR), b, KA
VXM BT ThrZs S iu7evy,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

WINREVAIR™ (sotatercept-csrk) for injection, for subcutaneous
use
Initial U.S. Approval: 2024

INDICATIONS AND USAGE-----------------=mm-mmm-
WINREVAIR is an activin signaling inhibitor indicated for the treatment
of adults with pulmonary arterial hypertension (PAH, WHO Group 1) to
increase exercise capacity, improve WHO functional class (FC) and
reduce the risk of clinical worsening events. (1)

e The recommended starting dose is 0.3 mg/kg by subcutaneous
injection. (2.1)

e The recommended target dose is 0.7 mg/kg every 3 weeks by
subcutaneous injection. (2.2)

o Dosage modifications due to increased hemoglobin (Hgb) and
decreased platelets may be necessary. Check Hgb and platelets
before each dose for the first 5 doses, or longer if values are unstable,
and monitor periodically thereafter. (2.3)

o See full prescribing information for preparation and administration
instructions. (2.4)

o For injection: 45 mg lyophilized cake or powder in a single-dose vial
(3)
e For injection: 60 mg lyophilized cake or powder in a single-dose vial

)
CONTRAINDICATIONS

None (4)

e Erythrocytosis: If severe, may increase the risk of thromboembolic
events and hyperviscosity syndrome. Monitor Hgb before each dose
for the first 5 doses, or longer if values are unstable, and periodically
thereafter to determine if dose adjustments are required. (5.1)

e Severe Thrombocytopenia: May increase the risk of bleeding. Monitor
platelets before each dose for the first 5 doses, or longer if values are
unstable, and periodically thereafter to determine if dose adjustments
are required. (5.2)

o Serious Bleeding: Serious bleeding events were reported and were
more likely with concomitant prostacyclin and/or antithrombotic
agents, or with low platelet counts. Do not administer WINREVAIR if
the patient is experiencing serious bleeding. (5.3)

o Embryo-Fetal Toxicity: May cause fetal harm. Advise females of
reproductive potential of the potential risk to a fetus and use of
effective contraception. (5.4, 8.1, 8.3)

o Impaired Fertility: May impair female and male fertility. (5.5, 8.3, 13.1)

ADVERSE REACTIONS
The most common (210% in patients receiving WINREVAIR and 5%
more than placebo) adverse reactions were headache, epistaxis, rash,
telangiectasia, diarrhea, dizziness, and erythema. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Merck
Sharp & Dohme LLC at 1-877-888-4231 or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch

Lactation: Breastfeeding not recommended. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 03/2024
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

WINREVAIR™ s indicated for the treatment of adults with pulmonary arterial hypertension (PAH, World
Health Organization [WHO] Group 1) to increase exercise capacity, improve WHO functional class (FC),
and reduce the risk of clinical worsening events.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Starting Dosage

WINREVAIR is administered once every 3 weeks by subcutaneous injection according to patient body

weight. The starting dose of WINREVAIR is 0.3 mg/kg.

Obtain hemoglobin (Hgb) and platelet count prior to the first dose of WINREVAIR. Do not initiate treatment
if platelet count is <50,000/mm3 (<50 x 10%L) [see Dosage and Administration (2.3)].

Injection volume for starting dose is calculated based on patient weight as follows:

Weight (kg) x 0.3 mg/kg
50 mg/mlL

Injection Volume (mL) =

Injection volume should be rounded to the nearest 0.1 mL.
For example: (70 kg x 0.3 mg/kg) + 50 mg/mL = 0.42 mL, rounds to 0.4 mL
See Table 1 for selecting the appropriate kit based on calculated injection volume for starting dose.

Table 1: Kit Type Based on Injection Volume for Dose of 0.3 mg/kg

Injection Volume (mL) Kit Type
0.2t0 0.9 45 mg kit (containing 1 x 45 mg vial)
1t0 1.1 60 mg kit (containing 1 x 60 mg vial)

2.2 Recommended Target Dosage

After verifying acceptable Hgb and platelet count, increase to the target dose of 0.7 mg/kg. Continue
treatment at 0.7 mg/kg every 3 weeks unless dosage adjustments are required [see Dosage and
Administration (2.3)].

Injection volume for target dose is calculated based on patient weight as follows:

Weight (kg) x 0.7 mg/kg
50 mg/mL

Injection Volume (mlL) =

Injection volume should be rounded to the nearest 0.1 mL.

For example: (70 kg x 0.7 mg/kg) + 50 mg/mL = 0.98 mL, rounds to 1 mL
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See Table 2 for selecting the appropriate kit based on calculated injection volume for target dose.

Table 2: Kit Type Based on Injection Volume for Dose of 0.7 mg/kg

Injection Volume (mL) Kit Type
0.4100.9 45 mg kit (containing 1 x 45 mg vial)
1t01.2 60 mg kit (containing 1 x 60 mg vial)
1.3t01.8 90 mg kit (containing 2 x 45 mg vials)
19t024 120 mg kit (containing 2 x 60 mg vials)

Missed Dose, Overdose, and Underdose

If a dose of WINREVAIR is missed, administer as soon as possible. If the missed dose of WINREVAIR is
not administered within 3 days of the scheduled date, adjust the schedule to maintain 3-week dosing
intervals. In case of an overdose, monitor for erythrocytosis [see Overdosage (10)].

2.3 Dosage Modifications Due to Hemoglobin Increase or Platelet Count Decrease
Check Hgb and platelet count before each dose for the first 5 doses, or longer if values are unstable.
Thereafter, monitor Hgb and platelet count periodically [see Warnings and Precautions (5.1, 5.2)].

Delay treatment for at least 3 weeks if any of the following occur:
e Hgb increases >2.0 g/dL from the previous dose and is above ULN.
e Hgbincreases >4.0 g/dL from baseline.
e Hgbincreases >2.0 g/dL above ULN.
e Platelet count decreases to <50,000/mm?3 (<50 x 109/L).
Recheck Hgb and platelet count before reinitiating treatment. For treatment delays lasting >9 weeks, restart
treatment at 0.3 mg/kg, and escalate to 0.7 mg/kg after verifying acceptable Hgb and platelet count.

2.4 Preparation and Administration
Administration is subject to monitoring of hemoglobin and platelet count [see Dosage and Administration
(2.3), Warnings and Precautions (5.1, 5.2)].

WINREVAIR is intended for use under the guidance of a healthcare professional. Patients and caregivers
may administer WINREVAIR when considered appropriate and when they receive training and follow-up
from the healthcare provider (HCP) on how to reconstitute, prepare, measure, and inject WINREVAIR [see
Patient Counseling Information (17)].

Confirm at subsequent visits that the patient and/or caregiver can correctly prepare and administer
WINREVAIR, particularly if the dose changes or the patient requires a different kit [see Warnings and
Precautions (5.1)].

Refer to the Instructions for Use (IFU) for detailed instructions on the proper preparation and administration
of WINREVAIR.

Selecting the Appropriate Product Kit

If a patient’s body weight requires the use of two 45 mg vials or two 60 mg vials of lyophilized product, use
a 2-vial kit instead of two individual 1-vial kits. A 2-vial kit includes instructions to combine the contents of
two vials, which aids in measuring the proper dosage and eliminates the need for multiple injections [see
How Supplied/Storage and Handling (16.1)].
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Reconstitution Instructions

¢ Remove the injection kit from the refrigerator and wait 15 minutes to allow the prefilled syringe(s) and
drug product to come to room temperature prior to preparation.

e Attach the vial adapter to the vial.

e Visually inspect the pre-filled syringe for any damage or leaks and the Sterile Water for Injection
inside to ensure there are no visible particles.

e Snap off the cap of the pre-filled syringe and attach the syringe to the vial adapter.

e Inject all of the Sterile Water for Injection from the attached syringe into the vial containing the
lyophilized powder. This will provide a final concentration of 50 mg/mL.

e Gently swirl the vial to reconstitute the drug product. DO NOT shake or vigorously agitate.

e Allow the vial to stand for up to 3 minutes to allow bubbles to disappear.

e Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit.

o  When properly mixed, WINREVAIR should be clear to opalescent and colorless to slightly brownish-
yellow and does not have clumps or powder.

e If prescribed a 2-vial presentation, repeat the steps within this section to prepare the second vial.

e Use the reconstituted solution as soon as possible, but no later than 4 hours after reconstitution.
Discard unused reconstituted solution.

Syringe Preparation
e Turn the syringe and vial upside-down and withdraw the appropriate volume for injection, based on
the patient’s weight.
o If the dose amount requires the use of two vials, withdraw the entire contents of the first vial and
slowly transfer full contents into the second vial.
o Turn the syringe and vial upside-down and withdraw the required amount of drug product.
o If necessary, remove excess drug product.
e If necessary, remove excess air from the syringe.

Administration Instructions

WINREVAIR is for subcutaneous injection.

e Select the injection site on the abdomen (at least 2 inches away from navel), upper thigh, or upper
arm, and swab with an alcohol wipe. Select a new site for each injection that is not scarred, tender, or
bruised.

o For administration by the patient or caregiver, use only the abdomen and upper thigh (see IFU).

e Perform subcutaneous injection.

3 DOSAGE FORMS AND STRENGTHS
e Forinjection: 45 mg white to off-white lyophilized cake or powder appearance in a single-dose
vial.
e For injection: 60 mg white to off-white lyophilized cake or powder appearance in a single-dose
vial.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS

5.1 Erythrocytosis

WINREVAIR may increase hemoglobin. Severe erythrocytosis may increase the risk of thromboembolic
events or hyperviscosity syndrome. In clinical studies, moderate elevations in Hgb (>2 g/dL above ULN)
occurred in 15% of patients taking WINREVAIR while no elevations 24 g/dL above ULN were observed.
Monitor Hgb before each dose for the first 5 doses, or longer if values are unstable, and periodically
thereafter, to determine if dose adjustments are required [see Dosage and Administration (2.3), Adverse
Reactions (6.1)].
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5.2 Severe Thrombocytopenia

WINREVAIR may decrease platelet count. Severe thrombocytopenia may increase the risk of bleeding. In
clinical studies, severe thrombocytopenia (platelet count <50,000/mm?3 [<50 x 10°/L]) occurred in 3% of
patients taking WINREVAIR. Thrombocytopenia occurred more frequently in patients also receiving
prostacyclin infusion.

Do not initiate treatment if platelet count is <50,000/mm? [see Dosage and Administration (2.3)].

Monitor platelets before each dose for the first 5 doses, or longer if values are unstable, and periodically
thereafter to determine whether dose adjustments are required. [see Dosage and Administration (2.3),
Adverse Reactions (6.1)].

5.3 Serious Bleeding

In clinical studies, serious bleeding (e.g., gastrointestinal, intracranial hemorrhage) was reported in 4% of
patients taking WINREVAIR and 1% of patients taking placebo. Patients with serious bleeding were more
likely to be on prostacyclin background therapy and/or antithrombotic agents, or have low platelet counts.
Advise patients about signs and symptoms of blood loss. Evaluate and treat bleeding accordingly. Do not
administer WINREVAIR if the patient is experiencing serious bleeding [see Warnings and Precautions (5.2),
Adverse Reactions (6.1)].

5.4 Embryo-Fetal Toxicity

Based on findings in animal reproduction studies, WINREVAIR may cause fetal harm when administered
to a pregnant woman. In animal reproduction studies, administration of WINREVAIR to pregnant rats and
rabbits during organogenesis resulted in adverse developmental outcomes, including increased embryo-
fetal mortality, alterations to growth, and structural variations at exposures 4-fold and 0.6-fold (based on
area under the curve [AUC]) those occurring at the maximum recommended human dose (MRHD),
respectively. Advise pregnant women of the potential risk to a fetus. Advise females of reproductive
potential to use an effective method of contraception during treatment with WINREVAIR and for at least
4 months after the final dose [see Use in Specific Populations (8.1, 8.3)].

5.5 Impaired Fertility
Based on findings in animals, WINREVAIR may impair female and male fertility. Advise patients on the
potential effects on fertility [see Use in Specific Populations (8.3), Nonclinical Toxicology (13.1)].

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling:

Erythrocytosis [see Warnings and Precautions (5.1)]

Severe Thrombocytopenia [see Warnings and Precautions (5.2)]
Serious Bleeding [see Warnings and Precautions (5.3)]
Embryo-Fetal Toxicity [see Warnings and Precautions (5.4)]
Impaired Fertility [see Warnings and Precautions (5.5)]

6.1 Clinical Trials 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 following data reflect exposure to WINREVAIR in the STELLAR trial. Patients (n=323) were
randomized in a 1:1 ratio to receive WINREVAIR or placebo in combination with background standard of
care therapies. Patients received a starting dose of 0.3 mg/kg via SC injection and the dose was increased
to the target dose of 0.7 mg/kg administered once every 3 weeks for 24 weeks. After completing the primary
24-week treatment phase, patients continued into a long-term double-blind (LTDB) treatment period,
maintaining their randomized treatment assignment, until all patients completed the primary treatment
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period. The median duration of treatment was 273 days in the placebo group and 313 days in the
WINREVAIR group [see Clinical Studies (14.1)].

The most common adverse reactions occurring in STELLAR (=210% for WINREVAIR and at least 5% more
than placebo) are shown in Table 3.

Table 3: Adverse Reactions 210% in Patients Receiving WINREVAIR and at least 5% More Than
Placebo in STELLAR*

Adverse reaction Placebo WINREVAIR
N=160 N=163
Headache 28 (17.5) 40 (24.5)
Epistaxis 3(1.9) 36 (22.1)
Rash 13 (8.1) 33 (20.2)
Telangiectasia 7(4.4) 27 (16.6)
Diarrhea 16 (10.0) 25 (15.3)
Dizziness 10 (6.2) 24 (14.7)
Erythema 5(3.1) 22 (13.5)

* Double-blind placebo-controlled period + Long-term double-blind period of STELLAR

Increased Hemoglobin

Increases in Hgb were managed by dose delays (10%), dose reductions (6%), or both (5%). Shifts in Hgb
from normal to above normal levels occurred in 87 (53%) patients receiving WINREVAIR and in 23 (14%)
patients receiving placebo.

Thrombocytopenia

Decreases in platelets were managed by dose delays (2%), dose reductions (2%), or both (2%). Shifts in
platelet count from normal to below normal occurred in 40 (25%) patients receiving WINREVAIR and in 26
(16%) patients receiving placebo.

Telangiectasia
In patients exposed to WINREVAIR who experienced telangiectasia, the median time to onset was

47.1 weeks.

Increased Blood Pressure

In patients taking WINREVAIR, mean systolic/diastolic blood pressure increased from baseline by
2.2/4.9 mmHg at 24 weeks. In patients taking placebo, the change from baseline in mean blood pressure
was -1.6/-0.6 mmHg.

Treatment Discontinuation

The incidences of treatment discontinuations due to an adverse reaction were 4% in the WINREVAIR group
and 7% in the placebo group. No specific adverse reactions causing treatment discontinuations occurred
with a frequency greater than 1% and more often in the WINREVAIR group.

Uncontrolled Long-term Safety Data

The safety profile in the long-term uncontrolled extension period of the PULSAR study was generally similar
to that observed in the STELLAR study. Patients were treated with WINREVAIR 0.3 mg/kg or 0.7 mg/kg
(n=104) and had a mean duration of exposure of 151 weeks (maximum 218 weeks).

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary
Based on findings in animal reproduction studies, WINREVAIR may cause fetal harm when administered

to a pregnant woman. There are risks to the mother and the fetus associated with pulmonary arterial
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hypertension in pregnancy (see Clinical Considerations). There are no available data on WINREVAIR use
in pregnant women to inform a drug-associated risk of major birth defects, miscarriage, or adverse maternal
or fetal outcomes.

In animal reproduction studies, administration of WINREVAIR to pregnant rats and rabbits during the period
of organogenesis resulted in adverse developmental outcomes, including embryo-fetal mortality, alterations
to growth, and structural variations at exposures 4-fold and 0.6-fold (based on area under the curve [AUC])
above those occurring at the maximum recommended human dose (MRHD), respectively (see Data).
Advise pregnant women of the potential risk to a fetus [see Use in Specific Populations (8.3)].

The background risk of major birth defects and miscarriage for the indicated population is not known. All
pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively.

Report exposure during pregnancy or lactation to the Merck Sharp & Dohme, LLC Adverse Event reporting
line at 1-877-888-4231.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

In patients with pulmonary arterial hypertension, pregnancy is associated with an increased rate of maternal
and fetal morbidity and mortality, including spontaneous abortion, intrauterine growth restriction, and
premature labor.

Data

Animal Data

In embryo-fetal developmental toxicity studies, pregnant animals were dosed subcutaneously with
sotatercept-csrk during the period of organogenesis. Sotatercept-csrk was administered to rats on gestation
days 6 and 13 at doses of 5, 15, or 50 mg/kg and to rabbits on gestation days 7 and 14 at doses of 0.5,
1.5, or 5 mg/kg. Effects in both species included reductions in numbers of live fetuses and fetal body
weights, delays in ossification, and increases in resorptions and post-implantation losses. In rats and
rabbits, these effects were observed at exposures (based on area under the curve [AUC]) approximately
4-fold and 0.6-fold the maximum recommended human dose (MRHD), respectively. In rats only, skeletal
variations (increased number of supernumerary ribs and changes in the number of thoracic or lumbar
vertebrae) occurred at an exposure 15-fold the human exposure at the MRHD.

In a prenatal and postnatal development study in rats, sotatercept-csrk was administered subcutaneously
at doses of 1.5 and 5 mg/kg on gestation days 6 and 13, or at dosages of 1.5, 5, or 10 mg/kg during lactation
on days 1, 8, and 15. There were no adverse effects in first filial generation (F1) pups from dams dosed
during gestation at estimated exposures up to 2-fold the MRHD. In F1 pups from dams dosed during
lactation, decreases in pup weight correlated with delays in sexual maturation at estimated exposures
(based on AUC) 22-fold the MRHD.

8.2 Lactation

Risk Summary

There are no data on the presence of sotatercept-csrk in human milk, the effects on the breastfed infant, or
the effects on milk production. Because of the potential for serious adverse reactions in the breastfed child,
advise patients that breastfeeding is not recommended during treatment with WINREVAIR, and for
4 months after the final dose.

8.3 Females and Males of Reproductive Potential
WINREVAIR may cause fetal harm when administered to pregnant women [see Use in Specific Populations

(8.1)].

Pregnancy Testing
Pregnancy testing is recommended for females of reproductive potential before starting WINREVAIR
treatment.
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Contraception
Females

Advise female patients of reproductive potential to use effective contraception during treatment with
WINREVAIR and for at least 4 months after the final dose if treatment is discontinued [see Use in Specific
Populations (8.1)].

Infertility
Based on findings in animals, sotatercept-csrk may impair female and male fertility [see Nonclinical

Toxicology (13.1)]. In male rats, although adverse histologic changes in reproductive organs were not
reversible after a 13-week period, functional fertility demonstrated reversibility.

8.4 Pediatric Use
The safety and effectiveness of WINREVAIR have not been established in patients less than 18 years of
age.

8.5 Geriatric Use

A total of 81 patients 265 years of age participated in clinical studies for PAH, of which 52 (16%) were
treated with WINREVAIR. No differences in efficacy of WINREVAIR were observed between the <65-year-
old and 265-year-old subgroups.

With the exception of bleeding events (a collective group of adverse events of clinical interest), there were
no differences in safety between the <65-year-old and =65-year-old subgroups. Bleeding events occurred
more commonly in the older WINREVAIR subgroup, but with no imbalance between age subgroups for any
specific bleeding event.

Clinical studies of WINREVAIR did not include sufficient numbers of patients aged 75 and older to
determine whether they respond differently from younger patients.

10 OVERDOSAGE

In healthy volunteers, WINREVAIR dosed at 1 mg/kg resulted in increases in Hgb associated with
hypertension; both improved with phlebotomy. In the event of overdose, monitor closely for increases in
Hgb and blood pressure, and provide supportive care as appropriate. WINREVAIR is not dialyzable.

11 DESCRIPTION

Sotatercept-csrk is a homodimeric recombinant fusion protein consisting of the extracellular domain of the
human activin receptor type lIA (ActRIIA) linked to the human IgG1 Fc domain. The molecular weight based
on the amino acid sequence of sotatercept-csrk is approximately 78 kDa as a homodimer.

Sotatercept-csrk for injection is a sterile, preservative-free, white to off-white lyophilized cake or powder
appearance in single-dose vials for subcutaneous administration after reconstitution.

Each 45 mg single-dose vial provides 45 mg of sotatercept-csrk and citric acid monohydrate (0.40 mg),
polysorbate 80 (0.18 mg), sodium citrate (1.84 mg), and sucrose (72 mg) at pH 5.8. After reconstitution with
1 mL Sterile Water for Injection, the resulting concentration is 50 mg/mL of sotatercept-csrk and the nominal
deliverable volume is 0.9 mL.

Each 60 mg single-dose vial provides 60 mg of sotatercept-csrk and citric acid monohydrate (0.53 mg),
polysorbate 80 (0.24 mg), sodium citrate (2.45 mg), and sucrose (96 mg) at pH 5.8. After reconstitution with
1.3 mL Sterile Water for Injection, the resulting concentration is 50 mg/mL of sotatercept-csrk and the
nominal deliverable volume is 1.2 mL.

12 CLINICAL PHARMACOLOGY
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12.1 Mechanism of Action

Sotatercept-csrk, a recombinant activin receptor type llA-Fc (ActRIIA-Fc) fusion protein, is an activin
signaling inhibitor that binds to activin A and other TGF- B superfamily ligands. As a result, sotatercept-csrk
improves the balance between the pro-proliferative (ActRIIA/Smad2/3-mediated) and anti-proliferative
(BMPRII/Smad1/5/8-mediated) signaling to modulate vascular proliferation. In rat models of PAH, a
sotatercept-csrk analog reduced inflammation and inhibited proliferation of endothelial and smooth muscle
cells in diseased vasculature. These cellular changes were associated with thinner vessel walls, partial
reversal of right ventricular remodeling, and improved hemodynamics.

12.2 Pharmacodynamics

PVR:

A statistically significantly greater decrease from baseline in PVR was observed in the WINREVAIR group
compared to the placebo group in the Phase 3 STELLAR study. The median treatment difference in PVR
between sotatercept-csrk and placebo was -235 dynes*sec/cm® (95% CI: -288, -181; p<0.001).
Sotatercept-csrk steady state exposure at 0.7 mg/kg dose was associated with near maximal reduction in
PVR based on exposure-response analysis.

NT-proBNP:

A statistically significantly greater decrease from baseline in NT-proBNP was observed in the WINREVAIR
group compared to the placebo group in the Phase 3 STELLAR study. The median treatment difference in
NT-proBNP between the sotatercept-csrk and placebo was -442 pg/mL (95% CI: -574, -310; p<0.001).

12.3 Pharmacokinetics

Following subcutaneous administration of 0.7 mg/kg WINREVAIR every three weeks to PAH patients, the
steady state geometric mean (%CV) area under the time concentration curve (AUC) is 172 mcgxd/mL
(34.2%), and peak concentration (Cmax) is 9.7 mcg/mL (30%). Sotatercept-csrk AUC and Cmax increased
proportionally with dose. Steady state is achieved after approximately 15 weeks following initiation of
multiple dosing. The accumulation ratio of sotatercept-csrk AUC is approximately 2.2.

Absorption
Following subcutaneous administration, the absolute bioavailability of sotatercept-csrk is approximately

66%. The sotatercept-csrk median time to peak drug concentration (Tmax) is approximately 7 days (range
from 2 to 8 days) following multiple SC administration every 4 weeks.

Distribution
The population PK model estimated volume of distribution (%CV) of sotatercept-csrk at steady state is
approximately 5.3 L (27.3%) in patients with PAH.

Elimination
The sotatercept-csrk effective half-life is approximately 24 days and its clearance is approximately
0.18 L/day.

Metabolism
Sotatercept-csrk is expected to be metabolized into small peptides by catabolic pathways.

Specific Populations

No clinically significant differences in sotatercept-csrk pharmacokinetics (PK) were observed based on age
(18 to 81 years of age), sex, race, mild to moderate (eGFR ranging from 30 to 89 mL/min) renal impairment
(PAH patients), or end-stage kidney disease (eGFR <15 mL/min) with dialysis. Severe renal impairment
(eGFR ranging from 15 to 30 mL/min) is not expected to impact the PK of sotatercept-csrk. Sotatercept-
csrk is not dialyzable. The effect of hepatic impairment on the PK of sotatercept-csrk has not been studied.
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Body Weight

The clearance (CL) and central volume of distribution (Vc) increase with increase in body weight. This effect
is not clinically significant when sotatercept-csrk is administered using weight-based dosing as
recommended.

12.6 Immunogenicity

The observed incidence of anti-drug antibodies is highly dependent on the sensitivity and specificity of the
assay. Differences in assay methods preclude meaningful comparisons of the incidence of anti-drug
antibodies in the study described below with the incidence of anti-drug antibodies in other studies, including
those of WINREVAIR or of other sotatercept-csrk products.

During the 24-week treatment period in STELLAR, 27% (44/163) of sotatercept-csrk-treated patients
developed anti-sotatercept-csrk antibodies (ADA). Among the 44 ADA-positive patients, 12 (27%) tested
positive for neutralizing antibodies against sotatercept-csrk.

There were no identified clinical effects of anti-sotatercept-csrk antibodies on pharmacokinetics,
pharmacodynamics, safety, or effectiveness of sotatercept-csrk over the treatment duration of 24 weeks at
the recommended dosage.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
No carcinogenicity or mutagenicity studies have been conducted with sotatercept-csrk.

In a fertility and early embryonic development study in female rats, sotatercept-csrk was administered SC
once weekly at doses of 5, 15, and 50 mg/kg beginning 2 weeks prior to mating and through gestation
day 7. At doses 215 mg/kg (=9 fold the MRHD, based on estimated AUC), pregnancy rates were decreased
and there were increases in preimplantation and postimplantation loss and reductions in live litter size.
Increased estrous cycle duration occurred at 50 mg/kg only (21-fold the MRHD, based on estimated AUC).

In a fertility study in male rats, sotatercept-csrk was administered SC once weekly at doses of 0.3, 3, and
30 mg/kg for 13 weeks (beginning 10 weeks prior to mating). A subset of animals was examined after a 13-
week recovery period. At 20.3 mg/kg (0.5-fold the MRHD, based on estimated AUC) there were non-
reversible histologic changes in the efferent ducts, testes, and epididymides. Reversible decreases in
functional fertility endpoints occurred at 30 mg/kg (20-fold the MRHD, based on estimated AUC).

14 CLINICAL STUDIES

14.1 Pulmonary Arterial Hypertension

The efficacy of WINREVAIR was evaluated in adult patients with PAH in the STELLAR ftrial
(NCT04576988). STELLAR was a global, double-blind, placebo-controlled, multicenter, parallel-group
clinical trial in which 323 patients with PAH (WHO Group 1 FC Il or lll) were randomized 1:1 to WINREVAIR
(target dose 0.7 mg/kg) (n=163) or placebo (n=160) administered subcutaneously once every 3 weeks.

Participants were: 79% female; had a median age of 48 years (range: 18 to 82 years), and median body
weight of 68 kg (range 38 to 141 kg); and 89% White/Caucasian, 2% Black/African American, 2% Asian,
0.3% American Indian or Alaska Native, 0.3% Native Hawaiian or Other Pacific Islander, 6% Missing/Other
races. The most common PAH etiologies were idiopathic PAH (59%), heritable PAH (18%), and PAH
associated with connective tissue diseases (CTD) (15%). STELLAR excluded patients with human
immunodeficiency virus (HIV)-associated PAH, PAH associated with portal hypertension, schistosomiasis-
associated PAH, and pulmonary veno occlusive disease. The mean time from PAH diagnosis to screening
was 8.8 years. Most participants were receiving either three (61%) or two (35%) background drugs for PAH,
and 40% were receiving prostacyclin infusions. Patients had a WHO FC Il (49%) or 11l (51%) at baseline.
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The primary efficacy endpoint was the change from baseline at Week 24 in 6-Minute Walk Distance
(6 MWD). In the WINREVAIR group, the placebo-adjusted median increase in 6 MWD was 41 meters (95%
Cl: 28, 54; p<0.001). Figure 1 displays placebo-adjusted changes in 6 MWD at Week 24 in relevant
subgroups.
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Figure 1: Change from Baseline in 6-Minute Walk Distance (meters) at Week 24 in Subgroups

Placebo WINREVAIR WINREVAIR vs. Placebo WINREVAIR vs. Placebo
(N=160) (N=163) HL* Location Shift HL* Location Shift (ASE)
Subgroup n n (95% CI) (95% CI)

Overall 160 163 [ 40.8(6.79)(27.53, 54.14)
Sex

Male 33 34 — 58.5(19.46)(20.34, 96.61)

Female 127 129 b 37.2(7.50) (22.47, 51.87)
PAH Diagnostic Group

iPAH [idiopathic PAH] 106 83 - 51.3(9.74) (32.17, 70.35)

hPAH [heritable PAH] 24 35 — 25.6(13.76)(-1.34, 52.61)

Drug/Toxin-induced PAH 4 7 = 18.4(16.78) (-14.51, 51.25)

Connective Tissue Disease 19 29 = 8.7(17.96)(-26.55,43.86)

Congenital heart disease with s/p Shunt Repair 7 9 H—— 92.4(58.60) (-22.49, 207.26)
Background therapy at baseline

Monotherapy 4 9 ¢ ) 6.3 (534.33) (-564.54, 1530.01)

Double 56 56 = 43.2(11.32) (21.03, 65.42)

Triple 100 98 = 43.5 (8.65) (26.51, 60.44)
Prostacyclin infusion therapy at baseline

Yes 64 65 i 43.1(10.45) (22.61, 63.59)

No 96 98 = 38.6 (8.88) (21.20, 56.00)
WHO Functional Class

I 78 79 o 21.7(7.68) (6.63, 36.72)

II 82 84 (o 61.7(10.64) (40.90, 82.59)
Baseline PVR

<=800 (dynes*sec/cm”3) 108 108 k= 30.8 (7.77) (15.54, 45.98)

>800 (dynes*sec/cm”5) 52 55 = 61.6 (13.48) (35.23. 88.06)

Ll L ]
=210 0 100 210
Favors Placebo Favors WINEEVAIR

*Hodges-Lehmann location shift from placebo estimate (median of all paired differences). ASE = asymptotic standard error.

Change from baseline in 6 MWD at Week 24 for subjects who died was imputed to -2000 meters to receive
the worst rank. Change from baseline in 6 MWD at Week 24 for subjects who had missing data due to a
non-fatal clinical worsening event was imputed to -1000 meters to receive the next-worst rank.

Treatment with WINREVAIR led to an improvement from baseline by at least 1 WHO FC at Week 24 in
29% of patients compared to 14% of patients treated with placebo (p<0.001).

Treatment with WINREVAIR resulted in an 84% reduction in the occurrence of death from any cause or
PAH clinical worsening events compared to placebo (see Table 4 and Figure 2). These outcomes were
captured until the last patient completed the Week 24 visit (data up to the data cutoff; median duration of
exposure 33.6 weeks).
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Table 4: Death from Any Cause or PAH Clinical Worsening Events
Placebo | WINREVAIR

(N=160) | (N=163) Ha(gasﬁ,z 2’;‘)‘”
n (%) n (%)
Number of subjects who experienced death or | 4, (26.3) 9 (5.5) 0.16 (0.08, 0.35)
at least one clinical worsening event ' ' p<0.001
Assessment of clinical worsening events*
Death 7(4.4) 2(1.2)
Worsening-related listing for lung and/or 2 (1.3) 1(0.6)

heart transplant

Need to initiate rescue therapy with an
approved PAH therapy or the need to 17 (10.6) 2(1.2)
increase the dose of infusion prostacyclin
by 10% or more

Need for atrial septostomy* 0(0.0) 0(0.0)
PAH-specific hospitalization (=24 hours) 8 (5.0) 0(0.0)
Deterioration of PAH* 15 (9.4) 4(2.5)

* A subject can have more than one assessment recorded for their clinical worsening.

T There were no events of atrial septostomy.

* Deterioration of PAH is defined by both of the following events occurring at any time, even if they began at different times, as
compared to their baseline values: (a) Worsened WHO functional class (Il to lll, Il to IV, Il to IV, etc.); and (b) Decrease in 6 MWD
by 215% (confirmed by two 6 MWTs at least 4 hours apart but no more than one week).

N = number of subjects in the category.

6 MWT = 6-Minute Walking Test
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Figure 2: Time to Death from Any Cause or First Occurrence of PAH Clinical Worsening Event
Kaplan-Meier Plot
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

WINREVAIR (sotatercept-csrk) for injection is a white to off-white lyophilized cake or powder appearance
supplied in single-dose vials (45 mg or 60 mg) packaged in kits that contain one measuring syringe and
one safety needle. Each kit also contains Sterile Water for Injection in prefilled syringes necessary to
reconstitute the product, vial adapter(s), and alcohol pads, as shown in Table 5.

Table 5: Kit Contents

Vial Alcohol | Sterile Water for Injection NDC
Kit Adapters Pads in prefilled syringes
(1) 45 mg vial 1 4 (1) 1 mL syringe NDC # 0006-5090-01
(1) 60 mg vial 1 4 (1) 1.3 mL syringe NDC # 0006-5091-01
(2) 45 mg vials 2 8 (2) 1 mL syringes NDC # 0006-5087-01
(2) 60 mg vials 2 8 (2) 1.3 mL syringes NDC # 0006-5088-01

16.2 Storage and Handling
Store vials refrigerated at 2°C to 8°C (36°F to 46°F) in original carton to protect from light. Do not freeze.

The kit should remain in the refrigerator until ready for use. The unused kit can be out of the refrigerator for
(up to 25°C/77°F) up to 24 hours. For additional information on temperature excursions, call Merck Sharp
& Dohme LLC at 1-800-672-6372.

17 PATIENT COUNSELING INFORMATION
Advise patients to read the FDA-approved patient labeling (Patient Information and IFU).

Discuss the following with patients prior to and during treatment with WINREVAIR.

Erythrocytosis
Caution patients that WINREVAIR may raise Hgb to levels that increase their risk of thrombotic events.

Inform patients that Hgb levels will be assessed before at least the first 5 doses and then periodically, as
dosage may need to be adjusted [see Warnings and Precautions (5.1)].

Severe Thrombocytopenia

Caution patients that WINREVAIR may cause platelet count to decrease, which if severe could cause
bleeding. Inform patients that platelet count will be assessed before at least the first 5 doses and then
periodically, as dosage may need to be adjusted [see Warnings and Precautions (5.2)].

Serious Bleeding

Inform patients of the possibility of serious bleeding, which is more likely to occur if they have low platelet
counts or while on prostacyclin background therapy and/or antithrombotic agents. Advise patients to notify
their healthcare provider about signs and symptoms of bleeding [see Warnings and Precautions (5.3)].

Embryo-Fetal Toxicity

Advise females of reproductive potential of the potential risk to a fetus. Advise females of reproductive
potential to use effective contraception while receiving WINREVAIR and for at least 4 months after the final
dose. Advise females to contact their healthcare provider if they become pregnant, or if pregnancy is
suspected during treatment with WINREVAIR [see Warnings and Precautions (5.4), Use in Specific
Populations (8.1)]. Report exposure during pregnancy or lactation to the Merck Sharp & Dohme, LLC
Adverse Event reporting line at 1-877-888-4231.

Lactation
Advise females not to breastfeed during treatment with WINREVAIR and for 4 months after the final dose
[see Use in Specific Populations (8.2)].
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Females and Males of Reproductive Potential
Advise females and males of reproductive potential that WINREVAIR may impair fertility [see Use in
Specific Populations (8.3), Nonclinical Toxicology (13.1)].

Administration by Patient or Caregiver

Review the IFU with the patient or caregiver step-by-step. Provide training to the patient or caregiver
regarding proper preparation and administration of WINREVAIR and decide whether a patient or caregiver
is capable of preparing and administering WINREVAIR independently [see Dosage and Administration

(2.4)].

Make sure the patient or caregiver can do the following correctly:
e reconstitute the medicine,
e measure the correct amount of medicine according to the patient’s prescription,
e select and prepare a proper injection site, and
¢ inject the medicine subcutaneously.

Incorrect Dose or Missed Dose

Inform patients to call their healthcare provider for further instruction if they take more than or less than the
correct dose. Advise them about signs/symptoms to monitor for and what to do if any of these
signs/symptoms should occur. Advise them that additional laboratory tests may be required prior to the next
scheduled dose to ensure that the next dose can be safely administered.

Instruct the patient that if they miss the prescribed dose of WINREVAIR, they should take it within 3 days
and maintain the original schedule for the next dose. If not taken within 3 days, instruct them to call their
healthcare provider for guidance [see Dosage and Administration (2.2)].

Manufactured by:
Merck Sharp & Dohme LLC, Rahway, NJ 07065, USA

U.S. license number 0002

For patent information: www.msd.com/research/patent

Copyright © 2024 Merck & Co., Inc., Rahway, NJ, USA, and its affiliates.
All rights reserved.

uspi-mk7962-i-2403r000

16
08NKLK



ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS
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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
Winrevair 45 mg powder and solvent for solution for injection

Winrevair 60 mg powder and solvent for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Winrevair 45 mg powder and solvent for solution for injection

Each vial contains 45 mg of sotatercept. After reconstitution, each mL of solution contains 50 mg
sotatercept.

Winrevair 60 mg powder and solvent for solution for injection

Each vial contains 60 mg of sotatercept. After reconstitution, each mL of solution contains 50 mg
sotatercept.

Sotatercept is a recombinant homodimeric fusion protein consisting of the extracellular domain of
human activin receptor type IIA (ActRIIA) linked to the Fc domain of human IgG1, produced in
Chinese Hamster Ovary (CHO) cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder and solvent for solution for injection (powder for injection).
Powder: white to off-white powder.

Solvent: clear colourless water for injections.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Winrevair, in combination with other pulmonary arterial hypertension (PAH) therapies, is indicated
for the treatment of PAH in adult patients with WHO Functional Class (FC) II to III, to improve
exercise capacity (see section 5.1).

4.2 Posology and method of administration

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

Winrevair is administered once every 3 weeks as a single subcutaneous injection according to patient
weight.

Recommended starting dose
Haemoglobin (Hgb) and platelet count should be obtained prior to the first dose (see section 4.4).
Initiation of treatment is contraindicated if platelet count is consistently < 50 x 10°/L (see section 4.3).

Treatment is initiated with a single dose of 0.3 mg/kg (see Table 1).

Table 1: Injection volume for dose of 0.3 mg/kg

Patient weight range (kg) Injection volume Kit type
(mL)*

30.0 —40.8 0.2

40.9-57.4 0.3

57.5-74.1 0.4

74.2 —90.8 0.5 Kit containing
90.9-107.4 0.6 1 x 45 mg vial
107.5-124.1 0.7
124.2 — 140.8 0.8
140.9 - 157.4 0.9
157.5-174.1 1.0 Kit containing
174.2 —180.0 1.1 1 x 60 mg vial

*The concentration of the reconstituted solution is 50 mg/mL (see section 6.6)

Recommended target dose

Three weeks after a single starting dose of 0.3 mg/kg, the dose should be escalated to the
recommended target dose of 0.7 mg/kg after verifying acceptable Hgb and platelet count (see
section 4.2 “Dose adjustments due to increase in haemoglobin or decreased platelet count”).
Treatment should be continued at 0.7 mg/kg every 3 weeks unless dose adjustments are required.
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Table 2: Injection volume for dose of 0.7 mg/kg

Patient weight range (kg) Injection Kit type
volume
(mL)*
30.0-31.7 0.4
31.8—-38.9 0.5
39.0-46.0 0.6 Kit containing
46.1 -53.2 0.7 1 x 45 mg vial
53.3-60.3 0.8
60.4—-67.4 0.9
67.5-74.6 1.0

Kit containing

18859 E 1% 60 mg vil
89.0 - 96.0 1.3
96.1 —103.2 1.4
103.3-110.3 1.5 Kit containing
1104-1174 1.6 2 x 45 mg vials
117.5-124.6 1.7
124.7-131.7 1.8
131.8-138.9 1.9
139.0 — 146.0 2.0
146.1 —153.2 2.1 Kit containing
153.3-160.3 2.2 2 x 60 mg vials
160.4 —167.4 2.3
167.5 and above 2.4

*The concentration of the reconstituted solution is 50 mg/mL (see section 6.6)

Dose adjustments due to increase in haemoglobin or decreased platelet count

Hgb and platelet count should be monitored for the first 5 doses, or longer if values are unstable.
Thereafter, Hgb and platelet count should be verified every 3 to 6 months and the dose adjusted if
necessary (see sections 4.4 and 4.8).

Treatment should be delayed for 3 weeks (i.e., one dose delay) if any of the following occur:
e Hgb increases > 1.24 mmol/L (2 g/dL) from the previous dose and is above the ULN.
e Hgb increases > 2.48 mmol/L (4 g/dL) from baseline.
e Hgb increases > 1.24 mmol/L (2 g/dL) above ULN.
e Platelet count decreases < 50 x 10%/L.

Hgb and platelet count should be obtained again before reinitiating treatment.

For treatment delays lasting > 9 weeks, treatment should be restarted at 0.3 mg/kg, and the dose should
be escalated to 0.7 mg/kg after verifying acceptable Hgb and platelet count.

For treatment delays lasting > 9 weeks due to platelet counts consistently < 50 x 10°/L, the physician
should carry out a benefit/risk re-evaluation for the patient before reinitiating treatment.

Missed dose
If a dose is missed, administer as soon as possible. If the missed dose is not taken within 3 days of the
scheduled date, adjust the schedule to maintain 3-week dosing intervals.

Elderly
No dose adjustment is required in elderly patients > 65 years old (see section 5.2).
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Renal impairment

No dose adjustment is required based on renal impairment (see section 5.2). Sotatercept has not been
studied in PAH patients with severe renal impairment (estimated glomerular filtration rate (¢GFR)
<30 mL/min/1.73m?).

Hepatic impairment
No dose adjustment is required based on hepatic impairment (Child-Pugh Classification A to C).
Sotatercept has not been studied in patients with hepatic impairment (see section 5.2).

Paediatric population
The safety and efficacy of Winrevair in children and adolescents below 18 years of age have not yet

been established. No data are available (see section 5.3).

Method of administration

Winrevair is for single use only.

It should be reconstituted before use. The reconstituted medicinal product is a clear to opalescent and
colourless to slightly brownish-yellow solution.

Winrevair should be administered by subcutaneous injection in the abdomen (at least 5 cm away from
navel), upper arm, or upper thigh. It should not be injected into sites that are scarred, tender, or
bruised. The same injection site should not be used on two consecutive injections.

Winrevair powder and solvent for solution for injection is intended for use under the guidance of a
healthcare professional (HCP). Patients and caregivers may administer the medicinal product when
considered appropriate and when they receive training from a HCP in how to reconstitute, prepare,
measure and inject Winrevair powder and solvent for solution for injection. A HCP should confirm at
a subsequent visit, soon after training, that the patient or caregiver can perform these steps correctly. A
HCP should also consider reconfirming the patient’s or caregiver’s administration technique if the
dose is adjusted, if the patient requires a different kit, if the patient develops erythrocytosis (see
section 4.4), or at any time at the discretion of the HCP.

Refer to section 6.6 for detailed instructions on the proper preparation and administration of
Winrevair.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Patients with platelet counts consistently <50 x 10%/L before initiating treatment.

4.4 Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.
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Erythrocytosis

Increases in Hgb have been observed in patients during treatment with sotatercept. Severe
erythrocytosis may increase the risk of thromboembolic events and hyperviscosity syndrome. Use
caution in patients with erythrocytosis who are at increased risk of thromboembolic events. Hgb
should be monitored before each dose for the first 5 doses, or longer if values are unstable, and every 3
to 6 months thereafter to determine if dose adjustments are required (see sections 4.2 and 4.8). If a
patient develops erythrocytosis, HCP should consider re-evaluating the patient’s or caregiver’s
administration technique.

Severe thrombocytopenia

Decreased platelet count has been observed in some patients taking sotatercept including severe
thrombocytopenia (platelet count < 50 x 10%/L). Thrombocytopenia was reported more frequently in
patients also receiving prostacyclin infusion (21.5%) compared to patients not receiving prostacyclin
infusion (3.1%) (see section 4.8). Severe thrombocytopenia may increase the risk of bleeding events.
Platelet count should be monitored before each dose for the first 5 doses, or longer if values are
unstable, and every 3 to 6 months thereafter to determine whether dose adjustments are required (see
section 4.2).

Serious bleeding

In clinical studies, serious bleeding events (including gastrointestinal, intracranial haemorrhage) have
been observed in 4.3% of patients during treatment with sotatercept (see section 4.8).

Patients with serious bleeding events were more likely to be on prostacyclin background therapy
and/or antithrombotic agents, have low platelet count, or be 65 years of age or older. Patients should
be advised about any signs and symptoms of blood loss. A physician should evaluate and treat
bleeding events accordingly. Sotatercept should not be administered if the patient is experiencing a
serious bleeding event.

Limitation of the clinical data

The clinical studies did not include participants with human immunodeficiency virus (HIV)-, portal
hypertension-, schistosomiasis-, or pulmonary veno occlusive disease (PVOD)-associated PAH.

Excipients with known effect

This medicinal product contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium free’.

This medicinal product contains 0.20 mg of polysorbate 80 in each mL of reconstituted solution.
Polysorbates may cause allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed.
4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Pregnancy testing is recommended for women of childbearing potential before starting treatment.
Women of childbearing potential should use effective contraception during treatment and for at least
4 months after the last dose if treatment is discontinued (see section 5.3).
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Pregnancy

There are no data from the use of sotatercept in pregnant women. Studies in animals have shown
reproductive toxicity (increases in post-implantation losses, reduction in foetal body weights, and
delays in ossification) (see section 5.3).

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

Breast-feeding

It is unknown whether sotatercept/metabolites are excreted in human milk. A risk to newborns/infants
cannot be excluded.

Breast-feeding should be discontinued during treatment and for 4 months after the last dose of
treatment.

Fertility

Based on findings in animals, sotatercept may impair female and male fertility (see section 5.3).
4.7 Effects on ability to drive and use machines

Sotatercept has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of safety profile

The most frequently reported adverse reactions were headache (24.5%), epistaxis (22.1%),
telangiectasia (16.6%), diarrhoea (15.3%), dizziness (14.7%), rash (12.3%), and thrombocytopenia
(10.4%).

The most frequently reported serious adverse reactions were thrombocytopenia (< 1%) and epistaxis
(< 1%).

The most common adverse reactions leading to discontinuation were epistaxis and telangiectasia.

Tabulated list of adverse reactions

The safety of sotatercept was evaluated in the pivotal study STELLAR, a placebo-controlled study of
163 patients with PAH treated with sotatercept (see section 5.1). The median duration of treatment
with sotatercept was 313 days.

The adverse reactions reported with sotatercept are listed in the table below by MedDRA system organ

class and by frequency. Frequencies are defined as very common (> 1/10), common (> 1/100 to
< 1/10), uncommon (> 1/1 000 to < 1/100), rare (> 1/10 000 to < 1/1 000), and very rare (< 1/10 000).
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Table 3: Adverse reactions

System organ class Frequency Adverse reaction
Blood and lymphatic system Very common Thrombocytopenia'-?
disorders Increased haemoglobin'
Nervous system disorders Very common Dizziness
Headache

Respiratory, thoracic and mediastinal | Very common Epistaxis
disorders
Gastrointestinal disorders Very common Diarrhoea

Common Gingival bleeding
Skin and subcutaneous tissue Very common Telangiectasia'
disorders Rash

Common Erythema
General disorders and administration | Common Injection site pruritus
site conditions
Investigations Common Increased blood pressure'-

! See description of selected adverse reactions
2 Includes ‘thrombocytopenia’ and ‘platelet count decreased’
3 Includes ‘hypertension’, ‘blood pressure diastolic increased’ and ‘blood pressure increased’

Description of selected adverse reactions

Increased haemoglobin

In STELLAR, adverse reactions of increased Hgb (‘haemoglobin increased’ and ‘polycythaemia’)
were reported in 8.6% of patients taking sotatercept. Based on laboratory data, moderate elevations in
Hgb (> 1.24 mmol/L (2 g/dL) above ULN) occurred in 15.3% of patients taking sotatercept. Increases
in Hgb were managed by dose adjustments (see sections 4.2 and 4.4).

Thrombocytopenia

Thrombocytopenia (‘thrombocytopenia’ and ‘platelet count decreased’) was reported in 10.4% of
patients taking sotatercept. Severe reduction in platelet count < 50 x 10°/L occurred in 2.5% of patients
taking sotatercept. Thrombocytopenia was reported more frequently in patients also receiving
prostacyclin infusion (21.5%) compared to patients not receiving prostacyclin infusion (3.1%).
Thrombocytopenia was managed by dose adjustments (see sections 4.2 and 4.4).

Telangiectasia
Telangiectasia was observed in 16.6% of patients taking sotatercept. The median time to onset was
18.6 weeks. Discontinuations of treatment due to telangiectasia were 1% in the sotatercept group.

Increased blood pressure

Increased blood pressure was reported in 4.3% of patients taking sotatercept. In patients taking
sotatercept, mean systolic blood pressure increased from baseline by 2.2 mmHg and diastolic blood
pressure increased by 4.9 mmHg at 24 weeks.

Elderly

With the exception of bleeding events (a collective group of adverse events of clinical interest), there
were no differences in safety between the < 65-year-old and > 65-year-old subgroups. Bleeding events
occurred more commonly in the older sotatercept subgroup (52% vs 31.9% in patients < 65-year-old);
however, there was no notable imbalance between age categories for any specific bleeding event.
Serious bleeding occurred in 3.6% of patients < 65-year-old and in 8.0% of patients > 65-year-old
taking sotatercept.
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Long-term safety data

Long-term safety data are available from pooled phase 2 and phase 3 clinical studies (n=431). The
median duration of exposure was 657 days. The safety profile was generally similar to that observed in
the pivotal STELLAR study.

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

In a phase 1 healthy volunteer study, one participant dosed at 1 mg/kg of sotatercept experienced
increased Hgb associated with symptomatic hypertension that improved with phlebotomy.

In the event of overdose in a patient with PAH, increases in Hgb and blood pressure should be closely
monitored, and supportive care should be provided as appropriate (see sections 4.2 and 4.4).
Sotatercept is not dialyzable during haemodialysis.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antihypertensives, antihypertensives for pulmonary arterial hypertension.
ATC code: C02KX06

Mechanism of action

Sotatercept is an activin signalling inhibitor with high selectivity for Activin-A, a dimeric glycoprotein
which belongs to the transforming growth factor-p (TGF-B) superfamily of ligands. Activin-A binds to
the activin receptor type IIA (ActRIIA) regulating key signalling for inflammation, cell proliferation,
apoptosis, and tissue homeostasis.

Activin-A levels are increased in PAH patients. Activin binding to ActRIIA promotes proliferative
signalling while there is a decrease in anti-proliferative bone morphogenetic protein receptor type II
(BMPRII) signalling. The imbalance of ActRIIA-BMPRII signalling underlying PAH results in
vascular cell hyperproliferation, causing pathological remodelling of the pulmonary arterial wall,
narrowing the arterial lumen, increasing pulmonary vascular resistance, and leads to increased
pulmonary artery pressure and right ventricular dysfunction.

Sotatercept consists of a recombinant homodimeric activin receptor type IIA-Fc (ActRIIA-Fc) fusion
protein, which acts as a ligand trap that scavenges excess Activin-A and other ligands for ActRIIA to
inhibit activin signalling. As a result, sotatercept rebalances the pro-proliferative (ActRIIA/Smad?2/3-
mediated) and anti-proliferative (BMPRII/Smad1/5/8-mediated) signalling to modulate vascular
proliferation.

Pharmacodynamic effects

A phase 2 clinical study (PULSAR) assessed pulmonary vascular resistance (PVR) in patients with
PAH after 24 weeks of treatment with sotatercept. The decrease from baseline in PVR was
significantly greater in the sotatercept 0.7 mg/kg and 0.3 mg/kg groups compared with the placebo
group. The placebo-adjusted least squares (LS) mean difference from baseline
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was -269.4 dyn*sec/cm’® (95% CI: -365.8, -173.0) for the sotatercept 0.7 mg/kg group
and -151.1 dyn*sec/cm® (95% CI: -249.6, -52.6) for the sotatercept 0.3 mg/kg group.

In rat models of PAH, a sotatercept analogue reduced expression of pro-inflammatory markers at the
pulmonary arterial wall, reduced leucocyte recruitment, inhibited proliferation of endothelial and
smooth muscle cells, and promoted apoptosis in diseased vasculature. These cellular changes were
associated with thinner vessel walls, reversed arterial and right ventricular remodelling, and improved
haemodynamics.

Clinical efficacy and safety

The efficacy of sotatercept was evaluated in adult patients with PAH in the pivotal STELLAR study.
STELLAR was a double-blind, placebo-controlled, multicentre, parallel-group clinical study in which
323 patients with PAH (WHO Group 1 Functional Class II or III) were randomised 1:1 to sotatercept
(starting dose 0.3 mg/kg escalated to target dose 0.7 mg/kg) (n=163) or placebo (n=160) administered
subcutaneously once every 3 weeks. Patients continued their treatment assignment in the long-term
double-blind treatment period until all patients completed Week 24.

Participants in this study were adults with a median age of 48.0 years (range: 18 to 82 years), of which
16.7% were > 65 years of age. Median weight was 68.2 kg (range: 38.0 to 141.3 kg); 89.2% of
participants were White, and 79.3% were not Hispanic or Latino; and 79.3% were female. The most
common PAH aetiologies were idiopathic PAH (58.5%), heritable PAH (18.3%), and PAH associated
with connective tissue diseases (14.9%), PAH associated with simple congenital heart disease with
repaired systemic-to-pulmonary shunts (5%), or drug or toxin-induced PAH (3.4%). The mean time
since PAH diagnosis to screening was 8.76 years.

Most participants were receiving either triple (61.3%) or double (34.7%) background PAH therapy,
and more than one-third (39.9%) were receiving prostacyclin infusions. The proportions of
participants in WHO FC II was 48.6% and in WHO FC III was 51.4%. The STELLAR study excluded
patients diagnosed with HIV-associated PAH, PAH associated with portal hypertension,
schistosomiasis-associated PAH, and PVOD.

The primary efficacy endpoint was the change from baseline at Week 24 in 6-Minute Walk Distance
(6MWD). In the sotatercept treatment group, the median of the placebo-adjusted change in 6 MWD
from baseline at Week 24 was 40.8 meters (95% CI: 27.5, 54.1; p < 0.001). The median of the
placebo-adjusted changes in 6MWD at Week 24 were also evaluated in subgroups. The treatment
effect was consistent across the different subgroups including sex, PAH diagnostic group, background
therapy at baseline, prostacyclin infusion therapy at baseline, WHO FC, and baseline PVR.

The secondary endpoints included improvements in multicomponent improvement (MCI), PVR, N-
terminal pro-B-type natriuretic peptide (NT-proBNP), WHO FC, time to death or first occurrence of
clinical worsening events.

MCI was a pre-defined endpoint measured by the proportion of patients achieving all three of the
following criteria at Week 24 relative to baseline: improvement in 6MWD (increase > 30 m),
improvement in NT-proBNP (decrease in NT-proBNP > 30% or maintenance/achievement of NT-
proBNP level < 300 ng/L), and improvement in WHO FC or maintenance of WHO FC II.

Disecase progression was measured by the time to death or first occurrence of a clinical worsening
event. Clinical worsening events included worsening-related listing for lung and/or heart transplant,
need to initiate rescue therapy with an approved background PAH therapy or the need to increase the
dose of infusion prostacyclin by > 10%, need for atrial septostomy, hospitalisation for worsening PAH
(> 24 hours), or deterioration of PAH (worsened WHO FC and decrease in 6MWD > 15% with both
events occurring at the same time or different times). Clinical worsening events and death were
captured until the last patient completed the Week 24 visit (data up to the data cutoff; median duration
of exposure 33.6 weeks).
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At Week 24, 38.9% of sotatercept-treated patients showed improvement in MCI versus 10.1% in the
placebo group (p < 0.001). The median treatment difference in PVR between sotatercept and placebo
group was -234.6 dyn*sec/cm® (95% CI: -288.4, -180.8; p <0.001). The median treatment difference in
NT-proBNP between the sotatercept and placebo groups was -441.6 pg/mL (95% CI: -573.5, -309.6;

p <0.001). Improvement in WHO FC from baseline occurred in 29% of patients in sotatercept versus
13.8% in placebo (p < 0.001).

Treatment with sotatercept resulted in an 82% reduction (HR 0.182, 95% CI: 0.075, 0.441; p <0.001)
in the occurrence of death or clinical worsening events compared to placebo (see Table 4). The
treatment effect of sotatercept versus placebo started by Week 10 and continued for the duration of the
study.

Table 4: Death or clinical worsening events

Placebo Sotatercept
(N=160) (N=163)
Total number of subjects who experienced death or at least 29 (18.1) 7 (4.3)
one clinical worsening event, n (%)
IAssessment of death or first occurrence of clinical worsening
events*, n (%)
Death 6 (3.8) 2(1.2)
Worsening-related listing for lung and/or heart transplant 1 (0.6) 1(0.6)
Need for atrial septostomy 0(0.0) 0(0.0)
PAH-specific hospitalisation (=24 hours) 8(5.0) 0 (0.0)
Deterioration of PAH' 15(9.4) 4 (2.5)

* A subject can have more than one assessment recorded for their first event of clinical worsening. There were 2 participants
receiving placebo and no participant receiving sotatercept who had more than one assessment recorded for their first event of
clinical worsening. This analysis excluded the component “need to initiate rescue therapy with an approved PAH therapy or need to
increase the dose of infusion prostacyclin by 10% or more”.

 Deterioration of PAH is defined by both of the following events occurring at any time, even if they began at different times, as
compared to their baseline values: (a) Worsened WHO functional class (II to III, III to IV, IT to IV, etc.); and (b) Decrease in
6MWD by > 15% (confirmed by two 6MWTs at least 4 hours apart but no more than one week).

N = number of subjects in FAS population; n = number of subjects in the category. Percentages are calculated as (n/N)*100.

Immunogenicity

At Week 24 in STELLAR, anti-drug antibodies (ADA) were detected in 44/163 (27%) of patients
taking sotatercept. Among these 44 patients, 12 tested positive for neutralising antibodies against
sotatercept. No evidence of ADA impact on pharmacokinetics, efficacy or safety was observed.

Paediatric population

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

5.2 Pharmacokinetic properties
In patients with PAH, the geometric mean (%Coefficient of variation (CV %)) steady-state AUC and

steady-state peak concentration (Cmax) at the dose of 0.7 mg/kg every 3 weeks were 171.3 mcgxd/mL
(34.2%) and 9.7 mcg/mL (30%), respectively. Sotatercept AUC and Cnax increase proportionally with
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dose. Steady state is achieved after approximately 15 weeks of treatment. The accumulation ratio of
sotatercept AUC was approximately 2.2.

Absorption

The subcutaneous (SC) formulation has an absolute bioavailability of approximately 66% based on
population pharmacokinetics analysis. The maximum sotatercept concentration is achieved at a
median time to peak drug concentration (Tmax) of approximately 7 days (range from 2 to 8 days) after
multiple dosing every 4 weeks.

Distribution

The central volume of distribution (CV%) of sotatercept is approximately 3.6 L (24.7%). The
peripheral volume of distribution (CV%) is approximately 1.7 L (73.3%).

Biotransformation

Sotatercept is catabolised by general protein degradation processes.
Elimination

Sotatercept clearance is approximately 0.18 L/day. The geometric mean terminal half-life (CV%) is
approximately 21 days (33.8%).

Specific populations

Age, sex, and ethnic origin

No clinically significant differences in sotatercept pharmacokinetics (PK) were observed based on age
(18 to 81 years of age), sex, or ethnic origin (82.9% Caucasian, 3.1% Black, 7.1% Asian, and 6.9%
other).

Body weight
The clearance and central volume of distribution of sotatercept increase with increasing body weight.
The recommended weight-based dosing regimen results in consistent sotatercept exposures.

Renal impairment

Sotatercept pharmacokinetics was comparable in PAH patients with mild to moderate renal
impairment (¢GFR ranging from 30 to 89 mL/min/1.73m?) to those with normal renal function

(eGFR >90 mL/min/1.73m?). Additionally, sotatercept PK is comparable between non-PAH end-stage
renal disease (ESRD) patients and patients with normal renal function. Sotatercept is not dialyzable
during haemodialysis. Sotatercept has not been studied in PAH patients with severe renal impairment
(eGFR <30 mL/min/1.73m?).

Hepatic impairment

Sotatercept has not been studied in PAH patients with hepatic impairment (Child-Pugh Classification
A to C). Hepatic impairment is not expected to influence sotatercept metabolism since sotatercept is
metabolised via cellular catabolism.

5.3 Preclinical safety data

No carcinogenicity or mutagenicity studies have been conducted with sotatercept.

Repeat dose toxicity

In rats and monkeys, the longest SC toxicity studies were 3 months and 9 months in duration,
respectively. In rats, adverse findings included efferent duct/testicular degeneration, adrenal gland
congestion/necrosis, and membranoproliferative glomerulonephritis and tubulointerstitial nephritis in
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the kidneys. Kidney changes were not reversible following a 1-month recovery period. In monkeys,
adverse changes included increased interstitial matrix at the corticomedullary junction, decreased
glomerular tuft size, glomerulonephritis and tubulointerstitial nephritis in the kidney. Kidney changes
in monkeys partially resolved following a 3-month recovery period. At the no observed adverse effect
level (NOAEL) in rats and monkeys, sotatercept exposures were <2-times the clinical exposure at the
maximum recommended human dose (MRHD). Other findings that occurred at clinical exposure
margins in monkeys included hepatic inflammatory infiltrates, lymphoid depletion in spleen, and
inflammatory infiltrates in the choroid plexus.

Reproductive toxicity

In a female fertility study, oestrous cycle duration was increased, pregnancy rates were decreased,
there were increases in pre-implantation and post-implantation loss and reductions in live litter size. At
the NOAEL for female fertility endpoints, sotatercept exposure was 2-times the clinical AUC at the
MRHD.

In males, there were non-reversible histologic changes in the efferent ducts, testes, and epididymides.
Histomorphologic changes in rat testes correlated to decreased fertility index that reversed during the
13-week treatment-free period. A NOAEL for testicular histologic changes was not established and the
NOAEL for male fertility functional changes provides a systemic exposure 2-times the clinical
exposure at the MRHD.

In embryo-fetal developmental toxicity studies, effects in rats and rabbits included reductions in
numbers of live foetuses and fetal body weights, delays in ossification, and increases in resorptions
and post-implantation losses. In rats only, there were also skeletal variations (increased number of
supernumerary ribs and changes in the number of thoracic or lumbar vertebrae). At the NOAEL in rats
and rabbits, sotatercept exposures were 2-times and 0.4-times, respectively, the clinical exposure at the
MRHD.

In a pre- and postnatal development study in rats, no sotatercept related adverse effects were observed
in first filial generation (F1) pups from dams dosed during gestation at estimated exposures up to 2-
times the MRHD. In F1 pups from dams dosed during lactation, decreases in pup weight correlated
with delays in sexual maturation. The NOAEL for effects on growth and maturation in pups provides a
systemic exposure 0.6-times the clinical exposure at the MRHD.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Powder

Citric acid monohydrate (E330)

Sodium citrate (E331)

Polysorbate 80 (E433)

Sucrose

Solvent

Water for injections
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6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3 Shelflife
Unopened vial
3 years

After reconstitution

Biochemical and biophysical in-use stability has been demonstrated for 4 hours at 30 °C.

From a microbiological point of view, the medicinal product should be used immediately or no longer
than 4 hours after reconstitution.

If not used immediately, in-use storage times and conditions prior to use are the responsibility of the
user.

6.4 Special precautions for storage

Store in a refrigerator (2 °C — 8 °C). Do not freeze.
Store in the original package in order to protect from light.

For storage conditions after reconstitution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

Winrevair 45 mg powder and solvent for solution for injection

2 mL capacity, type I glass vial sealed with a bromobutyl rubber stopper with polymer coating and
aluminium seal with lime polypropylene flip-off cap containing 45 mg of sotatercept.

Prefilled syringe (type I glass cartridge closed with a bromobutyl rubber stopper) with 1 mL of
solvent.

Winrevair 60 mg powder and solvent for solution for injection

2 mL capacity, type I glass vial sealed with a bromobutyl rubber stopper with polymer coating and
aluminium seal with burgundy polypropylene flip-off cap containing 60 mg of sotatercept.

Prefilled syringe (type I glass cartridge closed with a bromobutyl rubber stopper) with 1.3 mL of
solvent.

Winrevair powder and solvent for solution for injection is available as the following pack sizes:

- Kits containing 1 vial with 45 mg powder, 1 prefilled syringe with 1.0 mL solvent, 1 dosing
syringe with 0.1 mL graduations, 1 vial adaptor (13 mm), 1 needle for injection and 4 alcohol
wipes.

- Kits containing 2 vials with 45 mg powder, 2 prefilled syringes with 1.0 mL solvent, 1 dosing
syringe with 0.1 mL graduations, 2 vial adaptors (13 mm), 1 needle for injection and 8 alcohol
wipes.

- Kits containing 1 vial with 60 mg powder, 1 prefilled syringe with 1.3 mL solvent, 1 dosing
syringe with 0.1 mL graduations, 1 vial adaptor (13 mm), 1 needle for injection and 4 alcohol
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wipes.

- Kits containing 2 vials with 60 mg powder, 2 prefilled syringes with 1.3 mL solvent, 1 dosing
syringe with 0.1 mL graduations, 2 vial adaptors (13 mm), 1 needle for injection and 8 alcohol
wipes.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling

Selecting the appropriate product kit

If a patient’s weight requires the use of two 45 mg or two 60 mg vials, a 2-vial kit should be used
instead of two 1-vial kit to eliminate the need for multiple injections (see section 6.5).

Reconstitution and administration instructions

Winrevair powder and solvent for solution for injection should be reconstituted before use and
administered as a single injection according to patient weight (see section 4.2).

See the separate Instructions for Use booklet provided in the kit for detailed step by step instructions
on how to prepare and administer the medicinal product. An overview of the reconstitution and
administration instructions is provided below.

Reconstitution

- Remove the kit from the refrigerator and wait 15 minutes to allow the prefilled syringe(s) and
medicinal product to come to room temperature prior to preparation.

- Check the vial to ensure the medicinal product is not expired. The powder should be white to
off-white and may look like a whole or broken up cake.

- Remove the lid from the vial containing the powder and swab the rubber stopper with an
alcohol wipe.

- Attach the vial adaptor to the vial.

- Visually inspect the prefilled syringe for any damage or leaks and the sterile water inside to
ensure there are no visible particles.

- Break off the cap of the prefilled syringe and attach the syringe to the vial adaptor.

- Inject all of the sterile water from the attached syringe into the vial containing the powder:

e The prefilled syringe provided with the vial 45 mg contains 1.0 mL of sterile water.

e The prefilled syringe provided with the vial 60 mg contains 1.3 mL of sterile water.
After reconstitution, the 45 mg vial can only provide up to a dose of 0.9 mL of medicinal
product and the 60 mg vial can only provide up to a dose of 1.2 mL of medicinal product. The
final concentration after reconstitution is 50 mg/mL.

- Gently swirl the vial to reconstitute the medicinal product. Do not shake or vigorously agitate.

- Allow the vial to stand for up to 3 minutes to allow bubbles to disappear.

- Visually inspect the reconstituted solution. When properly mixed, the reconstituted solution
should be clear to opalescent and colourless to slightly brownish-yellow, and should not have
clumps or powder.

- Unscrew the syringe from the vial adaptor and discard the emptied syringe into a sharps
container.

- If prescribed a 2-vial kit, repeat the steps within this section to prepare the second vial.

- Use the reconstituted solution as soon as possible, but no later than 4 hours after reconstitution.

Dosing syringe preparation

- Before preparing the dosing syringe, visually inspect the reconstituted solution. The
reconstituted solution should be clear to opalescent and colourless to slightly brownish-yellow,
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and should not have clumps or powder.
Swab the vial adaptor with an alcohol wipe.
Remove the dosing syringe from its packaging and attach the syringe to the vial adaptor.
Turn the syringe and vial upside-down and withdraw the appropriate volume for injection,
based on the patient’s weight.
e [f the dose amount requires the use of two vials, withdraw the entire contents of the first
vial and slowly transfer the entire contents into the second vial, to ensure dose accuracy.
e Turn the syringe and vial upside-down and withdraw the required amount of medicinal
product.
If necessary, push the plunger in to remove excess medicinal product or air from the syringe.
Remove the syringe from the vial adaptor and attach the needle.

Administration
Winrevair is to be administered as a single subcutaneous injection.

Select the injection site on the abdomen (at least 5 cm away from navel), upper thigh, or upper

arm and swab with an alcohol wipe. Select a new site for each injection that is not scarred,

tender, or bruised.

o For administration by the patient or caregiver, train them to inject only in the abdomen or
upper thigh (see “Instructions for Use” booklet).

Perform subcutaneous injection.

Discard the emptied syringe into a sharps container. Do not reuse the syringe.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

See section 4.4 for instructions on the traceability of biological medicinal products.

7.

MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

8.

MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1850/001
EU/1/24/1850/002
EU/1/24/1850/003
EU/1/24/1850/004

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 https://www.ema.europa.eu.
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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
Winrevair 45 mg powder for solution for injection

Winrevair 60 mg powder for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Winrevair 45 mg powder for solution for injection

Each vial contains 45 mg of sotatercept. After reconstitution, each mL of solution contains 50 mg
sotatercept.

Winrevair 60 mg powder for solution for injection

Each vial contains 60 mg of sotatercept. After reconstitution, each mL of solution contains 50 mg
sotatercept.

Sotatercept is a recombinant homodimeric fusion protein consisting of the extracellular domain of
human activin receptor type IIA (ActRIIA) linked to the Fc domain of human IgG1, produced in
Chinese Hamster Ovary (CHO) cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for solution for injection (powder for injection).

White to off-white powder.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Winrevair, in combination with other pulmonary arterial hypertension (PAH) therapies, is indicated
for the treatment of PAH in adult patients with WHO Functional Class (FC) II to III, to improve
exercise capacity (see section 5.1).

4.2 Posology and method of administration

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

Winrevair is administered once every 3 weeks as a single subcutaneous injection according to patient
weight.

Recommended starting dose
Haemoglobin (Hgb) and platelet count should be obtained prior to the first dose (see section 4.4).
Initiation of treatment is contraindicated if platelet count is consistently < 50 x 10°/L (see section 4.3).

Treatment is initiated with a single dose of 0.3 mg/kg (see Table 1).

Table 1: Injection volume for dose of 0.3 mg/kg

Patient weight range (kg) Injection volume Pack type
(mL)*

30.0 —40.8 0.2

40.9-57.4 0.3

57.5-74.1 0.4

74.2 —90.8 0.5 Pack containing
90.9-107.4 0.6 1 x 45 mg vial
107.5-124.1 0.7
124.2 — 140.8 0.8
140.9 - 157.4 0.9
157.5-174.1 1.0 Pack containing
174.2 —180.0 1.1 1 x 60 mg vial

*The concentration of the reconstituted solution is 50 mg/mL (see section 6.6)

Recommended target dose

Three weeks after a single starting dose of 0.3 mg/kg, the dose should be escalated to the
recommended target dose of 0.7 mg/kg after verifying acceptable Hgb and platelet count (see
section 4.2 “Dose adjustments due to increase in haemoglobin or decreased platelet count”).
Treatment should be continued at 0.7 mg/kg every 3 weeks unless dose adjustments are required.
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Table 2: Injection volume for dose of 0.7 mg/kg

Patient weight range (kg) Injection Pack type
volume
(mL)*
30.0-31.7 0.4
31.8—-38.9 0.5
39.0-46.0 0.6 Pack containing
46.1 -53.2 0.7 1 x 45 mg vial
53.3-60.3 0.8
60.4—-67.4 0.9
67.5-74.6 1.0

Pack containing

18859 E 1% 60 mg vi
89.0 - 96.0 1.3
96.1 —103.2 1.4
103.3-110.3 1.5 Pack containing
1104-1174 1.6 2 x 45 mg vials
117.5-124.6 1.7
124.7-131.7 1.8
131.8-138.9 1.9
139.0 — 146.0 2.0
146.1 —153.2 2.1 Pack containing
153.3-160.3 2.2 2 x 60 mg vials
160.4 —167.4 2.3
167.5 and above 2.4

*The concentration of the reconstituted solution is 50 mg/mL (see section 6.6)

Dose adjustments due to increase in haemoglobin or decreased platelet count

Hgb and platelet count should be monitored for the first 5 doses, or longer if values are unstable.
Thereafter, Hgb and platelet count should be verified every 3 to 6 months and the dose adjusted if
necessary (see sections 4.4 and 4.8).

Treatment should be delayed for 3 weeks (i.e., one dose delay) if any of the following occur:
e Hgb increases > 1.24 mmol/L (2 g/dL) from the previous dose and is above the ULN.
e Hgb increases > 2.48 mmol/L (4 g/dL) from baseline.
e Hgb increases > 1.24 mmol/L (2 g/dL) above ULN.
e Platelet count decreases < 50 x 10%/L.

Hgb and platelet count should be obtained again before reinitiating treatment.

For treatment delays lasting > 9 weeks, treatment should be restarted at 0.3 mg/kg, and the dose should
be escalated to 0.7 mg/kg after verifying acceptable Hgb and platelet count.

For treatment delays lasting > 9 weeks due to platelet counts consistently < 50 x 10°/L, the physician
should carry out a benefit/risk re-evaluation for the patient before reinitiating treatment.

Missed dose
If a dose is missed, administer as soon as possible. If the missed dose is not taken within 3 days of the
scheduled date, adjust the schedule to maintain 3-week dosing intervals.

Elderly
No dose adjustment is required in elderly patients > 65 years old (see section 5.2).
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Renal impairment

No dose adjustment is required based on renal impairment (see section 5.2). Sotatercept has not been
studied in PAH patients with severe renal impairment (estimated glomerular filtration rate (¢GFR)
<30 mL/min/1.73m?).

Hepatic impairment
No dose adjustment is required based on hepatic impairment (Child-Pugh Classification A to C).
Sotatercept has not been studied in patients with hepatic impairment (see section 5.2).

Paediatric population
The safety and efficacy of Winrevair in children and adolescents below 18 years of age have not yet

been established. No data are available (see section 5.3).

Method of administration

Winrevair is for single use only.

It should be reconstituted before use. The reconstituted medicinal product is a clear to opalescent and
colourless to slightly brownish-yellow solution.

Winrevair should be administered by subcutaneous injection in the abdomen (at least 5 cm away from
navel), upper arm, or upper thigh. It should not be injected into sites that are scarred, tender, or
bruised. The same injection site should not be used on two consecutive injections.

Refer to section 6.6 for instructions on the proper preparation and administration of Winrevair.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Patients with platelet counts consistently < 50 x 10°/L before initiating treatment.

4.4 Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.

Erythrocytosis

Increases in Hgb have been observed in patients during treatment with sotatercept. Severe
erythrocytosis may increase the risk of thromboembolic events and hyperviscosity syndrome. Use
caution in patients with erythrocytosis who are at increased risk of thromboembolic events. Hgb
should be monitored before each dose for the first 5 doses, or longer if values are unstable, and every 3
to 6 months thereafter to determine if dose adjustments are required (see sections 4.2 and 4.8).

Severe thrombocytopenia

Decreased platelet count has been observed in some patients taking sotatercept including severe
thrombocytopenia (platelet count < 50 x 10%/L). Thrombocytopenia was reported more frequently in
patients also receiving prostacyclin infusion (21.5%) compared to patients not receiving prostacyclin
infusion (3.1%) (see section 4.8). Severe thrombocytopenia may increase the risk of bleeding events.
Platelet count should be monitored before each dose for the first 5 doses, or longer if values are
unstable, and every 3 to 6 months thereafter to determine whether dose adjustments are required (see
section 4.2).
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Serious bleeding

In clinical studies, serious bleeding events (including gastrointestinal, intracranial haemorrhage) have
been observed in 4.3% of patients during treatment with sotatercept (see section 4.8).

Patients with serious bleeding events were more likely to be on prostacyclin background therapy
and/or antithrombotic agents, have low platelet count, or be 65 years of age or older. Patients should
be advised about any signs and symptoms of blood loss. A physician should evaluate and treat
bleeding events accordingly. Sotatercept should not be administered if the patient is experiencing a
serious bleeding event.

Limitation of the clinical data

The clinical studies did not include participants with human immunodeficiency virus (HIV)-, portal
hypertension-, schistosomiasis-, or pulmonary veno occlusive disease (PVOD)-associated PAH.

Excipients with known effect

This medicinal product contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium free’.

This medicinal product contains 0.20 mg of polysorbate 80 in each mL of reconstituted solution.
Polysorbates may cause allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed.
4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Pregnancy testing is recommended for women of childbearing potential before starting treatment.
Women of childbearing potential should use effective contraception during treatment and for at least
4 months after the last dose if treatment is discontinued (see section 5.3).

Pregnancy
There are no data from the use of sotatercept in pregnant women. Studies in animals have shown
reproductive toxicity (increases in post-implantation losses, reduction in foetal body weights, and

delays in ossification) (see section 5.3).

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

Breast-feeding

It is unknown whether sotatercept/metabolites are excreted in human milk. A risk to newborns/infants
cannot be excluded.

Breast-feeding should be discontinued during treatment and for 4 months after the last dose of
treatment.

Fertility

Based on findings in animals, sotatercept may impair female and male fertility (see section 5.3).
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4.7 Effects on ability to drive and use machines
Sotatercept has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of safety profile

The most frequently reported adverse reactions were headache (24.5%), epistaxis (22.1%),
telangiectasia (16.6%), diarrhoea (15.3%), dizziness (14.7%), rash (12.3%), and thrombocytopenia
(10.4%).

The most frequently reported serious adverse reactions were thrombocytopenia (< 1%) and epistaxis
(< 1%).

The most common adverse reactions leading to discontinuation were epistaxis and telangiectasia.

Tabulated list of adverse reactions

The safety of sotatercept was evaluated in the pivotal study STELLAR, a placebo-controlled study of
163 patients with PAH treated with sotatercept (see section 5.1). The median duration of treatment
with sotatercept was 313 days.

The adverse reactions reported with sotatercept are listed in the table below by MedDRA system organ
class and by frequency. Frequencies are defined as very common (> 1/10), common (> 1/100 to
< 1/10), uncommon (> 1/1 000 to < 1/100), rare (> 1/10 000 to < 1/1 000), and very rare (< 1/10 000).

Table 3: Adverse reactions

System organ class Frequency Adverse reaction
Blood and lymphatic system Very common Thrombocytopenia'-
disorders Increased haemoglobin!
Nervous system disorders Very common Dizziness
Headache

Respiratory, thoracic and mediastinal | Very common Epistaxis
disorders
Gastrointestinal disorders Very common Diarrhoea

Common Gingival bleeding
Skin and subcutaneous tissue Very common Telangiectasia!
disorders Rash

Common Erythema
General disorders and administration | Common Injection site pruritus
site conditions
Investigations Common Increased blood pressure'-?

I See description of selected adverse reactions
2 Includes ‘thrombocytopenia’ and ‘platelet count decreased’
3 Includes ‘hypertension’, ‘blood pressure diastolic increased’ and ‘blood pressure increased’

Description of selected adverse reactions

Increased haemoglobin

In STELLAR, adverse reactions of increased Hgb (‘haemoglobin increased’ and ‘polycythaemia’)
were reported in 8.6% of patients taking sotatercept. Based on laboratory data, moderate elevations in
Hgb (> 1.24 mmol/L (2 g/dL) above ULN) occurred in 15.3% of patients taking sotatercept. Increases
in Hgb were managed by dose adjustments (see sections 4.2 and 4.4).
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Thrombocytopenia

Thrombocytopenia (‘thrombocytopenia’ and ‘platelet count decreased’) was reported in 10.4% of
patients taking sotatercept. Severe reduction in platelet count < 50 x 10%/L occurred in 2.5% of patients
taking sotatercept. Thrombocytopenia was reported more frequently in patients also receiving
prostacyclin infusion (21.5%) compared to patients not receiving prostacyclin infusion (3.1%).
Thrombocytopenia was managed by dose adjustments (see sections 4.2 and 4.4).

Telangiectasia
Telangiectasia was observed in 16.6% of patients taking sotatercept. The median time to onset was
18.6 weeks. Discontinuations of treatment due to telangiectasia were 1% in the sotatercept group.

Increased blood pressure

Increased blood pressure was reported in 4.3% of patients taking sotatercept. In patients taking
sotatercept, mean systolic blood pressure increased from baseline by 2.2 mmHg and diastolic blood
pressure increased by 4.9 mmHg at 24 weeks.

Elderly

With the exception of bleeding events (a collective group of adverse events of clinical interest), there
were no differences in safety between the < 65-year-old and > 65-year-old subgroups. Bleeding events
occurred more commonly in the older sotatercept subgroup (52% vs 31.9% in patients < 65-year-old);
however, there was no notable imbalance between age categories for any specific bleeding event.
Serious bleeding occurred in 3.6% of patients < 65-year-old and in 8.0% of patients > 65-year-old
taking sotatercept.

Long-term safety data

Long-term safety data are available from pooled phase 2 and phase 3 clinical studies (n=431). The
median duration of exposure was 657 days. The safety profile was generally similar to that observed in
the pivotal STELLAR study.

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

In a phase 1 healthy volunteer study, one participant dosed at 1 mg/kg of sotatercept experienced
increased Hgb associated with symptomatic hypertension that improved with phlebotomy.

In the event of overdose in a patient with PAH, increases in Hgb and blood pressure should be closely

monitored, and supportive care should be provided as appropriate (see sections 4.2 and 4.4).
Sotatercept is not dialyzable during haemodialysis.

5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antihypertensives, antihypertensives for pulmonary arterial hypertension.
ATC code: C02KX06
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Mechanism of action

Sotatercept is an activin signalling inhibitor with high selectivity for Activin-A, a dimeric glycoprotein
which belongs to the transforming growth factor-p (TGF-B) superfamily of ligands. Activin-A binds to
the activin receptor type IIA (ActRIIA) regulating key signalling for inflammation, cell proliferation,
apoptosis, and tissue homeostasis.

Activin-A levels are increased in PAH patients. Activin binding to ActRIIA promotes proliferative
signalling while there is a decrease in anti-proliferative bone morphogenetic protein receptor type II
(BMPRII) signalling. The imbalance of ActRIIA-BMPRII signalling underlying PAH results in
vascular cell hyperproliferation, causing pathological remodelling of the pulmonary arterial wall,
narrowing the arterial lumen, increasing pulmonary vascular resistance, and leads to increased
pulmonary artery pressure and right ventricular dysfunction.

Sotatercept consists of a recombinant homodimeric activin receptor type IIA-Fc (ActRIIA-Fc) fusion
protein, which acts as a ligand trap that scavenges excess Activin-A and other ligands for ActRIIA to
inhibit activin signalling. As a result, sotatercept rebalances the pro-proliferative (ActRIIA/Smad2/3-
mediated) and anti-proliferative (BMPRII/Smad1/5/8-mediated) signalling to modulate vascular
proliferation.

Pharmacodynamic effects

A phase 2 clinical study (PULSAR) assessed pulmonary vascular resistance (PVR) in patients with
PAH after 24 weeks of treatment with sotatercept. The decrease from baseline in PVR was
significantly greater in the sotatercept 0.7 mg/kg and 0.3 mg/kg groups compared with the placebo
group. The placebo-adjusted least squares (LS) mean difference from baseline

was -269.4 dyn*sec/cm® (95% CI: -365.8, -173.0) for the sotatercept 0.7 mg/kg group

and -151.1 dyn*sec/cm® (95% CI: -249.6, -52.6) for the sotatercept 0.3 mg/kg group.

In rat models of PAH, a sotatercept analogue reduced expression of pro-inflammatory markers at the
pulmonary arterial wall, reduced leucocyte recruitment, inhibited proliferation of endothelial and
smooth muscle cells, and promoted apoptosis in diseased vasculature. These cellular changes were
associated with thinner vessel walls, reversed arterial and right ventricular remodelling, and improved
haemodynamics.

Clinical efficacy and safety

The efficacy of sotatercept was evaluated in adult patients with PAH in the pivotal STELLAR study.
STELLAR was a double-blind, placebo-controlled, multicentre, parallel-group clinical study in which
323 patients with PAH (WHO Group 1 Functional Class II or III) were randomised 1:1 to sotatercept
(starting dose 0.3 mg/kg escalated to target dose 0.7 mg/kg) (n=163) or placebo (n=160) administered
subcutaneously once every 3 weeks. Patients continued their treatment assignment in the long-term
double-blind treatment period until all patients completed Week 24.

Participants in this study were adults with a median age of 48.0 years (range: 18 to 82 years), of which
16.7% were > 65 years of age. Median weight was 68.2 kg (range: 38.0 to 141.3 kg); 89.2% of
participants were White, and 79.3% were not Hispanic or Latino; and 79.3% were female. The most
common PAH aetiologies were idiopathic PAH (58.5%), heritable PAH (18.3%), and PAH associated
with connective tissue diseases (14.9%), PAH associated with simple congenital heart disease with
repaired systemic-to-pulmonary shunts (5%), or drug or toxin-induced PAH (3.4%). The mean time
since PAH diagnosis to screening was 8.76 years.

Most participants were receiving either triple (61.3%) or double (34.7%) background PAH therapy,
and more than one-third (39.9%) were receiving prostacyclin infusions. The proportions of
participants in WHO FC II was 48.6% and in WHO FC III was 51.4%. The STELLAR study excluded
patients diagnosed with HIV-associated PAH, PAH associated with portal hypertension,
schistosomiasis-associated PAH, and PVOD.
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The primary efficacy endpoint was the change from baseline at Week 24 in 6-Minute Walk Distance
(6MWD). In the sotatercept treatment group, the median of the placebo-adjusted change in 6 MWD
from baseline at Week 24 was 40.8 meters (95% CI: 27.5, 54.1; p < 0.001). The median of the
placebo-adjusted changes in 6MWD at Week 24 were also evaluated in subgroups. The treatment
effect was consistent across the different subgroups including sex, PAH diagnostic group, background
therapy at baseline, prostacyclin infusion therapy at baseline, WHO FC, and baseline PVR.

The secondary endpoints included improvements in multicomponent improvement (MCI), PVR, N-
terminal pro-B-type natriuretic peptide (NT-proBNP), WHO FC, time to death or first occurrence of
clinical worsening events.

MCI was a pre-defined endpoint measured by the proportion of patients achieving all three of the
following criteria at Week 24 relative to baseline: improvement in 6MWD (increase > 30 m),
improvement in NT-proBNP (decrease in NT-proBNP > 30% or maintenance/achievement of NT-
proBNP level < 300 ng/L), and improvement in WHO FC or maintenance of WHO FC II.

Disease progression was measured by the time to death or first occurrence of a clinical worsening
event. Clinical worsening events included worsening-related listing for lung and/or heart transplant,
need to initiate rescue therapy with an approved background PAH therapy or the need to increase the
dose of infusion prostacyclin by > 10%, need for atrial septostomy, hospitalisation for worsening PAH
(> 24 hours), or deterioration of PAH (worsened WHO FC and decrease in 6 MWD > 15% with both
events occurring at the same time or different times). Clinical worsening events and death were
captured until the last patient completed the Week 24 visit (data up to the data cutoff; median duration
of exposure 33.6 weeks).

At Week 24, 38.9% of sotatercept-treated patients showed improvement in MCI versus 10.1% in the
placebo group (p < 0.001). The median treatment difference in PVR between sotatercept and placebo
group was -234.6 dyn*sec/cm® (95% CI: -288.4, -180.8; p <0.001). The median treatment difference in
NT-proBNP between the sotatercept and placebo groups was -441.6 pg/mL (95% CI: -573.5, -309.6;

p <0.001). Improvement in WHO FC from baseline occurred in 29% of patients in sotatercept versus
13.8% in placebo (p < 0.001).

Treatment with sotatercept resulted in an 82% reduction (HR 0.182, 95% CI: 0.075, 0.441; p <0.001)
in the occurrence of death or clinical worsening events compared to placebo (see Table 4). The
treatment effect of sotatercept versus placebo started by Week 10 and continued for the duration of the
study.
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Table 4: Death or clinical worsening events

Placebo Sotatercept
(N=160) (N=163)
Total number of subjects who experienced death or at least 29 (18.1) 7(4.3)
one clinical worsening event, n (%)
IAssessment of death or first occurrence of clinical worsening
events*, n (%)
Death 6 (3.8) 2(1.2)
Worsening-related listing for lung and/or heart transplant 1(0.6) 1(0.6)
Need for atrial septostomy 0(0.0) 0(0.0)
PAH-specific hospitalisation (=24 hours) 8 (5.0) 0(0.0)
Deterioration of PAH' 15(9.4) 4 (2.5)

* A subject can have more than one assessment recorded for their first event of clinical worsening. There were 2 participants
receiving placebo and no participant receiving sotatercept who had more than one assessment recorded for their first event of
clinical worsening. This analysis excluded the component “need to initiate rescue therapy with an approved PAH therapy or need to
increase the dose of infusion prostacyclin by 10% or more”.

T Deterioration of PAH is defined by both of the following events occurring at any time, even if they began at different times, as
compared to their baseline values: (a) Worsened WHO functional class (II to 111, III to IV, Il to IV, etc.); and (b) Decrease in
6MWD by > 15% (confirmed by two 6MWTs at least 4 hours apart but no more than one week).

N = number of subjects in FAS population; n = number of subjects in the category. Percentages are calculated as (n/N)*100.

Immunogenicity

At Week 24 in STELLAR, anti-drug antibodies (ADA) were detected in 44/163 (27%) of patients
taking sotatercept. Among these 44 patients, 12 tested positive for neutralising antibodies against
sotatercept. No evidence of ADA impact on pharmacokinetics, efficacy or safety was observed.

Paediatric population

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

5.2 Pharmacokinetic properties

In patients with PAH, the geometric mean (%Coefficient of variation (CV %)) steady-state AUC and
steady-state peak concentration (Cmax) at the dose of 0.7 mg/kg every 3 weeks were 171.3 megxd/mL
(34.2%) and 9.7 mecg/mL (30%), respectively. Sotatercept AUC and Crax increase proportionally with
dose. Steady state is achieved after approximately 15 weeks of treatment. The accumulation ratio of
sotatercept AUC was approximately 2.2.

Absorption

The subcutaneous (SC) formulation has an absolute bioavailability of approximately 66% based on
population pharmacokinetics analysis. The maximum sotatercept concentration is achieved at a
median time to peak drug concentration (Tmax) of approximately 7 days (range from 2 to 8 days) after
multiple dosing every 4 weeks.

Distribution

The central volume of distribution (CV%) of sotatercept is approximately 3.6 L (24.7%). The
peripheral volume of distribution (CV%) is approximately 1.7 L (73.3%)).
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Biotransformation

Sotatercept is catabolised by general protein degradation processes.
Elimination

Sotatercept clearance is approximately 0.18 L/day. The geometric mean terminal half-life (CV%) is
approximately 21 days (33.8%).

Specific populations

Age, sex, and ethnic origin

No clinically significant differences in sotatercept pharmacokinetics (PK) were observed based on age
(18 to 81 years of age), sex, or ethnic origin (82.9% Caucasian, 3.1% Black, 7.1% Asian, and 6.9%
other).

Body weight
The clearance and central volume of distribution of sotatercept increase with increasing body weight.
The recommended weight-based dosing regimen results in consistent sotatercept exposures.

Renal impairment

Sotatercept pharmacokinetics was comparable in PAH patients with mild to moderate renal
impairment (eGFR ranging from 30 to 89 mL/min/1.73m?) to those with normal renal function

(eGFR >90 mL/min/1.73m?). Additionally, sotatercept PK is comparable between non-PAH end-stage
renal disease (ESRD) patients and patients with normal renal function. Sotatercept is not dialyzable
during haemodialysis. Sotatercept has not been studied in PAH patients with severe renal impairment
(eGFR <30 mL/min/1.73m?).

Hepatic impairment

Sotatercept has not been studied in PAH patients with hepatic impairment (Child-Pugh Classification
A to C). Hepatic impairment is not expected to influence sotatercept metabolism since sotatercept is
metabolised via cellular catabolism.

5.3 Preclinical safety data

No carcinogenicity or mutagenicity studies have been conducted with sotatercept.

Repeat dose toxicity

In rats and monkeys, the longest SC toxicity studies were 3 months and 9 months in duration,
respectively. In rats, adverse findings included efferent duct/testicular degeneration, adrenal gland
congestion/necrosis, and membranoproliferative glomerulonephritis and tubulointerstitial nephritis in
the kidneys. Kidney changes were not reversible following a 1-month recovery period. In monkeys,
adverse changes included increased interstitial matrix at the corticomedullary junction, decreased
glomerular tuft size, glomerulonephritis and tubulointerstitial nephritis in the kidney. Kidney changes
in monkeys partially resolved following a 3-month recovery period. At the no observed adverse effect
level (NOAEL) in rats and monkeys, sotatercept exposures were <2-times the clinical exposure at the
maximum recommended human dose (MRHD). Other findings that occurred at clinical exposure
margins in monkeys included hepatic inflammatory infiltrates, lymphoid depletion in spleen, and
inflammatory infiltrates in the choroid plexus.

Reproductive toxicity

In a female fertility study, oestrous cycle duration was increased, pregnancy rates were decreased,
there were increases in pre-implantation and post-implantation loss and reductions in live litter size. At
the NOAEL for female fertility endpoints, sotatercept exposure was 2-times the clinical AUC at the
MRHD.
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In males, there were non-reversible histologic changes in the efferent ducts, testes, and epididymides.
Histomorphologic changes in rat testes correlated to decreased fertility index that reversed during the
13-week treatment-free period. A NOAEL for testicular histologic changes was not established and the
NOAEL for male fertility functional changes provides a systemic exposure 2-times the clinical
exposure at the MRHD.

In embryo-fetal developmental toxicity studies, effects in rats and rabbits included reductions in
numbers of live foetuses and fetal body weights, delays in ossification, and increases in resorptions
and post-implantation losses. In rats only, there were also skeletal variations (increased number of
supernumerary ribs and changes in the number of thoracic or lumbar vertebrae). At the NOAEL in rats
and rabbits, sotatercept exposures were 2-times and 0.4-times, respectively, the clinical exposure at the
MRHD.

In a pre- and postnatal development study in rats, no sotatercept related adverse effects were observed
in first filial generation (F1) pups from dams dosed during gestation at estimated exposures up to 2-
times the MRHD. In F1 pups from dams dosed during lactation, decreases in pup weight correlated
with delays in sexual maturation. The NOAEL for effects on growth and maturation in pups provides a
systemic exposure 0.6-times the clinical exposure at the MRHD.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Powder

Citric acid monohydrate (E330)

Sodium citrate (E331)

Polysorbate 80 (E433)

Sucrose

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3 Shelf life

Unopened vial

3 years

After reconstitution

Biochemical and biophysical in-use stability has been demonstrated for 4 hours at 30 °C.

From a microbiological point of view, the medicinal product should be used immediately or no longer
than 4 hours after reconstitution.

If not used immediately, in-use storage times and conditions prior to use are the responsibility of the
user.

6.4 Special precautions for storage

Store in a refrigerator (2 °C — 8 °C). Do not freeze.
Store in the original package in order to protect from light.
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For storage conditions after reconstitution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

Winrevair 45 mg powder for solution for injection

2 mL capacity, type I glass vial sealed with a bromobutyl rubber stopper with polymer coating and
aluminium seal with lime polypropylene flip-off cap containing 45 mg of sotatercept.

Winrevair 60 mg powder for solution for injection

2 mL capacity, type I glass vial sealed with a bromobutyl rubber stopper with polymer coating and
aluminium seal with burgundy polypropylene flip-off cap containing 60 mg of sotatercept.

Winrevair powder for solution for injection is available as the following pack sizes:

- Pack containing 1 vial with 45 mg powder

- Pack containing 2 vials with 45 mg powder

- Pack containing 1 vial with 60 mg powder

- Pack containing 2 vials with 60 mg powder
Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling

Selecting the appropriate product pack

If a patient’s weight requires the use of two 45 mg or two 60 mg vials, a 2-vial pack should be used
instead of two 1-vial pack to eliminate the need for multiple injections (see section 6.5).

Reconstitution and administration instructions

Winrevair powder for solution for injection should be reconstituted before use and administered as a
single injection according to patient weight (see section 4.2).

Reconstitution
- Remove the pack from the refrigerator and wait 15 minutes to allow the medicinal product to
come to room temperature prior to preparation.
- Check the vial to ensure the medicinal product is not expired. The powder should be white to
off-white and may look like a whole or broken up cake.
- Remove the lid from the vial containing the powder and swab the rubber stopper with an
alcohol wipe.
- Reconstitute the content of the vial with sterile water:
e For each vial of Winrevair 45 mg, inject 1.0 mL of sterile water
e For each vial of Winrevair 60 mg, inject 1.3 mL of sterile water
After reconstitution, the 45 mg vial can only provide up to a dose of 0.9 mL of medicinal
product and the 60 mg vial can only provide up to a dose of 1.2 mL of medicinal product. The
final concentration after reconstitution is 50 mg/mL.
- Gently swirl the vial to reconstitute the medicinal product. Do not shake or vigorously agitate.
- Allow the vial to stand for up to 3 minutes to allow bubbles to disappear.
- Visually inspect the reconstituted solution. When properly mixed, the reconstituted solution
should be clear to opalescent and colourless to slightly brownish-yellow, and should not have
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clumps or powder.
- If prescribed a 2-vial pack, repeat the steps within this section to prepare the second vial.
- Use the reconstituted solution as soon as possible, but no later than 4 hours after reconstitution.

Administration

Winrevair is to be administered as a single subcutaneous injection.

- Before preparing the dosing syringe, visually inspect the reconstituted solution. The
reconstituted solution should be clear to opalescent and colourless to slightly brownish-yellow,
and should not have clumps or powder.

- Withdraw the appropriate volume for injection from one or two vials, based on the patient’s
weight.

- Select the injection site on the abdomen (at least 5 cm away from navel), upper thigh, or upper
arm and swab with an alcohol wipe. Select a new site for each injection that is not scarred,
tender, or bruised.

- Perform subcutaneous injection.

- Discard the emptied syringe into a sharps container. Do not reuse the syringe.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

See section 4.4 for instructions on the traceability of biological medicinal products.

7. MARKETING AUTHORISATION HOLDER
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/24/1850/005

EU/1/24/1850/006

EU/1/24/1850/007

EU/1/24/1850/008

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 https://www.ema.europa.eu.
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A.  MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Abbvie Bioresearch Center
100 Research Drive
Worcester, MA 01605
USA

Name and address of the manufacturer responsible for batch release

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic safety update reports (PSURs)

The requirements for submission of PSURs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢c(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

o Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
e At the request of the European Medicines Agency;
e Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING - OUTER CARTON

Kit with one 45 mg vial

1. NAME OF THE MEDICINAL PRODUCT

Winrevair 45 mg powder and solvent for solution for injection
sotatercept

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 45 mg of sotatercept. The concentration of the reconstituted solution is 50 mg/mL
and 0.9 mL can be withdrawn.

3. LIST OF EXCIPIENTS

Excipients: citric acid monohydrate (E330), sodium citrate (E331), polysorbate 80 (E433), sucrose,
water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

1 vial 45 mg (powder), 1 prefilled syringe (solvent), 1 vial adaptor, 1 dosing syringe, 1 needle,
4 alcohol wipes

45 mg

—
—

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet and booklet before use.
For single use only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), [IF NECESSARY
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8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C = 8 °C). Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1850/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Winrevair 45 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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19. OTHER - PARTICULARS TO APPEAR ON THE INNER FLAP OF THE CARTON

Top tray
Items in top tray are for mixing the medicine.

A Medicine vial

B Prefilled syringe (solvent)
C Vial adaptor

F Alcohol wipes

. J

Lift here

Lift here

N :
Bottom tray

Items in bottom tray are for injecting the medicine.

D Needle
E Dosing syringe for injection

F Alcohol wipes

D Lift here
(. : F
Lift here

N

Important: Do not use Winrevair until your healthcare professional has shown you or your caregiver
the right way to prepare and inject this medicine. Please read the Instructions for Use before using
Winrevair.
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MINIMUM PARTICULARS TO APPEAR ON TOP TRAY OF THE CARTON

Kit with one 45 mg vial

’ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

| 4. BATCH NUMBER

‘ S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

mOw

Lift here
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MINIMUM PARTICULARS TO APPEAR ON BOTTOM TRAY OF THE CARTON

Kit with one 45 mg vial

’ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

| 4. BATCH NUMBER

‘ S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

o g

Lift here
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MINIMUM PARTICULARS TO APPEAR ON VIAL LABEL

Kit with one 45 mg vial

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Winrevair 45 mg powder for injection
sotatercept
SC

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

45 mg

6. OTHER

MSD
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MINIMUM PARTICULARS TO APPEAR ON PREFILLED SYRINGE LABEL

Kit with one 45 mg vial

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Solvent for Winrevair 45 mg

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1 mL

6. OTHER

MSD
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING - OUTER CARTON

Kit with two 45 mg vials

1. NAME OF THE MEDICINAL PRODUCT

Winrevair 45 mg powder and solvent for solution for injection
sotatercept

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 45 mg of sotatercept. The concentration of the reconstituted solution is 50 mg/mL
and 1.8 mL can be withdrawn.

3. LIST OF EXCIPIENTS

Excipients: citric acid monohydrate (E330), sodium citrate (E331), polysorbate 80 (E433), sucrose,
water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

2 vials 45 mg (powder), 2 prefilled syringes (solvent), 2 vial adaptors, 1 dosing syringe, 1 needle,
8 alcohol wipes

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet and booklet before use.
For single use only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY
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8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C = 8 °C). Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1850/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Winrevair 2 x 45 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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19. OTHER - PARTICULARS TO APPEAR ON THE INNER FLAP OF THE CARTON

Top tray
Items in top tray are for mixing the medicine.

A Medicine vial

B Prefilled syringe (solvent)
C Vial adaptor

F Alcohol wipes

Lift here

Bottom tray
Items in bottom tray are for injecting the medicine.

D Needle
E Dosing syringe for injection

F Alcohol wipes

e
il

Lift here

D

Important: Do not use Winrevair until your healthcare professional has shown you or your caregiver
the right way to prepare and inject this medicine. Please read the Instructions for Use before using
Winrevair.
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MINIMUM PARTICULARS TO APPEAR ON TOP TRAY OF THE CARTON

Kit with two 45 mg vials

’ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

| 4. BATCH NUMBER

‘ S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

Set 1
12 A
12B
12C

F

Set 2
212 A
2/2 B
2/2C

Lift here
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MINIMUM PARTICULARS TO APPEAR ON BOTTOM TRAY OF THE CARTON

Kit with two 45 mg vials

’ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

| 4. BATCH NUMBER

‘ S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

o m g

Lift here
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MINIMUM PARTICULARS TO APPEAR ON VIAL LABEL

Kit with two 45 mg vials

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Winrevair 45 mg powder for injection
sotatercept
SC

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

45 mg

6. OTHER

MSD
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MINIMUM PARTICULARS TO APPEAR ON PREFILLED SYRINGE LABEL

Kit with two 45 mg vials

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Solvent for Winrevair 45 mg

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1 mL

6. OTHER

MSD
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING - OUTER CARTON

Kit with one 60 mg vial

1. NAME OF THE MEDICINAL PRODUCT

Winrevair 60 mg powder and solvent for solution for injection
sotatercept

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 60 mg of sotatercept. The concentration of the reconstituted solution is 50 mg/mL
and 1.2 mL can be withdrawn.

3. LIST OF EXCIPIENTS

Excipients: citric acid monohydrate (E330), sodium citrate (E331), polysorbate 80 (E433), sucrose,
water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

1 vial 60 mg (powder), 1 prefilled syringe (solvent), 1 vial adaptor, 1 dosing syringe, 1 needle,
4 alcohol wipes

60 mg
=

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet and booklet before use.
For single use only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), [IF NECESSARY
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8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C — 8 °C). Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1850/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Winrevair 60 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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19. OTHER - PARTICULARS TO APPEAR ON THE INNER FLAP OF THE CARTON

Top tray
Items in top tray are for mixing the medicine.

A Medicine vial

B Prefilled syringe (solvent)
C Vial adaptor

F Alcohol wipes

. U

Lift here

Lift here

N :
Bottom tray

Items in bottom tray are for injecting the medicine.

D Needle
E Dosing syringe for injection

F Alcohol wipes

D Lift here
i : F
Lift here

N

Important: Do not use Winrevair until your healthcare professional has shown you or your caregiver
the right way to prepare and inject this medicine. Please read the Instructions for Use before using
Winrevair.
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MINIMUM PARTICULARS TO APPEAR ON TOP TRAY OF THE CARTON

Kit with one 60 mg vial

’ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

| 4. BATCH NUMBER

‘ S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

mOw

Lift here
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MINIMUM PARTICULARS TO APPEAR ON BOTTOM TRAY OF THE CARTON

Kit with one 60 mg vial

’ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

| 4. BATCH NUMBER

‘ S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

o g

Lift here
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MINIMUM PARTICULARS TO APPEAR ON VIAL LABEL

Kit with one 60 mg vial

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Winrevair 60 mg powder for injection
sotatercept
SC

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

60 mg

6. OTHER

MSD
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MINIMUM PARTICULARS TO APPEAR ON PREFILLED SYRINGE LABEL

Kit with one 60 mg vial

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Solvent for Winrevair 60 mg

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1.3mL

6. OTHER

MSD
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING - OUTER CARTON

Kit with two 60 mg vials

1. NAME OF THE MEDICINAL PRODUCT

Winrevair 60 mg powder and solvent for solution for injection
sotatercept

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 60 mg of sotatercept. The concentration of the reconstituted solution is 50 mg/mL
and 2.4 mL can be withdrawn.

3. LIST OF EXCIPIENTS

Excipients: citric acid monohydrate (E330), sodium citrate (E331), polysorbate 80 (E433), sucrose,
water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

2 vials 60 mg (powder), 2 prefilled syringes (solvent), 2 vial adaptors, 1 dosing syringe, 1 needle,
8 alcohol wipes

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet and booklet before use.
For single use only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY
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8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C — 8 °C). Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1850/004

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Winrevair 2 x 60 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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19. OTHER - PARTICULARS TO APPEAR ON THE INNER FLAP OF THE CARTON

Top tray
Items in top tray are for mixing the medicine.

A Medicine vial

B Prefilled syringe (solvent)
C Vial adaptor

F Alcohol wipes

Lift here

Bottom tray
Items in bottom tray are for injecting the medicine.

D Needle
E Dosing syringe for injection

F Alcohol wipes

Lift here

Lift here

N

Important: Do not use Winrevair until your healthcare professional has shown you or your caregiver
the right way to prepare and inject this medicine. Please read the Instructions for Use before using
Winrevair.

08NKLL 58



MINIMUM PARTICULARS TO APPEAR ON TOP TRAY OF THE CARTON

Kit with two 60 mg vials

’ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

| 4. BATCH NUMBER

‘ S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

Set 1
12 A
12B
12C

F

Set 2
212 A
2/2 B
2/2C

Lift here
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MINIMUM PARTICULARS TO APPEAR ON BOTTOM TRAY OF THE CARTON

Kit with two 60 mg vials

’ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

| 4. BATCH NUMBER

‘ S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

o m g

Lift here
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MINIMUM PARTICULARS TO APPEAR ON VIAL LABEL

Kit with two 60 mg vials

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Winrevair 60 mg powder for injection
sotatercept
SC

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

60 mg

6. OTHER

MSD
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MINIMUM PARTICULARS TO APPEAR ON PREFILLED SYRINGE LABEL

Kit with two 60 mg vials

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Solvent for Winrevair 60 mg

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1.3mL

6. OTHER

MSD

08NKLL 62



PARTICULARS TO APPEAR ON THE OUTER PACKAGING - OUTER CARTON

Pack with one 45 mg vial

1. NAME OF THE MEDICINAL PRODUCT

Winrevair 45 mg powder for solution for injection
sotatercept

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 45 mg of sotatercept. The concentration of the reconstituted solution is 50 mg/mL
and 0.9 mL can be withdrawn.

3. LIST OF EXCIPIENTS

Excipients: citric acid monohydrate (E330), sodium citrate (E331), polysorbate 80 (E433), sucrose.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder for solution for injection

1 vial 45 mg

45 mg

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet before use.
For single use only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C = 8 °C). Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1850/005

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON VIAL LABEL

Pack with one 45 mg vial

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Winrevair 45 mg powder for injection
sotatercept
SC

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

45 mg

6. OTHER

MSD
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING - OUTER CARTON

Pack with two 45 mg vials

1. NAME OF THE MEDICINAL PRODUCT

Winrevair 45 mg powder for solution for injection
sotatercept

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 45 mg of sotatercept. The concentration of the reconstituted solution is 50 mg/mL
and 1.8 mL can be withdrawn.

3. LIST OF EXCIPIENTS

Excipients: citric acid monohydrate (E330), sodium citrate (E331), polysorbate 80 (E433), sucrose.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder for solution for injection

2 vials 45 mg

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet before use.
For single use only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY
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8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C = 8 °C). Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1850/006

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

08NKLL 67



MINIMUM PARTICULARS TO APPEAR ON VIAL LABEL

Pack with two 45 mg vials

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Winrevair 45 mg powder for injection
sotatercept
SC

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

45 mg

6. OTHER

MSD
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING - OUTER CARTON

Pack with one 60 mg vial

1. NAME OF THE MEDICINAL PRODUCT

Winrevair 60 mg powder for solution for injection
sotatercept

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 60 mg of sotatercept. The concentration of the reconstituted solution is 50 mg/mL
and 1.2 mL can be withdrawn.

3. LIST OF EXCIPIENTS

Excipients: citric acid monohydrate (E330), sodium citrate (E331), polysorbate 80 (E433), sucrose

4. PHARMACEUTICAL FORM AND CONTENTS

Powder for solution for injection.

1 vial 60 mg

S—

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet before use.
For single use only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C = 8 °C). Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1850/007

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON VIAL LABEL

Pack with one 60 mg vial

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Winrevair 60 mg powder for injection
sotatercept
SC

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

60 mg

6. OTHER

MSD

08NKLL 4l



PARTICULARS TO APPEAR ON THE OUTER PACKAGING - OUTER CARTON

Pack with two 60 mg vials

1. NAME OF THE MEDICINAL PRODUCT

Winrevair 60 mg powder for solution for injection
sotatercept

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 60 mg of sotatercept. The concentration of the reconstituted solution is 50 mg/mL
and 2.4 mL can be withdrawn.

3. LIST OF EXCIPIENTS

Excipients: citric acid monohydrate (E330), sodium citrate (E331), polysorbate 80 (E433), sucrose

4. PHARMACEUTICAL FORM AND CONTENTS

Powder for solution for injection.

2 vials 60 mg

120 mg

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet before use.
For single use only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), [IF NECESSARY
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8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C = 8 °C). Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1850/008

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON VIAL LABEL

Pack with two 60 mg vials

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Winrevair 60 mg powder for injection
sotatercept
SC

’ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

60 mg

6. OTHER

MSD
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Winrevair 45 mg powder and solvent for solution for injection
Winrevair 60 mg powder and solvent for solution for injection
sotatercept

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

What Winrevair is and what it is used for

What you need to know before you use Winrevair
How to use Winrevair

Possible side effects

How to store Winrevair

Contents of the pack and other information

Sunbkwd =

1. What Winrevair is and what it is used for
Winrevair contains the active substance sotatercept.

It is used with other therapies to treat pulmonary arterial hypertension (PAH) in adults. PAH is a type
of high blood pressure in the arteries of your lungs. In PAH, these arteries get narrower, which makes
it harder for the heart to pump blood through these vessels, and leads to symptoms like fatigue,
dizziness, and difficulty breathing.

Winrevair acts on the causes of PAH responsible for the narrowing of the arteries of your lungs. This
makes it easier for the heart to pump blood to your lungs and improves your ability to be physically
active.

2. What you need to know before you use Winrevair

Do not use Winrevair

- if you are allergic to sotatercept or any of the other ingredients of this medicine (listed in
section 6).

- If the number of platelets in your blood is repeatedly very low.

Warnings and precautions

Winrevair can increase the levels of haemoglobin in your blood, decrease the number of platelets in
your blood, or increase the risk of serious bleeding.

Talk to your doctor or pharmacist before and while using Winrevair if you have:

. high levels of haemoglobin in your blood (a protein in red blood cells that carries oxygen).
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This can increase the chance of a blood clot forming that can block a blood vessel. Your doctor
will check haemoglobin levels with regular blood tests before each of your first 5 doses of
Winrevair, or longer before each dose if needed, and regularly while you are using this
medicine.

- low number of platelets in your blood (blood cells that help blood to clot).
This can cause easy bruising, continued bleeding from cuts and nosebleeds. Your doctor will
check your number of platelets with regular blood tests before each of your first 5 doses of
Winrevair, or longer before each dose if needed, and regularly while you are using this
medicine. In case the number of platelets in your blood is repeatedly very low, your doctor will
not start your treatment.

- signs and symptoms of serious bleeding:

» persistent headache *  bright red blood from vomiting or

* nausea coughing

*  weakness * persistent abdominal cramps

* black or tarry stool » severe back pain

* blood in your stool + abnormally heavy menstrual bleeding

These are signs and symptoms of serious bleeding that can happen if you take Winrevair and are
more likely to happen if you take Winrevair with certain medicines. Your doctor will inform
you on how to recognize them. Talk to your doctor if you notice any of these signs or
symptoms. Serious bleeding could lead to hospitalisation, need for blood transfusion or other
treatments, and could be life-threatening.

Children and adolescents
Do not give this medicine to children and adolescents below the age of 18 years. It is not known if this
medicine is safe and works in people under 18 years of age.

Other medicines and Winrevair
Tell your doctor or pharmacist if you are using, have recently used or might use any other medicines.

Pregnancy, breast-feeding and fertility
If you are pregnant or breast-feeding, think you may be pregnant, or are planning to have a baby, ask
your doctor or pharmacist for advice before using this medicine.

Pregnancy:
Winrevair may harm your unborn baby.

This medicine is not recommended during pregnancy. Y our doctor should do a pregnancy test before
you start your treatment and you should use effective birth control (contraception) during your
treatment and for at least 4 months after the last dose of Winrevair. Ask your doctor or pharmacist
about birth control methods that would work well for you.

Tell your doctor immediately if you become pregnant or think you may be pregnant while using this
medicine.

Breast-feeding:
It is not known whether Winrevair passes into breast milk. Do not breastfeed during your treatment

and for at least 4 months after the last dose of Winrevair. Talk to your doctor or pharmacist about the
best way to feed your baby.

Fertility:

Winrevair may decrease female and male fertility.

Driving and using machines
It is unlikely that this medicine will affect your ability to drive and use machines.
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Winrevair contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially ‘sodium
free’.

Winrevair contains polysorbate 80
This medicine contains 0.20 mg of polysorbate 80 in each mL of reconstituted solution. Polysorbates
may cause allergic reactions. Tell your doctor if you have any known allergies.

3. How to use Winrevair

Always use this medicine exactly as your doctor, pharmacist or nurse has told you. Check with your
doctor, pharmacist or nurse if you are not sure.

The recommended dosing schedule is one injection every 3 weeks.

Your dose

- Your dose of Winrevair depends on your body weight and blood tests. You will begin your
treatment with a dose of 0.3 mg/kg, which will be increased to 0.7 mg/kg.

- Y our doctor will tell you how much Winrevair to take and when to take it. It is very important
that you follow the instructions from your doctor.

- Do not take Winrevair more often than your doctor tells you to. If you are not sure when to take
Winrevair, talk to your doctor or pharmacist.

Your doctor will monitor your dose

- Before each of your first 5 doses, or longer before each dose if needed, and regularly while
taking Winrevair, your doctor will do blood tests. This is so your doctor can monitor you and
find the best dose for you.

- Your doctor may change your dose, delay treatment, or stop treatment depending on how you
respond to Winrevair.

How you will use Winrevair

You will take Winrevair, as an injection just under your skin (subcutaneous (SC)) only in these
injection sites:

o stomach (abdomen), at least 5 cm away from the belly button, or

o upper thigh

Note: In case your doctor or nurse is giving you the injection, they may also use your upper arm as
injection site as they have received training in how to do it properly.

Before you use Winrevair

- If your doctor decides that you or your caregiver can give the injections of Winrevair at home,
you or your caregiver should receive training. This training will teach you the right way to
prepare and inject Winrevair. Do not try to inject Winrevair until your doctor has shown you
how to do it the right way.

- Your doctor will tell you how much Winrevair to take and when to take it.

- Read the separate “Instructions for Use” booklet that comes with Winrevair.

If you use less or more Winrevair than you should
If you use less or more Winrevair than you should, talk to your doctor or pharmacist.

If you forget to use Winrevair

If you miss your prescribed dose of Winrevair and it is within 3 days of when you should have taken
it, take it immediately and follow your original schedule for your next dose. If you miss your
prescribed dose of Winrevair and it is more than 3 days of when you should have taken it, your
injection schedule has to be changed, talk to your doctor or pharmacist for guidance.
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If you stop using Winrevair
Do not change your dose or stop taking Winrevair without talking to your doctor.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Serious side effects:
Talk to your doctor or pharmacist immediately if you notice:
e FEasy bruising, prolonged bleeding from cuts and nosebleeds. These could be signs of a low
number of platelets (thrombocytopenia). This will be shown in your blood tests.

In addition, your doctor will do regular blood tests to notice whether you have:
e High levels of haemoglobin.

The serious side effects above may affect more than 1 in 10 people.

Other possible side effects:
Talk to your doctor or pharmacist if you notice any of the following:

Very common (may affect more than 1 in 10 people):

Headache

Nosebleeds (epistaxis)

Spider veins or tiny blood vessels that look like pink or red lines on the skin (telangiectasia)
Diarrhoea

Dizziness

Skin rash

Common (may affect up to 1 in 10 people):
High blood pressure

Redness of the skin

Bleeding gums

Itching at the injection site

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Winrevair

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the vial and the carton after “EXP”’.
The expiry date refers to the last day of that month.

Store in a refrigerator (2 °C — 8 °C). Do not freeze. Store in the original package in order to protect
from light.
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You should inject this medicine right away after mixing the medicine powder with the sterile water for
injection, but no later than 4 hours after mixing.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Winrevair contains
- The active substance is sotatercept. Each vial contains 45 mg or 60 mg of sotatercept. After
reconstitution, each mL of solution contains 50 mg of sotatercept.
- The other ingredients are
e In the powder: citric acid monohydrate (E330), sodium citrate (E331) (see section 2
“Winrevair contains sodium”), polysorbate 80 (E433) (see section 2 “Winrevair
contains polysorbate 80”) and sucrose.
e In the solvent: water for injections.

What Winrevair looks like and contents of the pack

Winrevair is a powder and solvent for solution for injection (powder for injection). The white to off-
white powder comes in a 2 mL glass vial containing 45 mg or 60 mg of sotatercept. The solvent is a
clear and colourless water for injections in a prefilled syringe of 1 mL or 1.3 mL.

Winrevair 45 mg is available in:

- Pack containing 1 vial 45 mg (powder), 1 prefilled syringe 1.0 mL (solvent), 1 vial adaptor,
1 dosing syringe, 1 needle and 4 alcohol wipes.

- Pack containing 2 vials 45 mg (powder), 2 prefilled syringes 1.0 mL (solvent), 2 vial adaptors,
1 dosing syringe, 1 needle and 8 alcohol wipes.

Winrevair 60 mg is available in:

- Pack containing 1 vial 60 mg (powder), 1 prefilled syringe 1.3 mL (solvent), 1 vial adaptor,
1 dosing syringe, 1 needle and 4 alcohol wipes.

- Pack containing 2 vials 60 mg (powder), 2 prefilled syringes 1.3 mL (solvent), 2 vial adaptors,
1 dosing syringe, 1 needle and 8 alcohol wipes.

Marketing Authorisation Holder and Manufacturer
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié¢/Belgique/Belgien Lietuva

MSD Belgium UAB Merck Sharp & Dohme
Tél/Tel: +32(0)27766211 Tel. +370 5278 02 47
dpoc_belux@msd.com msd_lietuva@merck.com
Buarapus Luxembourg/Luxemburg
Mepk Lapm u Jloym beirapus EOO/] MSD Belgium

Ten.: +359 2 819 3737 Tél/Tel: +32(0)27766211
info-msdbg@merck.com dpoc_belux@msd.com
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Ceska republika

Merck Sharp & Dohme s.r.0.
Tel: +420 233 010 111
dpoc_czechslovak@merck.com

Danmark

MSD Danmark ApS
TIf.: + 45 4482 4000
dkmail@merck.com

Deutschland

MSD Sharp & Dohme GmbH

Tel: 0800 673 673 673 (+49 (0) 89 4561 0)
e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

EA\rada

MSD A.®.E.E.

TnA: +30 210 98 97 300
dpoc_greece@merck.com

Espaiia

Merck Sharp & Dohme de Espafia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tél: + 33 (0) 1 80 46 40 40

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: + 38516611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@msd.com

Island
Vistor hf.
Simi: + 354 535 7000

Italia

MSD Italia S.r.1.

Tel: 800 23 99 89 (+39 06 361911)
dpoc.italy@msd.com

81

Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +36 1 888 5300
hungary msd@merck.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel: 8007 4433 (+356 99917558)
malta_info@merck.com

Nederland

Merck Sharp & Dohme B.V.
Tel: 0800 9999000

(+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
dpoc_austria@merck.com

Polska

MSD Polska Sp. z o.0.
Tel: +48 22 549 51 00
msdpolska@merck.com

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465700
inform_pt@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: +40 21 529 29 00
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila

d.o.o.
Tel: +386 1 5204 201
msd.slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. 1. 0.
Tel: +421 2 58282010
dpoc_czechslovak@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0)9 804 650
info@msd.fi



Kvmpog Sverige

Merck Sharp & Dohme Cyprus Limited Merck Sharp & Dohme (Sweden) AB
TnA.: 800 00 673 (+357 22866700) Tel: +46 77 5700488
cyprus_info@merck.com medicinskinfo@merck.com
Latvija United Kingdom (Northern Ireland)
SIA Merck Sharp & Dohme Latvija Merck Sharp & Dohme Ireland (Human Health)
Tel: + 371 67364224 Limited
msd_lv@merck.com Tel: +353 (0)1 2998700
medinfoNI@msd.com

This leaflet was last revised in {MM/YYYY}.

Detailed information on this medicine is available on the European Medicines Agency web site:
https://www.ema.europa.eu.

The following information is intended for healthcare professionals only:

Winrevair powder and solvent for solution for injection should be reconstituted before use and
administered as a single injection according to patient weight (see section 4.2 of the Summary of
Product Characteristics for recommended dose regimen).

See the separate Instructions for Use booklet provided together with this leaflet for detailed step by
step instructions on how to prepare and administer Winrevair powder and solvent for solution for
injection. An overview of the reconstitution and administration instructions is provided below.

Reconstitution instructions

- Remove the kit from the refrigerator and wait 15 minutes to allow the prefilled syringe(s) and
medicinal product to come to room temperature prior to preparation.

- Check the vial to ensure the medicinal product is not expired. The powder should be white to
off-white and may look like a whole or broken up cake.

- Remove the lid from the vial containing the powder and swab the rubber stopper with an
alcohol wipe.

- Attach the vial adaptor to the vial.

- Visually inspect the prefilled syringe for any damage or leaks and the sterile water inside to
ensure there are no visible particles.

- Break off the cap of the prefilled syringe and attach the syringe to the vial adaptor.

- Inject all of the sterile water from the attached syringe into the vial containing the powder:

e The prefilled syringe provided with the vial 45 mg contains 1.0 mL of sterile water.

e The prefilled syringe provided with the vial 60 mg contains 1.3 mL of sterile water.
After reconstitution, the 45 mg vial can only provide up to a dose of 0.9 mL of medicinal
product and the 60 mg vial can only provide up to a dose of 1.2 mL of medicinal product. The
final concentration after reconstitution is 50 mg/mL.

- Gently swirl the vial to reconstitute the medicinal product. Do not shake or vigorously agitate.

- Allow the vial to stand for up to 3 minutes to allow bubbles to disappear.

- Visually inspect the reconstituted solution. When properly mixed, the reconstituted solution
should be clear to opalescent and colourless to slightly brownish-yellow, and should not have
clumps or powder.

- Unscrew the syringe from the vial adaptor and discard the emptied syringe into a sharps

08NKLL 82



container.
- If prescribed a 2-vial kit, repeat the steps within this section to prepare the second vial.
- Use the reconstituted solution as soon as possible, but no later than 4 hours after reconstitution.

Dosing syringe preparation

- Before preparing the dosing syringe, visually inspect the reconstituted solution. The
reconstituted solution should be clear to opalescent and colourless to slightly brownish-yellow,
and should not have clumps or powder.

- Swab the vial adaptor with an alcohol wipe.

- Remove the dosing syringe from its packaging and attach the syringe to the vial adaptor.

- Turn the syringe and vial upside-down and withdraw the appropriate volume for injection,
based on the patient’s weight.

e [f the dose amount requires the use of two vials, withdraw the entire contents of the first
vial and slowly transfer the entire contents into the second vial, to ensure dose accuracy.

e Turn the syringe and vial upside-down and withdraw the required amount of medicinal
product.

- If necessary, push the plunger in to remove excess medicinal product or air from the syringe.

- Remove the syringe from the vial adaptor and attach the needle.

Administration instructions

Winrevair is to be administered as a single SC injection.

- Select the injection site on the abdomen (at least 5 cm away from navel), upper thigh, or upper
arm and swab with an alcohol wipe. Select a new site for each injection that is not scarred,
tender, or bruised.

e For administration by the patient or caregiver, train them to inject only in the abdomen or
upper thigh (see “Instructions for Use” booklet).

- Perform SC injection.

- Discard the emptied syringe into a sharps container. Do not reuse the syringe.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

See section 4.4 of the Summary of Product Characteristics for instructions on the traceability of
biological medicinal products.
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Instructions for use

Winrevair 45 mg powder and solvent for solution for injection (1 vial - pack)
Winrevair 60 mg powder and solvent for solution for injection (1 vial - pack)
sotatercept

IMPORTANT: read this booklet before use

Instructions for use
Winrevair 45 mg powder and solvent for solution for injection (1 vial - pack)
Winrevair 60 mg powder and solvent for solution for injection (1 vial - pack)

This booklet contains instructions on how to prepare and inject Winrevair powder and solvent for
solution for injection. The package leaflet, also provided in the pack, contains all the important
information for you.

Dose based on patient weight

For subcutaneous (SC) injection only (inject directly under the skin)

In this booklet :

BefOre YOU STAIT ....oiiiviiiiiiieciieeiie ettt et e et e e ebe e e e e aeeesabeesebeeeeees 4
Important information for healthcare professionals ...........cccceveviiicieeeeieeenneenne. 5
Get to know the parts of Your pack ........cccccvevierieiiiiniieiieceecee e 6
Important information to know before injecting ............ccveevvevvevverieenieneesieenen. 8
StOTING YOUT PACK .enviiitiiiiiiitiieit ettt st 9
GO STATLEA ...ttt ettt sttt sttt sttt et 10

- Mix powdered medicine into liquid form .........cccccccveveiiiiiieniiiceiieee, 12

- Withdraw your prescribed dOS€ ........cceecvvviirciiniieiieerie e 24

- Inject your MediCing.........ccvevvieiieriieiierii et 34
How to throw away WINTEVAIT ........c.ccveviierieiieiieiiie e eresreeaeereesveenseens 36
Frequently asked qQUESTIONS ........cceceveeiiiiieiiiiiesiesresee e ereere e eeseeeseesneens 38

Before you start

Read this booklet
Read these instructions from start to finish before you use Winrevair for the first time and before
every administration. There may be new information.

Start with your doctor or nurse

Do not use Winrevair until your doctor or nurse has shown you or your caregiver the right
way to prepare and inject it. Your doctor or nurse should show you how to inject Winrevair
before you use it for the first time.

Questions?

If you have questions about how to give Winrevair the right way or need more information,
talk to your doctor, pharmacist, or nurse.
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! Important information for healthcare professionals
A healthcare professional will provide training regarding proper preparation and administration of
Winrevair following this “Instructions for Use” (IFU) booklet step-by-step, and decide whether a
patient or caregiver is capable of preparing and administering Winrevair independently.
Make sure the patient or caregiver can do the following correctly:
1. Reconstitute the medicine
2. Measure the correct amount of medicine according to patient’s prescription
3. Select and prepare a proper injection site
4. Inject the medicine subcutaneously

Get to know the parts of your pack

Top tray: Use to mix the medicine

Lift here

Lift here

A -1 Vial of Winrevair // B—1Prefilled syringe (solvent) with
medicine powder ¥ sterile water to mix medicine
powder into liquid

Medicine powder

C -1 Vial adaptor
to connect the vial
and syringe
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Bottom tray: Use to inject the medicine

Lift here

Lift here

D — 1 Needle for ME}G E — 1 Empty dosing syringe

injection to measure, withdraw, and
inject your medicine

F — 4 Alcohol wipes

(2 on each tray)
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Important information to know before injecting

° You must mix this product before using it. Make sure the medicine powder in the vial
is completely dissolved when you inject it.
° Check your prescribed dose (amount in ‘mL’) each time you use the product.
Your prescribed dose may change.
° Use only the supplies that are in the pack to prepare your prescribed dose.
° Do not open the pack or mix the medicine until you are ready to use it.
° Do not reuse any of the supplies. After your injection, throw away the used vial with any

remaining Winrevair medicine, needle, and syringes in a sharps container. See pages 36~
37 for more information.

Storing your pack
° Store the entire pack in the refrigerator, but do not freeze.
° Keep the medicine and supplies in the pack and away from light.

° Keep pack out of the sight and reach of children and pets.

Get Started
Any patient or caregiver who is to prepare and inject Winrevair must first be trained and deemed capable
of independent administration of Winrevair by a healthcare professional.

1 Check Winrevair product and expiry date

Remove the Winrevair pack from the refrigerator.

° Check the expiry date and look for any signs of damage on the pack or in the supplies.
e [fexpired or damaged, do not use. Talk to your doctor or pharmacist immediately to get a
new pack.
° Check that you have the medicine that your doctor prescribed.

2 Let your pack come to room temperature, gather supplies, and wash your hands

Wait 15 minutes to allow your pack to warm to room temperature. Cold medicine is more painful to inject.

15 minutes
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Along with your pack, gather these items and find a clean, flat surface where you will prepare and inject
your dose.

S

Sharps
disposal
container

Gaugze,
cotton ball

O o

bandage

Wash your hands with soap and water.

Mix powdered medicine into liquid form

Start with the top tray

U

Lift here

@ Use items from the top tray

3 Remove vial, prefilled syringe, and vial adaptor from the pack
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4a Check the medicine and the vial

° Not damaged? Vial

° No visible particle?

° Not expired? Medicine
powder

Expiry date
Check the vial label to confirm the medicine is not expired.
Visually inspect the medicine powder. It should be white to off-white and may look like a whole or broken
up cake.
e Do not use if expired, damaged, or you can see particles in it
4b Remove plastic cap and clean the vial

Flip off the plastic cap and clean the rubber stopper on top of the vial with an alcohol wipe.

e Do not use if vial cap is missing
e Do not touch the cleaned rubber stopper

Set vial aside on a clean, flat surface.

Rubber
stopper
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Sa Align vial adaptor to vial

Peel open the vial adaptor package and remove it from its package.

Hold the blue neck of the adaptor and align the vial adaptor on top of the vial.

e Do not touch the inside of the vial adaptor to keep it clean and avoid sharps

Hold blue neck 0
of vial adaptor

To attach the vial adaptor:

Hold the blue
neck of vial
adaptor

Do not hold
bottom of the
adaptor

5b Attach vial adaptor to vial

Hold the vial with one hand. Push the vial adaptor down firmly so it snaps in place (you may feel some
resistance).

Hold vial
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Sc¢ Clean vial adaptor

Clean the top of the vial adaptor with an alcohol wipe.

6 Check prefilled syringe

Confirm the product is not expired. Visually inspect that the sterile water inside the prefilled syringe is

clear.

° Not damaged?

° Clear?

° No particles?

° Not expired?
Expiry date

e Do not use if you see any clumps, particles, discoloration, or product is expired.

7 Break off prefilled syringe white cap

Break off the prefilled syringe cap along the perforation.
Break!

e Do not touch the tip of the prefilled syringe
e Do not push the plunger; it may spill the sterile water
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8 Connect prefilled syringe to vial adaptor

Now, pick up the medicine vial with the vial adaptor attached.
Align the prefilled syringe tip on the blue circle of the vial adaptor.

Push and twist the prefilled syringe onto the vial adaptor until you cannot turn further. While
twisting, be sure to hold onto the vial adaptor.

Push then twist
until connected

e Do not push the plunger; it may spill the sterile water

9 Transfer sterile water from prefilled syringe to vial

Slowly push the plunger all the way down to transfer all the sterile water into the vial (the plunger will
move up; this is normal).

Make sure all
sterile water is
transferred to
the vial

Slowly push
plunger all
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10 Swirl to mix medicine

e Do not shake the vial

Hold the prefilled syringe and gently swirl the vial in a circular motion until the powder is fully
dissolved. This may take up to 2 minutes. Do not shake or agitate vigorously.

-

Swirl

When the medicine is mixed well, it should be clear. If not, repeat this step until it is clear.

— [s it clear and
il free of clumps
JU and white

8 powder?

" Ox

Press the plunger down again to make sure all the liquid is in the vial since some liquid could have
moved back into the syringe (the plunger will move up; this is normal).

=0
\‘. | [
-
i Push plunger all

= the way down
" 4
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11 Wait for the bubbles to go away.

Set the vial aside for bubbles to go away.
This may take up to 3 minutes.

e Before you continue, make sure the medicine in the vial:

° Is clear to opalescent and colourless to slightly brownish-yellow.
° Does not have clumps or powder.
° Does not have large bubbles.

It is okay to have slight foam (small bubbles) around the edges of the vial.

3
minutes

12 Prepare vial by removing extra air

While the vial oriented upright, gently pull the plunger upwards to the top of the barrel but be careful not
to pull the plunger out of the syringe.

Tip: This step only pulls extra air out of the vial to reduce the pressure in the vial and prevent medicine
from spilling during the syringe removal.

Pull
plunger
upwards to
remove =
extra air

—

After
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13 Remove prefilled syringe from vial

Throw away empty prefilled
syringe

Hold the vial adaptor and unscrew the syringe from the vial.

Throw away the syringe in the sharps container.

i

You should have a vial of medicine prepared and ready to be used in the next steps.
Withdraw your prescribed dose
For the next steps, you will need:

- Mixed vial of medicine
- Items from the bottom tray

@ Use items from the bottom tray
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14 Clean top of vial adaptor

With a new alcohol wipe from the bottom tray, clean the top of the vial adaptor.

15 Remove empty dosing syringe from its package
Find the empty dosing syringe in the bottom tray and remove it from its package.

You will use this dosing syringe to measure out the medicine you need (based on your prescribed dose).

A\ Do not touch tip of the dosing
syringe

16 Pull air into the dosing syringe
e You must do this to make sure pressure in the vial is even and you get an accurate dose.

Hold the dosing syringe upright and pull down the plunger to draw air into the dosing
syringe. Stop when you get to the amount in ‘mL’ listed in your prescription.

—— Top rim of the plunger
Pull plunger until top rim of plunger is
at your prescribed dose

Tip: Each line on the dosing syringe
is 0.1 mL.
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17 Connect dosing syringe to the vial

While holding the vial adaptor, screw the dosing syringe on until it stops.

Push then
twist until
connected

Dosing syringe should
contain amount of air
matching your
prescription

adaptor

18 Push air into vial, then flip upside down

Push the plunger all the way down to transfer all the air into the vial.
Then hold the plunger in place with your thumb and flip the vial upside down.

Push the |

plungerall Ell

the way  E Hold the

down plunger in
place

i}

19 Pull plunger back to withdraw your dose
With the vial and dosing syringe upside down, slowly pull the plunger back.

Stop when you get to the amount in ‘mL.’ listed on your prescription.

A Top rim of the plunger

J Should line up with
11 your prescribed dose

L

4 Tip: Each line on the dosing syringe
R @ is 0.1 mL.
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20 Check for air bubbles and air pockets

Check to see if there are large air bubbles or an air pocket in the syringe. You will remove extra air in
the next steps.

Large air

bubbles

\\

21 Remove air bubbles and air pockets

Ifyou see air bubbles or an air pocket, tap the side of the dosing syringe to move the air to the top.
Slowly push the plunger up to remove extra air.

A You must remove
large bubbles and
air pockets to get
an accurate dose

push

air out bubbles are okay

22 Compare amount to prescribed dose
After removing all extra air, compare the amount to your prescribed dose.

If you do not have your prescribed amount in your syringe, slowly pull the plunger back again to
withdraw more medicine.

Repeat Steps 19 to 21 until you reach your prescribed dose and no large bubbles are visible.
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23 Confirm your prescribed dose.

Before you continue, check to make sure you have the prescribed dose in the dosing syringe.

The top rim of the
plunger should
line up with your
prescribed dose

e Ifthe amount does not match your prescribed dose, repeat Steps 19 to 22.

24 Remove the dosing syringe from the vial and set the dosing syringe aside

Hold the plunger in place with one hand. With the other hand, hold the vial adaptor and
unscrew the filled dosing syringe from the vial.

Throw away the vial into the sharps container.

Place the filled dosing syringe on a clean, flat surface.
e Do not touch the dosing syringe tip or let it touch any surfaces.

Throw away
& used vial

Hold the
plunger
in place
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25 Attach the injection needle
e Do not touch the connection hub of the needle

Find the needle in the bottom tray and open its package.

With the needle still in the package, grip the base of the needle and twist on the dosing syringe until
it stops. Remove the needle package.

Move the safety shield away from the needle and toward the syringe to the angle shown.
Place the dosing syringe on a clean, flat surface.
e Do not uncap the needle

08NKLL 100



26 Choose and clean your injection site

Select an injection site on your stomach (abdomen) or your upper thigh. If injecting on your stomach
area, avoid a 5 cm area around your belly button.
Choose a different site every time you inject.

e Do not inject into skin that is damaged, sore, bruised, or has red patches

e Do not inject through clothes

Clean the injection site with a new alcohol wipe.
e Do not touch the cleaned injection site again

Now, you are ready to inject the medicine.

Inject your medicine

27 Inject your medicine

Pull the cap straight off the needle.
Throw away the cap.
e Do not touch the plunger until ready to inject so you don’tlose any medicine

Gently pinch and hold a fold of skin where you will inject. Insert the needle with a dartlike motion at a
45° to 90° angle. This helps you inject directly under the skin (subcutaneous injection).

Push the plunger with slow, steady pressure all the way down until the dosing syringe is empty.
Confirm all the medicine has been injected.
You can let go of the skin fold now.
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e Keep your fingers away from the needle at all times.

While keeping the plunger pushed in, remove the needle from your skin at the same
angle you inserted it.

To reapply the safety shield, push the shield against a flat surface until you hear a “click” and see that
the needle is covered.

Throw away the dosing syringe and used items in a sharps disposal container.
e Do not remove the needle from the dosing syringe
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How to throw away Winrevair

e Throw away any used vial (including any remaining
Winrevair liquid), needle, vial and needle caps, and
used syringes in a sharps disposal container.

e Do not throw away the Winrevair vials, syringes, or
needle in your household waste.

e

¢ Do not reuse any of the supplies. This product is
disposable and should only be used one time.

e Important: Always keep the sharps disposal
container out of reach of children and pets.

If you do not have a sharps disposal container, you may use a household container that is:
e made of a heavy-duty plastic,

e can be closed with a tight-fitting, puncture-resistant
lid, without sharp objects being able to come out,

e upright and stable during use,
e leak resistant, and

e properly labelled to warn of hazardous waste inside
the container.

When your sharps disposal container is almost full, you will need to follow your local
guidelines for the right way to throw away your sharps disposal container. Do not throw
away any medicines, vials, loose needles, or syringes via household waste. Ask your
pharmacist how to throw away medicines you no longer use. These measures will help
protect the environment.

/A Do not recycle your used sharps container
Frequently asked questions
What should I do if I’m bleeding from the injection site?

Place a cotton ball or bandage on your skin right away and apply a small amount of pressure. If the
bleeding does not stop, call your doctor or pharmacist right away.

Where can I find my prescription amount?
Your prescription amount in ‘mL’ is on your prescription. Contact your doctor or pharmacist if you can’t
find your prescription amount.

What should I do if I accidentally get some medicine on my skin or my work surface?
Wash the area thoroughly with soap and water right away.

What should I do if I’m not sure I administered my prescribed dose correctly?
Call your doctor or pharmacist.
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What should I do if the plunger of my dosing syringe moves automatically when I try to withdraw
medicine from the vial?

Don’t worry if your plunger moves slightly on its own when you are filling your dosing syringe with
medicine.

With one hand, hold the plunger in place to stop the plunger from moving.

With the other hand, unscrew the vial from the dosing syringe. Once unscrewed, it is safe to let go of the
plunger.

You can avoid this automatic plunger movement by pushing air into the vial before filling your dosing
syringe with medicine. Refer to Steps 16 to 23 for detailed instructions.

What should I do if my pack parts are damaged or compromised (for example, discoloured, cloudy,
or has particles)?

If your pack parts are damaged or compromised, do not use it. Call your doctor or pharmacist to get a new
pack.

What should I do if my medicine does not turn clear after mixing and swirling?

Do not use the medicine if you have swirled the medicine vial for about 2 minutes and let it stand for
another 3 minutes, but your medicine vial remains cloudy or has clumps, powder, or foreign particles. Call
your doctor or pharmacist to get a new pack.

What should I do if the sterile water won’t come out of the prefilled syringe?
Check that the vial adaptor is attached to the vial securely. If not, hold the vial and press the vial adaptor
down firmly to make sure the vial adaptor punctures the vial rubber stopper.

What should I do if I dropped my pack components?
Do not use if any items are damaged. If you are unsure, call your doctor or pharmacist to get a new pack.

Can I use my pack that has been left out of the refrigerator?
If the unused pack has been out of the refrigerator for an extended period of time, please contact your
doctor or pharmacist before proceeding.

Do I need to use mixed medicine right away?

We recommend you inject the medicine right after mixing but no later than 4 hours after mixing. If it has
been more than 4 hours, throw away unused mixed medicine. If you have questions or are unsure about the
process, please contact your doctor or pharmacist.

How can I get help preparing and giving my injection?

If you have questions about how to give Winrevair the correct way or need more information, you can call
your doctor or pharmacist.

For any other information about this medicine, please contact your doctor or pharmacist, or the local
representative of the Marketing Authorisation Holder. You will find the details of the local representative in

the Package leaflet: Information for the patient.

This booklet was last revised in MM/YYYY
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Instructions for use
Winrevair 45 mg powder and solvent for solution for injection (2 vial — pack)
Winrevair 60 mg powder and solvent for solution for injection (2 vial - pack)
sotatercept

IMPORTANT: read this booklet before use

Instructions for use

Winrevair 45 mg powder and solvent for solution for injection (2 vial - pack)

Winrevair 60 mg powder and solvent for solution for injection (2 vial - pack)

This booklet contains instructions on how to prepare and inject Winrevair powder and solvent for
solution for injection. The package leaflet, also provided in the pack, contains all the important
information for you.

Dose base on patient weight

For subcutaneous (SC) injection only (inject directly under the skin)

In this booklet :

Important information for healthcare professionals .............ceccevereroieninicnenncnne. 3
BefOre YOU STAIT ....oioiviiiieiieiiieciic ettt ettt et e et ebe e eeteeeabeesebeeeeees 4
Get to know the parts of Your pack ........ccccovveeiieiiiiiiiiececee e 6
Important information to know before injecting ............ccveevvevvevverieenieneesieenen. 8
StOTING YOUT PACK .eevvieiiieiiiiiieiiieieeite sttt ettt ettt et seaeestaeseeessaesnnessseansesnseas 9
GO STATLEA ...ttt ettt sttt sttt sttt et 10
- Mix powdered medicine into liquid form ..........cccceevveviieeiienceineeriene, 12
- Combine medicine from both vials .........ccccceeviniiiiiiiiiiiii e, 24
- Withdraw your prescribed dOSE ........ccoecvvviiiiiniienieerie e 30
- Inject your MediCine. ........ccueeiueeiieiiieiieie et 36
How to throw away WINTEVAIT ........c.ccveviierieiieriiiiie e sere v e eneereesveesseens 38
Frequently asked qUESTIONS .......c.ccooviiiiiiiiiiieciie ettt 40
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!
*  Important information for healthcare professionals

A healthcare professional will provide training regarding proper preparation and administration of
Winrevair following this “Instructions for Use” (IFU) booklet step-by-step, and decide whether a
patient or caregiver is capable of preparing and administering Winrevair independently.

Make sure the patient or caregiver can do the following correctly:

1. Reconstitute the medicine

2. Combine medicine from both vials

3. Measure the correct amount of medicine according to patient’s prescription
4. Select and prepare a proper injection site

5. Inject the medicine subcutaneously

Before you start

Read this booklet
Read these instructions from start to finish before you use Winrevair for the first time and before
every administration. There may be new information.

Start with your doctor or nurse

Do not use Winrevair until your doctor or nurse has shown you or your caregiver the right
way to prepare and inject it. Your doctor or nurse should show you how to inject Winrevair
before you use it for the first time.

Questions?
If you have questions about how to give Winrevair the right way or need more information, talk
to your doctor, pharmacist, or nurse.

How to use this product

Before injecting, make sure you read the full instructions in this booklet to get the right dose of
medicine.

Mix medicine in vial 1

Mix medicine in vial 2

Combine medicine from both vials
Withdraw your prescribed dose from vial 2
Then, you’ll be ready to inject your medicine

Proceed to the next pages for step-by-step directions.
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Get to know the parts of your pack

Top tray : Use to mix the medicine

B1/2

C12

Set

A1/2 ;?31

Lift here

A - 2 Yials of Winrevair } B — 2 Prefilled syringes (solvent) with
medicine powder sterile water to mix medicine
powder into liquid

Medicine powder

C -2 Vial adaptors
to connect the vial
and syringe
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Bottom tray: Use to inject the medicine

Lift here

Lift here

%ﬁ D — 1 Needle for MF‘“ E — 1 Empty dosing syringe

injection to measure, withdraw, and

inject your medicine
F — 8 Alcohol wipes
(4 on each tray)

Important information to know before injecting

° You must mix this product before using it. Make sure the medicine powder in the vial
is completely dissolved when you inject
° Check your prescribed dose (amount in ‘mL.’) each time you use the product.
Your prescribed dose may change.
° Use only the supplies that are in the pack to prepare your prescribed dose.
° Do not open the pack or mix the medicine until you are ready to use it.
° Do not reuse any of the supplies. After your injection, throw away the used vial with any

remaining Winrevair medicine, needle, and syringes in a sharps container. See pages 38-
39 for more information.

Storing your pack

Store the entire pack in the refrigerator, but do not freeze.
Keep the medicine and supplies in the pack and away from light.
Keep pack out of the sight and reach of children and pets.
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Get Started
Any patient or caregiver who is to prepare and inject Winrevair must first be trained and deemed capable
of independent administration of Winrevair by a healthcare professional.

1 Check Winrevair product and expiry date

Remove the Winrevair pack from the refrigerator.

° Check the expiry date and look for any signs of damage on the pack or in the supplies.
° If expired or damaged, do not use. Talk to your doctor or pharmacist immediately to get a
new pack.
° Check that you have the medicine that your doctor prescribed.

2 Let your pack come to room temperature, gather supplies, and wash your hands

Wait 15 minutes to allow your pack to warm to room temperature. Cold medicine is more painful to inject.

15 minutes

Along with your pack, gather these items and find a clean, flat surface where you will prepare and inject
your dose.

Sharps
disposal
container

Gauze,
cotton ball

ao o

bandage

Wash your hands with soap and water.

B

:”m
f}gﬁ%
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Mix powdered medicine into liquid form

Start with the top tray

2 2 A2
o

Lift here

Use items from the top tray

3 Remove vial 1, prefilled syringe 1, and vial adaptor 1 from the pack

4a Check the medicine and the vial

° Not damaged? Vial

° No visible particle?

o Not expired? Medicine
powder

Expiry date
Check the vial label to confirm the medicine is not expired.
Visually inspect the medicine powder. It should be white to off-white and may look like a whole or broken

up cake.

e Do not use if expired, damaged, or you can see particles in it
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4b Remove plastic cap and clean the vial
Flip off the plastic cap and clean the rubber stopper on top of the vial with an alcohol wipe.

e Do not use if vial cap is missing
e Do not touch the cleaned rubber stopper

Set vial aside on a clean, flat surface.

Rubber
stopper

5a Align vial adaptor to vial

Peel open the vial adaptor package and remove it from its package.

Hold the blue neck of the adaptor and align the vial adaptor on top of the vial.

e Do not touch the inside of the vial adaptor to keep it clean and avoid sharps

Hold \)
blue neck
of vial
adaptor

To attach the vial adaptor:

Hold the blue
neck of vial
adaptor

Do not hold
bottom of
the adaptor
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5b Attach vial adaptor to vial

Hold the vial with one hand. Push the vial adaptor down firmly so it snaps in place (you may feel some
resistance).

Hold vial
Push down
firmly

5c¢ Clean vial adaptor

Clean the top of the vial adaptor with an alcohol wipe

\ fa= =
==
g

6 Check prefilled syringe

Confirm the product is not expired. Visually inspect that the sterile water inside the prefilled syringe is

clear.
° Not damaged?
° Clear?
° No particles?
° Not expired?
2
Expiry date

e Do not use if you see any clumps, particles, discoloration, or product is expired
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7 Break off prefilled syringe white cap

Break off the prefilled syringe cap along the perforation.

Break!

\l/

e Do not touch the tip of the prefilled syringe
e Do not push the plunger; it may spill the sterile water
8 Connect prefilled syringe to vial adaptor

Now, pick up the medicine vial with the vial adaptor attached.
Align the prefilled syringe tip on the blue circle of the vial adaptor.

Push and twist the prefilled syringe onto the vial adaptor until you cannot turn further. While

twisting, be sure to hold onto the vial adaptor.

Push then twist
until connected

e Do not push the plunger; it may spill the sterile water
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9 Transfer sterile water from prefilled syringe to vial

Slowly push the plunger all the way down to transfer all the sterile water into the vial (the plunger will
move up; this is normal).

Make sure all
sterile water is
transferred to
the vial

Slowly push
plunger all
the way
down

Leave the prefilled syringe attached to the vial and set aside on a flat surface.
10 Prepare vial 2, prefilled syringe 2, and vial adaptor 2
Remove vial 2, prefilled syringe 2, and vial adaptor 2 from the pack.

Important:
Turn back to page 13 and repeat Steps 4 to 9 to prepare vial 2.

Stop and check if you have both vial 1 and vial 2 prepared.
You need both vials prepared before you can continue to Step 11.

Vial1 Vial 2
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11 Swirl to mix medicine

e Do not shake the vials

Hold one prefilled syringe in each hand and gently swirl both vials in a circular motion until the powder
is fully dissolved. This may take up to 2 minutes. Do not shake or agitate vigorously.

When the medicine is mixed well, it should be clear. If not, repeat this step until it is clear.

= Is it clear and

il free of clumps
JU and white
W powder?

O

For each vial, press the plunger down again to make sure all the liquid is in the vial since some liquid
could have moved back into the syringe (the plunger will move up; this is normal).

Nl

(= -‘[:L

" Push plunger all

= the way down
3

O
I
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12 Wait for the bubbles to go away

Set both vials aside for bubbles to go away.
This may take up to 3 minutes.

e Before you continue, make sure the medicine in the vial:

° Is clear to opalescent and colourless to slightly brownish-yellow
° Does not have clumps or powder
° Does not have large bubbles

It is okay to have slight foam (small bubbles) around the edges of the vial

minutes

13 Prepare vial by removing extra air

Start with either vial. While having the vial oriented upright, gently pull the plunger upwards to the top of
the barrel but be careful not to pull the plunger out of the syringe.

Tip: This step only pulls extra air out of the vial to reduce the pressure in the vial and prevent medicine
from spilling during the syringe removal.

Pull
plunger
upwards to
remove =
extra air

Before After

e Important:
Perform this step for both vials. Stop and check you have both vials prepared before continuing.

===
= =llf 1
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14 Remove prefilled syringe from vial

Throw away empty prefilled
syringes

Hold the vial adaptors and unscrew both syringes from the vials.

Throw away both syringes in the sharps container.

L3

You should have 2 vials of medicine prepared and ready to be combined in the next steps.
Combine medicine from both vials

For the next steps, you will need:
- Mixed vial 1 and vial 2
- Items from the bottom tray

@ Use items from the bottom tray
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15 Clean top of both vial adaptors

With 2 new alcohol wipes from the bottom tray, clean the top of the vial adaptors.

16 Remove empty dosing syringe from its package
Find the empty dosing syringe in the bottom tray and remove it from its package.

You will use this dosing syringe to measure out the medicine you need (based on your prescribed dose).

I{Hfh‘.rllFHlfHM Il

A Do not touch tip of the dosing
syringe
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17 Pull air into the dosing syringe
e You must do this to make sure pressure in the vial is even and you get an accurate dose.

Hold the dosing syringe upright and pull down the plunger to draw in 1.5 mL of air.

Top rim of the plunger
Pull plunger until top rim top rim of
plunger is at 1.5 mL

Tip: Each line on the dosing syringe
is 0.1 mL.

18 Connect dosing syringe to one of the vials

While holding the vial adaptor, screw the dosing syringe on until it stops.

Push then
twist until
connected

Dosing syringe should
contain amount 1.5 mL
of air

Hold vial

adaptor

19 Push air into vial, then flip upside down

Push the plunger all the way down to transfer all the air into the vial.
Then hold the plunger in place with your thumb and flip the vial upside down.

=

Push the E

plunger all ELi

the way  E Hold the

down plunger in
place

ﬁ (=
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20 Drain all the medicine from 1% vial

Slowly pull the plunger back. Stop at 1.5 mL.
This will make sure all the medicine in the vial is in the dosing syringe.

e Do not pull the plunger beyond 1.5 mL. Stop at 1.5 mL
e Be careful not to pull the plunger out of the dosing syringe

21 Remove 1* vial from the dosing syringe

Hold the vial adaptor and unscrew the filled dosing syringe from the vial.
Throw away the empty vial into the sharps container.

o

Throw
away
empty vial
B
Y
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22 Connect the dosing syringe to the 2" vial

While holding the vial adaptor of the 2nd vial, screw the partially filled dosing syringe onto
the vial adaptor until it stops.

Do not touch the
plunger; it may spill
medicine

23 Push all the medicine into the 2nd vial, then flip upside down

Slowly push the plunger all the way down to transfer all of the medicine into the vial to ensure dose
accuracy. This combines the medicine from both vials.
Then hold the plunger in place with your thumb and flip the vial upside down.

Push the —JE
plungerall E =]
the way  E Hold the
down plunger in
place

Withdraw your prescribed dose
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24 Pull plunger back to withdraw your dose
With the vial and dosing syringe upside down, slowly pull the plunger back.

Stop when you get to the amount in ‘mL?’ listed on your prescription.

A Top rim of the plunger

J Should line up with
your prescribed dose

4 Tip: Each line on the dosing
R @ syringe is 0.1 mL.

25 Check for air bubbles and air pockets

Check to see if there are large air bubbles or an air pocket in the syringe. You will remove extra air in

the next steps.

Large air

bubbles

N

26 Remove air bubbles and air pockets

If'you see air bubbles or an air pocket, tap the side of the dosing syringe to move the air to the top.
Slowly push the plunger up to remove extra air.

A You must remove
large bubbles and
air pockets to get
an accurate dose

bubbles are okay
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27 Compare amount to prescribed dose
After removing all extra air, compare the amount to your prescribed dose.
If you do not have your prescribed amount in your syringe, slowly pull the plunger back again to

withdraw more medicine.

Repeat Steps 24 to 26 until you reach your prescribed dose and no large bubbles are visible.

28 Confirm your prescribed dose

Before you continue, check to make sure you have the prescribed dose in the dosing syringe.

The top rim of the
plunger should
line up with your
prescribed dose

o Ifthe amount does not match your prescribed dose, repeat Steps 24 to 27.
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29 Remove the dosing syringe from the vial and set the dosing syringe aside

Hold the plunger in place with one hand. With the other hand, hold the vial adaptor and
unscrew the filled dosing syringe from the vial.

Throw away the vial into the sharps container.

Place the filled dosing syringe on a clean, flat surface.
e Do not touch the dosing syringe tip or let it touch any surfaces.

Throw away
i used vial
Hold the B’
plunger R
in place

30 Attach the injection needle
e Do not touch the connection hub of the needle

Find the needle in the bottom tray and open its package.

With the needle still in the package, grip the base of the needle and twist on the dosing syringe until
it stops. Remove the needle package.

Move the safety shield away from the needle and toward the syringe to the angle shown.
Place the dosing syringe on a clean, flat surface.
¢ Do not uncap the needle
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31 Choose and clean your injection site

Select an injection site on your stomach (abdomen) or your upper thigh. If injecting on your stomach
area, avoid a 5 cm area around your belly button.
Choose a different site every time you inject.

e Do not inject into skin that is damaged, sore, bruised, or has red patches

e Do not inject through clothes

Clean the injection site with a new alcohol wipe.
e Do not touch the cleaned injection site again

Now, you are ready to inject the medicine.

Inject your medicine

32 Inject your medicine

Pull the cap straight off the needle.
Throw away the cap.
¢ Do not touch the plunger until ready to inject so you don’tlose any medicine

Gently pinch and hold a fold of skin where you will inject. Insert the needle with a dartlike motion at a
45° to 90° angle. This helps you inject directly under the skin (subcutaneous injection).

Push the plunger with slow, steady pressure all the way down until the dosing syringe is empty.
Confirm all the medicine has been injected.
You can let go of the skin fold now.
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e Keep your fingers away from the needle at all times.

While keeping the plunger pushed in, remove the needle from your skin at the same
angle you inserted it.

To reapply the safety shield, push the shield against a flat surface until you hear a “click” and see that
the needle is covered.

Throw away the dosing syringe and used items in a sharps disposal container.
e Do not remove the needle from the dosing syringe
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How to throw away Winrevair

e Throw away any used vial (including any remaining
Winrevair liquid), needle, vial and needle caps, and
used syringes in a sharps disposal container.

e Do not throw away the Winrevair vials, syringes, or
needle in your household waste.

e

¢ Do not reuse any of the supplies. This product is
disposable and should only be used one time.

e Important: Always keep the sharps disposal
container out of reach of children and pets.
If you do not have a sharps disposal container, you may use a household container that is:

e made of a heavy-duty plastic,

e can be closed with a tight-fitting, puncture-resistant
lid, without sharp objects being able to come out,

e upright and stable during use,
e leak resistant, and

e properly labelled to warn of hazardous waste inside
the container.

When your sharps disposal container is almost full, you will need to follow your local
guidelines for the right way to throw away your sharps disposal container. Do not throw
away any medicines, vials, loose needles, or syringes via household waste. Ask your
pharmacist how to throw away medicines you no longer use. These measures will help
protect the environment.

/A Do not recycle your used sharps container
Frequently asked questions
What should I do if ’'m bleeding from the injection site?
Place a cotton ball or bandage on your skin right away and apply a small amount of pressure. If the
bleeding does not stop, call your doctor or pharmacist right away.
Where can I find my prescription amount?
Your prescription amount in ‘mL’ is on your prescription. Contact your doctor or pharmacist if you can’t

find your prescription amount.

What should I do if I accidentally get some medicine on my skin or my work surface?
Wash the area thoroughly with soap and water right away.

What should I do if I’m not sure I administered my prescribed dose correctly?
Call your doctor or pharmacist.
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What should I do if the plunger of my dosing syringe moves automatically when I try to withdraw
medicine from the vial?

Don’t worry if your plunger moves slightly on its own when you are filling your dosing syringe with
medicine.

With one hand, hold the plunger in place to stop the plunger from moving.

With the other hand, unscrew the vial from the dosing syringe. Once unscrewed, it is safe to let go of the
plunger.

You can avoid this automatic plunger movement by pushing air into the vial before filling your dosing
syringe with medicine. Refer to Steps 17 to 28 for detailed instructions.

What should I do if my pack parts are damaged or compromised (for example, discoloured, cloudy,
or has particles)?

If your pack parts are damaged or compromised, do not use it. Call your doctor or pharmacist to get a new
pack.

What should I do if my medicine does not turn clear after mixing and swirling?

Do not use the medicine if you have swirled the medicine vial for about 2 minutes and let it stand for
another 3 minutes, but your medicine vial remains cloudy or has clumps, powder, or foreign particles. Call
your doctor or pharmacist to get a new pack.

What should I do if the sterile water won’t come out of the prefilled syringe?
Check that the vial adaptor is attached to the vial securely. If not, hold the vial and press the vial adaptor
down firmly to make sure the vial adaptor punctures the vial rubber stopper.

What should I do if I dropped my pack components?
Do not use if any items are damaged. If you are unsure, call your doctor or pharmacist to get a new pack.

Can I use my pack that has been left out of the refrigerator?
If the unused pack has been out of the refrigerator for an extended period of time, please contact your
doctor or pharmacist before proceeding.

Do I need to use mixed medicine right away?

We recommend you inject the medicine right after mixing but no later than 4 hours after mixing. If it has
been more than 4 hours, throw away unused mixed medicine. If you have questions or are unsure about the
process, please contact your doctor or pharmacist.

How can I get help preparing and giving my injection?

If you have questions about how to give Winrevair the correct way or need more information, you can call
your doctor or pharmacist.

For any other information about this medicine, please contact your doctor or pharmacist, or the local
representative of the Marketing Authorisation Holder. You will find the details of the local representative in

the Package leaflet: Information for the patient.

This booklet was last revised in MM/YYYY
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Package leaflet: Information for the patient

Winrevair 45 mg powder for solution for injection
Winrevair 60 mg powder for solution for injection
sotatercept

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Winrevair is and what it is used for

2. What you need to know before you use Winrevair
3. How you are given Winrevair

4, Possible side effects

5. How to store Winrevair

6. Contents of the pack and other information

1. What Winrevair is and what it is used for
Winrevair contains the active substance sotatercept.

It is used with other therapies to treat pulmonary arterial hypertension (PAH) in adults. PAH is a type
of high blood pressure in the arteries of your lungs. In PAH, these arteries get narrower, which makes
it harder for the heart to pump blood through these vessels, and leads to symptoms like fatigue,
dizziness, and difficulty breathing.

Winrevair acts on the causes of PAH responsible for the narrowing of the arteries of your lungs. This
makes it easier for the heart to pump blood to your lungs and improves your ability to be physically
active.

2. What you need to know before you use Winrevair

Do not use Winrevair

- if you are allergic to sotatercept or any of the other ingredients of this medicine (listed in
section 6).

- If the number of platelets in your blood is repeatedly very low.

Warnings and precautions
Winrevair can increase the levels of haemoglobin in your blood, decrease the number of platelets in
your blood, or increase the risk of serious bleeding.

Talk to your doctor or pharmacist before and while using Winrevair if you have:

. high levels of haemoglobin in your blood (a protein in red blood cells that carries oxygen).
This can increase the chance of a blood clot forming that can block a blood vessel. Your doctor
will check haemoglobin levels with regular blood tests before each of your first 5 doses of
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Winrevair, or longer before each dose if needed, and regularly while you are using this
medicine.

- low number of platelets in your blood (blood cells that help blood to clot).
This can cause easy bruising, continued bleeding from cuts and nosebleeds. Y our doctor will
check your number of platelets with regular blood tests before each of your first 5 doses of
Winrevair, or longer before each dose if needed, and regularly while you are using this
medicine. In case the number of platelets in your blood is repeatedly very low, your doctor will
not start your treatment.

- signs and symptoms of serious bleeding:

* persistent headache * Dbright red blood from vomiting or

* nausea coughing

*  weakness * persistent abdominal cramps

* black or tarry stool * severe back pain

* blood in your stool + abnormally heavy menstrual bleeding

These are signs and symptoms of serious bleeding that can happen if you take Winrevair and are
more likely to happen if you take Winrevair with certain medicines. Your doctor will inform
you on how to recognize them. Talk to your doctor if you notice any of these signs or
symptoms. Serious bleeding could lead to hospitalisation, need for blood transfusion or other
treatments, and could be life-threatening.

Children and adolescents
Do not give this medicine to children and adolescents below the age of 18 years. It is not known if this
medicine is safe and works in people under 18 years of age.

Other medicines and Winrevair
Tell your doctor or pharmacist if you are using, have recently used or might use any other medicines.

Pregnancy, breast-feeding and fertility
If you are pregnant or breast-feeding, think you may be pregnant, or are planning to have a baby, ask
your doctor or pharmacist for advice before using this medicine.

Pregnancy:
Winrevair may harm your unborn baby.

This medicine is not recommended during pregnancy. Your doctor should do a pregnancy test before
you start your treatment and you should use effective birth control (contraception) during your
treatment and for at least 4 months after the last dose of Winrevair. Ask your doctor or pharmacist
about birth control methods that would work well for you.

Tell your doctor immediately if you become pregnant or think you may be pregnant while using this
medicine.

Breast-feeding:
It is not known whether Winrevair passes into breast milk. Do not breastfeed during your treatment

and for at least 4 months after the last dose of Winrevair. Talk to your doctor or pharmacist about the
best way to feed your baby.

Fertility:

Winrevair may decrease female and male fertility.

Driving and using machines
It is unlikely that this medicine will affect your ability to drive and use machines.
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Winrevair contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially ‘sodium
free’.

Winrevair contains polysorbate 80
This medicine contains 0.20 mg of polysorbate 80 in each mL of reconstituted solution. Polysorbates
may cause allergic reactions. Tell your doctor if you have any known allergies.

3. How you are given Winrevair
The recommended dosing schedule is one injection every 3 weeks.

Your doctor will monitor your dose

- Your dose of Winrevair depends on your body weight and blood tests. You will be given a first
dose of 0.3 mg/kg, then your dose will be increased to 0.7 mg/kg.

- Before each of your first 5 doses, or longer before each dose if needed, and regularly while
taking Winrevair, your doctor will do blood tests. This is so your doctor can monitor you and
find the best dose for you.

- Your doctor may change your dose, delay treatment, or stop treatment depending on how you
respond to Winrevair.

How you are given Winrevair
You will be given Winrevair, as an injection just under your skin (subcutaneous (SC)) only in these
injection sites:

o stomach (abdomen), at least 5 cm away from the belly button, or
o upper thigh, or
. upper arm

If you are given more Winrevair than you should

As this product is given by a doctor or other healthcare professional, it is very unlikely that you will be
given an incorrect dose of Winrevair. However, if you have any concerns you should let your doctor,
pharmacist or nurse know immediately.

If you miss your appointment to be given Winrevair
If you miss your appointment to be given Winrevair, call your doctor immediately to reschedule your

appointment.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
Serious side effects:
Talk to your doctor or pharmacist immediately if you notice:
e Fasy bruising, prolonged bleeding from cuts and nosebleeds. These could be signs of a low

number of platelets (thrombocytopenia). This will be shown in your blood tests.

In addition, your doctor will do regular blood tests to notice whether you have:
e High levels of haemoglobin.

The serious side effects above may affect more than 1 in 10 people.
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Other possible side effects:
Talk to your doctor or pharmacist if you notice any of the following:

Very common (may affect more than 1 in 10 people):
e Headache
Nosebleeds (epistaxis)
Spider veins or tiny blood vessels that look like pink or red lines on the skin (telangiectasia)
Diarrhoea
Dizziness
Skin rash

Common (may affect up to 1 in 10 people):
High blood pressure

Redness of the skin

Bleeding gums

Itching at the injection site

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Winrevair
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the vial and the carton after “EXP”".
The expiry date refers to the last day of that month.

Store in a refrigerator (2 °C — 8 °C). Do not freeze. Store in the original package in order to protect
from light.

After reconstitution (mixing of the powder with sterile water), use this medicine immediately or no
longer than 4 hours after reconstitution.

Do not throw away any medicines via wastewater. Any unused medicinal product or waste material
including material used for reconstitution and administration should be disposed of in accordance with
local requirements. These measures will help protect the environment.

6. Contents of the pack and other information

What Winrevair contains
- The active substance is sotatercept. Each vial contains 45 mg or 60 mg of sotatercept. After
reconstitution, each mL of solution contains 50 mg of sotatercept.
- The other ingredients are citric acid monohydrate (E330), sodium citrate (E331) (see section 2
“Winrevair contains sodium”), polysorbate 80 (E433) (see section 2 “Winrevair contains
polysorbate 80’") and sucrose.

What Winrevair looks like and contents of the pack

Winrevair is a powder for solution for injection (powder for injection). The white to off-white powder
comes in a 2 mL glass vial containing 45 mg or 60 mg of sotatercept.
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Winrevair 45 mg is available in:

Pack containing 1 vial with 45 mg powder

Pack containing 2 vials with 45 mg powder

Winrevair 60 mg is available in:

Pack containing 1 vial 60 mg powder
Pack containing 2 vials 60 mg powder

Marketing Authorisation Holder and Manufacturer
Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

08NKLL

Belgié/Belgique/Belgien
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@msd.com

bbarapus

Mepk Lapm u Jloym beirapus EOO/]
Ten.: +359 2 819 3737
info-msdbg@merck.com

Ceska republika

Merck Sharp & Dohme s.r.0.
Tel: +420 233 010 111
dpoc_czechslovak@merck.com

Danmark

MSD Danmark ApS
TIf.: + 45 4482 4000
dkmail@merck.com

Deutschland

MSD Sharp & Dohme GmbH

Tel: 0800 673 673 673 (+49 (0) 89 4561 0)
e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

EALGoa

MSD A.®.E.E.

TnA: +30 210 98 97 300
dpoc_greece@merck.com

Lietuva

UAB Merck Sharp & Dohme
Tel. +370 5278 02 47
msd_lietuva@merck.com

Luxembourg/Luxemburg
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@msd.com

Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +36 1 888 5300
hungary msd@merck.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel: 8007 4433 (+356 99917558)
malta_info@merck.com

Nederland

Merck Sharp & Dohme B.V.
Tel: 0800 9999000

(+3123 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
dpoc_austria@merck.com

133



08NKLL

Espaiia

Merck Sharp & Dohme de Espafia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tél: + 33 (0) 1 80 46 40 40

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: + 38516611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@msd.com

Island
Vistor hf.
Simi: + 354 535 7000

Italia

MSD Italia S.r.1.

Tel: 800 23 99 89 (+39 06 361911)
dpoc.italy @msd.com

Kvzpog

Merck Sharp & Dohme Cyprus Limited
TnA.: 800 00 673 (+357 22866700)
cyprus_info@merck.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel: + 371 67364224
msd_lv@merck.com

This leaflet was last revised in {MM/YYYY}.

Polska

MSD Polska Sp. z o.0.
Tel: +48 22 549 51 00
msdpolska@merck.com

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465700
inform_pt@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: +40 21 529 29 00
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila
d.o.o.

Tel: +386 1 5204 201
msd.slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. 1. 0.
Tel: +421 2 58282010
dpoc_czechslovak@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0)9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@merck.com

United Kingdom (Northern Ireland)

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700

medinfoNI@msd.com

Detailed information on this medicine is available on the European Medicines Agency web site:

https://www.ema.europa.eu.

The following information is intended for healthcare professionals only:

Winrevair powder for solution for injection should be reconstituted before use and administered as a
single injection according to patient weight (see section 4.2 of the Summary of Product Characteristics

for reconstitution and administration instructions).
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Reconstitution instructions

Remove the pack from the refrigerator and wait 15 minutes to allow the medicinal product to
come to room temperature prior to preparation.
Check the vial to ensure the medicinal product is not expired. The powder should be white to
off-white and may look like a whole or broken up cake.
Remove the lid from the vial containing the powder and swab the rubber stopper with an
alcohol wipe.
Reconstitute the content of the vial with sterile water:
e For each vial of Winrevair 45 mg, inject 1.0 mL of sterile water
e For each vial of Winrevair 60 mg, inject 1.3 mL of sterile water
After reconstitution, the 45 mg vial can only provide up to a dose of 0.9 mL of medicinal
product and the 60 mg vial can only provide up to a dose of 1.2 mL of medicinal product. The
final concentration after reconstitution is 50 mg/mL.
Gently swirl the vial to reconstitute the medicinal product. Do not shake or vigorously agitate.
Allow the vial to stand for up to 3 minutes to allow bubbles to disappear.
Visually inspect the reconstituted solution. When properly mixed, the reconstituted solution
should be clear to opalescent and colourless to slightly brownish-yellow, and should not have
clumps or powder.
If prescribed a 2-vial pack, repeat the steps within this section to prepare the second vial.
Use the reconstituted solution as soon as possible, but no later than 4 hours after reconstitution.

Administration instructions

Winrevair is to be administered as a single subcutaneous injection.

Before preparing the dosing syringe, visually inspect the reconstituted solution. The
reconstituted solution should be clear to opalescent and colourless to slightly brownish-yellow,
and should not have clumps or powder.

Withdraw the appropriate volume for injection from one or two vials, based on the patient’s
weight.

Select the injection site on the abdomen (at least 5 cm away from navel), upper thigh, or upper
arm and swab with an alcohol wipe. Select a new site for each injection that is not scarred,
tender, or bruised.

Perform subcutaneous injection.

Discard the emptied syringe into a sharps container. Do not reuse the syringe.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

See section 4.4 of the Summary of Product Characteristics for instructions on the traceability of
biological medicinal products.
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GEMTRTI SR DAUC : 39.1%E . Cmax : 28.3%& . Btk
BE5RDOAUC : 22.9%E T\ Cmax : 6.7%EH) FHEAT—%),
[13.2 ]
16.6.2 fFikaeE=ESE
WENIIPEE (Child-PughHAXIIB) OFHEHEREEZET S
PE BRI I A B OMIIC b L7 0 R T =)L D 1R ETHI & s R R
5. (10ng/kg/5r. 15093[) L7z &, 8&E (5f]) ROHEE
(461) DFFFEREREEREICHB T 5 Cnax R FAUCIE. BEERAIC
AT, BEFHERERESZNENI2T%R161%. HEE
JFHRERERE N TN 2 N340% K 412% LR L71D (SLEA
F—%), [7.3. 9.3 BE]
16.7 E¥EE(EA
16.7.1 AHDEHED TH S b L TFORF ZILDiF5FI=EBWVEN
BREREHERD AR
M 7eb77=/2xY
BEERA2661IC7 X F7 3/ 7 = > 1000mg % 61 & & 12 7E R 18
BOKS L. SHEOESO%. b L 70 xF = )LoOESHIZ 15ng/
kg/5 CORRIPFRRIHE TRE L&, FLTaXF LD
BRICHEBRIRD NG, 7212 BHEATF—%).

08SK3W

(2) 9LIT7UY

R ALSHIC b L 70 2 F = L8 #I %2 5ng/kg/5> (1HB)

KU 10ng/kg/5y (2~9HE) THRfEE THE L. 3HEICT LT 7

) > 25mgZ HREO#REG Lz & &, MEHR-TLT 7Y VRS-

TLT 7)) OENEHEBICEEIRO SN Lo/, £ TIL

77 ) OFEEER (Fa oy o ERBEER (INR)

) KEEEROsNEPo721Y GHEAT—%). [10.2 2E]
16.7.2 AZIDEHESD TH S ~LTORF ZILOFROF =AW =ESN

BRPRENER D AlAE

1 Kevsy

R A2361IC b L a0 AF =L oROF Imgz 1 H2EE Rt > ¥

v 125mg# 1 H2[El, 45HMREMAROZSG L&, bSO

AFZNVRORE Y Y ORYBHREICHE IR SN o 719

HNEAT—%),

2) YIWFFT 1

TERERALSHIIC b L7 0 2F =)L ZOF Img# 1 H2[E & LT F

7 4 W20mg#% 1 H3[E, 45HBREMNARORS Liz&E, PLT

ORAFZNREYIVTF T 2 LVOEYERICHEIIZO 5NED >

7219 (SAEAT—%),

3) UIFrYEYY

ERRA206IC L 7O A F 2 LoKOF ImgZz 1 HE (B

5) RU11HE (UtHKS) c&OBS5L. Y77 Y EY »600mg

Z3HE» 5 12HEICRERO#SG L&, 1IHEO L Fa R

F N DCmax CAUCIEZNZN16.6% K V21.7%K R L 7210

HEAT—%), [10.2 1]

@) L7470V

TERERR 206117 L7 « 7u YL (EINEAR) 600mgZ 1 H2[E,

AHMRERORS L. 3HEII ML 70 2F 2 )LofEO# lmg 2 fHf

AREOHREL-EE, PL7EAF ZUVDOCrakFAUCIEZEFNZ

N96.4% K% 091.6% LA L7717 (NEATFT—%), [10.2 ]

(5) ZILaFV-—=ib

R A20FIc7 VI >y — L 27HBMKEROKRS (1HE

400mg. 51&#tZ200mgz6HM) L. 6HEIC PLFHAF =)L

OROF N mgZHRAREORS Lz &, AUCHRRETLEZHOD

(14.6%ET). bL7ORFZIVOENBREICIHE R HBIIRD S

Nn-7217 (HEAT—%).

17. BRPRRRIE

17.1 BHMERUREMICET R

CAhEDE I A= I FE AE)

17.1.1 ENE I/ MER%
AR i 5 1 FE 5 F 1 7090 % S R & U 7 I T BB B PR R B
KBVT, AHIE ] HAEMARS Uiz, 1E3HRA (18ug) # 5
SEBAL. BEEEHR LN SRAIEIRA (54pg) % TH
B U7, MBI AE U T, RAKICHIES S5 R0 5N HE
iCid, 1ELRA (bug) FTOWMBETHES Lz,
EHIIEE T 5 5335 1 285 O i IS HEHIF RO Z LR K OF
WA E T3 35 1 288 035410 ~ 6057 1< T L 726531
BATIEREOBERE D 5 DZ(LRICTE AR 5 N7z,

P I/ I ERERIC 5 5 EBR ORIREHEEH 02k

FHMEE n Bl Z(tE (12:88) ek (12:88)
g et 17 11.621£2.670 -4.675+2.999 -39.43425.53%
(Wood#{i - m?) [10.248, 12.994] | [-6.217, -3.133] | [-52.55%, -26.30%]
653 (TR 17 487.8%112.4 24.8+34.2
(m) 525.0 34.0

a) Mean=S.D. [Wifll95%/FHX ]

b) Z{tE (12:88) KROZEER (1288) ICO0TERABOREE

c) #51%10~605 15

d) Mean=S.D. 5 {E
BUWEAFRBSEE X, 100% (17/176]) Th-olzo ERRBIERIX.
BEE58.8% (10/1761) . BMkA7.1% (8/1741) . i M) Uk
29.4% (5/17H1). 1FTN23.5% (4/17H) TH -7,

17.1.2 B51SE MABEHER
ity Bl U Atk A 5 I FERE R 2351 2 x5 & U - R A EI —EE
Z L AN R Z E 2 R RN TR EGRIC B LT, K%
HAREIWARS LU7z. 1EBFA (18ug) »o5H5%2MHmBL. BE
MEWER LA o4 E TICRALIEOA (54ug) £THEL
oo BDEBICHEN 2RO ONLEAEITE. 1EITFA
(6pg) ETOWEZAREE Lz,
FEIEE Th 25 1 2BEEOE 51410 ~ 6057 125/ L 72657
RITIEEE O BAIARS 2 5 OB LB, I RSB L TA
A GHTHRICKEP 572 (J 285X MY v ZANCOVA, p
=0.00044) .



TSV MIAEAER I 5 1) 5 FEEHlE B O &1L

WAV 1/ IAHERER 12 35U 5 FEFHilisE H 0 21t

= %

FHiEE ®5# | n el Z{t& (12:8%) | (Hodges-Lehmann FHEE %58 | n s R Z{t& (16:8F) | (Hodges-Lehmann

HEENH) HEENH)
359.0 216 256.0 6.0
i A5 briasol | 1318~135) 200 ot ') noo~s38) | 1396~ 183] 21.0
AT B AT
m | ek 10| B0 30 (80, 3281 @ W | 7o 1| 2600 90 [7.0, 37.0] ©
JER [204~448) | [-303~146) 7 [30~505] | [-426~179]

a) #5#10~60% < #H

b) R [l ~ k)

c) [Wif195% EHEX ]
BIERRBUEE L. ARG T76.5% (88/115fl) TH -7z,
AR EGRHOFELBIERIE. BH51.3% (59/11561). ¥ERE33.9%
(39/115M1), FBEDF . BOKROMAE14.8% (17/115
). WIERIEER13.9% (16/1156), CREIER11.3% (13/
11561) T#H- 7219,

(B MR R (4 S Fis IMEE)

* 17.1.3 EASE 0/ ME5AER

BIEMENIRE (GIEADRMERE 2 &) 120k i i R
2001 & MR E U I EHIERIBERABIC B LT, AHI% 1 HARE
MARS L7z, 1E3RA (18ug) 755 2MMAL. BELEHE
BLaALRALIEIZEA (72ug) & THE L7, BRI %E
UT. BREMICHENS 55RO SN HEICE. TE1RA
(6ug) FTOHBEMEEL Liz. B, YHHBIHAANSN
7o B ORME MRS OBK S RO NTUE . 5 R E R 26 48
126, FBIFIR GREAMAR) (CfES EMEmER S SH, KIEE
FiRRAERE DS 265, 1B HEBBIER R A LI TH > 70
FEIHIEE TdH 5 #5168 O il RO E LRI E
BB SN, Ei, 5 16EHOR 5510~ 605323 L 765
RIS TR BE O BIIARE 2 5 OZ (LR (RO E) . 13.00mT 3 >

72o
ENEE I/ MAHRER IC B 1) 2 EFBE R OEIREHGEE 021t
HiizE E n FAAEE Eite (1638E) EL® (1638k)
A A a0 | 97365013 -4.089%3.655 -40.14+27.69%
(Wood#fi - m?) [7.389, 12.082] | [-5.799, -2.378] | [-53.10%, -27.18%)
6 TR D) 20 313.85+106.95 18.77458.58
(m) 326.50 13.00

a) Mean=S.D. [iifll95% =X ]

b) Z{tE (16:8K) KRUELR (163E) 12OV TIERABORRIE

c) #5410~605 12 3

d) Mean=S.D. H5{E
BUWEFAFIABEE X, 70.0% (14/2061) THh -7z, FERBIERIZ.
50.0% (10/2061) . R OMEE TE10.0% (2/204)
Th-olz. %P, BELBEERE LT, ERMEM%5.0% (1/20
Bl) OREHFRD SN, HESFIEICEDEELZY,

* 17.1.4 /8555 1 / MAEGKER

FIEMEMEE (RESMMRMEE L &) (D s i EE R E
32602 0tR & U eSS —EEHR T T & A RS R F
TR LLBGRERIC B VT, ARFIZ 1 HARIRARS Uiz, 1EI3BIFA
(18ug) 7 BH5EMIA L. B2 AR L okl E]20%
A (72ug) ETHEE L, BAMICHES S5 B0 6 Ni-5E
W&, 1EIIRA (6pg) £TOWBEBEAREE Lz, 4B, Hiti
BRICHAAN S N BEOME MR EOBKR ORI, FiF
MRS %A 14661 (772 REESR81H]. AAIRSE65H) .
LRIEA DHARHEE D826 (75 v RIS EA06]. KRFH 542
B RBER (RS aHAm) 100k RIEEREENS726] (7T 1R
B RE32M. ARAIBGEA0H]) . BIBBIEMAS 196 (FF7k
REEEGHOO, AABSE1I06]) . BEEMEMER REMEMER)
D6l (7T REEHLE, REGESH) . 2ottt 1§ (75
T ARBEHON . REFSELH) TH o7z,
FEFAIEE TH 55 16BFOB S 10~ 60571251 L 7265
RTHEBEOBRIAEE 2 5 OB LB, It ABREH B L TA
A GHETHERBICKE P72 (V2285 X M) v ZANCOVA. p
=0.0043),

08SK3W

*

#5410~ 60531271

SRR [l ~ ]

(95 % (X ]

BMEFRSBUREZ L. AARSHTT76.7% (125/16301) TH-7:.
ARG REOELRIFERIL. BH41.1% (67/16361). FE/22.7%
(37/163%1) . MREHL16.6% (27/163%1) . FHEDH F W
13.5% (22/163f) . WAMSRIHIER12.3% (20/163fl). T#110.4%
(17/163f1) TdH-719,

18. EHEIE

18.1 {ERKRE
TUAYTA 7Y Y ERBRIC, ML TR AFoIVIE, MEIRRIEM
B OV /IR BRI EIER S & O o FliEAR O IUHE % O AR FE AR % 10l
U, MEIRER OIMEERT 2K TS E 5 2 & T MBEIRME R S i
FERE R O R AR B S s AR I 3 2 6302 Rg & &
ZAbNb,

18.2 RIMEEETIVICHIF2EME

18.2.1 ¥ FHHETMICH L TIAATARIC N LU AF L2 IE
BUIZHER., POYRFY Y ALFRERIC X AMEIRED LR 2
L 72200,

18.2.2 FkErZ v MR OHRER 7 FICR LT b L 7O 2 F 2L 2 IFAR
BUZER. bao YRR39 Y AFEMERIC X S MEIRED LA %2
#l L7220,

18.23 £/ 7u¥ ) YFERMBMES v MR LT ML T 2F =)L
EMMARS U R. EFROME T 2IH L720,

18.2.4 A ZICH LT ML 7O RAF L 2Rk IRNERE Ui
R, KBBE AR IC K S i8R E K& Ol I K5 o L7 % Mk L
7-20)

18.2.5 FkE: 7 #ERICH LT b L U XA F 2L 2 2 E RIS L
ToAER. KBRR AR IC X S HEIRE & ORI EETL O L& 2% L
7222,

18.3 MEHLIRIER

18.3.1 bu Y ARFH U ARFERTH HU-466190C K DRSS B2
2 15 R B R ISP A 2 B S ¥ 7223) (in vitro) .

18.3.2 f XKV F ANOFHERIRNIE G KD MBAIRE. i K
v MER 2R IMEEGAME TR L1229,

18.4 MVViREREEHDFIVER

18.4.1 25—/ ic kb MIVMUEERCADPIZE 5T v MM
Mgt 2 IHI L7225 (in vitro).

18.4.2 Ff# IR NIR 512 & V. ADPIC & % 7 9 F /MR EESE 2 3]
L7zo F72. BTIHREROROKEGICED,. ADPICKS T v bl
IR RS 4 L 7225

18.4.3 HHFE RN SIC K D . A X OFBIIRILAZIC & 5 MV IMREEEIC
P T M B & ] L 72200,

19. BRI CET ZIE(EZHFR
—f&M4&FR : b LT RF =)L (Treprostinil)
it % 4 :{[(1R,2R,3a5,9aS5)-2-Hydroxy-1-[(35)-3-
hydroxyoctyl]-2,3,3a,4,9,9a-hexahydro-1H -
cyclopenta[b Inaphthalen-5-ylJoxy}acetic acid

: C23H3405

£ 390.51

THE~REEOWMRTH D, NN-IAFLELLT
IFICBOTHEITRTL, XY ) —LVRUOLY ) =)

(99.5) KBTS T L KIIFEA LB T2V,
0~ “coH

Lz

D
‘_H
SE B

CH3



20. BRWL EDEFEE
TUISEERIGEL L TRIET A2 &, [14.1 2]
21. EERFG
B 2 7 EHHE 2 RED L. MICERT S &
22, a%
7N 2.9mLX 308 (141268 X 54%)
* 23, EEW#k
1) HHAMEANER : BRE ITHRR (ML o2 MRAWK :

*®

10)

11)

12)

13)
14)

15)

16)

17)

18)
19)

20)

21)

22)

23)

24)

25)

20225 12A23H%#. CTD 2.7.6.1)

FHBEENER  BASE T /AR (ML a2 MIRATK -

20228 12A23H%&#. CTD 2.7.6.8)

FHMEANER : BWNET/IHERE (FL 70X MRARK :

2024F9H24H#GE. CTD 2.7.6.2)

PRSI ER AL T (BA) BB (ML 7o R MIRA

W 20224E12H23H4&G8. CTD 2.7.6.2)

FiHBEEENER  EYFHERE - ML SO RF L0 A B

HOME— (ML 7o MESE : 2014F3H24H%:2. CTD

2.6.4.4.3)

FH A NER B EERE - L e 2F =L oREHC

I 5MEF (in vitro) — (ML 70 R MEgHE - 20145%E3H24
H#&F2. CTD 2.6.4.5)

PRSI NE R - BB — In vitro BT S M - fili
370V —LRKUOSUC KB RE@EE - (LT E A MRAK :

202245 12A23H%&#. CTD 2.6.4.5.1)

KFFFET fih : Prog. Med. 2014 ; 34 (2) :333-348

FRH SR NERL BB RE B RERE - L T oXF Lo

NANT YA — (ML 7O MESHE : 201453 H 24 H &R

CTD 2.7.6.1.5)

FrH L NER S THEE (LT 2 MRAWK ©

2022 12H23H#%&#8. CTD 2.7.6.5)

FE B R} SR R B RE B — T e E R R 0B

J25 ML TuRFOEYHE- (ML 70X MESE :

201443H24H#%:8. CTD 2.7.6.3.1)

FE B NER} MR REY B RERR - T N T I ) T v
EOEMMHEER— (ML 70 A PSR : 201483 H24H &

8. CTD 2.7.6.4.1)

Wade, M. et al. :J. Cardiovasc. Pharmacol. 2003 ; 41
(6) :908-915

Gotzkowsky, S. K. et al. : J. Clin. Pharmacol. 2010 ; 50
(7) :829-834

Fe BN IR REY EREHER - LT T L ED

HEYMEEER - (ML 70 A MESHE © 201443 A24H &R,

CTD 2.7.6.4.4)

RS NER A EREERERE - 7y BV D

HYMEEER - (ML 702 MESHE © 201443 H24H &R,

CTD 2.7.6.4.5)

BB NER A B REBIRERE —SLAT7 « Tu YLK

C7NaFy—LEOEYEEER - (L7 R MESHE :

201443H24H#:8. CTD 2.7.6.4.6)

FHMEENER B EIAERR (L7 o X MRATE :

20224E12H23H%&32. CTD 2.7.6.6)

Frm st gkt BV I/ IR (ML 70 2 MIRAK -

202459A24H#%&FR. CTD 2.7.6.1)

FiHBEEENER R - N L T2 F S LVRAREICB T

BB BRE - (ML 70X MREAWK : 20224F12H23
H#&FR. CTD 2.6.2.2)

FE B R} ¢ BRI AR — (KRR AT & B 3 I il ML HEE

EFMICBIR2EMME— (L 7O R MESHE : 20144E3H24
H#&FR. CTD 2.6.2.2.1)

P SR R - SEHERER — KRR AN IS K 5 7 4 fifis I ERE

EFNCBISEE— (ML 702 MESE : 20144E3H24
H&FR. CTD 2.6.2.2.1)

FE B R} ¢ SR EER — U R R EEIARIC 351 S I

BIERIER (in vitro) — (bL 70 A MESHE : 20144534

24H%#F. CTD 2.6.2.2.2)

FrH B NER © B — 1 XX 2I2B T B MBIk E &

UHiMEERIC I HE— (b7 0 R MESHE : 2014438

24H#%&#FE. CTD 2.6.2.2.2)

FHBSEENER - BERE -t b Ty RO Y FM/IMREE

BICRIFITHE (in vitro % Win vivo) — (bL 70 & FEst

- 20144E3H24H %7, CTD 2.6.2.2.2)

08SK3W

26) FRHBEEAANER  EHEEE - BT 2 EBIRRAE I X5
MRERDICRIETHE— (L 7oA MESR © 201483H
24H%#®. CTD 2.6.2.2.2)

24. WERFERERUEWEDEE

FrR#ER2E < T OEEEND
RREHEXIAG I TE7#H M T160-8515

TEL 03-5229-3906  0120-189-522
FAX 03-5229-3955

26. RIERGTRES

26.1 SHERRTETT

§Y smmEsta

mocHipa SRREHEXMUE1TH7 &M



* % 20244E 12 H 4ET (SEBML. AR PHEZH)

* 2021468 H AT (BARL. ANRELE) E'mgf;ffﬁ%
B ¢ SRR BRI TTRYF4 5 ZEA (PRA) B
HEHRE : 34 A7 SR 9715 €502mg|V 7 } 7 E§i04mg
L F 8T GE FAEBE2 | 22800AMX00702000 | 22800AMX00703000
BRESREMA| 201645118 | 201645114

ITHIER0.2n
TS E%E(Mmg

Uptravi® Tablets

Z3

F) ER-EmFOLGECLVERATAIL

2. BB (CROBHFICRBELEWZ &)

2.1 RHN O URBEDOBER O H % B

2.2 EEOHEERE [9.3.1, 16.6.28H]

2.3 FitIRFEMR B Z2 AT 2 MR ILER O BE [RHlo
MEWRERICE Y., MAKE2HBRT2BZh0D 5]

A RBEBRAES N LA RMEREZICKE - BR LB
Mmi¢ZEAe MRS MEE)
%*5.4 WHOBB 2 5 A I RUNIZB T 2551 R UO%EE
IR L TV,

*%6. HEARUHE

(AhiE A4 B M E 1)
3. #ERE - 1R WE. BACIEELF 387 LCLE0. 2meg% 1 H2 &
3.1 #8R% BROKZS P ORGT S, DERZHEELLZS S, THE
W54 %7 b5 ¥402mg w7 b5 ¥04mg FOMBTIERE L LT0.2mgd OB KMAHRE I THEL
] 1§Eth 18e T*ﬁ%m%%&%?éo &H\ ﬁ%mﬁlil@lﬁmgt L.
HRIBT ¥ L% 8702mg XL %Y 8704mg WTFNOHRIZBW TS, 1H2MERICEOKS T 5,
HEETBE. AVF Y | BEEETEB LS VT EE 2R LG RIIPARICE, vLFIRTELT
Naw, BEFy v, AF|Nuy, BeFr v, == TROBBEHAEZIH2NERICROKS T4, 2AEZHE
7Y Vﬁvf*;'?in :Eﬁﬂsﬁk X?’U vBvT AL DS, THULOMB T, FTEOMEIETRAMA
N vEQITFVT Y, EF|RTT A, JEQTITT = SE TN R R = N =g
L S VR Tull [N . fiﬁ?fl’f*ﬁﬁmzéﬁm?z’;%%‘ TRORE
B B AR, SN R, Ba A Ek:*ﬁx Rz Etl, WFhoHRIZBWTH1H2EE
¥veyZ7ya—n, D-%|u—RX, Fu¥€L Y7 RICREDEST 2.
Y= b= =), D-v= b= ﬂii iR iﬁ%ﬂ@ EEHE
3.2 WAHIDMIR (L) (ER) | (ER
e w7 b5 ¥§02mg w7 b5 ¥E04mg kgl I ol 0l OB
WA O % Yot 25kg ki £ £ g
R FRO7 4 Va3 —7 14 ¥ 75k ggigi{; 0.15mg 0.15mg 12mg
wAa—F ®261 ®262 g
= 50kgbl L 02mg 0.2mg 1.6mg
=i 26 \262) AR AR A X (3 S RO AR BT - B L 18
e - N AL EE A A S I FEAE)
Ei BE, BACRELF IS E LTIHO. 2mg#1H2M &
i — — BRI ED S BT 5. BEEEHBEL LS. THI
= - - EOMBTIERE LT0.2mgd omARAR $ THEL
S (om) M ” THFHBRZRET 5, 4B, HEAHRIZIE]L. 6mgk L.
mm 3 : WTROHRICBW T, 1H2EAERICEORST 5,
HE (mg) 140 140 . X R
7. AERUVHEEBICEEYT 38
*4. FEERIZFHIR * %71 HEMHICER. TRHSOBWEA»S S HEINTED.,
OBfighBRi b= [MLE fE FROMRICBWTRER DL (BDHORTwEI Lhs, B
ONHEEBRRESN EARIEEEICKE - BRLUAE ZOREEZTHEE LR SEBICHEOHMEITIZ L.
14 [ A8 ZEAS 14 s I FESiE * k7.2 ZAMICHEEND )V BET HHEE1E. RAXIIHAE kg
s 2 e BLEo/NE TR & LTLEO. 2mgF O#iRT 2 2 Lo
?ﬂgig;ﬂﬁ‘ﬁ’i”'ﬁ MR RS 241, FRE T TISH L oM

51 AFDOBHICH /20 TiZ. BRIFTOWEETA N4 V%25
BIHRSOEEERETAHZ L,

(R Eh AR Bl = M EiE)

* %5.2 /NBTIZ, WHORRESG 2 9 A T RUNIZBIT A%

HROEEMIIHET L Ty,

* %5.3 MR TIE, ARSI 8 R B AR A2k i 85 M S e OF5f

RO AR 5 FitiBh R i 755 M e DIAY o ki AR i o5
MESEC BT AR OREMHIRHETL L TWin,

EHT. DERTHER LI LHEETLZ L,
7.3 SHDL LG b lF L2234, FBERC PR & &
VWHARDPLOHREEERT AL,
7.4 BE5ZHIETEA1E. EROBEICEE L 2ESHKS
BE#RTLZL,
7.5 P"EEOFEESRZ I, IHIEICEE L T&E 2B
L. ZEHBCHBEMNBOLE. REHEOREZZET
52k, [9.3.2, 16.6.25H]
* %7.6 /NEAH0.0omgft L HlAaFbETHEA LRV &,



% % 7.7 AKESOkg R O/MRICEE T 2HEE. HEHEICH
ET AT TIRANEAH.OOmgE 2 EHT A L, MFHE
A30.2mg$E K O°0.4mg$e & F v CHREWRE R IGAITIE.
0.2mgHE R V0. 4mgdeict] W B 2 THETH 2 L5 TE 5,

8. EELEAWIE

8.1 AFNT, B IR R w5 ML S 34348 A A M i 5 M
JESED BB T MBEURBREET A ERMO D & TF
ATazl,

8.2 AHK|OHIZ & 1 MiKEOBAEAIA & W73 A 1L iR
HEMERBOTRE2ZE T2 L, MBIRHAEMERD
BbIN2HAEE. AFoxEEHIETEZ L,

8.3 AHNIMEBEWEEAEET 5720, RAEAOHESIZELT
. MEPEERIC L ) BEFEELPEFZT 5 Whel:
B HRE (BERZS P, LHEHMEME., miEERD,
WEOLERMEHE, HEMRBEEES) Kdbr0h
rHaomEsac e,

8.4 HIRBBEERENH OLNDLI LD LDT, AHkS
I MEICS U THRRERREZ ER T2 2 EBE%2 1+
HATH S ko [11.1.388]

8.5 Wl ESENHLbNEZ ERHLDT, HEHOEE
. fERZAE) B OB T ABRICIIEE TS L)
BEICTHICHEHATL I L,

9. BENEE+ATHEEICETZEE
9.1 &fHE - BMERZEDH 2 EH
9.1.1 EMENEE
MEZEIET EREBENED 5, AHZMEIEER
2HT 5,
9.1.2 HMEMLE I ZDERD » 38H
I % BT 2 820 H 5. AFIZM/IMREEIIH
VERE2AET 5, [10.228]
9.2 BfEcEERE
9.2.1 EENEREE (eGFR : 15~29mL/min/1.73m?) D&
28E ENMPOEEEED)
AHOMPBEENEATEIEFEDLNLTVWS, T,
ENROBEENRL LIAMEROREEEZRIEL L
BRRARBITIER LT Wi\, [16.6. 18]
9.3 TR ERE
9.3.1 EEDFEEERE (Child-PughX 27 : 10~15)
BELEZWZ L, AHomMbEEFELLERTEIEZN
Wb, [2.2, 16.6.28H]
9.3.2 BEEXIhEEDOHEEZES (Child-PughX 17 :5~9)
AH| DI FBEN LR T 5, [7.5. 16.6.28]
9.5 %
HIE TR L TV A TEEEOd 22z, BELOF
RS et LS L HB XN A EEICOREESTEI L,
9.6 =3
BEHRLOARERUCBIARBOAREZZE L., FLoMK
XL ZRET A . BRE (5 v M) THHH
ABATTHZ EFHEINT VWS,
9.7 /MRZ
{ Bt Eh B A4k it = I L 2D
* %071 MAGER, HFak, LB, 5RKIHUIEEkgR
WOGRENRE LI2ASERUCREEZIE L LR
REBITEHL TRV, [15.288]
NBABRTEB I ARNARZICEE  BRLUER

Mg fi= M)
9.7.2 NRERNR L LA URUELEZIEL L2
PRRBITER L Ty,
9.8 =&

— I, EFEBESET LTS I L%\, [16.6.48H]
10. HEER

FHROAKOEERBW TH LA FVANVF=ZIVT I
Mk (MRE-269) 13CYP2C8L CYP3A4IZ X W fR# SN2,
¥ 72, MRE-26913UGT1A3  UGT2B7IZ& h /' vr v @
g shs, [16.45H]

10.2 EAEFE (BFRICEERTZ 2 L)

BH 2% BRREESR - B | B - GRET
FEFEAEH % A § % 388 EE o AT A5 M I BEE/ER %
#I CHBENGEDD, |WHRT LI LIE

AN LEDH |BEHED L IEARA Z o5,
TrvIF Ty v\ EEETAEA M

EWBEHESR |Ex+oB88ET52
TUIFTFIIVU|E,

I Z AR HH]

FlIFRF#

TURY TS

VEi, E2 LFE

B

%
7231115 Wl D fE P2 K| A H 13in vitroT
INT U VE |TEBENED DL, |M/MUEEIHIE
A fEH BT oy | HEET 5720,
vu xS —YE |E L RES O MBI BRI A
MM ERHIER | 2T 2 L BE | ZHHET I L8
AT BHEH DORELX T HICBE|ZEZ b5,
TAEY v THZE,

Fruv¥I v

TURY T
VEi, E2 LFEHE

AREIFH]
AT A FEEH
SAEH]
%
[9.1.288]
CYP2C8OHEMER|Z7u ¥ FZ LV ED|CYP2C8% FHET
AT % EH BEHT. RHOFE LI LITED, &K
2B ¥ F 7 UIVE A D Cra & US| F DI HEACH D O
& B AUCHBEM L 72 & |REIH S NS
FIxIvur A | OHEVRDL, FH|LEZOLND,
& oEERIZZALD
[16.7.2&8K] ER T RIGT 256
IZiE, AFOBE%E
EZETHIE, Th
5 DEH| OG5z
AH & G T 506
i, AFIZ1H1Im
CRELTHEZH
Biazd,
BEFEI - Y T ARFOMAPEED E |4 H o H B E
=92 BL2-L0RERH|TH 5CYP3AL
[16.7.5&] 0. AAOBIWER S| R, RHINFEE L
RETHBENDDH|% 50ATPIBI,
5 OATP1B3J U°P
ey Ny B E
FHZEIZED,
AF) O I R EE A
FRTBEEZS
ns,
CYP2C8® #itifk | AR H#| DiEMACH W © |CYP2C8 % i §
AT HEH AUCHPIE T T2 B(a2LI2Xy, &
Y7y ¥y ElENs DD, R OERA S
[16.7.658] DRBIMRAE S
LrEZOLND,

1. BIfEA

ROBHWERDBH b B LhHDDT, BEL /T
W, BESRDON-BEICE3HREG2HIET 2% @Y%

MEZIT) S Lo
1.1 EXLEHEA

0 BLE

BEOMERT (RIME (3.6%). EILMHARIME (0.7%)

F) BHobhsdbZ

LB B,



11.1.2 Hifl
Hifl (S (1.6%). MEBEHIM (0.3%) %) 4% 5bh
BTENDHb,
FE11.1.3 ERmeeRs
RORBRE R (FRBIRIETEAE (0.7%). FHRkIskHE
BT (0.4%) %) b obhb I ed bbb, [8.4B3H]

*i11.2 Z0momlEE
5% L | 0.5~5%Ki | 0.5%Ki B
| LK i Bk ZWR[~NETT
i, 1NV E iR
%%
| AR BB, WA U 7 A
i i, A
FOUEEARE B |, R |SEREE. TR
* (58.3%). | ¥\, SEEAHE(WL, PG
BB (K, R, R
ESN N E T N
SESUIR, PEIR
[l M ], B,
R PRI, 37
A
L EEfEDE- BB
rEmeE (W w|acy. BB Bk LR
(12.3%) L/ NIPY i
HERE, O
EL PN
i, BRI,
L QT
K. AL
(PUfi DE K -
Rk - Ak
15 )
72 R, B, [EETE. O
Bk PEME A e
FAEEE [T A[EBAROE, O, W
(37.9%) LR B, B ROl |k, IMALPE
T D[RR, B
(27.2%). BBy, R,
WE I [ I
(15.0%). |H %
x 55
| VIR FFRER L5 P € U
AR CZD N
Al-PH§in
T ] R, ALBE. € CROBIPER ERE.
5 JESiE W BB, (IR
Cain
FABERRE  m[EE. R0 OEE, 5
(23.6%) . [SERREE, HHRHG. | IR T, 50
MW R |EEN. B . T
(13.2%) . [ APk, B
PO B MRS,
(12.1%) |BEE
B
. X[ TriRERcd  [BUR
WETT & 7| RERE B8 |IF TR
CRABHERIE, [EB%k, L B
BERIES), %5 &, B B VEVR
R TN N AU T
5 BIEAPUE, |V YRR | i
HERD. Ko |8 EE A
WAL, Fels
B, 1
e R B 3
AIVE VHEN

13. BEHS

13.1 fER
A# %13, 2mgk 5 SN RABE IC—BYEOELBR
BLzLoHEEDHSE EAF—%),

13.2 &
R LEER IV, BHE Y YT HERIFB VD,
ENDAERTH 5 WEeEIR V.

14, BRLEDZFE

14.1 FEFIRZMABFOEE
PTPEZEDOEAIZPTPY— P 2OR YV LTIRATA LS
BETHZL, PTPY— M OREEKICE Y, BOSALHIE
EREARIA L, BICRBELZEZ LTRBRASEOEE
LEPHEERHRIT LI LD S,

*x15. ZOMDEE
15.2 FEERRRERERICE D 1B
4 X # AWEERBRICB VT, AFOEAERICERT
5, BEOEEEBOMFIC L B LEZ LN LBERIE
HoNhiz, [9.7. 18]

16. FAEDRE

16.1 Mg

16.1.1 BERE#%HS
R ANBHRBICE L F /370, 2%050.4mg % BH I BEREOH
Bl & LI AT7RUTEEABYMRE-2690 ¥ Y@ RE /<
FRA—FRITRDEBY THolzo UF I T KRUMRE-2699
Cuac X FAUCh=ld, WFNR D FHE L & ITHMmL2Y,

(ng/mL)
10 ELF VAT 10
8

MRE-269

FREHE

(=T RN Y

8
6
4
2

1200 2 4 6 8 101214 16 24 36 48
¢ (hr)

U F V7028 00.4mgZx BREEORSHO L L F I TR
MRE-269 IfiL# iR BEHE RS

[0:0.2mg. @ :0.4mg (FIfl + B#EFZE, n=6)

U F 702Kk 004me % HEEOH# S
L2 EDEYEHENT A -5

0 2 4 6 8 10

Comax tmax tz AUCo-»
(ng/mL) (hr) (hr) (ng-hr/mL)
eLF Iy
02mg | 330+081 | 1.75 (1.00, 250) |0.849+0.133 | 859+264
04mg | 855+1.33 | 150 (1.50,2.00) | 1.03+0.26 188=+29
MRE-269
02mg | 406+094 | 450 (250, 5.00) 105+40 240+55
04mg | 740+1.23 | 350 (2.00,5.00) | 7.84+243 45.7+89

n=6. T+ EEFEE. tnldPRME FRAME, RAMH)

16.1.2 RiEHRE
BERABEHICE L F I 370.2~0.6mg% 1 H2E &% K E&E
OS5 LE & £LF 87 RUMRE-269D E % IREEICB T 5
BEWMHENATA—F I TRDEBY Tholzo LLFINTRE
MRE-269% I 4t B 13 3% 5-3H H I Iz @ ERBIE L7,

L& U 78702~06mg% 1 H2H RERORS L7z &0
EHRBICB T 2RYHE T A -5

BRsR| b o | g
UL FINT
02mg | 298+0.85 | 1.50 (1.00, 3.00) | 0.855+0.204 | 653+2.36
04mg | 871+0.79 | 150 (1.00, 1.50) 1.38 £0.62 175%35
0.6mg 107+30 | 150 (150, 250) 1.89+0.53 248+37




Cumax tmax tiz ATUCo-120r

1Eg54 (ng/mL) (hr) (hr) (ng+hr/mL)

MRE-269

02mg | 424081 | 300 (250, 400) | 107=37 228+58

04mg | 10216 | 275 (2.00,400) | 112=40 60.5+80

06mg | 124+20 | 300 (250,500) | 7.89+236 | 69.7+12.3

* %16.6.3 /N2

/N Y2 > Jit Bl R P i 8 I RS R 6B 2 Lk ¥ 28570.10 01531
0.2mgZ 1 H2EEB R EROKSG Lz L &, €L /%7 RUMRE-
260D EHIRIEIC BT LEWEB NS A—FITRDEBY TH o727

NRORHEIRMEM B MUEEEE IS L ¥ 38701, 015Xi302mg%
1H2EREREORS Lt OB FERBICHIT 2 EWH BT 2 -5

n=6, FHME £ EEMRFE, tmadIHRME (F/ME, FKE)

16.2 NRIR

16.2.1 NAATANAFEYF ¢
R A BB L F 2370, 2mg % 228 B IR 3% 5-
LizL & ¥VFEINTOEHZ VT IV ARCEEREOSAR
BOBMEEITZ N ZNIT IL/hr R 11 7L THh oo 720 &
V¥ I870. dmgk 2R IC RO G- L2 L &, L ¥ 87
DRENAL T T RL FTEY T 41349.4%TH o722 BEAF—%)o

16.2.2 REORE

(1) g
BEBRANBEMFICE L F T 870.4me % 2B R EH3051C
HEREOHRS Lz &, ZEBLEELTEL X YT DOCoxld
32%. AUCo-»1215% T L7206 MRE-269® Cuuxi¥7%. AUCo-wid
12%ETF L72Y

(2) BiE&
BHEFABEIFICE L F 2870 4me % 22 R VA% B
BORE L2 &, ZHEEBEEBELTELF /87 DCuuxld35%E
T L. AUCr-=1210%HK L 720 MRE-269? Crmaxi348%. AUCo-«id
2T%ET L7222 BHEAT—%),

16.3 4%
UC-1 L & /87 R UUC-MRE-269DIfliE & ¥ /57 [TH T %A=
. 0.1~1pg/mLOEERH TV 98~99%TH o 729,

16.4 X3
CLFINTIE, BICEEATHVRVEET I FERALAIASR S
. EERFWMRE-269% £ 5K L72o MRE-269i3 % D% BEEAED
BLRE TR T YV V2 a v BRARCRE SN,
MASBICEANVEF I NTRT5—F1A5, BILRASICE
CYP2C8K U'CYP3A4%5, Z V7 1 v BHAICIXUGTIASR T
UGT2B7ASEICH S L Twiz?, [10. 2]

16.5 HEitt
RN BHE6HIIC L L F 3 3570.2~0.6mg % 22 B (S RO
BELE &, REHRBER T CICRPIIREBLEEIBRB SN
. MRE-269R U207 V7 u v BHAHEL LT, #E5800.22
~0.27%2EH & h iz,
ERABEHIC1C-L L F 370 . dmex BEE TR E L7-3
A HEHI68EM T TICkE SN BRETEED12% 2 R I, 93%
HEPICHRE S ND SHEAT—%),

16.6 BENEEE*ATIEE

16.6.1 SEEEE
FEEOFREEREZSH (eGFR : 15~29mL/min/1.73m?) & UgtkE
BRASFUZ L F 3 /870. dmgw BAERORE- L2 L &, EEOE
BEERETIE, BERALHELTELF 37 OCuuk FAUCH
w1, 7B MRE-269? Cruaxld 1. 485, AUCo-iX1. 68512800 L 720
F7, L F V87 R UMRE-2690 e AR GRICKE &
MBI 2 Ho729 BHEATF—%). [9.2.188]]

16.6.2 FFREEEH
BEOEESREZH (Chid-PughA 37 :5~6). HEEDONE
EHE8H (Child-PughR 27 :7~9) RUEEDFEEREW
(Child-Pugh 2 27 : 10~15) IR ASHIICE L F 87
0.2~0.4mg% BEROHKRS Lz, BEOFEERZIIBERA L
HEBELT, 2L F ¥ DOCaax R UAUCH--25205 128 L. MRE-
269D Cuax X FAUCo-=I1C K & MliE X e o720 2o L F IR
7 B OMRE-269D I AE H IERE G RIS HIZ D R E LMEIT 2 d o 720
FEEOFBERETIIEERALHELT, L X737 DCan
2658 . AUCo-w 3445 8L VR L 720 MRE-2690 CuaxlZ K &
HREIZ R . AUCH=l32fBR L Eicm L7z £/, L F IR
K U'MRE-2690 4 hIEfE AR 3131 . 35 i L7z EE DT
B B E, PEEE O EEE L Ao Mg RERBOGEN %
RL725 &L F 37 RUMRE-2690 I3 i JE 8 & B 4313245
IHML7Y AEATF—%). [2.2, 7.5, 9.3.1, 9.3.288]

E 10H] Crnax tmax tiz AUCo-120r
#5% | (ng/mL) | (hr) (br) | (ng+hr/mL)
LFINT
kgl k- 2.37, 0771, 931,
kg | 01mE 297 198 i 965
25kgbl I 273, 0.888, 874,
sokgki | 019 | 510 | M| 1 129
. 149, 0824, 457,
50kgll k| 02mg 70 189 | o0 603
MRE-269
kgl k- 344, 2.86, 178,
Bhgki | O1ME | 379 | 401 | 359 285
25kgbl b 4,96, 268, 454,
sOkgki | O10m8 109 292 | 5ag 482
) 2.39, 274, 148,
50kglll | 02mg sl 390 | S 7

ZARESETn=2, MHME tmalE P RAE

16.6.4 =&
RGBT (656~T45) 1T L F 3370 2me% 2RI
EREO#E L2 &, REFEREREOH (20~26%) LHhBELTE
L & 3 /87 | 'MRE-269 Cinax J2 FAUCo-« BB T 1§ 2 12520
S, REREREAEH (67~74M) kL F T /870.4mg#1H
2E10H I ASBEOHRS Lz X, MiEd L 37 R UMRE-
2690 EWBYRE /T 2 — ¥ I IREFEEE#REH (21~29%) LELIL
%R L72Y, [9.88H]

16.7 EMHEEER

16.7.1 In vitroRB&
£ L ¥ Y7 RUMRE-269iZ. OATPIB1RUFOATPIB3D#E T
HLILIRENT, 72, ELF VN IPHEESY © 37, MRE-
26913BCRPOEETH 5 = LHh R Ehiz? ¥,

16.7.2 yAOERJ LIV
EERAB W26 L F /370, 2mgZ 1 H2M10H & OH%R S5
L. CYP2C8DMHEEAZETAH 70 FZ LV 254 HIC
300mg (n=21). ¥%55H B4 510H HiZ75mg (n=20) Z#&FO#%k5
Lzt &, BHRELHELT, L F ¥ /87 DCuuft IFAUCH2
. 540 B TIR1.MERCL.AMECHEML. #5100 B Ti30.98
BRUL.METH o7 RIS, MRE-269D Crax & IFAUCo-124d
#5540 B CIRL.7THRU2.265, #5100 B ClX1.9ERU2.741C
MLz BEATF—%). [10.28H]

16.7.3 L7« 700
R\ B 208 13 CYP2C8DFHEH ThH B X 27 1 7u I
(EIFR&ZE) 600mgZ1H2E9H FREROKS L. 548 Bk
FINT0. dmgk BRFOHES- Lz &, k5 L LT, &
V& Y87 DCrmaxld] 485, AUCo-«132. 085128540 L 72o MRE-269
DCumaxtd3. 688, AUCH-F11EITHM L7210 FHEATF—%),

16.7.4 L7 7>
BERERANBEITHICE LV F 2 8570.4mg# 1 H2ME12H R OK S
L. #58HEICT VT 7Y Y 20mgZEOHFE Lz &, L FY
7 i 'MRE-269D BB EEIC RIZT I T 7 1) Y OEBIIRD
biedrotze TVT 70 Y OEYHBICKIZTELF VT OE
BREDONEP o720 HEATF—%),

16.7.5 OEFENL - U FFENL
RERABME206ICTEFEN - Y b F EVEEE$E400me/100mg
Z1H2E12H FROHKS- L. H510HBICE L F T 850.4mgz B
ERROHKS Lz e &, BHES5 L HEBEL T, 2L ¥ 3837 DCnuid
2.074%. AUCor-i32. 244523 M L 726 MRE-269 Craxid1.334%.
AUCo-=i31.08f 128 L 722 EAF—%). [10.28]

16.7.6 U77>EY >
EERABHEIBICCYP2C8DFEH TH 21 7 7 ¥ ¥ ~600mg
Z1HIE9HMROEE L, &ETHEICE L3870, 4mg% B
BOKS L2 &, B L HBL T, L F 37 DOCunld1.8



. AUCo-=131. 3512380 L 720 MRE-269% Cuaxl& 1. 3512 HEM L
AUCo=130.528 124 L7210 BHEANT— %), [10.28H]

17. BEPRRLIE
17.1 BERURSMEICET 3RHB
CBREE B 4 F FE E)

17.1.1 BRETHEHER (RA)

FEEMIER RARER L U<, BAS A RHBY IRl pes 1 i B 371 % st
12, L FI8570.2~1.6megZ 1 H2EBS Uiz, AatEFEF
HEETHINR—RAF4 V2 516AK T TOMMERROE{LE
(P31l + BERfF 2, defi) 1, -122.9+115.2. -120.9dyn -
sec/cm®TH V. HHIET L7z (Wilcoxon® S EMBE :
P<0.0001) @ 9,

BIVE A S BB £ 13100.0% B7HI53761) Thole EREIEH
. SERE27H (73.0%). T, FEE £1761 (45.9%). Bl144)
(37.8%) WIKL12B1 (32.4%). #FARETH (18.9%). {KILE. FAES
. BRI 1ZTH £661 (16.2%). HBERESHI (13.5%). B,
WEH: %451 (10.8%) TH o7z

N—2 54 ¥ H b5 16EE  TOMMEERNEL (PPS)

% %17.1.3 ERETHRER (M)

FERIERRABR L LT, 2R DL L5 K i o B IR M i & U 5
BEMBEZFRIC, L FT7570.1~0.8mg (FREIkgPL E25kgR
#). 0.15~1.2mg ({AE25kgPl F50kgKiH) X1x0.2~1.6mg
H50kgPl k) %#1H2EHKS Lz, FEFMEEETHE -2 54
v 516388 E TOMMERARROMAIMITED L BY TH
0. ZIEF (n=6) DELE (PHME+FEERE. SRME) X,
-5.5486.876, -4.310Wood®AL - m*TH o 72"

BIVE IS BUBEE13100.0% (6B1H661) Thoizo ELEIERIX.
W56 (83.3%). HEREABI (66.7%). THI3H (50.0%). ZHiE.
Bl ER £26 (33.3%) THholze

N—=ZF A4 ¥ bHE516K ¥ TORMEEARBROEL

il M HEHTER B (Wood AL -m?)
e women | gsiems | HIRENTLO
OkgBl 1 14.00 767 -6.33
25k g K 16.79 719 -9.60
2Bkgll k- 17.05 1601 -1.04
50k g K 3750 20.89 -16.61
952 723 -2.29
50kg Bl b
1290 1548 258
GIRIBEBRRNEIC X T ATRBEBREBICET - BRL A8 nieEs
14 i [ [ E)
*17.1.4 ERFETHERER

(5 RR RS @Eﬂ:ﬁ]
R | T B Sl + IERRE l&%%#&ﬁﬁz&*f;@'ﬂﬁ(%)]
(dyn-sec/err) g Fp LAl A fE
(R EDRREEEE] | [95%IEHEX ]
Pﬁﬁ:l)
L. | 683.2+237.3 -1229+1152
B s 671.8 -1209 79.7
. 5603+2387 | [-1845, -59.5] [74.0, 86.0]
#5163 4914 <0.0001

FEMFIZL - 3361, 7E1) WilcoxonfF BS-AHEMARE

17.1.2 BHEMERE (KRA)
T RNBoEERIERBR L L <. MRS DLEEDBE
115681 % 2RI, 79 RXiEEVF3/%50.2~1.6mgx1H2H
&’5‘ Lf:o
AR EFMEE Td 5 &4 Dmorbidity/mortality £ X ¥ k28
BETL2EFTCOHHECBIZ 77 RBICHTE2ELVF TR
DN — FHI20.60 (99%EHHXE : 0.46~0.78) THH., L F
INRTEITT T R L B L Tmorbidity/mortality £ X~ b ®
REZABEICET S8 (P<0.0001, KRy v rikeE. A8
RHEXHM0.005) P 19,
BIVEF 2B B 1389.6% (575B1H51561) TH o 7z. ELEIFEMH L.
GEE3536 (61.4%). THI20781 (36.0%). Elr15581 (27.0%).
FUH1436) (24.9%). HAME80HE (13.9%). WEH-7851 (13.6%).
D778 (13.4%). #6761 (11.7%) TH o7z

100
A% S 2Av4
4 s 7 5 g2 K
N 80+
v
N
3
1‘& T
B 40 I
&
[2) 41.7%
kil
& 20+
(%)
0_ T T T T T T T
0 6 12 18 30 36
#E (A
Number at risk
(L& ¥ 37)
574 455 361 246 171 101 40
(75 €X)
582 433 347 220 149 88 28

%8 Dmorbidity/mortalityf X ¥ FBSREBT 5 oD
Kaplan-Meierli# (FAS)

N—FBREEX M ZRT

1) morbidity/mortality 4 X b D : FET. FHEIIREEM & E
SEEALIC & 2 ABE. HiBHE - OB R IRZE BN % B3 2 Msh R &
MEFEDEAL, TORFH A4 2 YEHOBERN/ETHRS - B
BEFREORM, IIEEET (645547 HEEM 5012 515%
DL EEHE. RS (WHORRESEZ S AN/ D & &) WHOREES
o 9 AR, (I/Vo & &) FghIRE:R S MU ER R OB ]

T AR I P RS BT A SRS A AR \CRAE - 56 L7218tk
eI I E O BB 2RI, TIERXTE L I3
70.2~1.6mgx1H2E, —EERICT&RE Lz, €Dk, L ¥
¥370.2~1.6mg% 1 H2EELHE L7

AR EEFMEE Th M MEBHON—25 1 V5 52088 F
TOELE (FHME+ERFE, PyE) &, L3I 78-98.2
+111.3. -89.0dyn * sec/cm®. 75t RE-4.6+163.6. -18.0dyn *
sec/cm®Tdh o 72, MillERILO20EKEF TOELED TS L REEL
DEHEDF13-93.5dyn - sec/cm® (95%EHEXH : -156.8~-30.3)
THY, LLFINTBTIET T B REE L B L OSSR s A
FIETF L7 (P=0.006. WilcoxonEIfItE) 1 19,
CLUFINTZHRESNZBIOBE BT 2EHEERHEE R
90.5% (67/7481) TH o720 ERBEIVEFII TR (52.7%). H
WE38% (51.4%). E2261 (29.7%). HEK14H (18.9%). =
126l (16.2%). WM. AZKEE £1061 (13.5%). #HAHEIF
(12.2%). BAHIRESHEl (10.8%) THo o

NR=—ZAFGAL v RL_EERKRTH 208 FTo
fifi A EHL O 2L (FAS)

Jili &3P (dyn-sec/cm®)
s (35 bORILR] | 5 R H ORI EORRE]
5| P LR | IO £ R | T OB 2
¥ rhgLfE T LfE [95% A5 FEIX /4]
({095 % = X F ] PE™
f 5 (5234+1328
x| |BmaET| 4930 -982+111.3
¥ |39 -89.0
|| B [4253+1586| [-1320,-300] 935
Fe| [208F5) 4000 [-1568, ~303]
7| | #5 |5531+184.0 0.006
2 2 BIfERET| 4730 ‘4-6_1-'8133-6
K[| %5 |548522884 90 (0]
B |200mE| 4400 -

H2) VX INTHE-T TR

#%3) WilcoxonERLAIRE

18. ERHFEE
18.1 fEFARE
18.1.1 BV F I RT3 b FOR YA 2 U ZAKIERN 24
A% A L. cyclic AMPA R E ZBEKER NS, 7I=
A MERZRLED 2,
18.1.2 L FIYNFIEZ, TUuRF TS5 VY UFall X AWM T v Ml
BE N B IREE A O AR % IR BEARAERY (IR L 722,
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39 5% L, G HHETHELRULENBD NIz S5, 64
M2RATHEE, WHORSRE DS N— 2T 4 U i biFE L7z,

BEURBEDON—Z5 A > H50DEL

<7 % 10mg

it LA AT n=28
P iR (dynsec/cm®) - 250230
P 60.5
BA I (959%AZHEXTH) (%) (52.4, 69.9)
653 i A4 T B n=30
P E + EERFAE (m) 66+81

WHORRE M D 13f1/30f1 (43.3%)

) N=2AF4 2 FI0E LIZGEDR YT v 8 v HRGHOEOEHGHR

LA VRSN O GAEBI30E H 21480 (70.0%) 411\ ZEIVEFH 5325 5
nrzo ELENWERIE, EREF (30.0%). WIAL7H (23.3%). &
I, AR S ORAY MR RE A 5261 (6.7%) Th-o72" 7,

*17.1.2 BHE MHEHER

Jiti AR AR 5 U BB 7426012, T IR, vV T ¥ ¥ v 3mg
1310mg % BT EL G- 2% 77 L R IR AR = F2h L 720
il Omorbidity/mortality™ DFILD 75 LRIk BN — Fit
X, 7 ¥ % »10mgTi30.547 (97.5%STEXH : 0.392~0.762.

logrank p<0.0001) THY. ¥ 7> % > 10mgD %5 T45%D
morbidity/mortality £ «X > M B A 7 AR RASFRD H 7z,

100 — Y Fa10mg

80

60 LT 63.18%
i

TE= e —4704%

40

20

NH— KL 0.547

97.5% {S#RX A : 0.392~0.762

Logrank pfi& : <0.0001

0 6 12 18 24 30 36
Months from treatment start

AN FREBEOEOHEREDBE (%)
r

Number at risk

YT A2 10mg 242 208 187 171 155 91 41

75K 250 188 160 135 122 64 23
BHIZHE Z - 7=morbidity/mortality®Kaplan-Meierfii#%

) morbidity/mortality D g5 1 JE1TC. EARLREIEA N b (LEHHEY
BT BifEA, 70 A% 4 FOFERNE G O3 TS 0 kiE) X
X, Z O BB IRE M EEL QROTTEZT 1 65 W4
ATHEBEAS 500 70 & 15% LA 1 . it 8l IR 12 Pl v ML 9 0 i IR ) FEA L
SEITEY 722 il Sl MR A i 5 002 A 883 00 B 46t

S5, RIRT LB Y567 HEZIMIMEIKE, 62 HAATH

HE X OCWHORSBE 3 O LLED TR S 7z,

BE56HBHBODN—ZF714 > h5NDE1L

77K ~ 7 v 5 ~10mg
it L A5 AT n=50 n=48
Fy Ml + R (dynsec/cm®) 156+ 353 —226+395
ZEALERED 115.8 71.3
AT (95%IRHXH) (%) | (104.7, 128.1) (62.4, 81.4)
647 AT LA n=249 n=242
P R (m) -9.4+100.59 12.5+83.54
BRI - 22.0
WHORRE /O UGH 32151 /24961 54451 /24211
(12.9%) (22.3%)
bl oyE S - 1.74

H1) R=AFA &100& LAY T v 8 Y HGHOMEOE G

W2) B T REDE

HE3) EEE T RICHT Y AR

B VEIRAT xF SUE 124260 H 5661 (23.1%) (ZRIER AR &

7oo EEWERIZ, BER1260 (5.0%). £l (3.7%). FEit

O F VLR IERIED 4661 (2.5%) THo7/2D 10, Fi-, 3

Ml LIRO8ME 4B 2 5 IFEE%R (AST. ALT) fi LA ORH )

75 RETIZ0.4%TH 72D L. ¥ 5 v % ¥ 10mgHks-
08SK3¥2.1% T - 72,

18. FExpZE
18.1 {ERHF

<Y T V¥ VIZETAR OCETe % BRI L CHEIENEZ R L.
BI-ET-1# A 1203 5 1Cxfll CPIME £ fEMEiRE) k2 hzh
0.49+0.070M % U391 £49nMTd - 720 iHHER#W L~ 7> ¥
v EABORIER AR L, ZOICofEixZNZ13.4+0.20nM
U987 £92nM T - 7217+ 19

18.2 MEIRFOMEE

RYTFUEET Y Mo LN EERERO TS K2
v (ET) -UHEESIGE (ETAZB AR RO LR
DT 7+ ¥ v SechlEEF I (BT M) %
L. ZOpAdilzZNZFNT.6%0.2 (ETa%EME) K1U5.9+0.2
(ETeZ M) TH 7217,

18.3 IWEETFIVICX§ B1ER
18.3.1 fimmMEET IV

RYT VI IR 7u sy ) YEEMEIET v MZBWT, b
MRS 5 2 & CPIIBIIRIE 2 T S, F72, HiiEhik
JERF O EER 2] L7z S50, AfFR2IEE L2719,

18.3.2 EIMEET IV

~ ¥ 75 vidDahl ik E M (Dahl-S) ®IMET v MR OHE
B4 ¥ anvFazrruary (DOCA) EIFESIMTET v MZBw
T ABUSEE T 2 2 L % P EIIRIE 2 KT 287210 2,

18.3.3 BHARMEAEET IV
RYTYE R TVARA D FRMBMEIET v BT, A
ERARK PN e FaFy 7oy o &z I L 222,

19. BR2ICREY 2I{LFERIFIR

— xR <7~ %~ (Macitentan)

1t544 © N-[5- (4-Bromophenyl) -6- {2-[ (5-bromopyrimidin-2-yl)

oxyJethoxy! pyrimidin-4-yl]-V' -propylsulfuric diamide

¥ CroH2oBraNeOsS
53 1 588.27
R BEOESEEOM R TH L, P ruu Ry IS THET
T, VAFNVAVKF Y BN, N-PAFIVERVAT
SFROT b FO 77V IZETRTL TR T
t b= P VROFERT T OVIZRRBEITRT L, A Y ) —
WROLY = VITEITFIZC L Ay T8/ =)V 2D
TEITIZL L, KIZIFEAEET RV,
=i s
H
\ _N
Oz\ls/ \/\CH3
N NH
l( X
Br\(\N N__=
|
=~ (0]
Mi\o/\\/ Br

22. A%k

305 [15%¢ (PTP) x2]

23. EEXW

1) Bruderer S, et al. : Pharmacology. 2013 : 91 (5-6) : 331-

338

FEAERL © HARNERHE AT & 5 S & L 7o ) B RE R

(20154E3H 26 H kG2, CTD2.7.6.2)

3) FLPVERL BBl AR A I R 2 R & L Ao ke 5o
B (2015%E3H 26 H KR, CTD2.7.6.2)

4) FEPVERE T HAR NIRRT B o R e L2/
MAHFER (20154E3H 26 H &R, CTD2.7.6.2)

5) Tahara N, et al. : Circ J. 2016 ; 80 : 1478-1483

6) FHNERL  EERABEEZ SR L L-BEFEOREOME (2015

4E3H26H#F2, CTD2.7.6.2)

FENERL LA Y 2R T A R ORILER R N O FAT O FiET

(20154F3H 26 HAKFE. CTD2.7.2.3)

8) Bruderer S, et al. : Xenobiotica. 2012 ; 42 : 901-910

9) FLPEEL - MEE PR ST TR O (20154E3H 26 H K

2. CTD2.7.2.3)

Sidharta PN, et al. : J Clin Pharmacol. 2014 ; 54 (3) :

291-300

AR R AR EZ SR E LzT VT 7 v E DY

MWHEAEH OET (201543 H26 HARE. CTD2.7.6.2)

HPER  EREBEABE AR E LV TF 71 v 0

WA EAER OGS (20154E3H 26 H&#E, CTD2.7.6.2)

13) Atsmon J, et al. : Clin Pharmacokinet. 2013 ; 52 (8) :
685-692

14) Bruderer S, et al. : AAPS J. 2012 : 14 : 68-78

15) #RAEE © il Bl AR A v I i R A b R & L 72 5 AR BB
(201543 A 26 H#GE, CTD2.7.6.2)

16) Pulido T, et al. : NEJM. 2013 ; 369 : 809-818

17) Iglarz M, et al. : JPET. 2008 : 327 : 736-745

18) HHNERL : ETZHEARANOET-1# A58k (201543 H 26 H ARG
CTD2.6.2.2)
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19) HWEER €/ 7085 ) YERMELES v b ETFTIVEHW
7oMEt (20154E3H26H #&FE, CTD2.6.2.2)

20) AANEE  ESIUE S v FEFVEHWZBE (201548326 H
7B, CTD2.6.2.2)

21) #ER T LA~ A D VBT T v b E TV E v
7o#Et (20154E3 A 26 H#4FE. CTD2.6.2.2)

24. XHEKRERVUBEWEDESE
Yoy 77 —<vHAEH ATAAINA VT A=Y avk s —
T101-0065 HHUHBT-1X H X VUi FH3-5-2
7V =& A 0120-183-275
https://www .janssenpro.jp

26. BUERTEES
26.1 BERRTT (E@A)

Yoty 77— Et:

T101-0065 HEARTH X Vi #ii [H3-5-2
26.2 ERscidfE%

H AR 3k a4t

SRR X R/ HE M 14

08SK3Y




D2

* 3 20244F 1 ST (453H) AAELEER S EED
* 202249 F AT (4280 TS 7 VB 55—+ (sGC) R 87219
Bk R VYT MR
ARHEAR : 364 )] g]ﬁ nﬁﬁgﬁ b k) EREE BRSBIMA
$€0.5mg | 22600AMX00013000 | 20144E4H
F ) Z A I \Z%Eo 5mg $E1.0mg | 22600AMX00014000 | 201444 )]
$€25mg | 22600AMX00015000 | 20144E4H
o |
PTLI\X s 1.0mg
—l (o] ®
iy
PTLhI\ X 2.5mg
Adempas tablets 0.5mg/1.0mg/2.5mg
) - S ORI VT 22 e MSD
2. BR(ADBEICEBELEVI ) Wiy, |72 SAF| T T ARG T T LSRG
2.1 AR OFEHIH URBOEDOBEAED H 5 BH 0.5mg 1.0mg
2.2 G IR L CTWwW A REE D B 5 L1 [9.58 1] g — @RS j R4
2.3 O N EERERE % (Child-Pugh%-HiC) © & 2 B i .
[9.3.15H4]
N . . . hEER IzhER
A A A AR AMBR AR AA R AR AT AR - B
}ZI%L;;I:;’T(ﬁ) DHDHXEENTRORE.2.1. F- 1 I A EE A i S L FE e
i BMERE
2.5 A LI —MAL L% (NO) Bt 570 (= h a7 ) & OB DAY E
v, BT IV, WA VYL E R, =a5 > 5. DHEEX IR ICEHET F =
INE) B 5o B (10.1. 16.7.1518] (RhREFIE)
2.6 RAKXY T A5 5 —E(PDE)SHERZHE5 T 5.1 ZliﬁlJO)ﬁ)ﬂc:&)f:ofli\ W5 T O 8 Ml A AR i
HB#[10.1, 16.7.22M1] e L S 324k il 3l R 2 G s ML RS VS R B R4 R
¥ 2.7 TU—VRZREMEEH (L S aFy—n, Ky aF 54 v RBEIIREOELRERETAI L,
V) BB EHOBE10.1. 16.7.358 8] R 8 A 4 ik 5 L FE )
2.8 WHEMES 7T =V 75— (sGC) FIFLHE (N 4 5.2 Jili Bh R4 il 5 i i O WHORS BE 38 7 5 A VIS B
YIT M) RRGHORE[10.151] B A RE e OV R LTV e,
. . 6. FERUVEE
3. #ERX - MR e Es =
3.1 #HRk WE, ERAICIEY A Y Z 7 bELTLEL.0mgl H3H
Wi, TTANAGE | T T AINAGE | T T AINAGE ﬁu&ffﬁ’%%ﬁﬁﬁ‘éo 2.8 15 8k 2. L ~C DU 0 1L
0.5mg 1.0mg 2.5mg 95mmHgPh b G ERE R Z /R & 2 WEAIZiE, 28
15eh o ¥ |15y o ¥ |15y + ¥ T IR T R 2 0. 5me oM E 3 2 25, i iEE
HRKS |77 105mg|Z 7 Fl.0mg|Z 7 F25mg 12.5mgl H3Wl % T &9 %o WU A395mmHg
&t &t ot KT HIMMERERZ R S 0B, BToHEZ
GHELO—2. JUAKE Y. bon HEFET 2 2% RILUERERZ R T YA, 12
u— 2, LUHARS. 70 VRS b 0.5mgd ORI %o
VUL AFTY VBRI AV A, vi| ARERH
U%: :/7°U E")I/_{:}bu_z‘ 7°U t“ 1/ :/7‘ )ﬂ%aﬂﬁﬁ/ﬂ&qa:i%ﬁibf:}ﬂﬁéﬁﬁ*$?éo )ﬂ%%ﬁiﬁﬁﬂﬂ:
BA S mrr sy BwTh, *ﬁﬁ;aillﬁlzﬁmglm@i@k L. i
T FEHERZEZRT 2 &, BEUERLRVWEEICIE, 1RHEZ
W= e, 0.5mgd 2WET 5,
r B, =L o e
53 7. BERUVEEICEET 3=
Y LN I BIED EET 5L, [9.1.2,9.2.2, 9.3.2, 9.8, 10.25:1]
154 705 & 710 & 725 & 7.2 B 5 RIRIER6~SIF B E T2 2 E AT Ly,
Mg ~me Dme 7272 L. 1R ONE 2 SR 7=5E101. I o IR
Al TANAT—T 1 ¥ T§E LI R A R X 5,
iR At i g g et 7.3 SHEILL E¥G-25rhir L7234 HBRCIX. BEEO
HRZzZEL, 6. HERCTHE N WHERT 2179,
o
1452 8. EELEXRREE
g ¥ ¥ 8.1 AF DG X Y i AKEDOBAEA A S M7= 3E1213,
— — — TR B SR B & O BN % R, R HIET S
=R 6mm 6mm 6mm ZE, [9.1.31R]
JE X 28mm 28mm 28mm 8.2 AANIME ZIR L CMEZK TS E2/EHEHL
Pt §75mg §75mg 875mg TWb, AFOFGITHEL TiZ, MELEEEHICLD

08NMMS



BEBEVEEL BB 2T 5 K8 (BFER S . RERE
e, MiEERAD. BEOLASRMEHE, Had
RRRERES) IZH N EI e HoRHET A2 L,

8.3 HRAEBRIZBWT, DFVENFEDOLNTVELDT,
RTVESE. BB o SRR % AR O B 2 BB 5
Bz ses e,

8.4 HEFEME WE P 28 W R 2 o A T s L & o S &
L7z EBRILMRBICBWT, KHARLGH T T 7R
BHBHLHRLCEELAEFLRPETHS L BED
N7z BIEPEMREZ 2 P FiBh IR i s i) i o 8
HBUARK #HE53 556. BEMREBOBRIRE
BLAHEMEICHRET S RE. RARG LY R
ERAT A Y VEEZEELLLT, H50WEEMEIC
Bt szt [15.18H1]

9. HENERZEIBEICEHT I IE

9.1 &HHE - IEREDH 28

9.1.1 MBEEEEPOEE

SOB MM A Z 2 WEEMEA TR K b 720, EIMASE S
D3, BETIRMNLIEN OGRS 5k

Wb b, BEZTLIIARKAKGD)V A - XA T 4 v
b & EBRICEMIT 2 2 & [11.15H]

1.2 HB5FTOIVEEAME A5 95mmHg ki D B

BEOMER TR EZBENLLEH 5, AF DG

BRLCTIE, BACBIZHEBLOVRAT - REAT 4y
FeERBLUCHEEREIHE TS & EEILES MAR

BTSN TS, [7.181]

9.1.3 [ IREAEMARBOESE
A ZHE LBV EPFRET Ly, LIMFROREZ
FHFLKEAZEEBZENED S, [8. 1]

9.1.4 BEE
BMXELZEDET L, JEBRAEICHRTARA D
Mg RESK T3 %, [16.6.15]

9.2 BHpEERE

9.2.1 BEENBHERETEENIEHPOEE

2VT7F=v - 7 YT T ¥ A15mL/minAkil O BE i

ERMHFOBRFZICERG LI b, mMAEENEL L

LRI 2BENDGD D, EEILF S DA RS TR

EhTws, (2.4, 16.6.281]

2.2 BEXIDEEOERIEEEE

110.5mgl H3MA» S DG EE T A2 L, 7LV T F

= - 775 ¥ A15~80mL/minAi o B EH Tl

RENEAT 5, [7.1. 16.6.28H]

9.3 FgelEEBRE

9.3.1 EEQOITH#EEETRE

Child-PughZ BICOBEICIZH G L wa &, M

EPRFELL LAT2BZFN0H 5, FEEILRESE DA R

BTSN TWS, [2.38H]

3.2 BEXIDFEEDITHiEESEE

Child-Pugh% A X 3B® % T3l ik g ds 5§

%o [7.1, 16.6.38MK]

9.4 4JEREE BT 5
RS 2 W HEME D H 2 KL T2 W TH M L O
EBL, LEIS UTEERRAEZ TV, HRL TV RV
CLEMRT AL, [9.58K]
ERPICAF R L7235 A SR RIS E T
et did 5 = L,
- RO B GE R I I AT 2 Fl VWb Z &,
IR L2EEE L BZORVED LHEICIE. B
HICEMICHET D &,

9.5 1T®
I IR LT B o H 2 KTk 5 Lk
WZ k, BERICBVT, 5y b TOLERBXRIA,
FALRIE (W 088 B ORI e s o8 IfGn ek

08NMMS

*9.

*9.

*9.

BERTREPAT LI LHFMEINRTVDEY, T2, 79
FCHEMLCERBINRSENZENRE D3 8% K U12.6
RO BRBHERTRIAT LI EBREIA TV EY,
[2.2. 9.4BK]

9.6 BIE
BALLZVZEFET L, BWER(S v b, FIH%
) CHATICHRERD2 2% BITT A2 LG S h
Tw3Y,

9.7 hNR%

NS AR E L BRRBIIERL ThiRvy,

*9.8 EitE

MAERED FRBED SN TWSE, [7.1. 16.6.48H]

10. MEEA

* ARANE. FICCYPIAL, CYP2C8. CYP2J2K UFCYP3A
WX ORFEND, RKANIP-BEY v o8 /ARITE Y v
2327 (P-gp/BCRP) O#ETH B0, ThbdDfEHE
# L IEFHEIIC X D AP RESEEZ 2 2
WD b, Tl AALFEAHPIM-11ZCYPIATRHE

% 3k

YEW 233 % (in vitro) o
*10.1 GFARR WAL AWV L)

AN A

(97 ST RINEE L1 w7]
[E5

By - fabrid 1

fil§ B2 # B O'NO it

LA

=g = AU
V. HiAEEE 7 3
V. WA VY
VEFR, =33
VYN

(2.5, 16.7.1=R]

AR F] Ll 42 5.7 12
= N PR D)
P TR LE
&2, 79 RE
Sl RTHELR
ISR 309 1 DS
BRDOLNT WD,

Al B P cGMP i i
AL, BEELE
&M %,

PDE5FH &%l
YINVTFFT 4
7 T v RO
AT7T7I. LN
F %)
7y 97 4
y7vzx, 7
FIVA.
FA4T)
NVFF 74
A ary e ILY)

[2.6. 16.7.2&HR]

i fpe PR AR I % kS
T EDBD B

HH ¥ Y cGMP i B2
ML, 48
FECAHIN 7% 5%
ZRITTBENRD
H5b,

7V = VRPLENR

#l
frgary—
NACRWED D)
FyaFv—n
(747 F)
[2.7. 16.7.35:1]

Fyharv—n
(Rl EPH kR
5e) EopfEHIC
X D A& H#H o AUC
23 150% 34 m L.
Cmax 1% 46% I 5-
L7 F72. HE
ERMPER L,
VANE TSN
TL7

B o CYPH T
Mi(CYP1A1.
CYP3A %) RO
P-gp/BCRPRHSEIZ
TOAXRKDI YT
5 VAMMET T %,

WHEr 7 = Vg
275 — ¥ (sGC)
PIbES
RNVA T TT b
(R F2—XK)
[2.8%M]

ShE A P AR ML 2 562
CTBTNDDH S,

1 P9 cGMP i g
AHmL. BEEALE
Hzlmssbe
nrd» 5,

— 2 —
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10.2 SEAEE (BFRICEE TS L)

S TR

HERAEAR - F5E T
[

By - fabrikr

e LR

AR - H5 BT
S

By - fabridr

CYP1A1FH &)
IiaF=7,
rr4%=7

[7.15]

ARFH O 1L H 3 A
AT HEBELR
HHDOT, BV
CYPIA1KHE S &
DO HIIZEET
5T &,

CYPIAIRHEIZ &
DARHKDZ )T S
YAPKTF T %,

Y M FEIVEAEH
#l

T yFFEN
VWYY VEA
]
avTRAYy MG
7 B

TONH A B
#l
FIVF I aEh
#l

RAT Y7L FE
v

[7.1&H]

ARH O i 5 B A3
LRI L BERD
H5Y

Zh S DREH &
o BHITAK
Al O ¥ 5 % B bR
T 5 AE1E 11
0.5mgl H 31l A 5
DOHIED ERET 5
Zk,

Zh b EAO
CYPIAl B O/ X
i3 CYP3A FH 58 1
TOERKIOZY T
T VAWK TT %,

CYP3A &
A0 I/
VAN EE v,
7 /) NV E
y—v, 43>
FFFY V7 (St.
John's Wort., %

M W CYP3A 2%
WEOMHICLD
A H) o it v R A3
RT3 5l e A%
H5bo

CYP3A #% & 12 &
WARFDZ YT 5
YANLERAT B,

Vb YVa—v
X-I—MEH
T

11. BMERA

ROFWVERRD ObNBE I EBHEDT, BIg%E T4
ATV, BREFRD OB RS 2RI 2%

L) e JLIE
1.1 EX%EIER

4a A =

192 &

11.1.1 B2 (0.2%) . Fib e (BAEEA W)

[9.1.1%H]

1.2 ZOMOEER

CYPIAL1 T &
h % 3H#|
4 APSFFT4
Ny, =%
fory, o
F=7

Z S BA o i
RENEATESE
TNHH 5,

A#H K F*M-1D
CYPIAIFHEIZ X
DZhoHEFD
V75 VANRET
T 5o

YIURARY ¥
[7.1ZH]

ARF) O ML i E A
EHIBZBEN
HDHDT, BWWn
P-gp/BCRP i &
L O ICETE
BEYhI L,

P-gp/BCRPRHEIZ
ToARHAIOZ YT
5V ADPMKT T %,

il
KBILT VI =
v L/ Kb~ 7
T AAHIE

[16.7.45 1]

KEALT VI =
A/ Kgib= 7 %
Yo AEHIE OB
JiE N Y B 7))
AUC %% 34% W &
L. Cmax iZ 56%

HALE NpHD L
ALY KH DA
AFTRALFEY
TA DT %,

KT L7,
10l e 1 V3 A e
% 10E 2L AR
LThoREsE
5T,

CYP3ARHEH] ARHI O MR EE A CYP3A BH %12 X
rsyAu~A | LAITLIBENB VAR YT S
YU, VA HBEDT, BRO|VAMMKTT S,
AU CYP3A FH & 38 &

(7.1, 16.7. 78] | o f HICIZERT

52k,

i AV
[16.7.52 8]

Krrs &M
U 72 il Bl ik 2k i 5
I S B I B W
T, RHDOAUCH
27%A L7z,

CYP3A @ # & |2
IORKDOZ YT
I VAN ERAT S,

08NMMS

o 1~10% 1% .
10%LA L Filh il BT
FAaRER (BN, %
Bk F
w
RS BH S i
L2 HILAR EL, B8 B %
ST R
W, £l
SULR/ R L
WETREE, B
% B
PEBR% aE  BhiE,
WAL, et
I I ]
11173 Ziin
Z Dt A V7
WS, BRI R
JiE
13. BERE
13.1 fEIR

HEED MR T 525 2 2 WA D %o

13.2 g

RN EMBER IV, T, KHIZY VX7 AR
BEVOT, MBI ABEIUHTE RV,

14. BHEDIEE
141 EFZAEOEE
PTPEEDIFHEHAIZPTPY — PS5 Y ML TIRAT %
X8 T AL, PTPY— FOEKICK Y, WH
AEPEERBEAF A L, BIZRELZ2B 2 LCHER
MREORELEEEZHRT LI LD 5,

15. ZO/OEE
15.1 ERERER ICE D < &5
WIS T H A5, FEFEVE RV RPEN 922 9 S PEN
MERE BT 25055 & LAEBEN 75 2R iR
BRBICBWT, 77 b REGHICHE L TARAKS
HCTRIEELAEFRPLUORTCHIZ LB LN, KB
PERECHIE S, EERSHCEERT) Tid.
WE A EHGUIARA P 5B 73602761 (37.0%) . 7
I e R G BETTABIP17H1(23.0%) . LT IEAH P 5

BETT3H1 841 (11.0%)

7 & ARG R TT4B 361



(4.1%) B b 7zo Rk 50 (CEE BRI L O
BRI Tl A A H RSB G Mk T 321
H124 (37.5%) -

(3.1%)+

7T RO RFANOLF: 2 B T38
BIr2161 (55.3%) « FETC I AHI e 5 Mk e B <3240 1451
75 & R SRR ANDY) B 2 BE T 384510 th 84

(21.1%) @D b7z, [8.4FM]

16. EMENE
16.1 MMeRRE

16.1.1

HERE

Jili 3 M FERE RS B U B R HARB DO AUCIE, EHERA
DOFIMG LR S N,

16.2 ORI
16.2.1 NMFTPXASEU T«

KA DHHFNA + T XA FE) T £1394%Th o 7z
BHEANT— %)

16.2.2 REORE

H A A A HE R A 3 27 B A #0.5, 1.0%0°2.5mg%
R EGRELR G Lz & & RANZHER 2PN S

. M)+ 2 77 M REE R G 1~1 5 R I Y —

Z15% L, Cmax R OCAUCIZHRIZIE LT L7229,

RERE RN B PE23 B0 S AH 2. 5me & WM& - & A n
U — SRR H RO S Lo e &, 2250 & g
LT, AAIDOCmaxid B & Z35%IME T L7225, AUCIHK
TLado?z(HEAT—%),

16.3 9

A O EHIRETOLHBERIIIOLTH 5, ARA|DIMEE
7 NI REAEFIIHNBNTH Y. EMF7TNVT I VR
Wal-BMHE 7 > 87 L84 L7z (in vitro) o

16.4 U=

A#NZ. FITCYPLAL, CYP2C8. CYP2J2K UFCYP3A
REoThAFMEI N, FRBFYM-1EK S NS
(in vitro)e 0. BHELEO L VN-7 V7 v Vi
HHIACH SN Do I O 35\ T EACH Y 0 4K
CEbHACYPIALIE, # DM IIETh L BER
BERALRFEIC E o THEIND Z EPHME STV S,

16.6 HENEREHJ EBE
16.6.1 BL/EE

1000.0
ST I it B A A e 2
IfiL
¥ 1000
k4
D)
g
v
7 100
7
]\
2
(ug/L) 10
01k ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
0 6 12 18 24 30 36 42 48 54
P51 (h)
©--0--0 0.5mghE 8—+8—+45 1.0mght A=A 2.5mghE
n=9 n=9 n=9
Prh R Cmax tmax* AUC tiz
S V7% %) (h) (ug - h/L) (h)
1.0
0.5mg 229/31.5 (05-15) 106/56.4 4.15/46.1
1.0
1.0mg 49.7/23.6 (05-15) 272/101 6.33/86.4
15
25mg 126/17.1 (0.75-4.0) 824/70.9 7.59/47.2
AT A fil/ AT CV % A (D)
16.1.2 RE#®RS

B TR D MBE PR EEDB0~60%K T 5 %0 BLpE
X o T, AAORHEFK TH 5CYPIALDHE S
5720 EZH6N7 BHEAT—%)o [9.1.45H]

%16.6.2 BHEEEESRE

BREOEEERE(ZLTF=V s 7T 5 VAR50~
80mL/minAKiii) . HEEOERERE(FLTF=V -
707 T ¥ A30~50mL/minAim) . FEE OB HE R E
(ZVv7F=v- 2975 A30mL/minki) o I8
WHCTlid. AAOAUCIKEREKRANE KR TERZENR
98%. 128%. 72%¥i L 72 (A E A 7 — %), [2.4,
9.2.1. 9.2.28M]

16.6.3 FHikREm=ERE

H A NERER A B LGB AHIL .05 T1.5mg % 1 H 3

THRRERSG Lz &, ) 4277 MRER,

B RBTHZ L TICEFRBIE L2, EWIREICS
17 % CmaxE # M $& 5 12HXT1.18~1. 255 L 7:
25, AUCIKIZE A EEB L 225729,

TR BE O B #% RE B 5 (Child-Pugh /3 8 A) RO SEE O
BEHE B 5 (Child-Pugh 73 8{B) O IEMAEEH Tl AHI O
AUCIH RN & e TZ N 272% S U862%34 L
729 MHE AT —%)o [9.3.28H]

16.6.4 =&

FE (6 L) Tk, EFRUTEZ YT IV ADK
TICE D, BEZ XD HAUCHRA0%E D> 7219 (4LE
ANF—%)o [9.88H]

16.7 EYHEER
16.7.1 —dOyUEy >

1000.0
FEAT I i 5 o A (2
IfiL
¥ 1000
)
g
v
Va 1m):
7
]\
b3
s 1.0
(ug/L)
01k L L L L L L L L L L L
0 24 48 72 96 120 144 168 192 216 240 264 288
P51 W (h)
e—e—oe 1.0mg &-&--& 1.5mg
n=8 n=7
b Cmax tmax ™ AUC(0-7) tiz
BOR | ) ) | wg-hm) |
1.0mg 1.50
1138 59.9/35.8 (05-4.0) 325/40.3 9.69/28.7
1.5mg 1.50
A3 101/27.6 (05-4.0) 516/29.3 9.17/25.7
B3t/ B CV % ¥ 1 Y fiE (EPH)

16.1.3 BEMERMENEREN

PHEMEEM BB ORI, R 5 A

AR A A

AU O A7 P AR AR Pl 65 0 R B O i Bl W

08NMMS

— 4 —

BERANHZ N HE LT IR EERS a X
F— N —RERIZ X ) AHI2 5mg X Ix 7 T & K 5.8 J OF
UBMBOEZEET= O Y &) ¥0.4mg%F VY5
L7zt 203N EMM AN 2B Uiz MM 72 i 4%
R SA SN, RARGSHMEO=tu 7Y &) &
T FRGHETH. 75 e RP G X0 A R0 Y
DETHED LNV HEANT—5), [2.5. 10.15H]

16.7.2 IWTFF 74V T UEEE

YNVFEF T 4N IV EE20mgl H3M$% 52X ) #E
LT3 g IR S e R E 7R 2 & LT, &
#10.5mg% Y NVFF T 4 vy B 20me¥k 5 3R
#. S 5I21.0mg% 2HF IS H NS Lz & ol &
OB MATHRICRIZTTREL G L. A#Z DN
FF7 4NV B LSRG LA, AT
BYREICHIINN 2R BERED SN P (HEANTF— ),
(2.6, 10.1&M]



16.7.3 A baFV—JL(BOK : ERREKS)
R ALBIZ R E L7 uXd— =R LY
AHA0.5mg % B x4 b2+ —400mgw 1 H 1
4HB 5B L CEBENES Lz, ¥ bad
V= VBRI & ) AF DOCmaxAi46% L5 L. AUCHH
150%3 M L 7z0 2B, AHEIM-10Cmaxid49% KT L.
AUCIZ24% L 72 (AHEATF— %), [2.7, 10. 18]

16.7.4 HIEE
REFERALBI 25 e L2y At — N —RERIZ X YA
#12.5mg % B I KBAL T VI = & 4 v/ KBk~
AT AEFIMLE G LT, ZhZ 22
5 L7z BIMEH & OPFHIC & Y AH O CmaxA56%1%
T L. AUCIZ34%IRD L7z B, HEFRIEAS. OmF
P12 5 8. 6RFMICHER L 72 SAE A7 — %), [10.280]

16.7.5 K42
Ot B U T 5 OO0 9 R 12 3 0 2 B4 [ SR Wy ) T AT
DORRETIE, XV 7 Uy 2IHIFHOBETHGHL
BE T, AH OB HIREICTBITF 5 AUCH27%K A -
2B HHERANT— %), [10.281H]

16.7.6 XTS5V =1
RN Z N R E L7 0 AF—N—REBRIZ LY
AH2.5mgZ HMTNIZA X 75V —V40mg® 1 H 1A
4 PGB E S Lize X759V — Vi
I X BAH OCmax L FAUCOIE T X2 Z135% K
D26%TdH - 729 NEATF—%),

16.7.7 720 Zx2O0v1> >
R AP Z R E L7 0 A F— N —REBRIZ LY
AHI1.0mgZ HMRIE 7 Y A< 4 ¥ 500mg %1
H2E4H B 5 %I L CARBHRERE L, 75
V2~ A4 Y P E D AF OCmaxAHi4% L7 L.
AUCH %I L 72" RN T — %), [10.280]

16.7.8 Z Db DZEH|
TERFIVFYFIVEER, IFVFTH, TV77) YOPHIC
BT, BERMICERO D 2HIEEHIZA SN 72,

17. BERERRLIE

17.1 s RULLMHICEAT 555

(124 A ZE AR 14 i v ML FE )

17.1.1 EREHEFESE OEER
ity S UG I A PR 355 B AR AS B A AR AT 142 (S HR AT -
5 U 7218 ot A 2 e P i 7 X 9 S 26160 (H AR A 16
BlEad) 2R E L2ERBRICBWT, AA TR
W B omE. ZAMSICE L TL.0~2.5mg
ZIH3MIHEM S L, SHEHIKFHOHEZ S 5 IC8ARM
BE) X775 e RXz168M%EE Lz, ZORE.
YEEEFMEE T 560 MR THEOR—-Z 5 4
UHhOOEAZ. 7T RELERE L AR A P 5B
BOWTHBEIZKE D572 (p<0.0001. B Wilcoxontk
o & BT, BIRMFEAMIE H il AP, © bR
F MU AFRRTF FRETERENIG 7 5 77 2 ~ b (NT-
proBNP). WHOBSRE G HI I B W T AHIREH T
TR EHIC R THEE RS EDREZR L, 65571
BITHEEE —H LR TH o120,

S IE B ARANPE 5-RE 75k K55
() e B O B
FEFHMIEE
G%F“ﬁ(i‘fﬁ% 389+793 55+843
A+ SD [173] [88]
PSRRI O ¢ 45,60 (2474~66.63) %1 p<0.0001%2

08NMMS

M E B AHN e 55 75 e R’ PGB
(Hifr) B %] DRE B8]
3= 20 BRI AL 36 H
Wi SR 9257+ 2475 2312735
(dynes - sec - cm) [151] [82]
¥+ SD
PG O FOBR ¢ -246.43(-303.33~-189.53) 1 p<0.0001%2
NT-proBNP -290.7 +17169 76.4 % 1446.6
(bg/ml) [150] (73]
¥l £ SD
P 5RERI O Bk © -44399 (-842.95~-45.03) %1 p<0.0001%2
WHO#ERE 75553
HEBIEL (%)
Yot 57(32.9%) 13(14.9%)
iy 107 (61.8%) 68(78.2%)
AL, 9(5.2%) 6(6.9%)
P 5BERI OB ¢ p=00026%
SD : B 2

¥l R—=A54 VMEERER, &5 HLOEiRE B3R e
L 7= 26508000t & 0 M U 72 5/ Je Bl o0 3% (AR A B 5
BE— 79 RPGHHE) & Z D5%E X M

%2 EHE R e L2 WilcoxontRiE
FBEME H A B EW % THETH - 72548, IR
I FEMGIE B 2D W T IR L72HH OIS B K 2 WE 2
FEhti L7zo

%3 : WHORRE DD 7 5 A 1B DL B g L7 &% T |,
BALL e d o 72 2 TAE LIRS, LB L L 22 & 2 T8
L& L7z G HMOLED D DOBEICIE, 75 R
DAL (BB THDO 2 5 A -BEKO 7 5 ) %2 vz,

HARNI £ F A5 (KA S8 118, 75 ¢
REEH 5B TH Y., Eoo&ENKEL, EEFM
HHTH 260 BB ITHEEOR—-—Z2F 4 V226 DEAL
o CEIME = BEHEAR 22) 13, ARAIS5-BET31.9£148.6m
(Fhyefili : 64.0m). 779 ARG T36.0+36.4m (h
Yl 0 14.0m) Tho7zo LA LENES. FREIRMY
SEEH T 2 MimEF Ko B bRz, ARREHET
-129.6+122.5(dynes * sec * cm™), I bt K5 T
1315.7+120.8(dynes * sec * cm™®) TH Y, SHREHE
[l Bk U AT B e 3 Y2578 B 21,

17.1.2 EEH£FRSE IHRER (RABGKRSHER)
75 b AR R E BRI EBGABR IS SN U 22 18 ki A 2
AV il 5 000 i B 237 B & RS, ARAJ0.5~2.5mgl
H 31l o> ) B T3l L i34 3 5 R IRkt 5Bk 2 g2t L
720 237THI(H AR N14Bl % &) &R E L 72 @
DFER, 6B ITHEOR—Z 54 V95D E
ERE. 6 % (218%1) T56.5m. 9# A (215%1) T
49.7m. 12% H# (172%1) <51.3m. 18 » A # (114%1)
T51.1mTH o720 77 L FHN M - EERILBERBT
B SN ARAN B G X 5655 B AAT FEME o %3 i,
Rk G 12 BV TR ENTVE Z LIRS N
720 HARNERZHERE (148) 12 B W Tk, 6% A7 IR
DR=ZF5 4 Vo DOEHERIZ. 67 A% A1)
T86.3m. 9 H#& (12641) <T80.9m. 125 H# (1261) T
62.9m. 18 A# (961) T89.6mTH - 729,

(A Eh AR ff = IESE)

17.1.3 EREHEFES DHEHER
Jit B R P2 P v 0 SR A 443090 (H AR AN 26000 % & ) % %
G & L2 BGERBRICB VT, AH DRSO R
iR - BB OMmE. AAMESICE L TL.0~2.5mg
Z1H3MBE BTG L. SO ELY S S IT4H[ %
B, JHRFAEE2(1.5mehE. WERHREEGIF)) @
BEOME., BEESICH L THRAL.SmgE T#1H3
H8 ML L, QM HOHREZ X S4B RE] X




B75eRZ1280H%E Lz, ZOME,. A3 E
FHIEEH TH 565 FBATHMEOR—-—ZF L Vb D%
b3, 75 RFEGRH LI RPHBICBOTHR
12K & D72 (p<0.0001. J& B Wilcoxonkisg) . & 512,
Bl R A3 2 O %5 455, NT-proBNP. WHO#RfE
SEITBNTYH, ARHAHHETIET 7 R GHICIT
RCABLRYEFEMRZR L. 60 B RTHEEE —~HL
WIRTH o720,

G E AP 51 75 X5
(HAT) DR B8] CRE B %]
RS
o\ \’4 i
631 F‘ﬁ:’;;ﬁﬁ% 206+ 658 564855
I £SD [254] [126]
PEEBER O FoBE - 35.78(2006~5151)%1 p<0.000172
LA AR
o
( dynﬂfsm} ?eig-%m*) -2233%260.1 -89+316.6
T 2D [232] [107]
PEEE O FolE © —225.72(-281.37~-17008) 1 p<0.000172
NT-proBNP -197.9+17213 2324+ 1011.1
(pg/mL) [228] [106]
3l £ SD
PEE B O Folk © -431.81 (-78152~-8210) %1 p<0.0001%
WHORE At 754
FEBIEL (%)
St 53(20.9%) 18(14.4%)
Y3 192(75.6%) 89(71.2%)
mAk 9(35%) 18(14.4%)
5 BER O MR ¢ p=00033%
SD : #Effi 2=

1 R—=2AF A4 MMz AR, B5H. #0 TR0 BHIKHN T
(PAHEHE O O A ) Jo OV, bk % a3 & Lzt
GIEROAT & D HERE L 2/ R 0 2 H R RE —
F & REGHE) & Z D95%1E HHIX [

X2 MO ITREOREHINTROE Rz REELREL
Wilcoxontk &

FHEEHI I H A3 K EM 5% THE TH - 254, Bk
R REAME H 2D W T HFRISR L72IH H OIS BRI 22 b %
FEhE L 72

%3 : WHORBE D HI D 7 5 AH BB Bt L7236 & o .
BALL o B2 AL 1B LBV LG %8
blEBH L7z BeEHBORBKO-DOBEIZIE. 75 A
DEALE BB THED 7 5 X — BRI D 7 5 ) 2 Hwiz,

HAR NI 4N Bp H RS 16680, 75 &
ARG 76 1.56meght : 3B TH Y. EH2EHK
&<, EEFMEETH L6050 HBTHEOR—-—2S
4 Voo bE CEMME « B ) &, HE R
T21.4%35. 7m (Yl : 23.0m). 7 I L REGHT
40.1+49 . 4m (P9l : 32.0m) TH Y. WO LEEFR
Do hole LALARAS, EAREIRWFFMER
TdH A EEPLOE LRI, H R T-160.6 =
161.7(dynes * sec * cm™). 75 bt RKFLHHTIX-73.9
+163.1(dynes * sec * cm™®) TH ) . ARHEM & FEEIZ,
KA 512 & 2 AT B RESE R AT H 22,
17.1.4 EFH#FESE IEEER (REP#ER5HR)

7T RN IR T E MU EGABRT B U 72 il B R 1 i
¥ I AR 396 ) & R S, AHF0.5~2.5mgl H 31l
O R THEAWW T 5 RV 555k % F0t L 72,
39661 (H A N218) % &) Z2xf5 & L 7z vh BIRAT O &5
B 6 RIRATHEEDOR— 2 5 4 V95 DO ELRIZ,
67 H# (366%1) T52.8m. 9» H % (354%1) T52.2m.
12 H# (327#)) T51.4m. 18 H 1 (245%1) T49.6mT

08NMMS

Holze TTERMNBM-HEERILKABTREO LN
ARAPEGIC & 64 AT HE oW E X, Bk S
ZBVWTHHFFEINTWBZ EARENT, BHARAR
SR QCIFN) 2B W Tk, 64 RIS THEEOR—2 5 4
VS OFEHELREIE. 64 A% (18#1) T60.8m. 9 A
# (18%1) ©57.3m. 12» A (18%1) ¢50.2m. 187» A%
(10#1) T69.7mTHh - 722,

18. FEhZEIF

18.1 1EFA#F
NHRYE— B HENO) ST 2 Et:r 7= vy -
5 — ¥ (sGC) DIEZ % 15 A EH & NOJAKAE I IE
HsGCEMMT A D200 FEZ A L. BIRy 7/
¥ v —Y VB (cGMP) DA % RS 22,

18.2 MEMEEETIVICH T 31ER
BBRZEHFEMESMTEES Y ZAEFVETE) 705
VERMBMTERET v PEFVIIBWT, BOESE5T
ARPAEED LR, AERAEROCNmLEY €57 ¥
7P L 722,

19. FRIRDICEET SIE(LFERHER

—fEE9EFs © U+ ¥ 77 b (Riociguat)

1t%4% : Methyl NV-(4,6-diamino-2-{1-[(2-fluorophenyl)
methyl]-1/-pyrazolo[3,4-b]pyridin—-3-yl}pyrimidin-5-
yl)-N-methylcarbamate

BFR : CoHiFNsO:

DFE - 422.42

MR - AME A~ EAOBKTH S,
ABBNN-VAFIVEIVLET I FXEIAFNVRANVE
FIPFPRZBTFRIL, TPV NEZ Y )=
(99.5) 1B THIFIZL KL KIZIFEAEHT v,

1LZEEN -

NHz (‘:H';

21. HEBERMH

21.1 PR 2 2 R H 2 ROE O b lUICEGT 52 L,

(Bt E AR 14 i 5 I FE )

21.2 FINTOBRBIEFSBO THROLNTWDE I LD,
BEMGEtR. —ERDREGIRL T—F BEMSIND
T TOMIE, AR 2 0 G R A 2 S %
JLIZED, AFMHEZOERNEHzEET L
B, AHOREVERTEECHT 57— 5 2 1]
IR L, AR OBIEEAIC LR IEEZHLL 2 Lo

22. Ak

(7T LINZEE0.5mg)
10082 [10%2 (PTP) x 10]

(FTFLINZEET.OmE)
10082 [10%2 (PTP) x 10]

(7T LINZEE2.5mg)
100%¢ [108¢ (PTP) x 10]

23. B
DARER: 5y MCBI DK - JBRBAEICHT 23
AR (20144:1 H17H &, CTD2.6.6.6.2)
D FNER: T FITBI A - BRI T 5 EH M
A% (20144F1H17H KGR, CTD2.6.6.6.3)
DIWNER: T v MIBT ARSI EET %Rk
(20144F1H17H A&7, CTD2.6.4.6.4)
*4)DeJesus E, et al.: Pulm Circ. 2019; 9: 1-10
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5) 4L PR AR 30T B P58k (20144E1 A
17H&#, CTD2.7.6.9)

6) KL RRE: AR BT B RS R 8 (20144E1 A
17H A&, CTD2.7.6.10)

T APV R FHE RS 2B 2 B BIEOKE
ML A — b (201441 H17H &, CTD2.7.2.3.4)

8) AL RL: AN BB E B & b & L R SRR
5 (201441 H170 &7, CTD2.7.6.17)

9) fEPRL: AHEIANT B BB & 0 g & L 7 R SRR
15 (20144E1 H17H A& 8. CTD2.7.6.19)

10) ¥ PG KL AHEN Sl 2 BV B S B R R (2014
E1H17HKFE, CTD2.7.6.15)

IDANEE: = bz Yy v & oEWH /R RB
(20144E1H17H &G, CTD2.7.2.2.3.3.3)

12) WG E: YVFF T4 V2 i OEWHEAE
JHER% (20144E1 H17H A&EE. CTD2.7.2.2.3.3.4)

13)4EPNEEL & b3V — v & oY H AR R
(20144E1H17H &, CTD2.7.2.2.3.2.1)

14) #EPIZRL: HIEEA] & o SEWA A RER (2014451 A 17
H&#, CTD2.7.2.2.3.1.2)

15) #E PG EE: il B R A 26 MR BB S B 0T B S AT R
5 FRERIPK/PDIRHT L A — b (201441 17H R
., CTD2.7.2.3.4.2.2.2.3)

16)$EPNE R F X 75— & O IYH H AR Rk
(20144E1H17H&#, CTD2.7.2.2.3.1.1)

IDHNEE: 759 20<4 ¥ v & OFEWHEIEHRER
(20144E1H17H &, CTD2.7.2.2.3.2.2)

18) #L P Rk 18 il A SEAR VR & U BB T BT 5 T
F b A T MR AR (201441 H 17 H KGR,
CTD2.7.6.36)

19) #EPIZRL: PRk A AR P I 755 1 g 2 B
VT % B IRk 5 3R (20144E1 H 17 H &R
CTD2.7.6.37)

20) #EPIEE AR By RE il e i SR S B B TS
T R R M RER (201542 H 20 H K G2
CTD2.7.6.39)

21) KPR BRI v 0 A AR BV B R Rk
P 53085k (20154E2 H 20 H A&, CTD2.7.6.40)

22)Schermuly RT, et al.: Eur Respir J. 2008; 32:
881-891

* %24, XEFEKRERVBEWVEDEL
MSDHR &M MSDAR Y <—HK—bbvy—
R TR X JuBedb1-13-12
ERBEBREDT © 7 —F 4 ¥V 0120-024-961

26. WERTEES
26.1 BL&EHRSEIT
NA TV FHRREH
KB A X HER =T H 43 9%
26.2 ER5ciiE
MSD# &4t
BT X LB Ak 1-13-12

08NMMS
o ® 1 N4 T TN — T DB GRGE





