MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Marnurenran Accord 10 mg ¢puimupanu tabiaeTku

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB
Besika ¢pmnmupana tabnerka cpappika 10 mg manurenTan (macitentan).

TToMoIIHK BEIEeCTBA ¢ U3BECTHO JIEWCTBUE

Bceska ¢punmupana tabnerka cpappika 38,4 mg naktoza MoHoxuapaT u 0,06 mg nenuTuH [cos|
(E322).

3a IBJIHUA CIIMCHK HA ITOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana Tabnerka (TadieTka)

benu no nouru Oenu, KpPbINK, TBOMHOU3IBKHAIN (PUIMUPAHU TaOJIETKH ¢ BATBOHATO penedHo
o3HayeHue ,,NL* oT exHaTa cTpaHa u HeoOO3Ha4YCHHU OT ApyraTa. JluamerspbT Ha TabieTkara e
MpUOIM3UTENHO 5,5 mm.

4. KIMHHUYHU JAHHU

4.1 TepaneBTHYHU MOKA3AHUS

Bb3pactHu

Marutentan Accord KaTo MOHOTEpAITUs € MIOKa3aH 3a JIBITOCPOYHO JICUeHUE Ha Oe0IpoOHa
aptepuanna xureptonus (bAX) mpu Bp3pacTHH manuenTu ¢ pyaknuoHaneH kiac (PK) I go 111
o C30 (Bx. Touka 5.1).

He}manHqHa nDonyJianuvsa

Manurenran Accord KaTo MOHOTEpanys € IMOKa3aH 3a AbJITOCPOYHO JeUeHHEe Ha OeI0apoOHa
aprepuanna xunepronus (BAX) npu nexuaTpuyHu NAMEHTH Ha BB3pacT NoA 18 roguHu ¢ TenecHo
terno > 40 kg, ¢ pynknuonanen kiac (PK) II no Il mo C30 (Bxk. Touka 5.1).

4.2 Jlo3MpOBKAa M HAYMH HA NMPUJIOKEHHE

JleaenueTo TpAOBa /1a ce 3amo4YBa 1 MOHUTOPHPA CaMO OT JIeKap ¢ OMUT B JieueHneTo Ha BAX.

gOSH[}OBKa

Bwspacmuu u neduampuunu nayuenmu Ha 6v3pacm noo 18 coounu ¢ meano nati-manxo 40 kg
IIpenopruntennara go3a ¢ 10 mg Bexabxk Ha neH. MarmutenTad Accord TpsiOBa aa ce mpruemMa BCEKH
JICH TIPUOITU3UTEITHO 110 €JIHO U CHIIO BpEMe.

TpsOBa 1a ce KaXke Ha MAIMEeHTA, Ye aKo MPOMycHe 103a MarurenTan Accord, TpsOBa aa s mpreMe
BB3MOXHO Hal-CKOPO U CIIe/I TOBA Jia pHeMe clie/IBallaTa Ji03a B peJI0OBHO ONpeielieHOTo Bpeme. Ha
narueHTa TPsOBa Ja ce KaXKe Jia He MpHeMa JIBE I03U SAHOBPEMEHHO, aKO MPOIYCHE 103a.



Ounmupanute Tadbnetku ot 10 mg ce npenopsYBaT caMo Mpu NeIUATPUYHH MAIIMEHTH C TETJI0 Hal-
Manko 40 kg. 3a meguaTpuaan manueHTH ¢ Teriio nox 40 kg TpsidBa ma ce u3moI3BaT APYTH MPOTYKTH.

Cneunan}m nonyjaanuu

Cmapuecka 6v3pacm
He ce nanara kopeknus Ha go3aTa IMpy MAIMEHTH Ha BB3pacT Ha 65 ToauHu (BX. Touka 5.2).
Yeproopobno yspedcoane

B53 ocHOBa Ha (hapmakokuaeTnuHUTe (DOK) manHu, He ce Hajmara KOpEKIusl Ha [03aTa MPY MaIUueHTH
C JIeKa, YMEPEHO TEKKa MIIM TEXKKa CTeIeH Ha YepHOAPOOHO yBpexaaHe (BXK. Touku 4.4 u 5.2).
Brrnpeku ToBa, HIMa KIMHAYEH OIMUT € yNoTpeda Ha MallUTEeHTaH NpH nanueHT ¢ BAX ¢ ymepeHo
TE)KKa MM TEXKa CTEIEeH Ha YepHOApOoOHO yBpexaaHe. JleueHneTo ¢ MaruTeHTan He TpsiOBa 1a ce
3aro4yBa IIpU MalrueHTH C TEKKAa CTCIICH Ha T-IepHOZIpO6HO YBpPCXKIAaHC UIIU KIIMHUYHO 3HAYUMO
NOBHUIIIEHUE HA YePHOAPOOHUTE aMUHOTpaHc(epasu (oBede OT 3 IbTH HaJ TOpHATa FPaHHLA Ha
HopMmaTa (> 3 X ULN); Bx. Touku 4.3 u 4.4).

bvbpeuno yspescoane

B13 ocHoBa Ha @K fganHWTE, HE CE HaJIara KOPEKITUS Ha J103aTa MPH MAIMEHTH ¢ ObOPETHO
yBpexxaane. Hsama kimHu4eH onut ¢ ynorpeda Ha ManuTeHTaH nipu naruienTy ¢ BAX ¢ Texxka crenex
Ha OBOpedHo yBpexaaHe. He e mpenmoppruntenHa ynorpedaTa Ha MallUTEHTAH MIPH MAIUEHTH Ha
nuanusa (Bx. Touku 4.4 u 5.2).

Tleouampuuna nonyrayus

Jlo3upoBkata v e(hMKaCHOCTTA Ha MAIUTCHTAH TIPH JIelia 0] 2-TOIUIITHA Bb3PacT HE Ca YCTAHOBEHHU.

Hannynute noHacTosiIieM JaHHU ca ONKCAaHU B TOUKH 4.8, 5.1 1 5.2, HO IpenopbKU OTHOCHO
JI03MPOBKATa HE MOraT J1a ObJaT Ja/lCHH.

HauwuH Ha npuitoxxkeHue

Ounmupanute TabJIETKH HE ce YYIIAT U TPSAOBA Ja ce I'hJITaT IEeNH, ¢ Boja. Moxe Ja ce mpueMar cbe
i 0e3 XpaHa.

4.3 IIporuBomokaszaHus

o CBpBXUYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO, COSI MJIM KbM HSKOE OT TIOMOIIHUTE
BeIIeCTBAa, N30POCHU B TOUKa 6.1.

o BpemennocT (Bx. Touka 4.6).

° JKenu ¢ neTeposeH MOTEHITHA, KOUTO HE M3MOJI3BAT HAIEK THA KOHTpAIEIus (BXK. TOUKHU 4.4
u 4.6).

o Kbpmere (Bx. Touka 4.6).

. [arueHTH ¢ TEKKaA CTEICH Ha YEPHOAPOOHO yBpexkaaHe (Che Min 0e3 nupo3a) (BK. Touka 4.2).

o W3xomHu cTOHOCTH Ha YepHOIPOOHHUTE aMHHOTpaHCchepasn (acmapTat aMuHOTpaHchepasa

(ACAT) u/unm anannn amuHoTpaHcdepasa (AJIAT) > 3 x ULN) (k. Touku 4.2 u 4.4).
4.4 CoenuajaHy npeaynpeskaeHUs: U MpeANa3sHi MepKH NPH ynorpeda

CBHOTHOIICHUETO T10J13a/PUCK Ha MAIUTCHTAH HE € YCTAaHOBEHO IMPH MalUEHTH ¢ (YHKIIMOHAJICH
craryc kiac [ mo C30 Ha 6enoapoOHa apTepraiHa XUIePTOHUS.



YepuoapoOHa QyHKIHS

[oBumenu croitHocTn Ha uepHoapoOHuTe TpancamuHasu (ACAT, AJIAT) ca Ounn cBbp3Banu ¢ BAX
Y C aHTaroHUCTH Ha eHaoTenuHoBuTe peuentopu (ERA). ManurenTtan He TpssOBa Ja ce 3amoyusa npu
HALMEHTH C TEKKA CTEeTIeH Ha YePHOIPOOHO YBPEKAaHE I MOBUIICHN aMUHOTpaHC(epasn

(> 3 x ULN) (Bx. Touku 4.2 1 4.3) 1 HE ce IPETOPHUBA MIPH MAMCHTH ¢ YMEPEHO TEXKKa CTETICH Ha
yepHOAPOOHO yBpexkaaHe. [Ipean 3anouBane Ha MaUTeHTaH TPSAOBa Jla c€ HAIIPABAT U3CIIEIBAHMUS Ha
YEPHOAPOOHUTE EH3UMHU.

[NanuenTure TpsiOBa Aa ce mpociensBaT 3a NPU3HALM Ha YePHOAPOOHO YBPEXKAAHE U €
IpenopbruYuTenHo exxeMecedro npociuenspane Ha AJIAT u ACAT. Ako Bb3HUKHAT MPOIBIIKUTEITHH,
HEOOSICHUMHU, KIIMHUYHO 3HAYMMHU MTOBHIIICHUST HA aMHHOTpaHCc(epa3nuTe, WK aKo MOBUILICHHUATA Ca
MPUAPYKEHH C TOBUILIEHNUE Ha OnupyonHa > 2 X ULN, ui OT KITMHWYHKA CUMIITOMH Ha
YepHOAPOOHO YBpEkKAaHE (HAIp. KBIATCHHUIIA), JCUCHUETO C MAallUTEHTaH TPsi0Ba 1a ce MpeKparu.

HOJIHOBHBaHe Ha JCYCHHUCTO C MAalIUTCHTAH MOXKCE 1a CC ooMucIn CJICH BPBIIAHCTO HAa HUBATa Ha
I{epHO,Z[pOGHI/I CH3UMU N0 HOpMAJIHUA JUalla30H IPU MMallUCHTHU, KOUTO HC Ca UMAJIM KIIMHUYHU

CUMIITOMH Ha YepHOAPOOHO yBpexaaHe. [IpenopbunTenHo € nodydyaBaHe Ha MHEHHE Ha XeTaToJIor.

Konrerrparus Ha xeMoriaooug

HamansBane Ha KOHIIGHTpaMUTE HA XeMOTJIOONH € OMIIO CBBP3BAHO C CHAOTEINHOBH PELETITOPHU
antaronucty (ERA), Bkmrountenno ¢ MauuTeHTaH (Bx. Touka 4.8). B minaunebo-koHTpoarpaHu
NPOYYBaHUS CBBP3aHUTE C MALUTEHTAH MOHM)KEHHSI HAa KOHICHTpALMsITa Ha XeMOorJIoOnHa He ca
MIPOrpeCcUpaIy, CTaOUIM3UPAHH ca CiIe IbPBUTE 4-12 ceAMMIIM JICUYCHHE U Ca OCTaHAIM CTAOUIHH I10
BpeMe Ha XpOHHYHO JedeHue. [Ipu neuenne ¢ marurenTad u qpyru ERA ca cro0maBanu ciryyan Ha
aHeMusl, Hajlaraiy TpaHc(y3usi Ha KpbBHU KJIETKH. 3all0YBaHe Ha MAllUTEHTaH HE Ce MPernopbyBa MpH
NalUEHTH C TeXKa aHeMusl. [IpernopbunTenHo € KOHLIEHTpauUTe Ha XeMOTJI00MH J1a ce U3MepBaT
MIPeIy 3a1I0YBaHE Ha JICUYEHHE U M3CIIEIBAHUATA J]a CE€ TIOBTAPST 110 BpEMeE Ha JICUEHUETO CIIOPeT
KJIMHAYHATa HE00XOIUMOCT.

BenonpobHa BEHOOKITY3UBHA 6omecT

NwMa cpoO1eHus 3a ciryyau Ha 0e1oIpo0CH OTOK MPH U3IOJI3BaHE HA Ba30IMIATATOPH (TJIABHO
MIPOCTALIMKIIMHHI) [IPH MAIUEHTH ¢ 0e10Jpo0Ha BEeHOOKIy3uBHA 00jiecT. Ciie10BaTeIHO, aKo MPH
npuiIaraHe Ha MalluTeHTaH Mpu nanueHTn ¢ BAX Bb3HUKHAT CHMITOMH Ha 0enoJjpoOeH OTOK, TpsiOBa
Jla ce MPEIIeH! BEPOSATHOCTTA 32 HATMYUE Ha 0eN0IpoOHa BEHOOKITy3UBHA OOJIECT.

yHOTDe6a IpH KEHHU C ACTEPOACH MOTCHITM AT

Jledenue ¢ ManUTEHTaH TIPY JKEHU C JISTEPOJICH MOTSHIIMAT TPSAOBA J]a ce 3artoyBa py MOTBHPICHA
Tirca Ha OpeMEeHHOCT, AaJICHN YKa3aHus 32 KOHTpAIEHIIHs U U3I0JI3BaHe Ha HAJC)KIHA
KOHTparenius (Bx. Touku 4.3 u 4.6). )Kenure He TpsOBa na 3abpemensBar 1 mece ciex
MpeKpaTsBaHe prueMa Ha MaruTeHTaH. [[penophYnTenHo € eXeMEeCeUHOTO U3BBPIIIBAHE HA TECTOBE 3a
OpEMEHHOCT I10 BpeMe Ha JICUCHHE C MAIIUTEHTaH, 3a Ja € Bb3MOXKHO PAHHOTO OTKpPHBaHE Ha
OpeMeHHOCT.

CrerprerBania ynorpeda cse cuinau naaykropu Ha CYP3A4

B npucscrBue Ha cuinan nHAyKTopu Ha CYP3 A4 MoXe Aa ce moily4yu MOoHMWKeHa e(pUKaCHOCT Ha
manuTeHTaH. KomOnHanusaTa Ha MalUTEHTaH CbC CHIHKM HHAYKTOpH Ha CYP3 A4 (namp.
pHUGaMIIUIIMH, )XBJIT KAHTAPUOH, KapOaMa3enuH U PeHUTOMH) TpsIOBa 1a ce u30srea (BXK. Touka 4.5).



CrerpreTBania ynorpeda cee cunun naxuonropu Ha CYP3A4

Heo6xonnumo e moBuiieHo BHUMaHUE, KOTaTO MallUTEHTaH Ce MpHJiara ChbI’bTCTBALIO ChC CHIHU
unaxubutopu Ha CYP3 A4 (Hanp. uTpakoHa3oi1, KETOKOHA30J1, BOPUKOHA30J1, KIAPUTPOMHUIIUH,
TEJUTPOMUIIH, He(ha300H, PUTOHABUD U CaKBUHABUD) (BK. TOUKa 4.5).

CropreTBania ynorpeda ¢ yMepeHr ABOMHY uinn KoMOuaupanu naxuonropu Ha CYP3A4 u CYP2C9

Heo06xoanmo e NoBHIIeHO BHUMAHUE MIPU CHITBTCTBALIO NPUIOKEHNE HA MAIIUTCHTAH C yMEPEHN
nBoiian naxuouropn Ha CYP3A4 u CYP2C9 (namnp. ¢rykoHa307 1 aMHOIAPOH) (BXK. Touka 4.5).

Heo06xoanmo e NoBHIIEHO BHUMAHUE U NIPU ChITBTCTBAIIO NPHI0KEHHE HAa MAIIUTEHTaH KaKTo C
ymeper uaxubutop Ha CYP3A4 (nanp. uunpodaokcais, UKIOCIIOPHH, IUITHA3EM, EPUTPOMULIH,

Bepanamui), Taka u ¢ ymepeH naxuourop Ha CYP2C9 (nanp. MukoHasou, nuneput) (Bx. Touka 4.5).

buOpeuno yBpexaaHe

[Ipu manmenTuTe ¢ 6BOPEUHO YBpEKIaHE MOXKE a UMA TTO-BHCOK PUCK OT XUIIOTOHHUS U aHEMHS T10
BpeMe Ha JiedeHne ¢ ManuTeHTad. [1o Ta3n npuunHa TpsiOBa Aa ce MMa MpeIBU HyKaTa OT
npociensBaHe Ha KpbBHOTO HaJsIraHe U XeMoriaoouna. Hsma knmuHuyen onut ¢ ynorpeda Ha
ManuTeHTaH npu nanueHT ¢ BAX c texko 650peuHo yBpexxaane. B tazu momynanus Toi TpsiOBa na
ce mpuJjara ¢ IOBUIIEHO BHUMaHUe. Hsima ormuT ¢ yrorpeba Ha MalUTEHTaH NPH MMAIUCHTH Ha
Jranmn3a, o Ta3u MPUYMHA MAIIUTEHTaH He ce MPernopbyBa 3a Ta3u momynanus (Bx. Toukd 4.2 u 5.2).

TloMOIIIHH BellecTBa C N3BECTHO JIEUCTBUE

Marutentan Accord chbpxa JakTo3a. [larueHTu ¢ pefku HacaeICTBEHU MPOoOIeMHy Ha
HEMIOHOCHMOCT KBbM TallaKT03a, IThJICH JIAKTAa3¢H JS(UIMT WIH TIFOKO30-TaTaKTO3Ha MarabcopOnus,
He TpsiOBa Jla MpreMaT TO3H JICKAPCTBEH MPOAYKT.

Marutentan Accord chrbpka JICIIUTHH [COs|. AKO TaJieH MalUueHT UMa CBPbXYyBCTBUTEITHOCT KbM
COsl, TO3H JISKAPCTBEH NMPOAYKT HE TPsIOBa Ja ce u3moi3Ba (Bx. Touka 4.3).

I[DVFI/I ITOMOIIIHHM BEIICCTBA

To3u nekapcTBeH NPOAYKT ChIbpKa Mo-Majako oT 1 mmol HaTpuii (23 mg) Ha TabjaeTKa, T.c. MOXKE 1a
Ce KaXke, 4e MPAKTHUYECKU HE ChIIbPiKa HATPHIA.

4.5 B3aumopeiicTBHe ¢ APYIrd JeKaPCTBEHU MPOAYKTH U APYru (popMu HA B3anMoelicTBUE

In vitro mpoyuBaHus

Iuroxpom P450 CYP3A4 ¢ OCHOBHUSAT €H3UM, y9acTBaIll B METa0OIN3Ma Ha MAalIUTCHTAH U
00pa3yBaHETO Ha aKTUBHHUTE My MeTaOOJIUTH, C He3HaYUTeNeH NpruHoc Ha ensumure CYP2CS,
CYP2C9 u CYP2C19 (Bx. Touka 5.2). ManuTeHTaH 1 aKTUBHUAT My META0OIUT HAMAT KIIMHUIHO
3HaYMMHU HHXHOUTOPHU WM UHIYKTOPHU e(DeKTH BLPXY CH3UMHUTE Ha UTOXpoM P450.

ManureHTaH 1 aKkTUBHUAT My METa0OJHUT HE ca MHXUOUTOPH HA YepHOIPOOHUTE MK OBOpeyHHTE
TPaHCHOPTEPU B KIIMHUYHO 3HAYMMU KOHLIEHTPAIIUHU, BKJIFOYUTEIIHO HA TPAHCIIOPTHUTE ITOJIMIENTUAN
Ha oprannuynute aHnoHH (OATP1B1 u OATP1B3). MauuTeHTan 1 ak THBHUSIT My METa0OJIHT HE ca
cyocrpatu Ha OATP1B1 u OATP1B3, a HaBiu3aT B 4epHHs APOO upe3 nacuBHa TUQY3Hsl.

ManuTeHTaH 1 aKTUBHUAT My MeTa0OJIHUT HE ca HHXUOUTOPH Ha YEPHOAPOOHHUTE Win ObOpedHHTE
e(IIyKCHH IOMIIH B KJIMHUYHO 3HAYMMH KOHLCHTPALUH, BKIIOUYUTEIHO Ha IPOTEHUHA, CBBP3aH

¢ MyJTHIIeKapcTBeHa pesucteHTHoCT (P-gp, MDR-1) u TpancniopTepuTe 3a eKCTpy3usi HA MHOXKECTBO
nekapctsa U TokcHd (MATE1 u MATE2-K). ManurenTan He e cyocrpart 3a P-gp/MDR-1.



B KIMHMYHO 3HAYMMY KOHLEHTPALUU MAUTEHTaH U aKTUBHUST My METa0OJINT HE B3aUMOJIEHCTBAT
C NIPOTEHHH, Y4acTBAIIH B TPAHCIIOPTUPAHETO Ha YEPHOAPOOHUTE SKIIBYHU COJIH, T.€. EKCIIOPTHATA
nomna 3a xiabpuHu conu (BSEP) u Hatpuii-3aBucumus taypoxomnat korpancnoprep (NTCP).

In vivo mpoyuBanus

Cunnu undoykmopu na CYP3A44: CeipreTBamoro eyenue ¢ pupammuaua 600 mg Ha 1eH, MOLIECH
naaykrop Ha CYP3 A4, HamansBa cbc 79% eKcro3uiusaTa Ha MallUTeHTaH B CTAIMOHAPHO ChCTOSTHHE,
HO He IOBJIMSIBA €KCIO3ULUATA Ha aKTUBHUA MeTabonuT. TpsOBa fa ce uMa npeiBU HaMassIBaHe Ha
e(pUKacHOCTTa HA MALIMTEHTaH B IPUCHCTBHETO Ha MoleH nHIykTop Ha CYP3A4 karo pudamnuuuH.
Tps6Ba na ce n305rBa KOMOMHHUPAHETO HA MAIUTEHTaH ChC CUIIHU HHAYKTOpH HAa CYP3A4 (BX.
Touka 4.4).

Kemoxkonazon

B npucbcrBue Ha keTokonazon 400 mg BeAHBK JHEBHO, cuiieH nHxuoutop Ha CYP3 A4,
EKCIO3UITUATA Ha MAIIUTEHTAH C€ YBEIHYaBa MPUOTU3UTENHO 2 mbTH. OUaKBaHOTO TIOBUIIICHHE €
NpUOTU3UTETHO 3 IBTH B IPUCHCTBUE Ha KeToKoHa301 200 mg 1Ba IbTH JHEBHO MPY M3MOI3BAHE HA
(usmonornyHo 6asupano papmakokuneTnyno (PBPK) monenupane. TpsaOBa na ce nMa npeaBu
HECUI'YpPHOCTTa Ha TakoBa MoJiesiupaHe. Excrio3unusaTa Ha akTHBHUS METa0OIUT Ha MallUTEHTaH €
HamaseHa ¢ 26%. Heo6xonuMo e MoBHIIIEHO BHUMAHKE, KOTaTO MallUTEHTaH C€ M3I0JI3Ba
CBITBTCTBAIIO Chc CHIIHU nHXUOUTOpH HAa CYP3A4 (BX. Touka 4.4).

Dnykonason:

[Ipu Hanuuue Ha QurykoHazon 400 mg nHeBHO, yMepeH ABoeH naxuourop Ha CYP3A4 u CYP2C9,
SKCTIO3MITUATA Ha MAIIUTEHTAaH MOXKE JIa CE TIOBHINY MPHOIU3UTETHO 3,8 IMBTH BB3 0cHOBAa Ha PBPK
Monenupane. He ce HabmonaBa o6ade KIIMHUYHO 3HAYMMa MTPOMSIHA HA €KCITO3UIHATA HAa aKTUBHUS
MeTa0oIUT Ha MaUTeHTaH. TpsaOBa ga ce uMa MpeIBUI HECUTYPHOCTTA Ha TAKOBA MOJICIIUPAHE.
Heo6xonnumo e moBuiieHO BHUMaHUE MPH CHITBTCTBAILO IPUIIOKEHUE HA MALUTEHTaH C YMEPEHU
neoitan naxuoutopu Ha CYP3A4 u CYP2C9 (namnp. daykoHa3on u aMHOAapoH) (BK. Touka 4.4).

Heo6xonnmo e moBuiieHo BHUMaHUE U TIPU ChITBTCTBALIO IPUIIOKEHUE Ha MAIUTEHTaH KaKTO C
ymepeH uaxuourop Ha CYP3A4 (Hamp. nunpodIioKcalyt, IUKIOCIOPUH, JHUITHA3EM, EPUTPOMHUIIMH,
BeparaMmui), Taka u ¢ ymepen naxuoutop Ha CYP2C9 (manp. mukoHa3oun, nuneput) (Bx. Touka 4.4).

Bapgapun

MarnureHTaH, KOraTo ce Ipuiiara MHOTOKpPaTHO B 1032 oT 10 mg BeIHBXK AHEBHO, HE € MoKa3all eeKT
BBPXY eKkcrno3unuara Ha S-sapdapus (cyoctpat Ha CYP2C9) unu R-Bapdapun (cydctpaT Ha
CYP3A4) ciex eannuuHa 1o03a ot 25 mg Baphapus. PapMakoJUHAMUYHUAT €EeKT Ha BappapuH
BBPXY MEXAYHapOAHO HOpManu3upaHo ckoTHomeHue (INR) He ce moBnusiBa OT MallUTEHTaH.
dapMaKOKMHETHKATa HA MALUTEHTaH U aKTUBHUS My METa0OJIHT HE ce MOBIUSIBAT OT Bap(dapuH.

Cunoenagun

B craimoHapHO ChCTOSIHHE €KCIIO3UIMATA Ha cuiaeHadmn 20 mg Tpu IbTH HA JCH Ce TIOBUIIIaBA

¢ 15% npu chIBTCTBAIO MPHUIIOKEHUE HA MaruTeHTad 10 mg Beaubx nHeBHO. CriieHadun,
cyoctpar Ha CYP3 A4, He nosiusiBa papMaKOKMHETHKATA HA MAIIUTEHTAH, JOKATO B €KCIIO3UIUATA Ha
AKTHBHUSA METa0OJUT Ha MaluTeHTaH uMa 15% noHmxkenue. Te3u MpOMEeHHU He Ce CUUTaT 3a
KIIMHUYHO 3HAYUMHU.

Luxnocnopun A

CohrbTeTBAILO JeueHne ¢ nuKkinocnopud A 100 mg nBa mbTH AHEBHO, KOMOMHUPAH HHXUOUTOP
Ha CYP3A4 u OATP, He npoMeHs €KCIIO3ULUATA B CTAMOHAPHO ChCTOSHUE HA MAIIUTCHTAH U
aKTUBHUS My METa0OJIUT B KJIMHUYHO 3HAYMMa CTETICH.

XopmoHnannu koHmpayenmugu
Marurentan 10 mg BeTHBK JHEBHO HE BIHsE BEPXY (papMaKOKWHETHKATa Ha TepopalieH
KOHTpAIENTUB (HOPETUCTEPOH 1 mg 1 eTHHWIECTPaauon 35 ug).



Jlexapcmeenu npodyxkmu, cybocmpamu Ha NPomeunda Ha pesucmeHmuocm na pax na evpoama (BCRP)
Mamurtentan 10 mg BemHBX THEBHO HE TIOBIIAsSABA papMaKOKWHETHKaTa Ha cyoctpaTute Ha BCRP
(puoumryar 1 mg; posyBactatus 10 mg).

IlenuaTpuyHa nomyJamus

[Ipoy4uBaHus 3a B3aMMOICHUCTBUATA Ca TIPOBEKIAHU CaMO TP B3PACTHH.
4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

yHOTDe6a opu KECHHU C ACTCPOACH HOTCHLII/IaH/KOHTDaLICHHI/IH OpHu MBKE U JKCHHU

Jledenue ¢ ManuTeHTaH TPSAOBa J1a O'bJIC 3aII0YBAHO TIPH JKEHU C JICTEPOJICH MOTSHIIUAT CaMO MPH
MOTBBP/ICHA JIUTICA Ha OPEMEHHOCT, JIQ/ICHN yKa3aHUs 32 KOHTPALIEIIUS U U3II0JI3BAaHE HA HaJIeKTHA
KoHTparenius (Bx. Touku 4.3 u 4.4). )Kenaure He TpsOBa na 3abpemensBar 1 mecerr cien
npeKpaTsBaHe MpueMa Ha MalUTeHTaH. [[penopbhbunuTeHO € e)KeMECEUYHOTO U3BBPIIBAHE HA TECTOBE 32
OpeMEeHHOCT 10 BpeMe Ha JISYeHHE C MAalUTCHTaH, 3a J1a € Bb3MOXHO PAHHOTO OTKPHBAaHE HA
OpeMEeHHOCT.

Bbpemennoct

JluricBaT JaHHU OT yHoTpedaTa Ha MAallUTEHTaH Npy OpeMeHHH keHu. [IpoyuBaHusATa IPU )KUBOTHU
MOKa3BaT PEMPOAYKTHBHA TOKCHYHOCT (BK. To4Ka 5.3). [loTeHIIMaTHUAT PHCK MPU X0pa BCE OIIe HE
€ u3BecTeH. MaluTeHTaH € MPOTHBOITOKA3aH 10 BpeMe Ha OPEMEHHOCT U TPH JKEHH C JIETePOICH
MOTCHITMAII, KOUTO HE M3TOI3BAT HAJSKIHA KOHTparenus (BX. Touka 4.3).

Kopmene

He e u3BecTHO Jlalii MaIUTEHTaH ce eKCKpeThupa B KbpMara. [Ipu mibxoBe MaluTeHTaH

U METa0OJIUTUTE My C€ CKCKPETHPAT B MIISIKOTO B IEPHOJ Ha JTakTanus (Bxk. Touka 5.3). He Mmoxxe na
Ce M3KJII0YH PUCK 32 KbpMadeTaTa. MallUTeHTaH € MPOTHUBOIIOKA3aH B TIEpHO0ia Ha KbPMEHE

(Bx. Touka 4.3).

(DCDTI/IJ'II/ITGT OpHu MBIKETE

HabmronaBaHo e pa3Butue Ha aTpo(us Ha KaHaJI4eTaTa Ha TECTUCHUTE IIPH MBKKU JKUBOTHH CJIE]
TpeTupaHe ¢ MalMTeHTaH (BX. Touka 5.3). HabmromaBaHo e HamainsiBaHe Ha Opost Ha CIIEPMATO30HIUTE
npu nauuenty, npuemami ERA. Kakro gpyrute ERA, MmauuTenTan Mosxe J1a UMa HeOIaronpusTeH
e(eKT BbpXY CliepMaToreHesara Ipu MbxKe.

4.7 EdexTn BbpXy crioco0HOCTTA 32 WoupaHe u padoTa ¢ MAIINHA

MaiuTeHTaH OBJIUsIBA B MaJIKa CTEIICH CIIOCOOHOCTTA 3a modupaHe u padoTa ¢ MamuHu. He ca
MIPOBEXKIaHU TIPOYUYBaHUsI 32 e(EeKTUTE BBPXY CIIOCOOHOCTTA 3a modupaHe U padoTa ¢ MaITuHHU.
Bb3MoxHO € 00aue 1a HACTBIAT HEXKEJIaH! PEaKITuH (KaTo TIaBOOOJINE, XUITOTOHWS ), KOUTO MOXKE Ja
MOBJIMSAAT Ha CIIOCOOHOCTTA Ha MalMEHTa Jia Io(HUpa HiIK Ja padboTH ¢ MaluHK (BXK. Touka 4.8).

4.8 Hexenanu JexkapcTBEHH peaKINu

O060061eHre Ha ipodiia Ha OE30IIaCHOCT

Haii-yecto chobuiaBannTe Hexxenanu peaknuu B mpoyuBaneto SERAPHIN ca nazodapunrut (14%),
rimaBooonue (13,6%) u anemust (13,2%, Bx. Touka 4.4).

CHuchK Ha HEXXEJIAHWTE PEAKIMU B Ta0an4uHa (hopMma

bezonacHocTTa Ha MAalUTCHTAaH € OLCHABAaHA B AbJITOCPOYHO HJ'IaI_[e60—KOHTpOJ'II/IpaHO MMpOYy4YBaHC IMPU



742 BB3pacTHU M MAIMECHTH B IOHOIIECKA BB3PaCT ChC cuMnToMaTindHa bAX (TpoyduBane
SERAPHIN). CpennaTa npoabDKUTEITHOCT Ha JieueHuneTo € omuna 103,9 cenmunu B rpyriata ¢ IpueM
Ha ManuTeHTaH 10 mg, u 85,3 ceamuiy B rpymnaTa ¢ npueM Ha iane6o. Hexenanure peakuu,
CBBbP3aHH C MALIMTCHTaH, OJIy4YeHH OT TOBa KIMHUYHO NPOYYBaHe, ca MPEACTaBEHH B TaOIUYCH BUJ
no-gony. Hexxenanure peakiny OT HOCTMapKETHUHTOBHS OMHUT CHIIO Ca BKIIOYCHU.

YecroTara ce aedrHUpa Mo ciIeHus HauuH: MHOTO dectd (= 1/10); yectu (= 1/100 go < 1/10);
Heuectu (> 1/1 000 go < 1/100); peaxu (> 1/10 000 mo < 1/1 000); muoro peaku (< 1/10 000); ¢
HEM3BECTHA YecToTa (0T HATMYHUTE JJaHHU HE MOXKe J1a ObJie HallpaBeHa OIeHKa).

Cl/ICTeMO-OpFaHeH KJ1ac

YecToTa

Hexenana PCaAKIINsA

Wupekuun u nadecraun

MHoro 4yectu Hazodapuarut
MHoro yectu Bponxut
Yectn @PapuHruT
Yectn ['pun
YectHn WHubeknns Ha MTMKOYHUTE IBTHUIIA

Hapyuienust Ha KpbBTa U
muMm¢HaTa CUCTEMA

MHoro uectu

AHeMus1, IOHWXKABaHE Ha XeMOII0OuHa®

Yectn JleBkonerns®
Yectu TpomGouuTonenus’
Hapymenus Ha nMyHHaTa cucrema Heuectn Peaknuu Ha CBPBXUYBCTBUTEITHOCT

(Hamp., aHTMOENEM, IPYPHUTYC, 00pHB)!

Hapymienns Ha HepBHATa cucTeMa

MHoro Jectu

T'maBoOoime

Cb10BU HapyUICHUS UecTtn XHIIOTOHMS?, 3aUepBABAHE
Pecniuparopuu, rpbaHu U UecTtu Hazanna konrectus’
MeANACTHHAIHU HapyIIECHUs
XemaroOmIMapHu HapyIICHIS Yectu INopumasare Ha amuHOTpaHchepasute’
Hapyuienus Ha Yectu 3acHIICHO MaTOYHO KbpBeHE®

BB3MPOU3BOIUTEIHATA CUCTEMA U
rbpJaTa

OO6mm HapymeHns 1 eheKTH Ha
MSICTOTO Ha IPHUIIOKCHHE

MHoro Jectu

OTOK, 3abpKaHEe HA TEYHOCTH

! I[aHHI/ITe Ca MOJy4YCHHU OT C60pHI/I HHaHe60-KOHTpO.HI/IpaHI/I MMpOy4BaHUs.
8 Bxmrousa IIT cuitHO MCHCTPYaJIHO KbPBCHC, a6H0pMHO MAaTO4YHO KbPBCHE, MHTCPMCHCTPYAJIHO KbPBCHC,
MaTOoYeH/BaruHajacH KPBbBOU3JIUB, IOJIUMEHOPCA U HEPEAOBHA MCHCTpYalus. YecToTaTa ce OCHOBaBa Ha

CKCIIO3UIIUATA ITPU KCHUTEC.

Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

2 XunoroHusTa ce cBbp3Ba ¢ ynorpedara Ha ERA, Bkmountenno manurenTan. B SERAPHIN,
JBITOCPOYHO IBOMHOCIIAINO MIpOyYBaHe Ipu nanueHTy ¢ bAX, 3a XunotoHust € cboOIIEHO ChbOTBETHO
npu 7,0% u 4,4% oT nanueHTHTe B rpynute Ha MauuTeHTad 10 mg u miuane6o. ToBa cbOTBETCTBA Ha
3,5 cpOuTHa/100 manueHTOroAMHN Ha MauuTeHTan 10 mg, B cpaBHEHHE C

2,7 cebutrs/100 manueHTOroAuHN Ha mare0o.

3 OTOK/3abprKaHe Ha TEYHOCTH ca OMIIM CBBP3BaHM ¢ ynotpebara Ha ERA, BKIIOUMTEIHO
ManurenTad. B SERAPHIN, mearocpodHo aABoiHOCIATIO MpoyYBaHe pH narueHTn ¢ BAX gecrotata
Ha HEOJIArOMPUATHATE CHOUTHS ¢ OTOK B TPYNHTE Ha jeueHre ¢ MaruTeHTad 10 mg u marebo ca
o crotBeTHO 21,9% 1 20,5%. B nBoiiHOoCHSMIO TpOyYBaHe NPU Bb3PAcTHU MALUEHTH C
uaronaTuyHa OenoapoOHa Gpudpo3a, yecToTara Ha HeXEIIaHU CHOUTHS ¢ TIepU(EPEeH OTOK B TPYIIUTE
Ha JIeYeHHe ¢ MaIlUTEHTaH U Iiaiebo e owmra chorBeTHO 11,8% 1 6,8%. B ABe nBoiiHOCICIN
KIMHUYHU TIPOYYBaHUsI IIPU BE3PACTHH MAI[USHTH C SI3BU 110 IPBCTUTE, CBBP3aHU ChC CUCTEMHA
CKJIEpO03a, YeCTOTaTa Ha HeXKENaHNUTE ChOUTHA ¢ Iepud)epeH oToK € Omia B auamazoHa ot 13,4% 1o
16,1% B rpynute Ha ManuteHTa 10 mg u ot 6,2% 1o 4,5% B rpynuTe Ha mIaneoo.




Jlabopamopnuu omknonenus

4 YepuonpoOHu amuHoTpancdepasu

UYecroraTa Ha noBuiiaBane Ha amuHoTpaHcdepasute (AJIAT/ACAT) > 3 x ULN e 3,4% npu
marmrerTad 10 mg u 4,5% npu mnamne6o B SERAPHIN, nBoitHOCHSANO poyYBaHe NPy MaIUSHTH
¢ bAX. IloBumenus > 5 x ULN ca Bb3HuKHaMM 1pu 2,5% 0T nanueHTuTe Ha MarureHTad 10 mg,
crpsiMo 2% OT MalMeHTUTE Ha I1aneoo.

3> XeMorno6uH

B SERAPHIN, aBoitHOocsmI0 MpoyuBane mpu narnueHTn ¢ bAX marmurentran 10 mg e cBbp3BaH Che
CpeIlHO MTOHIKABAaHEe Ha XeMOoTio0uHa crpsMo 1uiane6o ¢ 1 g/dl. [loHmwkenne Ha KOHIIGHTpaNUATa Ha
XeMOIJIOOMHA OT U3X0oAHO HKBO 10 1oy 10 g/dl e crobimeHo npu 8,7% OT manueHTUTe Ha JICYCHUS

¢ marutenTad 10 mg u npu 3,4% ot Te3u Ha mianedo.

¢ Besu KPHBHU KIIETKH

B SERAPHIN, aBoitHOoCcsTI0 TpoyuBane mpu narueHTn ¢ BAX, manurentan 10 mg e cBbp3BaH ¢
HNOHWKEHHE Ha CPEIHMS OpOli Ha JIEBKOLUTHUTE OT U3X0aHO HuBo ¢ 0,7 X 10%/1, cipsiMo jurica Ha
MIPOMSIHA TIPY TAIIMEHTUTE C IPUEM Ha rare0o.

7 TpomboruTu

B SERAPHIN, aBoitHOoCcHsTIO MpoyuBane mpu narueHTn ¢ BAX, manurenran 10 mg e cBbp3BaH ¢
HOHKEHHUE Ha CPeHUs Opoil Ha TpoMGoMTUTE Che 17 X 10%/1, CpsiMO CPEIHO TOHMKEHKE

¢ 11 x 10%1 nipu nmaumeHTHTE € NpHUEM Ha IIAEDO.

JIparocpoyHa 6e301acHOCT

Ot 742 manueHTH, y9acTBajid B OCHOBHOTO nBoHHOCIIsIO TipoyuBane SERAPHIN, 550 nmaruenTn ca
BKJTFOUCHH B IBITOCPOYHO OTKpHUTO Tpoabipkenue (OI1) ma nmpoyusaneto. (Koxoprara B OIl BriTtouBa
182 manumeHTH, IpOAbbKaBaliy Ha MaruteHTad 10 mg, u 368 manueHTH, KOUTO Moay4yaBaT rarneoo
WJIM MallUTeHTaH 3 mg ¥ MpeMHUHaBaT KbM ManuTeHTad 10 mg.)

JAbarocpoynoTo mpocneasBane Ha Te3u 550 manueHT ¢ MeMaHa Ha eKCIo3uuusaTa 3,3 TOAuHI U
MakcuMaiiHa excrio3utmst 10,9 roguHu mokaspa mpog it Ha 6€30MacHOCT, KOWTO ChOTBETCTBA Ha

OTIMCaHMs TIO-TOpe TI0 BpeMe Ha aBoiHocsmaTa ga3za Ha SERAPHIN.

Ilenmarpuyna nonyianus (Ha Be3pacT > 2 roavHu 10 oo 18 roaunamn)

be3omacHoctTa Ha MaruTenTaH ¢ orieHeHa B TOMORROW, nipoyuBane ¢aza 3 nmpu neguaTpuaHu
nanuerT ¢ BAX. O6mio 72 72 nanyeHTy Ha Bb3pacT OT >2 TOAMHU JI0 1o 18 roauau ca
paHAOMU3MpPAHU U TIOTyYaBaT MaruTeHTan. CpeHara Bb3pacT npu BKitouBaHeTo ¢ 10,5 ronuau
(mmanazon 2,1 ronunu -17,9 ronnan). Mennanarta Ha IPOABIIKUTEITHOCTTA HA JICUYCHUETO B
paHIOMHU3UPaHOTO MpoyuBaHe € 168,4 cenmuim (nnamnaszon 12,9 cenmunu - 312,4 cenMuny) B paMoTo
Ha MaIUTEHTAaH.

Karo 1su10, mpoduabT Ha 6€30MaCHOCT TPH Ta3! MEAUATPUYHA TTOTYJIAIUS € B ChOTBETCTBUE C TO3H,
HaOJI0/JaBaH NP Bb3pacTHata nomyanus. OCBeH HEXXEJIaHUTE PEaKII|H, IPEJCTaBeHU B Ta0IHIIaTa
M0-TOpe, ce ChOOINABAT U CICIHUTE TICTUATPHYHH HEXKEIIaHH PEaKIUU: HHPEKIHS Ha TOPHUTE
nuxarenan metumia (31,9%), punut (8,3%) u ractpoenteput (11,1%).

Ilenmarpuyna nomyianus (Ha Be3pacT > 1 Mecel 10 1o 2 TOJIUHHA)

Omre 11 marmenTH Ha BB3pacT OT >1 Mecer 10 1o 2 TOAWHHM ca BKIIIOUYCHH 3a MOIydJaBaHe Ha
MalWTeHTaH 0e3 paHIoMH3aLusl, 9 MalMeHTH 0T OTKPUTOTO paMo Ha npoyyBaneto TOMORROW u 2-



Ma TanueHTH SmoHIM oT npoyuBaneTo PAH3001. Ilpu BKIIOYBaHETO BH3PACTOBHAT AUAIIA30H HA
naneHTuTe ot nmpoyuBaneto TOMORROW e ot 1,2 rogunau no 1,9 ronnam, a MeanaHaTa Ha
MPOABIDKUTEITHOCTTA Ha JieueHueTo e 37,1 cemmuru (nuamaszon 7,0 - 72,9 cenmurm). [pu
BKJIFOUBAHETO B IIPOYYBAHETO Bb3pacTTa Ha ABaMara nauueHTH oT PAH3001 e 21 mecena n

22 mecera.

Karo msmo npodunbT Ha 6€30NaCHOCT MPH Ta3| MEAUATPUYHA ITOMYJIaIHs ChOTBETCTBA HA TO3H,
HaOJII0gaBaH MPH Bh3pacTHATA TOMYJIAIHS U MeIuaTpIUIHATa TOMyJIaIis Ha Bh3pacT OT >2 TOJUHU 10
mox 18 ronnan, 06avue HATMYHUTE KIMHUYHH JaHHU 32 0€30TIaCHOCT Ca MHOTO OTpaHWYEHH, 3a Ja e
HANPaBH HAJICKIHO 3aKJIFOUYCHHUE 3a 0€30MaCHOCTTA MTPH NeANATPHUYHATA MTOMYJIANUs 0] 2 TOANHU.

be3omacHocTTa HAa MAIMTEHTAH TIPH JI€TIa HAa BB3PAcT MO/ 2 TONWHU HE € YCTaHOBEHaA (BK. ToUKa 4.2).

Cpo011aBale Ha NOJAO3UPAHU HEKEIAHU PEAKIIAU

Cp0o011aBaHETO HA MOI03UPAHN HE)KEIAHH PEaKIIMU CIIe] pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS
MPOAYKT € BakHO.TOBa M0O3BOJISIBA J1a MPOIBIKH HA0JII0ICHUETO Ha ChOTHOILICHUETO MOJI3a/PUCK 32
JIeKapCcTBeHUS NPoAyKT. OT MEIUIIMHCKUTE CIICIUAIMCTH CE N3MCKBA J]a ChOOIIaBaT BCAKA
[0I03UPaHa He)KETaHa Peakiiys Ype3 HaIl[MOHAIHA CHCTeMa 3a ChOoOIIaBaHe, MOCOUYCHA B
ITpunoxenne V.

4.9 Ilpeno3upane

ManureHTaH € npuiIaral KaTo eIuHIYHa 1032 10 600 mg npu 34paBu Bb3pacTHU YUYACTHULIH.
HabniomaBanu ca HexxeNaHUTE peakUuy r1aBo0oe, TaJeHe 1 noBpbUiane. B ciydail Ha
npeno3upane TpsOBa 1a ce B3eMaT CTaHAAPTHH HOAIBPKAIIN MEPKH, CIIOpPE HE0OXOANMOCTTA.
[Mopanu BHCOKaTa cTelleH Ha CBhP3BaHe C MPOTCHHUTE Ha MAIIUTEHTAaH, TUalli3aTa Hali-BepOSTHO HE
Ou Ouna eeKTHBHA.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoauHAMUYHU CBOWCTBA

®dapMakoTepaneBTHYHA TPYIIA: aHTHXUTIEPTEH3UBHU CPE/ICTBA, AHTUXHUIIEPTCH3UBHH CPEJICTBA 32
6enoapobna aprepuanna xunepronus. ATC xox: C02KX04.

MexaHu3beM Ha IENCTBUE

Enporenun (ET)-1 u nerosute penieniropu (ETa u ETg) Mmeauupar penuiia epexTu, Kato
Ba30KOHCTpUKIUSA, PubOpo3a, nponudepanus, xurneprpodus u Bp3naneHue. [Ipu 3abonsBanus kaTo
BAX, nokannara ET cuctema e ¢ Bb3X0dIIa pETyJanus U y4acTBa B Xureprpodusara Ha ChIOBETE U B
OpPraHHOTO YBPEKIaHE.

MaruTeHTaH € nepopaHO aKTUBEH MOIICH aHTarOHKUCT Ha CHOTEIIMHOBUTE PEIICTITOPH, AKTHBCH
kakTo crpsmo ET, pernienrropute, Taka u cpsimo ETg perientopute u mpuoimsutenao 100 metr
no-cenektrBeH 3a ETa, B cpaBHeHUe ¢ ETg in vitro. ManuTeHTaH 1TOKa3Ba BUCOK a)UHUTET

U IpoaBKUTENHO 3aeMane Ha ET perentopute B yoBemkute 6e10p0oOHN apTepHaTHH
TJIaIKOMYCKYJTHH KJIETKH. ToBa MpeIoTBpaTABa CHIOTSIMH-MEANNPaHa aKTHBAIIMS HA CUCTEMHUTE Ha
BTOPUYHH MECHH/KBPH, KOETO BOJIM JI0 BA30KOHCTPHUKITUS U TIpoTHdepalys Ha TIaJIKOMYCKYITHHTE
KIICTKU.

Kinnnnuna edukacHocT 1 6€300aCHOCT

Edurxacrnocm npu nayuenmu ¢ 6en100pobra apmepuaniia xunepmonus

MHOTOLEHTPOBO, ABOHHOCIIAIIO, IITaNe00-KOHTPOINPAHO, ApaTIeTHO-TPYIIOBO, HACOYBAHO OT
cpOuTHA, mpoyuBaHe (aza 3 3a uzxoaure ot geueHuero (AC-055-302/SERAPHIN) e npoBeaeHo cbe
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742 nanueHTH cbe cumnToMarnyaa bAX, KouTo ca paHJOMU3UPAHU B TPU TPYIH HA JICUEHHE
(turarie6o [N = 250], 3 mg [N = 250] wiu 10 mg [N = 242] ManuTeHTaH BEAHBK JHEBHO), 32
OIICHSIBaHE Ha JIBJITOCPOYHHS e(hEeKT BHPXY 3a00JIEBAEMOCTTA UM CMBPTHOCTTA.

Ha u3xonH0 HUBO MO-TOJsIMaTa 9acT OT BKIIOUEHHUTE ManueHTH (64%) ca TeKyBaHH C yCTaHOBEHA
no3a Ha criennuaHa Tepamus 3a BAX, nepopanau gocdoarectepazau naxudbutopu (61%) w/mmm
MHXAJIaTOPHK/TIepopaiiHy pocTaHouau (6%).

[IppBUYHATA KpaifHa TOYKA € BPEMETO JI0 ITFPBO Bh3HUKBaHE HA CHOUTHE Ha 32a00JI€BAEMOCT HITH
CMBPTHOCT JI0 Kpasi Ha IBOMHOCISIOTO JIeUeHue, Ae(UHUPAHO KaTO CMBPT, aTpHUaHa CENTOCTOMUS,
OenoapoOHa TpaHCIJIAHTALMSA, 3aII0YBaHEe HA MHTPABEHO3HO (1.V.) WM MOAKOXKHO (S.C.) MPUIIOKESHUE
Ha MPOCTAaHOWIU WiH apyro Biomasane Ha BAX. [Ipyro Bnomasane Ha BAX ce nedunupa karo
HaJINYMe U Ha TPUTE KOMIIOHEHTA I10-/10JTy: TPailHO HaMaJsiBaHE HA Pa3CTOSHUETO, U3MHUHATO 3a

6 munyTH XoaeHe (6MWD) c naii-manko 15% OT U3X0ZHOTO HUBO; BIIONIIaBaHE HA CUMIITOMHUTE Ha
BAX (BnomaBane Ha @K mo C30 wnm necHOCTpaHHA ChpIeYHA HENOCTATHUHOCT); U HY)K/Ia OT HOBO
nedenue 3a BAX. Bcuuku chOnTHS ca MOTBBPAECHU OT HE3aBUCHMa KOMHUCHS 32 OIIEHKA, 3aciieNieHa 3a
pas3NpeAeIeHneTo 1o rpyny Ha JIeYeHHUE.

Bceuukuy nargeHTd ca mpocieasBanu 10 kpas Ha npoyusaneTo (end of study, EOS) 3a xwu3HeH craTyc.
EOS e 6mio nexnapvpas rmpu JOCTUTaHE Ha MPEIBAPUTEITHO ONpeIeeHus Opoil chOuTHS 3a
IbpBUYHATA KpaiiHa Touka. B nepuona mexay kpas Ha geuenueto (end of treatment, EOT) u EOS
MAIMEeHTUTE ca MOTJIM JIa TIOJy4YaBar ,,0TKpUTo” ManuTeHTad 10 mg uin anTepHaTUBHA TEPAIUs 32
BAX. Obmara MemaHa Ha IPOIBIDKUTENTHOCTTA Ha JJBOWHOCIIATIOTO JieueHne e omna 115 ceqmunum
(mo makcumyM 188 ceamuI Ha MaITUTEHTAaH).

CpenHara Bb3pacT Ha BCUYKHU MAIlMEHTH ¢ Omiia 46 ronuHu (Bb3pacToB Auana3oH 12-85 roaunu,
BKirounTenHo 20 nanuentu nox 18, 706 nanuentu mexay 18 u 74 rogunu u 16 nauveHTy Ha
BB3pAcT 75 U MOBeue rOAMHH), KaTO IIOBEYETO MALMEHTH ca OT eBpornenaHara paca (55%) u ot
xercku 1o (77%). [pubmmzurtenHo 52%, 46% u 2% ot nauuentute ca cboTBeTHO BB OK II,
III u IV o C30.

Haii-uecTara eTrosorus B MomyianysaTa Ha MpOy4YBaHETO ca UIMOMAaTHYHA WK HacleacTBeHa bAX
(57%), cnensanu ot BAX BciiencTBre Ha OosiecTH Ha chenuHuTenHaTa ThKaH (31%), BAX, cBbp3ana
C KOPUTHPaHO HEYCIIOXKHEHO BPOAEHO chpaedHo 3a0oisiBane (8%), 1 BAX, cBpp3aHa ¢ apyra
eTHOJIOTHS (JIeKapCTBEHU MPOAYKTH U TokcuHH [3%] u HIV [1%)]).

Kpaliiu ToUkH 3a U3XOH OT JIEYEHHUETO

Jleuenneto ¢ MarureHTan 10 mg e noseno 1o 45% HamaneHue Ha pucka (koedunueHTt Ha puck [HR]
0,55; 97,5% U: 0,39 no 0,76; logrank p < 0,0001) 3a cbcTaBHATa KpaliHa TOYKA
3aboneBaeMocT-cMbpTHOCT A0 EOT, B cpaBHenue ¢ mnane6o [Purypa 1 u Tabnuua 1]. EdextsT o1
JICYEHUETO Ce YCTAHOBSABA PAHO H CE€ TIOAAbPKA.

E(i)I/IKaCHOCTTa Ha MalTUTCHTAaH 10 mg 3a I'bpBHUYHATA KpaﬁHa TOYKa € HO,Z[O6H8, 3a NOATPYNUTE 11O

BB3PACT, MOJI, ETHUYECKU TIPOU3XO0JI, Teorpad)CKu pervoH, €THOJIOTHS, MOHOTEpATIHS NI
B KoMOuHanus ¢ apyra tepanus 3a BAX u mo @K no C30 (I/I1 u III/IV).

1"



@urypa 1l MHM3uuciaenusi mo metoaa Ha Kaplan-Meier 3a nbpBoTO cHONTHE HA 3200J1€BA€MOCT-

cmbpTHOCT B SERAPHIN
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Meceuu OT 3anoYBaHe Ha NeveHue
Bpo# B puck
MauuteHtad 10 mg 242 208 187 171 155 M a1
MnaueSo 250 188 160 135 122 64 3
Taoaunma 1 O0o0uUIeHNe HA CHLOMTHATA N0 OTHOLIEHHE HA M3X0a
ITanmeHnTH CBHC CpaBHeHUe Ha JIeYeHUATA:
CcrOuTHS Manurtentad 10 mg cnpsimo nmjianeoo
. IInaneoo Ilonuxenue
Kpaiinu Touxku [Honu:xen
(N=250) | MauureHnT Ha a
H CTATUCTHKA an 10 mg e Ha OTHOCHTEN HR Longrank
o P
(N =242) agsclon:gcn HUS pHCK (97,5% AN) | p-cToiiHOCT
P (97,5% JIN)
CrnouTHE HA
45% 0,55
0, 0, 0 )
3350JIeBaeM06CT 53% 37% 16% (24%: 61%) | (0,39: 0,76) <0,0001
-CMBbPTHOCT
CmbpT*® o o o 36% 0,64
n (%) 19 (7,6%) | 14 (5,8%) 2% (—42%: 71%) | (0.29: 1,42) 0,20
Buaomasane Ha 93
BAX o 59 (24,4%) 13%
n (%) (37,2%)
3anouBaHe Ha 49% 0.51
. V) 0 s
:;V.l/;;z.meﬂue (27%, 65%) (0.35: 0,73) <0,0001
H'; 6(2,4%) | 1(0,4%) 2%
MPOCTAHOUAN
n (%)
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2 = pazupan Ha Mozen Ha Cox 3a MPOMOPIIMOHATHOCT Ha PUCKa
6 = % nauuenTn cbe crouTHE caex 36 Mecena = 100 x (1 - nzuncnaenue mo KM)
® = cMBpPT N0 BesikakBa npuunHa 1o EOT, He3aBUCUMMO OT MpeAIIeCcTBAILO BIOLIaBaHe

BposT Ha cMBPTHUTE CITy4an 110 BCsAkakBa npuanHa 10 EOS npu npuem Ha ManuteHTad 10 mg
e 35 cnpsimo 44 nipu nipueM Ha iane6o (HR 0,77; 97,5% HAU: 0,46 mo 1,28).

PuckbT 0T cMBPT WM XocnTanu3anusg BsB Bpb3ka ¢ BAX 1o EOT e namanen ¢ 50% (HR 0,50;
97,5% [U: 0,34 no 0,75; logrank p < 0,0001) npu nanueHTH, mosydaBaniy MaruTenTad 10 mg

(50 cvbuTHs), B cpaBHeHHE ¢ Tu1anebo (84 croutus). Cnex 36 mecera 44,6% OT manueHTHTE HA
iane6o u 29,4% ot nanueHtute Ha ManuTeHTad 10 mg (abcoIrOTHO MOHMKEHUE Ha prcka = 15,2%)
ca OWJIM XoCTUTAIM3UpaHH 110 ToBoJ, BAX wim ca nmounHanm mo npuynHa, cbp3ana ¢ BAX.

Kpaiigu TOYKHU 110 OTHOIIEHHE Ha CUMIOTOMATHKATA

Karo BTOpruHa KpaifHa TOYKa € OIICHSABAH KaNalUTeTHT 32 PU3NIECKO HaTOBapBaHe. JIedeHneTo

¢ marureHTad 10 mg kpM Mecer 6 Bonu 10 mianed0o-KOpUrupaHo CpeaHo yBeanueHue Ha 6MWD ot
22 metpa (97,5% JAU: 3 no 41; p =0,0078). Onenkara Ha 6MWD 10 QyHKIIMOHAJIEH KJIac € moKa3aa
1a1e00-KOPUTUPAHO CPEHO YBEIMYCHHUE OT M3XO0JHO HUBO 110 Mecer 6 mpu manueHTHTe

¢ ®K III/IV ot 37 metpa (97,5% AU: 5 no 69) u c ®K /Il ot 12 metpa (97,5% AU: -8 mo 33).
ITocturaaroro yBenuuerre Ha 6MWD ¢ ManuTeHTaH € Mo Tbp KaHo 3a Is1aTa IPOABIIKUTEITHOCT Ha
MPOYIBAHETO.

Jleaenueto ¢ manurentan 10 mg kM Mecert 6 e 1oBemno 10 ¢be 74% MO-BUCOK IIAHC 32 MOA00peHue
Ha ®K mo C30 cnpsimo manedo (koeduimert Ha puck 1,74; 97,5% AU: 1,10 no 2,74; p = 0,0063).

Marurentan 10 mg e moqoOpwiT KAYeCTBOTO Ha KUBOT, OLIEHEHO 0 BhIpocHuKa SF-36.

KDaﬁHH TOYKH 10 OTHOIMCHHWEC Ha XCMOJNHAMHKAaTa

XeMoauHAMUIHHUTE ITOKa3aTeNI ca OICHIBAHN B TIOATpYyIIa MmarueHTH (1wianedo [N = 67],
Manurentad 10 mg [N = 57]) cnen 6 mecena nedenue. [larenTure Ha JedeHne ¢ MaruTeHTad 10 mg
ca TIOCTUTHAIM Me/IMaHa Ha HaMaJICHHUEe Ha 0elIoIPOOHOTO ChAOBO CHIIPOTHBICHHUE ¢ 36,5%

(97,5% JU: 21,7 no 49,2%) u nosuiueHre Ha chpaeunus uuaekce 0,58 1/min/m? (97,5% JU: 0,28

10 0,93 I/min/m?) B cpaBHeHHME ¢ mIane6o.

Ivreocpounu oannu npu bAX

IIpu ppaTOCpPOYHOTO TIpOCHeasABaHe Ha 242 ManueHTH, JIeKyBaHU ¢ ManuTeHTan 10 mg B 1BOITHO-
cismata ¢asza (IC) na npoyusaneto SERAPHIN, 182 ot xonTo npoabiikaBaT ¢ MAaIUTEHTaH B
otkputoto npoabpkeHue (OI1) na npoyusanero (SERAPHIN OI) (koxopta JJC/OII), orieHKHUTE 110
Kaplan-Meier Ha pexxuBsieMoctTa ciien 1, 2, 5, 7 1 9 ronuam ca croTBeTHO 95%, 89%, 73%, 63% 1
53%. Menuanarta Ha BpeMETO Ha NpociensaBase € 5,9 roauHu.

IlenuaTpuyHa momyamnus

[IpenBun cxoacTBOTO Ha 3a00JISBaHETO MPH JelaTa U Bb3PACTHUTE, EPUKACHOCTTA MIPU
HeaTpuYHaTa MOIMYJIalisl Ce OCHOBAaBa IJIaBHO HA eKCTPAMONAIHS Bb3 OCHOBA Ha €KCIIO3UINS,
CHOTBETCTBAII[A HA AMAIa30HA HA e()UKACHUTE 103U 3a BH3PACTHH, KAKTO U Ha ITOJKPEISIINTE JaHHH
3a euKacHocT U 6e3omacHocT oT npoyuBaHeto TOMORROW ¢as3a 3, onrcano no-nomy.

ITpoBeneHoO € MHOTOLIEHTPOBO, OTKPHUTO, PAHAOMHU3UPAHO MpOy4BaHe (a3a 3 ¢ OTKPHUT MEPHUO] HA
npoasipkenue ¢ enHo pamo (TOMORROW) 3a onieHka Ha papMakOKWHETHKATa, €pUKACHOCTTa U

Oe30macHOCTTa Ha MAalUTCHTAH NpU NCANATPUIHU MAIUCHTHU CbC CUMIITOMATUYHA BAX.

[IbpBUYHATA KpaifHA TOYKA € 0XapaKTepU3NPaHEeTo Ha (hapMaKOKHHETHKATa (BXK. TOUKa 5.2).
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OcHoBHaTa BTOpHYHA KOMOMHHUpPaHa KpaiiHa TOUKa € BpEMETO [0 IIbpBaTta NoTBbpaeHa oT Komucusira
no kiuHIgHA cKOouTHS (Clinical Events Committee, CEC) mporpecust Ha 3a00/1sIBaHETO, HACTHITHIIA
MEXKIY paHAOMH3ALUATA U [TOCEIIEHUETO B Kpast Ha ocHOBHHA niepuo/ (end of the core period, EOCP),
ofpejiesieHa KaTo CMBPT (110 BCAKAaKBa MPUYKHA), MU aTpUAIHA CENTOCTOMHUSI MIIM aHACTOMO3a Ha
Potts, peructpanus B criucbka 3a 0€s101poOHa TpaHCIUIAHTALMS, XOCTIMTAIM3ALMS IOPaIy BIOLIaBaHE
Ha BAX winu kiuHH4YHO BiomraBane Ha BAX. Knuauunoto BiomraBane Ha BAX ce nedunupa xaro
HEOOXOIUMOCT OT WJIM 3all0uBaHe Ha HOBa criennpuyHa 3a BAX Tepanus, MHTpaBEHO3HU JUYPETULH
WM HeNpeKbCcHaTa ynorpeba Ha kuciopoy M Haii-manko 1 ot cnegaure: Biomasane Ha PK mo C30,
HOBAa TI0SIBA Ha CHHKOII WJIH BJIOIIABaHE Ha ChCTOSIHUETO, HOBA TI0SIBA WJIM BIIOIIABaHE HA TIOHE

2 cumnroma Ha BAX niu HOBa MOsiBa MM BJIOIIaBaHE HAa MPHU3HALM Ha IECHOCTPaHHA ChpAeYHa
HEIOCTAThYHOCT, KOUTO HE CE MOBIMUABAT OT IEPOPATHUA AUYPETHLIH.

Jpyrure BTOpUYHN KpaliHN TOYKH BKJIIOYBAT BPEMETO JI0 MbpBaTa NoTBepraeHa oT CEC
xocrmtanu3anus nopaau bAX, spemero 1o noteepaeHara or CEC cMbpt nopanu bAX u nsete B
nepuoaa Mexry pannomusanusara u KOII, BpemeTo 10 cMBPT 1O BCSIKAKBa MPUYMHA MEXKIY
pannomuszarusaTta u KOII, npomsanara xa @K no C30 u ganaure 3a N-TepMHHAIHHS IPOXOPMOH Ha
Mo3b4HHUs HaTpuypetnyeH nentus (NT proBNP).

Ileduampuuna nonynayus (na év3pacm > 2 200uHu 00 noo 18 2oounu)

O06m1o 148 manueHTy Ha BB3PACT OT > 2 TOOUHM A0 <18 TOAMHU ca paHIOMU3HUPAHU B CHOTHOIICHHE
1:1 ga moymy4yaBat Wi MallMTEHTaH, WK ctanaapTau rpmwku (SoC). SoC BrimrouBat HecnenupuIHoO 3a
BAX neuenue n/wm 1o 2 nekapcrsa, cnienuduyunn 3a BAX (Bxmountenno apyr ERA), ¢ uskimouenne
Ha MAalUTEHTaH U HHTPAaBEHO3HH/TIOAKOKHHU npocTanon . CpenHarta Bb3pact € 9,8 ronunu
(mmnamnason 2,1 rogunu 17,9 rogunn), kato 35 (23,6%) ca Ha Bb3pact ot >2 10 <6 roaunu, 61 (41,2%)
ca Ha BB3pacT oT >6 no <12 rogunu u 52 (35,1%) ca Ha BB3pacT ot >12 g0 <18 rogunun. [lo-romsmara
YacT OT MalUeHTUTe ca OT eBporenanata paca (51,4%) u ca ot xencku o (59,5%). [lanuenTure ca
¢ ®K I mo C30 (25,0%), ®K I (56,1%) nnu OK III (18,9%).

Wmnonatnunata BAX e Hail-uectara eTHonorus npu usciensanata nomyiamnus (48,0%), cnenBana ot
BAX, nocronepaTuBHO CBbp3aHa C BPOJACHO ChpAeyHO 3a0omnsBane (28,4%), BAX cbc chpTCTBAIIO
BpozieHO chpaeuHo 3abomnsaBane (17,6%), nacnencrena BAX (4,1%) u BAX, cBbp3ana cbe
3a0oMsBaHe Ha CheuHUTENHATa ThKaH (2,0%). ChIrbTCTBAIINTE BPOACHU CHPICYHH 3200 IsIBAHUS
BKJIIOYBAT CaMO OOMKHOBEHO MaJIKU CIy4ailHU Ae(QEKTH KaTo NPETPUKYCIHIAIHH,
MOCTTPUKYCITUIATHH IIBHTOBE, IeEeKT Ha MpeChpAHATA perpana, 1edeKT Ha kKamepHarTa nperpaja,
OTBOpPEH JYKTYC apTepruo3yc, KaTo HUTO €MH OT TSAX HE CE CUMTA 3a MPUYHMHA 3a cTerneHTa Ha bAX.

CpenHara NIpoIb/DKATETHOCT Ha JICYUEHUETO B PaHAOMU3UPAHOTO Mpoy4Bane € 183,4 ceaMunu B
pamoro Ha MaruTenTad u 130,6 cenmuriu B pamoto Ha SoC.

[To-mManko crOUTHS IO OTHOIIIEHHE Ha OCHOBHATA BTOPUYHA KpaifHa TodKa - ToTBbpaeHa 0T CEC
mporpecus Ha 3a00JIIBaHETO - ca HaOJIF0JaBaHU B paMOTO Ha MaltuTeHTaH (21 chOuTHs/73 naiueHTy,
29%) B cpaBHeHHe ¢ pamoTo Ha SoC (24 crOuTHs/75 nauuenTty, 32%), kato abCOMOTHOTO HAMAJICHHE
Ha pucka e 3%. Koedunuentst Ha puck e 0,828 (95% AN 0,460; 1,492; nByctpanHa cTpatudunrpasa
p croitHOoCcT = 0,567). Uncnenara TeHASHINS KbM I0JI3a CE IBJDKU TJIABHO HA KIIMHUYHOTO BIIOIIaBaHE
Ha BAX.

Lpyau emopuunu ananruzu 3a epuxacnocm

U B nBeTe rpynu ce HAOMIOIABAT eIHAKBB Opoil ChOUTHS Ha MbPBa MOTBHPICHA XOCITUTAIU3AIIMS 110
nmoBoj Ha BAX (mammrenTan 11 cupsamo SoC 11; kopurupan HR=0,912, 95% JI1=[0,393; 2,118]).
ITo oTHOmIeHHE Ha BpeMeTo A0 notBhpaeHaTa oT CEC cMbpT, nbmkaria ce Ha BAX, u cMbpTTa 110
BCSKAaKBa MPUYMHA B PAMOTO Ha MaIllUTCHTAH ca HAa0JII0JaBaHU 0010 7 CMBPTHHU City4as (6 OT KOUTO
ce meokaT Ha BAX cniopen CEC) B cpaBHeHme ¢ 6 cMbpTHH ciaydasi (4 oT kouto ce abwkaT Ha BAX
cropen CEC) B pamoTo Ha SoC.
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B pamMoTo Ha ManUTEHTaH € OTYETEH YHCIEHO MO-BUCOK TporieHT narueHTH ¢ @K I wmm I mo C30 na
Cenmura 12 B cpaBaenue ¢ pamoto Ha SoC (88,7% B pamoTo Ha ManMTeHTaH crpsimo 81,7% B
pamoro Ha SoC) u Ha Cenmunia 24 (90,0% B paMOTO Ha MalMTEHTaH crpsaMo 82,5% B paMoTO Ha
SoC).

MMa TeHaeHIus JIeYeHUETO ¢ MallUTEHTaH Ja HaMaisiea rpoueHTa Ha NT-proBNP (pmol/l) ot
u3xoHOo HuBa Ha Cenmuna 12 B cpaBHeHHE ¢ pamMoTo Ha SoC (CpeTHOreOMETPHYHO ChOTHOIICHHE:
0,72; 95% AU: 0,49 o 1,05), HO pe3ynTaTUTE HE ca CTATUCTUICCKU 3HAYNMU (JIBYCTpPaHHA P
crorinoct 0,086). Ta3u He3HAUMMa TEHACHIINSA € TT0-cnabo n3pasena Ha Ceamuna 24
(cpennoreomerpuyHo choTHouenue: 0,97; 95% JIU: 0,66 no 1,43; nByctpanna p croitnoct 0,884).

Pesynrarute 3a epuKacHOCT MpH MAIMEHTH HAa BB3PACT OT >2 TOAMHU 110 1MoA 18 roarHu ca CXOIHH ¢
TE€3U MPU Bb3PACTHUTE MAIlCHTH.

Ileduampuuna nonynayus (na ev3pacm > I mecey 0o noo 2 200unu)

Ome 11 manuenT Ha B3pacT OT > 1 Mecel] 10 Mo 2 TOJUHU Ca BKIIOYCHU JOMBIHUTEIHO 32
MoJTyJaBaHe Ha MAIIUTCHTAH 03 paHaoMU3anus, 9 MaMeHTH OT OTKPUTOTO paMo Ha IIPOYyIBAHETO
TOMORROW u 2 namuenTtu smonnu ot npoyuBaneto PAH3001. PAH3001 e mHOTOIIEHTPORBO,
OTKPHUTO MPOYYBAHE C €HO paMo (a3a 3 Mpu NeUaTPUIHN YIACTHHIIU STIOHIU (Ha BB3PAcT MEXKIY >
3 mecena u < 15 roaunn) ¢ BAX, npoBeneHo 3a olleHKa Ha (hapMaKOKMHETHKAaTa 1 e()UKaCHOCTTa Ha
MaI[ATEHTaH.

Ha u3xonHo HuBO 6 manuentu ot npoyuBanero TOMORROW ca Ha tepanus ¢ PDESi. Be3pactoBusit
JIMara3oH Ha MAIMeHTUTE NMPU BKIIOYBAHETO Bapupa oT 1,2 roagunu Ao 1,9 rogunu. [lanuenture ca ¢
OK II (4) wmu ®K I (5) mo C30. Hait-yectarta ernonorusi € BAX, cBpp3aHa ¢ BpoJeHH ChPJCUHU
3a0oisaBaHus (5 MaIMeHTH), ciieaBana ot uauonatuyaa bAX (4 nammentn). [IspBoHauaHO
npuiIaraHaTa JHEBHA 103a € 2,5 mg MalUTEeHTaH A0 HaBbPIIBaHE HA 2-TOIUILIHA Bh3pacT Ha
nanuentute. Ciies; cpenHo npocienssane ot 37,3 ceIMUIM IPU HUTO €UH OT MallUEHTUTE HE €
HacThIuiI0 NoTBBpAeHO oT CEC crOuTre Ha mporpecus Ha 3abossiBaHeTo, noTBbpaeHa ot CEC
xocnuTtanu3anys nopaau bAX, notespaena ot CEC cMbpt nopaan BAX unu cMBpT MO BCAKaKBa
npuanna. NT-proBNP e namanen ¢ 42,9% (n=6) na Ceqmuna 12, ¢ 53,2% (n=5) na Cenmurnia 24 u ¢
26,1% (n=6) na Ceamura 36.

Ha usxonno HuBo 1 nmaruent snoxen ot npoyuBaneTro PAH3001 e Ha Tepanus ¢ PDESi. I nBamara
TAIMEHTH SITIOHITH ca OT MBXKKH 1071, a Bb3pacTTa UM IpU BKIIOYBAHETO B Mpoy4BaHeTo € 21 Mecena u
22 meceuna. I npamata nanuentu ca ¢ @K I u I, a Bogemara eruonorus e nocronepatusHa BAX. Ha
Cenmura 24 ce HaOnronaBa HamalnsiBaHe Ha m3xonHuTe HuBa Ha NT-proBNP na -3,894 pmol/l u -
16,402 pmol/I.

B Ta3u BB3pacToBa rpyma He ce yCTaHOBSIBA CHOTBETCTBHE HA €KCIO3UIIMATA C Ta3H NP BH3PACTHUTE
nanueHTH (Bx. Touku 4.2 u 5.2).

5.2 @dapmakOKMHETUYHH CBOWCTBA

q)apMaKOKHHeTHKaTa Ha MallUTCHTAH U aKTUBHHUA MY METa0O0IUT ca JOKYMCHTHUPAHU OCHOBHO IIpH
3/IpaBy BB3pacTHH M00poBoy. Excrio3niiusta Ha MariuTeHTaH py nanueHTn ¢ bAX e
npuOIU3UTENHO 1,2 TBTH MO-TOJIsIMa, OTKOJIKOTO IPH 31paBH Jinia. Excrio3unusaTa Ha akTHBHUS
METa0OJIHT NPH MALUEHTH, KOWTO € MPHOIU3UTENHO 5 THTH MO-MAJIKO MOILEH OT MallUTEHTaH, €
npuOaU3UTENHO 1,3 IBTH MO-TOJIsIMa, OTKOJIKOTO IPH 31paBH Jinia. ©apMakOKMHETUKATa Ha
MalWTeHTaH npu nanueHTu ¢ BAX He ce moBnusiBa OT TexecTTa Ha 3a00JIIBAHETO.

Cren MHOTOKPATHO MPHJIOKEHUE (papMaKOKMHETHKATa HAa MAlIUTEHTaH € MPONOPLUOHAHA Ha 103aTa
1o 30 mg, BKIFOUHUTEITHO.
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AOGcopOrus

MakcuManHH TUTa3MEHU KOHIICHTPAIMK Ha MAIIUTEHTAH Ce MOCTUraT OKoJIo 8-9 waca ciien
MPHUJIOKEHUE Ha GUIMHUPAHHUTE U TUCTIeprupaiute ce tTabmetku. Ciiel] ToBa IIa3MEHUTE
KOHIICHTpAIMX Ha MAIIUTEHTaH U aKTHBHHUS My MeTabOIUT MOCTEINIEHHO HAMAJISIBAT, ChOTBETHO C
SITMMUHAITMOHEH TTOTYKHUBOT OT IpuOIm3nuTeaHOo 16 yaca u 48 daca.

HpI/I 3ApaBH JIMa CKCIIO3UIIUATA HA MAIIUTCHTAH U aKTUBHUA MY METAOOJINT HE ce IIPOMCEHHA
B IMMPUCBHCTBUEC HA XpaHa U CIICAOBATCIIHO MAIIUTCHTAaH MOXKE 1a CE IMpuceMa CbC U 0e3 XpaHa.

Pasnpenenenue

ManureHTaH u aKTUBHUAT My METaOOJIUT ce CBBP3BAT B FOJsIMa CTETICH C TNIa3MEHUTE MPOTEUHI

(> 99%), rnaBHO c anOyMuH, U B [T0-MaJIka CTeMeH ¢ andal-Kucenus rauKonpoTend. MauuTeHTad u
akTUBHUAT My MeTaboauT ACT-132577 umar 100po pasmpeneieHrue B ThKaHUTE, KAKTO CE BIXKIA OT
obOema Ha pasnpenenenue (Vss/F), koo e npudausutento 50 1 1 40 1 cbOTBETHO 3a MallMTEHTaH

n ACT-132577.

Buorpanchopmars

ManureHTan UMa YeTUPH OCHOBHU META00NMUTHH MbTUIA. OKCHAATUBHOTO ACHPONMINPAHE HA
cyndamua BoAH 10 NoiyyaBaHe Ha (apMaKOJIOTHYHO aKTUBEH MeTa0ouT. Peakiusita 3aBUCH OT
cuctemara Ha nutoxpom P450, ochoHo CYP3A4 (mpubnusurenno 99%) ¢ Marbk IPUHOC OT
CYP2C8, CYP2C9 u CYP2C19. AKTUBHHAT META0OIUT LUPKYJINPA B HOBEIIKATA TUIa3Ma H MOXKeE Ja
JorpuHece 3a (hapMakogorudHus eQexT. pyrn MeTaboMuTHH MBTHINA BOAT JI0 MTOJTy9aBaHe Ha
MPOAYKTH 6e3 papMakosornyHa akTUBHOCT. 3a Te3u mbTuina CYP2C9 urpae cpiecTBeHa poss ¢
HeszHaunTeseH npuHoc Ha CYP2CS, CYP2C19 u CYP3A4.

Enumunupane

MaruTeHTaH ce eKCKpeTupa camo Clie]] eKCTeH3UBEH MeTab0om3bM. OCHOBHUSAT ITBT HAa EKCKPEITUS €
uype3 ypuHaTa, 0TroBapsm] 3a okono 50% ot noszarta.

CrelnyaiHy MOmyIalin

Hsama xnuHIYHO 3HAaYUM C(i)eKT Ha Bb3paCTTa, MoJjia WM CTHUYCCKUA IIPOU3XO0J BbPXY
(bapMaKOKI/IHCTI/IKaTa Ha MAaIUTCHTAH WU aKTUBHUA MY MeTabOoIuT.

B’L6De‘lH0 YBPCXKAAHC

Ekcrio3uiusaTa Ha MallUTEHTaH U aKTUBHUS My METa0OJIUT Ce yBeJInu4aBa ChbOTBETHO 1,3- u 1,6-kpaTHO
NIPY BB3PACTHU MAIUEHTH € TEKKO ObOpedHo yBpekaane. ToBa yBelMueHEe HE ce IpreMa 3a
KJIMHAYHO 3HAYUMO (BXK. Touku 4.2 1 4.4).

YepuoapoOHO YBpEKIaHE

Ekcro3uiusaTa Ha MalluTEHTaH C€ HaMasaBa CLOTBETHO ¢ 21%, 34% u 6%, a Ha aKTMBHUS META0OIUT
—¢ 20%, 25% u 25% npu Bb3pacTHU YIACTHUIIH C JIEKa, yMEpEHa WiIH TEXKa CTETIeH Ha YePHOIPOOHO
yBpexaane. ToBa HamMalleHHE HE ce ITpHeMa 3a KIMHUYHO 3HAUUMO (BX. Touku 4.2 u 4.4).

IlennaTpudna momysaius (Ha Bb3pacT >1 Mecelr A0 1o 18 roauHm)

®dapMaKkOKMHETHKATa Ha MAIIUTEHTaH U HETOBUS aKTHBEH META0OHUT alpOIIUTCHTAH €
oxapakTepusupana npu 47 neIuaTpUIHH MAIUSHTH Ha BB3PacT > 2 rouHU | nipu 11 nmaruenTy Ha
BB3pacT oT > 1 Mecery 10 o 2 TOJUHH.

CxemuTe Ha IpUiIaraHe Ha MallUTEHTaH, 0a3upaHu Ha TETIIO0TO, BOAST 0 HaOIIOAaBaHN/CUMYIIUPAHU
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EKCIIO3HITUY MTPU TISTUATPHIHUTE MAIEHTH Ha Bb3PacT OT 2 TOJIUHH 0 1Mo 18 roJHu, KOUTO ca
CPaBHUMH C CKCIIO3UIINUTE, HAOIOJaBaHU TIPH Bh3pPACTHHUTE MalueHTd ¢ BAX W 3/[paBu y4acTHHUIH,
KOUTO ca moyry4aBanu 10 mg BeHEXK JTHEBHO.

Ekcrio3uiuy Ha MallUTeHTaH, CPaBHUMH C T€3M Ha Bh3PACTHUTE ManueHTn ¢ bAX, mosy4aBamnu

10 mg BemHBXK JHEBHO, HE CE MIOCTUTAT BB Bh3pacToBaTa IpyIa oT >1 Mecerl 10 moj 2 TOIUHU (BXK.
Touka 4.2).

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

[Ipu kyueTa MalIUTEHTAaH HAMAJISIBA KPBBHOTO HAJISITAaHE MPU €KCIO3UIMH, TI000HHU Ha
TEpaneBTUYHNUTE EKCIIO3ULIUH MTPU Xopa. 3anebensBane Ha MHTUMATa Ha KOPOHAPHUTE apTepuH

e HaOJroJaBaHo MPH eKCTOo3UIus, 17 MbTH MMO-BUCOKA OT Ta3u MpH xopa, cien 4 1o 39 cenmuiu
Tperupane. [lopagu BugoBocnenudryHaTa YyBCTBUTEIHOCT U IpaHHULIATa 32 0€30II1aCHOCT € MPUETO,
Yye Ta3u HaXxoJKa HAMa 3HaYeHHUE 3a X0pa.

Ha6nromaBanu ca MOBUIIEHO TETJIO HAa YepHUS APo0 U XemaToueiayjJapHa XunepTpodus npu
MUIIKH, ITUTBXOBE U Ky4eTa clie]] TpeTHpaHe ¢ MalUTeHTaH. Te31 MpOMEeHHu ca OMK B rojisiMa
CTeneH OOpaTHMHM M C€ CUUTAT 32 a/IalTalus Ha YepHUS Jpo0 KbM MOBUIIEHUTE METAOOIUTHH
W3HCKBaHUs, KOSTO HE € HeOMaronpusTHa.

ManuTeHTaH HHIyIIMpa MUHAMAaJIHA 10 JIEKa XUIEePIUIa3Hs Ha JINTaBULUTE U Bb3MAIUTEIHA
uHQUITpaKsa B CyOMyKo3aTa Ha HOCHAaTa KyXHHA MPH BCUYKH JI03U B IPOYYBAHETO 32
KaHLIEPOr€HHOCT ITPU MUMIKH. B 3-MeceqHOTO MpOoyUYBaHe 3a TOKCUYHOCT IIPH MHUIIKH WU

B IIPOYYBaHUATA IPH IUTHXOBE U KydeTa He ca 3a0ensI3aHn HaXOAKH [0 OTHOLICHNE HAa HOCHATa
KyXHHa.

MaruTeHTaH He € TeHOTOKCHYEH MIPH CTaHAapTeH Ha0op OT in vitro W in vivo TecToBe. MalluTeHTaH He
€ OTOTOKCHYEH in Vivo ciel eIUHUYHA 1032 IPH €KCHO3ULHUH A0 24-ITbTH IO-BUCOKH OT
€KCIO3ULUATA [IPU XOpa.

IIpoyuBaHus 32 KaHIIEPOTEHHOCT C IPOIBIKUTEITHOCT 2 TOJWHA HE ca MMOKa3alll KaHIIEPOTeHEH
MOTEHITUAN MPU eKCo3unuu 18 mbTH 1 116 IbTU MO-BUCOKU OT €KCIIO3UIUSITA IIPU X0Pa,
CHOTBETHO IMPH ILTHXOBE U MUIIKHU.

Junaranus Ha KaHaJT4eTaTa Ha TECTUCHUTE € HaOMoJaBaHa B MPOyYBaHUA 38 XPOHMYHA TOKCHYHOCT
IPY MBXKH ILTHXOBE M KyUeTa ¢ TpaHUIX Ha Oe3onmacHocT choTBeTHO 11,6 1 5,8. Junatanusra Ha
KaHaJJeTaTa Ha TECTHCHUTE € HAaIbIHO oOpaTnMma. Ciiest 2 TOJMHY TPEeTHPAHe MPHU INThXOBE

¢ HaOmoaBaHa aTpoust Ha KaHATIeTaTa Ha TECTUCHUTE MTPU €KCIIO3UIHSA 4 ITBTH ITO-TOJIIMa OT
EKCIO3UIUATA TIPU Xopa. XHIlocIepMaToreHe3a ¢ HabojaBaHa B TO)KUBOTHOTO POY4YBaHE 3a
KaHIIEPOTCHHOCT IPY IUTHXOBE M B IPOYYBAHUATA 32 TOKCHYHOCT IIPH MHOTOKPATHO MTPHJIaraHe mpu
KydeTa Py eKCIO3UIINH, OCUTYPSBAIIX TPaHUIH Ha Oe3omacHOCT 9,7 TipH TUTbXOBE U 23 MpH KydeTa.
I'panunuTe 3a 6e30macHoCT 3a hepTunutera ca Omnn 18 3a MbxkH U 44 3a skeHCKH TuTbXoBe. [Ipn
MUILKY CJIeJ A0 2-TOJUIITHO TPETUPAHE HE Ca OTKPUTU HaXOAKH OT CTpaHa Ha TECTUCHTE.

MaLII/ITeHTaH € TCPATOrCHCH MIpHU SHﬁHH U IINTBbXOBC BBB BCUYKH TCCTBAHU O03MH. 341 IIpu ABaTa BUaa
JKUBOTHH € UMAJIO ChbPpACYHOCHI0BHU AHOMAJIMU U TAKWBA HAa CPACTBAHCTO HA MaHZLI/I6y.TIapHaTa abra.

HpnnaraHeTo Ha MAaIUTCHTAH IIPU KCHCKHU IUTbXOBC B KbCHUTC €TAll HA 6peM€HHOCTTa U 1pe3
IEproJa Ha JJaKTalus IIpru €KCIIO3UIUN Ha MaﬁKaTa, 5 OBTHU MMO-BUCOKHU OT CKCIIo3nnysATa Ipu xopa, €
JAOBCJIO 10 HaMaJICHA MPCKUBACMOCT Ha MAJIKUTC U HAPYIICHUC HAa PCIIPOAYKTUBHUTC CIIOCOOHOCTH Ha
IMOTOMCTBOTO, KOCTO € MMAJIO CKCIIO3UIHA HAa MAIIUTCHTAH IO BPpECME Ha KbCHUSA UHTPAYTCPUHCH
KUBOT M YpPE€3 MIIAKOTO B IIEPHUOJA HA JIAKTALIH.

TpeTtupaneTo Ha IBEHWIHM ILTBX0BE OT noctHaTaneH [en 4 no [en 114 € npuunHUIO MOHUXKEHO
Ha/JIaBaHE HA TEJIECHO TETJI0, BOJEIIO JI0 BTOPUYHU €(PeKTH BHPXY Pa3BUTHUETO (JIeKO 3a0aBsHE Ha
JleCIieH3yca Ha TECTHCHUTE, 00paTUMO HaMalleHe Ha Jb/DKUHATA Ha JBJITUTE KOCTH, YIABIDKEH €CTPYC).
[Ipu excrio3uniuu 7 WbTH MO-BUCOKH OT €KCIIO3UIUATA IPU XOpa ca HAOII0JaBaHH JIEKO ITOBUIIICHA
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Tpe- ¥ MOCTHMITIAaHTAllMOHHA 3ary0a Ha TUI0/1a, HaMaJieH cpe/ieH Opoil MaJIKi ¥ HaMaJIeHO TETJIoO Ha
TecTUcHuTe U enuauanMa. [Ipu excrio3unuu 3,8 MbTH MO-BUCOKHM OT €KCIO3HUIMATA TIPU XOpa ca
oT0ensI3aHN TECTUKYIapHa TyOyiHa aTpousi 1 MUHUMAIIHU €(DEKTH BEPXY PENpOLyKTHBHUTE
noKaszareny 1 MopQOJIOTrHsATa Ha CIIEPMATO30HIUTE.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucnbk Ha NOMOIIHHUTE BeIECTBA

Anpo Ha TabnerkaTa

JlakTo3a MOHOXUApPAT
Muxpoxkpuctanna nenyiosa (E460)
HatpueB HumecTen raukonat
ITonoxcamep 188

[ToBunon K-30

Marne3ues creapar

DUIMOBO MOKPUTHE
[Momu(suamos ankoxon) (E1203)
TurtanoB muokcun (E171)

Tank (E553b)

Jletutun [cos] (E322)
Kcanrtanora ryma (E415)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

2 TOONHU

6.4 Crnenuananm yca0oBHs HA CbXpaHeHHe

To3u ekapcTBEH MPOAYKT HE M3UCKBA CIELMAIHHU YCIIOBUS HA ChbXPaHEHHUE.

6.5 Buawu chabp:kaHue HA OMAKOBKATA

[Ipozpaunu 6muctepu ot PVC/PE/PVDC unu npo3zpaunu 6aucrepu ot PVC/PVDC B kapToHeHH
KyTHH, ChABpxKamy 1o 15 um 30 punmupann Tadnetku v o 15 X 1 unu o 30 X 1 punmupanu
TabneTKu B ieppopupany OJIUCTEPH ¢ EAUHUYHH JIO3H.

He Bcruky BUioBE OMAKOBKH MOTaT a ObAaT MyCHATH Ha masapa.

6.6 CroeuuaJHU NpeaNa3sHu MePKH NPH U3XBbPJIsIHE

Hsama CcricuyaJiIHi U3UCKBAaHU .

7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6° Planta

08039 Barcelona
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HNcmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Baucrep or PVC/PE/PVDC

EU/1/25/1970/001 15 Tabnetku
EU/1/25/1970/002 30 TabieTku
EU/1/25/1970/003 15 X 1 tabnerka (eAMHUYHA 71032)
EU/1/25/1970/004 30 X 1 tabnerka (eIMHAYHA J1032)

Bmucrep or PVC/PVDC

EU/1/25/1970/005 15 TabneTkn

EU/1/25/1970/006 30 TabneTkn

EU/1/25/1970/007 15 X 1 tabnerka (eAMHUYHA 10a)
EU/1/25/1970/008 30 X 1 tabnerka (eAMHUYHA 703a)

9. JATA HA TbPBO PA3ZPEIIABAHE/TIOJHOBSIBAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[ara Ha mppBO paspelaBaHe:

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

ITonpoOHa uHOpMaIKs 3a TO3M JICKApPCTBEH MPOAYKT € MPeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHIus 1o JekapcTraTa https://www.ema.europa.eu.
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HNPUJIOKEHUE 11

MHPOU3BOJUTEJI(N), OTTOBOPEH(HH) 3A OCBOBOKJIABAHE HA
IHAPTU N

YCJIOBUA NJIN OTPAHUYEHNS 3A TOCTABKA U YIIOTPEBA

APYT' YCJIOBUA U UBUCKBAHUSA HA PASPELIEHUETO 3A
YIIOTPEBA

YCJI0OBUA UJIN OT'PAHUYEHNSA 3A BE3OITACHA U EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMS ITPOAYKT
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A. NPOU3BOIUTEJI(M), OTTOBOPEH(HHN) 3A OCBOBOXJIABAHE HA ITAPTU/ 1

Hme n aapeC HAa MPOU3BOAMTCIIA, OTTOBOPEH 34 0CB060)KI[3B3HC Ha NapTUAUTC

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,
95-200, Pabianice, ITommia

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000, Manta

Accord Healthcare B.V.
Winthontlaan 200,

3526 KV Utrecht, Hunepnanmus

Accord Healthcare Single Member S.A.,
64" Km National Road Athens,
Lamia, Schimatari, 32009, I'epiius

IleuaTHaTa 1MCTOBKA Ha JICKApCTBCHUSA NPOAYKT Tpﬂ6Ba Aa CbAbpiKa UMCTO U aJipeCa Ha
IIPOU3BOJUTEIIA, OTTOBOPEH 3a OCBOGO)KI[aBaHeTO Ha CbOTBETHATA napTuaa.

b. YCJI0OBHMA NWIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHHUSAT MPOLYKT C€ OTITYCKA IO OTPAaHWIEHO JIEKAPCKO MPEITHUCaHNe
(Bx. [Ipunoxenue I: Kparka xapakrepucTika Ha MpoAyKTa, Touka 4.2).

B. JPYI'M YCJIOBUA U N3NCKBAHMSA HA PASPEIIEHUETO 3A YIIOTPEBA

° IlepyoauYHN aKTYAJH3HPAHU JOKJAAH 3a 6e3onacHocT (ITAJIB)

N3uckpanusta 3a nojnapane Ha [TA/Ib 3a To3u JiekapCTBEH MPOAYKT ca IOCOYEHH B CITUCHKA C
pedepentnute natu Ha Eppornetickus cbto3 (EURD crmchk), mpensuzaeH B wi. 1078, an. 7 ot
Hupektusa 2001/83/EO, 1 BbB BCHUKH CJICIBAIIHM aKTyaJIn3alliH, IyOJUKyBaHH HA CBPONCHCKHUS
yeOmopTal 3a JieKapcTBa.

. YCJI0OBUS NWJIN OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA TPOAYKT

° IlaH 3a ynpasJjenue Ha pucka (ITYP)

IIputexatenar Ha pa3pemrenreTo 3a yrmorpeda (ITPY) tpsoBa na u3BbpIIBa H3NCKBAHUTE IEHHOCTH H
JICHCTBYSI, CBBP3aHH C TIPOCIEAsIBaHE Ha JIKAPCTBEHATa O€30IIacCHOCT, MocoYeHH B o100penus [1YP,
npeactaBed B Moy 1.8.2 Ha pa3penieHneTo 3a yrnorpeda, KakTo U BB BCHUKH CJISIBAIIH OJ00PCHH
aktyanuzauuu Ha [TYP.

Axtyanusupan [IYP tps6Ba na ce mopasa:

o 1o nckaHe Ha EBpornielickaTta areHIus 1o JeKapcTBara,;

. BUHArd, KOraTo ce M3MEHsI CUCTEMAaTa 3a YIpaBJIeHHE Ha pUCKa, 0COOCHO B pe3yiTaT Ha
MoJTyyaBaHe Ha HOBa WH(pOpMAITs, KOATO MOXKE Ja JOBEJIE 10 3HAYNMHU IIPOMEHHU
B CHOTHOILCHUETO MOJI3a/PUCK, WIN CJIe]l JOCTUTaHe Ha BaskKeH eTarl (BbB Bpb3Ka
C TpocIesiBaHe Ha JIeKapcTBeHaTa 0€30MacHOCT WM CBEXKIAHE HA PUCKA 10 MUHUMYM).
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L JlombJHUTEIHN MEPKH 32 CBEK/IAHE HA PUCKA 10 MUHHMYM

IIPY TpsabBa na rapanTHpa, Ye BbB BCSKa IbprKaBa WiCHKa, KbJAeTO MaruTeHTan Accord € mycHaT Ha
na3apa, BCHYKH MMalueHTH, KOUTO Ce OYaKBa Jla U3noia3BaT ManuteHTan Accord, 1e noiayyaBat
CleTHUSl OOYUYUTEIICH MaTepua:

L] KapTa Ha InmanucHTa.
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IPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTMUS — onakoBka ¢ 15, 30 Tadaerxku u 15x1, 30x1 Tadaerkn

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Marutentan Accord 10 mg punmupanu TabneTku
MAaIUTEeHTaH

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska ¢punmupana tabnetka cpappika 10 mg ManuTeHTaH.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

Crabpika ChINo JIakTo3a u coe nerutuH (E322). 3a qonbiHNTEIHA MH)OPMAIHS BUKTE JTUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

¢unMupana TabaeTka

15 dbunmupanu TabaeTKH
30 dhunmupaHu TaOJICTKH
15 X 1 ¢punmupana tabnerka
30 X 1 ¢puimupana Tabierka

‘ 5. HAYUH HA ITPUJIOKEHUME U ITT(MIIA) HA BBBEKJAHE

[Ipenu ynotpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEINA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

To3u JICKAPCTBCH MPOAYKT HC M3HMCKBA CIICIITUAIHA YCIIOBUA HAa ChbXPaHCHUC.
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10. CIHENUAJIHU INNPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJJPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 6 Planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

Bmncrep or PVC/PE/PVDC

EU/1/25/1970/001
EU/1/25/1970/002
EU/1/25/1970/003
EU/1/25/1970/004

Bancrep or PVC/PVDC

EU/1/25/1970/005
EU/1/25/1970/006
EU/1/25/1970/007
EU/1/25/1970/008

13. MAPTHUJAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Marutenrtan Accord 10 mg

‘ 17. YHUKAJIEH WIEHTUOPUKATOP — IBYU3MEPEH BAPKOJ

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD
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‘ 18. YHUKAJIEH WIEHTUH®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE NJIN
JIEHTHUTE

Bancrepu u nepdopupanu 6JMcTepH ¢ eTMHUYHH 03U

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Manurentan Accord 10 mg TabneTku
MalUTEHTaH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

|5.  JIPYTO

[IepopanHo mpunoxeHue
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| KAPTA HA ITAIIMEHTA

KapTa Ha manpMeHTa

Ta3u kaprta chIbprKa BakHA MHPOpMAIIHS 32 O€30MMacHOCT, KOSITO TPsiOBa /1a Bu € n3BectHa, Korato ce
nexyBate ¢ ManuteHTan Accord. Hocere Ta3u kapra chec ceOe Ci BUHATH U 5 TIOKa3BaiTe HA BCEKU
JIeKap, aHraKUpaH B JieueHneto Bu.

ManuTtentan Accord
MaluUTCHTAH

BaxHo e He3a0aBHO 1a cHOOIIMTE HA JIeKapsi, KOiiTo Bu npeanucea jgedenuero, npu
HACTbIIBaHe HA OPeMEHHOCT WM HA HAKAKBA He)KeJ1aHa peaKnus, KOSTO MOKe 12 Bb3HUKHE 10

BpeMe Ha JedyeHue ¢ ManuteHTan Accord.

IlenTsp 3a neueHue:

Hme ma mpeaAnurcCBalll JCKap:

Tenedhonen HOMep Ha MPEANMKCBAIIL JISKap:

Bpemennoct

Manurenran Accord MoXKe Ja Hapylld pa3BUTHETO Ha Iuiofa. [lo Ta3u mpuymHa He TpsOBa ja
npuemate ManurenTan Accord, ako cte OpeMeHHa, U He TpsOBa Ja 3a0peMeHsIBaTe, JOKaTO IpueMaTe
Marmrentan Accord. OcBeH TOBa, ako CTpajate oOT OenoApoOHa apTepuaiHa XUICPTOHHS,
OpEMEHHOCTTA MOXKE TEXKKO JIa BIIOIITH CUMIITOMUTE Ha 3a00isBaHeTo Bu.

Kourpaunenuus
TpsOBa 1a U3MONI3BaTe HAAEKACH METO/T 32 KOHTPOJI Ha paXkaaeMOoCTTa (KOHTPALIEIHS ), JOKATO
npuemate ManuteHtan Accord. O0chaeTe BCHUKH BBIIPOCH, KOUTO MOJXKE Ja UMaTe, ¢ Barms jekap.

TpsbBa a HampaBHUTe TECT 32 OPEMEHHOCT MPeau 3armouBaHe Ha ManuTteHTaH Accord u BCEKH Mecel]
110 BpeMe Ha JICUCHHUE, JOPH aKo CMATaTe, 4e He cTe OpeMeHHa.

ITomo6HO Ha ApyTHTE TEKapcTBa OT TO3M Kitac, ManuteHTaH Accord MOXke a 3acerre YepHust Ipoo.
Bamwsr siekap 1ie HanpaBu KPbBHU M3CIICIBAHUS IPEN Ja 3alI0YHETe JeueHne ¢ MaruTeHTan
Accord u 1o BpeMe Ha JICUCHHETO, 32 Jia POBEPH Naiu YepHUsIT Bu n1po6 pyHKImonupa modpe.

[Tpusnanure, ye yepHUAT B 1po6 Moke Aa He GyHKIIMOHHUpPA T00pE, BKIIFOUBAT:
. rajicHe

. MOBpBIaHEe

. Tpecka (BHCOKa TeMIieparypa)

. Oonka B cTomMaxa (kopema)

. KBITCHHITA (TTOKBATABAHE HA KOXKaTa WK Osy1aTa 9acT Ha OYNTe)

. THMHO OIIBETEHA ypHUHA

. CBHpPOEK IO KOXKaTa

. JeTapTys Wik yMopa (HeobnyaitHa yMOPSIEMOCT HITH U3TOIICHHUE)

. rpunornogo0eH CHHAPOM (0oJTka B CTABUTE U MYCKYJIMTE C BTPHCAHE)

AKo 3a0eJ1esKkMTe HAKOM OT Te3H NMPU3HALM, TPA0BA 1a KajkeTe BeAHAra Ha Bamms jekap. Axo
UMaTe HAKAKBHU BBIIPOCH OTHOCHO JIeYeHUeTo, nonuTtaiite Bammus jiekap uiam papmaneBT.
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Bb. IHCTOBKA
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JlnucroBKa: l/IH(l)OpMalII/lfl 3a ManueHTa

Mannrtentan Accord 10 mg puiamupann TadJIeTKA
MalMTeHTaH (macitentan)

IIpoyeTeTe BHMMATETHO LSAJIATA JUCTOBKA, IIPEAH 1A 3all04MHeTe 1A MIpUeMaTte TOBA JIEKapCTBO,

Thil KaTO TS ChAbPsKAa BaskHa 32 Bac nndgopmanus.

- 3amaseTe Ta3u JUCTOBKA. MOXKe 1a ce HAJIOKU J1a 1 IPOUYETEeTe OTHOBO.

- AKO UMaTe HSIKaKBH JOIBJIHUTEIHN BBIIPOCH, oNUTainTe Bamms nekap, papmaneBT uin
MEIMIAHCKA CECTPA.

- ToBa nexapcTBO € mpeanucano JnyHo Ha Bac. He ro mpeotcremnBaiite Ha apyru xopa. To Mmoxe
Jla UM HaBpeIy, He3aBUCHMO Y€ MPU3HALMTE Ha TAXHOTO 3a00JsBaHe ca ChIuTe Kato Bammure.

- AKO TOITyunTe HIKAKBU HEXKEJIaH! peakin, yBejomere Bammst nekap, hapManeBT wim
MEIUIMHCKaA cecTpa. ToBa BKIIOYBA M BCHYKH Bb3MOXKHH HEXKEJIaHU PEAKIH, HEOITNCAHH B
Ta3u JMCTOBKA. BikTe ToukKa 4.

Kakso CbhAbpPiKa Ta3u JIUCTOBKA

Kakso npenacrasisiea Maiutentan Accord U 3a KaKBO C€ U3II0JI3BA
Kaxkso Tps6Ba na 3Haere, npean na npuemere MamureHtan Accord
Kaxk ma npuemarte Marnutenran Accord

BBb3M0OXHM HEXEIaHU pEeaKLUU

Kak na cexpansBare Manurentan Accord

ChappikaHre Ha OMAKOBKATA U AOMBIHUTENHA HH(pOpMAans

A

1. Kakso npeacraBiasipa Manurentan Accord u 3a KaKBO ce U3M0J3Ba

Marutentan Accord Chabprka aKTHBHOTO BEIIECTBO MALIUTECHTAH, KOSTO IPUHAIICKHA KbM Kilaca
JIEKapCTBa, HAPEUCHU “aHTArOHUCTH Ha €HIOTEIIMHOBUTE PELIETITOPH .

Marmrentan Accord ce U3MoM3Ba 3a JBITOCPOYHO JieueHHe Ha OenojpoOHa apTeprualiHa XUIIEPTOHUS
(BAX):

. pu Be3pacTHH ¢ GpyHkuonaieH kiac (PK) II go 11l mo C30
. mpu nema moxa 18 roxuau ¢ Terio Ha-manko 40 kg ¢ dynakmmonanen kiac (PK) II xo 111 mo
C30

BAX npencrasisiBa BUCOKO KPbBHO HaJISITaHE B KPbBOHOCHUTE ChJI0BE, KOUTO IIPEHACAT KPBB OT
ChbpLETO KbM Oenute qpoboBe (Oenonpodbuute aprepun). [lpu xopa ¢ BAX Te3u aprepun craBat
MO-TECHU, TaKa 4e ChbpLETO TPsiOBa J1a paboTH MO-yChPIHO, 32 J1a U3IIOMITH KpbBTa Ipe3 TaX. ToBa
Kapa xopaTa Jja c€ 4yBCTBaT YMOPEHH, 3aMasiHU 1 J]a yCEeIaT HEJOCTUT Ha Bb3IyX.

Marutentan Accord pasmupsiBa 0eI0APOOHUTE apTEPUH KaTo TaKa YIISCHSIBA CHPIIETO B
W3MOMITBAHETO Ha KPBBTA Tpe3 Tax. ToBa MOHIKaBa KPHBHOTO HaJISITaHEe, 00JICKYaBa CHMITOMHUTE U
moo0psiBa Xoaa Ha 3a00IIBaHETO.

2. KakBo TpsiOBa 1a 3HaeTe, peau 1a npueMere ManutenTan Accord

He npuemaiite ManutenTan Accord

. aKo CTe aJepPruYHM KbM MAIIUTCHTaH, COSl WJIM KbM HAKOS OT OCTAHAINTE ChbCTaBKU HA TOBA
JeKapcTBO (M30pOEHH B TOUKA 6).
. aKo cte OpeMeHHa, IUTaHupaTe Aa 3a0peMeHeeTe Wi OMXTe MOrJIa Aa 3a0peMeHeeTe, 3a10To He

U3I0JI3BaTe HaleKICH METO/1 32 KOHTPOJI Ha PaXK1aeMOCTTa (KOHTpauenus). Biwxre Touka
,,DPEMEHHOCT U KbpMEHe.
. ako KppMuTe. Bikre Touka ,,bpemeHHOCT U KbpMeEHe.
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. aKo UMaTe 4epHOAPOOHO 3a00JIIBaHE WM aKO MMaTe MHOT'O BHCOKHM HMBA Ha YCPHOIAPOOHHU
€H3UMH B KpbBTa. ['oBOpeTe ¢ Bamus jgekap, KOWTO 11ie pellu 1ajy TOBa JEKapCTBO €
noaxoso 3a Bac.

AKo HKOE OT U30pOCHUTE TIO-TOpe Ce OTHACA 3a Bac, Mo, yBemomete Barmms jrekap.
IIpenynpesxxaeHusi U Mpeana3sHu MEPKH
I'oBopere ¢ Bamus nekap wiu gpapMarneBT, npeau aa npuemere Manurtenran Accord.

Ille TpnGBa 1a By ce NpaBAT KPLBHY M3CJIeIBAHNA, onpeenaeHy oT Bamus jiekap:
Bammusr siekap 1ie HanpaBu KPbBHHU M3CIIEIBAHUS IPEAN Aa 3all0YHETe JeueHne ¢ ManuTeHTaH
Accord ¥ 1o BpeMe Ha JICUEHHETO, 3a 12 IPOBEPH:

o Jlali UMaTe aHeMusl (HamaJieH Opoii YepBEeHU KPbBHH KIICTKH)

o Janu yepHusT Bu 1po6 ¢yHkunonupa godpe

Axko nMaTe aHeMusl (HaMaJieH Opoii YepBEHU KPhBHH KJIIETKH), MOXKE J]a UMATe CIICHUTE PU3HAIIH:
o BUCHC HaA CBAT

o yMopa/HepasmoioxeHne/cnadboct

o YCKOPEH ChPIICUCH PUTHM, ChplicOnCHE

o OneHOCT

AKO 3a0eliexKuTe HAKOH OT Te3M MpHU3HALK, TPSAOBA Aa KaxkeTe Ha Bamms jiekap.

[MpusHarure, ye yepHUAT Bu 1pod Moxe fa He PyHKIIMOHUPA J00pe, BKIIOYBAT:
rajicHe

MOBpBIaHE

Tpecka

Oosika B ctomMaxa (Kopema)

MOXKBITSIBAHE HA KOXKaTa WK OstaTa yacT Ha OuuTe ((KBITCHHUIIA)

THMHO OIIBETE€HA ypUHA

ChpOex Mo KoXKaTa

HeoOHMUaiiHa yMOPSIeMOCT WM M3TOILEHHE (JIETApTUsl WIH yMOpPa)
IpUIONOA00eH CUHAPOM (00JIKa B CTABUTE U MYCKYJIUTE C BTPUCAHE)

AKo 3a0enexxuTe HIKOHM OT Te3W MpHU3HaNHY, TPSA0Ba 1a Ka)keTe BeAHara Ha Bammus gexap.

Ako umare nipobisiemu ¢ Op0penuTe, ropopere ¢ Baus siekap, npeau aa usnon3sare MarureHTaH
Accord. MarureHTaHn MOe Jia JIOBeJIe JIO0 MO-TOJIIMO TIOHMKEHHE Ha KPBBHOTO HANISTaHE U
MTOHIDKEHUE Ha XeMOTJI00MHA MTPH MAIUeHTH ¢ podieMu ¢ ObOperuTe.

[Ipu manmenTn ¢ 6em01poOHA BEHOOKITY3HBHA OoJecT (3amymBaHe Ha OeoIpOOHNUTE BEHH),
ynotpebara Ha JekapcTBa 3a iedenne Ha bAX, BkmountenHo Manurentan Accord, Moke 1a JoBee
1o 6enoapoOeH 0TOK. AKO MMate pu3Hany Ha 6eJI0ApoOeH OTOK MpH ynoTpedaTa Ha ManuTeHTaH
Accord, KaTo BHE3aITHO, 3HAYUTEIIHO yBeJIMUaBaHe Ha 3a7yXa U MOHKEH KUCIOPO B KPbBTa, TPsiOBa
Aa KaxkeTe BegHara Ha Bamus nexap. Bammsr nexap Moe 1a HalpaBH JOITBJIHHTCITHH
U3CIIe/IBaHUS U 1€ ONpeey KakBa CXxeMa Ha JieueHHe € Hall-moaxo/sia 3a Bac.

Jlena v roHOIIMN
He ,E[aBafITC TOBA JICKApCTBO Ha ACLIa HAa Bb3pacCT MO/ 2 ToauHU, TBhU KaTo e(bI/IKaCHOCTT a
0e30MmacHOCTTa HE Ca YCTAaHOBEHH.

JApyru nexapcrBa m Manurentan Accord

TpsiOBa ma kaxxere Ha Bamms nexap win hapmareBT, ako mprueMare, HaCKOpO CT€ IPUEMaH WilH €
BB3MOXKHO JIa IpUeMaTe JIPyTH JeKapCTBa.
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Mamnutentan Accord Moke Jla OKake BIMSHAC Ha APYTH JIEKapCTBa.

Ako npuemate Marutentan Accord 3aeHO ¢ JPYTH JIEKapCTBA, BKIFOUUTEIIHO H30POSHUTE MO-110ITY,
edexTute HAa ManuTeHTan Accord Wim Ha JPyTHUTE JIEKapCTBA MOTAT Ja ce MPoMeHsIT. ['oBopeTe ¢
Bamus nexkap mnm gapManeBT, ako IpreMaTe HAKOE OT CICIHHUTE JIEKapCTBa:

o pudaMIUIH, KIAPUTPOMHULIMH, TETUTPOMHULIMH, UMPOQIOKCAIIMH, ePUTPOMHIIH

(aHTHOMOTHUITN, U3ITOJI3BAHH 32 JICUCHUE Ha WH(DCKITHIH)

(ennTonH (JIEKapcTBO 3a JCYCHHE HAa THPUYOBE)

kapOamasenuH (M3I0J13Ba ce 3a JIeUeHUE Ha JeTPECHs U SIHIICTICHs)

XKBJIT KaHTapHOH (OMIIKOB IperapaT, U3I0JI3BaH 3a JICUCHUE Ha JICTIPECHs)

pPHUTOHABHp, CAKBUHABUD (M3MOJI3BAT ce 3a jedeHne Ha XMB unpexms)

He(haz010H (U3I0II3BA CE 32 JICUSHNE Ha ICTIPECHS)

KETOKOHA30J (¢ U3KII0YEHHE Ha IIaMIT0aH), (pIyKoHa30I1, HTPaKOHA30J, MUKOHA30,

BOPUKOHA30JI (JIEKapCTBa, U3IOI3BAHU PH I'BOUYHU HHPEKIIHH)

aMHO/IapoH (32 KOHTPOJUPAHE HAa ChPJCYHHS PUTHM)

. UKJIOCTIOPYH (M3MOJI3BaH 3a PEAOTBpaTsIBaHE Ha OTXBHPIISTHE HA OPTaH Clie]l
TPAHCILTAHTAITHS)

. JIITHA3EeM, BeparaMull (3a JIeYeHrne Ha BUCOKO KPHBHO HAJATAHE WU OTIPE/ICIICHHU MPOOIeMH
ChC CHPIIETO)

Manurtentan Accord ¢ xpaHa
AKo mpremMaTe MUIEPHH KaTo XpaHUTETIHA J00aBKa, TOBa MOKE [1a IPOMEHM OTTOBOPHT HAa OPraHU3Ma
KbM HSKOH JICKAPCTBEHU MPOJYKTH, BKITOUHTENHO ManuTtentan Accord. MoJis, B TaKbB ClTydait
rosopete ¢ Bammus nexap wiu ¢ papmarenr.

BpemenHnocT U KbpMeHe
Axo cTe OpeMeHHa WM KbPMUTE, CMSTaTe, Y€ MOXe Jia CTe OpeMEeHHa MM TUIaHUpaTe OpEeMEeHHOCT,
nochBeTBaliTe ce ¢ Bammus nexap npeau ynorpebara Ha TOBa JIEKAPCTBO.

Marnutentan Accord Moxe J1a yBpeu HepojieHuTe O0eOera, 3a4eHaTH MPEIn, 10 BpeMe Ha WU CKOPO
clie]l IEYEHHETO.

. AXO e Bb3MOXKHO J1a 3a0peMeHeeTe, U3M0I3BaTe HAJICHKICH METO/T 32 MPe/Ina3BaHe OT
3a0peMeHsBaHe (KOHTpalemus ), okaro npuemare Marnurentan Accord. ['oBopere ¢ Bamus
JieKap 3a TOBa.

. He mpuematite Manurentan Accord, ako cTe OpeMeHHa WM TUTaHUpaTe Aa 3adpeMeHeeTe.

. AKo 3abpeMeHeeTe WM MOXKe J1a CTe 3a0peMeHsiia, JokaTto mpuemMare Manurentan Accord, win
CKOpO CIIe/l KaTo cTe crpenu nprueMa Ha Manutentad Accord (1o 1 mecen), He3a6aBHO
nocerere Bamus nekap.

AKo cTe x)eHa, KoATO MOoxXe Ja 3a0pemenee, Bamusar sekap me Bu nomonu na HanpaBuTe TecT 3a
OpEeMEHHOCT Mpey Ja 3arnoyHere aa npuemate Manutentad Accord U ja IpaBUTe PEJOBHO TaKbB
(BemHBXK MecedHo), JoKkaTo npuemare ManureHTan Accord.

He e u3BecTHO nanu ManUTeHTaH IpeMHUHABa B KbpMaTa. He TpsOBa na KbpMuTe, JOKATO IIpHEeMaTe
Manurentan Accord. 'oBopete ¢ Bamms iekap 3a Tosa.

@epTUANTET

Ako cte MBx 1 ipueMate ManuTteHTan Accord, Bb3MOXKHO € TOBa JISKAPCTBO Ja HaMaiu Opost Ha
criepmatozouaute Bu. I'oBopere ¢ Bamus jgexap, ako nMate BBIIPOCH WIH MPUTECHEHUS OTHOCHO
TOBA.

Hlodupane u padora ¢ MAIIUHU

Ma]_II/ITeHTaH Accord moxe Ja IPpUYIMHU HEKCJIAaHU pCaKIU KaTo r1aBo0O0JIMe U HUCKO KPBbBHO
HaJIsraHe (HOCO‘IGHI/I B TOYKa 4), a ¥ cuMnToMuTe Ha Bamrero 3a0onsBane ChIIO MOTraT Ja Bu mnpeyar
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na modupate Wi paboTUTE ¢ MAIIIWH.

MannTtentad Accord cbIbpka JJAKTO03a, JJEUTHH OT COSl U HATPHIA

Manurenran Accord chabpika 3axap, HapeueHa akro3a. Ako Bamusat nexap Bu e xa3ai, ue numate
HETOHOCUMOCT KbM HSKAaKBHU 3aXapHy, CBbpKeTe ce ¢ Bamus nekap, npeay a npuemare ToBa
JIEKapCTBO.

ChappiKa JEIHUTHH, MOIYyYeH OT CoA. AKO CTe aJleprUYHU KbM COsl, HE N3TIOJI3BAITE TOBA JIEKApCTBO
(BmwxTe Touka 2 “He mpuemaiite Mammrentan Accord”).

ToBa JiekapcTBO ChabpIKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabyeTKa, T.e. MOXKE /1a Ce KaxKe,
Yye MPaKTUIECKH HE ChIbpiKa HATPUH.

3. Kak na npuemare Manurentan Accord

Marutentan Accord TpsiOBa 1a ce mMpeArMcBa caMmo OT JIEKap C OIHT B JICUSHUETO Ha OeoIpooHa
apTepuagHa XUIepTOHUSL.

Bunaru npuemaiite ToBa JIeKapcTBO TOUYHO KakTo Bu e ka3zan BamusT nexap. Ako He CTe CUTYpHH
B HEWIo, onuTaiite Bamus nekap.

Bu3pactau u nena noxa 18 roauau ¢ rerno Haii-mManko 40 kg

[Ipenopbuutennara no3a Ha ManutenTan Accord e enHa Tabaerka oT 10 mg BeAHBXK THEBHO.
I'priTaiiTe TabseTKaTa 115714, ¢ Yara Boja. He npBueTe u He uymere TabierkaTa. Moke 11a mpremMare
Marutentan Accord cbe mnu 06e3 xpana. Hait-noGpe e 1a npreMate TabJieTKaTa 110 €IHO U ChIIO
BpEME BCEKH JICH.

[Ipu nena ¢ terio moa 40 kg TpsiOBa fa ce U3M0JI3BaT APYTH MPOTYKTH.

AKO cTe IpHeJIN MoBevYe 0T HeoOxoanMaTa 103a Manurentan Accord
Axo cTe npuenu rnosede TabIETKH, OTKOJIKOTO By e Omito ka3aHo, MOke Ja UMaTe TiaBo0oine, rajjeHe
iy nospsuiade. [locsBeTBaiite ce ¢ Bammus sekap.

AKo cTe IponycHaJIM 1a npueMere Manutentan Accord

Axo cte nponycHanu fa npueMmere Marnurenran Accord, B3emeTe ejHa 103a BeHara, oM CH
CIIOMHHTE, a CJie/l TOBA MPOJBIDKETE Ja premMare TadJeTKUTe B 00n4aitHoTo Bpeme. He B3emaiite
JBOWHA 71034, 32 1a KOMIICHCUpATe MpoIycHaTaTa TadieTKa.

AKko cte cupesu npuema Ha ManutedTan Accord

Manurenran Accord e nedeHne, KoeTo e TpsiOBa Aa NPOIBIDKUTE Ja IpUeMare, 3a a KOHTpoJIupare
Bamara BAX. He cniupaiite na npuemate Manutentan Accord, OCBEH ako He CTe ChIIIaCcyBald TOBA C
Bamus nekap.

AKO uMaTe HAKaKBH JIOTBJIHUTEIHNA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKapCTBO, MOMUTANTE
Bamus siekap wiu gpapMarieBT.
4. Bb3MOKHN HeKeTaHU peakuu

Kakro Bcuuku JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jla MPECAN3BUKA HEXKECIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKM I' TIOJTy4aBa.

HeuecTu cepuo3nn He:kelaHu peakiuu (Moxke na 3acerrar a0 1 Ha 100 mgymm)

o ANepruvHu peakiuy (MoIyBaHe OKOJIO OYUTE, JIUIETO, YCTHUTE, €3UKa HIIH I'bPIIOTO, ChPOeK
n/nnm 0OpuB)

Axo 3abenexuTe HIKOI OT Te3u MpU3HaLU, TpsAOBa Aa KaxkeTe He3abaBHO Ha Bammus nexap.
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MHoro 4ecTH HeKeJaHH peaknuu (MOXe Ja 3acerHar moseue ot 1 Ha 10 mymm)
Anewmus (HUCHK Opoii YepBeHHN KPBBHU KJICTKH) WIIM HaMaJIeH XeMOTIIOONH
I'maBo6omnme

Bponxwur (BB3ManeHne Ha TUXATSITHATE ITHTHUIIA)

Hazodapurarut (Bb3MajacHe Ha IbPIOTO U HOCHUTE ITHTHIIA)

Ortok (momyBaHe), 0cOOCHO Ha TJIE3EHUTE U CThITajgaTa

YecTu HexeIaHU peakuum (Moske aa 3acerrat Ao 1 Ha 10 mymmm)
®DapuHruT (Bb3MajieHue Ha I'bPIIOTO)

['pun

WNudexknnn Ha MUKOYHUTE THTUINA (MHPEKIUS Ha TUKOYHUS MEXYD)
XumoToHus (HUCKO KPBBHO HaJISITaHe)

Hazanna xoHrecTus (3amyIieH Hoc)

[NoBuIieHn MoKa3aTeny Mpy YEPHOIPOOHHN H3CIIEIBAHUS
JleBkomneHus (HaMasieH Opoit Oeu KphbBHU KIETKH)
TpomOoumTonenus (HamaieH Opoi Ha TPOMOOLIUTHTE)
3adepBsiBaHE Ha KOXKaTa

3acuieHO MaTOYHO KbPBEHE

Hexenanu peaknuu npu aena v IHOIIH

N306poeHuTe 1mo-rope HeXxellaHu peakilii MOXKe Jia e HaOoaaBaT U NpH aena. JJombIHUTeTHUTE
HEXEJIaHU PEaKIlui, KOUTO MHOT'O YECTO ce HAOJIIoAaBat MpH Jela, BKIOYBAT HH(EKIIUSI HAa TOPHUTE
JUXaTENHN THTUINA (MHPEKINA Ha HOCA, CHHYCUTE WJIHM I'bPJIOTO) M TAaCTPOCHTEPHUT (BB3MaJIeHHE Ha
cTOMaxa U uepBata). PUHuT (ChpOEXK, XpeMa WK 3aIlyllieH HOC) ce HaOJIF01aBaT 4ecTo MpH Jela.

Cpho01iaBaHe HA HesKeJIaHU peaKluu

AKO MoTyuuTe HSIKaKBU HEXXEJIaHU JIEKapCTBEHU Peakluy, yBeaomere Bamus nekap, GpapmaneBT nin
MCIUIIMHCKA CeCTpa. ToBa Bk/II0UBa BCUUKH BH3MOKHHM HEOMMCAHU B Ta3! JIMCTOBKA HEXKEJIaHU
peaxkuy. MoseTe chIIo 1a ChOOIINTE HEXENaH! PEaKuy TMPEKTHO Ype3 HAlMOHAIHATa CHCTEMa 32
cboOIIaBane, mocodeHa B [lpuinoskenue V. Kato cpobiaBate HexXelaHU peakiy, MOKETeE Ja JajieTe
CBOSI IPUHOC 3a MOJTyYaBaHe Ha MOBeYe HHPOPMANHUs OTHOCHO 0€30I1acHOCTTAa Ha TOBA JICKAPCTBO.

5. Kak na cexpansiBate Manutentan Accord

[a ce cbxpaHsaBa Ha MSICTO, HEJOCTHITHO 32 ACIIa.

He m3non3paiite Manurentan Accord ciieyi cpoka Ha rOJTHOCT, OTOeNsI3aH BhPXY KapTOHEHATa
omakoBKka u 6mmctepa cien T'ogen no:” u ,,EXP”. CpokbT Ha TOJHOCT OTTOBAps Ha MOCISTHIS ICH OT
IIOCOYCHHS MECEII.

TOSI/I .HeKapCTBeH HpO,ZIYKT HC U3UCKBaA CIICIUAJIHN yCJIOBI/ISI Ha C’bXpaHeHI/Ie.

He u3xBbprsiite nekapcTBaTa B KaHATU3AIUATA WIK B KOHTEHHEpA 3a JOMAITHU OTITa IbITH.
[Nommraiite Bamms papmaneBT kak qa H3XBBPISATE JEKapCcCTBaTa, KOMUTO BeUue He n3noin3Bate. Te3u
MEpKH IIIe CIIOMOTHAT 32 OTa3BaHe Ha OKOJHATa Cpefa.

6. Cobabp:kaHne HA ONIAKOBKATA M I0MbJIHUTEIHA UHopManus

KakBo cbabp:xa Manutentan Accord

- AKTHBHO BEIIIECTBO: MallMTeHTaH. Besika dunMupana tabneTka chappika 10 mg MaluTeHTaH.

- Jpyru chCTaBKH: TaKTO3a MOHOXHJIPAT, MUKPOKpHUCTaHa nenyio3a (E460), HaTprueB HUIIECTEH

rukoat, mojokcamep 188, mosumon K-30 u maruesues creapar.
- Toxpurune: nmonu(BuaMIOB ankoxon) (E1203), Turanos quokcun (E171), Tank (E553b),
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nerutuH [cos| (E322) u kcantanoBa ryma (E415).

Kaxk m3rne:xxna ManutenTaln Accord 1 KaKBO ChIBP:Ka OIIAKOBKATA

Manurenran Accord 10 mg ¢punmupanu TabneTku ca 6enu A0 mouTH Oenu, KPbIiiy,
JIBOMHOM3IIBKHAIHN, GHUIMHUPAHA TAOJIETKH ¢ BITHOHATO penedHo o3HadeHue ,,NL* oT eqHaTa cTpaHa
¥ He00O3HaYeHNU OT JpyraTa CTpaHa.

Marmrenran Accord ce noctaps karo 10 mg ¢punmMupanu TabJIeTKH B MPO3pavHH OIUCTEPH OT
PVC/PE/PVDC unu npo3paunu 6nuctepu ot PVC/PVDC B onakoBKy, ChIbpKaliy 1o 15 uim

30 ¢unmupanu tabnetku u o 15 X 1 mwm 30 X 1 punmupanu tabnetku B nepdopupanu GIMcTepu ¢
€AMHUYHU JO3H.

He Bcuukn BHUIOBEC OIMAKOBKH MOrI'aT Ja 6I>Z[aT IIyCHATHU B npo;la>K6a.

IIpuTtexkaTes Ha pa3pelieHHETO 3a yNOoTpeda
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

IIpousBoauTen

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,

95-200, Pabianice, ITomma

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000, Maira

Accord Healthcare B.V.

Winthontlaan 200,

3526 KV Utrecht, Hugepmangust

Accord Healthcare Single Member S.A.,

64" Km National Road Athens,

Lamia, Schimatari, 32009, ['eprus

JlaTa HA MOCJIEAHO Mpepa3rieKaane Ha JIMCTOBKATA

JApyru u3rouHuum Ha uHGopMauus

ITonpoOHa nHpOpMaIHs 3a TOBA JIEKAPCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHIus
T0 JIeKapcTBara: https://www.ema.europa.eu.
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