NNPHJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JTIEKAPCTBEHUS ITPOAYKT
STAYVEER 62,5 mg ¢punmupanu tabnetku

STAYVEER 125 mg ¢unmupanu TadbneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

STAYVEER 62,5 mg dhunmMupanu TabieTku
Besika punMupana tabiaetka chabpika 62,5 mg 6o3enrtan (bosentan) (kato MoHOXHIpAT).

STAYVEER 125 mg dunmupanu TabaeTku
Besika punimupana tabiaeTka chabpika 125 mg 6o3enran (bosentan) (kato MoHOXHApAT).

IIoMoOMIHO BENIECTBO € U3BECTHO JEHCTBUE
ToBa jekapcTBO ChABPKA MO-MaKo 0T 1 mmol Hatpuii (23 mg) Ha TabneTkKa, T.€. MOXKE JIa Ce Kaxe,
Ye MPAKTUYECKU HE ChIbPIKa HATPUH.

3a mBIHUS CIIUCHK HA TOMOIIHUTE BEIIECTBA, BIKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana tabneTka (TabJeTKH):

STAYVEER 62,5 mg dunmupanu tabiaeTku
OpankeB0-0eIu, KPbIIIF, TBOMHOU3IIbKHAIH, (PUIMUPAHH TaOJIETKH, ¢ BJUILOHATO pesiehHO
o3HayeHue “62,5” oT eqHATa CTpaHa.

STAYVEER 125 mg dbunMmupadu 1abIeTKu
OpaHnxeBo-0ei, OBaJIHH, IBOMHOM3IbKHAIHN, QUIMHUPaHU TaOJIETKH, C BIUTLOHATO pesedHO
o3HayeHue “125” oT enHarta CTpaHa.

4. KJIMHUYHU JAHHHN
4.1 TepaneBTUYHU MOKA3AHUSA

Jledaenue Ha GemonpoOHa aprepuanHa xuneprorns (bAX) 3a momgobpsBane Ha (HU3UUECKUS KAaNAIIUTET
W cCUMITOMAaTHKaTa rpu nanuenTu ¢ pyaknuonaieH kiac 11 mo C30. C nokazana euKacHOCT MPH:

o [IppBuyHa (MaKONIATHYHA U HACIIEACTBEHA) OenopoOHa apTepruatHa XUIIEPTOHUS

o benonmpoOna aprepranHa XUNepTOHNS, BTOPUYHA Ha CKIIEPOAepMUs, 0e3 3HAYHMMO
WHTEPCTUIHATHO 0estoipoOHO 3a00IsBaHe

. Bbenoapobna apTepuanHa XHIEPTOHNS, CBbp3aHa ¢ BPOJICHU CHCTEMHO-0€710IpOOHHN IITEHTOBE U

¢usnonorus Ha Aii3eHMEHTeD.

Jloka3aHo € 1 U3BECTHO MOAO0OpEeHNe PH NalMeHTH ¢ 0enoapoOHa apTepraIHa XUIEePTOHHUS
¢ynkunonanes knac I mo C30 (Bx. Touka 5.1).

STAYVEER e noka3zas cbhIo ¥ 32 HaMaJsiBaHE Ha OpOsi HA HOBOTIOSIBUITU C€ JINTUTAITHY YIIepalin
10 BbpPXa Ha MPBCTUTE MPU NALUEHTH CbC CUCTEMHA CKIIEPO3a U ChLIECTBYBAILHX YJILIEPALUU 110 BbpXa
Ha npbcTUTe (BYXK TouKa 5.1).



4.2 Jlo3upoBKa M HAYMH HAa MPUJIOKEHHE

Hauwn Ha npunoxxeHue

TabneTkute TpsiOBa Aa ce MpueMar Ipe3 ycraTa CyTpUH U Be4ep, ChC WiIn 0e3 xpaHa. PunMupanuTe
TaOJIEeTKH TPsOBa 11a Ce TIOTBJIHAT C BOJA.

ITanmenTruTe TpsOBa 1a OBAAT MMOCHBETBAHH JIa HE MTOTIBINAT JCCUKAHTa, KOUTO ce HaMHupa B OeIuTe
OYTHIJIKH OT TIOJIMETHIICH C BUCOKA TUTBTHOCT.

2031/1[30131(3

BCJ'IOIIDO6H3 apTepuaJidHa XUICPTOHHUA

Jleuenuero TpsaOBa na Ob/ie HA3HAYABAHO M MPOCIICIIBAHO CaMO OT JIEKap C OIMUT B JICUCHUETO Ha
BAX.

B onakoBkaTta ¢ BkitoueHa CUTHaTHA KapTa Ha MAIlUeHTa, MPEA0CTaBsIa BaXHa HHGOpMAIUS 3a
0e301macHOCT, C KOATO MAIMeHTHTE TPSOBA J1a ca 3aI03HATH MPEIN U TI0 BpeMe Ha JIeYeHHeE ChC
STAYVEER.

Bv3pacmnu
[Tpu Be3pacTan naruentu Jiedeanero cb¢ STAYVEER tpsioBa na 3amousa ¢ mo3a ot 62,5 mg nBa

I'BTH THEBHO 32 4 CEIMUIIH, KOSTO CJie]l TOBa ce MOBHILAaBa JO MOAIbpKaliara 103a ot 125 mg nsa
IbTH AHEBHO. ChIIMTE MPEMOPHKH C€ OTHACAT 32 MOBTOPHOTO BKJIrouBaHe Ha STAYVEER cnen
NpPEKbCBAHE Ha JICUCHUETO (BK. ToUKa 4.4).

Ileduampuuna nonynayus

[Mennatpuunu papMakOKMHETUYHU JAHHU TIOKA3BaT, Y€ CPESAHUTE IIa3MEHU KOHIICHTPAI[H Ha
0o3enran npu aena ¢ BAX Ha B3pact ot 1 10 15 roanHu ca mo-HUCKH, OTKOJIKOTO TP BE3PACTHH
MAIMCHTH U HE Ce TIOBUIIIaBaT NpH nopuiaBane Ha jo03ata Ha STAY VEER nan 2 mg/kg TenecHo
TETJIO UJIH MPH MOBHUIIIaBaHE HAa YECTOTaTa Ha MpWIaraHe OT JBa ITbTH IHEBHO HA TPU IIbTH JHEBHO
(k. ToukaS.2). [ToBuIiaBaHeTo Ha 703aTa UK YE€CTOTTA HAa MPUIaraHe BEPOsTHO HsIMA Ja JI0BEIE JI0
JIOTTBITHUTENHA KIMHUYHA 10J134.

B®3 ocHOBa Ha Te3u (papMaKOKMHETUYHHU Pe3yJTaTH, KOraTo ce n3noi3Ba npu aeua ¢ BAX Ha Bp3pacT
ot | rognHa Harope, penopbYMTEIHATA HAUYalHA M oJAbpxKala 1o03a e 2 mg/kg cyTpuH u Beuep.

[Tpu HOBOpOJIeHN C TIepcucTupalia 6enoapoOHa xunepronus: Ha HoBopojeroto (IIBXH), monzara ot
0o3eHTaH He e Omla JoKa3aHa Ipy CTaHAApTHOTO JedeHue. [Ipenopbku 3a 103MpoBKaTa HE MOrarT Ja
O0paat nagenu (BxK Touku 5.1 u 5.2).

Jleuenue 6 cnyuaii Ha kKiuHuyHo enouiaeane Ha bAX

B cnyuail Ha KTMHIYHO BJOIIaBaHe (HampuMep, HamaJsiBaHe Ha pa3cTosHueTo noHe ¢ 10% mpu 6-
MUHYTHUS TECT C XOJICHE, B CPABHEHUE C M3CIICABAHETO MPEIN JICUCHUETO), BHIPEKH TTOHE §-
ceamuuHOTO JiedeHue cb¢ STAYVEER (taprerna nosa Haii-manko 4 ceMuim), TpsOBa a ce MUCIIH
3a aJITepHaTUBHA Teparnus. Bee mak, HIKOW MalMeHTH, KOUTO Clie] 8-CEAMHUYHO JICUCHUE ChC
STAYVEER He ca noka3anu 0TTOBOpP, MOTAT J1a C€ MOBJIMAAT OJarOnpUsTHO ciiel orie 4 10

8 cenmuiy JeueHue.

B citydaii Ha KbCHO KIIMHUYHO BJoLIaBaHe, BbIpeky JedeHnero cbe STAYVEER (t.e., cnen HIKOIKO
MECEYHO JIeUeHne), TpsiOBa /1a ce HalpaBH MpeolieHKa Ha JieueHneTo. Hsakon manmenTn ¢
He3zamoBosmTesieH otroBop Ha 125 mg STAY VEER nBa mbTu qHEBHO MOTaT JIEKO Ja MOA00PST CBOSI
(u3MUecKy KarnanuTeT MpH NOBUIIaBaHe Ha J1o3arta 10 250 mg 1Ba mbTH JHEBHO. TpsadBa aa ce
HalpaBy BHUMATEJHA OI[CHKA Ha OJI3a/PUCK, KaTo ce MMa MPEJIBUJI, Y€ YePHOIPOOHATa TOKCUIHOCT €
no3o03aBucuMa (BK. Toukn 4.4 u 5.1).



Cnupane Ha jieyerHuemo

OmutsT ¢ pszkoTo crimpade Ha STAY VEER npu nammenti ¢ BAX e orpanuden. He ca HabmomaBanu
JTIOKa3aTeNICTBa 3a OCThp pedayHa. Bee mak, 3a 1a ce mperoTBpaTH Bb3MOXKHATA TIOABA HA YBPEXKIAIIO
KJIMHAYHO BJIOLIaBaHE MMOpaar OTCHUUATHHS pebayH eQeKT, TpsOBa Aa ce MUCIH 3a MOCTETIEHHO
HaMaJsIBaHe Ha J03aTa (HaMajsBaHe J03aTa HAIMOJIOBHMHA 3a 3 710 7 MHM). 3a Iepro/ia Ha CITUpaHe Ha
JIEYEHUETO Ce MPENOPHYBA HHTEH3UBHO MPOCIE/ISIBAHE.

AKo e B3eTo pelieHue Ja ce npekpatu gedenneto cb¢ STAY VEER, ToBa TpsiOBa na crane
MOCTETEHHO, IOKATO C€ BhBEXK/Ia ajTepHATHBHATA TEPATIHS.

CucreMHa CKJIEpPO3a B X0a HA JUTHTAIHA sI3BEHA 00JIECT

JleuenuneTo Moke 1a ObJIe 3aITOYHATO M HAOIIOJaBaHO caMo OT JIeKap IIPHUTEKABAI OIUT B JICYCHUETO
Ha CHCTEMHA CKJIepOo3a.

B onakoBkara e BkiitoueHa CHrHaJIHA KapTa Ha MMalMeHTa, IPe0CTaBsAIla BakHa HHQopManus 3a
0€301MacHOCT, C KOSATO MAIUCHTUTE TPSOBA J1a ca 3ar03HATH MPEIU U 10 BpeMe Ha JICUCHHUE ChC
STAYVEER.

Bvspacmnu
Jleaenueto cbc STAY VEER TpsiOBa na 3amoune ¢ mo3a ot 1o 62,5 mg 1Ba mbTH JTHEBHO B

MPOABIDKEHNE Ha 4 CeIMUIIH, KaTo CJIeJl TOBA J03aTa CE€ YBEIWYH JI0 JOCTUTAaHEe Ha MOAIbpIKamaTa
no3a ot 1o 125 mg nBa mbTH AHEBHO. CHIUTE MPETMOPHKHU Ce OTHACAT 3a MMOBTOPHOTO BKJIFOUBAHE HA
STAYVEER crnen npexbcBaHe Ha JiedeHHETO (BXK. Touka 4.4).

OnuThT OT KOHTPOJIMPAHU KIMHUYHH MPOYYBAHUS MPH TOBA TIOKa3aHUE € OTPaHUYEH JI0
HPOIBIDKUTETHOCT OT 6 Mecena (BkK. Todka 5.1).

Peaknusra Ha MOBJIMSBAaHE HA MAIUEHTA OT JICUCHUETO ¥ HEOOXOJUMOCTTA OT MPOIbJDKaBaHE Ha
TepanusTa TpsOBa PEIOBHO Ja ce Mojyiarar Ha npereHka. Tpsa0Ba 1a ce IpaBU BHUMATEIHA OLCHKA Ha
CHOTHOILIEHUETO TMOJI3a/PUCK, KATO CE OTYUTA YUESPHOIPOOHATA TOKCHYHOCT Ha O03eHTaHa (BXK.

TOYKH 4.4 u 4.8).

Teouampuuna nonyrayus
Hsama nannum 3a 6e30macHOCT 1 e(hUKACHOCT IIpH MaruenTy 1oy 18roaumniHa Be3pact. Hsama
uHopmarus 3a papmakokuneTrkara Ha STAY VEER npu mManku fena ¢ Toa 3a00iisiBaHe.

Oco0enu rpyIu ImanuesTn

Yeprnoopobno yspexcoane

STAYVEER e npoTuBonokasaH npH NaueHTH ¢ yMepeHa A0 TeXKa YepHOApoOHa AuchHyHKUHUS (BXK.
touku 4.3, 4.4 u 5.2). [Ipu nanueHTH ¢ jieko 4epHoapooHo yBpexkaaHe (T.e. Child-Pugh kac A) He e
HE00X0IMMO KOpUTHpaHe Ha jio3ara (BXK. Touka 5.2).

bvopeuno yspeacoane

HpI/I IMaluMCHTH C 61:6peqH0 YBpPCIKAAHC HE CC HaJlara KOPUTHUPAHE Ha 103aTa. He ce namara
KOpHUT'UpaHC Ha A034aTa I[MPU NallUCHTH, IMOAJICIKAIIN Ha JUajin3a (B)K. TOYKa 52)

Cmapuecka ev3pacm
He ce nanara kopurupase Ha 103aTa IMpH MAIMEHTH HA BB3pacT Haa 65 TOIUHM.
4.3 TIlpoTuBomoKa3aHHus

o CBpBXUYBCTBHTEITHOCT KbM aKTHBHOTO BEIIECTBO WM KbM HSAKOE OT IIOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1



. YMepeHo 10 TeKKO uepHoApoOHO yBpexaane, T.e. Child-Pugh kmac B wiu C (Bxk. Touka 5.2)

o OCHOBHH CTOWHOCTH Ha YEpHOAPOOHUTE aMUHOTpaHchepasy, T.e., acmapTar aMuHoTpaHchesa
(ACAT) n/umm ananna amuHoTpaHcdepasa (AJIAT), mo-BuCOKH OT 3 X TropHATa I'paHUIIA Ha
mopmara (I'TH; Bx. Touka 4.4)

. EnHoBpemenHa ymotpeda Ha MUKIOCTIOpUH A (BX. Touka 4.5)
. Bpemennoct (Bk. Touku 4.4 u 4.6)
o JKenwu ¢ nerepojicH NOTEHIINAI, KOUTO HE M3MOJI3BAT HAJCKIHA METOU 32 KOHTpanenius (Bx.

Touku 4.4, 4.5 u 4.6)

4.4 ChnenuajaHu mpeaynpexaeHus U NpeANna3Hl MEPKH NMPHU ynoTpeda
Edukacnocrra Ha STAY VEER mpu manmenTn ¢ texka BAX He e qokazana. AKO KITHHUIHOTO
CBCTOSTHHE c€ BIIOIIaBa (BXK. Touka 4.2), Tpss0Ba Ja ce 00ChIu IpeMIHaBaHE KbM Tepartvs,

IpernopbyYBaHa 3a TCKKaTa (1)333 Ha 3a00JIIBaHETO (HaHpI/IMCp, GHOHPOCTCHOJ'I).

He e ycranoBeH 6ananchT monsa/puck ot 6o3entan npu nanueHTd ¢ BAX [ pyHkumnonanen kiac,
cnopen knacudukanusata Ha C30.

STAYVEER Tps6Ba 1a 6b/11e 3am109HAT caMoO aKO CHCTEMHOTO CHCTOJIIMYHO KPBBHO HaJISTaHE € I10-
BHCOKO OT 85 mmHg.

He e noxazano, ye STAY VEER nma 6maronpusares eQexT BbpXy 3apacTBAaHETO Ha CHIIECTBYBAIIN
JUTUTAIHU S3BU.

YepuoapobHa dhyHKIUS

CBBp3aHOTO ¢ O03eHTaH MOBHILIABAHE Ha YEPHOAPOOHNUTE aMUHOTpaHcdepasH, T.e., acmapTaT u
anmanus amuHoTpanchepasu (ACAT n/unn AJIAT), e no3ozaBucumo. [IpomennTe B 4epHOAPOOHUTE
€H3MMH OOMKHOBEHO BB3HUKBAT Npe3 IbPBUTE 26 CEAMUIIN OT JedeHueTo (Bxk. Touka 4.8). Teszn
NOKA4YBaHMs MOXKE J1a C€ ABJDKAT YaCTUYHO HAa KOHKYPEHTHOTO IIOTUCKAaHE Ha eJIMMHHAIMATA Ha
JKITBYHUTE COJIM OT XEMATOIUTHTE, HO BEPOSITHO BHB BH3HMKBAHETO HA YEPHOAPOOHATA TUCHYHKITHS
ca BKJIFOUCHU M JIPyTH MEXaHW3MH, KOUTO HE Ca HAITBJIHO YCTaHOBeHH. He e m3kioueHa
aKyMyJanusTa Ha 003€HTaH B XEIaTOUTUTE, BOJIEIIA 1O IUTOJIN3a C BB3MOXKHO TEKKO YBPEKIaHE HA
YyepHUs Apo0, KAKTO U UMYHOJIOTUYEH MEXaHU3bM. PUCKBT OT YepHOIpOOHA TUCYHKIHMS MOXKE Jia ce
MIOBHUIIIN ¥ NIPH €THOBPEMEHHOTO NpUeMaHe ¢ 003eHTaH Ha JIEKapCTBEHH MTPOAYKTH, KOUTO ca
MHXHOMTOPH Ha eKCIIOPTHATA ITOMIIA 32 JKIIBYHU COJIH,, HAIpUMep, pUGaMIuIuH, TTHOSHKIAMHI U
nukIocnopuH A (Bx. Touku 4.3 u 4.5), HO JaHHWUTE 32 TOBA Ca OTPaHUYEHH.

HuBaTa Ha yepHoaApoOHNTe aMUHOTPaHcdepa3u TPAOBA Aa ObAAT U3CJIeABAHU NPEAN 3aI0YBaHe
HA JIeYeHHeTOo H CJ1e] TOBA HA MHTEPBAJIM OT €IHH Mecell J0KATO MPOIBJKABA Je4YeHHETO ChC
STAYVEER. OcBeH TOBa, HUBaTa HA YePHOAPOOHUTEe aMUHOTpaHcdepa3n TpsAdBa 1a ObAAT
U3CJIeIBAaHH 2 Ce/IMUIH CJIe/l BCSIKO MOKAaYBaHe HA 103aTa.

IIpenopbku B cavuaii Ha mosuinenn AJIAT / ACAT

Husa na ACAT / AJIAT IIpenopbku 3a JieueHne U NMpocCIeasiBaHe

>3u<5xITH PesynTarsT TpsaOBa na Obae MOTBBPACH C BTOPO YEPHOAPOOHO
M3CJIeIBaHe; aKo € MMOTBHPIECHO, TPAOBa /a Ce pelln, Ha HHANBHUIyalHa
6a3a, 1anu Aa ce MPOIBJIKH 110 B3MOKHOCT C HaMaJIeHa 1032
STAY VEER wunu na ce cipe npunaranero Ha STAYVEER (Bx. Touka
4.2). IlpocnensBaHeTo Ha HUBaTa Ha aMUHOTpaHchepazuTe TpsOBa 1a
MIPOIBIDKH HAal-MaJIKO Ha BCEKHU 2 CEIMUITA. AKO HUBaTa HA
aMHHOTpaHc(hepa3uTe ce BbPHAT 10 CTOWHOCTHUTE MPEIH JICUSHHETO,
TpsiOBa J1a ce OOMHCIIN NPOIBIDKaBaHETO WM TOBTOPHOTO BKIIIOUBAHE
Ha STAYVEER, cniopen onucanure mno-noiy yciaoBusl.




>5u<8xITH PesynrarsT TpsiOBa 1a 661€ MOTBBPACH C BTOPO YEPHOAPOOHO
M3CIIe/IBaHe; aKO € MMOTBHPJICHO, JICUSHUETO TPSOBA J1a Ce CIIPe U HUBATa
Ha aMUHOTpaHcdepas3uTe 1a ce mpocieaIBaT Hail-MaJIko Ha BCEKH
2 ceamuIn. AKO HUBaTa Ha aMHHOTpaHC(hepasuTe ce BbPHAT 10
CTOWHOCTHTE TIPEIH JICUeHUETO, TPSIOBa Ja ce 0OMHUCII TIOBTOPHOTO
BmrouBane Ha STAY VEER, ciopes onucanuTe mo-ao1y yCIoBHSL.

>8xITH JleuenneTo TpsOBa Aa ObAE CIPSHO U Ja HE ce 00CHKIA TOBTOPHO
BirouBane Ha STAYVEER.

B cayuyaii Ha cBBp3aHa ¢ JledYeHHeTo KJIMHUYHA CHMIITOMATHKA HA YePHOAPOOHA yBpena, T.c.
raJicHe, MOBPBIIaHe, TeMIIepaTypa, 00JIKa B KOpema, )KbITCHUIA, HeOOMYaiiHa OTITyCHATOCT MM
YMOPSIEMOCT, TPUIIONIO00EH CHHAPOM (apTPaITHsI, MUAITH, TEMIIEpaTypa), JeUeHHeTo TpadBa aa
0b/le CTIPSIHO M 12 He ce 00Chkaa MOBTOpHO BKiIK4YBaHe Ha STAYVEER.

IloemopHo exousane Ha aeueHuemo

IToBTOopHO BKIIOUYBaHEe Ha leueHneTo cbec STAYVEER tpsioBa na ce 06crxma, caMo ako
MOTSHITMAIHUTE TT0J13H OT JieueHueTo ¢ STAY VEER HanBuiaBat moTeHIIMATHUTE PUCKOBE U
KOTaTO HUBATa Ha YEPHOJPOOHUTE aMHHOTpaHCPEepasu ca B paMKUTE Ha CTOWHOCTHUTE MPETU
neuyenueto. [IpenoprunTenHo € MHeHHETO Ha Xenaroior. [IoBTopHOTO BKIIFOUBaHe TpsiOBa Jia caeaBa
yKa3aHuATa, n30poeHu B Touka 4.2. B To3u ci1y4aii HUBaTa Ha amuHoTpancgepasurte TpadBa aa
ObAAaT M3caeBAHM 10 3 THM CJieJ MOBTOPHOTO BKJIIOYBaHe, cJieJ TOBA OTHOBO cJie] ome 2
ceIMUI M NO-HATATHK CIIOPe/l TOPHUTE MPeNopPbKH.

I'TH = ropHa rpaHuna Ha HopMara

KoHreHTpanus Ha XeMOrI00HH

JledenueTo ¢ 003eHTaH € OMJIO CBBP3aHO C JJ0303aBUCUMO IMOHKEHUE Ha KOHIICHTPAIUATA Ha
xemoryoonHa (BX. Touka 4.8). [Ipu mnanedo KOHTpONIUpaHH MPOyYBaHUs, CBBP3aHOTO ¢ O03EHTaH
MTOHIDKEHNE Ha KOHIIEHTPAIMATa Ha XeMOTJIOOWHA HE Ce € 33IhJI00YaBalIo, a Cce € CTaOMIN3UPao Clel
nbpBUTE 4—12 ceaMUIM OT JiedeHueTo. [IpenopbuBa ce KOHIIEHTpaIUsATa Ha XeMOTIJIO0MHA Jia ce
W3cJIe/IBa Mpe/Iu 3ar0YBaHe Ha JICUSHUETO, BCEKH MECeI ITpe3 ITbPBUTE 4 Mecela, ciie/l KOETO BEAHBK
Ha Tpu Mecena. AKO Bb3HUKHE KIMHIHYHO 3HAYMMO TIOHMKEHHE Ha XEMOTJIOOMHOBAaTa KOHIIEHTPAIHS,
TpsiOBa Jla ce HAIPaBHU JOIBIHUTEIHA OI[CHKA M U3CJICIBAHE 32 YCTAHOBSIBAHE HA MPUYMHATA U
HEOOXOIUMOCTTA OT Crielu(PUIHO JieueHHe. B mocTMapKeTHHIOBHS IIEPHOJT Ca ChOOIICHHU CITyYan Ha
aHeMUsI, M3HUCKBaIla TpaHc(y3us Ha YepPBEHU KPhBHHU KICTKHU (BXK. Touka 4.8)

Kenu ¢ gereposieH DOTeHITHAI

Toit kato STAYVEER moxe 51a HanpaBu XOpMOHATHUTE KOHTPAIIENTHBH Hee(EeKTUBHH, U KAaTO CEe
B3€MEOCBEH TOBa MPEABHU/ICHIICCTBYBA PUCKA OT BIIOLIABaHE Ha OeI0ApOOHATa XUIIEPTOHMUS IPU
OpEeMEHHOCT, KaKTO M TePaTOreHHHUTE eeKTH, HAOJI0JaBaH! TIPH )KUBOTHH:

° Jleaenuero cbc STAY VEER He Tps6Ba 1a 0b/1e 3a110YBaHO NPH )KEHHU C JIETEPOJICH TOTEHITHAT,
OCBEH aKO T¢ HE M3TOJI3BAT HAJEKTHA KOHTPAIIEIITUS U Pe3yATaThT OT TecTa 32 OPEMEHHOCT
MIpeau JISYCHUETO HE € OTPHUIIATEIICH.

. XOopMOHAJTHUTE KOHTPALICITHBY HE MOraT Jia ObJIaT ¢IMHCTBEH KOHTPALICIITUBEH METOI 10
BpeMe Ha sneueHue cb¢c STAY VEER.
. ITo BpeMe Ha nedeHue ce mpernophiBa Ja ce MPABST eKEMECEYHH TECTOBE 32 OPEMEHHOCT C TIElT

paHHO OTKpHBaHE Ha OpEMEHHOCTTA.
3a gombIHKUTENHA HHPOPMALIUS BUXKTE TOUKH 4.5 1 4.6.

BenonpobHa BEHOOKITY3UBHA 6omecT

WwMa cpoOmieHus 3a ciiyyau Ha 0elo[po0eH OTOK IPH yroTpedara Ha Ba30{MiIaTaTopH (TJIaBHO
MPOCTANMKJIMHN) OT MAIUEHTH ¢ Oe0apoOHa BEHOOKTy3uBHA O60secT. ClieToBaTEIIHO, aKO MPHU
nederneTo ¢cb¢ STAY VEER na narmmenTn ¢ BAX ce mosBsT npu3Hany Ha 0eI0ApoOeH OTOK, TpsiOBa




Jla ce MMa TPeNIBU Bh3MOXKHOCTTA 32 CBhp3aHa BEHOOKITY3UBHA 0ojiecT. B mocTMapkeTHHTOBUS
MIEPHO]T € UMAJIO PEIIKH ChOOIIECHUS 3a 0e0Ipo0eH OTOK MpH manueHTH, JeKyBaHu cb¢ STAY VEER,
P KOUTO € UMaJI0 ChMHEHUS 3a 0€10[poOHa BEHOOKITy3UBHA OOJIECT.

TTamumenTu ¢ 6emoapoOHa apTepHalIHa XUIEPTOHUS M ChbIIETCTBAIIA JIEBOKAMEPHA HEJOCTATHYHOCT

He e npoBexaaHo cienuduyHO MpoyYBaHe MPU MANUEHTH ¢ 0I0IPOOHA XUIIEPTOHUS M ChITBTCTBAIIA
neBokamepHa nucysakmus. O6ade 1 611 mamuentn (ot kouto 804 ca momydaBanu 6o3entan u 807 ca
MOJTy4JaBaly IuIanedo) ¢ TeXKa XpOHUIHA chpAedHa HeqoctaThuHoCT (XCH) ca mekyBaHu cbhe cpenHa
MPOJBKUTEHOCT OT 1,5 rogunu B mane60-KOHTpoIUpaHo npoyusane (mpoyusane AC-052-301/302
[ENABLE 1 & 2]). B ToBa npoy4BaHe nMa MOBUIICHA Y€CTOTA HA XOCIIUTAIH3AIMUTE, IBIDKAIIN CE
Ha XCH, npe3 mppBuTe 4—8 CEIMUIH OT JISYEHHUETO C,003€HTaH KOETO MOJXKE J1a € B Pe3yNTaT OT
3aJpbXKKaTa Ha TCYHOCTU. B TOBa mpoy4BaHe 3aipbKKaTa Ha TCYHOCTH CE MPOSIBSIBA C PAHHO
HaJJIaBaHe Ha TETJI0, TOHWKCHA KOHIICHTpAIlVsI Ha XeMOTJI00MHA U TI0-4eCTaTa MmosiBa Ha OTOIH 110
KpakaTa. B kpas Ha mpoy4BaHETO HE € YCTAaHOBEHA Pa3jIfKa B YECTOTaTa Ha XOCTIUTAIN3AIIH BbB
BpPB3Ka ChC ChpJedHaTa HeJOCTaTbYHOCT, HUTO B CMBPTHOCTTA MEXKAY HMAIIMEHTHUTE, JIEKYBaHH C
0o3eHTaH Wiy miane6o. CrnenoBaTeHoO, IPENOPHYBaA CE MAIMEHTHTE J1a ObIAT MPOCIeASBaHU 3a
TIPU3HAIN 32 33pBKKa Ha TEYHOCTH (HampuMep HaagaBaHe Ha TETJ0), OCOOCHO aKo CTpajaT OT
CBHITBTCTBAIIA TEXKKA CUCTONHA TUCPYHKIHA. AKO TaKMBa MIPHU3HAIN CE MOSBSAT, C€ TIPEIOphyBa Ja ce
3aIl0YHE JICUCHHE C IUYPETHUIIM WM Jia CE TIOBMIIIY J103aTa Ha MpueMaHuTe quypetuiy. [Ipu manueHTu
C JIaHHU 3a 33JIphKKa Ha TSUHOCTH, JICUCHUETO C IUYPETHUIIM TPsIOBa Ja ce 00CHIU MPEH 3a04YBaHe
Ha neuyenuero cb¢c STAYVEER.

Benonpobua aprepuanna xunepronus, cebpi3ana ¢ HIV nadekums

OnuThT OT KIMHUYHUTE NTpoy4uBaHus ¢ ynorpeda Ha STAY VEER npu manmenTu ¢ 6emonpooHa
apTepualHa XUIepToHus, cBbp3ana ¢ HIV undekuus, nekyBaHu ¢ aHTUPETPOBUPYCHH JICKAPCTBEHU
MPOAYKTH, € OrpaHuyeH (Bxk. Touka 5.1). [[poyuBaHe BbpXy B3aUMOACHUCTBHATA MEXK Ly OO3CHTaH U
JIONMTMHABHP+PUTOHABUP NIPU 3paBU MHAUBUIY [T0Ka3Ba MOBUIICHH IJIA3MEHU KOHLIEHTPALUH Ha
003eHTaH, c MaKCHMAaJIHW HUBA Mpe3 IbpBUTE 4 THU Ha JedeHue ( Bx. Touka 4.5). [Ipu 3armouBane Ha
nedenue cb¢ STAY VEER npu nanuenTu, KOUTo ce HyKAadT OT pPUTOHABUP-aKTUBUPAHU NMPOTEA3HU
WHXHOUTOPH, TOHOCUMOCTTa Ha nanreHTa KbM STAY VEER TpsOBa BHUMaTEITHO [1a ce Ciiequ, KaTo ce
00bpHE 0cOOEHO BHUMaHHUE, B HAYaJIOTO Ha BhBEXJamara ¢asa, Ha pUcKa OT XUIIOTOHHS U Ha
YepHOAPOOHHUTE (PYHKIIMOHATTHH TecTOBe. [I0BUIIIEH IBITOCPOUYECH PUCK OT YEPHOPOOHA TOKCHYHOCT
Y XEMAaTOJIOTMYHH HEXXeNaH! e()eKTH He MOraT Jia ObJIaT N3KIII0UYEeHHU NP1 KOMOMHKUpaHa ynorpeba Ha
003eHTaH C aHTUPETPOBUPYCHU JIEKaPCTBEHU NPOAYyKTHU. [lopaan noTeHLnana 3a TakuBa
B3aMMOJICHCTBHS, CBbP3aHH ¢ HHIyIMpanus eekt Ha 6o3eHTaHa Bbpxy CYP450 (Bk. Touka 4.5),
KOMTO MOKe Jla OKaxke eeKT BbpXY e(prKkacHOCTTa Ha aHTUPETPOBUPYCHATA Teparusl, Te3U MallUueHTH
CBHIIO TPsAOBa Aa ObAAT NpOCie s IBaHN BHUMAaTENHO 10 oTHoweHne Ha HIV undexuusra.

BbenoapoOHa apTeprajiHa XMIIEPTOHMS BCJIEACTBHE HA XpOHUYHA 06CTDVKTI/IBHa 66JIOI[DO6H3 0oJiecT

(XObb)

BbeszomacHocTTa M TOHOCMMOCTTa Ha O03€HTaH ca MPOYUYESHH MIPH €KCIUIOPATOPHO, HEKOHTPOIUPAHO
12-cenmuuno npoyusane npu 11 manuentu ¢ 6enoapoOHa XuIlepToHUS BeaencTsue Ha Texxka XObb
(III crenen mo knacupukanusata GOLD). HabmonaBanu ca nmopuilieHa MUHYTHA BEHTIJIAIUS H
MTOHIKEHO KHUCIOPOAHO HACHIaHe, KaTO Hali-ueCTOTO HeXXeJlaHO ChOMTHE € Omiia TMCITHEs, KOsTO €
OT3ByYaBaJa CjeJl CHHpaHeTo Ha OO3eHTaH.

EnnoBpeMenHa yorpeda ¢ Ipyru JIEKapCTBEHU IPOIYKTH

Ennospemennara ynorpe6a Ha STAY VEER u nuxiiocriopus A e npotuBonokasasa (Bx. Touku 4.3 u
4.5).

Ennospemennata ynorpeba Ha STAY VEER ¢ rimubenknamu, ¢hiiykoHa3oi1 U pudaMIMIIMH He ¢e
npernoprYBa. 3a MmoBede MoJpOOHOCTH BXK. TouKa 4.5.



Ennospemennoto npuinarane Ha STAY VEER, kakrto ¢ naxuburop Ha CYP3A4, Taka u ¢ ”HXHOHUTOP
Ha CYP2C9 TpsiOBa na ce n3bdsaraa (Bx. Touka 4.5).

45 BzaumopaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMHU HA B3auMoOJelicTBHE

Boszenran e nanykrop Ha uuroxpoM P450 (CYP) nzoensumure CYP2C9 u CYP3A4. lannute un
sumpo npennonarat 1 unaykuug Ha CYP2C19. CnepgoBatenHo, Ia3MEHUTE KOHIIEHTPAIIMH HA
BEIecTBaTa, KOUTO C€ META0OIU3MPAT OT TE3W U30CH3UMH, I1Ie ObaT MOHIKEHH ITPU
eqnoBpemerHoTo npuiarane Ha STAY VEER. Tps6Ba na ce mma npeasu Bb3MOKHOCTTA Ja e
NPOMEHHU e(peKTUBHOCTTA Ha JIEKAPCTBEHUTE MPOIYKTH, KOUTO CE€ META0OIMU3UPAT OT TE€3U H30€H3UMH.
Moske ma ce HaJIOKW KOPUTHPAHE Ha /103aTa Ha Te3U MPOIYKTH CJIe/I 3all0uBaHe, MPOMIHA Ha J103aTa
WM CTIFpaHe Ha ChITBTCTBAIIOTO JeueHue cb¢ STAY VEER.

Boszenran ce metabonuzupa ot CYP2C9 u CYP3A4. IloTrckaHeTo Ha TE3W N30€H3UMH MOKE J1a
MOBHUIIIM IUIA3MEHATa KOHIEHTpalys Ha 003eHTaH (BI)KTE KETOKOHa301). He e mpoy4yeHo BIusHUETO
Ha naxuouropure Ha CYP2C9 Bbpxy KoHIEHTpanuuTe Ha 603eHTaH. KomOuHanusra TpsoBa 1a 0bae
M3II0JI3BaHa C TIOBUIIEHO BHUMAHHUE.

@nyxonazon u opyeu unxubumopu Ha CYP2C9 u CYP3A4: eqHOBPEeMEHHOTO NpUiIaraHe ¢
¢ykoHa3oi1, koiito notucka riaBuo CYP2C9, Ho no u3BectHa crenieH u CYP3A4, moxe na noBene
JI0 TOJISIMO TIOBHUIIIaBaHE HA MJIa3MEHUTE KOHIIEHTpaluy Ha 6o3eHTaH. KomOnHanusTa He ce
npenopsbuBa. 1o chlllaTta MpuurHa HE e MPEeNnopbyUBa eAHOBpeMeHHOTO npuiarane Ha STAYVEER
KakTo ¢ MolieH nuxuoutop Ha CYP3A4 (kaTo KeTOKOHA30J1, UTPAKOHA30JI MIIK PUTOHABHUD), TAKa U C
naxuouTop Ha CYP2C9 (kato BOpHKOHA30M).

Cyclosporine A: ennoBpemernnoro npuiarane Ha STAYVEER ¢ nukiocnopus A (MHXHOUTOp Ha
KaJLMHEBPUH) € IPOTHUBOINOKa3aHo (BX. Touka 4.3). [Ipu exHOBpEeMEHHOTO NpuIarane, Ha4aaHUuTe
IUTa3MEHH KOHIIEHTpaluy Ha 003eHTaH ca NpuOau3UTenHO 30-ITbTH [10-BUCOKHU OT T€3U, U3MEPEHU
cies; 003eHTaH, MPUIIOKEH caMoCTOATeNHO. [Ipy cTaloHapHO ChCTOSHIE, TNIA3MEHUTE
KOHIICHTpAI[MK Ha 003€HTaH ca 3- 10 4-IIbTH MI0-BUCOKH OT TE3U, U3MEPEHU clie]] 003CHTaH, PUIIOKEH
caMoCTOsITeTHO. MeXaHM3MBT Ha TOBa B3aMMOJICHCTBUE € Hali-BEpOSITHO MHXUOWpPaHE OT CTpaHa Ha
LUKJIOCTIOPMHA HAa MEAUUPAHOTO OT TPAHCIIOPTHUTE MPOTEHHH MMOEMaHe Ha 003€HTaH OT
xenarouutnte. Konuentpauunte Ha nukiaocnopud A (cyocrpat Ha CYP3A4) B kpbBTa HaMasiBat
npubnuzutenHo ¢ 50%. ToBa Hali-BeposATHO ce AbKU HAa nHAyKuusaTa Ha CYP3A4 ot cTtpana Ha
603€eHTaH.

Takponumyc, cuporumyc: eTHOBPEMEHHOTO IpWJIaraHe Ha TAKPOJIMMYC WIIH CHPOJIUMYC ChC
STAYVEER He e uzcneaBano npu xopa, HO TI0 aHAIIOTHS C €THOBPEMEHHOTO TIpHUJIaraHe ¢
HUKIIOCTIOPUH A, e THOBPEMEHHOTO MpHiIaraHe Ha TakponumMyc uin cupoiumyc cb¢ STAYVEER
MOJKE /1a JIOBEJIE JI0 ITOBUIIaBaHe Ha IJIa3MEHHUTE KOHIIEHTpaluy Ha 003eHTaH. ChIIbTCTBAIIOTO
neyenne cb¢ STAYVEER Moxe na HaManu mia3sMeHUTe KOHIIEHTPALUU Ha TAKPOIUMYC U
cuponumyc. [Topamu ToBa, emHoBpemenHara ynorpeda Ha STAY VEER u takponumyc nnn
CHUPOJIUMYC He ce IpernopbuBa. [laiueHTuTe, Ipu KOUTO KOMOMHAIMATA € HAJIOKUTENHA, TpsIOBa J1a
ObIar npocieasBaHU BHUMATEIHO 3a HeXeNlaHu peakuuu, cbp3anu cb¢ STAYVEER, u 3a
TUIa3MEHNUTE KOHIIEHTPALMU HAa TAKPOIUMYC U CHPOJIMMYC.

Tnubenxnamuo: eMTHOBPEMEHHOTO Npwiiarane ¢ 6o3eHtad 125 mg aBa MbTH THEBHO B MPOABIKEHNE
Ha 5 JHY MOHIKaBa IUIAa3MEHUTE KOHIeHTpaIuu Ha rnudenkinamun (cyocrpar Ha CYP3A4) ¢ 40%, ¢
BBH3MOXKHO 3HAYUTEITHO HaMaJlsiBaHe Ha XUIOTIMKeMUIHUs eekT. [[1asMeHnTe KOHIIEHTpalluy Ha
003eHTaH ChIIO ce MOHMKaBaT ¢ 29%. OcBeH ToBa NPy NAIMEHTUTE, MOTyJaBalld KOMOMHUpaHa
Tepanusl, ce HabJro1aBa Mo-rojIsiMa YeCTOTa Ha MMOBHIIaBaHEe Ha aMMHOTpaHcdepasute. Kakto
TIIMOCHKIIAMUIBT, TaKa U O03€HTaHBT MOTUCKAT EKCIIOPTHATA ITOMITA Ha )KIITBYHHUTE COJIU, KOETO On
MOTJIO J]a 00SICHY MOBUIIIEHUTE aMHHOTpaHchepaszn. Tazu KoMOUHAIHS He TPsIOBa Jja ce M3IO0JI3BA.
Hsima Hanu4HM JaHHM 32 JIEKapCTBEHUTE B3aMMOJICHCTBUS ¢ APYTUTE CyN(aHMITypeiiHN Ipenapary.

Pugamnuyun: npu 9 31paBu nanueHTa eIHOBPEMEHHOTO IIPMIIAraHe B IIPOABLIDKEHUE HA 7 JHU Ha
0o3eHTaH 125 mg nBa mbTH AHEBHO ¢ prudamnunyH, MomeH nHIykTop Ha CYP2C9 u CYP3A4,



MOHW)KaBa TIA3MEHUTE KOHIICHTpAIMK Ha 603eHTaH ¢ 58%, KaTo B OTJEIICH CITydail ToBa OHW)KaBaHEe
ou moruto na gocturde nouru 90%. B pesynTar Ha ToBa ce 0UaKBa 3HAYMTEITHO HAMAaJICH e)eKT Ha
003eHTaH NpU JHOBPEMEHHOTO MY Mpujiarane ¢ pugamnuurH. EAHOBpeMeHHOTO Mpuiarane Ha
pudammunma 1 STAYVEER ne ce npenopbusa. Jluncsat nannu 3a npyrute naaykropu Ha CYP3A4,
HarpuMep kapoamasenud, perodapOuTan, (GEeHUTONH U KBIT KAHTAPUOH, HO TAXHOTO CTHOBPEMEHHO
TIpHUJIaraHe ce OYakKBa Jja I0BeIe 0 HaMalsiBaHe Ha CUCTEMHAaTa eKCIo3unus Ha 0o3eHTaH. He Mmoke
Ja 0bJie M3KII0YEHO KIMHUYHO 3HAYMMO HaMallsiBaHe Ha e()UKaCHOCTTA.

Jlonunasup + pumonasup (u Opyeu pumorasup- noOCUIeHU NPOMeA3HU UHXUOUMOPU):
€IHOBPEMEHHOTO Mpujiarane Ha 6o3eHTaH 125 mg nBa mbTH AHEBHO M JonuHABUD + putoHaBup 400 +
100 mg aBa MbTH THEBHO 32 9,5 IHU MpH 34paBU JOOPOBOILHN BOAM A0 HAYATHH TUIA3MEHH
KOHIICHTpAITMy Ha 003¢HTaH, KOUTO ca MIPUOIU3UTETHO 48-ITETH TI0-BUCOKH OT U3MEPEHUTE CIIe
CaMOCTOSITEITHO MpHiIoKeHue Ha 603eHTan. BHa men 9, mia3MeHnTe KOHIIEHTpauK Ha O03¢HTaH ca
NPUOITU3UTEITHO 5 -IIBTH TIO-BUCOKH OT TE3H MPH CAMOCTOSITEITHO MPUJIOKEHUE Ha OO3CHTAH.
WNuxubupaneTo OT cTpaHa HAa pUTOHABHP HA MEIUMPAHOTO OT TPAHCIIOPTHUTE IPOTEHHU POHUKBAHE
Ha 0o3eHTaH B xenarouurure U Ha CYP3 A4, Bogenio 1o penyuupane Ha KIUpbHCa Ha 0O3EHTaH,
Half-BEpOATHO MPUYHMHABA TOBA B3auMoJieiicTBue. KoraTo ce mpumara e THOBpEMEHHO C JIONMWHABHP +
PUTOHABUD WX JAPYTH PUTOHABUP-TIOJICWICHH TPOTEa3HU HHXHUOUTOPH, MOHOCHMOCTTA Ha MaIeHTa
kbM STAYVEER TpsiOBa na ce creqm.

Cren emHOBpEeMEHHOTO TIpUIIarane Ha 003eHTaH 3a 9,5 THH TUIa3MEHHUTE SKCIIO3UIMHU Ha JIOMHHABUP U
PUTOHABUP HAMAJISBAT J0 KJIMHUYHO He3HAYMMAa CTereH (¢ npubausutento 14% u 17%, ChOTBETHO).
HesaBucumo oT TOBa IbJIHA HHAYKIMS HAa O03€HTaH MOKe J1a He O'b/Ie IOCTUTHATA U TTOCIIEIBAII0
MOHM)KaBaHE Ha NMPOTEa3HUTE NHXUOUTOPH HE MOXKE J1a ce u3kiIroun. [IpernoppuBa ce moaxoasmo
npocnensBane Ha HIV tepanmsra. [logo6uu edextr Morar qa ce o4akBat U IMPH IPYTH PUTOHABUP-
-[TOJICHJIEHH TIPOTEa3HH HHXUOUTOPH (BXK. TouKa 4.4).

Lpyau anmupempogupycuu 1exapcmea.; He MOTaT Jla c€ HaIPaBAT ClIeUU(pUIHN TPEHOPBKU 110
OTHOILICHNE HA APYTH HAJIMYHU aHTHUPETPOBUPYCHH JIEKApCTBa, Opaau aurnca Ha ganHu. [lopanu
nolyepTaHaTa XernaToTOKCHYHOCT Ha HEBHPAIHH, KOSTO MOJXKE /1a C€ aKyMYJIMpa €
XeMaTOTOKCHUYHOCTTa Ha 003€HTaH, Ta3M KOMOWHALUS HE Ce MIPeropbyBa.

Xopmonannu xonmpayenmuguy: eTHOBPEMEHHOTO TIpMIarane Ha 6o3eHTaH 125 mg 1Ba IbTH THEBHO B
MPOABIDKEHNE Ha 7 JIHU C MHUYHA J103a IIepopalieH KOHTPAIeNTHUB, ChIbpXKalll HOpeTUucTepoH 1 Mg
+ etuHWI ecTpaanon 35 Ug, Hamansa oiomira o kpusara (AUC — Area Under the Curve) Ha
HOPETHUCTEPOH U €TUHWI €CTPaAro, ChOTBETHO ¢ 14% u 31%. Ho HamansBaHeTO Ha EKCTIO3UIIHTA
MIPU OT/IETHUTE TAIUEHTH € ChOTBETHO A0 56% 1 66%. CnenoBaTenHo, CaMOCTOSITETHO PUIOKEHH
KOHTpAIlENTHBY HAa OCHOBAaTa HA XOPMOHH, HE3aBUCHMO OT ITBTA UM Ha BhBEX/aHe (T.€. IepOpalTHH,
WH)XEKIIMOHHU, TPAHCIEPMATHH WJIA UMILUTAHTUPYEMH JIEKapCTBEHU POPMH), HE C€ CUUTAT 3a
HaJISKTHA METO/IH 32 KOHTpanenus (Bx. Touku 4.4 u 4.6).

Bapgapun: ennoBpemeHHOTO npuiarade ¢ 6o3enrad 500 mg 1Ba IbTH JHEBHO B NPOIBJDKEHUE HA 6
JTHY TIOHFDKaBa IJIa3MEHHUTE KOHIICHTpAIM KakTo Ha S-Bapdapun (cydcrpar Ha CYP2C9), Taka 1 Ha
R-Bapdapun (cyoctpat Ha CYP3A4), chotBeTHO € 29% 1 ¢ 38%. KnuHIYHUAT ONHT C
KOMOWMHHPAHOTO MpuijiaraHe Ha 003eHTaH U BapdapuH npu nauuentu ¢ BAX He e J0Ben 10 KIMHUYHO
3HAYMMH IPOMEHU B MexyHapoaHo HopManu3upano ceotHomeHue (INR - International Normalized
Ratio) wim B 1o3ara Ha BapdaprHa (U3X0HO HUBO CIIPSIMO Kpasi Ha KIMHUYHUTE NIpoy4BaHus). OcBeH
TOBA, YECTOTATa HAa IPOMEHHTE B JI03aTa Ha Bap(haprHa [0 BpeMe Ha NPOYy4BaHUITa, IbJDKALIA CE Ha
npomenu B INR uim Ha HeXXenaHu peakuH, € CXOHa IIPH NalMeHTHUTe, NodyvYaBaiy 003eHTaH UK
iane6o. He ce Hamara kopekius Ha J1o3ara Ha BapdapruHa WK Ha JIPYTH MOJI00HN OpaTHU
AQHTHUKOAryJaHTHHU CPEJCTBa IPH 3all04BaHe Ha JieueHHe ¢ 003EHTaH, HO ce MPENopbhYBa HHTEH3UBHO
npocnenssane Ha INR, oco6eHo B HauaJloTO Ha JICYUEHUETO U B MIEPUOJIa HA TIOKAUYBaHE Ha J103aTa.

Cumeacmamun: €THOBPEMEHHOTO IIpuiIarase ¢ 603eHTaH 125 mg nBa nbTU AHEBHO B IPOIbIDKEHHE
Ha 5 THM MMOHM)KaBa IJIa3MEHUTe KOHIEHTpauu Ha cumBacTaTuH (cyoctpatr Ha CYP3A4) u na
HETOBHS aKTUBEH META0ONUT -XUAPOKCH KUCENTUHA, ChOTBETHO € 34% u ¢ 46%. I[Inasmenute



KOHOCHTpalluu Ha 003eHTaH He Cce TOBIUABAT OT CBIIBTCTBAIIOTO JICHCHHUEC CHC CHMBACTAaTHH. TpH6Ba
Ja C€ uMa NpeaABua NpoCICAsIBaHE Ha HUBATa HAa XOJIECTEPOJIa U IOCICABAIO KOPUTHUPAHE HA J03aTa.

Kemoxonazon: eTHOBpeMEHHOTO MpHJiaraHe B NpoIbJDKEHUE Ha 6 THU Ha 003eHTaH 62,5 mg aBa MbTH
JTHEBHO C KETOKOHa30JI, MotieH naxuoutrop Ha CYP3 A4, nopuiasa mia3MeHUTE KOHIICHTPAITUH Ha
0o3eHTaH NpuOIM3NUTENHO 2 METH. He ce cunTa, ye ¢ Heo0X0IuMo J1a ce KOpHUTHpa 103aTa Ha
STAYVEER. Bopeku de He € 10Ka3aHO ¢ IPOYYBaHUS UH 6160, TIOA00HO MOBUIIABAHE HA
TUTa3MEHHUTE KOHIIGHTpAny Ha 003€HTaH ce 09aKBa U ¢ ApyruTe MomHu naxuoutopu Ha CYP3A4
(xaTo UTpaKoHA30J1 WK puTOHaBHpP). Ho KoraTo ce komOmHMpa ¢ naxudburop Ha CYP3 A4, npu
nanueHTuTe, cnabu meradonmuzaropu Ha CYP2C9, uma prck oT MoBUILIaBaHE Ha IIa3MEHUTE
KOHIIEHTpalMK Ha O03E€HTaH B MO-BUCOKA CTEIIEH, KOETO J]a JOBEAE A0 Bb3MOXKHU BPEIHU HEXEIaH!
peaxium.

Enonpocmenon: orpaHuYeHUTE JaHHHU, TOTy4eHH OT npoyuBaHe (AC-052-356 [BREATHE-3]), npu
koeto 10 meguaTpuYHN NAMEHTH ca IpHEeMalli KOMOMHAIMATA OT 003EHTaH U €MOMPOCTEHON COYarT,
Ye KaKTo cjel] IpueM Ha eIMHNYHA, TaKa ¥ Ha MHOTO JI03H, CTOWHOCTHUTE Ha MAKCUMAaJIHATA
koHueHTpanus (Cmax) ¥ Ha miommra mox kpusata (AUC — Area Under the Curve) 3a 603eHTaH ca
NO000HH NPH MAIIMEHTUTE ChC WK 0€3 MOCTOSHHO BIMBAHE HA €MOMPOCTEHOM (BXK. Touka 5.1).

Cundenaghun: eTHOBPEMEHHOTO TpWIarane Ha 603eHTaH 125 mg ABa MbTH THEBHO (CTAMOHAPHO
TU1a3MeHO HKBO) U cwineHadun 80 mg Tpu IbTH JHEBHO (IPU CTAIIMOHAPHO IIa3MEHO HUBO),
IpUIaraHy €THOBPEMEHHO B IIPOABIDKEHNE Ha 6 JHU IPH 3IpaBy A0OPOBOIILIH, BoAH 10 63%
namanseane Ha AUC npu cunaenadun u 50% ysenuuenue Ha AUC npu 603enTan. [Ipu
€IHOBPEMEHHOTO UM TpHJIaraHe ce MpernopbyBa MOBUIICHO BHUMAHUE.

Taoanagun: 603enrtan (125 mg nBa IbTH AHEBHO) MMOHIKABA CHCTEMHATa €KCIIO3UIIHS Ha Taaanagu
(40 mg Bemubx qHEBHO) € 42% U Cmax € 27% cite1 MHOTOKPATHO €HOBPEMEHHO TPHUIIaraHe.
Tananadun ve nopnusiBa excrio3uusaTa (AUC 1 Cimax) Ha 003€HTaH WM METa0OIUTHTE MY .

Jlueokcun.: eMTHOBPEMEHHOTO NIpUJIaraHe Ha JUTrOKCHH ¢ 0o3eHTaH 500 mg 1Ba IbTU JHEBHO B
NpoabIDKeHNe Ha 7 IHW HamautsaBa mionira moxa kpusara (AUC — Area Under the Curve),
MakcUMaTHaTa (Cmax) 1 MEHUMATHATA (Cmin) KOHIIGHTpAIMS HA TUTOKCHHA, ChOTBETHO 10 12%, 9% u
23%. MexaHU3MbBT Ha TOBa B3aUMOJICHCTBUE MOXKE Jla Ob/ie MHAYKIUS Ha P-rmukonporenHa. Hiama
BEPOSATHOCT TOBA B3aMMOJCHUCTBHUE J1a ObJIC OT KIMHUYHA 3HAYUMOCT.

IleanaTpuyHa NOMyJIaus
IIpoyuBaHus 32 B3aUMOJEUCTBUSITA €A IPOBEXKIAHHA CaMO IPU Bb3PACTHHU.

4.6 @epTHIAUTET, )PEMEHHOCT H KbpMeHe

BpemenHoct

IIpoy4BaHusATa NpHY )KUBOTHH ITOKa3BaT PENPOAYKTUBHA TOKCUYHOCT (TEPaTOr€HHOCT,
eMOPHOTOKCUYHOCT; BXK. Touka 5.3). Hama HagexmHa napopmanus 3a ynorpebara Ha STAYVEER
npu OpeMeHHU keHH. [loTeHmanHuAT prck mpu xopara Bee orie He e m3BecteH. STAYVEER e
NPOTUBOIIOKAa3eH IIpH OpeMeHHOCT (BX. Touka 4.3).

Kenu ¢ geTepojieH IOTEHIHAAT

[Ipenu 3anouBane Ha geuenne cb¢ STAY VEER npu xeHu cbe 3amaseH 1eTepojieH NoTeHIral TpsioBa
Jla ce MPOBEPH, Y€ HE € HaInIe OpeMEeHHOCT, TpsiOBa 1a ce Aajat MOIXOISIIN ChbBETH OTHOCHO
HAJEKIHA METOIH 32 KOHTPALIETIIUS, KaTo TPsAOBa /1a Ce 3all0YHe U MPHJIaraHeTo Ha TOIXO0/sIIa
KoHTpauenuus. [lanuenTuTe u nexkapuTe, NpeANUCBAaIIY JEUYSHUETO, TPSIOBa 1a 3HAAT, Ye MOpaan
BB3MOXHH (apMakokuHeTHuHH B3aumozencTeust, STAY VEER moxe nga Hanpasu HeepeKTUBHU
XOPMOHATHUTE KOHTpAIENTHBH (BXK. Touka 4.5). [Topaau ToBa, )KEHUTE C IETEPOJICH TIOTCHIINAT HE
TpsiOBa J1a M3M0JI3BAT XOPMOHATHUTE KOHTPALIEITUBH (B TOBA YMCIIO IEPOPATTHH, HHKEKIIHOHHH,
TpaHCAEPMAaIHU WM o1 popMaTa Ha UMIUIAHTATH) KaTo €AMHCTBEH METOJ Ha KOHTpaLenuus, a Aa
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M3IIOJI3BAT JOITBTHUTENEH WM aITEPHATUBEH HaJIeK/IeH METO/I Ha KOHTPAIETINI. AKO ChIIECTBYBa
ChMHEHHE OTHOCHO TOBA, KAKhB CHBET Ja Ce J1ajlc Ha KOHKPETEH MallMeHT, TpsiOBa 1a My ce Ipernopbya
KOHCyJTanus ¢ TuHeKoor. [lopanu chiiecTByBaiiaTa BEPOATHOCT OT HEYCIEX OT MPUJIAraHeTo Ha
XOpMOHaTHa KOHTparnenius no speme Ha jeuenue cb¢ STAY VEER u kato ce uma npeaBuj puckbT
OT TEKKO BJIOIIABaHE Ha OeI0ApOOHATa XUTIEPTOHHUS TIPH OPEMEHHOCT, TI0 BpeME Ha JICUCHHUETO ChC
STAYVEER ce nipeniopbuBa 11a ce IpaBsAT €KEMECEUHH TECTOBE 32 OPEMEHHOCT C IIeJT paHHO
OTKpHBaHE Ha OPEMEHHOCTTA.

Kwpmene

JanHu oT chOOLICHNE Ha ClTy4yail OMucBaT HAIM4KE Ha O03€HTaH B KbpMaTa ¢ HICKa KOHLIEHTPALHSI.
Mma HemocTarpuHa nHGOpManus 3a epeKTUTe Ha O03EHTaH MPH KbpMadeTa. He Moxke 1a ce N3KII0In
puCK 3a KkbpMadeTarta. He ce npenopbuBa a ce KbpMu 1o BpeMe Ha jeueHue cs¢ STAYVEER.

depTunurer

[TpoyuBaHusTa MPY )KUBOTHH Ca MOKA3aIX TECTUKYIapHH edekTH (BXK. Touka 5.3). [Ipu kaumHu4HO
Npoyd4BaHe, u3cienBamo epeKTuTe Ha 003eHTaH BbPXY TECTUKYyIapHaTa (PYHKLHS IPY IALUEHTH OT
MBKKHU 11011 ¢ BAX, mectuma ot 24 yuyactaunu (25%) ca uMann HaMaJieHa KOHLIEHTpaus Ha
crniepMaTo3ouau ¢ moHe 50% OT U3XOAHOTO HUBO clie]l 6-MeceyHo jedeHue ¢ 603eHTaH. Bb3 ocHOBa Ha
TE3W HaXOAKH U MPEIKIMHUYHUTE JaHHHU, HE MOKE Jla ce U3KIII0YH, 4e O03EHTaH MOXKe J1a Ma
yBpexIall eQeKT BbpXy cliepMaToreHe3aTa npu Mexere. He Moxxe 1a ce H3KII0UH IBJITOCPOYHO
BJIMSIHUE BHPXY (EepTUIIUTETA cie] JieueHHe ¢ 003CHTaH MU Jela OT MBKKHU TOJI.

4.7 EdexTu BbpXy crniocodHOCTTa 3a modupaHe 1 padoTa ¢ MAIIUHA

He ca npoBexnanu cennduyHN Mpoy4YBaHus 3a olieHKa Ha npekus egekt Ha STAYVEER Bwvpxy
CIocoOHOCTTA 3a 1modupane U padoTa ¢ mamuuu. Benpeku ToBa, STAYVEER moxe na npuynau
XHUIMOTOHHS, ChC 3aMAasTHOCT, 3aMbIJICHO 3PCHHUE WITH CUHKOI, KOUTO OWXa MOTJIH J]a MOBIHSISIT
CIIOCOOHOCTTA 32 MIo(UpPaHe WK paboTa ¢ MAITHUHH.

4.8 Hexenanu JeKapcTBEeHH peaKIHU

ITpu 20 manedo KOHTPOJIUPAHU TPOYUBAHUS, TPOBEICHU TPU PA3IMYHU TEPANEBTHYHH MTOKA3aHU,
00110 2 486 manueHTH ca npuemMaiy 603eHTaH B JHeBHA /1032 oT 100 mg 1o 2 000 mg u 1 838
MAIUeHTH ca npueMaiy miaredo. CpeaHara Ipoab/DKUTEIIHOCT Ha JISYSHUETO ¢ Ouia 45 ceAMHMIIN.
Hesxxenanurte jgekapCTBEHU peakiiuu ce Ae(GUHUPAT KaTo ChOUTHS, KOUTO Bb3HUKBAT MPHU HAW-MaJIKO
1% ot npuemaruTe 003EHTaH NAMEHTH U ¢ YecToTa noHe 0,5% mo-roisMa oT Ta3u Ha MpUEeMAaIUTe
amne6o nanueHTy. Hali-uecTure HeXeNnaHu JIeKapCTBEHH peakinu ca riasodonue (11,5%),
OTOK/3aapbikKa Ha TeuyHocTH (13,2%), abHopMHM n3cneaBanus 3a yepHoapoOHa dynkums (10,9%) u
aHEeMUS/TIOHMKEeH XeMorioouH (9,9%).

JleuenneTo ¢ 603eHTaH € OMIIO CBBP3aHO C J10303aBUCHMO ITOBHIIABAHE HA YEPHOIPOOHUTE
amMuHOTpaHcepasy 1 MOHWKaBaHEe HA KOHIIEHTPAIMATA HA XeMoroouHa (BK. Touka 4.4).

Hexenanute nexapcTBeHU peaknuu, Ha0moaBanu B 20 rmane0o KOHTPOJIMPaHHU IPOYYBAHUS U ITPH
MMOCTMaPKETHHTOBHSI OIUT ¢ O03EHTaH ca CTENIEHYBAaHH 0 YeCTOTa KaTo Ce U3I0JI3Ba CIeIHATA
KOHBEHIS: MHOTO uecTH (> 1/10); wectu (> 1/100 mo < 1/10); veuectu (> 1/1 000 mo < 1/100); peaxu
(> 1/10 000 10 < 1/1 000); muOTO peaxu (< 1/10 000); ¢ Hen3BecTHA YecTOTa (OT HANTUMYHUATE JAHHU HE
MOJKe J1a ObJle HallpaBeHa OIICHKA).

B®B Besko IpymnupaHe€ B 3aBUCUMOCT OT 4E€CTOTaTa, HEXCIIAHUTE JICKAPCTBEHU PEAKIIUHN CE I/I36p0$IBaT

B HU3XOJIAII PeJl IO OTHOIIIEHUE Ha TSAXHATA CEpUO3HOCT. He ca HaOmojaBaHu KIIMHUYHO 3HAYUMU
pa3IMKY B HeXKETIAHUTE JICKAPCTBEHHU PeaKIny MexX 1y obriara 6a3a JaHHU W 0JIOOPEHUTE TIOKA3aHHsL.
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Cucremo-opranna
KJIacupuKanus

YecroTa

Hexenanm peaknumn

Hapyienus Ha kpbBTa U
nuMdHaTa cucremMa

Yectu

AneMus, MOHMKEH XEMOTJIOONH
(Bx. Touka 4.4)

C HeusBeCTHA YecToTa

AHeMus WM HOHMKABaHE HA
XEMOIJIOOUHA, KOETO IOHAKOTa
HaJara IpejiuBaHe Ha YepPBEHH
KPBBHH KJIETKH

Heuectn TpomGouuronenus*
Heuectun Heytponenus, neBKoneHns
Hapymenus na umyHHaTa Yecrtu Peakiuu Ha
cucTemMa CBPBXYYBCTBUTEIHOCT
(BKIJTIOUBAILY IEPMATHT, CHPOEK
W1 00puB)?
Penxu Anadunakcus u/uimm
anruoenem’
Hapyuienus Ha HepBHaTa MHoro gyectu I'naBoGonue®
cucreMa Yectu Cunkon™*

HapyueHnus Ha ounte

C Hen3BecCTHA YeCcTOTa

3ambIiieHo 3penue’

ChbpaeyHy HapyLICHUS

Yectu

Mannuramuu® 4

Cb10BU HApyLICHUS Yectun 3auepBsiBaHe
Yectu Xunorouus® *
Pecniupatopuu, rppaHu 1 Yecrtu Hazanna konrectus®
MEIMACTUHAIHY HAPYIICHHUS
CroMainHo-upeBHU HapyuieHus |Yectu l'actpoesodareanna pedurykcHa

6omect
Huapus

Xenaro-OuanapHu HapyIeHus

MHoro uectn

AOGHOPMHH YepHOIPOOHH
(hyHKITMOHATHH TECTOBE (BXK.
Touka 4.4)

Heuectu

[ToBuiienn aMmuHOTpaHChEpasH,
CBBP3aHH C XEIATUT
(BKITIOYHUTEITHO BH3MOKHO
000CTpsIHE HA MOJJICIKAIL
XENaTUT) W/HIH KbITeHHuat
(Bk. Touka 4.4)

Penxu

upo3sa Ha yepHus qPpo0,
4EpHOAPOOHA HEIOCTATHYHOCT

Hapyenus Ha koxxara u
MOJIKO’KHATA ThKaH

Yectu

Epurem

0061y HapymieHus 1 eeKTH Ha
MSICTOTO Ha IPHJIOKEHHUE
1

Mpmuoro yectu

OToK, 3aphKKa Ha TEYHOCTH"

JlaHHM, IOJyYEHH OT MOCTMAaPKETUHIOBUS OIMT, YECTOTUTE CE€ OCHOBABAT HA CTATUCTUYECKOTO MOJEIMpPAHE Ha
1ae00-KOHTPOIMPaHH JaHHU OT KIMHUYHO MPOYyYBaHe.

manedo.

iareoo.

Peakiiu Ha CBPBXYYBCTBHTEIHOCT ca ChOOMIEHHU TpH 9,9% 0T manueHTuTe ¢ 6o3eHTan u npu 9,1% oT manueHTUTE C

I'maBoGomnue e crobmeHo npu 11,5% ot manumenTute ¢ 603eHTaH U npu 9,8% OT ManueHTuTe ¢ rianebo.
Te3u BUIOBE peakKiiK CHIO MOXE Ja Ca CBhP3aHU C IOUIEKAII0 3a00IsBaHe.
OTOK WITH 33pHKKa Ha TEYHOCTH € ChoOIeH mpH 13,2% oT marentute ¢ 603eHtan u npu 10,9% oT manueHTuTe ¢

ITo BpeMe Ha MOCT-MapKETUHTOBUS NIEPUOJT Ca CHOOIIICHH PEJIKH CIIy4and Ha HeOOsCHUMA IIMPOo3a Ha
gepHHs Apob cien npoabrkutenHo gederre ¢b¢ STAY VEER npu namueHTH ¢ MHOXECTBO
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IpuapysKaBaly 3a001aBaHus U TEPAIUU C JIEKapCTBEHU CpeAcTBa. IMa ChIlo pellku choOIIeHHs 3a
YyepHOAPOoOHa HEeOCTaThYHOCT. Te3n choOIIeHHsI TOCUIIBAT 3HAUEHUETO HAa CTPUKTHOTO CIIa3BaHE Ha
€XKeMeCeyHOTO TpociesIBaHe Ha YepHoApoOHHuTE PyHKIMH, ToKaTo Tpae JedeHnero cbe STAYVEER
(Bx. Touka 4.4)

Ilennarpuyna momyJianus

HeKOHmpOJZLlpaHM KIUHUYHU npoy4Y6aHus npu ne()uampulmu nayuernmu

[MpoduabT Ha 6€30MACHOCT MPH TBPBOTO OTBOPSHO HEKOHTPOIMPAHO TIEAUATPUYHO TPOYUIBaHE
npoBeseHo ¢ punmmupanu taderku (BREATHE-3: n = 19, menuana Ha Bb3pactta 10 rogunau
[mmanazon 3-15 roauau], 603eHTaH 2 mg/Kg 1Ba IBTH JHEBHO; TIPOIB/DKUTEIHOCT Ha JICUSHHE

12 ceqmuin) € mog00CH Ha TO3U, HAOJFOIaBaH PY OCHOBHHM MTPOYYBaHUS TPU BH3PACTHU MAIIUCHTH C
BAX. Ilpu BREATHE-3, Haii-uecTute HexxelaH! peakiuu ca 3adepBaBane (21%), rmaBobomnue u
a0HOpPMHHM YepHOApOoOHM (yHKITMOHATHA TecToBe (16% Bcska).

COopeH aHann3 Ha HEKOHTPOJIMPAHU NIeNUATPUIHH MTPOyUYBaHus, mposeneHu npu bAX ¢ 6o3entan
32 mg nucnieprupantu ce Tabnetkn (FUTURE 1/2, FUTURE 3/IIpoapmkenne) BKIFOUBa 001110

100 nerma exkyBanu ¢ 603entan 2 mg/kg aa meTr aHeBHO (N = 33), 2 Mg/KQ Tpu MbTH THEBHO

(n =31), unmu 4 mg/kg nBa meTH AHEBHO (N = 36). [IpH BKIIOYBAHETO, IICCTUMA MAIIMEHTH ca OWITH Ha
BB3pacT Mexy 3 Mecena u | roguna, 15 gena ca Ounn Ha Bb3pacT Mexay | u mox 2 roauuu u 79 ca
0wy Ha BB3pacT Mexay 2 u 12 rogunu. MenuaHnaTa Ha IPOJIBIDKUTEIIHOCT Ha JieueHue ¢ Oua

71,8 cemmunn (nmamazon 0,4—258 cenvunn).

ITpodunbT Ha Ge30MaCHOCT MPH TO3M COOPEH aHAIN3 Ha HEKOHTPOJIMPAHH MIEAUATPUYHH [IPOYUBAHUS
e mo100eH Ha To3M, HAaOJIro1aBaH MPU OCHOBHUTE W3MUTBAHUS IIPH Bh3pacTHH NanueHTu ¢ BAX, ¢
W3KIIIOUCHUE Ha MHPEKIUUTE, KOUTO ¢a ChOOIEHH IMO-U4eCTO, OTKOJIKOTO MpH Bb3pacTHUTE (69,0%
copsimo 41,3%). Paznukata B yecToTara Ha HHPEKIIMUTE MOKE OTYACTH /I C€ ABJDKH Ha MO-ToJsIMaTa
MeraHa Ha MIPOABIDKUTEIHOCT Ha EKCIO3UIMATA B IEANaTpU4HaTa rpymna (Meanana 71,8 ceqmuiu) B
CpaBHEHHME C Bb3pacTHHUTE (MenuaHa 17,4 cenmunn). Hali-uecture Hexenanu cbOuTHs ca MHQEKINN
Ha FTOPHUTE JuXaTeaHu nbTuma (25%), 6enoapodna (aprepuanna) xunepronus (20%), HazodapuHTUT
(17%), nupexcust (15%), nopswiane (13%), opouxut (10%), kopemua 6oska (10%) u quapus (10%).
Hsma 3HaunMa pa3nuka B 4ecToTaTa Ha HeXeJlaHUTE ChOUTHSI TPH NAMEHTHUTE HaJI U 1OJ1 2 TO/AUIIHA
BB3pacT; ToBa obaue ce 6a3upa camo Ha 21 nema mox 2 rOAWHY, BKIIOYHTEHO 6 TAMEHTH MEXKIY 3
Mmecena u 1 roguna. Hexxenanu crOuTHs Ha 4epHOAPOOHH HApYLICHHUS M aHEMHS/HaMaJleH
XEMOTJIOOHH Ca HACTBITHIIN CHOTBETHO MpH 9% U 5% OT marmenTure.

IIpu panomusupaHo mIane6o-KOHTPOIUPAHO NMPOyUBaHe, MpoBeaeHo npu nanuentu ¢ [IBXH
(FUTURE-4), o610 13 HOBOpOieHH ca OWIIK JISKYBaHHU C AUCIIEPTHPAIIH Ce Ta0JCTKH O03EHTaH ¢
no3a 2 mg/kg nBa mbTH JHEBHO (8 MalMeHTH ca Owiu Ha iane6o). Menuanara Ha POAb/DKUTEITHOCT
Ha JiedyeHue ¢ 003eTaH U 1ialedo ¢ Ouia, CboTBETHO, 4,5 nuu (nuana3od 0,5-10,0 nuu) u 4,0 nHU
(mmanaszon 2,5-6,5 muu). Haii-uectute HexXeNnaHu ChOUTHS TPH MAIMCHTH, JICKYBaHHU C O03€HTaH U
rtane0o, ca OWIIM ChOTBETHO aHEMHUS WIIH HaMaJIeH XeMOTJI00uH (7 1 2 MaleHT ), reHepain3upaH
eaem (3 u 0 maruenTn) u noBpbinane (2 u 0 manueHTH).

.Ha6ODaTODHI/I OTKJIOHCHHUA

OmknoHenus: 8 YepHoOpPoOHUMe U3CAe0BAHUS

[lo Bpeme Ha KIMHUYHATA IPOTPaMa, J0303aBUCHMUTE MOBUIIIEHHUS HA YEPHOIPOOHUTE
amMuHOTpaHc(hepa3u OOMKHOBEHO ca Bh3HUKBAJH MPE3 TbPBUTE 26 CEAMHUIIN OT JICUCHHUETO,
O0OMKHOBEHO ca ce pa3BUBAJIU IMOCTENICHHO U ca OWJIM TJIaBHO acuMNTOMHU. [1o Bpeme Ha mocT-
MapKETUHIOBHUS TIEPHOJ ca ChOOILICHH PEAKH CIIydau Ha [IMPO3a U HEAOCTaTHYHOCT Ha YepHUSI P00

MexaHU3MBbT Ha TO3U CTpaHu4eH e(eKT He ¢ sceH. ToBa MoBUIlIaBaHe Ha AMUHOTPaHC(Epa3UTe MOXKE
Jla ce TIpeoiojiee CIIOHTaHHO, KaTo JICUSHUETO MpoabibkaBa ¢ moaabpxaiia 103a STAY VEER, wim
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clie]] HaMaJlsIBaHe Ha J103aTa, HO MOXe Jia Ob/ie HeOOXOIMMO MPEKbCBAHE WITH CIIUPAHE HA JICYCHUETO
(Bk. Touka 4.4).

[Tpu 20-Te 0OequHeHM TTale00 KOHTPOJIUPAHU POYYBAHMSI, TOBUIIABAHETO HA YSPHOAPOOHUTE
amuHOTpaHchepasu > 3 x ['TH e mabmronaBano mipu 11,2% oT npuemamuTte 003€HTaH NAIMEHTH, B
cpaBHeHue ¢ 2,4% ot nmpueManiure iane6o nanueHTty. [losumasane 10 > 8 x 'TH e nHabnrogaBano
nipu 3,6% OT marueHTuTe, JeKyBanu ¢ 603eHTan u 0,4% OT MpUeMaIuTe Ianedo MaueHTH.
[ToBumaBaneTo Ha aMHHOTpaHCEpa3uTe € OMII0 CBHP3aHO C IOBHINIABaHE HA OMIMpPyOHHa (

> 2 x I'TH) 6e3 nannau 3a OunuapHa obctpykums npu 0,2% (5 manuent) npuemariu 6o3eHtan u 0,3%
(6 marmenTH) IpHUEMAIIY Iare6o.

IIpu cOopuus ananu3 Ha 100 mera ¢ BAX ot HekoHTponmpanuTe neguarpuanu npoyuBaans FUTURE
1/2 u FUTURE 3/IIpoabmkenne ca HaOMIOJaBaHU TIOBHIIIEHN YePHOAPOOHHN aMHHOTpaHCEpa3n > 3 x
I'TH npu 2% ot manmeHTwHTe.

I[Tpu npoyuBanero FUTURE-4, BritouBamio 13 HoBoponenu ¢ [IBXH, nekyBanu ¢ 603enTan 2 mg/kg
JIBa ITbTH AHEBHO 3a Mo-Manko oT 10 aau (quanazon 0,5-10,0 nau), HIMa cy4an Ha YePHOAPOOHU
amuHoTpanchepasu > 3 x 'TH no Bpeme Ha JieYeHUETO, HO EAMH CIIy4ail Ha XENaTUT € HACThITHII

3 IHU cnieq Kpas Ha JIeYeHUeTo ¢ 0O3eHTaH.

Xemoznobun

[1pu rrare60-KOHTPOIMPAHU TIPOYYIBAHUS IPU BB3PACTHH, TOHKAaBaHEe Ha KOHIICHTPAIUATA Ha
xemoraobuna nox 10 g/dl ot HayanoTo Ha mpoy4BaHeTo € choOueHo npu §,0% oT mpuemarmure
003eHTaH MAalUEeHTH U TIpH 3,9% OT mpueManure rianedo naueHTy (Bx. Touka 4.4).

[Tpu cooprmst ananmms Ha 100 nema ¢ BAX oT HEKOHTPOIHPAHUTE TIEANATPHIHH POYIBAHUS
FUTURE 1/2 u FUTURE 3/IIpoasmkenue, € CbOOIIECHO TOHMKABaHE HA KOHIICHTPAIUsITa Ha
XeMoryio0nHa Ha u3xoHo HUBO 0 o 10 g/dl mpu 10,0% ot nanuenture. He € umaiio noHmxkaBaHe
moz 8 g/dl.

ITpu mpoyuBanero FUTURE-4, 6 ot 13 nexyBanu ¢ 603entan HoBopoaenu ¢ [IbXH ca nomyuwnnn
MOHW)KaBaHEe HA XEMOTJIO0MHA OT peepeHTHUS TUaNa3oH Ha U3X0/JHO HUBO JI0 IO/ JIOJTHATA IpaHMIIa
Ha HOpMara 10 BpeMe Ha JICUCHHUETO.

Crol1aBane Ha I0JI03UPAHU HEXKEJaHU PEAKIIUH

CpoOm1aBaHeTo Ha MOI03UPAaHH HEXKEJIaH! PEeaKIUy CJIe]] pa3pellaBaHe 3a ynoTpeOda Ha JIeKapCTBEHUS
NPOAYKT € BaykHO. ToBa 1o3BosIsABa Aa NPOIBJDKH HAOIIOACHUETO Ha ChOTHOIICHUETO T0JI3a/PHUCK 3a
JIeKapcTBEeHUS MPoAYKT. OT MEAULIMHCKUTE CIIEUAIMCTH C€ U3MCKBA Ja ChOOIIaBaT BCAKa
[I0JJ03UpaHa HeXellaHa PeaKlysl Ype3 HallMOHAJIHATA CUCTeMa 33 ChOOIIaBaHe B!

W3nbiaHUTENHA areH1us 1o JeKapcTBara

yi. ,,JlamsiH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitr: www.bda.bg

4.9 Ilpeno3upane

BozenTan e nmpuiaran B enuHryHa A03a 10 2 400 mg npu 3npasu uaausuay u 1o 2 000 mg Ha neH B
MPOJB/DKEHUE Ha 2 Mecella MPH MalUEeHTH ChC 3a00IIsIBaHe, PA3JINYHO OT 0€I0JpOOHA XUIIEPTOHUS.
Haii-yecraTa HexkenaHa JeKapcTBEeHa peakiys € Ouiia riaBoOoIHe ¢ JieKa 0 yMepeHa HHTEH3UBHOCT.

Tos1IMOTO Mpeo3upane MOXKe Jia JOBE/E 0 CHITHO M3pa3eHa XUITOTOHHS, H3UCKBAIla aKTHBHA
MOJIKperia Ha ChPICYHOCHI0BATA CHCTeMa. B meproa cien myckaHe Ha masapa, ce ¢ho0IaBa 3a efjfH
ciydaii Ha ipego3upane ¢ 10 000 mg 6o3eHTaH, IpUET OT €IKH oHOIIA. ToM € MMaj CHMIITOMH Ha
rajieHe, TIOBPBIIIaHe, XMUITOTOHMUS, BUEHE HA CBSIT, IIOTEHE, 3aMBIJIEHO BIKIaHe. Bh3cTaHOBMII ce €
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HaITBJIHO ciiela 24 Jaca ¢ MEpKH 3a IMOoIbp)KaHe Ha KPBBHOTO HajsTaHe. 3abenexka: 003¢HTaHBT HE Ce
OTCTpaHsBa Ype3 XeMOTHAIH3A.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoguHAMUYHH CBOCTBA
®apmMakoTepaneBTHYHA TPyIa: APyTH aHTuXunepTen3uan jgekapersa, ATC kox: C02KXO01

MexaHu3bM Ha JIEHCTBUE

Boszenran e aBoeH enpoTenuH penentope aHtaroHucT (EPA) ¢ ahuHUTET KaKTO KbM €HIOTENUH A,
taka u KbM B (ETa 1 ETg) peuentopute. bo3entan Hamanssa kakTo 6e10ApoOHOTO, Taka U
CHCTEMHOTO ChJIOBO CBHIIPOTHBICHHUE, KOETO BOIM [0 IIOBUILEH ChpJeUeH AeOuT, 0e3 Aa ce MOBUIIaBa
CBhpJECYHATA YECTOTA.

HespoxopmonsT enporenun-1 (ET-1) e equn OT Hali-MOIIHUTE H3BECTHH Ba30KOHCTPUKTOPH. Toit
MOJKe Ja foBene o (pudposa, KieThuHa mponrdepanus, CbpAedHa XUTepTpodus 1 peMoIelIpane,
KaTo MOXe Jia MPUYMHU U Bb3NajieHne. Te3u eheKTH ce OChUIECTBABAT TOCPEICTBOM CBBP3BAHETO Ha
ennorenuHa ¢ ETa u ETg penientopute, pa3noyioxkeHU B KIETKUTE HA €HAOTEIMyMa U IJ1aIKaTa
MycKynarypa Ha ceaoBete. Konuentpanuure Ha ET-1 B ThbkaHWTE U IU1a3MaTa ce€ IOBULIABAT IIPU
HSIKOM CHP/ICYHOCHAOBH Pa3CTPONCTBA U 3a00JsIBaHUs Ha CheJMHUTENHATA ThKaH, B TOBa unciio BAX,
CKJIEpO/IEpMHUS, OCTpa U XPOHUYHA ChPJIE€YHA HEOCTATHYHOCT, UCXEMUS HAa MUOKap/1a, CHCTEMHA
XUTEPTOHUS U aTepPOCKIIepo3a, KOETo Mperoara natoreanara pois Ha ET-1 npu Te3u 3a0onsaBanus.
IIpu BAX u cbhpliedyHa HENOCTATHYHOCT, B OTCHCTBUETO HA €HAOTEINH PELENTOPEH aHTarOHU3bM,
MOBHILIEHUTE KoHIeHTpalu Ha ET-1 ca cuiiHO CBBbp3aHU € TeKECTTa U MPOTrHO3aTa Ha Te3U
3a00JIsIBaHUSI.

BbozenTtan ce koukypupa 3a cebp3BaneTo ¢ ET-1 u npyrure ET nentunu, kakto 3a ETa, Taka u 3a ETs
perenTopure, ¢ Majko mo-sucok apunuret 3a ETa penenropure (Ki = 4,1-43 HaHOMOJIa), OTKOJIKOTO
3a ETg penenrropute (K; = 38-730 nHanomona). bo3eHTaH e cienuduyen antaroauct Ha ET
PELENTOPUTE U HE CE CBHP3BA C JPYTH PELENTOPH.

Edukacuoct

Mooenu na srcueomnu

Mojenu Ha )KUBOTHH Ha 0€10pOoOHa XUIIEPTOHUS ITOKA3BAaT, Y€ XPOHUIHOTO MEPOPATHO HPUIOKCHHE
Ha 603eHTaH HaMallsiBa 0€I0IPOOHOTO CHIOBO CHIIPOTHUBIICHHE | JaBa 0OPATEH X0 Ha
xunepTpopusaTa Ha OeI0APOOHUTE CHIOBE | JAsICHATA KaMepa Ha ChpieTo. IIpu MOaen Ha )KUBOTHH
Ha OesoapoOHa Ghudpo3a, 003EHTaH HAMaJIsIBA OTJIAraHETO HA KOJIAreH B OeyuTe Ipo0oBe.

Eguxacnocm npu év3pacmuu nayueHmu ¢ 6e100pooHa apmepuaiia Xunepmonust

[IpoBenenu ca 1Be paHIOMU3UPAHU, TBOWHOCIEITH, MYJITUIIEHTPOBH, IIale00 KOHTPOJIMPAHU
npoyuBanus ¢ 32 (npoyusane AC-052-351) u 213 (npoyuBane AC-052-352 [BREATHE-1])
Bb3pacTHH nauueHTn ¢ BAX -1V ¢ynkumonanen xinac no C30 (mrppBuuHa 6enoapoOHa
XUTIEPTOHUS WU Oeo1poOHa XUIIePTOHMS, BTOPUYHA TJIABHO Ha ckiepoaepmust). Cien 4 ceqMuIy Ha
0o3eHTaH 62.5 mg Ba MbTH AHEBHO, M3CIIEABAHATA TIOJIBPIKAIIA J103a IIPH TE€3U MPOYUYBAHUS €

125 mg nBa mpTH qHEBHO Tipu AC-052-351, 125 mg nBa mbTu nHEBHO 1 250 mg ABa TETH THEBHO MIPH
AC-052-352.

Bozenran e qo0aBeH KbM TEKyIIaTa TepaNys Ha TAIIMEHTUTE, KOSTO OM MOTJIa JIa BKIFOYBA
KOMOWHAIIMS OT aHTHKOATYJIAHTH, Ba30IMJIATATOPH (HApUMep, OJIOKEPH Ha KAIITUEBUTE KaHATH ),
JUYPETHIIN, KACIOPOA U AUTOKCHH, HO HE M enoNnpocTeHo 1. KOHTpoIbT € miianebo Ioc TeKyiaTa
Teparnmusi.
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[IppBUYHATA KpaifHa TOYKA B Kpasi Ha BCAKO MTPOYUYBAHE € MMPOMSIHATA B U3BMHUHATOTO PA3CTOSHHE CIIE]T
6-MHHYTHO XO7icHe Ha 12-Ta ceJMHIIA TP IBPBOTO NMPOYYBaHe U Ha 16-Ta ceqMuIa TIPH BTOPOTO
npoyuBaHe. M mpu qBeTe npoydBaHus, JICYCHHETO ¢ 003EHTaH BOJM /IO 3HAYUTEITHO MOBHINIABAHE HA
¢dusnyeckus kananureT. [11ane6o-KOpUrupaHoTo yBeInuaBaHe Ha N3MUHATOTO Pa3CTOSIHUE B
CpaBHEHHUE C Ha4aJI0TO € choTBeTHO 76 MeTpa (p = 0,02; t-rect) u 44 metpa (p = 0,0002;
Mann-Whitney U TecT) kaTo mbpBHYHA KpaiiHa TOYKA B Kpasi Ha BCAKO poyuBaHe. Pasnuknure Mexmy
nBeTe rpymnu, 125 mg nBa bty Ha JicH u 250 mg nBa MbTH HA JICH, HE ca CTATUCTUYECKHA 3HAYNMH, HO
“Ma TeHJEHINS KbM oa00psiBaHe Ha (PU3NIECKHsSI KalaluTeT B Tpynara, npuemama 250 mg aBa mbTi
JTHEBHO.

[MomoOpeHreTo B UISMHUHATOTO Pa3CTOSHHUE CE YCTAHOBSBA Clie] 4 CEJIMUIIY JICUCHHE, CTaBa ChBCEM
SIBHO cJiel 8 CEAMMUITH JICUCHHE U Ce TTOAIbPrKa 10 28-Ta cCeaAMHUIIA MPH ABOWHOCIIATIOTO JICUSHUE B
€/IHa MOJATrPyTa OT MOIMyJIAlUATa Ha TIAI[UCHTHUTE.

B perpocrniekTuBeH aHAIN3 Ha PECTIOHACHTHTE, Bb3 OCHOBA HAa MPOMECHUTE B U3MHHATOTO PAa3CTOSIHUE,
¢ynaxuonanaus kinac mo C30 u nucmHesTa pu 95 nmanuenTa, paHIoMU3upaHd Ha 6o3eHTaH 125 mg
JIBa ITbTH JHEBHO B TIAIle00 KOHTPOJIMPAHUTE MPOYUBaHU, € YCTAHOBEHO, Y€ Ha 8-Ta ceMuIa

66 manueHTH ca uMaly ogoopenue, 22 ca 6w ctabwHu 1 7 ca ce Brommwm. OT 22-Ta manueHTH,
crabunm3upanu Ha §-Ta cenMuIia, 6 ca nmanu nomoOpenne Ha 12/16-Ta cemmuna u 4 ca ce BIOIINIIH,
B CpaBHEeHHUE ¢ HadayoTo. OT 7 manueHTH, KOUTO ca OWITK BIIOLIeH! Ha 8-Ta ceamMuIia, 3 ca ce
nogoOpunu Ha 12/16-Ta cenmuna u 4 ca ce BIOUIMIIN, B CPABHEHUE C HAYATIOTO.

Camo B IIBbPBOTO NPOYUBAHE € IIpaBC€HA OLICHKAa HAa HHBA3UBHUTC XCMOANHAMUYHU ITapaMETpPU.
JleueHunero ¢ 603€HTaH € JJOBEJIO 10 3HAUUTEIHO yBEJINYaBaHEe HA ChbPACUHUS UHJIEKC, CBBP3aHO ChC
3HAYUTEITHO HaMalsiBaHe Ha 0eIoApoOHOTO apTepraiHo HalsTane, 0e10poOHOTO ChIOBO
CBIIPOTUBIICHHE U CPETHOTO HAJISTAHE B IICHOTO MPEICHPIHE.

[Tpu neuenuero ¢ 603eHTaH € HabMIOIaBaHa peAyKuus B cumnroMatikara Ha BAX. W3cnensanero Ha
JIUCITHESITA TI0 BpEMe Ha TECTOBETE C XOJICHE MOKa3Ba MOJ00pEHHE TPU MPUEMAIIUTe OO3EHTaH
nanueHTy. B Hauanoto Ha npoyusane AC-052-352, 92% ot 213 nmanuenTn ca ¢ QyHKIIMOHATICH

knac 111, cnopen knacudukarusara Ha C30 u 8% ca ¢ pynkuonanex kiac V. Jleuenuero ¢ 603eHTaH
BO/IM 10 Ioio0psiBaHe Ha ¢pyHKmoHaHUS Kiac mo C30 npu 42,4% ot manuentute (twiamnebo 30,4%).
Karo 115110, npoMenute BbB pyHkironanaus kiac mo C30 mo Bpeme Ha JBETe MPOYYBaHUS ca
3HAYUTEITHO MO-JA00pU IIPpU NpUeMaIuTe 003eHTaH MalUeHTH, B CPAaBHEHHUE C IPUEMAIIIUTE TU1ae00
narnueHTH. JleueHnero ¢ 003eHTaH ce CBhP3Ba ChC 3HAYUTEITHO HAMAJISIBAHE CTETIICHTA HA KIIMHUYHOTO

BJIOIIaBaHe, B CPaBHEHUE C Iianedo, Ha 28-Ta ceamutia (10,7% cpemnry 37,1%, ChOTBETHO;
p = 0,0015).

[Ipu paHIOMU3UPAHO, TBOWHOCIIAIIO, MHOTOIIEHTPOBO, TUIAIIE00-KOHTPOIMPAHO TPOyUYBAHE
(AC-052-364 [EARLYY), 185 nanuenTy ¢ GenoapodHa apTepHaiHa XUIepTOHHs (yHKIMOHAIICH

kiac Il mo C30 (cpenno 435 meTpa, U3MUHATH 32 6 MUHYTH Ha U3XO/HO HUBO) Ca MOJIYYMIN O0O3eHTaH
62,5 mg 1Ba IBTH JHEBHO B IPOABIDKCHUE Ha 4 CEIMUIIM, CJIe]] KOETO ca NpeMuHain Ha 125 mg nBa

nbTH 1HEeBHO (N = 93) win miane6o (N = 92) B npoxbiokenne Ha 6 Mecena. BrimoueHnTe manuenTs ¢
6enonpodHa apTepuaTHa XUIEPTOHUs ca 6t HenekyBanu (N = 156) umm ca GumM Ha MOCTOAHHA

no3a cunnesapun (n = 29). I[IbpBUYHETE CHCTABHH KPAifHH TOYKH Ca NPOLEHTHATE IIPOMEHH OT

M3XO0JTHO HUBO Ha 0eno/ipoOHOTO ch11oBO chipotuBieHue (bCC) n npoMsHaTa CipsMO U3XOIHOTO
HHBO Ha U3MUHATO Pa3CTOSHUE 32 6 MUHYTH Ha IIECTHsI MECeIl, CpaBHEHH ¢ Tutane6o. Tabnmiara mo-
JIOJIy WIIOCTpUpa aHaJIM3a Ha MPEABAPUTEIHO OINPEAETICHUS TPOTOKOL.

BCC (dyn.sec/cm®) Xonene 6 munyTH, Pascrosaue (M)
ITnare60 (N =88) | Bozenran (n=80) |ITmame6o (n=91) |BozenTan (n=86)
W3X01HO HUBO 802 (365) 851 (535) 431 (92) 443 (83)
(BL); cpenno (SD)
IIpomsHa cipsiMo 128 (465) 69 (475) 8 (79) 11 (74)
BL; cpexro SD
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Edexru ot 22,6% 19
JeUCHUE

95% moBepuTeITHA 34,10 4,42
rpaHuIa
P-CTOMHOCT <0,0001 0,0758

JI' = noBepurenHa rpanuna; BCC= 6ex0apoOHO Ch0BO CHIPOTHBICHUE; SD = cTaHIaPTHO OTKIOHEHHE.

JleuenneTo ¢ 603EHTaH ce CBhpP3Ba C HAMAlICHHE Ha YeCTOTaTa Ha KIIMHUYIHO BIIONIIABAHE, OMPEIEICHO
KaTO ChCTaBEHO OT MPOTPECHS HA CUMIITOMUTE, XocTuTanu3anus mopaarn bAX u cMbpT, B cCpaBHEHUE
¢ Tiane6o (MpormopIMOHATHO HaMalieH|e Ha pucka 77%, 95% nosepurenen untepsain [[1] 20 - 94%,
p =0,0114). EbexTsT OT ISYCHUETO € TIPOCIICACH Upe3 Mo00peHne B KOMITOHEHTHTE Ha TIPOTPECHS
Ha cumntomute. HabOnronaBaHu ca efHa XOCIUTAIN3AIUS, IbJDKAIA CE Ha BiolaBaHe Ha BAX B
rpynara, JiekyBaHa ¢ 003€HTaH, ¥ TP XOCITUTAIU3allMH B rpynaTa Ha 1uiane6o. [Ipu Besika rpymna Ha
JieueHre ¢ HaOJIoIaBaH eJIMH CITydail Ha CMBPT Mpe3 MIeCTTe Mecella Ha IBOMHOCTENHNS TIePHOJT Ha
MPOYYBAHETO, MOPAJIN KOSTO HE MOXKE JIa CE HANPABHU 3aKITIOUCHHE 32 MPESIKUBICMOCTTA.

JaHHu 32 MPOABIDKUTENCH MEPHOJ OT BpeMe ca chOpaHu OT BCHUYKUTE 173 manueHTH, KOUTo ca
JeKyBaHU ¢ 003eHTaH B KOHTpoIHpaHara ¢a3a 1/iim ca MpeMHHAIH OT IUiane6o Ha 003eHTaH 1o
BpeMe Ha OTBOPEHOTO MpoabkeHue Ha poyuBaHeTo EARLY. CpennaTta npoabKUTETHOCT HA
SKCTIO3HITUS Ha JiedeHue ¢ 0o3eHTaH ¢ Omna 3,6 + 1,8 ronuau (10 6,1 roguam), karo 73% oT
MAIMCHTUTE Ca JICKYBaHU Hai-Majko 3 ronuuu u 62% - Hali-Manko 4 rogaunu. [lanuentuTe Ouxa
MOTJIH 1A TIOJTy9aT AOMBIIHUTENHO JedeHue 3a BAX, KakTo ce n3uCcKBa B OTBOPEHOTO MPOABIDKEHUE
Ha poy4BaHeTo. [lo-romsMaTa 4yacT OT MAIUEHTHUTE Ca AUATHOCTUIIUPAHHU C UIUOTIATHYHA WITH
Hacnencteena BAX (61%). Karo usno, 78% OT nanMeHTUTe ca MpoabIDKWIN ¢ pyHKIMOHaIeH kiac |
cniopen kinacudukanuata Ha C30. Onenkute Ha Kaplan-Meier 3a npexxuBseMocT ca cboTBeTHO 90% u
85% na 3™™ 1 4™ roguHa OT 3a0YBaHe Ha JieueHHeTo. B crinTe BpemeBH TOUKH, 88% u 79% ot
MalMEeHTHTE MPOABIKUIN Oe3 Biiomasane Ha BAX (ompeneneHo KaTo CMBbPT,II0 BCIKaKBa MPUYHHA,
TpaHCIUIaHTaUs Ha OsUT Apo0, aTpualiHa CENTOCTOMHMS MITH 3aIl04BaHe HA HHTPABEHO3HO WIIH
MOJIKOKHO TPOCTAHOUIHO JeueHue ). CpaBHUTETHHI PHHOC HA MPEIX0KIAIIOTO JISUeHHe ¢ TuIanebo
B Ha JIBOMHOCIsMaTa aza ¥ Ha APYTH JIEKApCTBA, 3aIIOYHATH 110 BpeMe Ha (pa3ara Ha OTBOPEHO
NPOJBIDKCHUE Ha TIPOYYBAHETO HE € N3BECTEH.

B nmpocnekTuBHO, MyJITHIIEHTPOBO, PAHAOMHU3UPAHO, IBOMHOCIIAIO, II1ale00-KOHTPOIUPAHO
npoyuBane (AC-052-405 [BREATHE-5]) nauuenture ¢ BAX, dynkiuonanen kinac I mo C30 u
¢dusmnonorus Ha Aif3eHMeHrep, CBbp3aHa C BPOJCHO ChpACYHO 3a00sBaHe, ca MoTy4aBaid 003eHTaH
62,5 mg n1Ba mbTH JHEBHO 32 4 CEAMMIIU, clie] KoeTo 125 mg nBa mbTH THEBHO 3a ome 12 cenMuiu
(n =37, or kouto 31 ca UMaNU MPeUMHO ECEHO KbM JISIBO JABYNOCOYEH IIBHT). OCHOBHATA 1€ € J1a
ce JIoKaxke, 4ye 003eHTaH He Biomana xunokcemusrta. Crnen 16 ceqmuny, B rpynarta Ha 603eHTaH
cpeaHaTa KHCIopoaHa caTypauus ce nosumana ¢ 1,0% (95% CI — 0,7%- 2,8%), B cpaBHeHue ¢
rpynara Ha miare6o (N = 17), koeto nokassa, 4e 003eHTaH He BJOMIaBa XUIOKceMusiTa. CpeaHOTO
0enoJpoOHO CHIOBO CHIIPOTHBIICHHE € HAMAJICHO 3HAYMTEHO B TpyIaTa Ha 003eHTaH (KaTo
npeoOagaBanuaT eQeKT e HabIoAaBaH B cyOrpynaTa oT MallueHTH ¢ JBOWHO HACOYBAIIl
MHTpaKapAuaieH woHT). Cinen 16 cenmuny, cpeqHOTO MIane00-KOpUrupaHo NOBUIIABAHE HA
M3MUHATOTO Pa3CTOSIHUE C X0JIcHe 3a 6 MuHyTH € 53 Metpa (p = 0,0079), koeTo nmokaspa 1oa00psBaHe
Ha KaraiyreTa 3a yrnpaxxHeHus. [IBajiecet U mecT MalueHTH ca PO IbIDKUIIHN JIa TI0JTydaBaT 003eHTaH
1o Bpeme Ha 24-ceqmuyHarta (asa Ha oTBopeHO npoabinkerue (AC-052-409) Ha nmpoy4yBaHeTo
BREATHE-5 (cpeana mpoasmkuTeTHOCT HA Jedennero = 24,4 + 2,0 ceMuIin) u KaTo 1510
epuKacHoCTTa € OMila Mo IbpKaHA.

OtBopeHo, HecpaBHHTENHO MpoyuBaHe (AC-052-362 [BREATHE-4]) e nposeneHo npu 16 nanueHTH
¢ OenoznpobHa aprepuanna xuneptonus, ¢pynkunonaneH kiac Il mo C30, cepp3ana ¢ HIV undekuns.
[NanuenTure ca noxy4aBanu 603eHTaH 62,5 mg 1Ba IBTH JHEBHO 3a 4 ceAMUIH, clies KoeTo 125 mg
IIBa TTH AHEBHO omie 12 cemmunin. Cnexn 16-cemMUIHO JIEUCHHE € OTYETEHO 3HAYNTEITHO MOI00peHue
B KallallUTeTa 3a yNPaKHEHUs, B CPaBHEHHUE C HAUYAITHUTE CTOMHOCTH: CPEIHOTO MOBUIIABAHE MTPU
6-MuHYyTHUS TecT ¢ xojeHe € 91,4 meTpa, B cpaBHeHue ¢ 332,6 MeTpa CpeAHM HaYaJIHU CTOHHOCTH

(p <0,001). He morar ia 0b1aT HallpaBEHH CHIIECTBEHH W3BOIU OTHOCHO e(heKTHTE Ha OO3eHTaH
BBPXY €(pEeKTHBHOCTTA Ha aHTHPETPOBUPYCHATA Teparus (BK. Touka 4.4).
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Hsima npoyuBanusi, KOUTO J1a JIOKa3BaT OJIArONPHUSITHUTE SPEKTH BHPXY MPEKUBSIEMOCTTA MPH
nedenue cb¢ STAYVEER. Ho ApArocpouHusT BUTANIEH CTAaTyC € JOKYMEHTUPAH MpU BCUUKUTE

235 nmarueHTH, JIeKyBaHu ¢ 003CHTaH MPH JIBETE OCHOBHH ILIae00 KOHTPOJIMPAHH IPOYYBAHUS
(AC-052-351 u AC-052-352) u/wau TeXHUTE ABE HEKOHTPOIUPAHH, OTBOPEHH TIPOIBIKEHUSL.
CpenHara npoIbDKUTSITHOCT Ha eKCIo3uIusaTa Ha 0o3eHTaH ¢ 1,9 rogunu + 0,7 roguan (MUH.

0,1 ronuHa; Makc.: 3,3 TOAMHM) U MAIUSHTUTE ca HaOMogaBaHu cpenHo 2,0 + 0,6 rogunm.
BommuHCTBOTO OT MAIMEeHTHTE ca JUATHOCTUITUPAHH C IbpBUYHA OeoapoOHa xuneptorus (72%) u ¢
1T dpysxmuonanen kiaac mo C30 (84%). B ta3u o6ma nomynamus, OIeHKUTE Ha TIPEKUBIEMOCTTA 10
Kaplan-Meier ca 93% u 84%, cboTBeTHO 1 M 2 TOJMHU CJIe/T 3aTI0YBaHE Ha JICYUCHUETO ¢ OO3CHTaH.
OrneHKUTE Ha IPEKUBIEMOCTTA ca TIO-HUCKH B MOATPYIIaTa OT MalMeHTH ¢ 6enoapodHa apTepraiHa
XUIEPTOHUS, BTOPUYHA Ha CUCTeMHA CKiiepo3a. OIEeHKNUTE MOXKe J1a ca TTOBIUSHU OT 3alI0YBAaHETO Ha
JieueHHe C enorpocTeHon npu 43/235 nauuenTu.

IIpoyusanus, nposedenu npu deya ¢ 6e100pobHaA apmepuaiHa Xunepmonus

BREATHE-3 (AC-052-356)

OunmupanuTe TabaeTKu O03EHTaH ca OLEHIBAHU B OTBOPEHO, HEKOHTPOJIMPAHO MIPOYUYBAHE IIPU

19 neqnarpuunn nanwenty ¢ BAX Ha Bb3pact ot 3 10 15 rogunu. ToBa npoy4Bane € ch31aI€HO
NPEAMMHO KaTo (hapMaKOKHHETHYHO MpoyuBaHe (BX. Touka 5.2). [lanuenTure ca uMany mbpBUYHA
oemonpo6Ha xunepronus (10 manuenTa) wim BAX, cBbp3aHa ¢ BpOJIEeHO ChpJedHO 3a00IIsIBaHe

(9 napentn) u pynkuronanex kinac I, cnopen knacudukanumsara vHa C30 (n = 15, 79%) wu knac 11
(n =4, 21%) Ha uzxoaHoTo HUBO. [lanMeHTHTE ca pa3/ielieHn Ha TPH TPYIH, B 3aBUCUMOCT OT
TEJIECHOTO TETJIO, U UM € MpuiIaran 603eHTaH npuoiImu3nTenHo 2 mg/kg 1Ba mMbTH JHEBHO, B
npoawipkenue Ha 12 cenmuny. [lonoBuHaTa OT MalMEeHTUTE OT BCSAKA IPyIia Beye ca OMIn JISKyBaHU
HMHTPABEHO3HO C EMOIPOCTEHOI, KaTO 103aTa Ha €IOIPOCTEHOIA HE € IIPOMEHSIHA 110 BpEME Ha
MPOYYBaHETO.

XemoauHaMuKata € uzcaeasana npu 17 naupenta. CpeIHOTO MOBUIIABAHE HA ChPJACUYHUS HHIIEKC OT
Ha4ajuo0To Ha rpoyusanero ¢ 0,5 I/min./m?, namansBaneTo Ha CPeHOTO GEIOIPOOHO APTEPUATHO
Haysrane e cpeano 8 mmHg, a namanasanero Ha BCC e cpeano 389 dyn-sec-sm™. Tesu nogo6penus
Ha XeMOJIMHAMHKATa OT Ha4aJIOTO Ha MPOYYBAHETO Ca CXOJHH ChC WU 0€3 eIHOBPEMEHHOTO
npujiarase Ha emnonpocteHos. [I[poMennTe B mapaMeTpuTe Ha TecTa ¢ HaToBapBaHe Ha 12-Ta ceamuIa
OT HA4YaJOTO Ha MPOYYBAHETO Ca MHOTO HECUTYPHU U HE Ca 3HAUYNMHU.

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

FUTURE 1 e oTBOpEHO, HEKOHTPOJIUPAHO MPOYUBAHE, MPOBEICHO C IUCIIEPTUPAIIH Ce Ta0ICTKH
003eHTaH, MPUWIOKEHU C MO IbpKama 103a 4 mg/kg ABa mbTH THEBHO Ha 36 MallMEHTH HA BH3PACT OT
2 o 11 roguan. ToBa mpoy4BaHe € Ch3AaJIEHO MPETUMHO KaTo (hapMaKOKHHETUYHO MPOYYBaHE (BXK.
Touka 5.2). Ha u3xoaHOTO HUBO, MAIMeHTUTe ca uManu uanonatudaa (31 nmanuentu [86%)) wiu
¢damunna (5 manuentu [ 14%]) BAX u pynkunonanen kiac 11, copen knacudukanusita Ha C30

(n =23, 64%) nnu knac III (n = 13, 36%). [Tpu npoyuBanero FUTURE 1, MeauanaTta Ha €KCITIO3UIINS
Ha Mpoyd4BaHOTO JeueHue e 6una 13,1 ceqmunu (auanazon: 8,4 1o 21,1). 33 oT Te3u manueHTu ca
MOJIYYHIIH TTPOB/DKUTEITHO JICYSHHE C TUCIIEPrUpaliy ce TabieTku 003eHTaH ¢ 103a 4 mg/kg nsa
mbTu 1HeBHO 110 BpeMe Ha FUTURE 2 nexonTponupana $aza Ha Npoab/DKEHUE ¢ MEIUaHa Ha
MPOABIDKUTEITHOCT Ha ISUIOCTHOTO JiedeHue 2,3 ronuuu (quamnas3on: 0,2 mo 5,0 ronunn). Ha
m3xoaroto HuBo mpu FUTURE 1, 9 namuenTy ca mprueMaiy enornpocTeHO. 9 manueHTn ca
3aroyHaiy 3a npbsB IbT BAX-crienuduyHo JieueHue mo BpeMe Ha npoyusaHeTo. OneHkara 1o
Kaplan-Meier 3a BnonraBane Ha BAX 6e3 csOuTHS (CMBPT, TPaHCIUTAHTALMS Ha OsUT APOO M
xocuuTann3anys 3a Biomasane Ha bAX) cien 2 roguaun e 78,9%. LsmocTHaTa orieHka 3a o01a
npexussiemocT 1o Kaplan-Meier Ha 2 roguau e 91,2%.

FUTURE 3 (AC-052-373)

IIpu ToBa OTBOpPEHO, PAHIOMHU3UPAHO IPOYUYBAHE C AUCIIEPTUPAIH ce TabueTku 003eHTaH 32 Mg,
64 nena cbe crabmiHa BAX Ha Bb3pacT oT 3 Mecena 10 11 ronuHu ca OMiM paHAOMU3UPAHA Ha

24 cenmuiy neuenne ¢ 6o3eHTan 2 mg/kg nBa mbTH AHEBHO (n = 33) uiu 2 mg/Kg Tpu IBTH THEBHO
(n=31). 43 (67,2%) ca 6unu Ha BB3pacT oT > 2 o 11 roaunu, 15 (23,4%) ca Owmu mexay 1 u
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2 roqunw, U 6 (9,4%) ca 6w mexay 3 mecenia u 1 ronuna. [IpoydBaHeTo € Ch3/1aJeHO IPEANMHO
KaTo (papMaKOKHHETHYHO MpOoy4BaHe (BXK. TOYKa 5.2) v KpaliHUTE TOYKU Ha e()UKACHOCT ca CaMo
excrutopatopuu. EtTnonorusra na BAX, cnopen knacudukanusra Dana Point, BkirouBa uauonaTuyHa
BAX (46%), nacnencreena BAX (3%), BAX cien kopektuBHa chpaeuHa naTepBeHuus (38%) u BAX,
NIpY HACJIEICTBEHO CHPACYHO 3a00JsIBaHE, CBbP3aHa ChC CUCTEMHO-TTYJIMOHAIHH II'FHTOBE,
BKJTFOUHMTENTHO cuHIpoMa Ha Eisenmenger (13%). ITanenTute ca ¢ GpyHkunoHaneH kiac I, cropen
wiacudukarmsata Ha C30 (n =19, 29 %), knac II (n =27, 42%) nnu knac 111 (n = 18, 28%) npu
3armovBaHe Ha Mpoy4BaHarta Tepamnus. [Ipu 3amouBane Ha MPOYYBAHETO, IAITUEHTHTE Ca JICKYBaHH C
nekapcrBa 3a BAX (Haii-uecto camo ¢ naxubuTOp Ha hochoauecrepasa tun 5 [cunaenadui] [35,9%],
camo ¢ 6o3entaH [10,9%] u ¢ komOuHaIUs OT 603eHTaH, WwionpocT u cwiaeHadui [10,9%]) u ca
NPOABIDKHIN TepanusiTa cu 3a BAX mo BpeMe Ha IpoyYBaHETO.

[Tpu 3anouBaHe Ha MPOYYBAHETO, O-MAJIKO OT MOJOBUHATA y4acTBamy nanuenTa (45,3% [29/64]) ca
nmpueMaiy camo 0o3eHTaH 0e3 Jla € KOMOMHUpaH ¢ Apyro jJekapcTso 3a BAX. 40,6% (26/64) ca
OCTaHaJIM Ha MOHOTEpanus ¢ 003eHTaH 10 BpeMe Ha 24-Te ceMUIH Ha TIPOYYBAHOTO JeueHue 0e3 aa
nostydat BiomraBane Ha BAX. AHanu3bT BKIIOYBAI Is1aTa Tommyamus (64 maiueHTn) mokaspa, ue
MO-TOJIIMATa YacT ca OCTaHAIIM TOHE CTa0MITHH (T.€., 0e3 BIolIaBaHe) Bb3 OCHOBA Ha HETIEANATPUIHO
cneur(uyHa OLEHKa Ha (hyHKUMOHANEH Kiac, cnopen kiacudukanusra Ha C30 (97% nBa mbtH
nHeBHO, 100% Tpu mbTH AHEBHO) U 00IIaTa KIMHUYHA OLIEHKa Ha JiekapuTe (94% nBa mbTH AHEBHO,
93% Tpu TBTH AHEBHO) IO BpeMe Ha mepuoza Ha deuenue. Orenkara no Kaplan-Meier 3a Bromiasane
Ha BAX 0e3 HexxenaHu chOUTHS (CMBPT, TPAHCIUIAHTAIHS Ha OsUT IPOO MITH XOCTIUTAIH3AINS 3apaIn
BiomasaHe Ha BAX) cien 24 ceamunu e croTBeTHO 96,9% 1 96.7% B rpynuTe ABa IbTH JHEBHO U
TPpU I'bTU JHCBHO.

HsiMa naHHHM 3a KIMHUYHA 1107132 TIpH Ipuiiarane Ha 2 mg/kg Tpu nbTH THEBHO B cpaBHeHHe ¢ 2 mg/kg
JBa IIbTH JHEBHO.

IIpoyusane, npogedeno npu HOBOPOOeHU ¢ hepcucmupauia 6e100podHa XUNepmoHuUsL Ha
Hosopoderomo (IIBXH):

FUTURE 4 (AC-052-391)

ToBa e ABOWHOCIIAINO, MIale00-KOHTPOIMPAHO, PAHAOMU3UPAHO MPOYYBAHE ITPU JOHOCCHH U
HEJI0HOCEHU HOBOPOJICHU (TrecTannoHHa Bh3pact 36-42 cemmunn) ¢ [IIIXH. [TanuentuTe che
cyOoITHMaleH OTrOBOP Ha MHXanaTtopeH azoteH okcus (iNO), Bbipexu Hail-Manko 4 Jaca
NPOJBIDKUTEIHO JICUCHHUE, ca JIEKYBaHU ¢ AMCTieprupaniu ce tabiaerku 6o3entad 2 mg/kg aBa mptu
nmaeBHO (N = 13) wm turanie6o (N = 8) mocpencTBoM HazoracTpaiiHa COH/IA, KaTo AOMBIIHUTEITHA
tepanus kbM INO 10 bJIHOTO npeyctanoBsiBaHe Ha iNO HIIH 70 HEYCIeX Ha JIeYeHHETO (ONpeaeeHo
KaTo He0OXOIUMOCT OT eKCcTpakopropaina MmemOpanHa okcureHanus [EKMO] wim 3anouBane Ha
aJTepHATHBEH MyJIMOHAJIEH Ba30AWIaTaToOp) U 3a He TIoBeye OT 14 nHu.

MenuanaTa Ha €KCIIO3HUITUS Ha IPOYYBAHOTO JieueHue ¢ 4,5 nuu (nmuanaszon: 0,5-10,0) B rpymarta ¢
0o3enran u 4,0 1au (nuana3oH: 2,5—6,5) B rpymnara ¢ mianeoo.

P C3YyJITAaTUTC HC NTOKAa3BaT AOII'BJIHUTCIIHA 110JI13a OT 0o03eHTaH IIpU Ta3U IOIyJIalus:

. MenuanaTta Ha BpeMe 10 TbITHOTO IipeycranoBsBane Ha iNO e 3,7 mau (95% moBeputenHnu
rpanunu [CLs] 1,17; 6,95) ¢ 603entan u 2,9 aun (95% CLs 1,26; 4,23) ¢ umane6o (p = 0,34).

. MenuanaTta Ha BpeMe 10 ITBJTHOTO IIPEYCTaHOBSBAaHE HA MeXaHNYHATa BeHTwIamms ¢ 10,8 1au
(95% CLs 3,21; 12,21 nuwm) ¢ 603enTan u 8,6 muu (95% CLs 3,71; 9,66 aun) ¢ mwiamne6o
(p =0,24).

o EnuH namuieHt B rpynara ¢ 003€HTaH € UMal HeycrenHo Jiedenne (Hyxna or EKMO,

OIMPEACIICHO 10 HpOTOKOH), KOETO € 00sIBeHO Ha Oa3aTa Ha IIOBHIIAaBAIIHUTE CC CTOMHOCTH Ha
HWHACKCA Ha OKCUI'CHAIMS B PAMKUTC HA 8 gaca CJICA ITbpBaTa A03a OT IPOYUYBAHOTO JICKAPCTBO.
To3u ManrueHT CC€ € Bb3CTAHOBUJI B PAMKHUTC Ha 60-I[H€BHI/ISI Mepuro/ Ha IMpocCiicasiBaHe.

KOM6MHGZ/;Z/I}Z C enonpocmeHoJl
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Kom6Ounamnusra Ha 603¢HTaH U eIONPOCTEHOI ¢ M3ciieaABana B Ase npoyusanus: AC-052-355
(BREATHE-2) n AC-052-356 (BREATHE-3). AC-052-355 € MyITHIIEHTPOBO, PaHIOMH3HPAHO,
JIBOMHOCIISTIIO, MTapaJieIHO TPYIIOBO MPOYYBaHEe HAa OO3EHTaH cpellly miare0o npu 33 marueHTu ¢
Texka BAX, KOUTO ca Moy4aBaliv ChIIbTCTBAIIA Tepanus ¢ enonpoctenosr. AC-052-356 e orBopeHo,
HEKOHTpoNMpaHo npoyusane; 10 ot 19-Te nexnaTpuyHu MarueHTa ca OMiIn Ha ChITBTCTBAIIA TEPATTHS
¢ 003eHTaH ¥ eNoIPOCTEHOI 0 BpeMe Ha 12-cenMuyHOTO TipoyuBaHe. [IpodnrbT Ha Ge30macHOCT 3a
KOMOWHAIKATA HE CE € Pa3IuyaBall OT OYaKBaHUA MPODIIT 32 BCEKH €IUH OT KOMIIOHCHTUTE U
KOMOWHHMpaHaTa Tepamusl ¢ IoHacsHa ToOpe OT Jierata U OT Bb3pacTHUTe. KiIMHUYHATA 103a OT
KOMOWMHAIMATA HE € I0Ka3aHa.

Cucmemna CKeposa ¢ oucumanta s36ena bonecm

[TpoBeneHu ca ABE paHIOMHU3UPAHH, ABOHHOCIIEIH, MyJITUIICHTPOBH, IIALIc00 KOHTPOJIUPAHU
npoyuBanus npu 122 (npoyusane AC-052-401 [RAPIDS-1]) u mpu 190 (nmpoyusane AC-052-331
[RAPIDS-2]) Bb3pacTHu MaIMeHTH ChC CHCTEMHA CKIIEPO3a M JUTHTAIHA A3BeHa OoecT (MK B X014
Ha JUTHTaHA s3BeHa 00JIECT, MM C aHaMHEe3a 3a IUTMTallHa s3BeHa 00JIecT Ipe3 NpeIxoaHaTa
roauHa). B mpoyusanero AC-052-331, manuenTute € TpsOBaio Ja UMaT Haii-MaJlko e/IHa
HOBOIIOSIBWJIA CE€ AUTMTANIHA 53Ba, a CPell ABETe MpoyuBaHus 85% OT MaLMEHTUTE AUTUTAIHA SI3BEHA
Oonect e Ouna B X0 KbM H3X0IHUS MOMeHT. Ciiesi mpuiarane Ha 003eHTaH 1o 62,5 mg ABa MbTH
JTHEBHO B MPOABIDKCHUE HA 4 CEIMUIIY, MOABPIKAIATa 1032, U3CIeJBaHa B pAMKHUTE U HA JIBETE
npoy4BaHus € omna mo 125 mg nBa mbTH AHEBHO. [IpOIBIKUTETHOCTTA HA IBOMHOCISTIOTO JICUEHHUE €
ouna 16 ceqmury ipu npoyuBaneto AC-052-401 u 24 cenmurn pu npoyusanero AC-052-331.

@DOHOBOTO JICUCHUE HAa CHCTEMHATa CKJIep0o3a U Ha AUTUTAIHUTE SI3BU ca OMIIM pa3pelleHu, ako ca
OMIIM ITOCTOSIHHY B IPOABJDKEHUE HA MUHUMYM 1 Mecel Ipeay 3aroyBaHe Ha JIEYCHUETO U Ipe3 Lenust
CPOK Ha ABOMHOCIICIIUTE MPOYYBAHHUS.

BposiT Ha HOBUTE AMTUTAIHY SI3BH OT U3XOJAHOTO HUBO Ha MPOYYBAHETO 70 KpaliHaTa My TOUKa €
IPUET 32 OCHOBEH KPUTEPHUI U PH ABeTe NpoyuBaHus. JIedeHneTo ¢ 603eHTaH € JOBENO 10 MO-MajKo
Ha Opoif HOBOTIOSIBIIIN C€ JIMTHTAIIHY SI3BH TIPe3 TIeproia Ha MpHUiiaraHe Ha JICUCHUETO B CPAaBHEHUE C
miane6o. B npoyusaneto AC-052-401, B cpoka Ha 16-CEIMUYHOTO ABOWHOCIIAIIO JICUCHHUE,
NalMeHTHUTE B IPyIaTa, JeKyBaHa ¢ 003€HTaH, ca Pa3BUIM CpeaHO 1,4 HOBOMIOSIBUIIM C€ TUTUTAITHU
SI3BH, CITPSIMO 2,7 HOBOIIOSIBUIIH C€ IUTHTAHHU s13BH B Iane0o rpynara (p = 0,0042). B npoyuBaneTo
AC-052-331, B cpoka Ha 24-CeIMUYHOTO JIBOHHOCJIAIO JICYCHHE, CbOTBETHUTE CTOMHOCTH ca

1,9 ciipsimo 2,7 HoBomosIBIIIM ce nurutanau s3Bd, (p = 0,0351). U B nBete npoyuBaHus npu
NaIMEHTHTE JICKYBaHU ¢ O03€HTaH € UMAaJIO II0-MaJjIKa BEPOSTHOCT Ja CE MOSIBIT MHOXKECTBEHU
HOBOIIOSIBUITY C€ JIUTHTAIHY S3BH B TIEPHO/Ia HA TPOYUYBAHUSATA, KATO BPEMETO, KOETO € OMII0
HE0O0XOMMO 32 Bh3HUKBAHE Ha BCAKA CJIe/IBall[a HOBOTIOSBMIIA C€ IUTHTAIHA S3Ba MPH TaKHBa
NalUeHTH € OWIIO MO-ABJIr0, B CPABHEHHE C BPEMETO W3MCKBAILIO €€ MPH JIEKYBaHHUTE C M1ane0o.
EdexTsT Ha 003¢HTaH 32 HaMaJsIBaHE Ha OPOS HA HOBOTIOSIBUIIUTE CE€ TUTUTAIIHH SI3BU € OWJI IT0-CHUITHO
MPOSIBEH NPH MAIUEHTH C MHOXKECTBEHU IUTUTAITHU SI3BH.

ITpu HUTO €AHO OT ABETE MPOyYBaHMA He € HaOtoJaBaH eeKT Ha 003eHTaH BbPXY BPEMETO 32
3a3ApaBsBaHe Ha TUTUTATHUTE SI3BU.

5.2 @apmakoKHMHeTHYHHM CBOWCTBA

(DapMaKOKI/IHeTI/IKaTa Ha 003€eHTaH € JOKYMCHTHpPAaHa I'IaBHO IIPpH 3/IpaBU UHAWBUIU. OFpaHI/I‘-IeHI/ITC
JaHHU ITPU MaUCHTUTC MMOKA3BaT, Y€ CKCIIO3UIHATA HA 0o3eHTaH IpU Bb3paCTHU MAUCHTH C BAX e
HpI/I6.III/131/ITeHHO 2 IbTH IIO-TOJIAMO, OTKOJIKOTO IIpH 3ApaBH Bb3PAaCTHU UHAWBUAU.

[Ipu 3npaBu nHIUBUAK, (hapMaKOKMHETHUKATA Ha 0O3EHTaH € J030- M BpeMe3aBucuma. KmuphHCBT 1
00eMbT Ha pa3npeielicHHe HaMaIISIBaT C IIOBUIIIABaHE HA HHTPABEHO3HUTE JI03U M HAPACTBAT C
BpemMeTo. Cliesi mepopaitHo PUIIOKEHHE, CUCTEMHATa eKCIIO3UIHS € IIPOTTOPIIMOHAIHA Ha 103aTa 10
500 mg. [Tpu no-Bucoku opaiuu 1034, Cmax 1 AUC ce moBuiiiaBar mo-cjiabo, a He mpornopIHOHATHO
Ha Ji03aTa.
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AOGcopOrus

[Tpu 3apaBu HHANBUAM, aOCONTIOTHATA OMOHATMYHOCT Ha 003eHTaH e npubim3utenHo 50% u He ce
MOBJIHSIBA OT XpaHaTa. MakcHMalTHUTE TJIa3MEeHN KOHLICHTPALIMK e TOCTUTaT 3a 3—5 vaca.

Pasnpenenenue

BozenTan ce cBbp3Ba B romsima cremneH (> 98%) ¢ mia3MeHnTe IpOTeHHH, TIaBHO C aTOyMUHA.
bo3eHTaH He MPOHUKBA B EPUTPOIUTHUTE.

Cunien nHTpaBeHO3Ha J103a oT 250 mg e ycraHoBeH 00eM Ha pasnpenenctue (Vss) oT okono 18 nurpa.

BI/IOTDaHCd)ODMaHI/IH " CIIMMHHAIA

Crnen equHIYHA HHTPAaBeHO3HA /1032 oT 250 mg, ocBoboxnaBaneto e 8,2 I/h. TepmunanauAT
MOTy>KUBOT Ha enmuMuHanmA (ti2) € 5,4 Jaca.

[Ipy MHOTOKpaTHO J03MpaHe, IUIA3MEHUTE KOHIIEHTPAMK Ha 003CHTaH HaAMAJISBAT IIOCTETIEHHO JI0
50-65% ot Te3u, HabMoAaBaHM MIPU NPUJIATAHETO HAa eIMHUYHA 103a. ToBa HaMasIsIBaHE BEPOSATHO Ce
JUBJKY Ha aBTOUHAYKIIMS HA METa0OIU3UPALITUTE YSPHOAPOOHH eH3uMHU. CTallMOHAPHY TIa3MEHHU
HUBa C€ JOCTUTAT B paMKHUTE Ha 3—5 JAHMU.

Bo3zeHTtan ce emuMHHMPa TIOCPEACTBOM KITbYHA SKCKPELHsI, ClIe] METa0OIM3Upane B UepHUs 1pod OT
nzoeHzumuTe Ha nutoxpom P450, CYP2C9 u CYP3A4. [To-manko oT 3% OT mpuiIoskeHara rnepopaisHa
J103a Ce OTKpUBA B ypUHATA.

Bozenran o6pa3yBa Tpu MeTabOIMTa, KATO CaMO €IUH OT TsIX € (PapMaKOJIOTHYHO aKTHBEH. To31
MeTaboJIUT ce eKCKpeTHpa ITIaBHO B HEMPOMEHEH BUJI Mpe3 skiIbukata. [Ipu Bb3pacTHHU MallueHTH,
W3JIaraHeTO Ha aKTHBHHA METaOONHT € MO-TOJISIMO, OTKOJIKOTO TPH 3ApaBu MHAUBUAW. [Ipu mamuenTn
C JIaHHU 32 HaJIU4ME Ha XO0JIecTas3a, N3JlaraHeTo Ha aKTUBHHUS METa0OJIUT MOXKE J1a € TTOBUILEHO.

Bozenrtan e unaykrop Ha CYP2C9 u CYP3 A4, kaTo € Bb3MOKHO 1a € uHAYKTOop cbio Ha CYP2C19 u
Ha P-rimmkonporenna. Mu sumpo, 603eHTaH MOTHCKA EKCIIOPTHATA [TOMITA HA JKITBYHUTE COITU B
XEMaTOIUTHH KYJITYPH.

JannuTte un gumpo Moka3Bar, 4e 003eHTaH HsIMa 3HAYMM UHXHOUTOpPEH e(DeKT BhPXY U3CIICABAHUTE
m3oenzumu Ha CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). Ilopaau ToBa HE ce OYaKBa
003€HTaH Jia OBMIIIABA TJIA3MEHUTE KOHIICHTPAIMY Ha JIEKAPCTBEHUTE TPOIYKTH, METa0OIM3UPaHU
OT TE3U U30CH3UMH.

dapMaKOKMHETHKA IPH CIICIIHATHY IOy IAINH

B3 ocHoBa Ha H3CJICABaHUA 00XBaT Ha BCSKA MMPOMCHJIMBA, ITPU Bb3paCTHATA MOITyJIalluA HE CC
O4YaKBa (I)apMaKOKI/IHeTI/IKaTa Ha 003eHTaH Ja 6’5}16 ITOBJIMsSIHA B 3HAYUTCIIHA CTCIICH OT I10JIa,
TCJIECHOTO TCTJIO, pacaTa Uik Bb3pacTTa.

Ileduampuuna nonyrayus

PapMaKOKHHETHKATA € IPOyYeHa MIPH NEAUATPHUYHH MALMEHTH B 4 KIIMHUYHY TPOYUYBAHUS
(BREATHE-3, FUTURE 1, FUTURE-3 u FUTURE-4; Bx. Touka 5.1). [Topaau orpaHH4YeHHTE JTaHHH
NIpY Jiena 1oJi 2-TOTUIITHA Bh3pacT, (hapMakOKUHETHKATa OCTaBa HEJIOCTAThYHO XapaKTepu3upaHa B
Ta3H Bb3pacToBa KaTETOpHsl.

ITpoyuBanero AC-052-356 (BREATHE-3) onensiBa hapmMakoKMHETHKATA TIPH €THOKPATHO U

MHOTOKPATHO TIepOpaltHo JIo3upane Ha huimMupanaTa Tadierka 6o3eHTan npu 19 nema Ha BB3pacT OT
3 1o 15 rogunu ¢ BAX, npu KOUTO A03UTE ca OMPEIENITHN Bh3 OCHOBA Ha TEJIECHOTO Teriio ¢ 2 mg/kg
JBa TbTH AHEBHO. [IpH ToBa mpoyuBaHe, eKCIIO3UIMATA Ha 003EHTaH HAMaJIBa C BPEMETO M0 HAYHH,
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CHOTBETCTBAII] HAa N3BECTHUTE aBTOMHIYKI[OHHHU CBOHCTBA HA 003eHTaHa. CpeHUTe CTOHHOCTH Ha
AUC (CV%) 3a 603¢HTaH MpH NeIHATPUYHH TAUeHTH, JieKyBaHu ¢ 31,25, 62,5 unn 125 mg nBa 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, HabnronaBana npu Bb3pacTHU naimeHTn ¢ BAX, nonyyasamwm 125 mg aBa mbTH
naeBHO. [Ipn cTaOMiTHO Mm1a3MeHo HUBO, CHCTEMHUTE €KCIO3UINY MTPH TIEAUATPHYHH TTAI[HEHTH,
texaru 10-20 kr, 20—40 xr u > 40 kr, e crorBeTHO 43%, 67% 1 75% OT crCTEMHATa €KCITO3ULINS
IpU Bb3PACTHH.

Ipu npoyusane AC-052-365 (FUTURE 1) npu 36 nena ¢ BAX Ha Bb3pact ot 2 jo 11 roaunu ca
NPUIIOXKEHH qucneprupany ce Tabnerku. He e HabmromaBana 1030Ba MPOMOPLIHOHATHOCT, Thil KATO
iasmenure koumeHrpamnun 1 AUC Ha 603eHTaH B CTAllMOHAPHO CHCTOSIHUE Ca TOA00HH TIPH
nepopanuu 103u ot 2 u 4 mg/kg. (AUC.: 3 577 ng h/ml u 3 371 ng h/ml crotBeTHO ¢ 2 mg/kg aBa
mbTH AHeBHO U 4 MQ/Kg nBa meTH qHEBHO). CpenHaTa eKCIO3UIN Ha O03€HTaH [IPU TE3H
NeIHATPUYHH MAIMCHTH € OKOJIO MOJIOBHHATA OT EKCIO3UIIMATA TIPH Bh3PACTHH MAUCHTH PH
HoTbpoKaliara 103a oT 125 mg aBa mbTH JHEBHO, HO MOKA3Ba MIMPOKO IPUITIOKPHBAHE C
EKCIIO3HIIUATA TIPH Bb3PACTHH.

B mpoyuBaneto AC-052-373 (FUTURE 3) ¢ u3non3BaHe Ha AUCTIEPTUPALIH c€ TaOJICTKH,
eKCITO3UIIUATA Ha OO3CHTaH IPH AIMEHTH, JIeKyBaHu ¢ 2 MQ/KQ 1Ba MbTH AHEBHO € CpPaBHMMA C Ta3H
npu npoyusadeto FUTURE 1. Ipu mstoctHarta momysmarws (n = 31), 2 mg/kg aBa mbTH JHEBHO ca
noBenu 1o nHeBHa excrnosunus 8 535 ng h/ml; AUC: e 4 268 ng h/ml (CV: 61%). [Ipu nauuentu Ha
BB3PACT MEXIy 3 Mecena u 2 TOAMHH, JHeBHATa excrosuims ¢ 7 879 ng h/ml; AUC: e 3 939 ng h/ml
(CV: 72%). Ilpu naumeHTH Ha Bb3pacT MexIay 3 mecena u 1 roguna (n = 2) AUC. e 5 914 ng h/ml
(CV: 85%) u npu mauuenTr Ha Bb3pact Mexay 1 u 2 roqunu (n = 7) AUC: e 3 507 ng h/ml (CV:
70%). Ipu manmenty Hax 2 rogunu (N = 22) auesHara excrosuust ¢ 8 820 ng-h/ml; AUC: e

4,410 ng-h/ml (CV: 58%). ITpunaraneto uHa 603eHTan 2 mg/kg Tpu MbTH JHEBHO HE € TIOBHUIIINIO
eKCIIO3HIUATA; JHeBHAaTa ekcrosumus € 7 275 ng h/ml (CV: 83%, n = 27).

B®3 ocHoBa Ha HaxoakuTe npu npoyusaBanuita BREATHE-3, FUTURE 1 u FUTURE 3, usrnexna,
Ye eKCIIO3MIUATA HAa 003€HTaH JOCTHTA IIJIATO IPH MO-HUCKH J03H [P MEAUATPHIHH MAIIUEHTH,
OTKOJIKOTO TIPH TIPH BB3PACTHH H, 4e 1031 Haj 2 My/Kg nBa meTr nHeBHO (4 MQ/KQ 1Ba IbTH AHEBHO
nnn 2 mg/kg Tpu IBTH THEBHO) HE BOJAT JIO MO-TOJIAIMA €KCITO3HITHS Ha O03EHTaH MMPH
HeIUaTPUYHKUTE MAIIUEHTH.

ITpu npoyuBanero AC-052-391 (FUTURE 4), npoBezneHo Ipy HOBOPOAEHH, KOHLIEHTPALIUUTE Ha
003eHTaH ca ce MOBHIIAaBaIi 0aBHO M HEMPEKBCHATO MPE3 IIbPBUS 1030B UHTEPBAJ, KOETO € JI0BEIIO 10
aucka ekcriozuims (AUCo.12 B 1s1a kpbB: 164 ng-h/ml, n = 11). B cratmonapuoTo cherosiiue AUC: e
6 165 ng h/ml (CV: 133%, n = 7), k0oeTo € mog00HO0 Ha eKCITO3UINATA, HaOIf0JaBaHa MPH Bb3PaCTHH
nanueHT ¢ BAX, xouto nonydasat 125 mg Ba mbTH JHEBHO, KATO CE B3EME MOJT BHUMAaHHUE
CHOTHOIIIEHUETO Ha pa3npeeenue Kpbp/miazma 0,6.

He ca u3BecTHH MOCIEAUIUTE OT T€3U HAXOKH M0 OTHOIICHHUE HA XEMATOTOKCUYHOCTTA. [10BT U
€HOBPEMEHHA yIOoTpeOa Ha MHTPABEHO3EH EMONPOCTEHO HE OKa3BaT 3HAUYUTENCH €EKT BhPXY
(hapMakOKMHETHKATa Ha OO3eHTaHa.

Yeproopobno yspedcoane

[Ipu nauuenTu c nexo yBpenena yepHoapobna ¢pynkuus (Child-Pugh kiac A), He ca HaOmogaBanu
3HaYMMHU IPOMEHH BB papMakoknHeTnkaTta. CtannonapHoto cherosiane Ha AUC 3a 6o3eHTaH € ¢
9% mo-Bucoko u AUC 3a aktuBHuUsA MeTabouT, Ro 48-5033, ¢ ¢ 33% 1m0-BHCOKO IMpH MAIUSHTHUTE C
JIEKO YepHOAPOOHO YBpEKIaHE, OTKOIKOTO MIPH 3APaBH JOOPOBOJIIIH.

EdexTsT Ha ymepeHo yBpenena uepnoapoona ¢pynkuus (Child-Pugh kinac B) Bepxy
(apmakokrHeTHKaTa Ha 003€HTAaH M HErOBHs IbpBHYeH MeTabouT Ro 48-5033 e u3cnenBan npu
NpOYyYBaHe, BKIOYBAIIO 5 MAIMEHTH ¢ 0e10jpoOHa XUIIEPTOHUS, CBbP3aHa C MOPTAITHA XUIICPTOHHS 1
Child-Pugh xmac B geproapobHO yBpexaane u 3 manuentu ¢ BAX, cBbp3aHa ¢ APyrH IPUINHU U
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HOpMaJiHa YepHoapoOHa dyHkiws. [Tpu naruentu ¢ Child-Pugh knac B uepHoapoOHO yBpexaaHe,
cpennara (95% CI) AUC B craumoHapHo cbheTosiHEE Ha 603eHTaH e 360 (212-613) ng h/ml, T.e.,

4,7 mpTr o-Bucoka u cpeanata (95% CI) AUC na aktuBHus Mmetabonut Ro 48-5033 e 106 (58,4—
192) ng h/ml, t.e., 12,4 mbTH 1MO-BHCOKA, OTKOJIKOTO MPH MAIIMESHTH C HOPMaJHa YepHOAPOOHA
byuxims (6o3eHtan: cpenna croinoct [95% CI] AUC: 76,1 [9,07-638] ng:-h/ml; Ro 48-5033: cpenna
croitroct [95% CI] AUC 8,57 [1,28-57,2] ng h/ml). Berpeku orpanuueHus Opoii Ha BKITIOYCHUTE
HAaMEeHTH U BUCOKATa BAPHAOWITHOCT, Te3M TaHHU ITOKA3BaT MOAYEPTAHO TOBHUIIEHA SKCIIO3UIIUS Ha
003eHTaH 1 HeroBHs MbpBUYeH MeTaboauT Ro 48-5033 npu manueHT ¢ yMepeHo yBpeneHa
yepHoapoOHa ¢pynkuus (Child-Pugh xmac B).

dapMakOKMHETHKATa HAa 003EHTaH He € MPOoyYeHa MPHU MAIMEHTH ¢ YePHOAPOOHO YBPEKIaHE
Child-Pugh knac C. STAYVEER e npoTHBONOKa3aH MalMeHTH ¢ YMEPEHO 10 TEXKKO YePHOAPOOHO
yBpexaane, T.e. Child-Pugh kmac B wnu C (Bx. Touka 4.3).

bvopeuno yepescoane

I[1pu manueHTUTe ¢ TeXKO 6bOpedHo yBpexkaane (kpeatnHuHOB KiupbHC 15-30 ml/min.), ruia3menure
KOHIICHTpAIMK Ha 003eHTaH HaMaisaBat ¢ mpuoau3uTesiHo 10%. [Tna3mMennTe KOHIIEHTpALUU Ha
METa0O0IUTUTE Ha 0O3EHTaHa ce TIOBUIIABAT OKOJIO 2 BT MPH TE3H MAIIEHTH, B CPAaBHEHHUE C
MAIMeHTHTe ¢ HopMaHa O0b0peyHa pyuknus. [Ipun manuenTuTe ¢ 6-0pevYHO YBpEKIaHEe HE Ce Hajara
KOpeKIus Ha J1o3ata. Hama cnienuduieH KIMHAYEH OMUT IPH MAlUeHTHTE, MOJIeKANH Ha THAITH3a.
[Mopanu pU3NKOXMMUYHUTE CBOWCTBA U BUCOKATa CTEIICH Ha CBBP3BaHE C IPOTEHHHTE, HE CE OUaKBa
JMann3aTa ia OTCTpaHu 003eHTaHa OT KPhBOOOPAIICHHETO B 3HAYMTEHA CTENeH (BK. Touka 4.2).

5.3 IlpeakIMHUYHHU JAHHU 32 0€30MACHOCT

2-TOAWIITHO TIPOyYBaHe Ha KAPIIUHOTCHHOCTTA MTPH MHUIIIKH ITOKa3Ba MMOBHUIIIEHA YE€CTOTA HA
KOMOWHHPaHH XEMaToleyJapHU aJICHOMH U KapIIMHOMHM ITPU MBXKKH, HO HE U TIPH JKEHCKU MHIIKH,
MIpH IJIa3MEHU KOHIICHTPAIIUU OT OKOJIO 2 110 4 IIHTH HAIBUINIABAIIY TUIa3MEHUTE KOHIICHTPAIIUH,
JIOCTUTAHH TIPH TEPAINeBTUYHU 103U Tipu Xopa. [Ipu mresxoBe, nepopaiHOTO npriiaraHe Ha 603eHTaH
3a MepHoJ OT 2 TOJAWHU NPUYHHSABA MAJIKO, 3HAYMMO TIOBUIIIABAHE HA YECTOTaTa HA KOMOWHUPAHUTE
(OJIMKYJIOKICTHYHH aJICHOMH M KapIIMHOMH Ha IIIUTOBUIHATA JKJIE3a IPU MBIKKH, HO HE U IIPH KEHCKH
IUTHXOBE, TIPH IJIA3MEHU KOHIIEHTPAIMH OT OKOoJI0 9 10 14 mbTH HaIBHUINIABAIIY TUTA3MEHUTE
KOHLIEHTpAllH, JOCTUTaHU IIPU TEPANIEBTUYHU 103U MIpU Xopa. TecToBeTe 3a FeHOTOKCUYHOCT NpU
0o3eHTaH ca oTpulaTeaHu. Mima mokaszarencTsa 3a Jiek qucOaiaHc Ha TUPCOUTHUTE XOPMOHH,
MPUYUHEH OT 003¢HTaHa NpH IIbXoBe. Ho HsiMa jjoka3arencTra 3a MoBiusBaHe QyHKIIMUTE HA
MIUTOBUIHATA JKJIe3a (TUPOKCHH, THPEOU-CTUMYITUPAII] XOPMOH) OT O03€HTaHa MPH XOpa.

He e u3Becten edexThbT Ha 003eHTaHA BBPXY MUTOXOHIpHUATHATA (DYHKIIUS.

Joka3zaHo e, ye 003€HTaHBT € TEPATOTEeHEH MPH ILTHXOBE MPH IJIa3MEHH HUBA, TI0-BUCOKH OT 1.5 mbTH
IIa3MEHHUTE KOHIICHTPAIIWH, IOCTUTAHH TP TEPAIIEBTUYHU J03U NIpU Xopa. TepaToreHHUTE ePeKTH,
BKJIFOYBAIIM MapOpMalliy Ha IJIaBaTa U JUIETO, U Ha TOJIEMHUTE ChJIOBE, Ca J0303aBUCHUMHU.
[Ipunukure BHB BUa Ha Majidopmaruute, Hadmonasanu npu apyrute ET perientopHu aHTaroHUCTH
u mutkute ¢ aepunut Ha ET, cBumeTencTBa 3a epeKT Ha Kiiaca MeJAuKaMeHTH. [1pu skeHu ¢
JIeTEepOJIcH TIOTCHIINAT TPSIOBa J]a ce B3eMaT MOIXO IS IPeIIia3Hu MepKH (BXK. Touku 4.3, 4.4 1 4.6).

Pa3ButHeTo Ha TecTHKyNIapHa TYOyJIHA aTpodus U HapylleH GpepTuianTeT ca OMIIM CBBP3aHu C
XPOHUYHO MPHJIOKEHUE HA €HA0TEINH-PEENTOPHA aHTATOHUCTH TIPU TPU3AYH.

[Ipu npoyuBanus Ha GepTUIUTETA IPU MBKKH U )KEHCKH ILTHXOBE , HE ca HAOII01aBaH! eeKTH
BBPXY OpOsi, MOABMKHOCTTA U )KU3HECTIOCOOHOCTTA HA CIIEPMATO30HMIUTE W BEPXY CIIOCOOHOCTTA 32
yndTocBane WK GEePTUINTETA, TP EKCIIO3UITNH, HAJABHUIIABAIIN CHOTBETHO 21 1 43 mbTH
O0YaKBAHOTO TEPANEBTUYHO HUBO MPH XOPa, HUTO € UMAJIO U HEeXeJaHU eEeKTH BbPXY Pa3BUTHUETO Ha
MPEeTUMIUTAHTAIIIOHHUS €eMOPHOH MM UMIIAHTALHATA.
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Jleko TOBHIIIEHA Y€CTOTa HA TECTUKYJIapHA TYOYIJIHA aTpodusl € HaOIItoJaBaHa MPH TUTbXOBE, Ha KOUTO
€ IpujIarad nepopajHo 003€HTaH MpHU HKUCKa 103a oT 125 mg/kg/nen (0koi0 4 MbTH MaKCUMaJIHATA
npenopbynTenHa no3a npu xopa [MIIJIX] u Haii-HuckaTa M3NUTBaHA J103a) B IPOIBIDKCHUE HA JIBE
TOJIMHU, HO He | NpH BHcoka fo3a ot 1 500 mg/kg/nen (okono 50 meti MIIJIX) B nmpoabinkeHue Ha

6 mecena. [Ipu npoy4yBaHe 32 TOKCHYHOCT TIPU FOBEHWIIHU ITBX0BE, KBJCTO IUTHXOBETE Ca JIEKYBaHH
ot Jlen 4 post partum mo Bb3pacTHH, € HabII0IaBaHO HAMAJICHO a0COTIOTHO TETJI0 Ha TECTUCUTE H
enuIuaAMMa 1 HaManeH Opoil Ha criepMaTo30uau B enuauanMa ciel npekbeanero. NOAEL e Oun
crotBeTHO 21 reTH (B Jen 21 post partum) u 2,3 et ([en 69 post partum) trepaneBTuaHaTa
EKCIIO3HITUS TIPH XOPpa.

Brnpeku ToBa, HE ca yCTaHOBEHU €()EKTH BbPXY OOIIOTO pa3BUTHE, PACTEKA, CCH30PHHUTE,
KOTHUTHBHUTE (PYHKIIUU U PETPOTyKTUBHUTE CIOCOOHOCTH TpH 7 (MBIKKH )KUBOTHH) U 19 ((KEHCKH
JKUBOTHH) ITHTH TE€PAIiCBTHYHATA EKCIIO3UIIMsI Tpu xopa Ha Jlen 21 post partum. [Ipu Be3pacTHH
(Mlen 69 post partum) He ca ycTaHOBEHU HUKAKBH e)eKTH Ha 003¢HTaH npu 1,3 (MBKKH )KUBOTHU) H
2,6 ()KCHCKH >KHBOTHH) ITHTH TEPANICBTUIHATA EKCIIO3UITUS TIpH 1era ¢ BAX.

6. OAPMAIIEBTUYHU JAHHU
6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

Snpo Ha Tabnerkara:

[{apeBn4HO HUILIECTE
IIpexenaTnHU3UPaHO HUILIECTE
Harpues Hummecren ravkonat (Tum A)
IToBugon

I'muneponoB nubexeHat

Maruesues creapar

PUIMOBO OKPUTHE:
Xunpomenosa

I'muniepoinoB Tpuarerar

Tank

TuranoB nuokcua (E171)
Kenesen oxcun, xbaT (E172)
Kenesen oxcun, yepsen (E172)
Erunuenynosa

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoCT

4 roguHA

3a Genute OYTHIIKK OT TIOJMUETHIICH ¢ BUCOKA ITBTHOCT — J1a ce M3nos3Ba 1o 30 JHu ciexn
I'bPBOHAYATHOTO OTBAPSHE.

6.4 ChenmnaJHM ycJI0BHUS HA CbXpaHeHUe

3a PVC/PE/PVDC/anymunueBuTe 0IucTepu:
[a ce cpxpansBa npu remnepatypa nox 25°C.

3a 6enuTe OYTWIKHU OT TTOJIMETUJICH C BUCOKA TUTBTHOCT:
To3u eKapcTBEH NPOAYKT HE U3MCKBA CIICLUAIHN YCIOBUS Ha ChbXPaHCHHE,

3a YCJI0BUATA HAa CbXPAHCHUC CJIC IbPBOHAYAJIHO OTBAPAHE HA JICKAPCTBCHHUA IIPOAYKT BUKTC TOUKA
6.3.
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6.5 Bwuau chabp:kaHHe HA OMAKOBKAaTa

STAYVEER 62,5 mg dhunmMupanu TabieTku
PVC/PE/PVDC/anymunneBu 6nrctepu, Chappxamny 14 ¢pummupanu Ta0ieTKy.
OrmakoBKUTE ChABPKAT 56 win 112 prmmupanyu TabaeTKy.

Benu OyTHIKM OT MOJMETHIICH C BUCOKA ITBTHOCT C AGCUKAHT CHITUIIMEB AUOKCH] T'ell, ChABbPKAIIH
56 ¢unmupanu TabNeTKH
OmakoBKUTE ChABPKAT 56 QUIMHUpaHU TaOICTKH.

STAYVEER 125 mg dunmupanu tabyieTku
PVC/PE/PVDC/anymunneBu 6nuctepu, chappxamny 14 ¢pummupanu TabneTKy.
OmnakoBkute chabpxar 56 i 112 punmupanu tabneTku.

Benu OyTHIKM OT MOJMETHIIEH C BUCOKA TUTBTHOCT C AGCUKAHT CHITUIIMEB AUOKCH] Tell, ChABPKAIIU
56 ¢punmupanu TabICTKU
OnakoBKUTE ChABPXKAT 56 PUIMUpaHn TaOJIETKH.

He Bcruky BUAOBE ONMAKOBKU MOTaT a ObAaT MMyCHATH B TIpoJax0a.
6.6 CrhenuajaHu NMpeIna3Hu MEPKHU MPH U3XBHPJIsiHE U padoTa
Hsama CIICIMaJIHA U3UCKBAHUSA ITPU U3XBBPJISTHE.

Hewnsnoms3BanusT JeKkapcTBEH NPOAYKT WK OTHAABFYHATE MaTEPHAIIN OT HeTo Tpsi0Ba Ja ce U3XBBPIIAT
B CBbOTBETCTBHUEC C MECTHUTC U3HUCKBAHU.

7. MHNPUTEXATEJ HA PABPEHIEHUETO 3A YIIOTPEBA
Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA
STAYVEER 62,5 mg ¢unmupanu tabietku

EU/1/13/832/001

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

STAYVEER 125 mg dbwiMupanu TablIeTKH
EU/1/13/832/002
EU/1/13/832/004
EU/1/13/832/006

9. JATA HA II'bPBO PAZPEINABAHE/IIOJTHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[aTa Ha ppBO paspemanane: 24 ouu 2013 1.

[Jara Ha nocnenHo nmoxHoBsiBaHe: 08 sayapu 2018 r.
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10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

05/2024

[MonpoOHa nH(opMaIUs 3a TO3M JICKAPCTBEH MPOIYKT € peJoCTaBeHa Ha yeOcaiita Ha EBporelickara
areHIws 1o JiekaperaaTa https://www.ema.europa.eu.
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MNPUJIOXKEHUE 11

MMPON3BOJUTEJL, OTTOBOPEH 3A OCBOBOXIABAHE HA
IHAPTU N

YCJIOBUA NJIN OTPAHUYEHMUA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUSA U U3BUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA NN OT'PAHUYEHNS 3A BE3OITACHA 1
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A. NPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOX/IABAHE HA ITAPTUIN

Hme u aapec Ha npousBoauTeasa(UTe), OTTOBOPEH(HM) 32 OCBOOOKIaBaHE HA MAPTUINTE

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

b. YCJIOBUs NI OT'PAHUYEHUA 3A TJOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOIYKT c€ OTITyCKa [0 OrPaHUYEHO JeKapcko npeanucanue (Bx. [punoxenne I:
KpaTka xapakTepucTrka Ha IpOoAyKTa, Touka 4.2)

B. JAPYI'M YCJIOBUSA U U3NCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

° IlepyoANYHM AKTYAJIU3UPAHM J0KIaau 32 Oe3onacHocT (ITAJIB)

W3uckBanusra 3a nogaBane Ha [TAJ[B 3a To3u NPOAYKT, BKIFOYUTEIHO TOKIAAH 32 BIUSHUETO BHPXY
yepHUs Apo0, ca MOCOYEHHU B CIHCHKa ¢ pedeperTHuTe natu Ha Epponeiickus cpio3 (EURD crmcpk),
npensuaeH B wi. 1078, an. 7 ot dupextusa 2001/83/EO, 1 BbB BCHUKH CIICBAIIM aKTyaIU3alUH,
nyOJIMKyBaHU Ha eBPOTEHCKUs yeOmopTai 3a JIeKapcTBa.

.  YciaoBus NWJin Or'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

e  [Ilaan 3a vipasjaenue Ha pucka (ITYP)

[Mputexatenst Ha pa3peuieHrero 3a yrnorpeda ([1PY) TpsabdBa na n3BbpIIBa H3UCKBAHUTE JCHHOCTH
U JIefCTBUS, CBBP3aHU C MpOCeIsiBaHe Ha JIeKapCTBeHaTa 0e30acHOCT, IOCOUYEHH B OJJO0pEHHS
ITYP, npexncrasen B Moayn 1.8.2 Ha pa3pelieHuero 3a yrnorpeda, KakTo U BbB BCHUKH CIIE/IBAIIH
o100peHu akryanu3anuu Ha [TYP.

Axryanusupas [IYP tps6Ba na ce nonasa:

o 1o uckane Ha EBpomnelickaTa areHIus 10 JIeKapCcTBaTa;

o BUHArd, KOraTo ce M3MEHsI CHCTEMAaTa 3a yIpaBJIeHHE Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
NoJTy4aBaHe Ha HOBa HH(OPMaIIUs, KOSITO MOXKeE J1a JIOBeJIe 10 3HAYMMHU IIPOMEHH B
CHOTHOIIIEHHETO TOJI3a/PUCK, WK CIIe]T IOCTUTAaHE Ha BaykeH eTar (BB Bpb3Ka ¢
npocieisBaHe Ha JIeKapCcTBeHATa 0e30MaCHOCT MIIM CBEXKIaHE Ha PHCKA 0 MUHUMYM).

L JlombJIHNTEIHN MEPKH 32 CBEXK/IAHE HA PHCKA 10 MUHUMYM

[Iporpamara 3a 00yuyenue ce cberon oT CUrHajHa KapTa Ha HalyueHTa, KOsSTO TOM TpsiOBa J1a HOCH ChC
cebe cu. O0maTa uen Ha CUrHaNHATa KapTa Ha MalMeHTa € a 00pa3oBa MalMeHTUTEe OTHOCHO BaKHA

nH(opMaryst 3a 6€30MacHOCT, C KOSITO Te TPsIOBa Jja ca 3al03HATH MIPEAN U 10 BpEMe Ha JICUCHHE ChC

STAYVEER.

CurHajiHaTa KapTa Ha maucHTa, Ipe€aoCTaB€Ha KaTO 4YacCT OT OIMaKOBKAaTa Ha MPOAYKTa, MMa 3a 1eJI:

o Jla YIECHHU 3all03HABAaHETO HA MAI[UCHTUTE C HEOOXOAMMOCTTA OT PEIOBHU KPhBHU H3CIICIBAHUS
3a YepHOAPoOHaTa QYHKITHSL.
o Ja nHGOpMHpa MAIMEHTHTE 32 HYXkK/1aTa Jja ce u30sTrBa OPEMEHHOCT H J1a CE OCUTYpHU

H3II0JI3BAHCTO Ha e(l)eKTI/IBHI/I KOHTPALCIITUBHU MCPKU.
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MNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JIA ChbADBPKA BTOPUYHATA OITIAKOBKA
KYTHA C 56 1 112 TABJIETKA

KAPTOHEHA OITAKOBKA/BJINCTEPU

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

STAYVEER 62,5 mg ¢punmupanu tadiaetku

0o3eHTaH

| 2. OBSBABAHE HA AKTUBHOTO BEHIECTBO

Bceska ¢unmmupana Tabnerka cpappika 62,5 mg 603eHTaH (KaTo MOHOXH/IPAT).

(3.  COUCBHK HA IOMOIIHUTE BEILIECTBA

| 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

56 ¢punmupanu TabIeTKH
112 ¢punmupanu tabnerku

[5.  HAYMH HA OPWIOKEHUE U I'bT(MILA) HA BbBEKJIAHE

[lepopanHo npunoxxeHue
[Ipeau ynotpeba npoyereTe IMCTOBKATA.

6. CIIEHUAJIHO MPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBbXPAHSABA HA MSACTO JAJIEYE OT HOTJVIEJA U TOCET'A HA JTEITA

Jla ce cpxpaHsIBa Ha MSCTO, HEAOCTHITHO 32 JICTIa.

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

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'oneHn no:

| 9. CIHEHUAJIHHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpansiBa nmox 25°C.

31



10.

CIIEHUAJIHU TPEJAITAZHU MEPKU ITPU N3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHBA

11.

NUME 1 AIPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

[12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

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

[13.

HHAPTUJAEH HOMEP

[TapTuna:

14.

HAYMH HA OTITYCKAHE

|15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HWHP®OPMAILIMSA HA BPAHJIOBA A3BYKA

STAYVEER 62,5 mg

|17,

YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3mMepeH 0apKoj ¢ BKIIOYCH YHUKAICH HICHTH(UKATOP.

| 18,

YHUKAJIEH NWIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JIA ChbABPKA BTOPUYHATA OIIAKOBKA
KYTHA C 56 U 112 TABJIETKHA

KAPTOHEHA OITAKOBKA/BJINCTEPU

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

STAYVEER 125 mg ¢unmupanu TabieTKu

0o3eHTaH

| 2. OBSBABAHE HA AKTUBHOTO BEHIECTBO

Bceska ¢unmmupana Tabnerka cpappika 125 mg 603eHTaH (KaTo MOHOXHIPAT).

(3.  CHOUCBHK HA IOMOIIHUTE BEILIECTBA

| 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

56 ¢punmupanu TabIeTKH
112 ¢punmupanu tabnerku

[5.  HAYMH HA OPWIOKEHUE U I'bT(MILA) HA BbBEKJIAHE

[lepopanHo npunoxxeHue
[Ipeau ynotpeba npoyereTe IMCTOBKATA.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSACTO JAJIEYE OT HOTJVIEJA U TOCET'A HA JTEITA

Jla ce cpxpaHsIBa Ha MSCTO, HEAOCTHITHO 32 JICTIa.

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

| 8. JATA HA UI3TUYAHE HA CPOKA HA TTOAHOCT

TI'oxen no:

| 9. CIHEHUAJIHHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpansiBa nmox 25°C.
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10.

CIIEHUAJIHU TPEJAITAZHU MEPKU ITPU N3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHBA

11.

NUME 1 AIPEC HA ITIPUTEXATEJISA 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.

HHAPTUJAEH HOMEP

[TapTuna:

14.

HAYMH HA OTITYCKAHE

|15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HWHP®OPMAILIMSA HA BPAHJIOBA A3BYKA

STAYVEER 125 mg

|17,

YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mMepeH 0apKoj ¢ BKIIOYCH YHUKAICH HICHTH(DUKATOD

| 18,

YHUKAJIEH NWIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JIA ChbADBPKA BTOPUYHATA OITAKOBKA 1
ITBPBUYHATA OITAKOBKA
KYTHUA C 56 TABJIETKH

ETUKET HA KAPTOHEHA OITAKOBKA U BYTHUJIKA/BYTUJIKH

| 1. NME HA JIEKAPCTBEHUS NPOAYKT

STAYVEER 62,5 mg ¢punmupanu tadiaeTku

0o3eHTaH

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

Bceska ¢unmmupana Tabnerka cpabpika 62,5 mg 603eHTaH (KaToO MOHOXH/IPAT).

| 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

56 dunmupanu TabICTKU

[5.  HAYMH HA IPWJIOKEHME U I'bT(MIA) HA BbBEKJAHE

[lepopanHo npunoxxeHue
[Ipeau ynotpeba npoyereTe IMCTOBKATA.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSACTO JAJIEYE OT HOTJVIEJA U TOCET'A HA JTEITA

Jla ce cpxpaHsIBa Ha MSCTO, HEAOCTHITHO 32 JICTIa.

| 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINMO

I[a HC CC NOrrbiia CynIuTCIIAT.

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
Ha ce uznon3sa 1o 30 gHU ciieq MbPBOHAYATHOTO OTBapSHE.

JlaTa Ha oTBapsiHe:
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| 9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE

Ha ce cexpanssa nox 25 °C.

10. CIHEINUWAJIHU NPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHBA

| 11. HWME U AJPEC HA IPUTEXKATEJISA HA PASPEHIEHHUETO 3A YIIOTPEGA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

| 12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEFA

EU/1/13/832/005

| 13. TTAPTHJIEH HOMEP

[Taptuna:

| 14. HAYMH HA OTITYCKAHE

| 15. YKA3AHMUS 3A YIIOTPEBA

| 16. HUH®OPMAIMA HA BPAMJIOBA A3BBYKA

STAYVEER 62,5 mg

| 17. YHUMKAJIEH WIEHTH®UKATOP — JIBYU3IMEPEH BAPKO/

JByr3mepeH 0apKoJI ¢ BKIFOUEH YHUKAJICH UACHTU(DHUKATOD

| 18. YHUMKAJIEH WIEHTH®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JIA ChbADBPKA BTOPUYHATA OITAKOBKA 1
ITBPBUYHATA OITAKOBKA
KYTHUA C 56 TABJIETKH

ETUKET HA KAPTOHEHA OITAKOBKA U BYTHJIKA/BYTHJIKA

| 1. NME HA JIEKAPCTBEHUS NPOAYKT

STAYVEER 125 mg ¢unmupanu TabieTKu

0o3eHTaH

[2. OBSIBIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bceska ¢unmmupana Tabnerka cpappika 125 mg 603eHTaH (KaTo MOHOXHIIPAT).

| 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

| 4. JJEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJJHA OITAKOBKA

56 dunmupanu TabICTKU

[5.  HAYMH HA IPWJIOKEHME U I'bT(MIA) HA BbBEKJAHE

[lepopanHo npunoxxeHue
[Ipeau ynotpeba npoyereTe IMCTOBKATA.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCEI'A HA JTELIIA

Jla ce cpxpaHsIBa Ha MSCTO, HEAOCTHITHO 32 JICTIa.

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

I[a HC CC NOrrbiia CynIuTCIIAT.

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
Ha ce uznon3sa 1o 30 gHU ciieq MbPBOHAYATHOTO OTBapsHE.

JlaTa Ha oTBapsiHe:
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| 9. CIHEHUAJIHHU YCJIOBUsA HA CbXPAHEHUE

10. CHELOUAJIHM NPEANTASHU MEPKU INTPU U3XBBPJISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

| 11. HMME U AJJPEC HA IPUTEXKATEJIA HA PASPEHIEHHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

| 12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEFA

EU/1/13/832/006

| 13. HOAPTHJEH HOMEP

[TapTuga:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUNA 3A YIIOTPEBA

16. HWH®OPMAIIMSA HA BPAHJIOBA A3BBYKA (OTHACSI CE CAMO 3A
KAPTOHEHATA OITAKOBKA)

STAYVEER 125 mg

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

JByr3mepeH 0apKoJI ¢ BKIFOUEH YHUKAJICH UACHTU(DHUKATOD

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

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE
BJIMCTEPHU

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

STAYVEER 62,5 mg Ttabnerku

0o3eHTaH

| 2. NME HA ITPUTEXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag Int

| 3. JATA HA UI3TUYAHE HA CPOKA HA 'OAHOCT

EXP

| 4. IHHAPTUJAEH HOMEP

Lot

5.  JIPYIO

MHUHUMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE
BJIUCTEPHU

| 1. HNME HA JIEKAPCTBEHUS NPOAYKT

STAYVEER 125 mg tabnerku

003eHTaH

| 2. HNME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag Int

| 3. JATA HA UI3TUYAHE HA CPOKA HA 'OAHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot
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|5.

JIPYTO
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CUTI'HAJIHA KAPTA HA TAIIMEHTA

CUTHAJIHA KAPTA HA ITAIIUEHTA

(IIpenna crpana)

Baxxumn npeaynpexaeHusi OTHOCHO 0€30MACHOCTTA HA MANMEHTHUTe,
npuemMauim STAYVEER (0o3enTan)

B Ta3u xapra ce cpabpika BaxkHa nHpopmanus 3a STAY VEER. Mo, nmpouerere
BHUMATEIHO Ta3U KapTa, npeau ja 3anounete geueHue cbc STAYVEER.

BameTo nme:

[Ipennucpany nekap:

Axo nmare Beiipocu oTHocHO STAY VEER, nonuraiite Bamus nexap.
Janssen-Cilag International NV

(3agHa cTpana)

KonTpauenuus
[Tom3Bate 11 /iprieMaTe ¥ KOHTPAICTITHUBY B MOMEHTA?
[ Hda [JHe

Axo ,,J1a”, 3anuiiere UMeHaTa UM TYK:

3aHecere Ta3u KapTa Ha Bamus JICKap WJIM THHEKOJIOT IIPU CJIEABAIIOTO CHU IOCCIICHUE U
TOH e MOXKE 1a Bu moceBeTBa JaJii € HY?KHO [1a Tpujrarate JOMbJIHUTCIHU UIIN
AJITCPHATUBHU MCTOAHU 3a KOHTPALCIIIUA.

(Bprpemna ctpana 1)
AKO cTe :KeHa B 1eTepo/IHA Bb3PACT, NPOYeTeTe BHUMATETHO
Ta3u CTpaHUuIa
Bpemennocrt
STAYVEER wmoxe nma yBpenu pa3sutreTo Ha mioza. [lopamu ToBa He TpsOBa na
npuemate STAY VEER, ako cre GpeMeHHa, a OcBeH TOBa He TpsiOBa na 3adpeMeHsIBare,
nokato npuemare STAYVEER.

Hemo moBeue, ako ctpagare ot 6e10ApoOHa XUIIEPTOHHS, HACTHIIBAHETO Ha OPEMEHHOCT
MOJKE J1a BJIOIITN TEKKO CHUMIITOMHTE Ha BaIIeTO 3a00JsIBaHe. AKO ITOI03UpPATE, 9€ MOKE
na cre OpeMeHHa, yBeoMeTe Bammst gexap MiIu THHEKOJIOT.

Kourpanenuus

IIpenna3BaneTo oT 3abpeMeHsBaHEe Ha Oa3aTa HA XOPMOHH, HAIPHUMEp NMEPOPATHU
KOHTPAIETITHBH HJIN TaOJIETKH MPOTUB 3a0peMEeHIBaHEe, XOPMOHATHI HHXEKIINH,
HMMIUTAHTATH WIIH IDTACTUPH 32 KOXKa 3a Mpea3BaHe OT OPeMEHHOCT He MOTaT Ha/IeXkKTHO
Jla TIPeTOTBPATAT 3a0peMeHsaBaHe pH xeHu, kouto B3emar STAYVEER. Tps6sa na
U3I0JI3BaTe OapuepeH METOoJ 3a IpeAna3BaHe OT 3a0peMeHsIBaHe, HalpuMep
IIpe3epBaTHB, 1uadparMa Wik BarnHaIHA I'b0a, B TOMBIHEHNE KbM HIKOH OT MOCOYEHHUTE
BHIOBE XOPMOHAJIHU CPE/ICTBA 3a Mpena3BaHe oT 3abpemensBane. HempemeHHo TpsoBa
Jta 00ChIMTEe BCUUKN Bh3HUKHAIM BBIIpOcH ¢ Bamms nekap nim runexosior. Ilonbennere
noapoOHaTa nHpopMarys Ha TbpOa Ha Ta3u KapTa U s 3aHeceTe Ha Bamus iekap wim
THHEKOJIOT TPU CIEBaIlOTO MOCEIIEHHE.

[Ipenn 3amouBane Ha neueHneTo cb¢ STAY VEER u Bcexn Mecer, fokaTo Tpae
JIeYeHneTo, TpsIOBa Jla paBUTE TECT 32 OPEMEHHOCT, I0pH U J1a MUCIIUTE, Y€ HE CTe
OpeMeHHa.

JlaTta Ha IbpPBHUS MECEUEH TECT:

(BpTpemna ctpaHa 2)
KpbBHU H3ciieABaHus HA YepPHOAPOOHATa QyHKIUSA

YcraHoBeHoO e, ue Hikou OoT manuentute, npuemaiu STAY VEER, umart oTkinoHeHus B
yepHOAPOOHUTE (HYHKIIMOHATHU Nokazatenu. [1o Bpeme Ha seuenueto cs¢ STAY VEER
Bamust nekap me Bu Ha3HauaBa peloBHO KPBBHU U3CJIEIBAHUA 32 OTKPUBAHE Ha
MIPOMEHH B YePHOAPOOHATA (HYHKIIHS.

He 3a6pagsiiTe 1a npaBuTe BCEKH Mecell KPbBHHUTE H3CJIEIBAHUS HA
YepHoApoGHaTa PyHKIM. [[Be ceIMUIN cJIe/ yBeTMYaBaHe Ha 103aTa IIe ce
HANPAaBH JONbJIHUTEIHO U3CJIeBaHE.

I[aTa Ha IbPBOTO MECCYHO U3CJICABAHEC:

I'pacduk Ha BamMTe €KEMECEUHH YEPHOAPOOHU U3CIICABAHMS:

[stayapun [ maii [ cenremBpu

[ peBpyapun [J ronu [] oOKTOMBpH

[l mapT [ rormm [l HoemBpu
L anpui L aBrycr [l nexemBpH_
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b. IUCTOBKA
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JlncroBka: undopManus Ha MOTpedUTENS

STAYVEER 62,5 mg ¢punmupanu tadaerku
STAYVEER 125 mg ¢puamupanu Taé/aeTkn
603enTan (bosentan)

IIpoyeTeTe BHMMATEIHO USLJIATA JIMCTOBKA, IIPEeIU 12 3alI0YHETe 12 IpHeMaTe TOBA JIEeKapCTBO,

Thil KaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.

- 3amasere Ta3u JTUCTOBKA. MOXe /la ce HAIOXKH Ja S TPOYETETE OTHOBO.

- Axo uMare HSIKaKBHU JOIBJIIHUTEIHU BBIIPOCH, TIONTUTAlTe Barms nekap win hapManesT.

- Toga nekapcTBo € mpennucano 1uyHo Ha Bac. He ro mpeorcThnBaiite Ha npyru xopa. To Moxe aa
VM HaBpeIH, HE3aBUCUMO 4e MIPU3HAINTE Ha TAXHOTO 3a00IIsBaHe ca ChIUTE KaTo Bammre.

- Axo monyumTe HIKAKBH HEKEJIaHW peakiuu, yBegomere Bammus nexap win papmarest. Tosa
BKJIFOYBA ¥ BCUYKHU BH3MOKHU HEXKEJIAHU PEAKI[UU, HEOMMCAHU B Ta3U JIUCTOBKA. BuxTe
TouKa 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kaxgo npencraBnsia STAYVEER u 3a kakBo ce u3non3sa
Kakso TpsiOBa ma 3naere, mpenu aa nmpuemere STAYVEER
Kax ga mpuemate STAYVEER

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cexpansiate STAYVEER

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Uk wdE

1. Kakso npeacraBiasiBa STAYVEER u 3a kakBo ce M310J13Ba

Tabnerkute STAYVEER cbabpkat 003eHTaH, KOMTO OJIOKHpa eCTECTBEHHS XOPMOH, HAPEUECH
ennorenuH-1 (ET-1), mpuunHsaBanmg ctecHsBaHe Ha KpbBOHOCHUTE chaoBe. Taka STAYVEER Boau mo
pa3impsBaHe Ha KPbBOHOCHUTE CHJIOBE M MIPHHAIJICKH KbM IrpyIla JeKapcTBa, HapeueH! “‘CHIO0TEeNH
pELenTOpPHN aHTarOHUCTH .

STAYVEER ce u3nonssa 3a JieyeHHe Ha:

. Benoapoona aprepuanna xunepronus (bAX): BAX e 3a0onsBaHe chC CHITHO CTECHSIBAHE Ha
KPBBOHOCHHTE CBHIOBE B OeTHTE IPOOOBE, BOJEIIO /IO BUCOKO KPHBHO HAJISTaHE B
KPBHBOHOCHHTE CHJIOBE Ha OenuTe qpoboBe (0eIoApoOHUTE apTepHH), KOUTO HOCST KPBB OT
chbpLeTo KbM Oenute qpodose. ToBa HassAraHe HaMaJIIBa KOJMYECTBOTO KMUCIOPOA, KOETO MOXKE
Jia BIIe3e B KpBBTa B OennuTe ApoOoBe, 3aTpyaHsBaiiku gusndeckara akruBHocT. STAYVEER
pasimmpsBa 6e10ApOOHHUTE apTEepPHH, KaTo 10 TO3HM HAUWH yJICCHSBA U3TIACKBAHETO HA KPHBTA
OT CHpIETO Ipe3 TsX. ToBa NOHMKaBa KPBBHOTO HAJsITaHE U 00JIeK4aBa CHMITOMHUTE.

STAYVEER ce uznon3sa 3a neuenne Ha nanueHtr ¢ BAX xiac 11 3a mogoOpsiBane Ha puzndeckus
KaranuTeT (CIocoOHOCTTA 32 U3BBPIIBaHE HA (U3NIECKa aKTUBHOCT) U Ha cUMITOMHTE. ,,KIachT*
oTpas3siBa CEpPUO3HOCTTA Ha OojectTa: ,,kiac 111 o3HayaBa u3pazeHo orpaHnueHue Ha (hu3nIecKaTa
aktuBHOCT. HabmoaBano e n3BectHo nojo0penue u npu nanueHtu ¢ BAX xiac II. ,,Kmac 11
03HayYaBa JICKO OrpaHndceHue Ha Qusndeckara akTHBHOCT. BAX, 3a kosiTo € mokazan STAYVEER,
MOXe J1a ObJIe:

. mbpBUYHA (0€3 nAeHTUQHUIMpaHa IPUYHHA WU (aMUIIHA);

. INPUYUHEHA OT CKIepoAepMus (HapedeHa Olle CUCTEMHA CKJIEp03a, 3a00IIBaHe, TP KOETO UMa
HEOOMYaeH pacTeX Ha CheIMHUTEIHATA ThKaH, HOAIbpIKaIlla KOXKaTa U IPYTUTe OpTaHu);

. NPUYMHEHA OT KOHTCHUTAIHH (BPOAEHH) ChPIEYHH JIeEeKTH C IIBHTOBE (MATOJIOTUYHU

OTBOPH), IPUUMHSBAIY HEOOMYAeH MOTOK HA KPBbBTA Ipe3 ChpILETo U OesnTe JpoboBe.
o JIMruTanaHu yjiuepauuy o Bbpxa Ha NpbeTUTe. (PaHH N0 NPBHCTUTE HA PBLETE U KpaKaTa)

NIPY BB3PACTHU MAIUEHTH, CTPAIallK oT 3aboisiBaHe, HapeueHo ckiiepoaepmusi. STAYVEER
HamaJsiBa Oposi Ha HOBOIIOSIBUIIMTE CE SI3BH 110 MPBCTUTE HA PBIIETE U KpaKara.
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2. KakBo TpsnoBa na 3Haete, npeau aa npuemere STAYVEER

He npuemaiite STAYVEER

®  aKo cTe AJIePru4HM KbM 003aHTAH WM KbM HSKOS OT OCTAaHAJINTE ChCTABKH HA TOBA JIEKAPCTBO
(m30poenu B TouKa 6).

® aKo MMaTe YepHOAPOOHM MPoOJeMHM (TOCHBETBANTE CE ChC CBOS JIEKap)

o aKo cte OpeMeHHa WM OMXTe MOrJIa 1a 3a0peMeHeeTe, Thil KaTO HE M3II0JI3BATE HATICKIHN
KOHTpaleNTHBHA MeToIu. MoJis, mpodeTeTe WHPOpMAIHATa, 03ariaBeHa ,,KoHTpanenTuBHA
cpeacta‘“ u ,,JIpyru nekapctsa u STAYVEER®

o aKO0 MpueMaTe UMKJIOCIOPUH A (JIEKapcTBO, U3IMOI3BAHO CJIe] TPAaHCIUTAHTALIWS HITH 32
JIeUCHHE Ha TICOPHA3HC)

Axo HIKOE OT TOPHUTE CC OTHACA 10 Bac, KaxxeTe Ha Bammus JICKap.

IpenynpesxaeHus ¥ Npeana3sHu MepPKH
N3caenBanusi, konTo Bamusit Jexap me Bu Ha3HaumM npenu JedeHHeTo

o KPBBHH U3CIIEIBAHUS C IIeJ IPOBEpKa HA yepHoaApoOHaTa Bu GpyHKIms
o KPBHBHU H3CIIEABAHMSA, 32 Ja CE MPOBEPH 3a aHEeMUS (HIUCHK XEMOTIIOONH)
o TECT 32 OPEMEHHOCT, aKO CTE JKeHA C JIeTEPO/ICH MOTSHIHAT

[Mpu wsixom ot nanuenture, npueMaiid STAY VEER, ca ycTaHOBeHM OTKIIOHEHUS B YEPHOAPOOHHUTE
(YHKIIMOHATHY TIOKa3aTeNN 1 aHeMUS (HUCHK XeMOTIIOOHH).

N3caensanus, kouto Bamuar nexkap me Bu HasHa4yu no BpeMe Ha Jie4eHUETO
ITo Bpeme Ha neuenuero cb¢c STAY VEER, Bamusat nekap me Bu HazHauaBa peloBHU KPbBHU
M3CJIECIBAHMS 32 YCTAaHOBSBAaHE HA IPOMEHH B YEPHOAPOOHATa (DYHKIMSA M HUBOTO HA XEeMOITIO0HHA.

OTHOCHO BCHYKH n3CjaCIBaHus1, MOJISI BHXKTC Curnamnunara KapTa Ha manueHTa (BT)Tpe B OITaKOBKaTa Ha
STAY VEER Tabnetku). BaxxHo e na mpoBexxaaTe Te3u peIOBHA KPHBHU H3CIEABAHUS, JOKATO
npuemate STAYVEER. CoBerBame Bu ga 3anmcBarte natata Ha Barieto nocieaHo usciieBaHe,
KaKTO W Ha CJIEIBAIIOTO M3cleaBane (monuraiTe Bamms nekap 3a narata) B CurHaiHaTta KapTa Ha
MalMeHTa, 3a J1a He 3a0paBuTe Kora TpsiOBa Ja HalpaBHUTe CIIEIBAILIOTO U3CIIEIBAHE.

KpbBHM U3cieaBaHus 3a 4YepHOAPOOHA PyHKIMSI
Te3u u3ciienBaHus LIE CEe MPABAT BCEKU Mecel], ToKaTo Tpae jeueHueto cb¢ STAYVEER. JIse
CEJIMHIIU CJIE]] TIOBUIIIABaHE Ha J103aTa IIie Ce HApaBH JOIMBIHUTEITHO U3CTIe/IBAHE.

KpbBHM U3cieaBaHus 32 aHeMUsl
Tesu uzcieBanms 1€ Ce MPaBIT BCEKU MECEI] IIpe3 MbPBUTE 4 Mecella Ha JIeUeHue, CJIe]l TOBa Ha
Bceku 3 Mecela, Tbil kKaTo nanuentute, npueMan STAY VEER Moixe 1a pa3BUsT aHEMUSL.

Axo PEIYITATUTE OT TE3U U3CIICABAHUA Ca U3BbH I'PaHUIIUTEC HA HOpMATa, Bamusr JICKap MOXKE aa
pery 1a HaMmaiu mo3arta wim faa cupe jgedernetro cbe STAYVEER u na HanpaBu OTBIHATETHN
W3CIIEIBaHU, 32 1a YCTAHOBU IPUYMHATA.

Jeua v roHomIM
STAYVEER #e ce npenopbuBa npu NeAUaTpUYHH MAIMEHTH ChC CUCTEMHA CKJIEPO3a M HAJTMYHA
JIUTUTATHA s3BeHa 0ojiecT. Most, BUxKTe ChIlo Touka 3 ,,Kak ma mpuemare STAYVEER®.

Jpyru jgexkapcerBa u STAYVEER

Wudopmupaiite Bammst nexap nin apmaieBT, ako IpreMate WM HaCKOPO CTe MPUeMalH IPyTH
JIEKapCTBa, BKIIFOUNUTEITHO U JICKAPCTBA, OTITyCKaHu 6e3 perienita. Oco0eHO BaXKHO € J1a YBEOMUTE
CBOS JIEKap, aKko MpHuemMare:

o LUKJIOCIIOPUH A (JIEKapCTBO, U3II0JI3BAHO CJIE/l TPAHCIUIAHTALIMA U 33 JICUEHUE Ha IICOPUA3UC),
KOiTO He TpsiOBa na ce uznonssa 3aeaHo cb¢ STAYVEER.
o CUPOJIMMYC MM TaKpOJUMYC, KOUTO Ca JIEKapCTBa, U3MOI3BaHM CIIE/ TPAHCIUIAHTALMS, Thil

kato ynorpebara uM 3aenHo cbec STAYVEER He ce mpenopbuba.
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o rimbeHkIaMu (JiekapeTBo 3a auadet), pudaMIuLuH (JIEKapcTBO 3a TyOepKy103a), hIyKoHa30I1
(mexapcTBO cpenry IbONIHN HH(PEKITUN), KETOKOHA30JI (JIEKApCTBO, U3ITOJI3BAHO 32 JICUCHUETO
Ha cuHapoM Ha KymwHr) ninn HeBupanuH (fekapctso 3a HIV), Thit kaTo ynoTpebara Ha Te3u
nekapctBa 3aeqHo cbc STAY VEER He ce npenoppuBa.

. JIpyTH JeKapcTBa 3a ederne Ha HIV madexnus, KonTo MoraT 1a Hajarat CrenarHo
MpocIesBaHe, ako ce u3noi3ear 3aeaHo cb¢c STAYVEER.
. XOPMOHAJTHH KOHTPAIENITHBH, KOUTO HE ca CPUKACHU KaTO CIUHCTBEH METO]T 32 KOHTPAIICTIIIUS,

nmokaro npuemare STAYVEER. Berpe B omakoBkara Ha STAY VEER TabieTku me Hamepure
CurHaiHa KapTa Ha IMalMenTa, KosTo TpsiOBa Jia MpodyeTeTe BHUMATEHO. BammsT jgekap u/uiu
TUHEKOJIOT II¢ YCTAaHOBH KaKbB METO/] 332 KOHTpAIICTIIUs € moaxo s 3a Bac.

o JPYTH JICKapCTBa 3a JICYSHHE Ha 0eT0ApoOHa XUTIEPTOHMS — CHITZICHADUIT U Taganadul.
o Bap¢apuH (IPOTUBOCHCUPBAIIO CPEICTBO).
o CHUMBAacTaTHH (M3IOJI3BaH 3a JICUCHHE Ha TIOBUIIIEHH HUBA HA XOJECTEPOIT B KPhBTA-

XUTIEPXOJIECTEPOIICMHS ).

Ilodupane u padoTa ¢ MAIIMHU

STAYVEER He nosnusiBa Wiy MOBIHSIBA MPEHEOPESKUMO CIIOCOOHOCTTA 3a IIOo(HupaHe U padoTa ¢
mammHaA. STAYVEER o6ade Moske 1a mpuaiHE XUIIOTOHUS (TIOHMKaBaHe Ha KPHBHOTO HAJISTaHE), OT
KOETO MOJKETE Jia Ce MMOYYBCTBATE 3aMasiHU M J]a OKaKe BIUSHHUE BBPXY 3PEHHETO M CIIOCOOHOCTTA 32
mropupane U padbota ¢ MalIMHU. AKO ce YyBCTBaTe 3aMasiHU MJIM 3peHHETO BU € 3aMbriieHo, 10KaTo
npuemate STAYVEER, He mo¢upaiite 1 He paboTeTe ¢ MHCTPYMEHTH HIIM MAITuHH.

7Kenu B 1eTepoaHa BL3pacT
HE npuemaiite STAYVEER, ako cre OpemeHHa Wiy m1aHupaTe OpeMEeHHOCT.

TecroBe 3a OpeMEeHHOCT

STAYVEER moxxe na yBpenu HepoaeHuTe 6e0eTa, 3a4eHaT! Ipe/I 3all0YBaHETO UK 110 BpeMe Ha
JedeHueTo. AKO CTe )KeHa, KosITo OM Moria aa 3abpemeHee, BammusT nekap Ie noucka Ja HarpaBuTe
TecT 3a OpeMeHHOCT, ipeu aa 3anoyHere aa nmpuemare STAYVEER u penoBHo, nokaro mpuemare
STAYVEER.

KonTpanentuBHm cpeacTsa

AKO UMa BepOSITHOCT Ja 3a0peMeHeeTe, U3MOI3BaiiTe HAZASKICH METO/T 3a TIPeAIa3BaHe OT
3abpeMeHsBaHe (KoHTpatenius), 1okaro npuemare STAYVEER. Bamusr inekap wiv THHEKOJIOT 111e
Bu npenoprya HageKJHU KOHTPAENITUBHE METOIH, Tokato npuemare STAYVEER.

Toit kato STAYVEER moxe n1a HanpaBu XOpMOHATHUTE KOHTPAIENTHBH (HApUMep TIepOPaTHH,
WHKEKIIMOHHH, UMITIAHTAHTH MJIH TUTACTHPH 33 KOXKaTa) Hee()eKTUBHHU, TO3H METOJI, PUIIOKEH
CaMOCTOSITETIHO, He € HajexaeH. Ilopaau ToBa, ako U3M0JI3BaTe XOPMOHATIHA KOHTPALENTHBY, TPsIOBa
3aeJlHO C TOBa Jia puiIaraTe u 0apruepeH MeTo (HampuMep KEeHCKU KOHAO0M, Auadparma,
KOHTpalleNTHBHA I'bOMYKa Wi Bamusat mapTHsOp TpsiOBa Ja U3M0I3Ba KOHJIOM). BhTpe B omakoBkara
Ha STAYVEER rtabnerku e Hamepute CUrHaIHa KapTa Ha TMAalMeHTa, KOSATO TPsOBa /1a OMBIHUTE U
Jia g 3aHeceTe Ha Bamus nexap npH cieJBaoTo MoceieHue, 3a 1a Moxke Bammsr nexap nnn
THHEKOJIOT JIa TIPEIICHH JJAITU ce HYKJaeTe OT JIOMIbIHUTETHU WU alITePHATUBHU HaJISKTHH METOHU 32
KoHTpanenius. [IpenopbuBa ce BCEKH Mecell Jia IPaBUTe TecT 3a OpPEeMEHHOCT, JIOKAaTo IpremMare
STAYVEER wu axo cre B neTepoHa Bb3pacT.

YBenomere BenHara Bamms nekap, ako 3a0pemeneete no Bpeme Ha npuema Ha STAYVEER wn
TUTaHUpaTe OPEMEHHOCT B OJTM3KO ObJele.

KbpMmene

STAYVEER npemunasa B kbpMara. [IpernopbuBa ce j1a mpekpaTiute KbpMeHeTo, ako Bu 0blie
npennucad STAYVEER, Tbit kato He e uzBectHo manu Hanuarero Ha STAYVEER B kbpMaTa Moxe
na HaBpeau Ha Bamero 6e6e. 'oBopete ¢ Bamus nexap 3a ToBa.
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DepTUanTeT
Axo cte Mmbx 1 puemate STAYVEER, Bp3M0XHO € TOBa JieKapcTBO J1a Hamaiiu Opost Ha Baiure

CIIepMaToO30MUaH. He moxe ma ce H3KJII0YH, Y€ TOBAa MOXKC [1a C€ OTpa3u Ha crocobnoctra Bu Ja uMaTe
neua. IloceBeTBaiite ce ¢ Bamus JICKap, aKO UMATC BBIIPOCHU WUJIN MMPUTCCHCHHU A BB BPBb3Ka C TOBA.

STAYVEER cbabp:ka HaTpuii
ToBa nexkapcTBO ChabpIKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabieTKa, T.e. MOXKe /1a Ce KaxKe,
Ye [IPAKTUYECKU HE ChIbPrKa HaTPUH.

3. Kax na npuemate STAYVEER

Jleuenneto cbc STAY VEER T1psibBa na ce 3amouBa 1 HaOmojaBa camMo OT JIeKap C OMUT B JICUSHUETO
Ha BAX unu Ha cucteMHa ckiepo3a. Bunaru npuemaiite ToBa 1ekapcTBO, TOUHO KakTo Bu e kazan
BammsT nexkap. AKo He cTe CHTYpHH B HEIO, MONUTaiTe Bamms nexap wim dhapMariesT.

STAYVEER c xpana u HANUTKH
STAYVEER wmoxe na ce npuema chC WiIH 0e3 XpaHa.

IIpenopbunTe/iHA 1032

Brn3pacTtan

JleueHnneTo Npu BB3pacTHUTE OOMKHOBEHO 3arouBa ¢ 703a OT 62,5 mg 1Ba bTH JHEBHO (CYTpUH H
Bedep) npe3 MbpBUTE 4 CeIMUIH, ClIe]l KOeTo 0OMKHOBEHO Bamusat nekap me Bu mocsBeTBa na
npuemMarte Tabnerka ot 125 Mg qBa mbTH THEBHO, B 3aBUCHMOCT OT TOBA KaK pearupare Ha
STAYVEER.

Jeua v roHomM

[Ipenoprkara 3a no3upane npu gena e camo 3a BAX. Ilpu neua Ha Bp3pact 1 ronrHa U o-rojieMu,
neuenneto cbc STAY VEER o0ukHOBEHO 3amouBa ¢ 2 mg Ha kg TejecHo Teruio JiBa MbTH JHEBHO
(cytpun u Bedep). Bammsat nekap e Bu mockBeTBa OTHOCHO JO3UPOBKATA.

Axo Bu ce crpyBa, ue epexrsT Ha STAY VEER e TBbpae cuiien wim TBbpae ci1ad, ropopere ¢ Bamms
JeKap, 3a Ja pazoepere nanu no3ara Bu TpsOBa 1a ce mpomMeHu.

Kaxk na npuemate STAYVEER
TabnerkuTe TpsAOBa 1a ce nmpueMat (CyTpUH U Beuep), KaTo ce MOrIbINaT ¢ Boja. TableTkuTe MoXe aa
ce mpueMat chc Wim 6e3 XpaHa.

AKo cTe npuesu noBeye ot Heodxoaumarta n03a STAYVEER
AKxo npuemMere oBede TabJIeTKH, OTKOJIKOTO By € ka3aHo, He3a0aBHO Ce CBBPKETE ChC CBOS JICKap.

Ako cte nponycHaym 1a npuemere STAYVEER

Axo 3abpaBute na npuemere STAY VEER, B3emere /103ara BegHara mom ce CETUTe, Clie]l TOBa
NPOABIDKETE J1a IpreMaTe TadleTKuTe B o0MyaitHoTo Bpeme. He B3emaiite nBoiiHa /103a, 32 1a
KOMIIEHCHpATe IPOIyCHATHTE TaOJIETKH.

Ako cte cnpesau npuema Ha STAYVEER:

Buezannoto cniupane Ha nedenueto cb¢ STAYVEER Moxxe na gosene A0 BiomaBane Ha Bamure
cumriromu. He crmpatite npuema Ha STAYVEER, ocsen ako Bammust nexap He Bu xaxe. Bammsit
JeKkap MoKe J1a B1 kake Ja HaManuTe J03aTa 3a HAKOJIKO THU IPEId IBIHOTO CIIUpaHe Ha JICYCHUETO.

AKO UMaTe HIKAKBHU JIOMBJIHUTEIHNA BBIIPOCH, CBBP3aHK € YIOTpebara Ha TOBA JICKAPCTBO, MOMUTANTE
Barmus siekap win GpapMariesT.
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4. Bb3MOKHE HeKeJIaHU pe€aKkuumn

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HCIKCIAaHU PECaKIIUH, BBIIPECKU Y€ HC
BCCKH I' TIOJTy4aBa.

Haii-cepuo3nute Hexxenanu peakiun Ha STAYVEER ca

. OTkioHeHus B uepHOApOoOHaTa (PYHKINS, KOUTO MOTAT J1a 3acerrar nosede ot 1 Ha 10 qymm

. AHeMmus (HACKa CTOWHOCT Ha XEMOTJIOOWH B KPBBTA), KOATO MOXe 1a 3acerHe 10 1 Ha 10 gymm.
AHeMusiTa MOKE MTOHSIKOTA JIa HaJlara KPbBOIIPEeITNBaHe

CroiiHoctute Ha Bammre yepHOAPOOHH M KPBBHH MOKA3aTEINH 11Ie c€ HaOJII0aBat 1o BpeMe Ha

neuenneto cbc STAYVEER (Bmxre Touka 2). BaxkHo € 1a mpaBuTe Te3W U3CIEABAHUS CIIOPEN

npenopbKkuTe Ha Bamusg nekap.

[TpusHanuTe Ha HapylieHa QYHKIUS HA YepHUs Jpo0 BKIIOYBAT:

rajicHe (TM03UBH 3a TIOBPBILAHE)

MOBpBIIAHE

Tpecka (BUCOKa TeMIiepaTypa)

Oonka B ctomaxa (kopema)

XKBATEHUIA (TIOKBJITSIBAHE Ha KOXKaTa WIH OAJIOTO Ha OYHTE)

TBMHO OIIBETSIBAaHE HA ypUHATa

ChpOeX Ha KoXKaTa

JeTaprusi uiu yMmopa (HeoOnvaiiHa yMOpPSIeMOCT HITH W3TOLICHHUE )
IPUIIONOA00CH CHHAPOM (CTaBHU U MYCKYJIHU OOJIKH C TeMIIepaTypa)

AKo 3a0enexuTe HIKOM OT Te3W MPHU3HAIN, Ka)KeTe He3a0aBHO Ha Bamus jexap.
Hpyru HexxenaHu peakuuu
MHoro 4yecTH (MOrar fia 3acerHaT nopede ot eauH Ha 10 gymm):

o I'maBoGoMe
. Ortoxk (rmomyBaHe Ha KpakaTa U TJIe3€HUTE WIK JPYTH MPU3HALM 32 33JpHKKa Ha TEUHOCTH)

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

3adepBsBaHe Ha KOXKaTa

Peakuu Ha CBpBXUYBCTBUTEIHOCT (BKJIIOYBAIIM Bh3MAIEHHE, ChPOEK M 0OpHB Ha KOXKATa)
I'actpoesodareanna pedaykcHa Oomnect (BpbliaHe Ha KUCETMHHA OT CTOMAaxa B XPaHOTIPOBOJIA)
Huapus

CuHKOI (IpUMNaIbK)

CopiieOueHe (yCKOpeHa Wik HEpaBHOMEPHA ChpjieyHa JSHHOCT)

Hucko kppBHO Hasirane

3amyieH HoC

HeuecTu (Morar na 3acersar a0 exux Ha 100 gymm):

. TpomboruToneHus: (HUCHK Opoil TPOMOOIIUTH)
o Heyrponenus/neBkonenus: (HUCHK Opoli Oenn KpbBHU KIETKH)
. [oBuIIeHN CTOHOCTH HA YePHOAPOOHNTE (DYHKIIMOHAIHHU TTIOKA3aTelN C XENaTuT (Bh3NaleHHEe

Ha 4CpHUA }_Ip06), BKJIIOYUTCIHO BB3MOXKHO O6OCTp$IH€ Ha CbIICCTBYBAIL] XCIIATUT H/UIH
KBITCHHUIA (HO)K’LJ'ITHBaHe Ha KOKaTa WU OSI0TO Ha O‘lHTe)

Penxu (Morar na 3acerrar a0 equ Ha 1 000 gyin):

. Anadunakcus (TeHepalu3upaHa alepruuyHa peakuus), aHruoeneM (OTOK, Hai-4ecTo OKOJIO
OuHTe, YCTHUTE, €3UKa UIIH I'bPJIOTO)

47



. luposa (oOpa3yBaHe Ha pBOIM) Ha 4YepHUS Ap0O, YePHOAPOOHA HEAOCTATHYHOCT (CEPHO3HO
HapyIICHUE Ha YePHOIPOOHATA (YHKIIHS)

CpoO1iaBa ce ChIIo 32 3aMBIIICHO 3PSHUE C HEM3BECTHA YeCcTOTa (OT HATMYHHUTE JaHHH HE MOXE Jia
ObJic HampaBeHa OICHKA).

Heskenanu peakuuu npu aemna u IOHOIIU
Hexenanute peakiuu, choOIeHu npu aena, Jekysanu cb¢ STAYVEER, ca chimuTe kato Te3u npu
Bb3pacTHUTE.

Cho01aBaHe HA He:KeJIAHU PeaKnu

AKO TOITyunTe HIKAKBU HEXEJIaHH JICKApCTBEHU peakiyy, yBeaomere Bammus nexap winn hapManesr.
ToBa BKJIIOYBa BCHYKHM BH3MOKHH HEOTIMCAHU B Ta3W JINCTOBKA HEXETaHHU peakiuu. Mo)keTe ChIIo Aa
CHOOLINTE HEeXETIAaHU PEaKMH AUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 3a ChOOIIaBaHe B!
W3mbHATENHA areHnus 1Mo JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Cocpus

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

Kato cho0miaBare HexXenaHH peakiiy, MOKETE Ja 1a/IeTe CBOS MPUHOC 3a T0JTydaBaHe Ha MOBEUe
nH(pOpMAIUS OTHOCHO 0€30IMacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansaBare STAYVEER
CpxpaHsBaiiTe TOBa JIEKapCTBO Ha MACTO, HEJJOCTBITHO 3a Jela.

He u3non3BaiiTe ToBa JIEKapcTBO Clie]] CPOKa Ha TOHOCT, OTOENA3aH BhPXY ONMAKOBKaTa U OnucTepa
cien ,,l'omen no:“.

3a 6enuTe OYTWIKYU OT MOJIMETUJICH C BUCOKA IUTBTHOCT — J1a ¢e u3moi3Ba 10 30 mHu ciien
MIBPBOHAYATIHOTO OTBApsHE.

3a 6mucrepute or PVC/PE/PVDC/anymunnii:
CexpansBaiite npu reMneparypa nog 25°C.

3a 6enmuTe OYTWIKHU OT MOJIMETUIICH C BUCOKA IUIBTHOCT:
To3u JiekapcTBEH MPOAYKT HE M3MCKBA CICIUAHHI YCIOBHUS 32 ChXpaHEHHE.

He usxBbpisiiTe gekapcTBaTa B KaHAIU3alMATa WIM B KOHTEMHEpPA 3a JJOMAIIHU OTHaAbIIH.
[Momuraiite Bamus hapMalieBT Kak jia U3XBHPIIATE JIEKapCcTBaTa, KOUTO Be4e HE U3IOJI3BaTe.
Te3u MepkH 1€ CHOMOTHAT 3a OMa3BaHE HAa OKOJIHATa Cpeaa.

6. Cbabp:kaHne HA ONIAKOBKATA M I0NMbJHUTEIHA UHpopManus
KakBo chabp:xa STAYVEER

-  STAYVEER 62,5 mg ¢puamupanu TadjieTKU: aKTUBHOTO BEILIECTBO € OO3EHTaH KaTo
MoHOXHUApat. Besika TabneTka chabppxka 62,5 mg 603eHTaH (KaTO MOHOXUIPAT).

-  STAYVEER 125 mg ¢punmupanu TadaeTKH: aKTHBHOTO BEIIECTBO € 003CHTaH KaTo
MoHOXHJIpaT. Besika TabneTka chabpika 125 mg 6o3eHTaH (KaTo MOHOXHUPAT).

- JIpyrure cbCTAaBKH B SApOTO HA TaOJETKATA Ca: IIAPEBUYHO HUIIECTE, IPEKEIATHHIUIUPAHO
HUIIIECTE, HATPUEB HUIIIECTECH MIMKOJIAT (THIT A), TOBHIOH, TIUIEPOJIOB TUOEXEHAT U
MarHe3ueB creapar. @UJIMOBOTO NOKPHUTHE ChABPKA: XUIIPOMEII03a, TIULIEPOJIOB TPHALIETaT,
Tank, TutaHoB auokcuy (E171), bt xxenesen okcun (E172), uepsen xenesen okcun (E172) n
eTHJIIIEITYJI03a.
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Kak m3rie:xkna STAYVEER n kakBo cbIbp:ka OMAaKOBKAaTAa

STAYVEER 62,5 mg dunmupanu tabneTku:
STAYVEER 62,5 mg ¢punmupanu tabneTku ca opamxeBo-0enu, Kpbriii GUIMUpaHH TaOleTKH, ¢
BITHOHATO penedHO 03HaUeHne ‘62,5 OT eaHaTa cTpaHa.

Baucrepu ot PVC/PE/PVDC/anymunmii-, ceappxkamu 14 ¢puamupanu tadaerku. OmakoBkaTta
cpabpka 56 win 112 punvupann tabnetkn (STAY VEER 62,5 mg dunmupanu TabmeTkn).

Besn OyTHIIKH OT MOJIMETHJIEH ¢ BUCOKA MIIBTHOCT ChC CYLIUTEJ CUJIHKATE, ChAbPKALIHI

56 ¢punmupanu Tabnetku. OnakoBkute chabpxar 56 ¢unmupanu tadbnetku (STAYVEER 62,5 mg
dbumMupaHu TabICTKH).

/Jla He ce morrpia CymuTeNsT.

STAYVEER 125 mg ¢uamupanu TabrueTku:
STAYVEER 125 mg ¢unmupanu TableTKu ca OpaHKeBO-0eli, OBaTHH GUIMUpaHH TaOIeTKH, C
BINIHOHATO penedHO o3HaueHue “125” oT egHaTa cTpaHa.

Baucrepu ot PVC/PE/PVDC/anymunuii, ceaspkamy 14 ¢puavupanu taéaerku. OnmakoBkaTa
cbabpxka 56 wim 112 punmupanu tabnetku (STAYVEER 125 mg ¢punmupanu TabneTkn).

Beaun OyTHIIKM OT MOJIHETHIIEH € BUCOKA IVIBTHOCT ChC CYIINTEN CHINKATe], ChIbpKalH

56 ¢unmupanu Tabnetku. OnakoBkute chabpxat 56 dunmupanu tadbnetku (STAYVEER 125 mg
¢bunmupanu TabIeTKN).

Jla He ce MorTbIla CyIIUTEIT.

He BcuukH BUIOBE OMAKOBKH MOTaT Ja ObJAT MyCHATU B IPOAaK0a.

IIpuTexkaTes HA pa3peLIeHUETO 32 yHOTpeda:
Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoaure:

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

3a JOIIBJIHUTCIIHA I/IH(bOpMaHI/IH OTHOCHO TOBa JICKApCTBO, MOJIA, CBBPIKETEC CC C JIOKAJTHUA
MNPEACTABUTCII HA IPUTECIKATECIIS HAa Pa3pCHICHUCTO 34 yHOTpeGa.

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

Boarapus Luxembourg/Luxemburg
,»JbkoHCHH & J[oHChH Bharapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11
jjsafety@its.jnj.com janssen@jacbe.jnj.com
Ceska republika Magyarorszag
Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858

janssenhu@its.jnj.com
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Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

E)\LGoa
Janssen-Cilag ®appoxevtiki A.E.B.E.
TnA: +30 210 80 90 000

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

France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

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

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
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

Kvnpog
BopvéPog Xotinmavaynig Atd
TnA: +357 22 207 700

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +3176 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 Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety slo@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
Tfn: +46 8 626 50 00
jacse@its.jnj.com



United Kingdom (Northern Ireland)

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija Janssen Sciences Ireland UC
Tel: +371 678 93561 Tel: +44 1 494 567 444
Iv@its.jnj.com medinfo@its.jnj.com

JlaTa Ha MOCJIEeAHO NMpepa3riekaane Ha Jucropkara: 05/2024

ITonpoOHa mH(pOpManHs 3a TOBa JIEKApCTBO € MpeJocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
o JiekapcTBata: https://www.ema.europa.eu.
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