MNPUJIOXKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA ITPOAYKT
STAYVEER 62,5 mg ¢punmupanu tabneTkn

STAYVEER 125 mg ¢unmupanu TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

STAYVEER 62,5 mg dhunmupanu TadbaeTku
Bcesika ¢punMupana tabneTka chappika 62,5 mg 6o3enTan (bosentan) (kaTo MOHOXHUAPAT).

STAYVEER 125 mg duamupanu TabieTKu
Bcesika punmMupana TadiaeTka cpabpika 125 mg 6o3entan (bosentan) (KaTo MOHOXHIPAT).

IToMONTHO BEMIECTBO ¢ U3BECTHO JICHCTBHE
ToBa j1ekapcTBO ChABPIKa MO-MaJIKo 0T 1 mmol Hatpuit (23 mg) Ha TabneTKa, T.e. MOXKE JIa Ce Kaxe,
Ye MPaKTUIECKH HE ChIbpKa HATPUH.

3a IBJIHKUS CIIMCHK Ha IMMOMOIIHUTE BEIECTBA, BUKTE TO4YKa 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana TadseTka (TabaeTKH):

STAYVEER 62.5 mg dunmupanu TabiaeTku
OpamnxeBo-0emH, KpbIii, JBOWHOU3IBKHAIH, PHIIMUPAHH TaOJIETKH, ¢ BATEOHATO penedHo
o3HaudeHue “62,5” oT eqHATa CTpaHa.

STAYVEER 125 mg ¢unmupanu TabueTku
OpaHxeBo-0eIH, OBaJIHH, IBOMHOM3ITbKHAIHN, (QUIMHUPaHU TaOJIETKH, C BIUTLOHATO penedHO
o3HaueHue “125” ot enHaTa cTpaHa.

4. KJIMHUWYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

Jleuenue Ha 6enoapoOHa aprepuanna xunepronus (BAX) 3a nogobpsiBane Ha PpuU3NUECKHS KaauTeT
W cUMITOMAaThKaTa npu nanuenTty ¢ pynknunonaneH kiac [l mo C30. C noka3ana euKacHOCT MpH:

o [IppBHYHa (MAMOMATHYHA U HAcIEACTBEHA) OeNoApoOHa apTepruaiHa XUIEPTOHUS

o BenoapobHa aprepuaina XUNepTOHUs, BTOPUYHA HA CKJIEPOAEPMUS, Oe3 3HAYMMO
WHTEPCTUIHATHO 0eNoIpoOHO 3a00saBaHe

. BenoapoOHa aprepraiHa XUIEPTOHUS, CBbP3aHa C BPOJICHU CHCTEMHO-0€10JpOOHH IITEHTOBE U

¢usnonorus Ha A#3EHMEHTE.

Jloka3aHo € ¥ U3BECTHO MOA00peHNe PH MAlMeHTH ¢ 0eoApoOHa apTepuaiHa XUIepTOHUS
¢ynkunonanen knac I mo C30 (Bxk. Touka 5.1).

STAYVEER e noka3zas cbIIo ¥ 32 HaMaJsiBaHE Ha OpOsi Ha HOBOTIOSIBUITU C€ JIMTUTAITHH YIIIEpaIlin
10 BbpXa Ha MPBCTUTE MIPH NALMEHTH ChC CUCTEMHA CKJIEP03a U ChIIECTBYBAIN YJILIEPAaLUH 110 BEpXa
Ha MPBCTUTE (BIDK TOYKA 5.1).



4.2 Jl0o3MpOBKa M HAYMH HA NPUJIOKEHHE

HauuHx Ha npunoxxkenue

TaGnerkute TpsiOBa 1a ce mpueMar Mpe3 ycraTa CyTpUH U Beuep, CbC M 0e3 xpaHa. Ounmupanute
TabJeTKku TpsAOBa Ja ce MOrbJIHAT C BOAA.

HaLU/ICHTI/ITe TpH6Ba Ja 6’L,E[aT INOCBBETBAHU Ja HEC NIOIIIbIIAT JCCHUKAaHTa, KOITO ce HaMupa B Oenute
6YTI/IJ'IKI/I OT IMOJUETHUIICH C BUCOKA IINIBTHOCT.

2 !O3I/I[QOBKa

BenonpobHa aprepruasia XUIIEPTOHUS

JledenueTo TpsiOBa na ObJe Ha3HAYABAHO U MPOCIEASIBAHO CAMO OT JIEKap C OIHT B JICYCHHETO Ha
BAX.

B onakopkata e BkitoueHa CUrHajiHa KapTa Ha MMalyeHTa, peIocTaBsila BakHa HHpopMalus 3a
0e3011acHOCT, C KOSATO MAIUEHTHTE TPSOBA J1a ca 3aI03HATH MPEIH U 110 BpeMe Ha JISYeHHE ChbC
STAYVEER.

Bwspacmuu
[Ipu BB3pacTan nauuentu seueHuetro cb¢ STAYVEER Tpsa6Ba na 3amousa ¢ 1o3a ot 62,5 mg n8a

BT JHEBHO 32 4 CEMUIIN, KOSTO CIIE/l TOBa C€ TIOBUIIIaBa JI0 MOAbpIKaIiaTa 103a oT 125 mg nBa
pTH JHEBHO. CHIMTE MPEMOPBKH ce OTHACAT 3a nmoBTOopHOTO BKmMouBaHe Ha STAY VEER crnen
NPEeKbCBaHE Ha JIEYCHUETO (BXK. ToUKa 4.4).

Illeduampuuna nonyiayus

[Menuarpuyunu hapMakKOKMHETUYHH JaHHU MIOKA3BaT, Y€ CPSIHUTE IIa3MEHHM KOHIICHTPAI[MK Ha
0o3enran npu nena ¢ BAX Ha Bp3pact ot 1 10 15 roanHM ca Mo-HUCKH, OTKOJIKOTO IPH BB3PACTHH
MAI[MCHTH U HE Ce MOBUIIIaBaT pu noBuiaBaHe Ha go3arta Ha STAY VEER nan 2 mg/kg TenecHo
TETJI0 WX NP MOBUIIIABAHE HAa YECTOTATa Ha MpUJIaraHe oT JiBa MbTU JHEBHO HA TPU I'bTH JHEBHO
(Bk. Touka5.2). [loBumaBaHeTo Ha J103aTa WM YECTOTTA HA MPUIIaraHe BEPOATHO HsMA J1a JOBEJE 110
JIOITBJIHUTEIHA KIIMHUYHA [10J134.

B®3 ocHOBa Ha Te3u (papMaKOKMHETUYHHU pe3yaTaTH, KOraTo ce n3noi3Ba npu aeua ¢ BAX na Bp3pact
ot | roarHa Harope, MpeNnopbYNTEIHATA HAYaIHA M OJAbpxKala 1o3a e 2 mg/kg cyTpuH u Beuep.

IIpu HOBOpOIEHU ¢ mepcucTupaiia 6enoapodHa xunepronus Ha HoBopoaeHoto (IIBXH), monzata ot
0o3eHTaH He € Ouia JoKa3aHa IMpHu CTaHIAPTHOTO JieueHue. IIpenoprku 3a 1o3upoBKaTa HE MOTaT J1a
Opaat nagenu (B Touku 5.1 u 5.2).

Jleuenue 6 cnyuaii Ha KiuHuyHo enowagane Ha bAX

B cnyyaii Ha KIMHMYHO BJOLIaBaHe (HampuMep, HamalsBaHe Ha pa3cTossHueTo noue ¢ 10% mpu 6-
MHUHYTHHS TECT C XO/ICHE, B CPAaBHEHHUE C U3CJICABAHETO MPEIH JICUEHHETO), BBIIPEKU TTOHE §-
cenmuuHOTO NedeHue cb¢ STAYVEER (taprerna mosa Haii-manko 4 ceaMunn), TpsiOBa 1a ce MUCIH
3a aJTepHaTHBHA Tepamus. Bce mak, HAKOM MalMeHTH, KOUTO clie]] 8-CEAMUYHO JICYEHHE ChC
STAYVEER He ca nmoka3zaiu 0TToBOp, MOTaT Jia c€ MOBJIUAAT OJIATONPUSATHO ciie] ole 4 J10

8 cenMuLy JIeUeHHE.

B ciydaii Ha KbCHO KIIMHUYHO BilolIaBaHe, Bbipeku JedeHnero cbe STAYVEER (t.e., cnex HsIKomKko
MECEUHO JIeueHHe), TPSIOBa Jla ce HAallpaBH NpeolleHKa Ha JieueHNeTo. HsKou maiuenTy ¢
He3azoBosuTeNeH otroBop Ha 125 mg STAYVEER 1Ba nbTH THEBHO MOTAT JIEKO J1a TIOJ00PST CBOSI
(u3nUecKy KamanuTeT MpH MOBUIIaBaHE Ha fo3arta a0 250 mg aBa mbTH JHEBHO. TpsaOBa aa ce
HalpaBy BHUMATEJHA OIICHKA Ha MOJI3a/PUCK, KaTo Ce MMa MPENIBU/L, Y€ YePHOIPOOHATa TOKCHIHOCT €
no3o3aBucuMa (BxK. Touku 4.4 u 5.1).



Crnupane na neuenuemo

Onutst ¢ psaszkoto cnupane Ha STAY VEER npu nanuent ¢ BAX e orpannyen. He ca nabnronaBanu
JIOKa3aTeJICTBa 3a OcThp pedaynn. Bee mak, 3a 1a ce mpenoTBpaTy Bb3MOXKHATA M0SBA Ha YBPEKAAIIO
KJIMHAYHO BIIOIIABaHE MMOPA/IY TOTCHIUAHIS pedayH1 eeKT, TpsAOBa Ja ce MUCIH 32 MMOCTENICHHO
HaMaJsiBaHE Ha Jo3aTa (HaMalsBaHe J03aTa HANoOJIOBMHA 3a 3 10 7 1HM). 3a meproa Ha CMpaHe Ha
JIEYEHUETO CE NMPENOPHYBA MHTEH3UBHO MPOCIEASIBAHE.

AKo e B3eTo perrenue Ja ce npekparu edenuero cb¢ STAY VEER, ToBa TpsioBa na crane
MOCTENEHHO, T0KaTO Ce BbBEXKa aJTepHaTUBHATA TePaIHsl.

CucremHa CKJICPO34a B X044 Ha AUTHUTAJIHA I3BCHA Oolect

JleyenneTo Moxe Aa ObAe 3alI0YHATO U HAOIIOAaBaHO CaAMO OT JIeKap MPHUTEXKaBalll ONUT B JICYCHUETO
Ha CUCTEMHA CKJIEPO3a.

B omakoBkata e Bximouena CUTHaJIHA KapTa Ha MaIMeHTa, peI0cTaBsIia BakHa HHPopMalus 3a
0€e30MacHOCT, ¢ KOSATO NMAllMeHTUTE TPsiOBa Jja ca 3al03HATH IIPEAX U 10 BpeMe Ha JICUCHUE ChC

STAY VEER.

Bwvspacmuu
Jleaenueto cbc STAY VEER Tpsi6Ba na 3amoune ¢ mo3a ot 1o 62,5 mg aBa IbTH JHEBHO B

MPOIBIKEHUE HA 4 CEIMULU, KaTO CJIE] TOBA J03aTa CE YBEIUYH JI0 TOCTUTaHE Ha MOAIbprKalaTa
Jo3a ot 1o 125 mg nBa mbTH AHEBHO. CHITUTE MPETOPHKHU CE OTHACAT 3a MTOBTOPHOTO BKJIFOYBAHE HA
STAY VEER cnen npexbcBaHe Ha jJeueHHETO (BXK. Touka 4.4).

OmnureT OT KOHTPOJIMpPaH! KIIMHUYHU IPOYUYBAHUA IIPU TOBA ITIOKAa3aHUC € OrpaHUYCH 10
MPOIBIDKATEITHOCT OT 6 Mecera (BX. Touka 5.1).

Peaknusra Ha MMOBNIHMsSIBaHE Ha MAlUEHTA OT JICUCHUETO M HEOOXOJUMOCTTA OT MPOIbJIXKABaHE Ha
TepanusTa TpsiOBa PEJOBHO Ja ce MoJyiarat Ha nperieHka. Tps0OBa 1a ce mpaBu BHUMATEIHA OlICHKA Ha
CHOTHOIIIEHUETO IT0JI32/PUCK, KATO C€ OTYUTA YePHOAPOOHATA TOKCUYHOCT Ha O03eHTaHa (BK.

Touku 4.4 u 4.8).

[leouampuuna nonviayus
Hsma nannu 3a Ge3onacHoCT U ehpukacHOCT mpu nauueHTu nox 18roaumna Be3pact. Hama
uHpopmarust 3a papmakokunerrikara Ha STAYVEER npu manku fiena ¢ Toa 3a0ossiBaHe.

OcobeHu TPyl NanvuCHTHU

Yeproopobno yspedcoane

STAYVEER e npoTuBonokasaH npy NaueHTH ¢ yMepeHa A0 TeXKa YepHoApoOHa qucyHKIUS (BXK.
touku 4.3, 4.4 u 5.2). [Ipu mauueHTH ¢ J1eko yepHoapooHo yBpexkaaHe (T.e. Child-Pugh kiac A) He e
HE0OX0IMMO KOpHUTHpaHE Ha J103aTa (BXK. TOUKa 5.2).

Bvopeuno yepeacoane

HpI/I MaIuCHTH C 6’B6pe‘IHO YBPCKAAHC HC CC HaJlara KOpUrupaHe Ha A03arta. He ce namara
KOpUTI'MpaHC Ha A034aTa I[IPpU MalluCHTH, IMOAJICIKAIIN Ha JUain3a (B)K. TOYKa 52)

Cmapuecka ev3pacm
He ce nanara kopurupasne Ha 103ata IIpH MalMEHTHA Ha BB3pACT Haa 65 TOIMHU.
4.3 IIporuBomokazaHusi

o CBpPBXUyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO WIIM KbM HAKOE OT IOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1



o YMepeHo 10 TexKo uepHoapoOHO yBpexaane, T.e. Child-Pugh knac B mmu C (Bxk. Touka 5.2)

o OCHOBHHM CTOWHOCTH Ha YEPHOAPOOHUTE aMUHOTpaHcdepasy, T.¢., acrapTaT aMuHOTpaHche3a
(ACAT) n/unu ananun amuHotpancgepasza (AJIAT), mo-Bucoku ot 3 X ropHara rpaHuia Ha
Hopmata (['TH; Bx. Touka 4.4)

. EnnoBpemenHa ynoTtpe6a Ha HUKIOCTIOpPUH A (BX. ToUKa 4.5)
. Bpemennoct (Bxk. Touku 4.4 u 4.6)
o Kenu ¢ nerepoaeH NoTeHLMAN, KOUTO HE U3MOI3BAT HACKIHU METOIM 32 KOHTpauenuus (Bx.

ToukH 4.4, 4.5 u 4.6)

4.4 CrhenuanaHu npeaynpesxaeHus: U NpeaNa3sHl MEPKH NpU ynoTpeda
Eduxacnocrra Ha STAY VEER npu nanuentu ¢ texka BAX He e noka3ana. AKO KIIMHUYHOTO
CBCTOSIHUE Ce BIOIIaBa (BX. Touka 4.2), TpsiOBa 1a ce 00ChAM NpeMUHAaBaHE KbM Teparius,

npernopbyBaHa 3a Texkara (asza Ha 3a00JIBaHETO (HApUMep, SIOMPOCTEHON).

He e ycranosen 6anancsT momn3a/puck ot 0o3enrtan npu nauuentu ¢ BAX I ¢pyHkunonanes kiac,
cniopen knacudukarusata Ha C30.

STAY VEER TpsiOBa ga 0b11e 3amioyHaT caMo ako CHCTEMHOTO CHCTOJIMYHO KPHBHO HAJISTaHE € I10-
BHCOKO 0T 85 mmHg.

He e nokazano, ue STAY VEER uma Onaronpusiten eeKT BbpXY 3apacTBaHETO Ha ChLICCTBYBALIH
JUTUTAIHH S3BH.

YepuoapoOHa GyHKIMSA

CBBp3aHOTO ¢ 003EHTaH MOBUIIABAHE HA YePHOAPOOHUTE aMHHOTpaHCcdepasy, T.€., acapTar U
anannH amuHoTpancepasu (ACAT u/umu AJIAT), e no3ozaBucumo. [IpomeHnTe B 4epHOAPOOHUTE
€H3UMH OOMKHOBEHO BBH3HHUKBAT IPE3 IbPBHUTE 26 CEAMUIIM OT JIeUeHUETOo (Bxk. Touka 4.8). Tesn
MOKAaYBaHUS MOXKE Ja Ce IbJDKAT YACTUYHO HAa KOHKYPEHTHOTO MOTHUCKAHE Ha SIMMHUHALIUATA Ha
JITBYHUTE COJIH OT XENATOIUTHTE, HO BEPOSTHO BB BH3HUKBAHETO HA YEPHOAPOOHATA TUCOYHKIIHS
ca BKJIIOYCHHU M APYTH MEXaHU3MH, KOUTO HE Ca HAIIBJIHO ycTaHOBeHU. He e n3kmouena
aKyMyJlalusTa Ha 003€HTaH B XEMATOLUTHTE, BOJIEILA 10 IUTOJIN3a C Bb3MOYKHO TEXKO YBPEKIaHE Ha
YepHUS P00, KAKTO U UMYHOJIOTUYEH MEXaHU3bM. PUCKBT OT YepHOIPOOHA TUCOYHKITHS MOKE Ja ce
MIOBHIIIN U IIPH €THOBPEMEHHOTO NpHUeMaHe ¢ 003eHTaH Ha JIeKapCTBEHH MTPOJAYKTH, KOUTO ca
MHXUOUTOPH Ha EKCIIOPTHATA MIOMIIA 3a XKIBYHH COJIH,, HAIIPUMEP, pUPaMITUIHIH, ITHOCHKIaAMU 1
nuKIocopud A (Bx. Touku 4.3 u 4.5), HO JTaHHWUTE 32 TOBA Ca OrPaHUYEHHU.

HuBarta Ha yepHOApOOHUTEe aMUHOTPaHc(epa3u TPsAOBa Aa ObAAT U3CJIeIBAHM MPeIH 3aN04YBaHe
HA JIeYeHHeTO U cJie/l TOBAa HA HHTEPBAJIN OT eUH Mecell JOKATO NPOABJKABA JIeYeHHETO ChC
STAYVEER. OcBeH ToBa, HUBAaTa HAa YePHOAPOOHUTEe aMUHOTPaHc(pepasu TPAOBa 1a ObAAT
H3CJICABAHHU 2 CeIMHIU e/l BCSIKO MOKAYBAHE Ha /103aTa.

IIpenopbku B cayuaii Ha moBuineHn AJIAT / ACAT

Husa na ACAT / AJIAT IIpenopbKu 3a JieyeHne U NMpociaeasiBaHe

>3u<5xITH PesynrareT TpsOBa a Oblie MOTBBPICH C BTOPO YEPHOAPOOHO
u3cJeBaHe; ako € OTBBPIEHO, TPAOBA /1a ce pelln, Ha HHANBHTyalTHa
0a3a, 1anu Aa ce MPOABJIKH 10 Bb3MOXKHOCT C HaMaJleHa 71032
STAYVEER unu na ce cipe npuinaranero Ha STAYVEER (k. Touka
4.2). IlpocnensBanero Ha HUBaTa Ha aMUHOTpaHc(depasute TpsiOBa 1a
MIPOIBIDKYA Hal-MaJIKO Ha BCEKHU 2 CEIMUITA. AKO HUBaTa Ha
aMHHOTpaHc(hepa3uTe ce BbPHAT 10 CTOWHOCTHUTE MPEIH JICUCHHETO,
TpsOBa fa ce OOMUCIN NPOIBIDKABAHETO WM IOBTOPHOTO BKIIIOYBAHE
Ha STAYVEER, cniopen onucanuTte no-A0i1y yCiIOBHS.




>5u<8xITH PesynrareT TpsOBa 1a Oblie MOTBBPIICH C BTOPO YEPHOAPOOHO
U3CIIE/IBaHE; aKO € MMOTBBPJICHO, JICUYCHUETO TPsIOBa J1a ce CIpe W HUBATa
Ha aMUHOTpaHcdepas3ure 1a ce MpocieasIBaT Hail-Mallko Ha BCEKH
2 cenMuny. AKO HUBaTa Ha aMUHOTpaHCc(epa3uTe ce BbPHAT 10
CTOMHOCTHTE MPEIH JICUCHUETO, TPsiOBa 1a ce 0OMHCIIN TOBTOPHOTO
BomrouBane Ha STAY VEER, ciopen onucanuTe mo-f05Ty YCIOBHSL.

>8 xITH JledenueTo TpsiOBa 1a ObJE CIPSHO U J1a HE ¢ 00CHKIa IIOBTOPHO
BmrouBane Ha STAY VEER.

B ca1y4aii Ha cBbp3aHa ¢ JIeYeHHETO KIHMHMYHA CHMIITOMATHKA HA YePHOAPOOHa yBpeaa, T.c.
rajieHe, OBpbBILAHe, TeMIepaTypa, 00JKa B KOpeMa, )KbJITEHHUIA, HeoOn4JaiiHa OTIyCHATOCT WK
YMOPSAEMOCT, TPUIIONOA00EH CUHAPOM (apTpairusi, MUAITHs, TEMIEpaTypa), JJedeHueTo TpsidBa 1a
0b/ie CIIPSIHO U /1a He ce 00ChK1a NOBTOPHO BKII0YBaHe Ha STAYVEER.

IlosmopHo exniousane na neuenuemo

[ToBTopHO BKIrOuBaHe Ha NeueHneTo cbc STAY VEER Tpsa6Ba na ce ob6cwxaa, camo ako
MOTCHIIMAIHUATE TT0J13H OT JieueHHueTo ¢h¢ STAY VEER HanmBuiaBat moTeHIIMATHATE PUCKOBE H
KOTaTO HHBATa Ha YEePHOJPOOHUTE aMHHOTpaHC(pepasy ca B paMKUTE HA CTOWHOCTHTE TIPEIn
neuyenueto. [IpenopbrunTenHo e MHeHHETO Ha Xenaroior. [IoBTopHOTO BKIIIOUBaHe TpsiOBa Jia caeaBa
yKa3aHuATa, n30poeHu B Touka 4.2. B To3u ciiyyaii HuUBaTa Ha aMuHOTpaHcdepasuTe TpsidBa 1a
0baAT U3cJIeIBAHM 10 3 THM cJieJ] MOBTOPHOTO BKJIIOUBaHe, cJieJl TOBA OTHOBO cJie] olle 2
ceIMUIM U MO-HATATHK CIIOpe]l TOPHUTE NMPENoPbKH.

I'TH = ropna rpanuna Ha Hopmara

KOHI_ICHTDaLII/IFI Ha XEMOLJIOOUH

JledenueTo ¢ 603¢HTaH € OMJIO CBBP3aHO € J0303aBUCUMO MMOHIKEHUE Ha KOHIICHTPALUATA Ha
xeMoriioorHa (Bx. Touka 4.8). [Ipu mnare6o KOHTpONIUpaHu MPOyYBaHUs, CBEP3aHOTO ¢ OO3EHTaH
MTOHIKEHNE HA KOHIIEHTPAIKATA Ha XeMOTJIOOWHA HE Ce € 3aIhJI00YaBaIIO0, a CE € CTaOMIN3UPAo Cie]
nspBuTe 4—12 ceamuiy ot euenneTo. [IpenopruBa ce KOHIICHTpAIUATA HA XEMOTJIOOMHA J1a ce
U3CIIeBa IPEIX 3aM0YBAHE HA JICUEHUETO, BCEKU MecCel] pe3 MbpPBUTE 4 Mecela, Clell KOETO BEAHBK
Ha TpU Mecella. AKO Bh3HUKHE KIMHIHYHO 3HAYMMO TTOHWKEHHUE Ha XEMOTJIOOMHOBAaTa KOHIICHTPAITHS,
TpsIOBa Ja ce HAIIPaBH JOIIBIHUTEIHA OIICHKA M M3CJICIBAHE 32 YCTAHOBSIBAHE HA IPUYMHATA U
HEOOXOAMMOCTTA OT CICIU(PHUUHO JeueHUe. B MOCTMapKETUHIOBHS EPHOJ] ¢a ChOOIIECHH CIyyau Ha
aHeMUs, M3UCKBAINa TpaHC(Y3Wsl Ha YepBEHN KPBBHU KIETKH (BXK. Touka 4.8)

XKenu ¢ nerepojieH IOTEHIAAI

Toit kato STAY VEER moxe na HarpaBu XOpMOHAIHUTE KOHTPALENTHBU HES(EKTHUBHHU, H KAaTO CE
B3€MEOCBEH TOBA MPEABHU/ICHIIECTBYBA PUCKA OT BIIOIIABaHE Ha OEI0ApOOHATa XUIIEPTOHHUS TIPU
OpEMEHHOCT, KaKTO U TepaToreHHuTe eeKTH, HabIro1aBaHy PHU KUBOTHU:

° Jleaenueto cbc STAY VEER He TpsiOBa na Ob/1e 3a104BaHO NP )KEHU C IETEPOJICH OTEHITHAT,
OCBEH aKO T€ HE M3I0JI3BaT Ha/IeXKIHA KOHTPAIICTILIMS U PE3yJITaThT OT TECTa 32 OPEMEHHOCT
MIpeIu JICYCHUETO HE € OTPHUIIATEIICH.

. XOopMOHAJTHUTE KOHTPAIICITHBH HE MOTaT Jia ObJaT ¢AMHCTBECH KOHTPALICTITUBEH METOI I10
BpeMe Ha seueHue cb¢c STAY VEER.
. ITo BpeMe Ha NeueHHUe ce IPEnophyBa Ja ce MPABAT €KEMECEYHH TECTOBE 32 OPEMEHHOCT C TIelT

paHHO OTKpUBAaHE Ha OPEMEHHOCTTA.
3a gombaHKUTENHA HHPOPMALUS BIXKTE TOUKH 4.5 1 4.6.

BenonpobHa BEHOOKIY3UBHA 6omect

Nma cpobmenns 3a cnyyan Ha OenoapoOeH OTOK IpH yHoTpedaTa Ha Ba30JUIaTaToOpH (TIaBHO
MPOCTAIMKIIMHYU ) OT MAIUEHTH ¢ 0e10po0Ha BEeHOOKIy3uBHA 0ojiecT. CiieIoBaTeIHO, aKo MPH
neuenneTo cb¢ STAY VEER na nanmentu ¢ BAX ce nosiBAT npu3Hany Ha 6e10Apo0eH OTOK, TPsOBa
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Jla ce MMa MpeBUA Bb3MOKHOCTTA 3a CBbp3aHa BEHOOKIy3UBHa 0ojecT. B mocTMapkeTHHIOBUS
NepUO] € UMAaJIO PeAKH ChOOLIeHNUS 3a 0estoIpoOeH OTOK NpH maueHTH, jJekyBanu cbc STAYVEER,
IIPH KOUTO € MMaJI0 ChMHEHUS 3a 0€J10IpoOHa BEHOOKITy3UBHA OOJIECT.

IlanmenTu ¢ 6€J'IO,Z[DO6Ha apTepHrajIHa XUTICPTOHUSA M ChbIIBTCTBAIIA JEBOKaMCpHA HEAOCTATHbYHOCT

He e npoBexaano cnennpuiHO MpOoyYBaHe MPH MAIMEeHTH ¢ 0eI0IpoOHa XUTIEPTOHHSI U ChITBTCTBAIIA
neBokamepHa quchynknua. Obaue 1 611 manuentu (ot kouto 8§04 ca momyvasanu 6o3eHTan u 807 ca
MOJTy4JaBaJIH Tu1ane0o0) ¢ TeXKa XpOHUYHA chpedHa HeqoctaThuHOCT (XCH) ca tlekyBaHu che cpeHa
MPOABKUTEIHOCT OT 1,5 roAMHM B IITane00-KOHTpOIMpaHo mpoyuBane (rpoyusane AC-052-301/302
[ENABLE 1 & 2]). B ToBa npoy4BaHe nMa IOBHUIIIEHA YECTOTA HA XOCTIUTANU3AIUUTE, IBIKAIIN Ce
Ha XCH, npe3 mppBuTe 4—8 CEIMUITHN OT JISYEHUETO C,003€HTaH KOETO MOXKE JIa € B pe3yJITaT OT
3a/lpbKKaTa Ha TEYHOCTH. B TOBa mpoy4BaHe 33iphKKaTa Ha TEYHOCTH C€ MPOSIBSABA C pAHHO
HaJ/laBaHe Ha TerJio, MOHWKEeHa KOHIIEHTpAIHsI Ha XeMOTJI00MHA U TI0-4ecTaTa MosiBa Ha OTOIH 110
Kpakata. B kpast Ha mpoy4YBaHETO HE € YCTAHOBEHA Pa3jiiKa B YECTOTATa HA XOCIUTAIN3AIUU BbB
BpPB3Ka ChC ChplleUHATa HEIOCTATHYHOCT, HUTO B CMBPTHOCTTA MEXKIY MALUCHTUTE, JICKYBAHHU C
0o3eHTaH WM miane6o. CrnenoBarenHo, NpenopbyBa ce MalMeHTHTe 1a ObAaT MPOCIIEASBaHH 32
NPU3HAIM 32 33IPBXKKA Ha TEYHOCTH (HapuMep HaJaBaHe Ha TErjo), 0cO0EHO aKo cTpanaT oOT
CHITHTCTBAIINA TEXKKA CUCTOIHA TUCPYHKINA. AKO TaKWBa MIPU3HAIIN CE MOSABAT, CE MPETIOphYBa Ja ce
3aroyvHe JeueHne ¢ AMYPETUIN UITH JIa Ce MTOBHILH J103aTa Ha IpueMaHuTe quypetund. [lpu nanuentu
C IaHHH 32 32JIphXKKa HA TEYHOCTH, JICUCHUETO C TUYPETHUIIH TPAOBa Ja ce 00CHIH Mpelu 3armouBaHe
Ha neuenuero cb¢ STAYVEER.

BenonpobHa aprepruanna Xunepronus, cebp3ana ¢ HIV undekuus

OnuthT OT KIMHUYHUTE poyuBanus ¢ ynorpeda Ha STAY VEER npu nanuentu ¢ 6enoapodna
apTepualiHa XUIepTOHus, cBbp3ana ¢ HIV undeknus, 1eKyBaHu ¢ aHTUPETPOBUPYCHU JICKAPCTBEHU
NPOJYKTH, € OrpaHudeH (Bxk. Touka 5.1). [[poyuBaHe BpXy B3aUMOACHUCTBHUATA MEXKITy OO3CHTaH U
JIOTIMHABUP+PUTOHABHP NPH 3APABU MHIUBUIM IT0OKa3Ba MOBUILEHH MJIa3MEHN KOHLIEHTPAlUN Ha
003eHTaH, c MAaKCHMAaJIHA HUBA Mpe3 IbpBUTE 4 THU Ha JedeHue ( Bx. Touka 4.5). [Ipu 3anouBane Ha
neuenue cb¢ STAYVEER npu narpienTn, KOUTO ce HyKAaiT OT PUTOHABHP-aKTUBUPAHU MPOTEA3HU
uHXUOUTOpH, MoHOCcUMocTTa Ha mauueHTa KbM STAY VEER TpsiOBa BHUMatenHo Ja ce ciaenu, KaTo ce
00BbpHE 0cOOEHO BHUMaHHE, B HAYaJIOTO Ha BhBEXamara ¢a3a, Ha prucKa OT XUIIOTOHUS U Ha
YepHOAPOOHHUTE (PYHKIIMOHATHH TecTOBE. [I0BUIIIEH IBITOCPOUYCH PUCK OT YEPHOPOOHA TOKCHYHOCT
Y XEMAaTOJIOTHYHH HEXKENaH! e(heKTH He MOTaT Ja ObJIaT U3KII0UYEeHH IpH KOMOMHHUpaHa yrnorpeba Ha
003eHTaH C aHTUPETPOBUPYCHU JIEKapCTBEHU NPOAyKTU. [lopaan moTeHnana 3a TakuBa
B3aWMOJICHCTBUSI, CBBP3aHH ¢ HHAyIHpaInus edekt Ha 6o3eHTana Bppxy CYP450 (Bxk. Touka 4.5),
KOMTO MOKe Jla OKaxke eeKT BbpXY e(prKacHOCTTa Ha aHTUPETPOBUPYCHATA TepaIHsl, TE3U AlUCHTH
ChHIIO TPsOBa Aa OBAAT MPOCIEIIBAaHN BHUMATETHO 110 oTHoIeHne Ha HIV undekuusra.

BenonpobHa aprepuaiHa XUIIEPTOHUSL BCIEACTBUE HA XPOHUYHA 00CTPYKTHBHA OenoapoOHa 6osect

(XOBB)

be3omnacHocTTa M MOHOCHMMOCTTA HA 003€HTaH ca MPOYUYSHH NPU EKCITIOPATOPHO, HEKOHTPOIUPAHO
12-ceamuyno npoyuBane npu 11 nanuenTu ¢ OesnonpobHa XxunepToHus BeneacTsue Ha Texka XObb
(III crenen o knacupukanusara GOLD). HabmonaBanu ca mopuilieHa MUHYTHA BEHTIIIAIMS U
MTOHIKEHO KHUCIOPOAHO HACHIIaHEe, KaTO HAali-4yeCTOTO HEXXeJTaHO ChOMTHE € Ouiia TUCITHES, KOSTO €
OT3BY4YaBaja clie/i CIUPaHeTo Ha OO3eHTaH.

ExnoBpeMenHa VHOTDe6a C JAPYI'H JCKAPCTBCHHU IIPOAYKTH

Ennospemennara ynorpe6a Ha STAY VEER u nuxiocnioput A € mpoTHBonokasaHa (Bx. Touku 4.3 u
4.5).

EnnoBpemennata ynorpeba Ha STAY VEER ¢ rnmubenknamu, ¢iiykoHa30i1 ¥ pupaMIIMIUH HE ¢e
npenopbyBa. 3a oBede NOAPOOHOCTH BXK. TOUKa 4.5.



Ennospemennoro npuiarane Ha STAYVEER, kakrto ¢ nunxuburop nHa CYP3A4, Taka u ¢ uHXUOUTOP
Ha CYP2C9 Tpsi0Ba aa ce u30sraa (Bx. Touka 4.5).

4.5 Bs3amMmopeiicTBHE ¢ IPYTrH JeKapCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe

BbozenTan e unaykrop Ha uutoxpom P450 (CYP) uzoenzumure CYP2C9 u CYP3A4. [lannute un
sumpo npennonaraT u uaayKug Ha CYP2C19. CnenoBarenHo, mIa3MEeHUTE KOHIICHTPAINH HA
BEIIECTBATA, KOUTO CE€ META0OIN3UPAT OT TE3U U30€H3UMH, I1l¢ OBbIAT MOHMKEHH MPH
ennoBpemenHoto npuitarane Ha STAYVEER. Tps0Ba na ce mMa npeaBH BB3MOKHOCTTA /13 CE
npoMeHHU e(heKTUBHOCTTA Ha JIEKAPCTBEHUTE MPOYKTH, KOUTO C€ META0OIU3UPAT OT TE€3U H30E€H3UMH.
Moske fa ce HaJloK1 KOpUTHpaHe Ha 103aTa Ha TE3U MPOLYKTH CIIE/ 3alI04BaHe, IPOMSHA Ha 103aTa
WM CIIMpaHe Ha ChbIBTCTBAINOTO JedeHne cbc STAY VEER.

boszenran ce merabonuzupa ot CYP2C9 u CYP3A4. [loTrckaHeTo Ha Te3W U30CH3UMH MOXKE 12
MOBHUIIIY TJIa3MEHATa KOHICHTpalusl Ha 003eHTaH (BIKTEe KeTOKOHa301). He e mpoydeHo BIUsiHUETO
Ha naxuouropure Ha CYP2C9 BbpXy KoHIEHTparuuTe Ha 603eHTaH. KomOuHanusTa TpsioBa 1a 0b/e
W3I0JI3BaHa C MIOBUILICHO BHUMAaHHE.

Dayxonason u opyau unxudbumopu na CYP2C9 u CYP3A4: enHOBPEeMEHHOTO IpUJIaraHe ¢
(haykoHaszou, koito nmotrcka rimaBao CYP2C9, Ho 10 u3BectHa creneH u CYP3 A4, moxe na noBeze
JI0 TOJISIMO TIOBUIIIaBaHE HA IJIa3MEHUTE KOHIIEHTpaluy Ha 6o3eHTaH. KomOuHanwmsTa He ce
npenopsyuBa. Ilo chrinara npuunHa He ce IpenopbUBa eAHOBpeMEHHOTO Npuiarade Ha STAY VEER
KakTo ¢ MoleH naxuourop Ha CYP3A4 (kaTo KETOKOHA30J1, UTPAKOHA30JI UIIK PUTOHABHD), TaKa U C
uaxubutop Ha CYP2C9 (kato BOPHKOHA30).

Cyclosporine A: ennoBpemenHoto npwiarane Ha STAY VEER c¢ nuknocnopus A (MHXHOUTOp Ha
KaJILMHEBPUH) € MPOTHBOINOKa3aHo (BK. Touka 4.3). [Ipu enHOBpeMEHHOTO NpuIarane, Ha4aaHUuTe
IUTa3MEHH KOHLIEHTpAlMK Ha 003eHTaH ca NpuOIU3UTEIHO 30-IIbTH MO-BUCOKHU OT T€3HU, U3MEPEHU
cien1 003eHTaH, MPUIIOKEH caMoCTOATeNHO. [Ipy cTaloHapHO ChCTOSHUE, TNIA3MEHUTE
KOHIICHTpAITMU Ha 003eHTaH ca 3- 10 4-I'bTH TO-BUCOKH OT T3, H3MEPEHU clie]] 003CHTaH, IPIIOKEH
CaMOCTOSITETTHO. MexaHU3MBT Ha TOBA B3aUMO/ICHCTBHE € Hall-BepOATHO MHXMOUpPaHE OT CTpaHa Ha
LIUKJIOCTIOPMHA HAa MEAUUPAHOTO OT TPAHCIIOPTHUTE MPOTEHHU MMOeMaHe Ha 003€HTaH OT
xenatouutnte. Konuentpanunre Ha nukiaocnopud A (cyocrpat Ha CYP3A4) B kpbBTa HaMansBat
npubnusutenaHo ¢ 50%. ToBa Hali-BeposATHO ce AbKH HAa nHAYKUusATa Ha CYP3A4 ot cTpana Ha
003eHTaH.

Taxponumyc, cupoaumyc: ETHOBPEMEHHOTO MpHIaraHe Ha TAKPOJIUMYC WIH CUPOJIIUMYC ChC

STAY VEER He € n3cneaBaHo npu xopa, HO 10 aHAJIOTUS C €THOBPEMEHHOTO IIPUJIAraHe C
IUKIIOCTIOPUH A, eTHOBPEMEHHOTO MpHiIaraHe Ha Takponumyc uin cupoiumyc cbe STAY VEER
MOJKe J1a IOBeJIe JI0 ITOBHUIlIaBaHe Ha IIa3MEHHUTE KOHIIEHTpaluy Ha 003eHTaH. ChIIBTCTBAIIOTO
neuyenue cb¢ STAY VEER Moxe 1a HaMany mia3MeHUTe KOHLIEHTPAuu Ha TaKPOIUMYC U
cuponumyc. [Topaau ToBa, eqnoBpemennata ynorpeda Ha STAY VEER u Takpoiumyc wmu
CHPOIMMYC He ce TpernopbuBa. [lalueHTuTe, Ipy KOUTO KOMOMHAIMATA € HAJIOKUTEHA, TpsIOBa a
Obaar npocieasIBaHM BHUMAaTEIHO 3a HeXeNlaHu peakiuu, cbp3anu cb¢ STAYVEER, u 3a
TUIa3MEHUTE KOHIIEHTPALNN Ha TAKPOIUMYC ¥ CHPOIMMYC.

T'nubenxnamuo: eTHOBPEMEHHOTO Npwiiarane ¢ 6o3eHtad 125 mg ABa IbTH THEBHO B MPOABIDKCHUE
Ha 5 THY MOHM)KaBa IJIa3MEHUTE KOHIIEHTpauy Ha raudenknamua (cyoctpat nHa CYP3A4) ¢ 40%, ¢
BB3MOXHO 3HAYMTEITHO HaMaJIsiBaHe Ha XUITOTIIMKeMUIHUs edekT. [[1a3MeHuTe KOHIIEHTpaly Ha
003eHTaH ChIIO ce MoHIKaBat ¢ 29%. OcBeH ToBa IpH NAUEHTUTE, OTy4YaBalil KOMOMHUPaHA
Tepanusi, ce HabJIro1aBa Mo-royisiMa YecToTa Ha MOBUIIaBaHEe HAa aMUHOTpaHcdepasure. Kakto
IIIMOCHKIAMUIBT, TaKa U O03EHTaHBT MOTHCKAT EKCIIOPTHATA TTOMITA Ha YKIIBYHHUTE COJIH, KOETO On
MOTJIO Jia 00sICHH IOBUIIEHUTE aMHHOTpaHCchepasu. Tazu KoMOUHAIMS He TPAOBa J]a ce M3I0JI3BA.
Hsima Hanu4HM 1aHHM 32 JIEKAPCTBEHUTE B3aUMOJCHCTBHUS C APYTUTe CyI(aHmIypeiiHn npenaparu.

Pughamnuyun: ipu 9 31paBu nayeHTa eIHOBPEMEHHOTO NPUJIaraHe B IIPOIbIDKCHNE HA 7 THU Ha
0o3eHTan 125 mg nBa mbTH AHEBHO ¢ prudamnuuyH, MomeH HHIykTop Ha CYP2C9 u CYP3A4,



MOHM)KaBa IJIa3MEHUTE KOHIIEHTpauy Ha 603eHTaH ¢ 58%, KaTo B OTIENCH CiIydail ToBa MOHM)KaBaHEe
6u moruo fa gocturae noutu 90%. B pesynTar Ha ToBa ce 0yakBa 3HAYMTEIHO HaMaJleH eeKT Ha
003€HTaH TP STHOBPEMEHHOTO MY IpHJIarane ¢ puQaMinuiuH. EqHOBpeMeHHOTO Mpuiiarane Ha
pudammunmn 1 STAYVEER He ce npenopwusa. Jluncear nanau 3a npyrute naaykropu Ha CYP3A4,
HanpuMep kapbamasenuH, penoOapoutai, EeHUTOMH U KBJIT KAHTAPUOH, HO TAXHOTO CAHOBPEMEHHO
IpUiIaraHe ce oYakBa Ja JOBEAE A0 HaMaJIsiBaHe HAa CUCTEMHATa eKCIo3uus Ha 6o3eHTad. He moxe
Ja 0bJie U3KIIOYCHO KIIMHUYHO 3HAYMMO HaMallsiBaHe Ha e(PUKacHOCTTA.

Jlonunaeup + pumonasup (u Opyeu pumorasup- nOOCUIeHU NPOMea3Hu UHXUOUMOPU).
€HOBPEMEHHOTO MpuiaraHe Ha 603eHTaH 125 mg 1Ba IbTH AHEBHO U JONMUHABUP + putoHasup 400 +
100 mg aBa mbTH THEBHO 32 9,5 MHU HPU 31paBU JOOPOBOJIIH BOIAM 10 HAYATHH IJIa3MEHH
KOHILIEHTpAlMX Ha 003€HTaH, KOUTO ca NPUOIU3UTENHO 48-'bTH O-BUCOKH OT U3MEPEHUTE CJICH
CaMOCTOSTEIHO NpuiIokeHue Ha 6o3entan. BHa nen 9, nnasMenure KoHIEeHTpaluu Ha 003€HTaH ca
NPUOTU3UTETHO 5 -ITBTU MO-BUCOKH OT TE€3H MIPU CAMOCTOSTEIHO MPUIIOKEHUE Ha OO3EHTAaH.
WNuxnbupaHeTo OT cTpaHa Ha PUTOHABUP HA MEIUUPAHOTO OT TPAHCIIOPTHUTE MPOTEHHH TPOHUKBAHE
Ha 0o3eHTaH B xenarouutute 1 Ha CYP3A4, Bogemnio 1o peayuupane Ha KIMphHCa Ha 003EHTaH,
Hall-BepOSITHO MPUYMHABA TOBA B3auMoericTBre. Koraro ce mpuiiara eIHOBpEMEHHO € JIOMUHABHP +
PUTOHABHP WM APYTH PUTOHABUP-IIOACUIICHH MIPOTEa3HN MHXHUOUTOPHU, TOHOCHMOCTTA Ha MallieHTa
kM STAY VEER T1psibBa na ce cnean.

Crien eTHOBpEMEHHOTO TpruIarane Ha 003eHTaH 3a 9,5 JHY ITa3MEHUTE eKCTIIO3UITNH Ha JIOTMHABUD U
PUTOHABUP HAMAJISBAT J0 KIMHUYHO He3HaYMMa crerneH (¢ nmpubnusutenHo 14% u 17%, chOTBETHO).
He3zaBucuMo oT TOBa ITbJIHA MHYKIMS Ha OO3EHTaH MOXKe J1a He O'bJie JOCTUTHATA U TIOCIIE/BAIIO
MOHM)KaBaHe Ha MPOTEa3HUTE HHXUOUTOPH HE MOXKE J1a ce u3kKiIroun. [IpenoppuBa ce moaxoasmio
npocnensBane Ha HIV tepanusra. [lonoGHu edexTn Morar aa ce O4yakBaT U P JPYTH PUTOHABUP-
-TIO/ICWJICHH MTPOTEa3HN HHXUOUTOPH (BXK. TouKa 4.4).

Lpyau anmupempogupycHu iexapcmea: He MOTaT Jia C€ HAlPaBAT CIeqU(PUIHN TPEHOpPbKU 110
OTHOLICHUE Ha APYTH HAJIMYHU aHTHUPETPOBUPYCHU JIEKApCTBa, NOpaIy Jurnca Ha ganHu. [lopagu
Mo{4epTaHaTa XernaToTOKCHYHOCT Ha HEBUPAITHH, KOSTO MOJKE /1a C€ aKyMyJIipa ¢
XeMaTOTOKCUYHOCTTa Ha 003€HTaH, Ta3u KOMOWHALKS HE Ce MPernopbyBa.

Xopmonannu xonmpayenmugu. €THOBPEMEHHOTO NIpUIarane Ha 6o3eHTaH 125 mg 1Ba IbTH THEBHO B
MPOABDKEHNE Ha 7 THU C MHUYHA /1032 IepopalieH KOHTPAIeNTHB, ChAbpKAaIll HOpETHUCTEPOH 1 mg
+ eTuHUN ectpanuon 35 ug, Hamanssa mwionira nox kpusara (AUC — Area Under the Curve) Ha
HOPETHUCTEPOH U €TUHWI eCTPaaroi, ChOTBETHO ¢ 14% u 31%. Ho HamansBaHeTo Ha EKCTIO3HUITUATA
MIPU OTJIETHUTE TAIIMEHTH € ChOTBETHO 10 56% 1 66%. CrnegoBaTelHO, CAMOCTOSITETTHO PUIIOKEHH
KOHTPALENTHBU Ha OCHOBATa HA XOPMOHH, HE3aBHCUMO OT BT UM Ha BbBEKAaHE (T.€. IEPOPaIHU,
MHXEKIUOHHH, TPAHCACPMATHHU WK UMIUIAHTUPYEMH JICKApCTBEHU (OPMH), HE CE CUUTAT 3a
HaJICKTHA METOAM 32 KOHTpanenus (BxK. Touku 4.4 u 4.6).

Bapgapun: ennopeMeHHOTO npuiarade ¢ 6o3enran 500 mg 1Ba IbTH JHEBHO B MPOIBJDKCHUE HA O
JTHU TIOHM)KaBa IUIa3MEHUTE KOHIIGHTPALMU KakTo Ha S-BapdapuH (cyoctpar Ha CYP2C9), Taka u Ha
R-Bapdapun (cyberpar Ha CYP3A4), crorBetHO ¢ 29% 1 ¢ 38%. KinMHUYHUAT OmHT ¢
KOMOMHHMPAHOTO MpujiaraHe Ha 603eHTaH U Bapdapus npu nauueHTu ¢ BAX He e 1oBen 10 KIMHUYHO
3HaYMMH MPOMEHH B MextyHapoaHo HopMmam3upano chotHotrenue (INR - International Normalized
Ratio) wim B mo3ara Ha BaphaprHa (U3X0HO HUBO CIIPSMO Kpasi Ha KIIMHUYHUTE Tipoy4uBanusi). OcBeH
TOBa, YECTOTATa HAa IIPOMEHHTE B J103aTa Ha Bap(daprHa 110 BpeMe Ha MPOYUBAaHUSATA, AbJDKAIIA CE Ha
npomenu B INR uin Ha HeXXelaHu peaklyH, € CXOAHA MIPHU NalMeHTUTE, NOdy4YaBaIiyd O03eHTaH HIIH
iane6o. He ce Hamara kopekius Ha 1o3ara Ha BapdapHHa Wi Ha IPYTH MOJI00HN OpaTHU
AHTHKOAryJaHTHHU CPEJCTBa IPH 3all0uBaHe Ha JieueHHEe ¢ 003EHTaH, HO c€ MPENOphYBa HHTEH3UBHO
npocnensBade Ha INR, oco6eHo B HauaJloTo Ha JICYUEHUETO U B IIEPHO/Ia HA IIOKAYBaHE Ha 103aTa.

Cumeacmamun.: eTHOBPEMEHHOTO Mpuiiarane ¢ 6o3eHtan 125 mg aABa IbTH JHEBHO B IPOABIKEHUE
Ha 5 JHYU IOHMXaBa IJIa3MEHUTE KOHIICHTpaluy Ha cuMBacTaThH (cyocTpat Ha CYP3A4) u Ha
HETOBHS aKTHBEH META0OJINT B-XUAPOKCH KUCETNHA, ChOTBETHO ¢ 34% u ¢ 46%. [InasmenuTte



KOHIOCHTpAaluX Ha 0O03eHTaH HE CE MOBIUABAT OT ChIIBTCTBAIIOTO JICHCHUE CHC CUMBACTAaTHUH. TpH6Ba
Ja ¢ uMa NpCABUA NPOCICASIBAHC HA HUBATA HA XOJICCTCPOJIa U OCJICABAIIIO KOPUTUPAHC HA A03aTa.

Kemoxonazon: eMTHOBPEMEHHOTO MPHUJIaraHe B IPOABDKCHUE HAa 6 THU Ha 003eHTaH 62,5 mg nBa MbTH
JHEBHO C KETOKOHa30J1, MoleH nuxuburop Ha CYP3 A4, noBuinasa niasMeHUTe KOHLIEHTPAUU Ha
0o3enTan npubiam3uTenHo 2 mbTU. He ce cunta, 4e e HeoOX0IMMO J1a ce KOpUTupa J03aTa Ha
STAYVEER. Bopeku ue He € 10Ka3aHo ¢ IPOYYBaHUS UH 6UB0, TIOJ0OHO NOBUIIIABaHE HA
TUTa3MEHUTE KOHLIEHTPAaLUHU Ha 003€HTaH ce 04YaKBa U ¢ APYruTe MOIIHU nHXnoutopn Ha CYP3A4
(xato utpakoHnaszon win putoHasup). Ho xoraro ce komObunupa c naxudbutop Ha CYP3A4, npu
narnueHTure, cnadbu meradonuzaropu Ha CYP2C9, uma prck oT MoBUIIaBaHE Ha ITa3MEHUTE
KOHIIEHTpaIiK Ha 003eHTaH B MO0-BUCOKA CTEMNEH, KOETO Jia TOBEJIE 10 Bb3MOXKHU BPEIHH HEXKeTaHH
peakuuu.

Enonpocmenon: orpanudenuTe TaHHH, oidy4deHH oT npoyuBane (AC-052-356 [BREATHE-3)), mpu
koeto 10 neguaTpuyHM NALMEHTH ca IpUeMalii KOMOWHaIKATa OT O03EHTaH U EMOMPOCTEHO COoYart,
Yye KaKTO cJe]] IPHeM Ha eINHUYHA, TaKa U Ha MHOTO JJO3H, CTOMHOCTUTE Ha MAaKCUMaJHaTa
koHIeHTpaIus (Cmax) 1 Ha 11omTa oJ KpuBata (AUC — Area Under the Curve) 3a 603eHTaH ca
N0JO0HM IPH MALUEHTUTE ChC MM 03 IOCTOSIHHO BIMBAHE HA €MONPOCTEHOI (BX. Touka 5.1).

Cundenaghun: eMTHOBPEMEHHOTO TIpUIIarane Ha 603eHTaH 125 mg aBa IbTH THEBHO (CTAIIMOHAPHO
TUIa3MeHo HHUBO) U cuiieHaduin 80 mg Tpu THTH JHEBHO (NPH CTAIIMOHAPHO IIA3MEHO HUBO),
NpUIaraHy €THOBPEMEHHO B IPOABIDKEHNE Ha 6 JHU IPH 31paBy J0OPOBOIIIH, BOAH 10 63%
HamaysiBane Ha AUC nipu cuneHadun u 50% ysenuuenue Ha AUC npu 603enTaH. [Ipu
€HOBPEMEHHOTO UM IpHJIaraHe ce MPEenopbyBa MOBUIIIEHO BHUMAHHUE.

Taoanagun: 603entan (125 mg nBa MbTH AHEBHO) MOHMKaBa CUCTEMHATA EKCIIO3UIIMA Ha Taganadui
(40 mg Bemubxk MHEBHO) € 42% U Cmax € 27% cJ1e1 MHOTOKPATHO €THOBPEMEHHO MpHUIaraHe.
Tananagpun ve nopnusiBa ekcrno3uusTa (AUC U Ciax) Ha 003€HTaH WIH META0OJIUTHTE MY.

Jlueokcun.: eTHOBPEMEHHOTO IIpUJIaraHe Ha JUTOKCHH ¢ 0o3eHTaH 500 mg 1Ba IbTH JHEBHO B
MPOAB/DKCHUE Ha 7 THU HaMajsBa muiomnTa moja kpusata (AUC — Area Under the Curve),
MakcUMATHATA (Cax) U MEHUMATHATA (Cpmin) KOHIIGHTpAKA HA TUTOKCHHA, CHOTBETHO 110 12%, 9% u
23%. MexaHU3MbBT Ha TOBA B3aUMOJICHCTBHE MOXKeE Ja ObJie MHAYKIUs Ha P-rmukonporenna. Hama
BEPOSATHOCT TOBA B3aMMOJCHCTBHUE 1a ObJIC OT KIMHUYHA 3HAYUMOCT.

IlennarpuyHa nomyJanus
IIpoyuBaHus 3a B3aUMOACUCTBUATA Ca POBEXKAAHNA CaMO IPU Bb3PaCTHU.

4.6 DepruauTeT, O)PEeMEHHOCT U KbpPMeHe

BpemeHHocT

[IpoyuBanusTa IpH )KUBOTHHU MOKA3BaT PENPOAYKTUBHA TOKCHYHOCT (TEPaTOr€HHOCT,
eMOPHOTOKCHUYHOCT; BXK. Touka 5.3). Hama HagexnHa napopmanus 3a ynorpedbara Ha STAYVEER
npu OpeMeHHH keHu. [loTeHIManHuAT prck pu xopata Bee oine He € n3BecteH. STAYVEER e
NPOTHUBOINOKA3€H NPH OPEMEHHOCT (BX. ToUKa 4.3).

XKenu ¢ nerepojieH IOTEHIHAI

[Ipenu 3amouBane Ha geuenne cb¢ STAY VEER npu xeHu cbe 3amas3eH 1eTepoJeH NOTeHIUal TpsioBa
Jla ce IpoBepH, Y€ He € HaiIe OpeMEeHHOCT, Tpa0Ba Aa ce 1a1aT NOAXOISIIN ChbBETH OTHOCHO
HaJIe)KTHA METO/IM 32 KOHTPAIICTIIUS, KaTo TPsAOBa Ja ce 3all0YHE U MPHIIAraHeTo Ha IMOAXOSIIA
KOHTpauenuus. [lanuenTuTe u nexkapuTe, IpeANUCBAIIH JICYCHUETO, TPsIOBa 1a 3HAST, Y€ MOpaan
BB3MOXHHU (apmakokuHeTnyHH B3aumozencTeust, STAY VEER moxe na HanpaBu HeeeKTUBHU
XOpPMOHAJIHHUTE KOHTpaIenTuBH (BX. Touka 4.5). [lopanu ToBa, JKeHUTE C AETEPOCH MOTSHIIMAN He
TpsOBa J1a M3MOJI3BAaT XOPMOHATHUTE KOHTPALIEITUBH (B TOBA YMCIIO IEPOPATTHH, HHXEKIIMOHHH,
TpaHCAEPMaIHU WM o1 popMaTa Ha MMIUTAHTATH) KaTO €AMHCTBEH METOJ Ha KOHTpaLEeNIys, a Aa
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M3II0JI3BAT JOIIBJIHUTENEH WM aJITEPHATUBEH HAJSKIEH METO/ Ha KOHTpaLenuusa. AKO ChIIECTBYBa
CBbMHEHHME OTHOCHO TOBA, KAKBB CHBET J1a C€ Aajic Ha KOHKPETEH MalMeHT, TPsAOBa a My ce Ipernopbya
KOHCyJTauus ¢ ruHekosnor. [lopaau celecTByBaIiara BEposSTHOCT OT HEYCIeX OT MpujlaraHeTo Ha
XOpMOHAJTHA KOHTparienius mo speme Ha jeueHue cb¢c STAY VEER u kato ce numa npeaBuj pucKbT
OT TEXKKO BJIOIIaBaHe Ha OeslofpoOHAaTa XUIIEPTOHUS IPH OPEMEHHOCT, [0 BPEME Ha JICUCHUETO ChC
STAYVEER ce npenopbuBa Jja ce MpapsIT €KEMECEYHN TECTOBE 32 OPEMEHHOCT C LIEJT PAHHO
OTKpHBaHE Ha OPEMEHHOCTTA.

Kopmene

JaHHU OT CHOOIIEHNE Ha CITy4yail ONMCBAT HAIMYKE Ha O03€HTaH B KbpMaTa ¢ HUCKa KOHIICHTPAIIHSI.
Nwma HemocraThuHa HHPOpManus 3a eheKTUTe Ha O03eHTaH MpU KbpMadeTa. He Moke 1a ce M3KITI0un
pHUCK 3a KbpMaueTaTa. He ce mpenoppuBa na ce kbpMu 1o BpeMme Ha yieuenue cbec STAY VEER.

DepTunuTer

[IpoyuBaHusATa MPH )KUBOTHH Ca MOKA3aJIU TECTUKYJIApHH edekTH (BK. Touka 5.3). [Ipu KIIMHUIHO
MpoyYBaHe, U3cleaBao eeKTUTe Ha O03eHTaH BbPXY TECTUKYIapHaTa (DYHKIUS MPU MAUEHTH OT
MBKKH 1101 ¢ BAX, mectuma ot 24 ygactauim (25%) ca vManu HaMalieHa KOHIIEHTpaIus Ha
criepMato3ouau ¢ mone 50% OoT U3XOAHOTO HUBO Cliell 6-MeceyHo JieueHue ¢ 003eHTaH. B3 ocHOBa Ha
TE3M HAXOJKH U MPEIKINHUYHUTE JaHHH, HE MOXKE Jla CC U3KIII0YH, Ye 003CHTaH MOJXKE J1a UMa
yBpexkaaIll epeKT BbpXY CliepMaTorene3ara npu Mexere. He Moxe 11a ce U3KIII0YN TBITOCPOYHO
BIHUSHHUE BbPXY (DepTHIIUTETA Clie] JIeYeHHUEe ¢ 003CHTAH IIPH JeIa OT MBKKH ITOJI.

4.7 EdexTn BbpXy cnioco0HOCTTA 32 moupaHe u padoTa ¢ MAIIUHA

He ca nposexnanu crienndyuvHN poyuBaHust 3a otieHka Ha nipekust edext Ha STAYVEER Bbpxy
crocoOHOCTTA 3a 1modupane U padota ¢ mamuuu. Benpeku ToBa, STAYVEER Moxe na npuiunHu
XHUIIOTOHHMSA, ChC 3aMasiHOCT, 3aMBIJICHO 3PEHME MM CUHKOII, KOUTO OMXa MOTJIH Ja MOBIHSST
CIOoCOOHOCTTA 3a IIo(UpaHe WK paboTa C MALTUHH.,

4.8 Hexenanun JeKapCTBEHH PeaKINU

[Ipu 20 nnaune6o KOHTPOIUPAHHU POYUBAHUS, IPOBEACHH MIPU PA3THYHH TEPATICBTUYHHU TOKA3aHUS,
o010 2 486 manuenTH ca npueMaiu 0o3eHTaH B AHeBHA 103a oT 100 mg 10 2 000 mg u 1 838
NAIKUEHTH ca prueMaiy mianedo. CpenHara NpobDKATETHOCT Ha JieueHHeTo € Oma 45 ceIMUIIH.
Hesxenanute nekapcTBeHHM peaknuu ce AepuHUpaT KaTo ChOUTHS, KOUTO BE3HUKBAT MPH HAH-MalIKo
1% ot mpuemaruTe 003EHTaH NAUEHTH U ¢ YecToTa noHe 0,5% mo-rojisiMa OT Ta3u Ha MpUeMaIuTe
rurane0o narnuenTy. Hali-aectute HexxenaHu JeKapcTBEHU peaknuu ca rimaBooomnwme (11,5%),
OTOK/3aApbKKa Ha TeuyHocTH (13,2%), abHopMHM n3cnenBanus 3a yepHoagpoOHa pyukums (10,9%) u
aHEMUS/TIOHIKEH XeMoTIIoouH (9,9%).

JleuenneTo ¢ 603eHTaH € OUIJIO CBBP3aHO C 10303aBUCHMO MTOBHILIABAHE HA YEPHOAPOOHUTE
amMuHOTpaHc(hepa3n 1 MOHWKaBaHE HA KOHICHTPALIUATA HA XeMOTJI00HHa (BXK. TOUKa 4.4).

Hexenanute nexapcTBeHU peakiuy, HaOmonaBanu B 20 riane0o KOHTPOIMPAHU IPOYYBAHUS U TIPH
MOCTMAPKETHHTOBHSI OIUT ¢ O03E€HTaH ca CTEIIEHYBaHH 0 YECTOTa KaTo CE U3II0JI3Ba CIIeTHATA
KOHBEHIIMS: MHOTO uecTH (> 1/10); uectu (= 1/100 mo < 1/10); Heuectr (> 1/1 000 mo < 1/100); peaxu
(> 1/10 000 o < 1/1 000); mHOTO peaku (< 1/10 000); c Hen3BecTHA YecTOTa (OT HATMYHUTE JAaHHH HE
MOJKe J1a ObJle HaIllpaBeHa OIICHKA).

B®B Besko rpymnupaHe B 3aBUCUMOCT OT YCCTOTaTa, HEXKCIIAHUTC JICKAPCTBECHU PEAKIUHU CE I/136pOSIBaT

B HU3XOJIAII PeJl IO OTHOIIIEHUE Ha TSAXHATa CepHO3HOCT. He ca HabmojaBaHy KIIMHUYHO 3HAYUMU
pa3NIMKu B HEXEJaHUTE JIEKaPCTBEHHU PEaKIMu MeX 1y obriara 6a3a JaHHU 1 0JI00pPEHUTE TIOKa3aHHsI.
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CucremMo-opranua YecroTa Hexenanu peakuuu
KJacu(puKanus
Hapymenus Ha kpbBTa 1 Yectn AHemus1, TOHIKEH XeMOTI001H

niMdHaTa cucrema

(BX. TOuKa 4.4)

C Hen3BecTHA YecToTa

AHeMUS WIH ITOHIKaBaHEe Ha
XEMOTITIOOHHA, KOETO MTOHIKOTra
HaJlara npeyiiBaHe Ha YepBEHU
KPBBHU KJIETKH'

Heuectu TpombGonuronenus'
Hewectn Heyrpornenus, neBkoneHus'
Hapyiienust Ha uMyHHaTa Yectu Peakuuu Ha
cucTemMa CBPBXYYBCTBUTEIHOCT
(BKIJTIOUBAIIY IEPMATHT, CHPOEK
win o6pus)’
Penxu AHnadunaxcus u/unm
aHruoeaem’
Hapymenus Ha HepBHaTa MHoro yectu I'nasoGonue’
cucreMa Yectu Cunkon'*
Hapymienus Ha ounte C Hem3BecTHa YecTOTa 3aMbIyIeHO 3penue’
CobpaeuHy HapylIEHUs Yectn [Mannuranuu’
Cb10BU HapyLICHUS Yectun 3auepBsiBaHE
Yectu Xunoronus'*
Pecniupatopuu, rpbaHu U Yectu Hazanna koHrecTns'
MEIUACTUHAIHH HAPYLICHUS
CroMainHo-4peBHU Hapyiienus |Yectu lacrpoesodareanna pedurykcHa

6omect
Huapust

Xenaro-OuauapHu HapyLIeHUs

MHoro uectu

AOGHOPMHH YepHOAPOOHH
(YHKLIMOHAIHYU TECTOBE (BXK.
Touka 4.4)

Heuectu

[ToBuiieHn aMmuHOTpaHChEpasH,
CBBP3aHHU C XEMaTHUT
(BKITFOUHTEITHO BH3MOKHO
000CTpsIHE Ha MOJICIKALL
XETATUT) W/HIIH KbJITEHHIa’
(Bk. Touka 4.4)

Penxu

[{upo3a Ha yepHHs APOO,
4epHOAPOOHA HETOCTATHYHOCT!

Hapymenus Ha koxxarta u
MIOJIKO’KHATA ThKaH

Yectu

Epurem

OO0y HapymeHUs U e)EeKTH Ha
MSICTOTO Ha TPUIIOKEHHE
1

Mpmuoro uectu

OTOK, 3aIpBKKa HA TEIHOCTH’

I[aHHl/l, INOJIYYCHHU OT NOCTMAapPKETUHIOBHSA OIIUT, YECTOTUTE CE OCHOBABAT HA CTATUCTUYCCKOTO MOJCIMPAHE HA
l'[J'IaLle60-KOHTp0Hl/IpaHI/I JaHHU OT KIIMHUYHO ITPOYyYBaHE.

wiaebo.

iareoo.

Peaxuuy Ha CBPBXIyBCTBUTEIIHOCT ca choOImenn npu 9,9% ot manuenture ¢ 6o3eHtan u npu 9,1% oT mamueHTuTe C

I'maBoGomnue e cpobmeHo npu 11,5% ot nmanuenTute ¢ 603eHTaH U npu 9,8% 0T ManueHTuTe ¢ mIanedo.
Te3u BUIOBE peakiiu CHIIO MOXKE JIa Ca CBBP3aHU C TOAJIEKAIO 3a00IIIBaHE.
OTOK W 33pBhKKa Ha TEYHOCTH € ¢hoOIieH npu 13,2% oT nanmeHTute ¢ 603eHTan u npu 10,9% 0T manueHTuTe ¢

ITo BpeMe Ha MOCT-MapKETUHTOBHUS TIEPUOJT Ca CHOOIICHH PENIKH CIIyYad Ha HEOOSICHUMA IHpo3a Ha
yepHUs ApoO ciie npoabikuTeaHo teueHue cb¢ STAY VEER npu nanueHTH ¢ MHOKECTBO
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NpuApyKaBaly 3a001aBaHusl U TEPAIKU C JIEKapCTBEHH cpelcTBa. MiMa chIlo penku cboOIIeHus 3a
YepHOAPOOHa HETOCTAThYHOCT. Te3n ChOOIIEH! MTOICHIBAT 3HAYEHHUETO HA CTPUKTHOTO CHa3BaHe Ha
€XKeMeCeuyHOTO Tpocie/siBaHe Ha YepHOAPOOHHUTE PYHKIMH, ToKaTo Tpae nedeHnero cbec STAYVEER
(Bk. Touka 4.4)

HGZ[I/IaTDI/ILIHa nonmyjaanusa

Hexonmponupanu kKiunuunu npoyueanuss npu neouampudtHu nayueHmu

[IpodunbT Ha 6G€30MACHOCT MPH MTBPBOTO OTBOPEHO HEKOHTPOJIMPAHO NIETUATPHUYHO TIPOYIBaHE
npoBeJieHo ¢ punmupanu tabnetku (BREATHE-3: n = 19, menuana Ha Bp3pactta 10 roguau
[muanazon 3-15 romunu], 603eHTaH 2 mg/kg /Ba IBTH AHEBHO; TPOIBIKUTEIHOCT HA JICUYCHHE

12 ceamuiy) e moto0eH Ha TO3M, HAOIO/IaBaH MPYU OCHOBHU MTPOYYBAHUS TIPU BH3PACTHH MAIIMEHTH C
BAX. IIpu BREATHE-3, naii-uecture HexxenaHu peakuuu ca 3auepssaBane (21%), rmaBobonue u
aOHOpMHHM 4epHOAPOOHU GyHKUIMOHAIHH TecToBe (16% Bcska).

COopeH aHanu3 Ha HEKOHTPOJIKMPAHU MEAUATPUYHHU NPOyYBaHus, nposeaeHu npu BAX c 6o3eHnTan
32 mg aucneprupanu ce Tadbnerku (FUTURE 1/2, FUTURE 3/IIpogbmkenne) BKiItoYBa 001110

100 neua nexyBanu ¢ 603entan 2 mg/kg nBa mbTH qHEeBHO (n = 33), 2 mg/kg Tpu mbTH JHEBHO
(n=31), umu 4 mg/kg nBa mpTH AHEBHO (n = 36). [Ipu BKIFOUBAHETO, IECTHMA ITAITUCHTH ca OWIK Ha
BB3pacT MexIy 3 Mecena u | roguHa, 15 nera ca Ounm Ha Bb3pacT Mexxay 1 ¥ o 2 ronuHu 1 79 ca
Owm Ha BB3pacT Mexay 2 u 12 rogquuau. Mennanara Ha IPOIBIDKUTEITHOCT Ha JICUCHUE € Onia

71,8 cenmunu (muana3on 0,4-258 cenMuim).

[Ipodunpt Ha Ge30MaCHOCT MPH TO3W COOPEH aHAN3 HAa HEKOHTPOJIMPAHH TIeAUATPUYHH MTPOYIBAHUS
€ oJ00CH Ha TO3M, HaOJII0JaBaH MIPY OCHOBHUTE M3MMTBAHUS IIPU Bh3pacTHU nanueHTy ¢ BAX, ¢
W3KIFOUYEHNE Ha NHPEKIMHUTE, KOUTO Ca ChOOIIEHH MO-9eCTO, OTKOJIKOTO NpH BB3pacTtHUTE (69,0%
cupsimo 41,3%). Pasnukara B uecToTaTa Ha MHPEKIMUTE MOXKE OTYACTH JIa CE IBJDKU Ha MO-TrojisiMaTa
MeraHa Ha MPOIBIKUTETHOCT Ha EKCITO3UIINATA B TieAnaTpuyHaTa rpyna (Meanana 71,8 cemmuiiy) B
CpaBHEHUE C Bb3pacTHHTE (MenuaHa 17,4 ceqmunm). Hali-uecture HexxenaHu chOUTHS ca HH(DEKIHH
Ha TOpHUTE quXarenHu mprumia (25%), 6enoapodHa (aprepuanna) xuneptonus (20%), HazopapuHTrUT
(17%), mupexcus (15%), nopsiuane (13%), opouxut (10%), kopemua 6oika (10%) u nuapus (10%).
Hsma 3HauyrMa pasziivka B 4eCTOTaTa Ha HeXKEJIaHUTE ChOUTHUS NPU HAllMSHTUTE HaJl U TOJT 2 TOAMIIHA
BB3pacT; TOBa o0aue ce 6ba3upa camo Ha 21 nerna mox 2 roJuHH, BKIIOYUTEIHO 6 MAIUeHTH MEXITY 3
Mecera 1 | rogunaa. Hexxenanu chOUTHS Ha 4epHOIPOOHH HAPYIICHUS U aHEMUs/HaMaJIeH
XEMOTJIOOWH ca HACTBIMIN CHOTBETHO ITpH 9% 1 5% OT nmarmenTure.

[Ipu pangomMu3urpano mianedo-KOHTPOIMPAHO MPOyUBaHe, poBeaeHo npu nanueHTu ¢ [IBXH
(FUTURE-4), 0610 13 HOBOpOAEHH ca Oniy JIEKyBaHU C JUCIIEPTHPAILH c€ Ta0JIETKH 003eHTaH C
no3a 2 mg/kg nBa mbTH AHEBHO (8 MalMeHTH ca OWIu Ha iane6o). Meauanara Ha MPOAb/KUTCIHOCT
Ha JieueHue ¢ 003eTaH U 1ialedo ¢ Ouia, CboTBeTHO, 4,5 nHu (nuana3od 0,5-10,0 nuu) u 4,0 nHU
(mmamnazon 2,5-6,5 nau). Haif-uectuTe HexelnaH! ChOUTHA TIPH MAIUSHTH, JIEKYBaHU ¢ 0O3€HTaH U
iane0o, ca OMIM CHOTBETHO aHEMHUS ITM HaMalleH XeMOoriIo0uH (7 1 2 mauueHTn), TeHepatu3upan
eaem (3 u 0 manrienTn) 1 noBpbinane (2 u 0 manueHTH).

Ha6ODaTODHI/I OTKJIOHCHHA

Omxknonenust 8 4epHoOPOOHUME UZCACOBANUSL

[lo BpeMe Ha KIMHUYHATA MPOrpaMa, J0303aBUCUMHUTE NOBUIICHHUS HA YEPHOIPOOHUTE
amMuHOTpaHc(hepa3n OOMKHOBEHO ca BH3HUKBAIH IIPE3 IbPBUTE 26 CEIMHIIU OT JICUCHHUETO,
OOMKHOBEHO Ca ce pa3BUBAJIM IOCTENICHHO U ca OMJIM TJIaBHO acuMNTOMHU. [1o Bpeme Ha mocT-
MapKETHUHIOBHUS TIEPHOA ca ChOOICHH PEIKH CIyvau Ha IUPO3a U HEAOCTaThUYHOCT HAa YepHUS po0

MexaHU3MBT Ha TO3U cTpaHuueH eekT He ¢ sceH. ToBa MoBUIlIaBaHEe Ha AMHUHOTpaHC(HEpa3uTe MOXKE
Jla ce TIpeoIoiiee CIIOHTAHHO, KaTo JICUCHUETO MpoAbiikaBa ¢ moaabpxaiia 1o3a STAY VEER, nmm
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cllel HaMaJIsiBaHe Ha 7103aTa, HO MOXe Aa ObAe He0OXO0JUMO NMPEKbCBAHE WK CIIMPAHE Ha JICYEHUETO
(Bk. Touka 4.4).

[pu 20-Te obeauHeHn TTaned0 KOHTPOIMPAHU TIPOYUBaHUSI, TOBUIIABAHETO HA YEPHOIPOOHUTE
amuHotpanchepasu > 3 x ['TH e nabmogasano mpu 11,2% oT npuemamure 603eHTaH MaLlUEHTH, B
cpaBHeHue ¢ 2,4% ot npueMarure 1iaie6o nanueHt. [lopumasane 10 > 8 x I'TH e nabntogaBano
npu 3,6% OT manuenTuTe, iekyBanu ¢ 6ozeHTan u 0,4% ot npuemanyre mianedo nanueHTy.
[loBumaBaneTo Ha aMMHOTpaHCpEpa3uTe € OMII0 CBBP3aHO C MOBUILABaHE Ha OMIHpyOHHa (

>2 x I'TH) 6e3 nannau 3a 6wmapHa ooctpykims npu 0,2% (5 marmentn) npuemaniu 6o3entan u 0,3%
(6 marieHTH) MpUeMay 1maneoo.

[Ipu cOopuust ananusz Ha 100 gena ¢ BAX ot HekoHTponupanurte neguarpudan npoyusanust FUTURE
1/2 u FUTURE 3/IIpoxbikenue ca HaOM0AaBaHu MOBUILCHA YEPHOAPOOHN aMUHOTpaHCc(epasu > 3 x
I'TH npu 2% oT mauueHTHTE.

[pu npoyusanero FUTURE-4, Bxirousamio 13 HoBoponenu ¢ [IBXH, nexyBanu ¢ 603entan 2 mg/kg
JIBa IIBTU JHEBHO 3a Mo-Majako oT 10 quu (quamaszon 0,5—10,0 auu), HIMa ClIy4and Ha YePHOAPOOHHU
amuHOTpanc(epasn > 3 x ['TH no BpeMe Ha JIe4eHUETO, HO SIMH CIy4ail Ha XCMATUT € HACTBITHII

3 nHM clies Kpast Ha JISUSHHETO ¢ OO3EHTaH.

Xemoznobun

[Ipu manie00-KOHTPOIMPaHU IPOYYBAHUS IIPU Bb3PACcTHH, OHMW)KaBaHE HA KOHLEHTPALUATA Ha
xemorio6una nox 10 g/dl ot HayanoTo Ha mpoy4yBaHeTo € choOIEeHo npH §,0% OT mpuemaruTe
003eHTaH ManueHTH u pu 3,9% OT nprueMaliuTe mwianedo manueHTH (Bxk. Touka 4.4).

[Ipu cOopuust ananu3z Ha 100 gena ¢ BAX oT HEKOHTPOTUpPAaHUTE IEAUATPUIHU IPOYUBAHHS
FUTURE 1/2 u FUTURE 3/IIpoabiikeHue, € ChOOIICHO MOHMW)KaBaHE Ha KOHIICHTPAIUATA Ha
XeMorJIo0nHa Ha n3xo1Ho HUBO 110 o 10 g/dl mpu 10,0% ot nanmentute. He € nMano noHmwxkapaHe
nox 8 g/dl.

ITpu mpoyuBaneto FUTURE-4, 6 ot 13 nexyBanu ¢ 603entan HoBopoenu ¢ [IbXH ca momxyunnu
MOHW)KaBaHEe HA XEMOTJIO0MHA OT pe)epeHTHUS TUANa30H Ha N3XO0HO HUBO JI0 TIO/1 JI0JTHATA TPaHHIIa
Ha HOpMarta 110 BpeMe Ha JICUCHHUETO.

C’BO6H_IaBaH€ Ha IMoa03upaHn HEKCJIIaHU PCAKITUNA

C’BOGH_[aBaHeTO Ha IOAO03UPAHU HEKCIIAHU PCAKIUU CJICT pa3pCllaBaHC 3a yHOTpeGa Ha JICKapCTBCHUSA
MIPOAYKT € BaKHO. Topa nmo3BossiBa Ja IpOABbJIKA Ha6J'IIO):[eHI/IeTO Ha CbOTHOIICHHUECTO HOJ'I3a/pI/ICK 3a
JICKaApCTBCHUSA IPOAYKT. Or MCIUIIMHCKUTC CIICHUAJINCTHU CE€ U3MCKBA da C’LO6H.IaBaT BCsiKa
IMoJ03MpaHa HEXKEJIaHa peaKrd 4Ype3 HAllMOHAJIHA CUCTEMA 3a C’bOGHIaBaHe, II0COYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

bozenran e mpwiaran B equHIYHA 7032 10 2 400 mg mpu 3apaBu nHAUBUAA U 10 2 000 mg Ha JeH B
MPOAB/DKCHUE Ha 2 Mecella IPH MallMeHTH ChC 3a00JsIBaHe, Pa3INYHO OT OEI0IpOOHA XUITEPTOHUS.
Haii-uecTaTa HexxelaHa JieKapCTBEHA peakiys ¢ Oua ri1iaBo0oJre ¢ JieKa JI0 YMEpPeHa HHTCH3UBHOCT.

TomsamoTo mpeno3upane MoXKe Jia JIOBeJIe /10 CHITHO U3pa3eHa XUIOTOHHS, H3UCKBAaIlla aKTHUBHA
MOJIKpena Ha ChbpACYHOCHA0BATA cucTeMa. B meproja cien myckaHe Ha rmasapa, ce ChoOIaBa 3a eIuH
ciyuait Ha mpengo3upane ¢ 10 000 mg 603eHTaH, MPUET OT eANH IoHOMmIA. Tol ¢ IMal CHUMIITOMH Ha
rajicHe, MOBPBIIaHE, XUITOTOHUS, BUCHE Ha CBSIT, IOTEHE, 3aMbIJICHO BUXKIaHe. Bh3cTaHOBMII ce €
HAI'BITHO cie]] 24 Jaca ¢ MepKH 3a MoAIbpKaHe Ha KPBBHOTO HaysAraHe. 3a0enexka: 003eHTaHbT He ce
OTCTpaHsBa Ype3 XeMOIHAIN3A.
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5. ®APMAKOJIOTMYHHA CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA
dapMakoTepaneBTHYHA TPyIa: APYTH aHTUXHIIepTeH3uBHHU JekapeTBa, ATC kox: CO02KXO01

MexaHus3bM Ha JIENCTBUE

Bozenrtan e nBoeH enpoTenuH peuentoped anTaronuct (EPA) ¢ apunuter KakTo KbM €HIOTENHH A,
taka u kbM B (ETa u ETg) peuenropute. bo3eHTan HamansiBa KakTo 0eJ10[poOHOTO, Taka U
CHUCTEMHOTO ChJI0BO CHIIPOTHBIICHHUE, KOETO BOJH JI0 IIOBUILIEH ChpJeUcH 1e0uT, 0e3 Aa ce oBUIIIaBa
ChpJEYHaTa 4eCTOTa.

HespoxopmonsT ennorenun-1 (ET-1) e equH OT Hali-MOUTHUTE N3BECTHU Ba30KOHCTPUKTOPH. ToM
MOXe Ja [oBeze A0 pudpo3a, KJaeThbuHa Npoiaudepanus, CbpAeIHa XUunepTpodus 1 peMoACINpaHe,
KaTo MOXe€ Ja MPUYHMHH U Bb3MajieHne. Te3u eheKkTH ce OChIIECTBABAT IOCPEICTBOM CBHP3BAHETO Ha
ennorenuHa ¢ ETa u ETg penientopure, pa3noyiokKeHU B KIETKUTE Ha €HAOTEMyMa U IJ1ajiKaTa
MycKyJnarypa Ha cbiosere. Konnentpanuute Ha ET-1 B ThkaHuTe U M1a3MaTa ce MOBHUILIABAT MPU
HSIKOU CHPACYHOCHAOBH Pa3CTPONCTBA U 3a00JsIBaHMS Ha CheJUHUTENIHATA ThKaH, B TOBa 4nciio BAX,
CKJIEPOJIEPMHUSI, OCTpa M XPOHUYHA ChP/IEYHA HEAOCTATHYHOCT, MCXEMHUS HAa MUOKap/ia, CHCTEMHA
XUIEPTOHUS ¥ aTepOCKIIepO3a, KOeTo npernonara maroreanarta posst Ha ET-1 npu te3u 3abonsBanmst.
IIpu BAX u cbpaedHa HEIOCTATHUHOCT, B OTCHCTBUETO HA €HJIOTEINH PELIENITOPEH aHTarOHU3bM,
MOBHILIEHUTE KOHIeHTparu Ha ET-1 ca cuiIHO CBBbp3aHU € TEKECTTa U MPOTHO3aTa Ha TEe3H
3a00JIsIBaHUSI.

bosenran ce koHKypupa 3a cBbp3BaHeTo ¢ ET-1 u npyrure ET nentuay, kakto 3a ETx, Taka u3a ETs
pelenTopure, ¢ Majko mo-sucok apunuteT 3a ETa penenropure (Ki = 4,1-43 HaHOMOIIA), OTKOJIKOTO
3a ETp peuenropute (K; = 38-730 nanomosna). bo3enran e cnenupuyeH antaronuct Ha ET
PELENTOpUTE U HE CE CBBP3Ba C IPYTH PELIETITOPH.

EdukacHoct

Mooenu na srcusomnu

Mopenu Ha )KMBOTHH Ha 0€J10/IpoOHa XMITIEPTOHUS MOKA3BaT, Y€ XPOHHUYHOTO MEPOPATHO MPHIIOKECHUE
Ha 003CeHTaH HaMassiBa OEIOAPOOHOTO CHIOBO CHIPOTUBIICHHE U JaBa 00paTeH X0/ Ha
xunepTpodusaTa Ha 6en0APOOHHUTE CHOBE U AICHATA KaMmepa Ha ChpieTo. [Ipu MoIeNn Ha YKUBOTHH
Ha OesoapoOHa Gpudpo3a, 603eHTaH HAMAJIsIBA OTJIAraHETO Ha KOJIareH B OeyuTe Ipo0oBe.

Eguxacnocm npu ev3pacmuu nayuenmu ¢ 6e100pooHa apmepuaina XunepmoHus

[IpoBenenu ca 1Be paHIOMU3UPAHH, TBOWHOCIEITH, MYJITUIICHTPOBH, IUTale00 KOHTPOJIMPAHU
npoyuBanus ¢ 32 (mpoyusane AC-052-351) u 213 (mpoyusane AC-052-352 [BREATHE-1])
Bb3pacTHH nauueHTu ¢ BAX M-IV ¢ynkuuonanen kinac no C30 (mppBuyHa 6enoapoOHa
XHUIIEPTOHUS MU OeNoIpoOHa XUIIEPTOHMS, BTOPUYHA TJIaBHO Ha ckieponepmusi). Cnen 4 ceamuiy Ha
0o3eHTaH 62.5 mg 1Ba IbTU JHEBHO, U3CIIEABAHATA TOJABPIKAIIA J03a MTPHU TE3U MPOYUBAHUS €

125 mg aBa mbtu gHeBHO npu AC-052-351, 125 mg nBa nbTH nHEeBHO U 250 mg Ba MbTU AHEBHO MPU
AC-052-352.

Bbo3enTaH e 100aBeH KbM TEKyIllaTa TEPAINUs Ha MAMEHTUTE, KOSITO OM MOTJIa Jia BKJIIOUBa
KOMOWHAIIUS OT aHTUKOATYJIaHTH, Ba30IMIATATOPH (HAIIpUMeEp, OJIOKEpH Ha KAIINEBUTE KaHAIH),
JUYPETHIIN, KACIOPOA U JUTOKCHH, HO HE M eNoNpocTeHo 1. KOHTpoIbT € miiane0o Iroc TeKyIara
Tepamnusi.

[IppBHYHATa KpaifHa TOUKa B Kpasi Ha BCSAKO MPOYUBAHE € MIPOMIHATA B U3MHUHATOTO Pa3CTOSIHUE CIIE]
6-MUHYTHO X0JIeHe Ha 12-Ta ceMuIa IpU TBPBOTO MPOYUBaHE U Ha 16-Ta ceaqMuIIa Mpu BTOPOTO
npoyusane. U npu nBeTe npoy4BaHus, JIEYCHUETO ¢ OO3EHTAaH BOJM IO 3HAUYMTEIHO MOBUILIABAHE HA
¢uznueckus kamanureT. [Inane6o-KopurupaHoTo yBeauuaBaHe Ha U3MUHATOTO Pa3CTOSHHUE B
CpaBHEHHE C HAYaJoTO € ChoTBeTHO 76 MeTpa (p = 0,02; t-rect) u 44 metpa (p = 0,0002;
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Mann-Whitney U TecTt) kaTo mbpBHYHA KpaiiHa TOYKA B Kpas Ha BCAKO MpoyuBaHe. Pazmukure Mexay

JBeTe Irpynu, 125 mg nBa mbTu Ha AeH U 250 mg ABa ObTU HA ACH, HE Ca CTATUCTHUYECKHU 3HAUUMHU, HO

MMa TeHICHIIMS KbM I0100psiBaHe Ha (PU3UYCCKUS KalaluTeT B rpynara, npueMariia 250 mg nsa mbTa
JTHEBHO.

[TomoOpeHneTo B MI3MUHATOTO Pa3CTOSHUE C€ YCTAaHOBSBA Ciell 4 CEAMMUIIN JICUSHHE, CTaBa ChBCEM
SIBHO cJIe[] 8 CEIMHUIIM JICUCHHE U CE TTOAIBPrKa 0 28-Ta CeAMHUIIA IPU JBOWHOCIISATIOTO JICUCHUE B
€JIHa TIOJI'PYTIa OT IMOITYJIAlKsATa Ha TIAI[UCHTHUTE.

B perpocniekTuBeH aHaIN3 Ha PECIIOHEHTUTE, Bb3 OCHOBA HA IIPOMEHUTE B U3MHUHATOTO Pa3CTOSHUE,
¢ysaknnonanuus kiac mo C30 u aucnHesTa npu 95 manuenTa, paHIOMHU3UpaHu Ha 6o3eHTaH 125 mg
JBa ITbTH JHEBHO B IJIaie00 KOHTPOJIMPAHUTE IPOYUBaHUs, € YCTAaHOBEHO, Y€ Ha §-Ta ceIMUIIa

66 narMeHTy ca uMaiu noao0penue, 22 ca Ouiiu cTabMIHU U 7 ca ce Biommid. OT 22-Ta MalnueHTH,
cTaOuM3upanyu Ha 8-ta cenMulia, 6 ca umanu nogoopenue Ha 12/16-ta cenmuiia u 4 ca ce BIOLIWIIH,
B CpaBHEHHUE ¢ HayasioTo. OT 7 manueHTH, KOUTO ca OWIIM BIOLICHU Ha §-Ta ceIMUIIa, 3 ca ce
nonoopwin Ha 12/16-Ta cenmuna u 4 ca ce BIOLIMIIM, B CPABHEHUE C HAYAIIOTO.

CaMo B TBPBOTO MPOYUBAHE € MPABEHA OLICHKA HA MHBA3UBHUTE XEMOIUHAMUYHHU MAPaAMETPH.
JledenueTo ¢ 003EHTAH € IOBENO 10 3HAUYMTEITHO YBEIMYaBaHe Ha ChPACYHUS HHIEKC, CBBP3aHO ChC
3HAYUTEIIHO HaMaJIsBaHe Ha 0e0APOOHOTO apTepUATHO HaJIsraHe, 0eJ0pOOHOTO ChIOBO
CBIPOTHUBJICHUE U CPESIHOTO HAJSITAHE B IICHOTO MPEAChPIKE.

[pu neyenuero ¢ 603eHTaH ¢ HabOIrOIaBaHa peayKuus B cumnromarikara Ha BAX. U3cnensanero Ha
JICITHESITa TI0 BpeMe Ha TECTOBETE C XOJIeHe MI0Ka3Ba OJ00pEHHE TP NIpHEMAIUTe 003EHTaH
nanueHTd. B HauanoTo Ha npoyuBane AC-052-352, 92% ot 213 manuentu ca ¢ QyHKIMOHAJICH

kiaac 111, cnopen xknacuduxanusta Ha C30 u 8% ca ¢ pyHkumonanex knac IV. Jleuenunero ¢ 603eHTaH
BOJIM JI0 Io00psiBaHe Ha GyHKIMoHaHUsA Kiac mo C30 npu 42,4% ot nanuentute (miamnebo 30,4%).
Karo 1suto, npomenurte BB pynknuonanaus kiac mo C30 mo Bpeme Ha JBeTe NpoydBaHUsI ca
3HAYUTEIHO MO-100pH NpU NpHeMaIiyuTe 003eHTaH NalMeHTH, B CPaBHEHHE C MPHEMAIIUTe 1anedo
narueHTy. Jledenrnero ¢ 603eHTaH ce CBbpP3Ba ChC 3HAUUTENIHO HaMalISIBaHE CTETIEHTa Ha KIMHUYHOTO
BJIOIIIABaHE, B CpaBHEHHE ¢ Iuianebo, Ha 28-Ta ceamuna (10,7% cpeury 37,1%, CbOTBETHO;

p =0,0015).

IMpu paHIOMHU3HPAHO, JBOHHOCIIAIO, MHOTOIICHTPOBO, ILIAIE00-KOHTPOIMPAHO MPOyYBAHE
(AC-052-364 [EARLY1), 185 manmenTy ¢ 6enoapodHa apTepHanHa XUIEpTOHHs (yHKIMOHATIEH

kiac Il mo C30 (cpemano 435 meTpa, U3MUHATH 32 6 MUHYTH Ha H3XOHO HUBO) Ca TIOMY4YMIIA OO3eHTaH
62,5 mg aBa IbTHU JHEBHO B MPOABIKEHUE Ha 4 CEAMMUIIH, CTIE] KOETO ca MpeMUHanu Ha 125 mg nBa

nbTH JHeBHO (N = 93) win mwiane6o (N = 92) B npoabiukeHne Ha 6 Mecena. BKitoueHnTe nmauenTs ¢
6enopoOHa apTepraTHa XUIepTOHHs ca Oun HenekyBanu (N = 156) nim ca 61M Ha OCTOSHHA

J03a CI/IH,I[eHa(bI/IH (n = 29) . H’LpBI/ILIHI/ITe CbCTaBHHA KpaﬁHH TOYKHU Ca NPOLUCHTHUTC IPOMCHHA OT

M3XO0JIHO HUBO Ha 0e101poOHOTO ChI0BO chipoTuicHUe (BCC) 1 npoMsiHaTa CipsMO M3XOAHOTO
HUBO Ha U3MUHATO Pa3CTOSHHE 32 6 MUHYTH Ha MIECTHsI Mecell, CpaBHeHH ¢ Tuiane6o. Tabmumara mo-
JIOTTy WIIOCTPUpA aHAJIM3a Ha MPEeIBAPUTEITHO OTPEAETICHHS IPOTOKOI.

BCC (dyn.sec/cm5) XoneHne 6 MuHyTH, Pa3cTosHue (M)

[Tname6o (n =88) |bozentan (n=80) |Ilmame6o (n=91) |bo3enran (n=86)
M3xoqH0 HUBO 802 (365) 851 (535) 431 (92) 443 (83)
(BL); cpenno (SD)
IIpomsiHa copsimo 128 (465) 69 (475) 8(79) 11 (74)
BL; cpenno SD
Edexru ot 22,6% 19
JICUCHHE
95% noBeputenHa 34,10 4,42
rpaHuIa
p-CTOHHOCT <0,0001 0,0758
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JI' = noBepurenna rpanuia; BCC= 6exoapoOHO Ch0BO ChIIPOTHBICHHE; SD = CTaHIAPTHO OTKIOHEHHE.

JleuenneTo ¢ 603eHTaH ce CBBbP3Ba C HAMAJICHHE Ha YeCTOTaTa Ha KIMHUYHO BJIOLIABAaHE, ONPEIEICHO
KaTO ChCTaBEHO OT MPOrpecHsl Ha CHUMITOMHTE, XocnuTanu3zauus nopaau bAX u cMbpT, B cpaBHEHHE
¢ mwareoo (MpOoIopIMOHATHO HaMalieH|e Ha pucka 77%, 95% nosepuresnen untepsai [[AM] 20 - 94%,
p =0,0114). EQexThT OT J€UeHHETO € MPOCIeAeH Ype3 NoA00peHNEe B KOMIIOHEHTUTE Ha MIPOTrpecus
Ha cumnromute. HabnronaBanu ca eHa XocnuTanu3anys, IbJDKalla ce Ha Biomasane Ha BAX B
rpymnara, JieKyBaHa ¢ 003eHTaH, ¥ TPU XOCTIMTAIIU3AIMY B rpynara Ha mane6o. [Ipu Beska rpyna Ha
JieueHne ¢ HabJIoIaBaH eJIMH CITydail Ha CMBPT Mpe3 MIeCTTe Mecella Ha IBOMHOCIETIHS TIEpHOJ Ha
NPOYYBaHETO, TOPAAN KOETO HE MOKE Jla C€ HAIIPaBU 3aKIIOUCHHE 32 MPEKUBSIEMOCTTA.

JlaHHHM 32 IPOAB/DKUTENICH NIEPUOJ OT BpeMe ca ChbOpaHU OT BCHUKHUTE 173 manueHTH, KOUTO ca
JeKyBaHH ¢ 003eHTaH B KOHTpoJMpaHara )aza u/Wiv ca MPeMUHAIH OT 1iarie00 Ha 603eHTaH 1o
BpEME Ha OTBOPEHOTO NpoAbikeHue Ha nmpoyuBaneTo EARLY. CpenHara npoJbKUTEIHOCT Ha
SKCITO3MIIMS Ha JIedeHHe ¢ Oo3eHTaH ¢ Oma 3,6 + 1,8 ronunu (10 6,1 roguam), kato 73% oT
MAIUCHTUTE ¢a JICKYBaHU Hai-Mayko 3 roguHu u 62% - Hali-Maiko 4 rogaunu. [lanuentuTe Ouxa
MOTJIH Ja MOTy4aT TOIBJIHATEITHO JeueHne 3a BAX, KakTo ce M3MCKBa B OTBOPEHOTO MPOIBIKECHUE
Ha npoyuBaHeTo. [lo-roasiMara yact OT HallUEHTUTE Ca JUATHOCTULUPAHU C UJUONATHYHA WU
HacnencteeHa BAX (61%). Karo usio, 78% ot mauueHTHTE ca MpoABIKIIN ¢ pyHKIHMOHaAIeH kiac 11
cnopen knacudukarusata Ha C30. Onenkute Ha Kaplan-Meier 3a nmpekuBsieMocT ca ¢boTBeTHO 90% 1
85% Ha 3™ u 4™™ roguHa OT 3amo4BaHe Ha JIedeHUueTo. B chiute BpemeBu ToUkH, 88% u 79% ot
MAIMEHTUTE MPOIBIDKIIN Oe3 BromasaHe Ha BAX (ompeneneHo kaTo CMBPT,IIO BCAKAKBA MIPUYUHA,
TpaHCIIAHTAIUA Ha OsUT P00, aTpyaliHa CEIITOCTOMUS MJIH 3all0YBaHEe Ha HHTPABEHO3HO WIIH
MOJIKOKHO TIPOCTaHOMIHO JieueHue). CpaBHUTEIHMSI IPUHOC HA MPEIX0XKAAIIOTO JCUSCHHE ¢ TUIane0o
B Ha JIBOIHOCIsMaTa a3a ¥ Ha APYTH JIEKAPCTBA, 3aII0YHATH 110 BpeMe Ha (pa3ara Ha OTBOPEHO
MIPOIBIDKEHNE HA TIPOYIBAHETO HE € U3BECTCH.

B mpocnekTuBHO, MyJITHIIEHTPOBO, PAHAOMHU3UPAHO, IBOMHOCIISIO, I1ale00-KOHTPOIUPAHO
npoyusane (AC-052-405 [BREATHE-5]) natmentute ¢ BAX, ¢pynkuunonanen knac Il mo C30 u
(duznonorus Ha AWi3eHMEHTep, CBbpP3aHa ¢ BPOJICHO ChPJEYHO 3a00IIsBaHe, ca Moiy4yaBain 003eHTaH
62,5 mg 1Ba bTU JHEBHO 3a 4 ceaAMULM, clieq KoeTo 125 mg nBa mbTU JHEBHO 3a owe 12 ceamuu
(n =37, ot kouto 31 ca UMaNU NPEIUMHO IECEHO KbM JISIBO ABYNOCOUYEeH IIBHT). OCHOBHATA IIEll € a
ce JIoKaxke, 4e 003eHTaH He BiomaBa xunokcemusra. Cien 16 ceqmuiy, B rpynara Ha 603eHTaH
cpemHaTta KuciIopoaHa carypamus ce mosumiasa ¢ 1,0% (95% CI — 0,7%- 2,8%), B cpaBHEHUE C
rpynara Ha miane6o (n = 17), koeto nokassa, ue 003eHTaH He BJIOLIaBa XUIIOKceMusiTa. CpeqHOTO
0en0pOoOHO CHIOBO CHIIPOTHBIICHHE € HAMAJICHO 3HAYMTEITHO B TpyIaTa Ha 003eHTaH (KaTo
npeoOagaBamyaT eQekT e HaboaaBaH B cyOrpymara ot MalueHTH ¢ JBOWHO HACOYBAIIl
WHTpakapauaieH meHT). Creq 16 ceaAMuIIn, CPEAHOTO TUIANe00-KOPUTHPAHO TIOBHINIABAHE HA
M3MHHATOTO Pa3CTOSIHUE C XOAeHe 3a 6 MuHyTH € 53 Metpa (p = 0,0079), KoeTo noka3Ba nogoOpsiBaHe
Ha KamnamuTeTa 3a ynpaxHeHus. J[BaieceT U IIecT NallMeHTH ca MPOABIDKUIIH J1a TToTydYaBaT 003eHTaH
o Bpeme Ha 24-ceqmuyHata (asa Ha 0TBOpeHo npoabinkeHue (AC-052-409) Ha npoydBaHETO
BREATHE-5 (cpenHa mpoabKATETHOCT Ha JiedeHneTo = 24,4 + 2,0 ceAMHITN) U KaTo 1510
e(ukacHOCTTa € OMIIa OIbpIKaHa.

OTtBOpeHo, HecpaBHUTENHO MpoyuBaHe (AC-052-362 [BREATHE-4]) e npoBeaeno npu 16 manueHTH
¢ OenozpobHa apTepuanna xuneptonus, pynkunonaneH kiuac Il mo C30, cepp3ana ¢ HIV nndexnus.
[NanuenTuTe ca noxy4aBanu 603eHTaH 62,5 mg 1Ba MbTH JHEBHO 32 4 ceIMUIIH, cell KoeTo 125 mg
JiBa TBTU AHEBHO omie 12 cemmurin. Cnex 16-ceqMUYIHO JICUCHHUE € OTUYETEHO 3HAYUTEITHO MO J00peHue
B KallaliuTeTa 3a ynpakHEeHUs], B CPaBHEHHE C HAYaIHUTE CTOMHOCTH: CPEAHOTO MOBUIIIABAHE MPH
6-MUHYTHUSA TecT ¢ XoneHe € 91,4 MeTpa, B cpaBHeHHe ¢ 332,6 MeTpa CpelHM HaYaJIHU CTOMHOCTH

(p <0,001). He morar ga Ob1aT HalIpaBeHH CHIECTBEHN U3BOIU OTHOCHO e(heKTUTe Ha OO3eHTaH
BBPXY €(DEeKTUBHOCTTA Ha AaHTHPETPOBUPYCHATA Tepanus (BXK. Touka 4.4).

Hsima nmpoyuBanusi, KOUTO /1@ TOKa3BaT OJAarONPHUATHUTE €PEKTH BBPXY MPEKUBSIEMOCTTA MIPH
neuenue cb¢ STAYVEER. Ho abArocpouHusT BUTAJIEH CTAaTYC € JOKYMEHTHUPAH MpY BCUUKHUTE
235 nanueHTH, JIeKyBaHU ¢ 003€HTaH MPH JBETE OCHOBHU IUIale00 KOHTPOJIMPAHU TPOYIBaAHUS
(AC-052-351 u AC-052-352) n/unu TeXHUTE JBE HEKOHTPOJIMPAHHU, OTBOPEHH MPOIBIIKCHUSI.
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CpenHara MpoIbKUTEITHOCT Ha €KCITO3UIUATa Ha O0o3eHTaH € 1,9 ronmunn £ 0,7 ronuau (MHH.:

0,1 ronuna; Maxc.: 3,3 TOAWHN) U IAITUEHTHTE ca HaOmoaBaHu cpeano 2,0 = 0,6 roauHuy.
BoNIIMHCTBOTO OT MAIMEHTUTE ¢a JUArHOCTUIIMPAHU ¢ IbpBUYHA OenoapoOHa xunepronus (72%) u ¢
1T dpyskruonanen kiac mo C30 (84%). B Ta3u 0011a nomyaius, OlCHKUTE Ha IPEKUBICMOCTTA I10
Kaplan-Meier ca 93% u 84%, cpoTBeTHO | M 2 roguHM Clie/ 3alI0YBaHE HA JIEYCHUETO ¢ OO3EHTAaH.
O1eHKHTE Ha TIPEKUBAEMOCTTA Ca MO-HUCKH B MOJATPyIaTa OT NalueHTy ¢ OenoipodHa apTepratna
XUTEPTOHHUS, BTOPHYHA HAa CUCTEMHa cKJiepo3a. OLeHKHUTE MOXKe J1a ca MOBJIMSAHHU OT 3aII0YBAaHETO Ha
JIeYCHHE C enompocTeHon npu 43/235 nauuenTu.

Ipoyusanus, nposedenu npu oeya ¢ 6en00pobHa apmepuanria Xunepmonus

BREATHE-3 (AC-052-356)

OunmupanuTe TabaeTku 003eHTaH ca OlCHSIBAHA B OTBOPEHO, HEKOHTPOJIMPAHO NMPOyYBaHEe PH

19 nenuatpuunu namuentu ¢ BAX nHa Bp3pact ot 3 10 15 rogunu. ToBa npoydBaHe € Cb3/1a€HO
NpearMHO KaTo (papMaKOKMHETHYHO MpoyyBaHe (BX. Touka 5.2). [lanuenTure ca ©Many mbpBUYHA
oenmonpobHa xunepronus (10 mamuenTa) wim BAX, cBbp3aHa ¢ BpOJICHO ChpICUHO 3a00JIIBaHe

(9 marmentn) u QyHkimoHaneH kiac 11, ciopen knacugukarusata Ha C30 (n= 15, 79%) wiu kinac 111
(n=4, 21%) na u3xonHOTO HKUBO. [laneHTHTE Ca pa3lesieH! Ha TPH TPYIH, B 3aBUCHMOCT OT
TEJIECHOTO TETJIO, M UM € IpuiIarad 603eHTaH npuonu3utenHo 2 mg/kg nBa nbTH AHEBHO, B
npoabkeHue Ha 12 cenmury. [lonoBrHATA OT MAIIMEHTHTE OT BCSKA TPyIia Bede ca OWIIN JIEKyBaHU
MHTPABEHO3HO C €MONPOCTEHOI, KaTO J03aTa Ha €ONPOCTEHOJIA HE € IIPOMEHSIHA IO BpEME Ha
POY4BaHETO.

XemoauHaMUKaTa € uzcieasana npu 17 manuenta. CpeTHOTO MOBUINIABaHE HA CHPCTHIS HHICKC OT
HAYaJI0To Ha npoyusaeTo e 0,5 1/min./m?, HamMasIBaHETO Ha CPEAHOTO OENOAPOOHO ApTEPUATHO
Hasarane e cpeano 8 mmHg, a namanasanero Ha BCC e cpenno 389 dyn-sec-sm™. Te3u nmogoOpenns
Ha XeMOJIMHAMHKATA OT HAYaJIOTO Ha TIPOYYBAHETO Ca CXOHH ChC MK O€3 eTHOBPEMEHHOTO
npuiIarane Ha enonpocteHon. IIlpoMeHuTe B mapaMeTpuTe Ha TecTa C HaTOBapBaHe Ha 12-Ta cenMuna
OT HaYyaJIoTO Ha MPOYYBAHETO Ca MHOT'O HECUTYPHH U HE ca 3HAYMMHU.

FUTURE 1/2 (AC-052-365/AC-052-367)

FUTURE 1 e oTBOpEeHO, HEKOHTPOJIMPAHO MPOYYBaHE, MPOBEIACHO C AUCIIEPTUPAILHN ce TabIeTKU
003eHTaH, MPUIIOKEHH C MOAIbpKaIa 103a 4 mg/kg aBa MbTH JHEBHO Ha 36 MaIlMCHTH Ha BB3PACT OT
2 no 11 roguau. ToBa npoyduBaHe € Ch3/aIeHO PEAUMHO KaTo papMaKOKHHETUYHO MPOYUIBaHE (BK.
Touka 5.2). Ha u3X0AHOTO HUBO, NAIIMEHTUTE ca uMaiy uanonatndnaa (31 manuenTu [86%]) nnm
¢damunna (5 nauuentu [14%]) BAX u ¢pynkumonanen knac II, cnopen knacupukanusra za C30

(n =23, 64%) wnu kaac III (n = 13, 36%). [1pu npoyuBanero FUTURE 1, menuanara Ha ekcrio3uius
Ha MPOYYBAHOTO JeueHue e omna 13,1 ceqmunu (auamaszon: 8,4 no 21,1). 33 oT Te3u NanueHTH ca
MO YN IPOXBIDKUTEIHO JICUCHUE ¢ AUCIepTrupaliy ce TabiaeTku 6o3eHTaH ¢ go3a 4 mg/kg nBa
mbTH 1HeBHO 110 Bpeme Ha FUTURE 2 nexoHTponupana $asa Ha IpoIbKEHUE ¢ METHaHa Ha
MPOIBIDKATETHOCT Ha IIIOCTHOTO Jedenue 2,3 roaunu (nuamnaszon: 0,2 1o 5,0 rogunn). Ha
n3xogHoto HuBO npu FUTURE 1, 9 manmenTH ca npuemMany enomnpocTeHoN. 9 naueHTy ca
3aroyHaiy 3a npbB T BAX-crienuduyHo JieueHne no BpeMe Ha npoyuBaneto. OTeHKaTa 1o
Kaplan-Meier 3a BiomraBane Ha BAX 0e3 chOUTHS (CMBPT, TPAaHCILIAHTALIKSA Ha 051 IPO0 MiIH
XocTHTaIu3anys 3a Biomasane Ha BAX) cien 2 rogunaum e 78,9%. LsnocTHaTa omeHka 3a o01a
npexusseMocT 1o Kaplan-Meier na 2 rogunu e 91,2%.

FUTURE 3 (AC-052-373)

[Ipu TOBa OTBOPEHO, PaHAOMH3UPAHO NMPOYUYBAHE C JUCIIEPTHPAIIH c€ TA0JIETKH 003eHTaH 32 mg,

64 nena cbe cradumHa BAX Ha BB3pacT ot 3 Mecena 1o 11 roguau ca Ouiy paHJOMU3UpPAHH Ha

24 cenmuuy nedeHue ¢ 6o3enTtad 2 mg/kg nBa mbTH AHEBHO (n = 33) nim 2 mg/kg Tpu IbTH THEBHO
(n=31).43 (67,2%) ca 6wy Ha BB3pact ot > 2 1o 11 rogunu, 15 (23,4%) ca 6wm mexay 1 u

2 rogunuy, u 6 (9,4%) ca 6unu Mexny 3 meceua u 1 roguna. [Ipoy4uBaneTo e ch3aageHO MPEIUMHO
KaTo (hapMaKOKHHETHYHO MPOyYBaHe (BXK. TOUKa 5.2) ¥ KpalHUTE TOYKH Ha e(UKAacHOCT ca caMo
excroparopuu. Etnonorusra na BAX, cnopen knacudukanusara Dana Point, BkirouBa nauonaruaaa
BAX (46%), nacnenctBena BAX (3%), BAX cnen kopekTuBHa chpaedna natepBeHms (38%) u BAX,
IpU HACJIEACTBEHO CHhPACYHO 3200 sIBaHE, CBbP3aHa ChC CUCTEMHO-ITYJIMOHAIHY IIBHTOBE,
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BKIItOUUTEHO cuHapoMa Ha Eisenmenger (13%). [TanuenTute ca ¢ ¢pyHKIMOHANEH Kiac I, criopes
knacudukamuaTa Ha C30 (n =19, 29 %), xnac Il (n =27, 42%) wm knac 11 (n = 18, 28%) mpu
3aroyBaHe Ha MpoyyBaHaTa Tepanus. [Ipu 3amouBane Ha MPOyYBAaHETO, HALIMEHTUTE Ca JICKYBAaHU C
nexapcTBa 3a BAX (Haii-uecto camo ¢ nHxuOuTOp Ha pochonuecrepasa Tum 5 [cunaenadun] [35,9%],
camo ¢ 6o3entad [10,9%] u ¢ komOuHaIUsA OT O03eHTaH, uionpocT u cuiaeHadui [10,9%]) u ca
MPOABIDKUIN TepanuaTa cu 3a BAX mo Bpeme Ha mpoy4YBaHeTo.

[Ipu 3anoyBaHe Ha IPOYYBAHETO, TO-MAJIKO OT MOJIOBMHATA yYacTBaly manueHTH (45,3% [29/64]) ca
npuemMany camo 603eHTaH 0e3 1a e KoMOMHHUpaH ¢ apyro JekapcTso 3a BAX. 40,6% (26/64) ca
OCTaHaJIM Ha MOHOTepamnus ¢ 003eHTaH M0 BpeMe Ha 24-Te ceIMUIIM Ha MIPOYUIBAHOTO JieueHue Oe3 aa
noJrydar BiomnraBane Ha BAX. AHanMM3bT BKITIOYBAI IsU1aTa Tommyiamnus (64 manuenTn) mokassa, ue
MO-TOJISIMATa YacT ca OCTaHAJIM MOHE CTa0MIHH (T.€., 0e3 BIolIaBaHe) Bb3 OCHOBA Ha HETIEAUATPUIHO
cneun(uIHa OlleHKa Ha (YyHKLIMOHANEH Kiac, cnopen knacudukanusata Ha C30 (97% nBa mbTH
nueBHO, 100% Tpu bTH THEBHO) M 00IIaTa KIMHWYHA OlleHKA Ha Jekapute (94% aBa mbTU JHEBHO,
93% Tpu IBTH THEBHO) O BpeMe Ha neproza Ha neuenne. Onenkara no Kaplan-Meier 3a Biomasane
Ha BAX 0e3 Hexxenanu cbOUTHA (CMBPT, TPAHCIUIAHTALMS Ha OSUT APOO MM XOCTIMTAIM3ALMS 3apaii
BnomasaHe Ha bAX) cnen 24 cenmuiu e choTBeTHO 96,9% 1 96.7% B rpynuTe 1Ba BTH JTHEBHO U
TPH IBTH THEBHO.

Hsima nannu 3a KIIMHAYHA 10132 IpH Npuiiarane Ha 2 mg/kg Tpu mbTH JHEBHO B cpaBHEeHHUE ¢ 2 mg/kg
JBa I'bTH AHEBHO.

IIpoyusane, npogedeno npu HOBOPOOeHU ¢ hepcucmupausa 6er00podHA XUNEPMOHUS HA
Hosopodenomo (IIBXH):

FUTURE 4 (AC-052-391)

ToBa e ABOHHOCIIATIO, MIAE00-KOHTPOIUPAHO, PAHIAOMU3UPAHO NPOYYBAHE MPH JOHOCEHH U
HEJI0HOCEHU HOBOPOJICHH (TecTannoHHa Bh3pact 36-42 ceqmunn) ¢ [IIIXH. [TanuentuTe che
cyOonTHMaleH OTrOBOp Ha MHXajaTtopeH azoteH okcu (iNO), BpIpeku Hali-Manko 4 Jaca
NPOJIBIKUTEIHO JICUCHHUE, Ca JISKYBaHU C AUCTIEpTUpaniy ce Tabnetku 6o3eHTan 2 mg/kg nBa mbTH
maeBHO (N = 13) wim mutanie60 (N = 8) mocpecTBOM HazoracTpaiHa COHJIa, KaTo AOIMBbIIHUTEIHA
tepanust KbM iNO 10 TeJIHOTO TipeycTaHoBsiBaHe Ha iINO HITH JI0 HeycIeX Ha JIeueHHETo (OnpeieIeHO
KaTo HeOOXOUMOCT OT eKCTpakopropaina MemOpanHa okcureHanus [EKMO] unu 3anouBane Ha
AITEpPHATHBEH ITyJIMOHAJICH Ba30JMIATaTOpP) U 3a He mmoBeye oT 14 nHu.

MenuanaTta Ha €KCIIO3UITUS HA TIPOYYBAHOTO JiedeHue € 4,5 quu (nuamnaszon: 0,5-10,0) B rpynara ¢
0o3eHTraH u 4,0 1Hu (IMana3oH: 2,5—6,5) B rpymarta ¢ miamueoo.

Pe3yJITaTI/ITe HC IIOKa3BaT JOIIBJIHUTCIIHA I10J13a OT 0o03eHTaH IpU Ta3u Momyjaanusg:

. Menunanara Ha BpeMe 10 IbJIHOTO npeycTanossiBane Ha iNO e 3,7 nuu (95% nosepurennu
rparuty [CLs] 1,17; 6,95) ¢ 6o3entan u 2,9 qau (95% CLs 1,26; 4,23) ¢ mnane6o (p = 0,34).

° Menuanarta Ha BpeMe JI0 ITBJIHOTO IIPEYCTaHOBSBaHE HA MEXaHUYHATa BeHTuaus ¢ 10,8 qau
(95% CLs 3,21; 12,21 nuu) ¢ 603entad u 8,6 nuu (95% CLs 3,71; 9,66 quu) ¢ miaiedo
(p=0,24).

. EnuH narueHT B rpymnata ¢ 003€HTaH € UMaJl HeycIenHo euenue (Hyxaa or EKMO,

OIIPEJIENICHO TI0 MPOTOKOII), KOETO € 00sIBeHO Ha Oa3ara Ha MOBUIIIABAIIMTE CE€ CTOWHOCTH Ha
WHJICKCa HA OKCUTCHAIIMS B PAMKHUTE Ha 8 4yaca clie/l MbpBara J103a OT MPOYYBAHOTO JICKApCTBO.
To3u ManueHT ce ¢ Bb3CTAaHOBWII B paMKUTE Ha 60-THEBHUS TIEPHO Ha MPOCIICSBAHE.

Kombunayus c enonpocmenon

Kombunanusta Ha 003€HTaH U €ONPOCTEHON € u3cieABana B 1Be npoyuBanusa: AC-052-355
(BREATHE-2) u AC-052-356 (BREATHE-3). AC-052-355 ¢ MyATHLIEHTPOBO, PAaHIOMU3UPAHO,
JIBOMHOCIIATIO, MapaJIe)IHO IPYIIOBO MPOYyYBaHe Ha O03E€HTaH cpelly Iranedo mpu 33 marueHTy ¢
Texka BAX, KonuTo ca nomy4aBanu ChIbTCTBAINA Tepanus ¢ enonpocteron. AC-052-356 e otBopeHo,
HEKOHTpPOJUpaHo npoyuBane; 10 ot 19-Te nexnaTpuyHu NanuenTa ca OWIM Ha ChII'BTCTBAILA TEPAITUS
¢ 003eHTaH U eMONIPOCTEHOII TI0 BpeMe Ha 12-ceqMuyHOTO npoyuBaHe. [IpodunbT Ha 6e30macHoOCT 3a
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KOMOWHAIMATA HE CE € Pa3inyaBall OT OYaKBaHUS PO 32 BCEKH €AMH OT KOMIIOHEHTHUTE U
KOMOWHHUpaHAaTa Tepamus € MoHacsHa 00pe OT JeraTa U oT Bh3pacTHUTe. KilmHNYHATA 1M03a OT
KOMOMHAIMATA HE € JOKA3aHa.

Cucmemmua cxneposa ¢ oueumanna s36ena 6onecm

[IpoBenenu ca 1Be paHIOMU3UPAHH, TBOWHOCIEITH, MYJITUIICHTPOBH, IUTale00 KOHTPOJIUPAHU
npoyusanus npu 122 (mpoyuBane AC-052-401 [RAPIDS-1]) u npu 190 (mpoyuBane AC-052-331
[RAPIDS-2]) Bbp3pacTHH MalMeHTH ChC CUCTEMHA CKIIEPO3a U IMTHTATHA s3BeHa OoJecT (MM B X0/1a
Ha JTUTUTAJHA si3BeHa 00JIECT, WM C aHaMHEe3a 3a IUTUTalIHA si3BeHa 0OJIeCT Mpe3 MpeIxo HaTa
roauHa). B npoyusanero AC-052-331, marnpieHTrTe € TpaOBalo Jja MMaT Hai-MajKo e/IHa
HOBOIIOSIBIJIA CE TUTHUTANIHA 53Ba, @ CPEA ABETE MPOyUBaHUA 85% OT MallMEHTUTE JUTHUTAJIHA SI3BEHA
0oJect e Onia B X0 KbM U3XOIHUS MOMeHT. Cliesl mpuiiarane Ha 003eHTaH 1o 62,5 mg aBa MbTH
JTHEBHO B MPOABDKEHUE HA 4 ceqMUIIY, TOAbprKalaTa 03a, U3cjie/BaHa B paMKUTE U Ha IBETE
npoyuBaHus € ouna o 125 mg nBa mbTH AHEBHO. [IpOABIKUTETHOCTTA Ha ABOMHOCIISIIOTO JICUCHHUE €
ouna 16 ceqmuuy npu npoyusaneto AC-052-401 u 24 cenmuuu npu npoyuBanero AC-052-331.

@DOHOBOTO JIeueHHE Ha CUCTEMHATA CKIIEpO3a U Ha AUTHTATHUTE S3BU ca OMIIM pa3pellieHH, ako ca
OMJIM OCTOSIHHY B POIBJDKEHUE HAa MUHUMYM | Mecell pey 3arioyBaHe Ha JCYSHHUETO U MPe3 LeNus
CPOK Ha IBOMHOCJIEIIUTE IIPOYYBAHHUS.

BposT Ha HOBHTE MUTUTATHY S3BU OT U3XOJAHOTO HUBO HA MPOYYBAHETO JI0 KpaifHATa My TOYKa €
MIPHUET 33 OCHOBCH KPUTEPHI U MPH ABETE NMpoyuBaHus. JleueHnero ¢ 003eHTaH € I0BEJIO J0 MO-MaJIKO
Ha Opoli HOBOIOSIBWJIY C€ JUTMTAJIHU S3BU NPE3 MEepPHOia Ha IpujiaraHe Ha JICUCHUETO B CPAaBHCHHE C
rane6o. B npoyuBanero AC-052-401, B cpoka Ha 16-CeIMUYHOTO ABOWHOCIISATIO JICUEHHE,
MAIMEHTUTE B TPyIaTa, JIeKyBaHa ¢ 003€HTaH, ca pa3BWIH CpeHO 1,4 HOBOTIOSBUIIM C€ AUTUTAITHU
SI3BH, CIIPSIMO 2,7 HOBOIMOSABUIIM C€ JUTHUTAIHH 138U B maneoo rpynata (p = 0,0042). B npoyuBaneTo
AC-052-331, B cpoka Ha 24-CeAMUYHOTO TBOHHOCIIAIIO JICUCHHUE, ChOTBETHUTE CTOMHOCTH Cca

1,9 cipsamo 2,7 HOBONOSABMIIM ce JUTHTAIHU 513BH, (p = 0,0351). U B nBeTe npoyuBanus npu
MAIMCHTUTE JICKYBaHHU ¢ 003€HTAH € MMAaJIO TI0-MaJIKa BEPOSITHOCT J1a C€ MOSBAT MHOKECTBEHHU
HOBOITOSIBUJIM CE TUTUTAIHU SA3BH B IIEPHUO/Ia Ha MPOYYBAHUATA, KATO BPEMETO, KOETO ¢ OUII0
HEOOXOMMO 32 Bh3HMKBaHE HA BCAKA CJIe/Ballla HOBOIIOSBIIIA CE IUTUTATHA S3Ba MPH TaKUBA
MAIMEeHTH € OWJIO TIO-IBJIT0, B CPABHEHUE C BPEMETO M3UCKBAIIO CE MPH JISKyBaHUTE C TLIAIe0o0.
EdexThT Ha O03¢HTaH 3a HaMaJsIBAaHE Ha OPOsi HA HOBOTIOSABUJIMTE CE IUTHTAIHM S3BU € OMJI MO-CHITHO
MIPOSIBEH NP MAIMEHTU C MHOXKECTBEHH TUTUTAIHU SI3BH.

[Ipu HUTO €HO OT ABETE NMPOYUYBaHUs HE € HaOroAaBaH e)eKT Ha 003CHTaH BhPXY BPEMETO 3a
3a37[paBsBaHC HA JUTUTATHHUTE S3BU.

5.2 ®apmakokMHETHYHHU CBOWCTBA

(DapMaKOKI/IHCTI/IKaTa Ha 0O3EHTaH € AOKYMCHTHPAHA I''TaBHO IIPU 31paBU UHAWUBUIU. OI’paHI/I‘leHI/ITe
JaHHU IIPpHU MaMUCHTUTC MMOKAa3BaT, 4€ CKCIIO3UIHUATA Ha 0o03eHTaH IpU BB3PACTHU MMAIUCHTHU C BAX e
HpI/I6J'II/I3I/ITeHHO 2 IbTH IMO-TOJIAMO, OTKOJIKOTO IPH 3ApaBH Bb3PaCTHU UHAWUBUIU.

[Ipu 30paBu nHAMBUAM, GapMaKOKHHETHKATa HAa O03EHTaH € 1030- U BpeMe3aBucuMa. KnmupbHCHT 1
00eMBT Ha pa3npeesieHre HaMalIABaT C MIOBUIIIaBaHEe HAa MHTPABEHO3HUTE 103U M HApacTBarT C
BpeMeTo. Cliesi nepopaiHo IPUIOKEHUE, CHCTEMHATa €KCIIO3UILIMs € IPOIIOPIIMOHAIHA Ha Jj03aTa IO
500 mg. Ilpu no-Bucoku opanuu 1034, Cmax 1 AUC ce nmoBuIaBar no-ciaa0o, a He MpOrnopLHOHATIHO
Ha J103arTa.

AOGcopbuus

[pwu 3npaBu nHAMBUIM, aOCOTIOTHATA OMOHATMYHOCT Ha Oo3eHTaH e npubim3urenHo 50% u He ce
HOBJIKSABA OT XpaHaTa. MakCHMalHUTE IJIa3MEHH KOHIIEHTPALUK ce JOCTUraT 3a 3—5 Jaca.
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Pasnpenenenue

Bbo3enTaH ce cBbp3Ba B rojisma cremneH (> 98%) ¢ miasMeHuTe NpOTEHHH, IIIaBHO ¢ aI0yMHUHA.
bo3eHTaH He MIPOHUKBA B EPUTPOLIUTUTE.

Cren uHTpaBeHO3Ha 103a 0T 250 mg e yctaHoBeH 00eM Ha pasnpeznesneHue (V) oT okoio 18 nurpa.

BI/IOTDaHC(bODMaLII/IFI 1 CIIMMUHAIMA

Crnen eqMHMYHA MHTPAaBeHO3HA J103a 0T 250 mg, ocBoOoxknaBaneTo ¢ 8,2 I/h. TepMuHanHusAT
TIOJTYKHUBOT Ha eTUMHUHAIM (t12) € 5,4 Jaca.

[Ipu MHOTOKpATHO JI03UpaHE, MJIa3MEHUTE KOHIICHTPAI[MK Ha 003¢HTaH HaMaJIsIBaT MOCTEIICHHO 10
50—65% oT Te3m, HaOII0JaBaH! IIPH MPUJIATaHETO HAa SIUHUYHA 103a. T0Ba HaMaJsIBaHE BEPOSITHO CE
JUBJDKH Ha aBTOWHAYKINS HA METa0OIH3UpAIINTe YepHOAPOOHN eH3uMU. CTallnOHAPHU TIIa3MEHU
HUBA CE JOCTUTAT B paMKHTE Ha 3—5 mHU.

BozenTan ce enuMUHNpPa HOCPEACTBOM KIIbUHA EKCKpeLus, cael MeTaboIu3upaHe B YepHHUS APOO OT
nzoensumure Ha nuroxpoM P450, CYP2C9 u CYP3A4. ITo-manko ot 3% OT npuiiokeHaTa nepopaisa
J103a ce OTKpHBa B ypHHaTa.

Bozentan oOpa3ysa Tpu MeTaboIUTa, KATO CaMO €AUH OT TAX € (PapMaKOIOTHYHO aKTUBEH. 103U
MeTaboJIUT ce eKCKpeTHpa IJIaBHO B HEIIPOMEHEH BU/ Mpe3 XKIIbukarta. [Ipu Bb3pacTHU MalveHTH,
M3JIaraHeTo Ha aKTMBHMS METaOONHUT € MO-TOJIIMO, OTKOJIKOTO MPH 3paBu HHAUBUAM. [Ipu nanuentu
C JaHHH 32 HaJIMYHE Ha X0JIeCTa3a, U3J1araHeTo Ha aKTHBHUS META00IUT MOKE J1a € TIOBUILICHO.

bozenran e uagykrop Ha CYP2C9 u CYP3 A4, kaTo ¢ Bp3MOXKHO 11a € HHAYKTOp cbio Ha CYP2C19 u
Ha P-riukonporenna. Mu eumpo, 003eHTaH MOTHCKA EKCIIOPTHATA [TOMITA Ha JKJIBYHUTE COJIU B
XEMaTOLMTHH KYJATYpH.

Januute un 6umpo NoKa3Bar, ye 003eHTaH HsIMa 3HAUUM UHXUOUTOPEH ePEeKT BhPXY H3CICIBAHUTE
mzoensumu Ha CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). [lopanu ToBa He ce ouakBa
003eHTaH /1a MOBHUILABA IIa3MEHUTE KOHLIEHTPAIUU Ha JIGKAPCTBEHUTE MMPOIYKTH, METa0OIM3UPaHU
OT TE3H U30CH3UMH.

(DaDMaKOKI/IHeTI/IKa OpH CrICIYaJIHN MOIYyJIaliin

B®3 ocHoBa Ha HU3CJICABaHUA 00XBaT Ha BCSIKA IIPOMCHIIMBA, ITPU Bb3paCTHATAa MOITyJIaluAa HE CC
OYaKBa (l)apMaKOKHHeTI/IKaTa Ha 003eHTaH Ja 6’5):[6 IIOBJIMAHA B 3HAYUTCIHA CTCIICH OT I10J1a,
TCJICCHOTO TETJIO, pacaTa Uik Bb3pacTTa.

Tleouampuuna nonyrayus

®dapmMakOKUHETHKATA € TIPOYICHA MPHU NEAUATPUIHH MAIIMCHTH B 4 KIMHUYIHH [IPOYIBAHUS
(BREATHE-3, FUTURE 1, FUTURE-3 u FUTURE-4; Bx. Touka 5.1). [lopagu orpannueHnTe JaHHA
TIPH JIeT1a MoJT 2-TOAMIITHA BB3PacT, (papMaKOKHHETHKATa 0CTaBa HEIOCTATHYHO XapaKTepU3upaHa B
Ta3¥ BH3PACTOBA KATETOPHUS.

[Ipoyusanero AC-052-356 (BREATHE-3) ouensiBa hapMakOKMHETHKATA IPU €THOKPATHO U
MHOTOKPATHO TIEpOpaliHo JTo3upaHe Ha puinMupanaTa Tabnerka 6o3eHTaH mpu 19 jena Ha BB3pacT OT
3 1o 15 roguau ¢ BAX, mpu KOUTO JI03UTE ca ONPE/ICISIHA Bb3 OCHOBA Ha TEJIECHOTO Teruo ¢ 2 mg/kg
JBa 'bTH AHEBHO. IIpHn ToBa mpoyuBaHe, EKCIO3ULMATa Ha 003eHTaH HaMaJlsiBa C BPEMETO 110 HauuH,
CHOTBETCTBAILL HA U3BECTHUTE aBTOMHIYKIIMOHHHU CBOICTBA Ha O03eHTaHa. CpelHUTE CTOMHOCTH Ha
AUC (CV%) 3a 003eHTaH NpH MeIUaTPUIHU NAlIMEeHTH, JieKyBaHu ¢ 31,25, 62,5 niu 125 mg n8a mbTH
JTHEBHO, ca ChOTBETHO 3 496 (49), 5 428 (79), u 6 124 (27) ng h/ml, u ca MO-HUCKH OT CTOMHOCTTA

8 149 (47) ng h/ml, nabnronaBana npu Bb3pacTHU nmauuenty ¢ bAX, nomywasamm 125 mg nBa nbtu
nHEeBHO. [Ipy cTaOMITHO MIa3MEHO HUBO, CHCTEMHUTE €KCTIO3UINH NP TIeJMaTPUIHN allUeHTH,
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texxkamuy 10-20 kr, 2040 xr u > 40 xr, ¢ cboTBeTHO 43%, 67% 1 75% OT cucTeMHAaTa €KCIO3UITHUS
MIpU BB3PACTHHU.

IIpu npoyusane AC-052-365 (FUTURE 1) npu 36 nemnia ¢ BAX Ha Bb3pact ot 2 10 11 ronunu ca
NPUIOKEHH Jucrieprupainy ce Tabnetku. He e HaGmogaBana 1030B8a IpONOPLIHOHATHOCT, Thid KaTo
wiazMenuTe koHueHTpauun 1 AUC Ha 003eHTaH B CTallMOHAPHO ChCTOSHHUE ca MMOJO0HH MPU
nepopanuu 1o3u ot 2 1 4 mg/kg. (AUC:: 3 577 ng h/ml u 3 371 ng h/ml crotBeTHO ¢ 2 mg/kg nBa
mbTH THEBHO U 4 mg/kg nBa mbTH AHEBHO). CpeHaTa eKCIO3UIHsI Ha 003CHTaH NPU TE3U
neMaTPUYHH MAIMEHTH € OKOJIO MOJIOBUHATA OT EKCITO3UIIUATA MTPH BH3PACTHHU MALMEHTH TIPH
nojabpXKaliara 103a or 125 mg aBa mbTH AHEBHO, HO MOKa3Ba IIUPOKO NPUIIOKPUBAHE C
EKCTIO3UITUSATA TIPY BB3PACTHH.

B npoyusaneto AC-052-373 (FUTURE 3) ¢ u3non3Bane Ha AUCTIEPTUpAIIX ce TabIETKH,
EKCIO3MIMATa Ha O03EHTaH NPH NMALMEeHTH, JIeKyBaHU ¢ 2 mg/kg 1Ba MbTH JHEBHO € CPAaBHUMA C Ta3u
npu npoyuBaneto FUTURE 1. Ilpu nsiioctHaTa nomynanus (n = 31), 2 mg/kg nBa mbTH AHEBHO ca
JoBenu 1o nHeBHA excro3unus 8 535 ng h/ml; AUC: e 4 268 ng h/ml (CV: 61%). [Ipu nanmenTn Ha
BB3pacT MEXIy 3 Mecela U 2 TOAWHH, THeBHaTa ekcriosuius € 7 879 ng h/ml; AUC: e 3 939 ng h/ml
(CV: 72%). llpu naumenTu Ha Bp3pacT Mexay 3 Mecena u 1 roguna (n =2) AUC:e 5 914 ng h/ml
(CV: 85%) u mpu narpienTy Ha BB3pacT Mexay 1 u 2 rogunu (n = 7) AUC:e 3 507 ng h/ml (CV:
70%). Ipu marmenT Hax 2 roaunu (n = 22) aaeBHara excriosuims € 8 820 ng-h/ml; AUC: e

4,410 ng-h/ml (CV: 58%). [Ipunaranero Ha 603eHTaH 2 mg/kg Tpy IBTH JHEBHO HE € MOBUIIINIIO
EKCITO3UIUATA; THeBHATA excro3ulius ¢ 7 275 ng h/ml (CV: 83%, n=27).

B13 ocHoBa Ha Haxoakute npu npoyusaBanusta BREATHE-3, FUTURE 1 u FUTURE 3, usrnexna,
Yye eKCIO3MLUATAa Ha 003€HTaH AOCTUTA IUIATO MPH MTO-HUCKH 03U NPH NMEeAUATPUYHH MMALUCHTH,
OTKOJIKOTO TIPH TIPU BB3PACTHH M, Y€ 103u Haj 2 mg/kg nBa mbTr AHEBHO (4 mg/kg 1Ba IBTH AHEBHO
win 2 mg/kg Tpu mbTH JHEBHO) HE BOJAT JI0 MO-TOJISIMA EKCIO3ULIUS Ha O03CHTaH MpH
neIuaTpUYHUTE TalueHTH.

IIpu npoyusanero AC-052-391 (FUTURE 4), npoBeieHO ipu HOBOPOJCHH, KOHIICHTPALIUUTE HA
003eHTaH ca ce MOBHILIABaIN 0aBHO M HEMPEKbCHATO MPE3 IIbPBUS 1030B HHTEPBAJ, KOETO € I0BEJIO 0
Hucka excro3unus (AUC.12 B msa kpbB: 164 ng-h/ml, n = 11). B crarmmonapraoTo cberostane AUC: e
6 165 ng h/ml (CV: 133%, n = 7), koeTo € NoA0OHO Ha EKCIIO3ULUATA, HAaOMI0JaBaHa IPU Bb3PacTHU
narnueHTy ¢ BAX, xouto momydasat 125 mg nBa MTH THEBHO, KaTO CE B3€ME 1101 BHUMaHUE
CHOTHOIIICHUETO Ha pa3mpeiesieHue KpbB/mia3ma 0,6.

He ca u3BecTHH mociaeauImuTe OT TE3W HAXOAKHU IO OTHOIIIEHUE Ha XEMaTOTOKCHYHOCTTA. [10oabT 1
€/IHOBpEMCHHA YIOTpeda Ha MHTPABCHO3CH EMONMPOCTEHON HE OKa3BaT 3HAYHUTENEH e(eKT BbpXy
(hapMakoKkMHETHKATa Ha OO3CHTaHA.

Yeproopobno yspedcoane

[Ipu manmenTH ¢ Jieko yBpeaeHa uepHoapooHa ¢pyukius (Child-Pugh kinac A), He ca HaO01aBaHK
3HaYMMH MIPOMEHH BB PapMakoknHeTnkata. CrannoHapHoTo cherosiHue Ha AUC 3a 6o3eHTaH € ¢
9% mo-Bucoko u AUC 3a aktuBHHs MeTabosuT, Ro 48-5033, e ¢ 33% mo-BHCOKO NPY MALUEHTUTE C
JIEKO YE€PHOIPOOHO yBpEXKIaHEe, OTKOIKOTO MPH 3APaBU JOOPOBOJIILIH.

EdexrsT Ha y™mMepeHo yBpeneHa yepnoapoona ¢pynkuus (Child-Pugh kinac B) Bepxy
(hapMakoKMHETHKaTa Ha 0O3EHTaH M HETOBUsI MbpBUYeH MeTabomuT Ro 48-5033 e u3cnensan npu
NpOYyYBaHe, BKIOYBAIIO 5 MAMEHTH ¢ OenopoOHa XUIIEPTOHHUS, CBhP3aHa C IOPTaIHa XUTIEPTOHUS U
Child-Pugh knac B yepHompo6HO yBpeknane u 3 manueHT ¢ BAX, cBbp3aHa ¢ Apyry IPUIHHA U
HopMasHa yepHoapoOHa ¢ynkuus. [Ipu nanmentu ¢ Child-Pugh knac B yepHoapoOHO yBpexkaane,
cpennara (95% CI) AUC B cranmoHapHO chcTOsiHUE Ha Oo3eHTaH e 360 (212-613) ng h/ml, T.e.,

4,7 mptr o-Bucoka u cpeaHara (95% CI) AUC na aktuHus Metabomut Ro 48-5033 ¢ 106 (58,4—
192) ng h/ml, T.¢., 12,4 IbTH MO-BUCOKA, OTKOJIKOTO IIPH MAIUSHTH ¢ HOPMaJiHa YePHOAPOOHA
(dhynkims (6o3eHTaH: cpeana croinoct [95% CI] AUC: 76,1 [9,07-638] ng-h/ml; Ro 48-5033: cpeana
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croitroct [95% CI] AUC 8,57 [1,28-57,2] ng h/ml). Benpeku orpannuenns 6poii Ha BKIIOUECHUTE
NAIMEHTH ¥ BUCOKATa BApUAOMITHOCT, TE3W JJAHHHU ITOKA3BaT [MOTYePTaHO MOBUIIICHA EKCITO3HIINS Ha
003eHTaH 1 HeToBHA IbpBUUEH MeTabouT Ro 48-5033 mpu marueHTy ¢ ymepeHo yBpeieHa
yepHoApoOHa dynkuus (Child-Pugh xiac B).

dapmakokrHEeTHKaTa Ha 003€HTaH HE € MPOYYeHa MMPH NAlMEeHTH ¢ YepHOAPOOHO yBpeKaaHe
Child-Pugh knac C. STAYVEER e npoTiBonokasaH nauueHT! ¢ yMEPEHO 10 TEXKKO YEPHOAPOOHO
yBpexaane, T.e. Child-Pugh knac B wiu C (Bx. Touka 4.3).

Bvopeuno yepeacoane

[Ipu nauueHTHTe € TEKKO OBOPEUHO yBpeXaaHe (KpeaTHHUHOB KIUpBHC 15-30 ml/min.), mnazmenure
KOHLIEHTpalMK Ha 003eHTaH HaMaysiBaT ¢ npubamsutenHo 10%. [InasmennTe KOHIEHTpauu Ha
MeTa0oIuTUTE Ha 0O3EHTaHa ce TIOBUIIABAT OKOJIO 2 IBTH MPH TE3U MAIHIEHTH, B CPaBHEHHUE C
MalMeHTHTE ¢ HopMaiHa ObOpeuna pynkuwms. [Ipu nanuenTrTe ¢ ObOpevHO yBpeKIaHe HE ce Haara
KOpeKLus Ha fo3ara. Hama crienuduyeH KIMHUYEH ONUT IPH MAUCHTUTE, MTOAJICKAIY Ha THAJIN3a.
[Mopann GU3NKOXMMUYIHUTE CBOVCTBA U BICOKAaTa CTETICH HA CBHP3BaHE C MPOTEHHUTE, HE CE OYaKBa
JMaJin3ara Ja OTCTpaHu 003eHTaHa OT KPhBOOOPAIICHUETO B 3HAYUTEIIHA CTENeH (BXK. Touka 4.2).

5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

2-roAWIIHO MPOYYBaHE Ha KAPLUHOTCHHOCTTA IPU MHIIKH [T0Ka3Ba MOBHUILIEHA YECTOTa Ha
KOMOMHHMpaHU XENaToLleTyIapHU aleHOMH U KapLUUHOMH IIPH MBKKH, HO HE U TIPH KEHCKHU MHILIKH,
MIPU TUTa3MEHH KOHIIEHTPAIMH OT OKOJIO 2 /10 4 MbTH HAIBUIIIABAIY IJTA3MEHUTE KOHIIEHTPAIUH,
JOCTUTaHH TPU TEPANeBTHYHH J031 TPH Xopa. [IpH mrbXoBe, NepoparHOTO Npuiiarane Ha 603eHTaH
3a mepuoj OT 2 TOAMHHU NMPUYUHSIBA MAJIKO, 3HAUMMO MOBHUIIIaBaHE HA YECTOTaTa HA KOMOMHUPAHUTE
(hONMUKYIOKIETHYHY aJICHOMH U KapIIMHOMH Ha IIUTOBH/IHATA KJIe3a IPU MBXKKH, HO HE U IIPH KEHCKU
TUTHXOBE, IIPH TJIA3MEHU KOHILIEHTPALUHU OT OKOJIO 9 710 14 mbTH HaABUIIIABAIIY IJITA3MEHUTE
KOHIIEHTpAllMH, JOCTUTaHH NIPH TEPAeBTUIHH JO3H IIPHU Xopa. TecToBeTe 3a FEHOTOKCUYHOCT MIPH
0o3eHTaH ca oTpuuaTeaHu. MiMa nokaszaresncTsa 3a Jek JucOaliaHC Ha THPEOUTHUTE XOPMOHH,
NpUYHHEH 0T O03eHTaHa MpH IurbXoBe. Ho HiMa oka3arerncTsa 3a MoBIUsIBaHE (PYHKIIUUTE HA
IIMTOBUHATA *JIe3a (TUPOKCHH, TUPEOHI-CTUMYJINPAL XOPMOH) OT O03eHTaHa P Xopa.

He e u3Becten edekThT Ha 003eHTaHA BbPXY MHUTOXOHAPHATTHATA (QYHKITHSL.

JlokazaHo e, ye 003EHTaHBT € TePATOTEHEH MPH ILTHXOBE MPH IJIa3MEHHN HUBA, TI0-BUCOKH OT 1.5 mbTH
TUTA3MEHHUTE KOHIIEHTPAIIMH, IOCTUTAHH TIPH TEPAINleBTUYHU J03U NIpH Xopa. TepaToreHHUTE ePeKTH,
BKJIIOYBAIIM Ma(OpMallvy Ha IJIaBaTa U JUIETO, U Ha TOJIEMHUTE ChJIOBE, Ca J0303aBUCHUMU.
[IpunukuTe BB BUa Ha MajdopMmanunute, Hadmonasanu npu apyrure ET penentopHu aHTaroHUCTH
u mumkute ¢ nepunut Ha ET, cBunerencTsa 3a edekT Ha kiiaca MeaukameHTH. [1pu xkxenu ¢
JIETEPOJICH TIOTCHIIMAT TPsIOBa J]a ce B3eMaT IOIXO AN IIPEAa3Hi MepKH (BxX. Touku 4.3, 4.4 u 4.6).

Pa3ButHeTo Ha TecTHKyNapHa TyOyJiHa aTpodus U HapylIeH GpepTUINTET ca OMIIM CBBP3aHu C
XPOHHYHO MPHJIOKEHUE HA EHAOTEINH-PEIENTOPHN aHTaTOHUCTH TP TPU3AYH.

[Ipu npoyuBanust Ha pepTUIUTETA IPU MBXKKH 1 )KEHCKH ILTBXOBE , HE ca HAOJII0AaBaHU e(EeKTH
BBPXY Oposi, MOJBMXKHOCTTA U KU3HECTIOCOOHOCTTA Ha CIIEPMAaTO30MIUTE MM BHPXY CIIOCOOHOCTTA 3a
yrdrocBane UK HEpTUINTETA, IPHU SKCIIO3UIINH, HaJBUIABAIN CHOTBETHO 21 1 43 mbTH
OYaKBAHOTO TEPANEBTUYHO HUBO MPH XOPa, HUTO € UMAJIO U HEeXeJaH!U €PEeKTH BbPXY Pa3BUTHUETO HA
NpeAUMIUIAHTALMOHHUS eMOPHOH WM UMILIAHTALHATA.

Jlexo NMOBUILICHA YECTOTa Ha TECTUKYJIApHa TyOysHa aTpodus € HabIrogaBaHa py IUTbXOBE, HA KOUTO
€ mpuJIarat nepopaiHo 003eHTaH NpH HUCKa 103a oT 125 mg/kg/nen (okono 4 mbTH MakcUMaliHaTa
npenopbrunuTeNHa go3a mpu xopa [MIIJIX] u Hali-HHCKaTa U3MUTBaHA 103a) B IPOABKEHUE HA JBE
TOJIMHH, HO HE M TpH BHcoKa no3a ot 1 500 mg/kg/nen (okono 50 metit MITJIX) B ipoabinkeHue Ha

6 mecena. [Ipu npoyuBaHe 3a TOKCHYHOCT IPU FOBEHWIHH ITBXOBE, KBJETO ILTBXOBETE Ca JIEKyBaHH
ot Hen 4 post partum 10 Bb3pacTHH, € HAOIIOJaBaHO HAMaJICHO a0COIIOTHO TETJIO HA TECTHCUTE U
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enuaIuIIMa U HamalleH Opoli Ha CriepMaTo30uIu B enuquanmMa ciell npekbeBaneto. NOAEL e own
cpotBeTHO 21 eTH (B [en 21 post partum) u 2,3 nvtu ([en 69 post partum) TepaneBTHYHATA
SKCIIO3HIIHS TIPU X0pa.

Brnpeku ToBa, HEe ca YCTaHOBEHHU e(peKTH BbPXY OOIIOTO pa3BUTHE, PacTeXka, CEH30PHUTE,
KOTHUTHBHUTE QYHKLUMH U PENPOLYKTUBHUTE CIIOCOOHOCTHU NPH 7 (MBKKH KUBOTHH) U 19 (KeHCKH
JKUBOTHH) ITBTH Te€parieBTUYHATa eKCIIO3UIMs pH xopa Ha Jlen 21 post partum. Ilpu Bb3pacTHH
(Hen 69 post partum) He ca ycTaHOBEHH HUKAKBU eeKTr Ha 603eHTaH npH 1,3 (MBKKU )KUBOTHH) U
2,6 (>KEHCKH KMBOTHH) ITbTH TEpalleBTUYHATA eKCIIo3ULMs pH Aeua ¢ BAX.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha NIOMOIIHHUTE BElIECTBA

Snpo Ha TaOnerkara:

IlapeBuuHO HULIECTE
[IpexxenaTnHU3UPAHO HUILIECTE
HarpueB Humecren ravkonat (Tum A)
TToBugon

I'muueponos aubexeHat

Marnesues creapar

PUIMOBO IOKPUTHE:
Xumpomenosa

I'muueponoB Tpuanerar

Tank

TutanoB nuokcun (E171)
Kenesen oxcun, xbat (E172)
Kenesen oxcun, gepsen (E172)
Etunuenynosa

6.2 HecbBmMecTHMOCTH
Henpunoxxumo.
6.3 Cpok Ha roaHOCT

4 ronuH"
3a OenuTe OYTHIIKK OT MOJUETHIICH ¢ BUCOKA ITBTHOCT — JIa ¢€ U3MoJ3Ba 110 30 JHM cieln
I'bPBOHAYATTHOTO OTBAPsHE.

6.4 Crhenuananm yca0BHs HAa CbXpaHeHHe

3a PVC/PE/PVDC/anymunueBure oaucrepu:
[a ce cpxpansaBa pu Temneparypa mnox 25°C.

3a 6enuTe OYTHIIKK OT TOJUETHIICH C BUCOKA IJIBTHOCT:

To3u nexapcTBeH NPOAYKT HE U3UCKBA CIICIIUAIHN YCIOBHS HA ChXpaHEHHE.

3a yCIIOBHUSATA HA ChbXPaHEHHUE CJIe IIbPBOHAYAIIHO OTBAPSIHE Ha JIEKAPCTBEHUS MTPOAYKT BUKTE TOUKA
6.3.

6.5 Buau cbabpakaHue HA ONMAKOBKATA

STAYVEER 62.5 mg dunmupanu TabneTkn
PVC/PE/PVDC/anymunueBu 0auctepy, cbabpxaiy 14 ¢puamupanu TabieTKy.
OmnakoBkute chabpxar 56 nwim 112 ¢punmupanu tabneTku.
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Benu OyTHIKK OT MOMUETUIIEH C BUCOKA IUIBTHOCT C JECUKAHT CHIIMIUEB JUOKCHUL T€, ChIbPIKaIlIN
56 punmupanu TabIeTKH
OnakoBKHTE CBABPKAT 56 QUIMUPAaHU TAOJIETKH.

STAYVEER 125 mg dbwimupanu TabJIeTKH
PVC/PE/PVDC/anymunueBu Oauctepy, ChbpKaiy 14 QuamMupany TabIeTKH.
OnakoBkuTe chabpxar 56 win 112 punmupanu TabieTky.

Benu OyTHIKM OT MOMUETUIIEH C BUCOKA IUIBTHOCT C JECUKAHT CHIIMIINEB JUOKCHUL T€, ChIbPIKaIlIN
56 punmupanu TabaeTKu
OnakoBKHTE CBABPKAT 56 QUIMUPAHU TAOJIETKH.

He Bcuuku BuOBE ONaKOBKHM MOTaT Aa ObAAT IMyCHATH B Mpoaaxoa.
6.6 CrnenuajaHu nNpeana3Hu MepKHU NPH U3XBbPJIsiHe U padoTa
Hsima crienmaay M3UCKBaHUS TIPU U3XBBPIISHE.

HeunsnonsBanusT neKkapcTBeH NPOLYKT WM OTHaIbYHUTE MaTEpUalIM OT HETo TPsiOBa J1a ce U3XBBPIIAT
B CbOTBETCTBHE C MECTHUTE U3UCKBAHMS.

7. HNPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA
Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA
STAYVEER 62.5 mg dbwiMupann TaOIEeTKH

EU/1/13/832/001

EU/1/13/832/003
EU/1/13/832/005

STAYVEER 125 mg ¢unmupanu TabIeTKH
EU/1/13/832/002
EU/1/13/832/004
EU/1/13/832/006

9. JATA HA TBbPBO PA3PEINABAHE/IIOJJHOBSABAHE HA PASPEIIEHUETO 3A
YIOTPEBA

[ata Ha mBpBO paspemasane: 24 ouu 2013 1.

Hata nHa nocienno nonHoBsBane: 08 ssHyapu 2018 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA
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[Honpobna nnpopmanus 3a TO3M JEKapCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBponeiickaTta
areHIMs 1o JIeKapcTBaTa https://www.ema.europa.eu.
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HNPUJIOKEHHUE 11

MMPON3BOJAUTEJL, OTTOBOPEH 3A OCBOBOKJJABAHE HA
MHAPTUIN

YCJIOBUA NJIN OTPAHUYEHUA 3A TOCTABKA U
YIHOTPEBA

APYI'UN YCJIOBUSA N UBNCKBAHUSA HA PASPEHHIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A.  TIPOU3BOJIUTEJIM), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA TTAPTUIN

HMme u aapec Ha nponsBoauTeaa(ure), OTTOBOPEH(HK) 32 0CBOOOKIaBaHE HA HAPTUIUTE

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

b. YCJI0OBHMA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUSAT MPOYKT C€ OTITyCKa [0 OTPaHUYEHO JieKapcko nmpeanucanue (Bx. [punoxenne I:
Kpatka xapakTeprcTika Ha MpoAyKTa, Touka 4.2)

B. JAPYI'M YCJIOBUS U UBNCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

° IleproanyHN aKTYAJIH3HPAHU JOKJIaaM 3a 6e3onacHocT (ITAAB)

Msuckpanusta 3a nogasane Ha [TAJIb 3a To3u MPOAYKT, BKIIOYUTENHO AOKIIAIU 33 BIUSHUETO BbPXY
yepHUs Apo0, ca MOCOYCHU B CHCHKa ¢ pedeperTHUTE NaTh Ha EBponeiickus crio3 (EURD crnmcrk),
npeasuaceH B wi. 1078, an. 7 ot Aupextusa 2001/83/EO, 1 BbB BCHUKHU CIICBAIIN aKTyaJIU3aluH,
nyOJIMKyBaHU Ha €BPOINEHCKHS yeOImopTall 3a JIeKapCcTRa.

I'.  YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS IPOAYKT

° Il1aH 3a yipasjenue Ha pucka (ITYP)

[Ipurexatenar Ha paspeuieHueTo 3a ynorpeda (ITPY) Tps6Ba 1a u3BbpIIBa U3UCKBAHUTE JICHHOCTH
U JIEHCTBUS, CBBP3aHU C MIPOCIIEIBaHE HA JIEKapCTBEHAaTa OE30MaCHOCT, IIOCOYSHH B 0I00peHUS
ITYP, npeacraen B Moy 1.8.2 Ha pa3pelieHrueTo 3a yrnoTpeda, KakTo ¥ BbB BCUYKH CJICABAIIU
onoOpenu akryanu3anuu Ha [TYP.

Axrtyammsupas [IYP tpa6Ba na ce monasa:

o o MckaHe Ha EBporielickaTta areHIusl 1o JeKapcTBara;

o BUHArM, KOTaTO Ce U3MEHsI CUCTEMAaTa 3a yIpaBJIeHUE Ha PHCKa, OCOOCHO B PE3yiTaT Ha
nojy4yaBaHe Ha HOBa HH(POPMAIIUs, KOSITO MOXKE JIa JIOBEJIE 10 3HAYUMU MPOMEHH B
CHOTHOIIIEHHETO TOJI3a/PUCK, WIIK CIIe/l JOCTUTaHE Ha BaKEH eTaln (BbB Bph3Ka C
npociensBaHe Ha JIeKapCTBeHATa 0e30MaCHOCT MM CBEXKIAaHE Ha PUCKA 10 MUHUMYM).

L4 JlombJHUTETHN MEePKH 32 CBEeKIaHEe HA PHCKA 10 MUHHMYM

HporpaMaTa 3a O6y‘ICHI/Ie ce cecTou oT CurnaaHa KapTa Ha MauCeHTa, KOATO TOM TpSI6Ba Ja HOCH ChC
cebe cu. O6I]_IaTa nen Ha CurnajaHara KapTa Ha MalluCHTAa € 1a 06pa30Ba NaMUCHTHUTEC OTHOCHO Ba>XHa

I/IH(pOpMaHI/IH 3a 6630H3CHOCT, C KOATO TEC TpH6Ba Jla Cca 3aro3HaTy Npeayu 1 o BpEME Ha JICUCHHUE ChC

STAYVEER.

CurHanHara KapTa Ha malquCHTa, IPpCJ0CTaBCHA KaTO 4aCT OT OllaKOBKaTa Ha NPOAYKTa, MMa 3a 1eJI:

o Jla YIECHU 3all03HABAHETO HA MAI[MEHTUTE C HEOOXOAMMOCTTA OT PEIOBHU KPBBHU H3CIICIBAHI
3a YepHOApoOHaTa QYHKIIHSL.
o Ja nHGOPMHpA MAIIMEHTHTE 3a HYXK/IaTa Ja ce n30srBa OPEMEHHOCT U Jia CE OCUTYPHU

H3II0JI3BAHCTO Ha e(l)eKTI/IBHI/I KOHTPALCIITUBHU MCPKHU.
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MHPUJIOKEHMUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbJABPKA BTOPUYHATA OITAKOBKA
KYTHUA C 56 1 112 TABJIETKH

KAPTOHEHA OITAKOBKA/BJINCTEPH

| 1. HNME HA JIEKAPCTBEHUS NTPOAYKT

STAYVEER 62,5 mg ¢punmupanu TabneTku

0o03eHTaH

| 2. OBSIBABAHE HA AKTUBHOTO BEIIECTBO

Bcesika punmupana tabierka cpabpka 62,5 mg 0o3eHTaH (KaTo MOHOXHIPAT).

(3. CHOUCBHK HA IOMOIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJHUYECTBO B EJHA OITAKOBKA

56 ¢unmupanu TabIETKH
112 ¢punmupanu tabiaetku

[5.  HAYMH HA OPWIOKEHUE U ObT(MILA) HA BbBEXKJIAHE

[lepopanHo npunoxeHue
[Ipenu ynorpeba npovereTe IUCTOBKATA.

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HOTVIEJA U TOCET'A HA JIEITA

Jla ce cpxpaHsiBa Ha MSCTO, HEOCTHITHO 34 JICTIA.

| 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJANMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TT'OJHOCT

T'oneHn no:

| 9. CIHIENUAJIHHU YCJIOBUS HA CBbXPAHEHUE

Ma ce cexpansasa mox 25°C.
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10.

CIIEIIUAJIHHU ITPEAITA3HA MEPKU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTU WJIHN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

[11.

HUME U AIPEC HA ITIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

[12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/13/832/001
EU/1/13/832/003

[13.

HAPTUAEH HOMEP

[Maptupa:

[14.

HAYMH HA OTITYCKAHE

15.

YKA3AHUMA 3A YIIOTPEBA

16.

WHP®OPMAILIMS HA BPAMJIOBA A3BYKA

STAYVEER 62,5 mg

[ 17.

YHUKAJIEH WIJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 0apKoJI ¢ BKIIOYCH YHUKAJICH HICHTH(PHUKATOP.

| 18.

YHUKAJIEH HIEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA
KYTHUA C 56 1 112 TABJIETKH

KAPTOHEHA OITAKOBKA/BJINCTEPH

| 1. HNME HA JIEKAPCTBEHUS NTPOAYKT

STAYVEER 125 mg ¢hunmupanu tTadbiaeTku

0o03eHTaH

| 2. OBSIBABAHE HA AKTUBHOTO BEIIECTBO

Bcesika punmupana tabnerka chabpka 125 mg 603eHTaH (KaTo MOHOXHIPAT).

(3. CHOUCBHK HA IOMOIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJHUYECTBO B EJHA OITAKOBKA

56 ¢unmupanu TabIETKH
112 ¢punmupanu tabieTku

[5.  HAYMH HA OPWIOKEHUE U O'bT(MILIA) HA BbBEXKJIAHE

[lepopanHo npunoxeHue
[Ipenu ynorpeba npovereTe IUCTOBKATA.

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HOTVIEJA U TOCET'A HA JIEITA

Jla ce cpxpaHsIBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

| 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJANMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TT'OJHOCT

T'oneHn no:

| 9. CIHIENUAJIHHU YCJIOBUS HA CBbXPAHEHUE

Ma ce cexpansasa mox 25°C.
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10.

CIIEIIUAJIHHU ITPEAITA3HUA MEPKMU ITPU U3XBBPJISSHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTU WJIHN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

[11.

HUME U AIPEC HA ITIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

[12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/832/002
EU/1/13/832/004

[13.

HAPTUAEH HOMEP

[Maptupa:

[14.

HAYMH HA OTITYCKAHE

15.

YKA3AHUMA 3A YIIOTPEBA

16.

WHP®OPMAILIMS HA BPAMJIOBA A3BYKA

STAYVEER 125 mg

[ 17.

YHUKAJIEH WIJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 0apKoJI ¢ BKJIIOUEH YHUKAJICH HICHTH()HUKATOD

| 18.

YHUKAJIEH HIEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA U
II'bPBUYHATA OITAKOBKA
KYTUS C 56 TABJIETKHA

ETUKET HA KAPTOHEHA OITAKOBKA U BYTHUJIKA/BYTHJIKHN

| 1. HUME HA JIEKAPCTBEHUS TPOAYKT

STAYVEER 62,5 mg ¢punmupanu TabneTku

0o3eHTaH

[2.  OBSIBAIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika punmupana tabierka cpabpka 62,5 mg 0o3eHTaH (KaTO MOHOXHIPAT).

| 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA 1 KOJMYECTBO B EJHA OITAKOBKA

56 dunMupanu TabJCTKU

[5. HAYMH HA IPWIOKEHUE U IbT(MILIA) HA BbBEKJAHE

[lepopamHo mpunox)eHwe
[Ipenu ymorpeba mpoverere TMCTOBKATA.

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MsCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA JTEITA

Jla ce cpxpaHsiBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

| 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJANMO

I[a HC CC NOTJIbIA CYIIUTCIIAT.

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
Ha ce uznon3sa 1o 30 AHU ciieq MbPBOHAYATIHOTO OTBapsHE.

Jlata Ha oTBapsHe:
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| 9.

CIHENUAJIHHU YCJIOBUS HA CBXPAHEHUE

Ja ce cpxpansiBa o 25 °C.

10.

CIIEIIUAJIHHU ITPEAITA3HA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTU WJIHN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

[ 11.

UME U AIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

[ 12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/13/832/005

[ 13.

HHAPTUJAEH HOMEP

ITaptuna:

| 14.

HAYMH HA OTHIYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

UH®OPMAILIMS HA BPAMJIOBA A3BYKA

STAYVEER 62,5 mg

[ 17.

YHUKAJIEH NWIEHTH®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKoJI ¢ BKJIIOUEH YHUKAJICH HICHTH()HUKATOD

| 18.

YHUKAJIEH NWIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA U
II'bPBUYHATA OITAKOBKA
KYTUS C 56 TABJIETKHA

ETUKET HA KAPTOHEHA OITAKOBKA N BYTHUJIKA/BYTHJIKHN

| 1. HUME HA JIEKAPCTBEHUS TPOAYKT

STAYVEER 125 mg ¢punmupanu TabneTku

0o3eHTaH

[2.  OBSIBAIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika punmupana tabnerka chabpka 125 mg 603eHTaH (KaTo MOHOXHIPAT).

| 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA 1 KOJMYECTBO B EJHA OITAKOBKA

56 dunMupanu TabJCTKU

[5. HAYMH HA IPWIOKEHUE U IbT(MILIA) HA BbBEKJAHE

[lepopamHo mpunox)eHwe
[Ipenu ymorpeba mpoverere IMCTOBKATA.

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HOTVIEJA U TOCET'A HA JIEITA

Jla ce cpxpaHsiBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

| 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINMO

I[a HC CC NOTJIbIA CYIIUTCIIAT.

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
Ha ce uznonssa 1o 30 AHU ciieq MbPBOHAYATHOTO OTBapsHE.

Jlata Ha oTBapsHe:
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| 9. CIHHEHNUAJIHU YCJIOBHUS HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHA MEPKWU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE IMNPOAYKTHU NWJIN OTITIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

| 11. HME U AAPEC HA ITIPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

| 12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/13/832/006

| 13. HOAPTHJEH HOMEP

[Maptupa:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWUA 3A YIIOTPEBA

16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA (OTHACS CE CAMO 3A
KAPTOHEHATA OITAKOBKA)

STAYVEER 125 mg

17. YHMKAJIEH LJEHTU®UKATOP — IBYU3MEPEH BAPKO/l (OTHACSA CE CAMO
3A KAPTOHEHATA OITAKOBKA)

JByn3mepeH 0apKoJI ¢ BKJIIOUEH YHUKAJICH HICHTH()HUKATOD

18. YHMKAJIEH NJEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA (OTHACH CE
CAMO 3A KAPTOHEHATA OITAKOBKA)

PC
SN
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MUHUMYM JAHHU, KOUTO TPABBA JA CbABPXKAT BJIMCTEPUTE U JIEHTUTE
BJIMCTEPHU

| 1. HNME HA JIEKAPCTBEHUS NTPOAYKT

STAYVEER 62,5 mg Tabnetku

0o03eHTaH

| 2. HNME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag Int

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

EXP

| 4. HHAPTUJAEH HOMEP

Lot

5.  JPYIO

MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE U JIEHTUTE
BJIMCTEPHU

| 1. HNME HA JIEKAPCTBEHUS NTPOAYKT

STAYVEER 125 mg tabnerku

003eHTaH

| 2. HNME HA ITPUTEXATEJISI HA PASPEINEHUETO 3A YIIOTPEBA

Janssen-Cilag Int

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

EXP

| 4. IHHAPTUJAEH HOMEP

Lot
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5.

JIPYTO
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CUT'HAJIHA KAPTA HA ITAHUEHTA

CUTI'HAJIHA KAPTA HA TAHUEHTA

(ITpenna ctpana)

BaskHu npeaynpe:kaeHusi 0THOCHO 0€30IACHOCTTA HA MALIMEHTHTE,
npuemMaimu STAYVEER (0o3eHTan)

B Ta3u kapra ce chabpika Baxkna uHpopmarms 3a STAYVEER. Mo, npouetere
BHUMATEIHO Ta3M KapTa, npeau ja 3anovaere JedeHne cs¢ STAY VEER.

Bamero nme:

[pennucany nexap:

Axo nmate Beipocu oTHOcHO STAY VEER, nonuraiite Bamms nexap.
Janssen-Cilag International NV

(3agHa cTtpana)

Kourpaunenuus
[on3Bare 1y /mprieMaTe M KOHTPAICTITUBH B MOMEHTA?
[ da "1 He
Axo ,,J1a”, 3anuiieTe UMeHaTa UM TYK:

3aHeceTe Ta3u KapTa Ha Bamus JICKAP WKW TUHEKOJIOT IPH CJICABAIIOTO CH MMOCCHICHUE U
TOM e MOXKE 1a Bu nmoceBerBa JaJid € HY?KHO [1a Tpujiarate JOIMbJIHUTCIIHU NI
AJITCPHATHBHU MCTOJHU 3a KOHTPpALCTIIHA.

(BpTpemna ctpana 1)
AKO cTe ;KeHa B J1eTepPo/IHa Bb3PaCT, NPoYeTeTe BHUMATETHO
Ta3u CTpaHUIa
Bpemennoct
STAYVEER wmoxe na yBpenu pa3sutrero Ha mona. [lopaau ToBa He TpsOBa na
npuemate STAY VEER, ako cre OpeMeHHa, a OCBEH TOBa He TpsiOBa 1a 3a0peMeHsBare,
nokato npuemare STAY VEER.

Hemo moBeue, ako ctpagate ot 6e10apo0Ha XUIIEPTOHS, HACTBIIBAHETO HA OPEMEHHOCT
MOJKe J1a BJIOIIU TE€KKO CHMIITOMHTE Ha BAaIIeTO 3a00isiBaHe. AKO TIOZ03HpaTe, 9€ MOXKE
Ja cre OpeMeHHa, yBeoMeTe Bamus nexap i THHEKOJIOT.

KonTpauenuust

[IpennasBanero oT 3abpeMeHsBaHEe Ha Oa3aTa Ha XOPMOHH, HAPHUMEp MEPOPATHU
KOHTpAIENITHBH WM TaOJIETKH MPOTUB 3a0peMeHsIBaHe, XOPMOHATHI HHXKEKIINH,
HMMIUIAHTATH WM IJTACTUPH 3a KOXKa 3a Mpe/na3BaHe 0T OPEMEHHOCT He MOTaT HaIeXkKIHO
Jla TIPeIOTBPATAT 3a0peMeHsBaHe pH keHH, konto B3emar STAYVEER. Tpsa6Ba na
n3Mos3Bare OaprepeH METOJ 3a IMpeAna3BaHe oT 3a0peMeHsIBaHe, HalpuMep
IIpe3epBaTHB, 1uadparmMa ik BarnHaiHa rp0a, B JOMBIHEHHE KbM HSIKOH OT MTOCOYCHUTE
BHJIOBE XOPMOHAJIHU CPEJICTBA 3a Mpena3BaHe oT 3a0peMeHsBane. HermpemeHnHo TpsaOBa
Jta 00ChUTEe BCUYKY Bb3HUKHAIM BBIIpocH ¢ Bamms nexap nim runekostor. I[lonbiaaere
noapoOHaTa nH(OpMaIys Ha I'bpOa Ha Ta3u KapTa U s 3aHeceTe Ha Bamus nexap uiu
THHEKOJIOT TIPH CJIEABAIIOTO MOCEIICHHUE.

IIpenu 3anouBane Ha nedenneTo cbe STAYVEER u Bceku Mecery, 1okaTo Tpae
JIEYCHNETO, TPSIOBA J1a MPAaBUTE TECT 32 OPEMEHHOCT, OPH U /1a MUCIIUTE, Ye HE CTe
OpeMeHHa.

JlaTa Ha IbPBUS MECEUEH TECT:

(BpTpemHa ctpaHa 2)
KpbBHU u3ciiefBaHusA HA YepHOAPOOHaTa GyHKIUS

YcTraHoBeHO e, ye Hsikou OT manueHntute, npuemamu STAY VEER, umar oTkinoHeHuUs B
4epHOAPOoOHUTE QYHKIIMOHATHH ToKa3arenu. [1o Bpeme Ha eyenneTo cbe STAYVEER
Bamusit nekap me Bu Ha3HauaBa peloBHO KPbBHU U3CJIEIBAHUS 32 OTKPUBAHE HA
MIPOMEHH B Y€PHOAPOOHATA (DYHKIIHS.

He 3a6papsiiiTe 1a mpaBuTe BCEKN Mecell KPbBHUTE H3CJIEIBAHUS HA
YyepHoapoGHaTa pyHKIM. [[Be ceIMUIN cilell yBeIMYaBaHe HA 103aTa 1€ ce
HANPaBU IOIbJIHUTETHO H3CJIEIBAHE.

I[aTa Ha IbPBOTO MECCYHO U3CJICABAHC!:

I'paduk Ha BamuTe exkeMECEUHH YEPHOAPOOHH M3CIIEIBAHNUS:

[stayapy [ Maii [ cenTemBpu
[JdeBpyapu ] 1oHH [J okTOMBpH
mapr L] ronn [lHOGMBpPH
L] arpun Ll aBrycr [] nekemBpu
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b. IUCTOBKA
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JIncroBka: nH(popManusi HA MOTPeOHTEISI

STAYVEER 62,5 mg ¢puamupanu TadaeTku
STAYVEER 125 mg ¢uamupanu TadaeTku
0o3enran (bosentan)

IIpoyeTeTe BHUMATETHO HAJIATA JUCTOBKA, IPEIM 1A 3all04YHeTe 1a MpUeMaTe TOBA JIEKapCcTBO,

ThH KaTO TS ChABbPKA BaxkHa 32 Bac nndopmanust.

- 3amasere Ta3u JIUCTOBKAa. MoJKe /1a ce HaJO0XH J1a sl POUYETETE OTHOBO.

- AKko ¥Mare HSKaKBH JOITBIHUTEIIHN BBIIPOCH, TIoNMTaiiTe Bamus nexap uiu papmarieBr.

- Tona nekapcTBo € npeanucado auyHo Ha Bac. He ro mpeorcrenBaiite Ha pyru xopa. To Moxke aa
UM HaBpeH, HE3aBUCUMO Ye MIPU3HAINTE Ha TAXHOTO 3a00IsIBaHe ca ChIUTE KaTo Bammmre.

- AKO TOJy4uTe HSKAKBU HEXENIaHHW Peakiuy, yBeomere Bamms nexap wu gpapmanent. ToBa
BKJIFOYBA U BCUYKH Bb3MOXHH HEXKCJIIaHU p€aKlINK, HCOIMMCAaH! B Ta3W JIMCTOBKA. Bmxre
TOouKa 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kaxso npencrasnsiBa STAY VEER u 3a kakBo ce U31013Ba
Kakso Tps6Ba na 3naere, npeau na npuemere STAYVEER
Kax na mpuemare STAY VEER

Bb3MOoXHI HEeXellaH! peakiiuu

Kaxk na cexpansBate STAYVEER

ChabpaHye Ha ONTAKOBKATa M JOBIIHUTEIHA HHPOPMALIUS

SN A LN

1. Kakso npencrabisiBa STAYVEER u 3a kakBo ce n3noJizBa

Tabnerkute STAYVEER chabpixar 603eHTaH, KONTO OJIOKHpa eCTECTBEHHSI XOPMOH, HapeUueH
ennorenuH-1 (ET-1), mpuuuHsaBan cTecHsIBaHe Ha KpbBoHOCHUTE chaoBe. Taka STAY VEER Bomu 1o
pasmupsBaHe Ha KPHbBOHOCHUTE CHIOBE U IPUHAIJIC)KH KbM IpyIia JEKapCTBa, HAPCUCHH “‘CHIOTEIIHH
PEleNnTOPHN aHTarOHUCTH .

STAYVEER ce n3moi3Ba 3a JeUcHHE Ha:

. Benoapodna aprepuanna xunepronns (bAX): BAX e 3a0onsBaHe ChC CHITHO CTECHSIBaHE Ha
KPBBOHOCHHTE ChO0BE B OenuTe NpoOoBe, BOAECIIO /IO BUCOKO KPHBHO HAJISITAHE B
KPHBOHOCHHTE CHJIOBE Ha OenuTe qpoboBe (0eIoapoOHUTE apTepHH), KOUTO HOCST KPBB OT
ChpLETO KbM Oenute ApodoBe. ToBa HalsATaHE HAMAJABA KOJUYECTBOTO KUCIOPOI, KOETO MOXKE
Jla BJIe3¢ B KPbBTA B OeJIMTe IpoOOBe, 3aTpyAHsBaiku pusndeckara akTuBHOCT. STAYVEER
pasimpsBa 0eI0JpOOHHUTE apTEPUH, KaTO IO TO3M HAYHMH yJISCHSIBA U3TJIACKBAHETO HA KPHBTa
OT CHPLETO Tpe3 TAX. ToBa MOHIKaBa KPHBHOTO HANSTAHE U 00JEKYaBa CHUMITOMUTE.

STAYVEER ce uznon3sa 3a neuenne Ha nanueHTu ¢ BAX xmac 11 3a nogoOpsiBane Ha puzndeckus

KamanuTeT (ClocoOHOCTTa 32 U3BbPIIBaHE HA (PU3MUECKA aKTUBHOCT) M HA CUMITOMHUTE. ,,KinachT*

0Tpa3siBa CEpUO3HOCTTA Ha OonectTa: ,kiac I11* o3HauaBa n3paseHo orpannueHue Ha Gu3nyeckara

aktTuBHOCT. HabmonaBano e u3BectHo nojjoopenue u npu nanueHtu ¢ BAX xmac I1. , Kiac 1%

03HayaBa JIEKO OrpaHUYeHUE Ha pu3nyeckara akTuBHOCT. BAX, 3a kosito e mokasan STAYVEER,

MOXKe J1a ObJe:

° mbpBUYHA (0€3 HIeHTHUINPaHa TPHYNHA HITH (PaMUITHA);

. MIPUYUHEHA OT CKIIepoAepMHus (HapeyeHa oIlle CHCTEMHaA CKJIepo3a, 3a00JIsIBaHe, IIPH KOETO nMa
HEoOMYaeH pacTeX Ha CheAMHUTEIHATA ThKaH, OAIbPIKAIa KOXKaTa U IPYTUTE OPTaHu);

. NPUYMHEHA OT KOHTCHUTAJIHH (BPOJICHH) ChPACYHH Je(EKTU C IIBHTOBE (TATOJIOTUYHI
OTBOPH), IPUUMHSBAIIY HEOOMYACH OTOK HA KPBBTA MPe3 ChpIIETO U Oenute apoboBe.

o JlMruTajaHu yjiuepauum o BbpXa Ha NPbCTUTE: (PaHH [0 NPBCTUTE HA PBLETE U KpaKaTa)

MIpU BB3pPACTHU MAIMEeHTH, CTpaalliy oT 3a0oisBane, HapeueHo ckiepoaepmusi. STAY VEER
HaMmaJsiBa Opost Ha HOBOIOSIBUIINTE CE SI3BH 10 MPBCTUTE HA PBIIETE U KpaKara.
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2. Kakso Tpsa6Ba na 3naere, npeau Aa npuemere STAYVEER

He npuemaiite STAYVEER

® aKoO CTe AJIEPrHYHM KbM 003aHTAH WM KbM HIKOSI OT OCTaHAJIMTE ChCTaBKHM Ha TOBA JICKAPCTBO
(130poenu B TOUKA 6).

e aKo MMaTe YePHOAPOOHHU MP00JIeMH (TOCHBETBANTE CE CHC CBOS JICKAP)

o aKo cTe OpeMeHHa WM OMXTe MOTJIa a 3a0peMeHeeTe, Thil KaTo HEe U3IOJI3BATEe HANCHKITHU
KOHTpAalENTHBHA MeTou. MoJs, mpoueTeTe nHpOpMaIHsITa, 03ariaBeHa ,,KoHTpalenTuBHN
cpenctea‘“ u ,,J{pyru nekapcrtsa u STAY VEER®

o aKo MpueMarte UKJIOCIOPUH A (JIEKapcTBO, U3MOJI3BAHO CJIe]l TPAHCIUTAHTALIUS HITH 32
JIeYeHUE Ha TICOPUA3HC)

AKO HSIKOE OT TOPHUTE ce OTHacs 10 Bac, kaxere Ha Bamws sekap.

Ipenynpe:xnenust 1 Npeana3’Hu MepKu
N3cnenBanusi, kouto Bammsr jiekap ue Bu Ha3HaA4YW npeay JieyeHNETO

L4 KPBbBHHU U3CJICABAaHUS C IICJI IPOBCPKA Ha qepHoz[po6HaTa Bu (bYHKL[I/Iﬂ
L4 KPBbBHU U3CJICABAHUSA, 3a 1a CC IPOBCPU 34 AaHCMUL (HI/IC’BK XGMOFJ'IO6I/IH)
L4 TCCT 3a 6peMeHHOCT, aKO CTC JXCHA C ACTCPOACH NMOTCHIINAI

IIpu vaxou ot nanuentute, npueMani STAY VEER, ca ycTtaHOBeHH OTKIIOHEHHUS B YEPHOAPOOHUTE
(hyHKITMOHATHH TTOKA3aTeNd M aHEMUS (HUCHK XeMOTIIOOUH).

H3caeaanns, kouto BammaT nexap me Bu Ha3Hauu no BpeMe Ha J1e4eHUETO
Ilo Bpeme Ha neuenunero cbc STAY VEER, Bammsr nekap me Bu HazHadaBa peloBHU KPBBHU
M3CJICABAHNUS 32 YCTaHOBSBAaHE HA IIPOMEHH B YEPHOAPOOHATa (PYHKIMSA ¥ HUBOTO HA XEMOIJIOOHHA.

OTHOCHO BCHYKH M3CJICIBaHMS, MOJISI BIDkTe CUTHATHATA KapTa Ha MalyeHTa (BhTpe B OIaKOBKaTa Ha
STAY VEER Tabnetku). BaxxHo € na mpoBexaTe Te3u peIOBHA KPhBHU H3CIEABAHHS, JOKATO
npuemate STAYVEER. CoerBame Bu ga 3anucBate natata Ha Barero nmocieaHo u3cieaBaHe,
KaKTO W Ha CJIEIBAIIOTO M3cleaBane (monuraite Bammus nekap 3a narara) B CurHaiHata Kkapra Ha
MAIMeHTa, 3a 1a He 3a0paBuTe Kora TpsaOBa J1a HalpaBUTeE CIEABAIIOTO H3CICABAHE.

KpbBHM U3cieaBaHuUs 32 YepHOAPOOHA (PYyHKIMS
Te3u u3cnenBaHud LIE Ce MPABIT BCEKU Mecel], 1oKaTo Tpae jeueHuero cb¢ STAYVEER. [Ige
CEMULM CJIe]l MOBHUILIABAHE HA 03aTa 11I€ C€ HAIIPABH JOI'BIHUTEIHO U3CIIEIBAHE.

KpbBHM U3ci1eBaHUs 32 aHEMUs
Te3u U3cieBaHUS IIIE Ce MPaBAT BCEKU MECEI] IIpe3 MbPBUTE 4 Mecella Ha JIeUeHHe, CJIe] TOBa Ha
BCcekH 3 Mecela, Thil KaTo nanuentute, npueMan STAY VEER Moxe 1a pa3BusaT aHeMusl.

Axo PEIYITATUTE OT TE3U U3CIICABAHUA Ca U3BbH I'PaHUIIMTEC HA HOpMATa, Bamusar JICKap MOXKE aa
perm 1a Hamanu o3ata wim fa crape jgedennero cbe STAYVEER u na HanpaBu NOIBIHATETHU
W3CJIEIBAaHNUs, 3a 1a YCTAHOBU IPUYMHATA.

Jlena u roHOIIM
STAY VEER He ce npenopbsyBa Npu NeJuaTpU4HN NALMEHTH ChC CUCTEMHA CKIIEpO3a U HAIMIHA
JUTUTAHA si3BeHa OosecT. Mo, BuxkTe cbio Touka 3 ,,Kak na npuemare STAY VEER®.

Jdpyrn aexaperea u STAYVEER

Undopmupaiite Bammst nexap ninu papManeBT, ako IpUeMaTe WiIH HACKOPO CTE MPHEMaIU IPYTH
JIeKapcTBa, BKJIIOYUTEHO U JIEKapCTBa, OTIycKkaHu 0e3 perenta. OcoOeHO BaXKHO € 12 YBEIOMUTE
CBOs JIEKap, ako IIpueMare:

o IUKIOCTIOPUH A (JIEKapCTBO, U3IMOJI3BAHO CIIE TPAHCIUIAHTAIUS U 3a JICUEHUE Ha TICOPHA3UC),
KOMTO He TpsiOBa 1a ce m3non3ea 3aeaHo cb¢ STAYVEER.
o CHPOJIMMYC WM TAKPOJIUMYC, KOUTO Ca JICKApCTBa, U3MOI3BaHU CIIe/ TPAHCIIAHTAIMSA, Thi

kato ynorpebata um 3aeqHo cbc STAY VEER He ce npenopbuBa.
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. mIMOeHKIaMu/ (JICKapCTBO 3a 1uadeT), pudaMIIMIMH (JIEKAPCTBO 3a TYOepKyno3a), (hIyKoHa30
(lexapeTBO cpelly rbOMYHE HH(EKINN ), KETOKOHA30. (JIEKapPCTBO, U3IOJI3BAHO 32 JICUCHUETO
Ha cuHapoM Ha KymmHr) unu HeBupanus (Jiekapetso 3a HIV), Tl kato ynotpebarta Ha Te3n
nekapctsa 3aenHo cbe STAYVEER He ce mpenoprhuBa.

. JIpyTH JeKapcTBa 3a iedenne Ha HIV mH(exusa, KonTo MoraT 1a Hajlarat ClelnaiHo
mpocrieasBane, ako ce u3noispat 3aeaao cbc STAY VEER.
o XOpPMOHAJIHU KOHTPALICIITUBU, KOUTO HE Ca e(I)I/IKaCHI/I KaTO €AMHCTBCH METO/ 3a KOHTpalCIIIuA,

nokaro npuemare STAY VEER. Brrpe B onakoBkata Ha STAY VEER tabneTku e Hamepure
CurnanHa KapTa Ha MMalUeHTa, KOsTo Tps0Ba 1a mpoyeTeTe BHUMATENHO. BammsT nekap u/nim
THHEKOJIOT I1Ie YCTaHOBM KaKbB METO]I 32 KOHTpAIleNIus € ToaXoa41 3a Bac.

o JPYTH JIEKapCcTBa 3a JIeUeHue Ha 0eNloIpoOHa XUIIEPTOHUS — CHIIICHADHUIT 1 Tananadul.
. BapdapuH (MPOTUBOCHCUPBAILIO CPEICTRO).
o CHUMBACTaTHUH (I/I3HOJI3BaH 3a JICHCHUC Ha ITOBUIICHU HUBA HA XOJIECTEPOJI B KPbBTA-

XI/IHerOHGCTepOHGMI/Iﬂ) .

Ilodupane u padoTa ¢ MAIIUHU

STAYVEER He nosiusiBa Wi MOBJIHSBA IPECHEOPEIKUMO CIIOCOOHOCTTA 3a IodupaHe 1 padoTa ¢
mamuHa. STAY VEER o6aue Moske 1a mpUYMHM XUIIOTOHUS (MOHM)KaBaHE HA KPBBHOTO HAJSITAaHE), OT
KOETO MOJKETE JIa Ce MOYYBCTBATE 3aMastHU U Jla OKaKe BIUSHHUE BBPXY 3PEHHETO U CITOCOOHOCTTA 32
nrodpupane U pabora ¢ MalMHU. AKO ce YyBCTBATE 3aMasiHU WIIH 3pSHHETO BU € 3aMbrIiieHo, TI0KaTo
npuemare STAY VEER, He modupaiite u He paboTeTe ¢ MHCTPYMEHTH WM MAIIUHH.

7Kenu B 1eTepojHa Bb3pacT
HE npuemaiite STAYVEER, ako cre OpeMeHHa Wi miaHupare OpeMeHHOCT.

TecroBe 32 OpeMeHHOCT

STAYVEER wmoxe na yBpeau HepoAeHuTe 6e0eta, 3aueHaTy Mpeay 3aouBaHeTo WIK 10 BpeMe Ha
JIeYeHHETO. AKO CTe JKeHa, KoaTo Ou Moruia Jia 3abpeMeHee, Bamusr iekap 1ie novcka J1a HarpaBuTe
TecT 3a OpeMeHHOCT, peau Aa 3anounete na npuemare STAY VEER u penoBHo, nokaTo npuemare
STAYVEER.

KonTpauenTuBHM cpeacTBa

AKO UMa BEpOSITHOCT Ja 3a0peMeHeeTe, U3MOI3BaiTe HAACKICH METO/T 3 TIpeAa3BaHe OT
3a0peMeHsBaHe (KOHTparenus), nokaro npuemare STAY VEER. BamusT nekap uiv rHHEKOJIOT 111e
Bu npenopbua HaAeKIHN KOHTPALICTITUBHA METOAH, TokaTo npuemate STAY VEER.

Toit kato STAY VEER Moxe na HarpaBu XOpMOHAIHUTE KOHTPALENTUBY (HAPUMEp [IEPOPAIIHH,
WHKEKITUOHHH, UIMIDTAHTAHTH HJIH TUTACTHPH 33 KOXKaTa) Hee(DeKTHBHH, TO3U METOJI, PUIIOKEH
CaMOCTOSITEHO, He € HaaexaeH. [lopaau ToBa, ako M3M0JI3BaTe XOPMOHATHH KOHTPALENTUBY, TPsIOBa
3aeHO C TOBA J1a MpuiiaraTe u 0apuepeH MeTo] (HampuMep KEeHCKU KOHIOM, nuadparma,
KOHTpalleNTHBHA I'bONYKA WM Bammst napTHeOp TpsOBa Ja U3MoI3Ba KOHIO0M). BETpe B onakoBkara
Ha STAY VEER rtabnerku nie Hamepute CHrHaIHA KapTa Ha TAlMeHTa, KOSTO TPsAOBa Ja NOMBIHUTE U
Jla 1 3aHeceTe Ha Bamms nekap npu cienBamoTo NocemeHne, 3a a Moke Bammsr nexap wim
THHEKOJIOT J1a TIPEleHH JTAIN Ce Hy)KIaeTe OT JTOMbIHUTEIHH WIH alTepHATUBHU HaICKTHU METOIH 3a
KoHTpanenuus. [IpenoppuBa ce Bcekn Mecell Ia IIpaBUTe TECT 32 OPEMEHHOCT, I0KaTO IpHeMare
STAY VEER u ako cre B 1eTepoaHa Bb3pacT.

YBenomere BemHara Bammst nekap, ako 3a0pemeneete mo Bpeme Ha npuema Ha STAYVEER nn
IUIaHUpaTe OPEeMEHHOCT B OJIM3KO ObIele.

Kbpmene

STAYVEER npemunasa B kbpmara. [IpenopbsuBa ce 1a npekpaTuTe KbpMEHETO, ako Bu 0b1e
npeanucad STAY VEER, 1ol kato He e u3BecTHO nanu Hannuueto Ha STAY VEER B kbpMata Moke
Ia HaBpeaw Ha Bamero 6e6e. ['oBopete ¢ Bamus nekap 3a ToBa.
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DepTHianTeT
Axo cre Mbx 1 npueMate STAYVEER, Bb3M0OKHO € TOBa JIeKapCTBO Ja HaManu Opost Ha Bammure

cnepmarosouau. He Moxe na ce n3kiouu, ue ToBa MOXKE Jia ce 0Tpa3u Ha criocoOHoctTa Bu 1a umare
nena. IToceBerBaiite ce ¢ Bamus nekap, ako UMare BBIIPOCH WM IPUTECHEHUS BB BpPb3Ka C TOBA.

STAYVEER cbabpaxa HATpHi
ToBa j1ekapcTBO ChABPKA MO-MaJIKO 0T 1 mmol HaTpuit (23 mg) Ha TabneTkKa, T.e. MOXKE JIa Ce Kaxke,
Ye MPaKTUIECKH HE ChIbpKa HATPU.

3. Kaxk n1a npuemate STAYVEER

Jleuenneto cbe STAY VEER TtpsiOBa na ce 3amouBa u HaOoaBa camMo OT JIeKap C OIUT B JICUSHHETO
Ha BAX wnu Ha cucteMHa ckiepo3a. Bunaru npuemaiite ToBa JIeKapcTBO, TOUYHO KakTo Bu e kazan
Bammusr nexap. Ako He cTe CUTYpHH B HEIO, onuTaiTe Bamus nekap uinu hapManesr.

STAYVEER c xpana u HanuTKH
STAYVEER wmoxe na ce npuema cbC mwin 6e3 XpaHa.

IIpenopbunTeiHa 1032

Bn3pacTHn

JleuenueTo npy BB3pacTHUTE OOMKHOBEHO 3aro4Ba ¢ 103a 0T 62,5 mg ABa IbTH JHEBHO (CYTPUH U
Bevep) Npe3 MbpBUTE 4 CEMHUIIH, Cle]] KOETO OOMKHOBeHO Bammst sekap e Bu mockBeTBa na
npuemare TadbneTka ot 125 mg qBa bTH AHEBHO, B 3aBUCUMOCT OT TOBa KaK pearupare Ha

STAY VEER.

Jlena u roHOIIM

IIpenoprkara 3a no3upane npu aena € camo 3a BAX. Ilpu aena Ha Bb3pact 1 roauHa u mo-rojieMu,
neuenneto cb¢ STAY VEER o0ukHOBeHO 3amouBa ¢ 2 mg Ha kg TenecHo Terio JBa MbTH THEBHO
(cyTpun u Beuep). BammsaT nekap me Bu mockBeTBa OTHOCHO JO3MPOBKATA.

Axo Bu ce ctpyBa, ue epextsT Ha STAY VEER e TBbpAe cunen nnu TBbpae cinad, ropopere ¢ Bamms
Jekap, 3a Aa paszdepere nanu n1o3ara Bu Tpsa6Ba na ce mpomMeHu.

Kak na npuemare STAYVEER
TabnerkuTe TpsiOBa Na ce npueMat (CyTpUH U Beuep), KaTo ce MOTIBIIAT ¢ Boja. TabneTkuTre Moxe na
ce rmpuemar chc i 6e3 XpaHa.

AKo cTe mpuesu noBeye ot HeodxoaumaTta 103a STAYVEER
AKo npuemeTe rnoBede TabJIeTKH, OTKOJIKOTO Bu e ka3aHo, He3a0aBHO ce CBBPKETE ChC CBOS JIEKap.

AKko cte nponycHaym 1a npuemere STAYVEER

Axo 3abpaBute na npuemere STAY VEER, B3emere n03ata BefHara mom ce CETUTE, CIIe/ TOBa
NpOIBIDKETE J1a MpreMaTe TadieTkuTe B o0nMuaitHoTo Bpeme. He B3emaiite aBoitHa 103a, 3a 1a
KOMIIEHCHPATEe POITyCHATHTE TAOJIETKH.

Axo cte cnpesiu npuema Ha STAYVEER:

BuezannoTo cniupane Ha neuenueto cb¢ STAY VEER Moxe na noBene 0 Biomasane Ha Bamure
cumriromu. He crimpaiite npuema Ha STAYVEER, ocBen ako Bamusr nexap ve Bu kaxe. Bammsit
JieKap MOXKe Ja Bu kake Ja HamanuTe J03aTa 3a HAKOJIKO JTHU IPEIX IIBIHOTO CIIUpaHe Ha JICYCHUETO.

AKO UMaTe HIKAKBHU JOMBIHUTEIHH BBIIPOCH, CBBP3aHH ¢ yIoTpebara Ha TOBa JIEKApCTBO, MOMUTATe
Bamus siekap wiu papMarieBT.
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4. Bb3MOKHHU HexkeJIaHU peaknuu

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Ja NIPCAU3BHUKA HCXKCIIaHN PCAKIINU, BBIIPEKH Y€ HE
BCCKM I'l [10JTy4aBa.

Haii-cepnosnure nHexxenann peakuuu Ha STAYVEER ca

o OTxII0HEHUS B YepHOAPOOHAaTa (QyHKIHsI, KOUTO MOraT Aa 3acerHar noseue ot 1 Ha 10 xymm

. AHeMmus (HACKa CTOWHOCT Ha XEMOTJIOOWH B KPBBTA), KOATO MOXKe Ja 3acerHe o 1 Ha 10 gymm.
AHeMusTa MOKeE MOHSKOTa J1a Hajlara KpbBOIIPETUBAHE

Croiinoctute Ha Barmmre yepHOIpOoOHN W KPBBHU MTOKA3aTENH IIle ce HaOJIIojaBat 1o BpeMe Ha

nedenueTo cbc STAY VEER (Buxrte Touka 2). BaxkHo € na npaBuTe T€3U U3CIEIBAHUS CIIOPET

IpenopbKUTE Ha Bamms nekap.

[MpusHanuTe Ha HapymieHa GYHKIUS HA YepHUS IpoO BKIFOYBAT:

rajieHe (IMO3WBH 3a MOBPBIIIAHE)

MOBpBIAHE

Tpecka (BUCOKa TeMIlepaTypa)

OoJsika B ctomaxa (kopema)

XKBITEHHIA (TIOXKBIATIBAHE Ha KOXKaTa MK OAJI0TO HAa OYUTE)

THMHO OIIBETSIBAHE Ha ypUHATa

cbpOex Ha KoXkKaTa

JIeTaprus win ymopa (Heo6ndaitHa yMOpSIEeMOCT WIIN U3TOLICHHE)
TPUNONOJ00EH CHHAPOM (CTaBHH U MYCKYJIHU OOJIKU C TEMIIEpaTypa)

AKo 3a0enexxuTe HIKOM OT Te3W MpHU3HAIH, Ka:KeTe He3a0aBHO Ha Bamus jgexap.
Hpyru Hexxenanu peakuuu
MHoro 4yecTu (MOrar 7ia 3acerHaT moBeye oT eaAuH Ha 10 gymm):

. I'nmaBoGoie
. Ortoxk (ToryBaHe Ha Kpakara U TIe3eHUTe WIN APYTH MPU3HAIH 32 33IpHKKa HAa TEUHOCTH)

YecTu (Morar fa 3acertar A0 equH Ha 10 gymm):

3adepBsBaHe Ha KOXKaTa

Peakiuu Ha CBPBXUYBCTBUTEIHOCT (BKIIFOYBAIIM BB3MaleHue, CbpOexk U 0OOpUB Ha KOXKATa)
lactpoe3odareanna pedirykcHa Oonect (BpblllaHe HA KHCEJIMHH OT CTOMaxa B XpaHOIPOBOA)
Huapus

CuHKOM (TIPUMaIbK)

CroprebueHe (yCKOpeHa WIIM HEpaBHOMEPHA ChpeyuHa JICHHOCT)

Hucko KpbBHO Hajsrane

3amymieH HOC

HeuecTu (Morat fa 3acerHat 10 eaun Ha 100 gymm):

o TpomOotuTonieHus: (HUCHK OpOi TPOMOOIUTH)
o Heyrponenus/neskonenus (HUCHK Opoli 6enn KpbBHU KIIETKH )
. [oBuIIeHN CTOWHOCTH Ha YEPHOIPOOHUTE (DYHKIIMOHAIHY ITOKA3aTelH C XENaTUT (Bb3MaJcHNe

Ha YCPpHU ,Z[p06), BKJIKOYUTCIHO Bb3MOXKHO 06OCTp$IHe Ha CbIICCTBYBAIIl XCIIATUT H/UIH
KBITCHULIA (HO)K’LHTSIB&HG Ha Ko’KaTa WK OSJIOTO Ha O‘lI/ITe)

Penxu (Morar na 3acersat a0 equd Ha 1 000 gymm):

. Anadunakcus (TeHepalu3upaHa alepruuyHa peakius), aHrdoeneM (OTOK, Ha-4ecTO OKOJIO
OYHUTE, YCTHUTE, €3UKa UIIH I'bPIIOTO)
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o uposa (oOpa3yBaHe Ha pBOLM) Ha YEPHUSA APOO, YEPHOAPOOHA HEAOCTATHYHOCT (CECPUO3HO
HapylleHrue Ha YepHOIpoOHaTa QyHKLIHUS)

CpoO1mmaBa ce ChIIo 3a 3aMbBIJICHO 3pEHUE C HEM3BECTHA YecTOTa (OT HAIMYHUTE JJAHHU HE MOXKE Jla
Ob/lc HarpaBeHa OICHKA).

Heskesianu peakuyu nNpu Aena U IOHOLIA
Hexenanute peakiuu, choOIIeHu npu aena, JekyBanu cb¢ STAYVEER, ca chinuTe KaTo T€3U MpU
BB3PaCTHUTE.

Chol01aBaHe Ha HelKeJIAHU pPeakIuu

AKO TIONTyuHTe HSIKaKBH HEXKETaHH JICKAPCTBEHU peakiiy, yBeaoMere Bammus nexap v papmarienT.
ToBa BKIIIOUBa BCUUKH Bb3MOKHHM HEONUCAHU B Ta3M JIMCTOBKA HEKETAHU peakiuu. MoxeTe chlIo aa
CHOOIINTE HEXETAHN PEaKIK JUPEKTHO Upe3 HAllMOHAIHATA CUCTEMA 33 ChoOIIaBaHe, MOCOYeHa B
[punoxkenue V. Karo cho0Iiapare HeXxeIaHH PEAKIMK, MOXKETE Ja JaJeTe CBOS IPHHOC 3a
NoJy4aBaHe Ha MoBeue HH(OopManus OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate STAYVEER
CoxpaHnsiBaiiTe TOBa JIEKAPCTBO Ha MACTO, HEJOCTHIIHO 3a Je1Ia.

He u3non3Baiite TOBa JIEKapCTBO ClIE]l CPOKA HA TOJHOCT, OTOEsI3aH BBPXY OMAaKOBKAaTa M OymcTepa
cien ,,l'omen no:“.

3a OenuTe OYTHIIKK OT HMOJUETHIICH ¢ BUCOKA ITBTHOCT — JIa ¢€ U3MoJ3Ba 110 30 JHM cieln
IbPBOHAYAITHOTO OTBapsHE.

3a 6mucrepute ot PVC/PE/PVDC/anymunmuii:
CexpansBaiite npu Temneparypa nog 25°C.

3a 6enuTe OYTHIIKY OT MTOJIMETUIICH C BUCOKA IUTBTHOCT:
To3u nekapcTBEeH NPOAYKT HE U3MCKBA CIICIIUAIHN YCIOBUS 32 ChXPaHEHUE.

He u3xBbpisiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a TOMAIIHU OTHAIbIIH.
[Monmraiite Bammst papMarieBT kak Ja U3XBBPISTE JEKapCcTBaTa, KOMUTO BeUe HE U3IOJ3BATE.
Te3n MepkH I1ie CIOMOTHAT 3a Olla3BaHe Ha OKOJIHATa Cpefa.

6. Cobabp:kaHue HA ONAKOBKATA M JOMbJIHUTEIHA HHpopManus
Kakso chabp:ka STAYVEER

- STAYVEER 62,5 mg ¢puiimupanu Tadj1eTKU: aKTHBHOTO BEIIECTBO € 0O3EHTaH KaTo
MoHoxuzapar. Beska tabnerka cpabpika 62,5 mg 603eHTaH (KaTo MOHOXHAPAT).

-  STAYVEER 125 mg ¢puiamupanu Ta6/JeTKH: aKTHBHOTO BENIECTBO € 003¢HTaH KaTo
MoHoxuzapar. Beska tabnerka cpappika 125 mg 603eHTaH (KaT0O MOHOXHUAPAT).

- Jlpyrure chbCTaBKH B SAPOTO Ha TabJjeTKaTa ca: HaPEeBUYHO HUIIECTE, IPEKENATHHU3UPAHO
HUILIECTE, HATPUEB HUIIECTEH TTMKOIAT (TUI A), TOBUIOH, TIHUIIEPOJIOB TUOEXEHAT U
MarHesueB creapar. @UJIMOBOTO MOKPUTHE ChIbPIKa: XHUIIPOMEN03a, TIUIEPOJIOB TpHAIIEeTaT,
Tank, TutaHoB auokcun (E171), kbt xeneszen okcun (E172), uepsen xenezen okcuna (E172) u
eTHIILENYI03a.

Kak m3rnexna STAYVEER u kakBo cbAbpka ONIaKOBKaTa
STAYVEER 62.5 mg dhunmupanu TabieTku:

STAYVEER 62,5 mg ¢puimMupanu TabiaeTku ca opaHkeBo-0esu, Kpbrii GUIMUpPaHH TabJIEeTKH, C
BIUIBOHATO peneHO o3HaueHue ‘62,5” OT eHaTa cTpaHa.
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Baucrepu or PVC/PE/PVDC/anymunnii-, ceaspxamy 14 ¢guamupanu tadaerkn. OnakoBkara
cpabpka 56 nm 112 punmupanu tabnetku (STAYVEER 62,5 mg dunmupanu tTadbnetkn).

besau OyTHJIKH OT NOJIMETHJIEH € BUCOKA INIBTHOCT ChC CYLIUTEJI CHJIMKATeJ, ChIbPKALIHI

56 ¢unmupanu tabnetku. OmakoBkuTe chabpxar 56 punmupanu tadbnetku (STAYVEER 62,5 mg
(dbunMupanu TabIeTKH).

[la He ce morpLIa CyIIUTENSAT.

STAYVEER 125 mg ¢unmupanu TabaeTku:
STAYVEER 125 mg ¢unmupanu tTabneTku ca opaHKeBo-0€JH, OBATHH (QHIMHUPAHU TaOJIETKH, C
BIUIbOHATO penedHo o3HaueHue “125” oT eqHarTa cTpaHa.

Baucrepu ot PVC/PE/PVDC/anymunuii, ceabspxamu 14 puavupann tadaerku. OnakoBkaTa
cpabpka 56 nim 112 punmupanu tadnetku (STAYVEER 125 mg ¢punmupanu TabieTkn).

Beau OyTHJIKH OT MOJIMETHIEH ¢ BUCOKA MIIBTHOCT ChC CYIIHTEJ CHJIMKATEN, ChIbPKAIIHA

56 punmupanu tabnetku. OmakoBkuTe ChabpxatT 56 punmupanu tabnaerku (STAYVEER 125 mg
¢bunmupanu TabiaeTkn).

[a He ce morpia CymuTeNsT.

He Bcuukn BHUIOBC OITAKOBKHU MOrar aa 6”[),Z[aT IIyCHATH B npo;[a>K6a.

IputexaTes Ha pa3pelleHNETO 32 YNOTpeda:
Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoaure.:

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

3a normreTHAUTENHA HHOPMAIIHSI OTHOCHO TOBA JICKAPCTBO, MOJIS, CBBPIKETE CE C JTOKATTHUS
MIpeCTaBUTEN Ha MIPUTEXKATENS Ha pa3pelIeHneTo 3a ynorpeoa.

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"

Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88

janssen@jacbe.jnj.com It@its.jnj.com

Bbbarapus Luxembourg/Luxemburg

»JPKOHCBH & JlxoHCBHH bbarapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11

jisafety@its.jnj.com janssen@jacbe.jnj.com

Ceska republika Magyarorszag

Janssen-Cilag s.r.0. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Danmark Malta

Janssen-Cilag A/S AM MANGION LTD

TIf.: +45 4594 8282 Tel: +356 2397 6000

jacdk@its.jnj.com
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Deutschland
Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955

jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee@its.jnj.com

EAbrGdo

Janssen-Cilag ®oppokevtik) Movorpocmnn

A.EB.E.
TnA: +30 210 80 90 000

Espaia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland
Janssen Sciences Ireland UC
Tel: 1 800 709 122

medinfo@its.jnj.com

fsland
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 /+39 02 2510 1
janssenita@its.jnj.com

Kvzpog
Bopvéfoc Xotinmavaynig Atd
TmA: +357 22 207 700

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Roméania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Ttn: +46 8 626 50 00
jacse@its.jnj.com



Latvija United Kingdom (Northern Ireland)

UAB "JOHNSON & JOHNSON" filiale Latvija Janssen Sciences Ireland UC
Tel: +371 678 93561 Tel: +44 1 494 567 444

lv@its.jnj.com medinfo@its.jnj.com

I[aTa Ha MOCJECAHO NMpepasrjaeKaaHne Ha JJUCTOBKaTa:

IMompoOHa uHbopMarrs 3a TOBa JIEKApCTBO € MPEAOCTaBeHa Ha yeOcaiita Ha EBponelickara areHius
1o Jekapcraara: https://www.ema.europa.eu.
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