MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Opsumit 10 mg ¢puiMupanu TadreTku

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

TToMoIIHH BEIECTBA ¢ U3BECTHO JIEUCTBUE

Bceska ¢punmupana tabnetka cbabpika IpruOIU3UTENHO 37 mg 1akTo3a (KaTo MOHOXUAPAT)
u npubmmusutenHo 0,06 mg coes nerutud (E322).

3a IBJIHUA CIIUCHK Ha IMOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana Tabnerka (Tadierka)

5,5 mm, KpbIiy, JBOWHOU3IIBKHAIN, O€NH 0 OYTH OeN GUIMHPaHH TaOJIETKHU C BIUTHOHATO
penedHo o3Hauenue “10” oT ABeTE CTpaHU.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHHU MOKA3AHUS

Bo3pacTHu

Opsumit, KaTo MOHOTEpAITHS WM B KOMOWHAIWS, € ITOKa3aH 3a IBITOCPOYHO JICUCHHE Ha OeroapoOHa
aprepuanna xuneprouus (BAX) npu Bp3pacTan nauuentu ¢ pyakunonane knac (OK) I go 111
o C30 (Bx. Touka 5.1).

He}manHqHa nDonyJianuvsa

Opsumit, KaTo MOHOTEpAITHS WM B KOMOWHAIS, € ITOKa3aH 3a IBITOCPOYHO JICUCHHE Ha OeroapooHa
aprepuanna xunepronus (BAX) npu nexuaTpuuHN MAMEHTH Ha BB3pacT NoA 18 roaquHu ¢ TenecHo
teryo > 40 kg, ¢ pynxnuonanen kiac (PK) II go Il mo C30 (Bx. Touka 5.1).

4.2 Jlo3MpoOBKa M HAYMH HA MPUJIOKEHHE

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

gOBH[)OBKa

Bw3pacmnu u neouampuunu nayuenmu na 8v3pacm noo 18 coounu ¢ meano naii-manxo 40 kg
[Ipenopbuutennara no3a ¢ 10 mg Bemubxk Ha neH. Opsumit TpsiOBa Ja ce mpruemMa BCeKH JIeH
NPUOITU3UTEITHO 110 €JJHO M CHIO BpEMe.

Tps0Ba Oa ce Kaxke Ha MalUeHTa, Y€ aKko MpomycHe go3a Opsumit, TpsaOBa 1a s IpueMe Bb3MOXKHO
Hal-CKOpO U cJe]l TOBa Ja IpUeMe cieBallaTa 103a B peIOBHO ONpeaeieHoTo Bpeme. Ha mauuenra
Tpsi0Ba J1a ce Kake 1a He IIpueMa JBe 103U €THOBPEMEHHO, aKO MPOIyCHE 703a.



Ounmupanute Tadbnetku ot 10 mg ce npenopsYBaT caMo Mpu NeIUATPUYHH MAIIMEHTH C TETJI0 Hal-
Manko 40 kg. 3a meguaTpuaHN manueHTH ¢ Terio nox 40 kg ce mpemiarat AuCTIEprupanty ce
TaOJIETKH C IMO-MaJIKO KOJUYECTBO HA aKTUBHOTO BEIIECTBO — 2,5 mg. MoJisi, HarpaBeTe CIpaBKa ¢
KpaTKaTa xapaktepuctuka Ha Opsumit JUCTIEpTUpaIly ce TaOJETKH.

CrelnyaiHy MOmyIalin

Cmapuecka 6v3pacm
He ce nanara xopekums Ha o03aTa [Ipy NalWEHTH HAa BB3pacT Had 65 ronunu (BX. Touka 5.2).
Yeprodpobno yepesicoane

B®3 ocHoBa Ha hapmakokunernunute (PK) nanau, He ce Hayara KOpeKIMs Ha J03aTa Py NalueHTH
C JIeKa, yMEPEeHO Te)KKa WIIH TeXXKa CTENeH Ha YepHOAPOOHO yBpexkaaHe (Bxk. Touku 4.4 u 5.2).
Brnpeku ToBa, HIMa KIMHIYEH OIMUT C yIoTpeba Ha MaIlUTeHTaH npH nmanreHTH ¢ BAX ¢ ymepeno
TEKKa WIJIM TeXKa CTETeH YepHOIpoOHO yBpexxaane. Jleuennero ¢ Opsumit He TpsiOBa 1a ce 3ano4sa
MU MAIMEHTH C TeXKa CTENEeH YepHOAPOOHO YBpeKIaHe WK KIMHIYHO 3HAYUMO TIOBUIIIEHHE Ha
YepHOJAPOOHUTE aMUHOTpaHCc(epasu (oBede OT 3 THTH HaJ TOpPHATA IpaHMIla Ha HOpMaTa

(> 3 x ULN); Bx. Touku 4.3 u 4.4).

bvopeuno yspeacoane

BB3 ocHoBa Ha K nmanHWTE, HE Ce Haara KOpeKIHs Ha J103aTa P MalueHTH ¢ ObOpeyHO
yBpexkIaHe. Hsima xiinHudYeH onut ¢ ynotpeba Ha ManuTeHTaH rpu nanueHTr ¢ BAX ¢ Texxka cTerneH
0B0peuHo yBpexxaane. He e mpenoppuntenna ynorpedara Ha Opsumit Ipy ManueHTH Ha Tuain3a
(Bx. Toukn 4.4 1 5.2).

Tleouampuuna nonynayus

Jo3upoBkara u ehukacHOCTTa HA MAIUTEHTAaH TIPH JIela 1O 2-TOIUIIIHA Bh3PAcT HE ca YCTAHOBEHH.
Hanuunurte nmonacTosimeM JaHHU ca onucanu B Touku 4.8, 5.1 u 5.2, HO npenopbKu OTHOCHO

JI0O3UPOBKATa HE MOTaT Jia ObJaT AaJIcHU.

Hauwnn »Ha npuioxeHue

OunmMupannuTe Ta0NIETKH HE CE UYIIAT M TpsAOBa J1a ce T'hJITAT IeNH, ¢ BoAa. Moxe J1a ce mpueMart Che
i 6e3 xpaHa.

4.3 IIpoTuBOMOKA3aAHUA

o CBpBXUYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO, COSI MM KbM HSKOE OT TIOMOIITHUTE
BelIeCcTBa, N30pOeHH B TouKa 6.1.

o Bpemennoct (Bxk. Touka 4.6).

o JKenu ¢ neTepojieH MOTEHIMAT, KOUTO HE M3MOI3BAT HAJIEK/IHA KOHTpaenus (BK. TOUkH 4.4
u4.6).

o Kbpmere (Bx. Touka 4.6).

. ITarueHTH ¢ TEKKaA CTEIECH Ha YePHOAPOOHO yBpexkaaHe (Che Win 0e3 nupo3a) (BK. Touka 4.2).

. W3x0HM CTOMHOCTH Ha YepHOIPOOHNTE aMHUHOTpaHcdepasn (acmapTar aMHHOTpaHChepa3a

(ACAT) w/unu ananns amuHOTpaHcdepasa (AJIAT) > 3 x ULN) (Bx. Touku 4.2 u 4.4).
4.4 Chneuuananu npeaynpesxaeHus U NpeANa3Hu MepKH MPHU ynoTpeda

CHOTHOIICHUETO MOJI3a/PUCK HA MAIIUTEHTAH HE € YCTAHOBEHO TPH MAIUCHTH ¢ (PYHKIIUOHAJICH
craryc kiac [ mo C30 Ha OenoapoOHa apTepuaiHa XUIePTOHUS.



YepuoapoOHa QyHKIHS

[oBumenu croitHocTn Ha uepHoApoOHuTE TpaHcamuHasu (ACAT, AJIAT) ca Ounu cBbp3Banu ¢ BAX
Y C aHTaroHUCTH Ha eHpoTenuHoBuTe pernentopu (ERA). Opsumit He TpsOBa 1a ce 3armovBa mpu
HALMEHTH C TEKKA CTEeTIeH Ha YePHOIPOOHO YBPEKAaHE WM MTOBUIICHH aMUHOTpaHC(epaszn

(>3 x ULN) (Bx. Touku 4.2 1 4.3) u He ce MpenopbyBa MpU NALUEHTU C YMEPEHO TEXKa CTETIECH Ha
gepHOIpoOHO yBpexkaane. IIpenn 3amouBane Ha Opsumit TpsOBa 1a ce HAIPABT HU3CICABAHUS Ha
YEPHOAPOOHUTE EH3NMHU.

[TanuenTuTe TpsOBa a ce MPOCIeASIBAT 3a MPU3HANN Ha YEPHOAPOOHO YBPEKIaHE U €
npenopbranTenHO exxeMecedHo mpocnenssane Ha AJIAT u ACAT. Ako Bb3HUKHAT TIPOIBJDKATEITHH,
HEOOSCHUMHU, KITMHIYHO 3HAYUMHU TTOBUIICHUS HA aMUHOTpaHC(epa3nuTe, UM aKo TIOBUIIICHHUSTA Ca
MIPHUJIPYKESHH C TIOBUIIICHHE Ha OmmpyOuHa > 2 X ULN, uiu OT KIMHAYHE CUMIITOMH Ha
YEPHOAPOOHO yBpeXaaHe (Hamp. KbITCHHIIA), JeueHueTo ¢ Opsumit TpsiOBa aa ce MpeKparHy.

HOHHOBHBaHe Ha JCYCHUCTO C Opsumit MOXCEC Ja C€ oomucIn CJICA BPBIIAHCTO HA HUBATA HA
T-IepHOI[pO6HI/I CH3MMHU N0 HOpMaJIHHA Jualia3oH IpU MauueHTU, KOUTO HE Ca UMaJIi KIIMHUYHN

CUMITOMH Ha YepHOAPOOHO yBpexnaHe. [IpenopbunTenHo e nodydyaBaHe Ha MHEHHE Ha XeTaToJIor.

Konrerrparus Ha xeMoriaooug

HamansiBane Ha KOHIIEHTpAIMUTE HA XEMOTJIOOMH € OWIJIO CBBP3BAHO C €HAOTEIIMHOBH PELETITOPHU
antaronucty (ERA), Bkmrountenno ¢ MauuTeHTaH (Bxk. Touka 4.8). B mnanebo-koHTpoarpaHu
IPOYYBAHUS CBBP3aHUTE C MALUTEHTaH OHM)KEHHSI HAa KOHIIGHTpaLsATa Ha XeMOIJIOOMHA He ca
MIPOrpeCUpaIy, CTaOMIM3UPAHH Ca CIIe IIbPBUTE 4-12 CeAMMIIM JICYCHHE U Ca OCTaHAIM CTAOUIHH I10
BpeMe Ha XpoHU4HO sedenue. [Ipu neyenue ¢ manutentad u apyru ERA ca cpobmiaBanu cinydan Ha
aHeMusl, Halaramy TpaHcdys3us Ha KpbBHU KJIETKH. 3ano4yBane Ha Opsumit He ce MpenopbyuBa NpH
MAIMEHTH C TeXKa aHeMus1. [IpernopbhbunTeIHO € KOHIIEHTPAIUUTE Ha XeMOTJIO0HH J1a ce U3MepBaT
MIPE]IU 3aII0YBAHE HA JICUEHNE U U3CIIE/IBAHUATA J]a CE IOBTAPST 110 BPEME Ha JIEUEHUETO CIIOPENT
KJIMHAYHATa HE00XOIUMOCT.

BbenonpobHa BEHOOKITY3UBHA 6omecT

Mma cpobimeHns 3a cirydan Ha 6e10apoOeH OTOK MPH U3I0I3BaHe HA Ba30IIaTaTOpH (TJIaBHO
MIPOCTANUKIIMHA) TIPH MMAIIMEHTH ¢ 0e1oapoOHa BEHOOKTy3uBHA O0secT. ClieToBaTeIIHO, aKO IPH
MpHUiarane Ha MalUTeHTaH Npy nanueHTd ¢ BAX Br3HMKHAT CUMIITOMH Ha 0€II0/IpOOCH OTOK, TPsIOBa
Jla ce MPEIeHN BEPOSATHOCTTA 32 HATMYUE Ha OeN0IpoOHa BEHOOKITy3UBHA OOJIECT.

yHOTDe6a OpH KECHHU C ACTCPOACH NOTCHIIM AT

Jlegenne ¢ Opsumit pu KEHU C TeTEPOJICH OTCHIIMAN TPsIOBa Jla Ce 3aIo4uBa IMPH MOTBBPICHA JIUTICA
Ha OpeMEeHHOCT, a/IeH! YKa3aHUs 32 KOHTPAIeIHA U U3M0I3BaHe Ha HaJeK/JHA KOHTPALICITIIIS

(Bx. Touku 4.3 u 4.6). XKenute He TpsiOBa na 3abpeMeHsBar | Mecel cies npekpaTsiBaHe IpueMa Ha
Opsumit. [IpenoppunTenHo € e:xeMeceqHOTO U3BBPIIBAaHE Ha TECTOBE 32 OPEMEHHOCT T10 BpeMe Ha
nederne ¢ Opsumit, 3a 12 € BB3MOYKHO paHHOTO OTKPHUBaHE 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

Heo6xoanmo e noBUIIEHO BHUMAHUE MIPU CHITBTCTBAIIO MPHIOKECHNE HA MAIIUTCHTAH C YMEPEHN
nBoiian naxuburopu Ha CYP3A4 u CYP2C9 (nanp. ¢urykoHa307 1 aMHOIAPOH) (BXK. Touka 4.5).

Heo6xoanmo e moBHIIEHO BHUMAHUE U NIPH ChITBTCTBAIIO MPHI0KEHHE HA MAIIUTCHTaH KaKTo C
ymepen uaxubutop Ha CYP3A4 (nanp. uunpodaokcais, UKIOCIIOPHH, IUITHA3EM, EPUTPOMULIMH,

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

bu0Opeuno yBpexaaHe

[Ipu nauuenTuTe ¢ 6HOPEUHO YBPEKAAHE MOXKE J1a UMA I10-BUCOK PUCK OT XMIIOTOHUS U aHEMUS 110
BpeMe Ha jiedeHue ¢ MauuTeHTaH. I1o Tasu nmpuduHa TpsOBa na ce uMa MpeaBUl HyXKJaTa 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 mpuJiara ¢ TIOBHIIEHO BHUMaHue. Hsama ot ¢ ynorpeba Ha MaIMTEHTaH NP MAIMEHTH Ha
Juanmn3a, o Tasu npuarHa Opsumit He ce IpenopbyBa 3a Ta3u Nomyianus (Bx. Touku 4.2 u 5.2).

TIoMOIIIHH BellecTBa C N3BECTHO JIEUCTBUE

Opsumit ceabpxa JakTo3a. [larueHTr ¢ peaKu HacaeICTBEHU MPOOIEMH Ha HETIOHOCUMOCT KbM
rajiakTo3a, MbJICH JaKTa3eH Ae(UIUT WK TIIF0K030-TaJaKTo3Ha MaiabcopOius, He TpsOBa 1a
MIpHeMaT TO3H JIEKapCTBEH MPOTYKT.

Opsumit cbbpxa COeB JISMUTHH. AKO JTaJICH MAIlMeHT UMa CBPhXYYBCTBUTEIHOCT KbM cost, Opsumit
He TpsAOBa J1a ce U3Mosi3Ba (BXK. Touka 4.3).

HDVFI/I ITOMOIIIHHM BECIICCTBA

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 aKTUBHUS My METa0OJIUT alPOLUTEHTaH, C He3HAYUTEIICH MPUHOC Ha SH3UMUTE
CYP2C8, CYP2C9 u CYP2C19 (Bx. Touka 5.2). ManTeHTaH 1 aKTUBHUAT My METa0OJIUT HAMAT
KJIIMHAYHO 3HAYMMH WHXUOUTOPHH WM HHAYKTOPHU €PEKTH BHPXY CH3UMHUTE Ha ITUTOXpoM 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.

MarnureHTaH 1 aKTHBHUSAT My METa0OIHUT He ca MHXUOUTOPH HA YEPHOIPOOHUTE MK OBOpeYHHTE
e(hIyKCHU TIOMITH B KIIMHUYHO 3HAYMMH KOHIICHTPAIIVH, BKIIIOYUTEITHO Ha MPOTEHNHA, CBhP3aH

¢ MyaTHIIeKapcTBeHa pesucteHTHOCT (P-gp, MDR-1) u TpancnioprepuTte 3a eKcTpy3us Ha MHOXKECTBO
nekapctBa U Tokcunu (MATE] u MATE2-K). MauurtenTan He € cyoctpar 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,
EKCITO3UIMATAa HAa MAIIUTEHTaH MOJKE J1a C€ TIOBUIIM MPHOIM3UTEIHO 3,8 MbTH Bb3 0cHOBa Ha PBPK
Mojenupane. He ce HabmonaBa o6aue KIMHAYHO 3HAYMMA IPOMSTHA Ha €KCTIO3UIMATA Ha aKTHBHUS
MeTa0oIUT Ha MauTeHTaH. TpsAOBa a ce uMa MpeIBUI HECUTYPHOCTTA Ha TAKOBA MOJICIIUPAHE.
Heo6xonnumo e moBuiieHo BHUMaHUE MIPH CHITBTCTBAILO MIPUIIOKEHUE HA MALUTEHTaH C YMEPEHU
neoitan naxuouTopu Ha CYP3A4 u CYP2C9 (nanp. daykoHa30s 1 aMHOAapoH) (BK. Touka 4.4).

Heo6xonumo e moBuiieHo BHUMaHUE U TIPU ChITBTCTBALIO NPUIIOKEHUE Ha MAIIUTEHTaH KaKTO C
ymepeH unaxuourop Ha CYP3A4 (Hamp. nunpodIioKcalyt, IUKIOCIOPUH, JHUITHA3EM, EPUTPOMHUIIMH,
BeparaMmui), Taka u ¢ ymepen naxuoutop Ha CYP2C9 (manp. muxoHasoun, nuneput) (Bx. Touka 4.4).

Bapgapun

MarnureHTaH, KOTaTo ce Mpuiiara MHOTOKpPaTHO B /1032 oT 10 mg BeIHBXK JTHEBHO, HE € MoKa3all eeKT
BBPXY eKkcro3unuara Ha S-sapdapus (cyoctpat Ha CYP2C9) unu R-Bapdapun (cydctpaT Ha
CYP3A4) cien eannuyHa 1o03a ot 25 mg Baphapus. PapMakoJMHAMUYHUAT €EeKT Ha BappapuH
BBPXY MEXAyHapOAHO HOpManu3upaHo ckoTHomeHue (INR) He ce moBnusiBa OT MallUTEHTaH.
dapMaKOKMHETHKATa HA MALUTEHTaH U aKTUBHUS My METa0OJIHUT HE ce MOBIUSIBAT OT BapdapuH.

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. B miane6o-koHTponmpano npoyusane npu naruientu ¢ BAX ca nemoHcTpupanu
e(rkacHOCTTa M 0€30IACHOCTTA HA MAIIUTEHTaH B KOMOWHAIUS ChC CHIeHADHIT.

Luxnocnopun A

CorrrpTeTBAILO JeueHne ¢ nuKkinocnopud A 100 mg nBa mbTH AHEBHO, KOMOMHUPAH HHXUOUTOP
Ha CYP3A4 u OATP, He mpoMeHs €KCITO3UIIMATA B CTAIIMOHAPHO ChCTOSHUC HA MAITUTCHTAH U
aKTUBHUS My METa0OJIUT B KJIMHUYHO 3HAYMMa CTETICH.



Xopmonannu xonmpayenmugu
Mamnutentan 10 mg BeTHBX THEBHO HE BIHSAC BBPXY (PapMaKOKHHETHKATA Ha TIEpOpasiCH
KOHTpaIEenTHB (HOPETUCTEPOH 1 Mg M eTUHWIeCTPaauon 35 ug).

Jlexapcmeenu npodyxkmu, cybocmpamu Ha NPomeunda Ha pesucmeHmuocm Ha pax na evpoama (BCRP)
Marutentan 10 mg BeIHBK JHEBHO HE MOBIHKABA (hapMaKOKHHETHKaTa Ha cyocTpatute Ha BCRP

(puouuryar 1 mg; posyBactatus 10 mg).

HellI/IaTDI/I‘IHa ITOITYJIAITH s

HpquBaHI/m 3a B3aHMOﬂeﬁCTBHHTa Ca MPOBCKJAAHU CaMO MPU BB3PACTHHU.

4.6 dDeprTHauTeT, OPEMEHHOCT U KbPMeHe

ynome6a ITpU )KCHU C ACTEPOACH HOTCHQH&H/KOHT[}&QCHQI/IH IIpU MBIKE U JKCHU

Jledenue ¢ Opsumit TpssOBa a ObJIe 3aM0YBAHO MPH JKEHU C JETSPOJICH MMOTSHIIMAT CaMO MPU
MOTBBPJICHA JIUTICa Ha OPEMEHHOCT, JIaJICHH YKa3aHusl 32 KOHTPAIICTIHsI U M3II0JI3BaHE HA HAJISK/THA
KoHTparnenius (Bx. Touku 4.3 u 4.4). XKenute He TpsOBa 1a 3abpeMeHsBar 1 Mecer cien
npekparsBaHe npuema Ha Opsumit. [IpermopbUnTEeTHO € e:KEMECEUHOTO H3BBPIIIBAHE HA TECTOBE 3a
OpeMeHHOCT 1o BpeMe Ha JieueHue ¢ Opsumit, 3a 1a € Bb3MOXHO PAHHOTO OTKPHBAaHE HA OPEMEHHOCT.

Bbpemennoct

Jlumicar ganHM OT ynoTpebaTa Ha MalIUTEHTAH MPH OpeMeHHU keHu. [IpoydBanusTa Mpu )KUBOTHH
MOKa3BaT PEMPOAYKTHBHA TOKCHYHOCT (BX. To4Ka 5.3). [loTeHIMaIHUAT pHCK MPHU X0pa BCE OIIe He
e u3BecTed. Opsumit € MPOTUBOIOKA3aH M0 BpeMe Ha OPEMEHHOCT M MTPH KEHH C ICTSPOICH
MOTEHIUAII, KOUTO HE U3IOJI3BAT HAICKHA KOHTpanenus (Bx. Touka 4.3).

Kopmene

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

1 METa0OJIUTUTE My C€ EKCKpeTHpaT B MIIIKOTO TI0 BpeMe Ha JlakTarus (Bk. Touka 5.3). He moxe na
ce M3KJII0YH PUCK 32 KbpMaderaTa. Opsumit € MPOTUBOMOKA3aH B IEPHO/Ia HA KbpPMEHE

(Bx. TOouka 4.3).

(DCDTI/IJ'II/ITGT OpHu MBIKETE

HabmronaBaHo e pa3Butye Ha aTpo(usi Ha KaHaJI4eTaTa Ha TECTUCUTE IIPH MBKKU )KUBOTHH CJIE]
TpeTupaHe ¢ MalMTeHTaH (BX. Touka 5.3). HabmromaBaHo e HamainsiBaHe Ha Opost Ha CIIEPMATO30HIUTE
npu nauuenty, npuemami ERA. Kakro apyrute ERA, MmauuTenTan Moe J1a UMa HeOIaronpusiTeH
e(eKT BbpXY CIiepMaToreHe3ara Ipyu MbxKe.

4.7 EdexTn BbpXy crioco0HOCTTA 32 WoupaHe U padoTa ¢ MAIINHA
MaiuTeHTaH OBJIUsIBA B MaJIKa CTEIICH CIIOCOOHOCTTA 3a modupane u padoTa ¢ MamuHu. He ca
NPOBEKAAHU MPOYYBAHHA 32 €PEKTUTE BbPXY CIIOCOOHOCTTA 3a MoQHpaHe U padoTa ¢ MaIIMHH.

Bb3MoXxHO € 00ade 1a HACTHITAT HeXKENaH! PeaKInuy (KaTo TIaBo00INE, XUITOTOHHUS ), KOUTO MOXKE J1a
MOBJIMAAT Ha CIIOCOOHOCTTA Ha MalMeHTa Jia IoQupa WK Ja padboTH ¢ MaluHK (BXK. Touka 4.8).

4.8 Hexenanu JexkapcTBeHH peaKINu

O060061eHMEe Ha podiia Ha OE30IIaCHOCT

Haii-yecto cpobuiaBannTe Hexkenanu peaknuu B mpoyuBaneto SERAPHIN ca nazodapunrut (14%),
rimaBooonue (13,6%) u anemus (13,2%, Bx. Touka 4.4).



CHuCchK Ha HEXXEIIAHWUTE PEAKIMK B Ta0am4uHa (hopma

BesonacHocTTa Ha MalUTEHTAH € OLICHSABAHA B ABJITOCPOYHO TUIANE00-KOHTPOIUPAHO MPOYUYBaHE IPU
742 BB3paCTHH U MALMEHTH B I0OHOIIECKA BB3PacT cbc cumiToMaTnyHa BAX (mpoyuBane
SERAPHIN). CpexnaTa npoabDKUTEITHOCT Ha JieueHuneTo € omuna 103,9 cenmunum B rpyriata ¢ IpueM
Ha MaruTeHTal 10 mg, u 85,3 ceaMuIM B rpymara ¢ mpueM Ha miarne6o. Hexxenanure peakiumy,
CBBbP3aHH C MALIMTCHTaH, HOIy4YEeHH OT TOBa KIMHUYHO POYYBaHE, ca MPEACTaBEHH B TaOIUYCH BUJ
no-yony. Hexxenanure peakiuu OT MOCTMapKETHHTOBHS OITUT CHINO Ca BKIIIOYCHH.

YecroTara ce gedrHUpa 1o ciIeJHus HauuH: MHOTO dectd (= 1/10); wectu (= 1/100 go < 1/10);
HeuecTH (= 1/1 000 mo < 1/100); peaku (= 1/10 000 xo < 1/1 000); muorO peaxu (< 1/10 000); c
HEM3BECTHA YecToTa (0T HATMYHUTE JJaHHU HE MOXKe J1a ObJie HallpaBeHa OIICHKa).

CucremMo-opraneH Kjiac

Wupekuun u nadecraun

YecToTa Hexesnana peakuust
MHoro yectu Hazodapunrur
MHoro dyectu bponxur
Yectu @apuHTUT
Yectn ['pun
Yectn WHdexnys Ha MMKOYHHUTE IBTHIIA

Hapymienus Ha KpbBTa U
nuMdHaTa cucrema

MHoro Jectu

AHeMus1, IOHWXKABaHE Ha XeMOII0OuHa®

Yectn JleBkonerns®
Yectu TpomGouuToneHus’
Hapymenus Ha nMyHHaTa cucrema Heuectn Peakinu Ha CBPBXIYBCTBUTEITHOCT

(Hamp., aHrMOENEM, TIPYPHUTYC, 00pUB)!

Hapymenns Ha HepBHaTa cuctemMa

MHoro uectu

T'maBoOoine

Cb10BU HapyLICHUS UecTtu XuIoTOHMS?, 3auepBABaHE
PecnuparopHu, rppaHU U UecTtu Hazanna konrectus’
MeANaCTUHAIHU HapyIIeHUs
XenaToOWIMapHHA HAPYIICHUS YecTtu [NoBumasane Ha amuHoTpancdepasute’
Hapywienns Ha UecTtu 3acuieHO MaToOuYHO KbpBeHe®

BB3MPOU3BOIUTEIHATA CUCTEMA U
rbpaaTa

OO0y HapymieHUs 1 e(h)eKTH Ha
MSICTOTO Ha TIPHUIIOKCHUE

MHoro uectu

OTOK, 3abpKaHe HA TEYHOCTH®
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I[aHHI/ITe Ca MOJIy4UCHHU OT C60pHI/I HHaH€60-KOHTpO.HI/IpaHI/I MMpoOy4BaHUs.
Bxkmrousa I1T cuisHO MCHCTPYaJIHO KbPBCHC, a6H0pMHO MAaTO4YHO KbPBCHE, MHTCPMCHCTPYAJIHO KbPBEHC,

MaToYeH/BaruHajacH KPBbBOU3JIUB, MTOJIUMEHOPCA U HEPEAOBHA MCHCTpYyalus. YecToTaTa ce OCHOBaBa Ha

CKCIIO3UIUATA ITPU KCHUTEC.

Onucanue Ha I/I36DaHI/I HCXCIaHH JICKAPCTBCHHU PCAKITMNA

2 XunoroHusra ce cBbp3Ba ¢ ynorpedara Ha ERA, Bkmountenno manurenTan. B SERAPHIN,
JIBITOCPOYHO TBOMHOCIISINO MPOyYBaHe NpH maueHTd ¢ BAX, 3a XUoToHUs € ChOOIIEHO CHOTBETHO
npu 7,0% u 4,4% oT nanueHTHTe B rpynute Ha MauuTeHTad 10 mg u nminane6o. ToBa cbOTBETCTBA Ha
3,5 ce0utHs / 100 mamueHTOroAMHN Ha MauuTeHTan 10 mg, B cpaBHEHHE C

2,7 cebutns / 100 mareHTOroAMHU Ha miane6o.

3 OTOK/3abprKaHe Ha TEYHOCTH ca OMIIM CBBP3BaHM ¢ yrnotpebara Ha ERA, BKIIOUMTEIHO
Manurentad. B SERAPHIN, nearocpodHo ABoiHOCIATIO MpoyYBaHe MpH namueHTn ¢ BAX gecrotarta




Ha HeOJIArOMPUATHATE CHOUTHS ¢ OTOK B TPYNHTE Ha jieueHre ¢ MaruTeHTad 10 mg u marebo ca
omu croTBeTHO 21,9% 1 20,5%. B nBoitHOCHSAO TpoyYBaHe My Bh3PACTHH MAIMEHTH C
uaronaTuyHa OenoapoOHa Gpudpo3a, yecToTaTa Ha HeXEIIaHU CHOUTHS ¢ TIepU(EPEeH OTOK B TPYIIUTE
Ha JIeYeHHEe ¢ MaIlUTEHTaH U I1anebo e ouna ceorBeTHO 11,8% u 6,8%. B ABe aBOiiHOCICIN
KJIMHIYHU TPOYYBAHS IIPH Bh3PACTHH MAIIUEHTH C SI3BU TI0 PHCTUTE, CBBP3aHU ChC CUCTEMHA
CKJIepO3a, YeCTOTaTa Ha HeXKellaHuTe ChOuTHS ¢ mepudepeH oTok e Owna B muamazona ot 13,4% no
16,1% B rpynute Ha MmauuTenTad 10 mg u ot 6,2% 1o 4,5% B rpynuTe Ha maneoo.

Jlabopamopnuu omknonenus

4 YepuonpoOHu amuHoTpancdepasu

YecroTara Ha noBumiaBaHe Ha amuHoTpaHcdepasute (AJIAT/ACAT) > 3 x ULN e 3,4% npu
ManureHTan 10 mg u 4,5% npu mnane6o B SERAPHIN, aBoiiHo-cisimo npoyyBaHe npy MalUueHTH
¢ bBAX. IToBumenns > 5 x ULN ca Bp3HuKHaMM 11pH 2,5% 0T naruenTuTe Ha MarmrenTad 10 mg,
crpsiMo 2% OT MalMeHTUTe Ha I1anedo.

> XeMoroouH

B SERAPHIN, nBoitHo-cnAno npoyuBase npu nanuenty ¢ BAX manurentan 10 mg e cBbp3BaH Cbe
CPEIHO MOHIKaBaHe Ha XeMorioOuHa cripsmo manebo ¢ 1 g/dl. IloHmwkenne Ha KOHLEHTpauusaTa Ha
XEeMOTJIO0MHA OT U3X0AHO HUBO 0 oA 10 g/dl e crobimeHo npu 8,7% OT ManueHTuTe Ha JIeUeHHe

¢ marurenTtad 10 mg u npu 3,4% oT Te3u Ha mianebo.

¢ Besn KPHBHU KJIETKH

B SERAPHIN, nBoitHo-cniAno npoyuBase npu nanuentu ¢ bAX, manutenran 10 mg e cBbp3BaH ¢
HNOHWKEHHE HA CPENHMS OOl Ha JIEBKOLUTHUTE OT U3X0aHO HuBo ¢ 0,7 X 10%/1, cpsiMo jurica Ha
NPOMSIHA TIPH MAIMEHTHUTE ¢ MPUEM Ha 1ane0o.

7 TpomboruTu

B SERAPHIN, nBoitHo-cniAno npoyuBase npu nanuentu ¢ bAX, manutenran 10 mg e cBbp3BaH ¢
HOHKEHNUE HA CPeHUs Opoil Ha TpoMGoMTUTE Che 17 X 10%/1, CipsiMO CPEIHO TOHMKEHKE

¢ 11 x 10%/1 npu nany@eHTHTE C IIPUEM Ha IUIALE00.

JIparocpoyHa 6e301acHOCT

Ot 742 manueHTH, y9acTBajid B OCHOBHOTO nBoHHOCIIsIO TipoyuBaHe SERAPHIN, 550 maruenTn ca
BKIIFOUCHH B JIBJITOCPOYHO OTKpHUTO NpoabnkeHue (Ol1) Ha npoyuBaneto. (Koxoprara B OIl BkitouBa
182 maruenTH, MpoabbKaBamu Ha ManuTeHTad 10 mg, u 368 manueHTH, KOUTO MoJTydaBaT Iiamne0o
WM MAITUTCHTAaH 3 Mg ¥ MPEeMHUHABAT KbM MarmuTeHTad 10 mg.)

JAbarocpoyHoTo npocneasBane Ha Te3u 550 manueHT ¢ MeMaHa Ha eKCIo3uuusaTa 3,3 TOAuHT U
MakcuMaitHa ekcro3umus 10,9 roguau mokasBa mpog T Ha 6€301acHOCT, KOHTO ChOTBETCTBA Ha
OIMCaHMs TO-Tope 1Mo BpeMe Ha ABoiHocsAnara daza Ha SERAPHIN.

Ilenmuarpuyna momynaius (Ha Bb3pacT > 2 TOAWHY JI0 o1 18 ToauHm)

Bbesonacnoctra Ha ManuTeHTa e onieneHa B TOMORROW, npoyuBane ¢a3za 3 npu neauaTpuiaHu
nanreHTy ¢ bAX. Q6110 72 marueHTH Ha Bb3pacT OT >2 TOAWHHU A0 o 18 roauHu ca
pargoMm3upany u noydaBat Opsumit. CpegHaTa Bb3pacT Mpu BKItouBaneTo ¢ 10,5 roguau
(mnanazon 2,1 ronunu -17,9 rogunn). MeauanaTta Ha MPOABIDKUTEIHOCTTA HA JICUCHUETO B
paHIOMHU3UPAaHOTO MpoyuBaHe ¢ 168,4 cenmuim (nnanaszon 12,9 cenmunu - 312,4 cenMunu) B paMoTo
Ha Opsumit.



Karo 1su10, mpoduabT Ha 6€30MACHOCT TIPH Ta3M MEAUATPUYHA TTOTYJIAIUS € B ChOTBETCTBUE C TO3H,
HaOJIr0/1aBaH MpH Bbh3pacTHaTA romynanyst. OCBeH HeXellaHUTE peaKiluy, MPEJICTaBEHN B Ta0IuIaTa
MO-TOpe, C€ ChOOIIABAT U CIICTHUTE NIEAUATPUYHN HEXKEIIAHU PEeaKIuu: HH(EKIHs Ha TOPHUTE
muxarenau netumia (31,9%), punut (8,3%) u ractpoenteput (11,1%).

IlenmunaTpudna momysaus (Ha Bb3pacT > 1 Mecelr 10 o 2 TOIUHHN)

Omre 11 marmenTH Ha BB3pacT OT >1 Mecelr 40 1Mo 2 TOAWHY ca BKIIOYCHH 3a ToJTydaBane Ha Opsumit
0e3 pangoMu3arys, 9 marueHTH OT OTKPUTOTO pamo Ha rpoyuBaneTto TOMORROW u 2-ma narueHTn
smoHu ot npoyuBaneto PAH3001. [Tpu BKII0OYBaHETO Bb3PACTOBUST JUANA30H HA MALIUEHTUTE OT
npoyuBaneto TOMORROW e ot 1,2 rogunu 1o 1,9 ronunu, a MeauaHaTa Ha NPOIBIKUTEIHOCTTA HA
nederuneto € 37,1 ceqmunu (nuarmazon 7,0 - 72,9 ceqmunu). [Ipu BKITIOYBAaHETO B MPOYYBAHETO
BBb3pacTTa Ha aBamaTta nauuentu oT PAH3001 e 21 mecena u 22 mecena.

Kato 1550 mpodmrbT Ha 6€30MacHOCT IIPH Ta3H MEeIUaTPUYHA MTOMYJIAIN ChOTBETCTBA HA TO3H,
HaOJII0OMaBaH MPH Bh3pacTHATA TOIMYJIAIHS U eIUaTpIYHATa TOMMyJIaIis Ha Bh3pacT OT >2 TOJUHU 10
not 18 ronuHu, 00aue HATMYHUTE KIIMHUYHU JaHHU 32 0€30MIaCHOCT Ca MHOTO OTPaHHYCHH, 32 Ja e
HaIpaBy HAACKIHO 3aKITIOUCHUE 32 OE30TIaCHOCTTA IIPH MTeIHATPHYHATA TIOMYJIAIHs 0] 2 TOIUHH.

bezonacHocTra Ha MalUTCHTAaH IpHU ACla Ha Bb3pacCT MO/ 2 roavHn HE € YCTaHOBCHA (B)K. TOYKa 42)

C’LOGgaBaHC Ha TOA03UpPaHu HEXCIAHU PECaKIIUU
C'bO6I].IaBaHeTO Ha NOAO03UpPAaHN HCIKCIIAHU PCAaKIINU CIICA pa3pCllaBaHC 3a yHOTpC6a Ha JICKAapCTBCHUMA

NPOIYKT € BaykHO.ToBa Mo3BoJIsiBa a MPOABIKH HAOII0IEHHETO Ha ChOTHOIIEHHETO MOJ3a/PUCK 32
JeKapCcTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIIEIHAINCTH CE M3UCKBA J]a ChOOIIaBaT BCAKa
HOI03MpaHa HeKEeJIaHa PeaKIys ype3 HaIl[OHAIHA CUCTEMa 3a ChOoOIaBaHe B

WsmbiHuTe Ha areHuuys 1o JeKapcTBaTa

yi. ,,JlamsH I'pyes® Ne 8

1303 Cocus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

MaruTeHnTaH e npuiiarad Kato equHngHa 103a 10 600 mg npu 3apaBu BB3pACTHH YIACTHHUITH.
HabmronaBaHu ca HeXeJIaHUTE PeakIMy Ii1aBo0oJine, rajJicHe U MmoBpbhliiane. B ciydaii Ha
mpeIo3upane TPsAOBa J1a ce B3eMaT CTaHIaPTHU NOIBPIKAIIA MEPKH, CITOpe HEOOXOUMOCTTA.
ITopaau BuCOKaTa CcTEEH HA CBBP3BAaHE C MPOTEMHUTE HA MAIIUTEHTAH, JUAIN3aTa HA-BEPOSITHO HE
Ou Ouna eeKTHBHA.

5. ®APMAKOJIOTTYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBONCTBA

®dapmMakoTepaneBTHYHA TPYIa: aHTUXUIIEPTECH3UBHH CPEICTBA, aHTUXUIIEPTEH3UBHU CPEJICTBA 32
6enoapoOHa aprepuanna xunepronusa. ATC kox: C02KX04.

MexaHu3bM Ha JIEUCTBUE

Enporenun (ET)-1 u nerosute penieniropu (ETa u ETg) Mmeauupar penuna epextu kato
Ba30KOHCTPHUKILKSA, GrlOpo3a, nponudepanus, xurneprpodus u Bb3naneHue. [Ipu 3a00s1BaHusA KaTO
BAX nmokamaaTta ET cructema e ¢ BB3X011Ia peryaius ¥ y4acTBa B XUIepTpodusITa Ha ChIOBETE U B
OpPraHHOTO YBPEKIAHE.

ManureHTaH € nepopajHO aKTUBEH MOIIEH aHTarOHUCT Ha €HAOTEIMHOBUTE PELEITOPH, aKTUBEH
kakTo cipsimo ETa penenropure, taka u cnpssmo ETg penentopure u npubnusurenno 100 mbtu
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no-cenektrBeH 3a ETa, B cpaBHeHUe ¢ ETg in vitro. ManuTeHTaH 1TOKa3Ba BUCOK aUHUTET

¥ IpoabIDKUTENHO 3aemane Ha ET pereniropute B yoBemkure 6e10ApoOHN apTepHaIHi
I1aJKOMYCKYJIHU KJIeTKU. ToBa mpeaoTBpaTsiBa eHAOTCINH-MEIUNPaHa aKTUBAIIMS Ha CUCTEMUTE Ha
BTOPUYHH MECUHJIKBPH, KOETO BOJIH JIO BA3OKOHCTPHUKITUS U MTPpoirQepaIisd Ha TIaAKOMYCKYTHUTE
KIIETKU.

Kinnanuna edukacHocT M 0€300aCHOCT

Eguxacnocm npu nayuenmu ¢ 6en100pobna apmepuania Xunepmomnust

MHOTOLEHTPOBO, IBOHHO-CIIAIO, TAe00-KOHTPOJINPAHO, apajieHO-TPYIOBO, HACOUBAHO OT
crOuTHs, mpoyuBane ¢daza 3 3a uzxoaute oT aeueHueTo (AC-055-302/SERAPHIN) e npoBeneHo cbe
742 nanueHTH cbCc cuMnToMaTH4Ha bAX, KOUTO ca paHIOMU3HPaHU B TPU I'PyNH Ha JICYEHHUE
(rmane6o [N = 250], 3 mg [N = 250] wim 10 mg [N = 242] manuTeHTaH BeJHBK JHEBHO), 32
OIICHSIBaHE Ha JBITOCPOYHHS eeKT BbpXy 3a00JIeBAEMOCTTa WIIH CMBPTHOCTTA.

Ha n3x0/1HO HUBO TO-TOJIIMATa YacT OT BKIFOYSHUTE MarueHTu (64%) ca JIeKyBaHH C yCTaHOBEHA
no3a Ha cniennuvHa Tepamust 3a BAX, nepopanau gpocdoarectepazau naxudbuTopu (61%) w/unm
HMHXaJIaTOPHH/TIEPOPATTHHU MPocTaHOUIH (6%).

[IppBUYHATA KpaifHa TOUKa € BPEMETO 0 IbPBO Bb3HUKBAaHE HA CHOUTHE Ha 3a00JI€BaEMOCT HIIH
CMBPTHOCT JIO Kpasi Ha JIBOMHO-CIIATIOTO JICUCHHE, EPUHUPAHO KATO CMBPT, ATPUAIHA CENTOCTOMUS,
OenoapoOHa TpaHCIJIAHTALMSA, 3aII0YBaHEe HA HHTPABEHO3HO (1.V.) WK MOAKOXKHO (S.C.) MPUIIOKECHUE
Ha IPOCTaHOMIY Wi Apyro BinomasaHe Ha BAX. JIpyro Binomasane Ha BAX ce nedunnpa xato
HaJIM4YMe U Ha TPUTE KOMIIOHEHTA 10-/10JTy: TpailHO HaMaJsiBaHEe Ha Pa3CTOSHUETO, U3MHHATO 3a

6 munytu xogere (60MWD) c naii-manko 15% OT U3X0AHOTO HUBO; BIIONIaBaHE HA CUMIITOMHUTE Ha
BAX (Binomasane Ha @K mo C30 nnm necHOCTpaHHA Chp/IeYHA HEAOCTATHYHOCT); U HYXk/1a OT HOBO
neuyenue 3a BAX. Bcuuku crOUTHS ca TIOTBBPAEHH OT HE3aBUCHMMa KOMHCHS 32 OLICHKA, 3acjielieHa 3a
pasIpeneseHueTo 1Mo IPyIH Ha JIeYeHHeE.

Benukn nmarpienTy ca mpociensBaHu 10 kpas Ha npoyuBaneTo (end of study, EOS) 3a xu3HeH craTyc.
EOS e 6wiio nexnapvpan mpu JOCTUTaHE Ha MPEIBAPUTEITHO ONpeNeacHus Opoil ChOUTHS 3a
IbpBUYHATA KpaliHa Touka. B mepuona Mexay kpas Ha geuenueto (end of treatment, EOT) u EOS
MalUEeHTUTE Ca MOIJIM J1a MOJIy4aBaT ,,0TKpUTO” MauuTeHTaH 10 mg uinum antepHaTUBHA Tepanus 3a
BAX. O6mara MennaHa Ha MPOABIDKUTEIHOCTTA Ha IBOWHO-CIISITIOTO JiedeHue e omna 115 cenmunum
(mo makcumym 188 ceamuI Ha MallUTEHTaH ).

Cpennara Bb3pacT Ha BCHYKHY MAIMEeHTH € Ouna 46 ronnHu (Bh3pacToB Auana3oH 12-85 roguan,
BurounTenHo 20 marmentu oA 18, 706 naruentu mexay 18 u 74 rogunau u 16 nanueHTy Ha
BB3pacT 75 U moBeye roJUHN), KaTo IOBEYETO NAlMEHTH ca 0T eBponenanaTa paca (55%) u or
skeHckH 11031 (77%). [pubnmsurenHo 52%, 46% u 2% ot nanuenTuTe ca choTBETHO BHB DK I,
I u IV no C30.

Haii-yecTtaTa eTnonorus B nomyjianusaTa Ha IPOYYBAaHETO ca UIMONATHYHA WM HaciaeAacTBeHa bAX
(57%), cnenBanu ot BAX BciiencTBue Ha 00JiecTH Ha chenuHUTeNHaTa ThKaH (31%), BAX, cBbp3ana
C KOPUTHpaHO HEYCIIOXHEHO BPOAEHO chpaevHo 3abomsBane (8%), 1 BAX, cebp3aHa ¢ apyra
€THOJIOTH (JIeKapCTBEeHHU MPOoayKTH 1 TokcuHHU [3%] u HIV [1%)]).

Kpalinu TOUKH 3a U3XOIH OT JIEYEHUETO

Jledenueto ¢ manureHTan 10 mg e nosemno jo 45% HamaneHue Ha pucka (koedunmeHT Ha puck [HR]
0,55; 97,5% AU: 0,39 no 0,76; logrank p < 0,0001) 3a cbcTaBHATa KpaliHa TOYKa
3aboseBaeMocT-cMbpTHOCT 110 EOT, B cpaBHenue ¢ mianebo [Purypa 1 u Tabnuna 1]. EQexrsT oT
JICYCHUETO CE YCTAHOBSBA PAHO M CE€ TOIIbPIKA.

1"



Edwukacunoctra Ha ManuTenTan 10 mg 3a mMbpBUYHATA KpaliHa TOYKA € IMo00Ha 3a TOATPYITUTE TI0
BB3PACT, MOJI, ETHUIECKU TIPOU3XO]I, Teorpad)CKU PErvoH, €THOJOTHS, MOHOTEPATHS T
B KoMOuHanus ¢ apyra tepanus 3a BAX n mo @K no C30 (I/II u III/IV).

®@urypa 1l MHM3uuciaenus: mo meroaa Ha Kaplan-Meier 3a nbpBoTO CHONTHE HA 3200J1€BA€MOCT-

% nauMeHTH 6e3 cbLOouTKA (Kaplan-Meier)
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cmbpTHOCT B SERAPHIN

—— OPSUMIT 10 mg
— — — [naue6o

Logrank p-ctoitHoCT: <0,0001

T
0 6 12 18 24 30 36
Meceuu oT 3anoyBaHe Ha NnevYyeHue

Bpoii B puck

OPSUMIT 10 mg 242 208 187 171 155 91 41

Mnaue6o 250 188 160 135 122 64 23
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Taoauna 1 O0o0IeHNe HA CHLOUTHATA MO OTHOIIIEHHE HA U3X01a

IManueHTH CHC CpaBHeHUe HA JIeYeHHATA:
crOouTHS Manurtentad 10 mg cnpsimo nmjianeoo

Kpaiinu Touxn | [lnanedo HoHumxeH TMonmaenue

ManuTeHnt Ha a
H CTATHCTHKA _ He Ha HR Longrank

(N=250) | an 10 mg OTHOCHTEJ o 9
- a0CoJIIOTH (97,5% AN) | p-cToiiHOCT
(N =242) st DHCK HUSI PUCK
P (97,5% JIN)
CbouTHe HA
45% 0,55
0, 0, 0, )
32160J1€BaeM06CT 53% 37% 16% (24%: 61%) | (0,39; 0,76) <0,0001
-CMBPTHOCT
CMbpT ® 36% 0,64
0, 0, 0, )

0 (%) 19 (7,6%) | 14 (5,8%) 2% (—42%: 71%) | (0.29: 1.42) 0,20
BiomasBaHe Ha 93
BAX o 59 (24,4%) 13%
n (%) (37,2%)
3anmouyBaHe Ha 49% 0.51
i.v./s.c. (27%, 65%) © 35" 0.73) <0,0001
(DIIOREIE 1 6.24%) | 1(04%) 2%
NMPOCTAHOUIHU
n (%)

@ = Gasupan Ha mozen Ha Cox 3a MPONMOPIMOHAIHOCT HA PUCKa
5 = 9% mauuenTu cuve cubuTHE caen 36 mecena = 100 x (1 - uzuncnenue no KM)
¥ = cMBPT N0 Besikaksa npuurHa 10 EOT, He3aBUCHMO OT MPEALISCTBAIO BJIOIIABAHE

BposT Ha cMBpTHUTE Cilydan O BeskakBa npudnHa 10 EOS nmpu nmpueM Ha manuteHTad 10 mg
e 35 cupsimo 44 nipu npueM Ha iare6o (HR 0,77; 97,5% HAU: 0,46 no 1,28).

PuckbT oT cMBPT Win XocnuTanu3anus 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 crbutus). Cnex 36 mecerna 44,6% OT manueHTHTE HA
miare6o u 29,4% ot narueHTHTe Ha ManuTeHTan 10 mg (abCoMOTHO MOHKEHUE Ha prucka = 15,2%)
ca OWIM XOCIIMTAIM3UPaHH 110 1oBol BAX MM ca moYnHaiy 1o nmpuYuHa, cBbp3ana ¢ bAX.

Kpaiiou TOYKHM 0 OTHOIIEHHUE Ha CUMIITOMATHKATa

Karo BTOpruHa KpaifHa TOYKa € OIICHSIBAH KaMaIlUTETHT 32 (PU3NUECKO HaTOBapBaHe. JIedeHneTo

¢ marurenTad 10 mg kM Mecelr 6 Boau 10 miane00-KOPUTHPaHO CPeAHO yBeanueHrne Ha 6MWD ot
22 metpa (97,5% JAU: 3 mo 41; p = 0,0078). Ouenkara Ha 6MWD 10 ¢pyHKIIMOHAIIEH KJ1ac € ToKa3ala
1are00-KOPUTUPAHO CPENHO YBEIMYCHHUE OT U3XO0JHO HUBO 10 Mecer 6 mpu malueHTHTe

¢ ®K III/TV ot 37 metpa (97,5% AU: 5 no 69) u ¢ ®K I/II ot 12 metpa (97,5% JU: -8 no 33).
ITocturaaroro yBenuuerre Ha 6MWD ¢ ManuTeHTaH € Mo Tbp KaHo 3a IsUIaTa IPOABIIKUTEITHOCT Ha
MPOYYBAHETO.

Jleaenueto ¢ manurenTan 10 mg kM Mecert 6 e 1oBemno 10 ¢be 74% MO-BUCOK IAHC 32 MOA00peHue
Ha ®K no C30 crpsamo mutanebdo (koedurment Ha puck 1,74; 97,5% JU: 1,10 no 2,74; p = 0,0063).

Marnurenran 10 mg e moJoOpuIl Ka4eCTBOTO Ha KHBOT, OLIEHEHO 1Mo BhIpocHUKa SF-36.

KDaﬁHH TOYKH 10 OTHOIMICHHWEC Ha XCMOJNHAMHKATa

XeMoauHAMUIHHUTE ITOKa3aTeNI ca OICHIBAHU B TIOATpYyIIa TarueHTH (1wianedo [N = 67],
marutentan 10 mg [N = 57]) cnex 6 mecena nedenue. [lanmenTure Ha TeyeHre ¢ ManuTeHTaH 10 mg
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ca TIOCTUTHAJIM MeInaHa Ha HaMaJIeHne Ha 0eIoApoOHOTO ChAOBO CHITPOTHBIEHHUE C 36,5%
(97,5% JU: 21,7 no 49,2%) n nosuiueHue Ha chpaeunus uaaekce 0,58 1/min/m? (97,5% JAU: 0,28
10 0,93 I/min/m?) B cpaBHeHue ¢ miane6o.

Lvneocpounu oannu npu BAX

[Ipu pearOoCcpoYHOTO TIpOCie/saBaHe Ha 242 MalMeHTH, JICKYBaHU ¢ MauTeHTaH 10 mg B IBOITHO-
cismata dasa (JC) za mpoyuBaneto SERAPHIN, 182 ot konTo npombskaBaT ¢ MalliTEHTaH B
otkputoto npoabipkeHue (OI1) na npoyusanero (SERAPHIN OII) (koxopta JJC/OII), orieHKHUTE 110
Kaplan-Meier Ha npexxuBsiemoctta ciien 1, 2, 5, 7 u 9 ronunu ca chotBeTHO 95%, 89%, 73%, 63% 1
53%. Menuanarta Ha BpeMETO Ha NpociensaBase € 5,9 roauHu.

Ilenuarpuyna nomnyJanus

[Ipensum cXoICTBOTO Ha 3a00JISIBAHETO TIPH JIellaTa U Bb3PACTHUTE, EPUKACHOCTTA MIPU
neiMaTpUYHATa TOMYJIAlKs Ce OCHOBABA IIABHO HAa €KCTPAIOJIalis Bh3 OCHOBA HAa EKCIIO3HIINS,
CHOTBETCTBAINlA HA JTMalia30Ha Ha e(DUKACHUTE 03U 32 Bh3PACTHU, KAKTO U HA MOJKPEISIINTE TaHHU
3a eukacHOCT u Oe3omacHOCT oT mpoyuBaHeTo TOMORROW ¢a3za 3, onmcano mo-moury.

[IpoBenieHO € MHOTOIIEHTPOBO, OTKPUTO, PAaHIOMH3UPAHO MPOy4YBaHe ()aza 3 ¢ OTKPUT MEPHOJ Ha
npoabinkenue ¢ eqHo pamo (TOMORROW) 3a onieHka Ha papMakOKWHETHKATA, €hUKACHOCTTA U
Oe30macHOCTTa HAa MAIUTEHTAH MPHY NEAUATPUIHHN TAIMEHTH Che cuMntomMaTnaaa BAX.

[IppBHYHATA KpaifHa TOUKaA € 0XapaKTepU3UpaHeTo Ha apMaKOKMHETHKATa (BX. TOUKa 5.2).

OcHoBHaTa BTOpUYHA KOMOMHUpPaHa KpaifHa TOYKa € BpEMETO JI0 ITbpBarta MoTBbpaeHa oT Komucusita
no kauHu4HU cpouTus (Clinical Events Committee, CEC) nporpecus Ha 3a00/151BaHETO, HACTBITHIIA
MeEXTy paHJIOMHU3AIMATA U TIOCEIICHNETO B Kpas Ha ocHOBHUA mepuo/ (end of the core period, EOCP),
orpeJiesieHa KaTo cMBPT (TI0 BCIKaKBa MPUYHMHA), WK aTPUATHA CENITOCTOMUS MIIM aHACTOMO3a Ha
Potts, peructpanus B ciuchka 3a 0enoapoOHa TpaHCIUIAHTALMS, XOCTIMTAIM3ALMs IOPaI BIOLIaBaHEe
Ha BAX wnmu xirHIYHO BiomaBane Ha BAX. Knmnananoto BnomraBane Ha BAX ce nedunnpa xaro
HEOOXOJMMOCT OT WJIM 3arouBaHe Ha HOBa criennpuyHa 3a BAX Tepanusi, HHTPaBEHO3HHU JUYPETUIIH
WIN HeTIpeKbcHaTa ynorpeda Ha kuciopon U Haii-manko 1 ot cieqaure: Bromasane Ha @K mo C30,
HOBa TI051Ba Ha CUHKOII WJIM BJIOILIABaHE Ha ChbCTOSIHUETO, HOBA I0SIBA MJIM BJIOLIABAaHE HA IIOHE

2 cumnroma Ha BAX wiu HOBa TOsiBa MM BJIOIIaBaHE HA MPHU3HAILM Ha JIECHOCTPaHHA ChpeYHa
HEIOCTaTHYHOCT, KOUTO HE pearupar Ha MepOpaHU TUYPETHUIIH.

Hpyrute BTOpUYHHU KpailHU TOUYKH BKIIIOUBAT BPEMETO 10 IbpBaTa noTBbpacHa oT CEC
xocnuTanuzanus nopaau bAX, spemero 10 noteepaenara or CEC cMbpt nopanu BAX u nBete B
nepuona Mexay panpomusauusata u KOIL, BpemeTo 10 CMBPT 1O BCSIKAKBA IPUUMHA MEKAY
pannommzaruaTa u KOIL, mpomsaara #a @K o C30 u nanauTe 32 N-TepMHHATHHS TPOXOPMOH Ha
Mo3b4HUs HaTpuypeTryeH nentua (NT proBNP).

Tleouampuuna nonynayus (na evspacm > 2 200unu 00 noo 18 eoounu)

OO6mmo 148 mareHTH Ha BB3pacT OT = 2 TOAWHH 10 <18 TOIuHU ca paHJOMHU3UPAHH B CHOTHOIIICHNE
1:1 na momyyaBaT WM MaUUMTEHTaH, WU cTanaapTHH Tpiku (SoC). SoC BKI0OUBAT HeCIeUMPUIHO 32
BAX neuenue n/wnm 1o 2 nekapcrsa, cnienuduynn 3a BAX (Bxmounrenno apyr ERA), ¢ uskimouenue
Ha MalUTEHTaH U MHTPaBEHO3HHU/TIOIKOXKHHM pocTaHon . Cpeanara Bb3pacT € 9,8 roaunu
(mmamnazon 2,1 rogunu 17,9 rogunn), kato 35 (23,6%) ca Ha BB3pact ot >2 1o <6 roaunu, 61 (41,2%)
ca Ha Bb3pacT oT >6 10 <12 roaunu u 52 (35,1%) ca Ha BB3pact oT >12 n0 <18 rogunu. [lo-ronsmara
9acT OT MAIMEHTHUTE ca OT eBporenaHaTa paca (51,4%) u ca ot xencku o (59,5%). [Tanuenture ca
¢ ®K I mo C30 (25,0%), K 11 (56,1%) nmu OK 111 (18,9%).

Wmnonatuunata BAX e Hail-uectara eTronorus npu usciensanara nomnyiamnus (48,0%), cnenBana ot

BAX, mocronepaTHBHO CBbP3aHa C BPOACHO ChpaeyHo 3abomnsBane (28,4%), BAX cbc chbTCTBAIIO
BpOJIeHO chpedHo 3abomsaBane (17,6%), Hacneacteena BAX (4,1%) u BAX, cBpp3ana che
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3a0oiABaHe Ha cheAMHUTENHATA ThKaH (2,0%). ChbTCTBAIINTE BPOACHU ChPACYHH 3a00IIBaHUS
BKITFOYBAT caMO OOMKHOBEHO MaJIKU CIIyYallHU JeQEeKTH KaTo MPETPUKYCITHIAITHH,
MOCTTPHUKYCITUAATHY IIHHTOBE, MeeKT Ha MPeNChpIHATA Iperpaja, 1eeKT Ha KaMepHaTa mperpaja,
OTBOPEH JYKTYC apTepruo3yc, KaTO HUTO €/IMH OT TSAX HE CE CUMTA 3a MPUYKMHA 32 cTerneHTa Ha BAX.

CpemnaTa IpoAbKUTSITHOCT Ha JICYCHUETO B PAHIOMU3UPAHOTO IIpoy4uBaHe ¢ 183,4 cemMuIiy B
pamoTo Ha MauuTeHTaH u 130,6 cenmuiu B pamoTo Ha SoC.

[Mo-manko chOUTHSI IO OTHOILIICHNE Ha OCHOBHATA BTOPHYHA KpaifHa Touka - motbpzeHa ot CEC
mporpecus Ha 3a00JSBAHETO - ca HAOII0JaBaHU B paMOTO Ha MaruTeHTaH (21 crOutus/73 nanueHTy,
29%) B cpaBHeHue ¢ pamoTo Ha SoC (24 ceoutns/75 namuentn, 32%), KaTo aOCOIOTHOTO HAMAICHUE
Ha pucka e 3%. Koeduunentst Ha puck e 0,828 (95% A 0,460; 1,492; nBycTpanHa cTpatudunupana
p croiiHocT = 0,567). UncneHara TeHACHITUS KbM I10J13a C€ JBJDKU TTIABHO Ha KIIMHUYHOTO BIIOIIABAHE
Ha BAX.

Hpyau emopuunu ananusu 3a epuxacnocm

W B aBete rpynu ce HaOMIOAaBAT €AHAKBB OPOil CHOUTHS Ha MMbPBA MOTBBPACHA XOCIUTAIU3AIHS 110
noBoj Ha BAX (manurtentan 11 copamo SoC 11; kopurupan HR=0,912, 95% JA1=[0,393; 2,118]).
ITo orHomenue Ha Bpemeto 10 norebpaeHaTa oT CEC cmbpT, nbmwkama ce Ha BAX, u cmbpTTa No
BCSKAaKBa MPUYHHA B PAMOTO Ha MallUTEHTaH ca HaOJIt0/JaBaHU 0010 7 CMBPTHHU Ciry4as (6 OT KOUTO
ce neokaT Ha BAX cniopen CEC) B cpaBHeHHe ¢ 6 cMBbpTHH ciay4as (4 oT kouto ce abwkaT Ha BAX
cnopen CEC) B pamoto Ha SoC.

B pamoTo Ha ManMTEHTaH € OTYETEeH YHUCIeHO No-BUCOK mpoueHT nanueHTn ¢ ®K I win Il mo C30 Ha
Cenmuia 12 B cpaBaenue ¢ pamoto Ha SoC (88,7% B pamoTo Ha MaruTeHTaH crpsmo 81,7% B
pamoTo Ha SoC) u Ha Cenmuna 24 (90,0% B pamMoTO Ha MaLUTEHTaH cupsaMo 82,5% B paMOTO Ha
SoC).

Nma TermeHIus Te9eHneTo ¢ MalluTeHTaH Ja HaMmasiBa rporeHTa Ha NT-proBNP (pmol/l) ot
nu3xoaHOo HUBA Ha Cenmuria 12 B cpaBHEHHE ¢ paMoTo Ha SoC (CpeTHOTEOMETPHYHO CHOTHOIICHHE:
0,72; 95% A: 0,49 no 1,05), HO pe3ynTaTuTe HE ca CTATUCTUYECKU 3HAUYMMHU (JIByCTpaHHA P
croitHocT 0,086). Tazu He3HAUMMa TEHAEHIHS € Mo-cado u3paszeHa Ha Ceamuna 24
(cpemnoreomerpuuno choTHOMIEeHUE: 0,97; 95% JIU: 0,66 no 1,43; nByctpanHa p croitHocT 0,884).

Pe3ynTaTI/ITC 3a C(I)I/IKaCHOCT IIpy MaliMCHTHU Ha BB3PACT OT >2 TOAWHU A0 IIoa 18 TOAWHU Ca CXOJHH C
TE3U NIPU BB3PACTHUTE MMALIMCHTH.

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

Ome 11 manuenTH Ha B3pacT OT > 1 Mecel] 10 Mo 2 TOJUHU Ca BKIIOYCHU JOMBIHUTEIHO 32
MoJTyJaBaHe Ha MAIIUTCHTAH 03 paHaoMu3anus, 9 MalMeHTH OT OTKPUTOTO paMo Ha IIPOYyIBAHETO
TOMORROW u 2 namuentu simonny ot npoyuBaneto PAH3001. PAH3001 e mHOTOIIGHTPORBO,
OTKPHUTO MPOYYBAHE C €HO paMo (a3a 3 Mpu NeTUaTPUIHN YIYACTHHIIU STIOHIU (Ha BB3PacT MEXIY >
3 mecenia u < 15 roauun) ¢ BAX, npoBeneHo 3a olieHKa Ha (hapMaKOKMHETHKATa U e()UKaCHOCTTA Ha
MaIMTEHTAH.

Ha u3xonHo HMBO 6 manmenty ot nmpoyuBaneto TOMORROW ca Ha tepanus ¢ PDESi. Be3pactoBusit
JMara3oH Ha MAIMEHTUTE MPU BKIFOYBAHETO Bapupa oT 1,2 roxgunu Ao 1,9 rogunu. [lanuenture ca ¢
OK I (4) nmu @K I (5) mo C30. Haii-uectara ernomnorus e BAX, cBpp3ana ¢ BpoJeHU ChpIACUYHU
3a0oisaBaHus (5 MaIMeHTH), cieaBana ot uauonatuyna bAX (4 nanmentn). [IspBoHauaHO
MpujlarasaTa JJHEBHA /103a € 2,5 mg MallUTeHTaH 0 HaBbpIIBaHe Ha 2-TOAMIITHA Bb3pacT Ha
nanuentute. Cres cpenHo npocienssane ot 37,3 ceIMUI IPU HUTO €UH OT MallUEHTUTE HE €
HacThIuiI0 HoTBBpAeHO oT CEC chOuTHe Ha mporpecus Ha 3abossiBaHeTo, notBbpaeHa ot CEC
xocrmtanu3anus nopaau bAX, notespaena ot CEC cMbpt nopaan BAX unu cMBpT MO BCAKaKBa
npuanHa. NT-proBNP e namanen ¢ 42,9% (n=6) na Ceaqmuna 12, ¢ 53,2% (n=5) na Cenmunia 24 u ¢
26,1% (n=6) Ha Ceammuna 36.
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Ha m3xoxno HuBo 1 manmeHT smoHert ot nmpoyaBaHeTo PAH3001 e ma tepanus ¢ PDESi. U nsamara
MAIMCHTH STIOHIIN Ca OT MBXXKH I10J1, @ Bb3PacTTa UM IPU BKIIOYBAHETO B MPOYYBaHETO € 21 Mecena u
22 mecena. U neamara namuentu ca ¢ @K I u 11, a Bogemara eruonorus e nocroneparusia bAX. Ha
Cenmuiia 24 ce HaOronaBa HamalsiBane Ha n3xonuute HuBa Ha NT proBNP na 3,894 pmol/I u

16,402 pmol/I.

B ta3u Bp3pacToBa rpyma He ce yCTaHOBSIBa ChOTBETCTBUE HA EKCIIO3UIIHATA C Ta3H MPH Bb3PACTHHUTE
ManuenTy (BX. Touku 4.2 u 5.2).

5.2 ®dapmMaKkoKWHeTHYHH CBONCTBa

®dapMaKkOKMHETHKATa HA MAIIUTEHTaH U aKTUBHUS My METa0OJUT ca JOKYMEHTHPaHU OCHOBHO TTPH
3/IpaBU BB3pacTHH Mo0poBony. ExcriozuiiusaTa Ha MariuTeHTaH rpu nanueHTn ¢ bAX e
npuOIM3UTENHO 1,2 MBTH MO-TOJIsIMa, OTKOJIKOTO MIPH 3paBH Jula. Excro3unuara Ha akTUBHUSA
MeTa6OJII/IT HpI/I MManucHTH, KOI7[TO (] HpI/I6.HI/I3I/ITeJIHO 5 II'bTHU IIO-MAJIKO MOIIICH OT MAalTUTCHTAH, €
npuOIM3UTENHO 1,3 MBTH MO-roJIsIMa, OTKOIKOTO NpH 3apaBu juna. apMakoKMHETHKATa Ha
MallUTEeHTaH Ipu manueHTu ¢ bAX He ce OBIHSBA OT TEXKECTTa Ha 3a00JIIBAaHETO.

Crnier MHOTOKPATHO TIPUIIOKEHUE (PapMaKOKMHETHKATa HA MAIIUTEHTAH € POTIOPIIMOHAIIHA Ha J]03aTa
1o 30 mg, BKIIFOUUTEIHO.

AOGcopouus

MakcuMaTH| IJIa3MEeHH KOHIICHTPAITMH Ha MAIlUTCHTAH e MTOCTUTaT OKoJIo 8-9 waca cien
MPUIOKEHUE Ha GUIMHUPAHHUTE U TUCHeprupaiinre ce tadbaeTku. Ciiell ToBa IIa3MEHUTE
KOHIICHTPAIIMH HA MAIIUTEHTAH U aKTUBHUS My METa0OJIHUT MOCTEIIEHHO HAMAaJISBaT, ChOTBETHO C
SIMMUHAIMOHEH TIOTYKHBOT OT MpUOIM3uTenHO 16 yaca u 48 daca.

HpI/I 3ApaBu JIMIla CKCIIO3ULIUATA HA MAIIUTCHTAH U aKTUBHUA MY METa0OJIUT HE ce MMPOMCHHA
B MPUCBHCTBUC HA XpaHa U CIICAOBATCIIHO MAIIUTCHTAH MOXKEC 1a CC IMpUcMa CbC WIN 0e3 XpaHa.

Paznpenenenue

ManuTeHTaH 1 aKTUBHUAT My METa0OIHUT alpOLMTEHTAH Ce CBBP3BAT B roJIsiMa CTEIICH C IUIa3MEHUTE
npoteunu (> 99%), riaBHO ¢ anOyMuH, U B MO-MaJIKa CTeTeH ¢ andal-Kucenus TITUKOIPOTECHH.
ManureHTaH 1 aKTUBHUAT My METa0OJIUT alpoOLUTEHTaH UMatT A00po pasipe/esieHre B ThKaHUTE,
KaKTO ce BIKAa oT obeMa Ha pasnpenenenue (Vss/F), koiito e mpubausutento 50 1 u 40 1 cboTBeTHO
3a MaIUTEHTaH | alpOIUTCHTAH.

Buorpanchopmarms

MaruTeHTan uMa YeTHPU OCHOBHU MeTa0ONNTHY MbTHIA. OKCUIATUBHOTO JIENPONHIIUPaHEe Ha
cyadaMuaa BOIM 10 MoTy4aBaHe HA PapMaKOIOTHYHO aKTUBEH METa0OIMT anpouuTeHTal. Peakuusira
3aBHCH OT cuctemara Ha nutoxpom P450, ocnoBHO CYP3 A4 (mpubmmsurenno 99%) ¢ Marbk mprHOC
ot CYP2CS8, CYP2C9 u CYP2C19. AKTUBHHAT METAa0OJUT ITUPKYJIMpa B YOBEIIKATA TIIa3Ma U MOXKeE
Jia JorpuHece 3a papMakoiaornyHus eekt. Jpyrn metaboquTHN TBTHUILA BOAAT 10 MOJTyvYaBaHe Ha
npoaykTH 6e3 hapmakonornuHa akTUBHOCT. 3a Te3u mbtuina CYP2C9 urpae coiecTBeHa posst
HeszHaunteseH npuHoc Ha CYP2CS, CYP2C19 u CYP3A4.

Enumunupane

MarureHTaH ce eKCKpeTHpa caMo clie/l eKCTeH3UBeH MeTabom3bM. OCHOBHUSAT ITBT HA €KCKPEIHS €
ype3 ypuHaTa, oTroBapsil 3a okosno 50% oT no3arta.
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Cpasuenne Mexay GuiaMmupanure TabJIETKH U JUCHEPTUPALINTE CE TAOIETKHU

YcranoBeHa e OMOeKBUBaJICHTHOCT Ha 10 mg MauuTeHTaH MeXAy GUIMUpaHara TabjaeTka u
4 x 2,5 mg aucneprupary ce TabJleTKH B MPOy4BaHe MpH 28 3ApaBH yYaCTHUIIH.

CrelnyaiHy MOMyIallin

Hsima kmuHAYHO 3HAYUM e(eKT Ha Bb3pacTTa, MoJia WM €THUIECKUS IPOU3XO0JT BbPXY
(hapMakOKMHETHKATa Ha MAIIUTCHTAH M aKTHBHUS My METa0OIHUT.

B’L6De‘lH0 YBPCXKAAHC

Ekcrio3unusaTa Ha MallUTEHTaH U aKTUBHUS My METa0OJUT Ce yBeJIu4aBa ChOTBETHO 1,3- u 1,6-kpaTHO
MIPH BB3PACTHH MAIMESHTH C TEXKO ObOpeuHo yBpexaane. ToBa yBeTHUUCHUE HE Ce MpUeMa 3a
KIIMHAYHO 3HAYUMO (BX. TOUkH 4.2 u 4.4).

YepHoapoOHO YBpeXIaHe

Ekcriosuiusara Ha MalluTEHTaH ce HamansiBa choTBEeTHO ¢ 21%, 34% u 6%, a Ha aKTHBHUS METa0OJIUT
—¢ 20%, 25% 1 25% npu Bp3pacTHH YYACTHHUIIM C JIeKa, yMEpEHa UK TEKKa CTENIEeH Ha YepHOAPOOHO
yBpexaane. ToBa HamMalleHHE HE ce IpHeMa 3a KJIMHUYHO 3HAYUMO (BX. TOukd 4.2 u 4.4).

Ilenuarpuyna nonyianus (Ha Be3pacT >1 mecen 1o noA 18 roguan)

®dapMaKOKHHETHKATa HA MAITATEHTAH U HETOBUS aKTUBEH METa0OHT anpoOIUTCHTAH €
oxapakTepu3upaHa npu 47 meauaTpUIHU MAIUEHTH Ha Bh3pacT > 2 TOAWHM | IpH 1 1 marueHT Ha
BB3pacT OoT > 1 Mecel] 10 0oJ 2 TOJIUHHU.

CxemuTe Ha IpUIaraHe Ha MallUTEHTaH, 0a3upaHu HA TETIIO0TO, BOAST A0 HaOIIOAaBaHN/CUMYIIUPAHU
€KCITO3UINH TIPH MeANATPUYHUTE MMAllMEHTH Ha BB3PACT OT 2 TOAUHHM A0 NoJ 18 roguHu, KOUTo ca
CPaBHHMH C €KCIIO3HUIIUUTE, HAOIIOJaBaHH MPH Bb3pacTHHUTE NarueHT ¢ BAX v 31paBu yyacTHHIH,
KOUTO ca mosry4aBaiu 10 mg BeHBXK JTHEBHO.

Excrio3unum Ha ManiuTeHTaH, CPABHUMH C T€3H Ha Bb3pacTHUTE ManueHTy ¢ bAX, momydaBamm

10 mg BenHBX JTHEBHO, HE CE€ MIOCTUTaT BbB Bb3pacToBaTa rpymna ot >1 mecer 10 1oj1 2 TOANHHA (BXK.
Touka 4.2).

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

[Ipu xyueTa ManuTeHTaH HaMalsBa KPHBHOTO HAJISTaHE TIPU €KCITO3UITNH, TIOJOOHU Ha
TEPANeBTUYHUTE SKCIIO3UIIMY NIPU X0opa. 3aaeOesiBaHe Ha MHTUMAaTa Ha KOPOHAPHUTE apTepUu

€ HaOJro1aBaHo MPU €KCTIO3UIUS, 17 ITbTH IMO-BUCOKA OT Ta3u MpH xopa, cien 4 mo 39 cenmuiu
tperupane. [lopaau BugoBocnenndpuyHaTa 9yBCTBUTEIHOCT U TPAHUIIATA 32 0€30MACHOCT € TIPHUETO,
4e Ta3u HaXOJKa HAMa 3HAYCHHE 3a XOpa.

HaGnronaBanu ca moBUIIEHO TEIJIO Ha YepHUS ApoO U XemaToueiayjJapHa XxunepTpodus npu
MUIIKH, INIBXOBE U Ky4eTa ciie] TPeTHUpaHe ¢ MaluTeHTaH. Te3u MpoMeHH ca OMIIM B TOJsIMa
CTeneH OOpaTHMHM M Ce CYHUTAT 32 aJianTanus Ha YepHUs Jpo0 KbM HOBUIIEHUTE METAOOIUTHH
M3HMCKBaHUs, KOSATO HE € HeOIaronpusaTHa.

MarnuTenTal HHIyIMpa MUHUMAJHA 0 JIeKa XUIepIula3us Ha JIMTaBUIUTE U Bb3MaJTUTeTHA
uHQUITpanysa B CyOMyKo3aTa Ha HOCHAaTa KyXHHa IIPH BCUUKH J03U B IIPOYYBAHETO 32
KaHLEPOreHHOCT IPU MUIIKU. B 3-MecedHoTO mpoy4BaHe 3a TOKCHYHOCT IIPU MUIIKH WIH

B TIPOYYBaHUTA TPH IUTHXOBE M KydeTa He ca 3a0ensa3aHn HaXxO0AKH [0 OTHOLICHHE HAa HOCHATa
KyXMHa.

MaruTeHTaH He € TeHOTOKCHYEH MIPH CTaHAapTeH Habop OT in vitro W in vivo TecToBe. MalluTeHTaH He

¢ (hOTOTOKCHYCH in Vivo Clied SAUHUYHA J103a MPU SKCIIO3UIIUH 10 24-ITTH IT0-BUCOKHU OT
eKCITO3UIIHATA TTPH XOpa.
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IIpoyuBanus 3a KAaHIIEPOTCHHOCT C MPOABDKUTEITHOCT 2 TOAWHA HE ca IMOKa3aIu KaHIIepOTeHEeH
MOTEHIUAN NPU eKCo3uluu 18 mbTu 1 116 IbTU MO-BUCOKU OT €KCIIO3ULUSITA IIPU XO0Pa,
CHOTBETHO MPHU ILTHXOBE U MUILIKHU.

Junaranus Ha KaHaJIueTaTa Ha TECTUCUTE € HaOJt0JaBaHa B IPOYYBaHUA 32 XPOHUYHA TOKCHUYHOCT
IPU MBXKH ITBXOBE U KyUYeTa ¢ TpaHuIX Ha Oe3onmacHocT choTBeTHO 11,6 1 5,8. Junatauusrta Ha
KaHaJgeraTa Ha TECTUCUTE € HambiIHO oOpaTtuMa. Cren 2 TOAWHU TpeTHUpPaHe TPH TTHX0BE

e HaOmromaBaHa aTpodus Ha KaHATYeTaTa Ha TECTUCUTE TIPH €KCITO3UIHS 4 TTHTH TO-TOJIIMa OT
EKCIO3ULUATA TIPU Xopa. XHITocIiepMaToreHes3a € Ha0o1aBaHa B I0)KUBOTHOTO POYYBaHE 3a
KaHLIEPOT€HHOCT IIPH INTbXOBE U B MPOYYBAHMATA 32 TOKCUYHOCT IIPY MHOTOKPATHO IpUjIaraHe npu
Ky4eTa IPH eKCIIO3UINH, OCUTYPSIBAIIY IPaHUIN Ha Oe30macHoCT 9,7 NpH MTbX0Be U 23 MpH Ky4deTa.
I'panunuTte 3a 6e30macHoOCT 3a heprunuTera ca Oman 18 3a MbXKH U 44 32 skeHCKH IuTbXoBe. [Ipn
MHUIIKH cIe A0 2-TOAUIIHO TPETUPAHE HE ca OTKPUTH HAXOJKHU OT CTpaHa Ha TECTUCHUTE.

MaHI/ITeHTaH € TCPaTOrc¢HCH MIpH 32H7[HI/I U IINIBbXOBC BBB BCUYKH TCCTBAHU 03H. 141 IIpyu ABaTa BUaa
JKMUBOTHH € UMAJIO ChPACUYHOCHA0BHU dAHOMAJIMH U TAKHMBA HAa CPACTBAHCTO Ha MaH)_II/I6y.TIapHaTa abra.

HpnnaraHeTo Ha MallUTCHTAH IIPU XCHCKHU INTbXOBE B KbCHUTEC €TAalll Ha 6peMeHHOCTTa H IIpe3
NepuoJa Ha JJaKkTalus Npru CKCIIO3UIUN Ha MaﬁKaTa, 5 OBTHU IMO-BUCOKHU OT CKCIIo3ulysATa Ipu Xopa, €
JAOBCJIO 10 HaAMAJICHA MPCKUBACMOCT Ha MAJIKUTC U HAPYIICHUC HAa PCIIPOAYKTUBHUTC CIIOCOOHOCTH Ha
IIOTOMCTBOTO, KO€TO € UMaJIO0 €KCIIO3UIIHA HAa MAaIIUTCHTAH 110 BPEME HAa KbCHUA UHTPAYTCPUHECH
JKHUBOT 1 YpC3 MIIAKOTO B IICPUO/Ja HA JIAKTAILIHA.

JledeHneTo Ha IOBEHWIIHU TUTEXOBE OT TocTHaTajeH Jlen 4 mo Jlen 114 ca mpuIuHWIN TOHIKEHO
HaJIaBaHe Ha TEJIECHO TEIJIO, BOJAEIIO 10 BTOPUUHHU €(PEeKTH BbPXY Pa3BUTHETO (JIEKO 3a0aBsHE Ha
JISCIICH3yCa Ha TECTUCHUTE, 00OpaTUMO HaMaJICHUE Ha JbJDKUHATA HA JBITUTE KOCTH, YABIDKEH €CTPYC).
[Ipu excrio3utinu 7 WbTH MO-BUCOKH OT €KCIIO3UIUATA IPU XOpa ca HAOII0JaBaHH JICKO ITOBUIIICHA
pe- ¥ MOCTHMILIAHTALMOHHA 3ary0a Ha IUI0/a, HaMaJieH cpe/ieH Opoi MaJIKi M HaMaJICHO TEerjIo Ha
TeCTUCHTE U enuauanMa. [Ipu excnio3unuu 3,8 MbTH MO-BUCOKHU OT €KCIO3UIIUATA TIPU XOpa ca
oTOeIsI3aHy TECTUKYJIapHa TYOYIHa aTpousl 1 MUHUMAITHU €()eKTH BBPXY PEIPOAYKTUBHUTE
MoKa3aTesid U MOp(oJIorusTa Ha CIIePMaTO30H IUTE.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIECTBA

Snpo Ha Tabnerkara

JlakTo3a MOHOXUIPAT
Muxkpoxkpuctanna nenyiosa (E4601)
HatpueB HUIIIECTEH TIIMKONAT THIT A
IloBunoH

Marunesues creapar (E470b)
ITommcop6at 80 (E433)

DUIMOBO MOKPUTHE
[Momu(Buamos ankoxon) (E1203)
TurtanoB nuokcun (E171)

Tank (E553b)

Coes neuutns (E322)
Kcanrtanosa ryma (E415)

6.2 HecbBMEeCTHMOCTH

Henpunoxumo
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6.3 Cpox Ha roaHOCT

5 roauHU

6.4 CroenuajJHU yCJI0OBHUSI HA ChbXPaHEHHUE
Ha ue ce cpxpansBa Hag 30°C.

6.5 Buawu chabp:kaHue HA ONMMAKOBKAaTAa

benu, nenpospaunu 6mucrepu ot PVC/PE/PVAC/anymMunnii B KapTOHEHH KyTUH, ChABPKALIM 15 uiu
30 dhunmupanu TabJSTKU.

He Bcuuku BUOBE ONaKOBKH MOrar Aa ObAaT MMyCHATH Ha rasapa.
6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBbPJIsiHe U padoTa

Hsama CricuyaJiIHi U3MCKBaHUA.

7. HIPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPELIEHHUETO 3A YIIOTPEBA

EU/1/13/893/001

EU/1/13/893/002

9. JATA HA ITbPBO PA3BPEIIABAHE/IIOJHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

Jata Ha mepBo pazpemanane: 20 qexkemBpu 2013 T.
[Hata Ha nocienno nonHoBsiBane: 23 asryct 2018 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

12/2025

[TonpoOHa uHoOpMaIKs 3a TO3M JICKApPCTBEH MPOAYKT € MPeI0CcTaBeHa Ha yeOcaiiTa Ha EBponeiickara
areHIus 1o JekapcTraTa https://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Opsumit 2,5 mg aucneprupaiiu ce TabaeTku

2. KAYECTBEH U KOJIMYECTBEH CHbCTAB
Besika nucnieprupaiiia ce TabieTka Chabpika 2,5 mg MaluTeHTaH (macitentan).

TTomoIIHK BEMECTBA ¢ U3BECTHO JIEUCTBUE

Besika mucnieprupania ce TabiieTka Chabpika IPHOTU3ATETHO 25 Mg H30MAJIT.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Jucneprupaina ce tadyieTka

Kpsbraa (9 mm), 6s1a 1o modurtu Os1a mucnieprupaiia ce Tadierka ¢ BAIpO0HaTO penedHO 03HAUYCHUE
,»2,5% OT emHAaTa cTpaHa u ,,Mn‘ OT Ipyrarta cTpaHa.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHHU MOKA3ZAHUS

Opsumit, KaTo MOHOTEparus WiIi B KOMOWHAIIWS, € TIOKa3aH 3a JBJITOCPOYHO JieueHre Ha 6eoapooHa
aprepuanHa xuneproans (bAX) mpu neauaTpiuuHu MaMeHTH Ha Bh3pacT oT 2 1o nof 18 ronuHu ¢
tdynaxuonanex knac (OK) II mo 1T mo C30 (Bxk. Touka 5.1).

4.2 I[o3np0mca U HAYUH HA NMPUTOKEHUE

JleuenueTo TpA6Ba /1a ce 3amo4yBa U MOHUTOPUPA CaMoO OT JIeKap C OIMUT B JieueHueTo Ha BAX.

ﬂoamgom(a

Heouampuuna nonynayus (na evspacm > 2 200uru 00 noo 18 coounu)
[Ipenopbuurennara qHeBHa 1032 Opsumit ce ocHoBaBa Ha TexecHoTo Terno (Tabnuua 1). Opsumit
TpsiOBa J1a ce IpueMa BCEKH JieH NPUOIU3UTEIHO 110 €IHO U ChIIO BpEMe.

Ta6anna 1: Cxema Ha J03UpaHe Bb3 OCHOBA HA TeJECHOTO TerJio

Tesecno Terio (kg) JIHeBHa n103a IIpenopbunTesieH Opoif TadIeTKH 3a
JHCHeprupaHe
>10u<20 Smg 2x25mg
>20u <40 7,5 mg 3x2,5mg
> 40 10 mg 4 x2,5 mg*

*QOpsumit ce npeaiara u karo ¢puiMupana tadiaerka ot 10 mg. Opsumit, mpuiokeH moz Gpopmara Ha
eaHa Guamupana Tabserka ot 10 mg, € OMOCKBUBAJICHTCH HA YETHUPHU AMCIICPTUPAIH ¢€ TaOJICTKH OT
2,5 mg. CrienoBarenHo enHa GpuIMUpaHa TabJIeTKa MOXKe Ja Ce U3M0I3Ba KaTo TUPEKTEH 3aMECTHTEI
[IpH MEAMATPUYHH MMALIMEHTH, KOUTO TeKaT Hai-Manko 40 kg 1 ca Ha Bb3pacT 2 U IIOBeYE rOAUHH (BK.
Touka 5.2). MoJisi, HarpaBeTe CIpaBKa ¢ KpaTKaTa XapaKTepuCTHKa Ha mpoaykTa Ha Opsumit
¢unMupanu TabIETKH.
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AKO ManueHTsT nporrycHe mo3a Opsumit, TpsAOBa 1a s MprueMe BB3MOKHO Hali-CKOPO U CJIE TOBaA J1a
TpreMe CJIeJBAIaTa 032 B PSIOBHO OIPE/ISIICHOTO BpeMe. [lanneHThT He TpsOBa Ja mprueMa Jise
JI03M €THOBPEMEHHO, aKO TPOITyCHE J103a.

CrelyaiHy MOmyIalin

Cmapuecka 6v3pacm
He ce nanara kopeknus Ha go3aTa IMpy MAIUEHTH HAa BB3pacT Ha 65 ToauHu (BX. Touka 5.2).

Yeproopobno yspedcoane

Bb3 ocHoBa Ha hapmakokunernunute (PK) naHHu, He ce Hajlara KOpeKIys Ha Jj03aTa [IpY NalueHTH
C JIeKa, YMEPEHO TEXKKa MIIM TeXKa CTEeTeH Ha YepHOIPOOHO yBpexxaane (BxK. Touku 4.4 u 5.2). Hama
o0aue KIMHUYEH ONHT C ynoTpeda Ha MauWTeHTaH Npu nauneHTy ¢ BAX ¢ yMepeHo TeXKa WIN TexXKa
CTeIeH Ha YepHOAPOoOHO yBpexaane. Jledenuero ¢ Opsumit He TpssOBa J1a ce 3aro4Ba Py MalueHTH C
TEXKa CTETIeH Ha YePHOIPOOHO YBpPEXKIaHE MIN KIMHAYHO 3HAYMMO MTOBHUIIIEHNE HAa YEPHOIPOOHHTE
amMuHOTpaHc(epasu (moeue oT 3 MbTU HAJ ropHaTa rpaHuna Ha Hopmata (> 3 x ULN); Bx. Touku 4.3
u4.4).

bvbpeuno yspescoane

B®3 ocHoBa Ha @K nanHMTE, HE ce Hajara KOPEeKUus Ha A03aTa MPU HaLUeHTH ¢ ObOpedHo
yBpexxaane. Hama kinHu4eH onut ¢ ynorpeda Ha MaluTeHTaH npu nanuenty ¢ BAX ¢ Texko
0b0peuno yBpexxgane. He ce npenoprusa ynorpebata Ha Opsumit Ipy MaLMEHTH HA AWAIN3a
(Bx. Toukn 4.4 1 5.2).

Tleouampuuna nonyrayus

Jo3upoBkara u ehrukacHOCTTa Ha MAaIUTEHTaH TPH JIelia 0] 2-TOIUIITHA B3PacT HE Ca YCTAHOBEHH.
Hanunynute noHacTosiiieM JaHHU ca ONKUCaHU B TOUKH 4.8, 5.1 u 5.2, HO IpenopbKU OTHOCHO
JIO3UPOBKATA HE MOTaT Jia ObJaT JAaJIcHU.

Hauwnn »Ha npuioxeHue

Opsumit Tp$16Ba Aa CC mpueMart nepopajiHo BEAHBK HAa ACH CbC UIIN 0e3 XpaHa.

Opsumit gucriepruparii ce TabJIeTKH TpsOBa Jla ce TUCIIEPTHpaAT B TCIHOCTH ChC CTallHA TeMIIepaTrypa
W JIa ce IpUeMar caMo Karto repopaiiHa cycnensus. [lepopannara cycrneH3us TpsOBa ja ce IpUTroTBs U
MpuJiara ¢ IIoMOIITa Ha JIKKHIIA WK Mayka 4yaiia. TpsOBa na ce BHUMaBa J1a ObJie IpUeTa Isu1arTa 103a
OT JIEKapCTBOTO. AKO HE ce MPIIIOKH BeJHAra, JIEKAPCTBOTO TPSOBA J]a C€ M3XBHPIIU U J]a C€ MPUTOTBU
HOBa J103a JIeKapcTBO. PhiieTe TpsAOBa 1a ce M3MUBAT U MOJICYIIABAT IATETHO MPEIU U CIIE]
MIPUTOTBSIHETO Ha JIEKApCTBOTO (BXK. TOYKa 6.6).

IIpunoxcenue ¢ 1vocuya

[Ipennucanara nHeBHa A03a Aucneprupama(u) ce Tabnerka(u) TpsOBa ga ce J0OABU KbM JTBKHLA C
BOJIa 32 MMEHE ChC CTalfHa TeMIIEpaTypa, 3a 1a ce NOoIydu Os1a MbTHA TEYHOCT. TE€UHOCTTa MOXKeE Ja
ce pa30bpka BHUMATENIHO B MPOAb/DKeHNE Ha 1 10 3 MUHYTH C BbpXa Ha HOX, 3a J]a C€ YCKOPH
pasTBapsHeTo. JlaiiTe 1ekapcTBOTO Ha MAllMeHTa BeJHAra WIK IO CMECETE OMBJIHUTEIHO ¢ MajlKa
nopuus SIOBJIKOB COC MJIM KUCENIO0 MIIIKO, 33 Ja yJIECHUTE NPUIIOKeHHeTo. B mbxunara Tpsidsa na ce
706aBH OIle MAJIKO BOJA MJIH SOBJIKOB COC MIIM KHCEJIO MIISIKO U Ja Ce Jajie Ha MaIeHTa, 3a 1a €
CHUT'YPHO, U€ € TpHeTa Is1aTa J03a JIEKapCTBo.

AnTepHaTHBHO, BMECTO C BOJa, IIEpOpaHaTa CyCIICH3UsI MOXKE JIa CEe IPUTOTBH B IOPTOKAJIOB COK,
SIOBJIKOB COK WJIM 00€3MaCIEHO MIISKO.

Ipunoscenue c wawa

IIpennucanara AHEBHA 103a Aucreprupama(u) ce TadaeTka(u) TpsOBa Ja ce MOCTaBH B MajIKa dalia,
CBHABpIKAIIA MaKo KonmmdecTBo (MakcumyM 100 ml) muteiiHa Bosa cbe cTaifHa TemMmepaTypa, 3a Ja ce
o0Opa3yBa 0si71a MbTHA TEYHOCT. TeuHOCTTa MOXe J1a ce€ pa30bpKa BHUMATEITHO C IHKHUIA B
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npoabpkenne Ha 1 mo 2 MmunyTH. JlaiiTe TekapcTBOTO HA MAIlMeHTa BeaHara. B gamrara TpsOBa ma ce
JI06aBH OIIe MAJIKO BOJIa | JIa € pa30bpKa ChC ChINaTa JILKUIIA, 3a J1a ¢ CYCTIICHAUPa OTHOBO
OCTaHAJIOTO JeKapcTBO. L[s10TO ChaBpkaHUE Ha YamaTa TpsiOBa Ja ce Iajie Ha MAaIMeHTa, 3a J1a €
CUTYPHO, Y€ IISLTOTO JIEKAPCTBO € MPHUETO.

4.3 IIporuBomokazaHus

o CBpBXUYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO, COSI MJIM KbM HSKOE OT TIOMOIIHUTE
BeIeCTBa, N30pPOCHU B TOUKa 6.1.

. BpemennocT (Bk. Touka 4.6).

° JKenu ¢ neTeposieH MOTEHITHA, KOUTO HEe M3MOJI3BAT HAIeK THA KOHTpAIIEIus (BXK. TOUKHU 4.4
u 4.6).
Kbpmere (Bx. Touka 4.6).

. [TanieHTH ¢ TEXXKa CTETICH HAa YEPHOAPOOHO yBpekKIaHe (Che Wiu 0e3 mupo3a) (BK. Touka 4.2).

W3x0onHM CTOMHOCTH Ha YepHOIPOOHNTE aMHUHOTpaHchepasn (acmapTar aMHHOTpaHChepa3a
(ACAT) n/unu ananna amuHOTpaHcdepasa (AJIAT) > 3 x ULN) (Bx. Touku 4.2 u 4.4).

4.4 CoenuajaHy npeaynpeskAeHUs! U NMPeANa3sHi MepKH NPH ynorpeda

CBHOTHOIICHUETO T10J13a/PUCK Ha MAIUTEHTAH HE € YCTAHOBEHO MPH MalMEHTH ¢ (YHKIIMOHAJICH
craryc kiac I mo C30 Ha GenopoOHa apTepHaiHa XUIEePTOHHS.

YepuoapodHa hyHKIINS

[oBumenute croliHOCTH Ha YepHOApoOHHUTE Tpancamunazu (ACAT, AJIAT) ca Ounu cBbp3BaHn

¢ BAX u ¢ antaronuctu Ha engorenuHoBuTe peuentopu (ERA). Opsumit He TpsiOBa na ce 3amoysa
IPY MAIMCHTH € TeKKa CTENEH Ha YepHOAPOOHO YBPEKIaHe WM TOBUIICHH aMUHOTPaHC(epa3n
(>3 x ULN) (Bx. Touku 4.2 1 4.3) u He ce nMpenopbyBa Py NALUEHTU C YMEPEHO TEXKa CTETICH Ha
yepHOAPoOHO yBpexkaane. [Ipeau 3anouBane Ha Opsumit TpsiOBa Aa ce HAPABAT U3CIIECABAHUS Ha
YEPHOAPOOHUTE EH3NMHU.

[TanuenTure TpsOBa 1a ce MPOCIEASIBAT 3a MPU3HANN Ha YEPHOAPOOHO YBPEKIaHE U ©
npenopbranTenHO exxeMecedHo mpocnenssane Ha AJIAT u ACAT. Ako Bb3HUKHAT TIPOIBDKATETHH,
HEOOSICHUMHY, KIIMHUYHO 3HAYMMH ITOBUINIEHUS HA aMUHOTpaHchepa3uTe, WK ako MOBUIIICHIITA ca
MIPHUJIPYKESHH C TIOBUIIICHHE Ha OmmpyOuHa > 2 X ULN, Wi OT KIMHUYHE CUMIITOMH Ha
YEpHOAPOOHO yBpeXAaHe (HaIp. KbITeHHIa), TedeHueTo ¢ Opsumit TpsiOBa aa ce mpeKpary.

[TonHoBsBaHE Ha JeueHueTo ¢ Opsumit MoKe Ja ce OOMHCIIH CJie] BPhIIaHeTO Ha HUBaTa Ha
YEPHOAPOOHH €H3MMH J0 HOPMAITHUS IUATa30H MPH MAIUEHTH, KOUTO HE Ca UMATH KIIMHUYHH

CHUMIITOMH Ha YepHOAPOOHO yBpexnaHe. [IpenopbunTenHo e nodydyaBaHe Ha MHEHHE Ha XeaToJIor.

Konrenrparus Ha xeMoriaooug

HamansBane Ha KOHIIGHTpaMUTE HA XeMOTJIOONH € OMIIO CBBP3BAHO C CHAOTEINHOBH PELETITOPHU
antaronucty (ERA), Bkrountenno ¢ MauuTeHTaH (Bx. Touka 4.8). B mnanebo-koHTpoarpaHu
NPOYYBaHHUS CBBP3aHUTE C MALUTEHTAH MOHM)KEHHSI Ha KOHICHTpALMsITa Ha XeMOorJIoOnHa He ca
MIPOrpeCcUpaIy, CTaOMIM3UPAHH Cca CIIe IbPBUTE 4-12 ceAMMIIM JICYCHHE U Ca OCTaHAIM CTAOUIHH I10
BpeMe Ha XpOHHYHO JedeHue. [Ipu nedenne ¢ marurenTad u qpyru ERA ca cro0maBanu ciryyan Ha
aHeMusl, Hanaramy TpaHcdys3usl Ha KpbBHH KJIETKH. 3anoyBane Ha Opsumit He ce MpenopbyuBa NpH
MAIMEHTH C TeXKa aHeMus1. [IpernopbhbunTeIHO € KOHIIEHTPAIMUTE Ha XeMOTJIO0HH J1a ce U3MepBaT
MIPeIv 3aTI0YBaHE Ha JICUCHHE U U3CIIEIBAHUATA J]a CE TIOBTAPST 110 BpEMeE Ha JICYUEHUETO CTIIOPeT
KJIMHAYHATa HE00XOIUMOCT.

BenonpobHa BEHOOKITY3UBHA 0oiecT

NwMa cpoO1eHus 3a cirydau Ha 0e10Ipo0CH OTOK MPH U3IOJI3BAHE HA Ba30IMIATATOPH (TJIABHO
MIPOCTANUKJIMHN) TIPH MTAIIMEHTH ¢ 0e10apoOHa BEHOOKTy3uBHA O0secT. ClieIoBaTeIIHO, aKO MPH
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TpHIIaraHe Ha MaITUTeHTaH MpH manueHTn ¢ BAX BB3HUKHAT CHMIITOMH Ha 6eoipo0eH OTOK, TpsiOBa
Jla ce TIPEIICHA BEpOSTHOCTTA 3a HAJTMIHE Ha OeIoApOoOHa BEHOOKITy3UBHA OOJIECT.

yHOTDC6a OpH KCHHU C ACTCPOACH MOTCHIIM AT

Jlegenne ¢ Opsumit ipu KEHU C IeTEPOJICH TOTCHIINAJ TPsIOBa Jla Ce 3aIro4uBa IMPH MOTBBPICHA JIUTICA
Ha OPEMEHHOCT, JaJIcHU YKa3aHUs 32 KOHTPAICTIIIHS U U3I0JI3BaHEe Ha HAJICK/THA KOHTPALICIIIUS

(Bx. Touku 4.3 u 4.6). JKenute He TpsAOBa qa 3a0peMeHIBAT 1 Mecell ciien MpeKpaTsBaHe IpreMa Ha
Opsumit. [IpenopsYnUTETHO € e:KEeMECESUHOTO U3BBPIIIBAHE HA TECTOBE 32 OPEMEHHOCT TI0 BpeMe Ha
nedenue ¢ Opsumit, 3a 1a € Bb3MOXHO PAHHOTO OTKPHUBAHE HA OPEMEHHOCT.

CeoprerBala yinorpebda cose criign naaykropu Ha CYP3A4

B npucscrBue Ha cuinan nHAYKTopu Ha CYP3 A4 MOXe aa ce mony4yu MoHWKeHa epUKaCHOCT Ha
ManuTeHTan. KomOuHamsITa Ha MallUTeHTaH ChC CHITHN MHAYKTOpH HAa CYP3 A4 (Hamp.
pHUGaMIIUIIMH, )XBJIT KAHTAPUOH, KapOaMa3enuH U PeHUTOMH) TpsIOBa 1a ce u30srea (BXK. Touka 4.5).

CrerpreTBamnia ynorpeda cee cunuan naxuonropu Ha CYP3A4

Heo6xonnumo e moBuiieHo BHUMaHUE, KOTaTO MallUTEHTaH Ce MpHJiara ChbI’bTCTBALIO ChC CHIHU
unxubutopu Ha CYP3A4 (Hanp. utpakoHa3ol1, KETOKOHA30J1, BOPUKOHA301, KIAPUTPOMHUIIUH,
TEJUTPOMUIIH, He(ha3070H, PUTOHABUD U CaKBUHABUD) (BXK. TOUKa 4.5).

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

Heo6xoanmo e noBUIIEHO BHUMAHUE MIPU CHITBTCTBAIIO MPHIOKECHNE HA MAIIUTCHTAH C YMEPEHN
nBoiinn naxuburopu Ha CYP3A4 u CYP2C9 (nanp. ¢rykoHa307 1 aMHOIAPOH) (BXK. Touka 4.5).

Heo6xoanmo e NoBHIIIEHO BHUMAHUE U NIPU ChITBTCTBAIIO MPHIOKEHHE HAa MAIIUTCHTAaH KaKTo C
ymeper uaxubutop Ha CYP3A4 (nanp. unnpodaokcait, UKIOCIIOPHH, IUITHA3EM, EPUTPOMULIH,

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

buOpeuno yBpexaaHe

[Ipu nauuenTuTe ¢ 6EOPEUHO YBPEKAAHE MOXKE J1a UMA I10-BUCOK PUCK OT XMIIOTOHUS U aHEMUS 110
BpeMe Ha jiedeHue ¢ MauuTeHTaH. I1o Tasu nmpuduHa TpsOBa fa ce uMa MpeaBUl HyXKJaTa OT
npociensBaHe Ha KpbBHOTO HaJsIraHe U XxeMoriaoouna. Hsma knmuauyen onut ¢ ynorpeda Ha
ManuTeHTaH npu nanueHT ¢ BAX c texko 650peuHo yBpexxaane. B tazu momynanus Toi TpsiOBa na
ce mpuJiara ¢ TIOBHIIEHO BHUMaHue. Hsama onut ¢ ynotpeba Ha MaIMTEHTaH NP MAIMEeHTH Ha
JIuanmn3a, o Tasu npuarHa Opsumit He ce IpenopbyBa 3a Ta3u Nomyianus (Bx. Touku 4.2 u 5.2).

TIoMOIITHH BellecTBa C N3BECTHO JIEUCTBUE

Opsumit gucnieprupaniu ce TabJIeTKH ChAbPKAT H30MaNT. [lalieHTH ¢ pSAAKY HACICICTBEHU
po0JIeMHU Ha HETIOHOCUMOCT KbM (PpyKTO3a HE TpssOBa /1a IpreMaT TOBa JIEKapCTBO.

I[I)VFI/I ITOMOIIIHHM BECIICCTBA

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

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU MPOAYKTH U APYrd (popMH HA B3anMoelicTBUE

In vitro mpoyuBaHus

Iuroxpom P450 CYP3A4 ¢ OCHOBHUSAT €H3UM, y9acTBaIll B METa0OIN3Ma Ha MAalIUTCHTAH U
00pa3yBaHETO Ha aKTUBHUS My METa0OJUT alpOLUTEHTaH, C HS3HAYUTEIICH MPUHOC Ha SH3UMUTE
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CYP2C8, CYP2C9 u CYP2C19 (Bx. Touka 5.2). ManTeHTaH 1 aKTUBHUAT My METa0OJIUT HAMAT
KIIMHAYHO 3HAYMMH WHXUOWTOPHH WM HHAYKTOPHU €PEKTH BHPXY CH3UMHUTE Ha ITUTOXpoM P450.

ManureHTaH 1 akTUBHUAT My METa0OJIHUT HE ca MHXUOUTOPH HA YepHOIPOOHUTE MK OBOpeyHHTE
TPaHCHOPTEPU B KIIMHUYHO 3HAYMMU KOHLIEHTPAIIUHU, BKJIFOYUTEIIHO HA TPAHCIIOPTHUTE ITOJIMIENITUAN
Ha opraanyante annoHu (OATP1B1 u OATP1B3). ManuteHTaH 1 akTUBHHST My METa0OUT HE ca
cyocrpatu Ha OATP1B1 u OATP1B3, a HaBnu3aT B 4epHHs ApOO upe3 nacuBHa TUQY3usl.

MaluTeHTaH U aKTUBHUAT My METaOO0JIUT HE ca MHXUOUTOPHY Ha YSPHOAPOOHHUTE WK ObOPEUHHUTE
e(IyKC MOMITH B KITMHHYHO 3HAYMMH KOHIICHTPAINH, BKIFOYUTEITHO Ha MPOTEUHA, CBhP3aH

¢ MyaTIieKkapcTBeHa pesucteHTHOCT (P-gp, MDR-1) u TpancnioprepuTte 3a eKcTpy3us Ha MHOXKECTBO
nekapctBa U Tokcunu (MATE] u MATE2-K). MauurtenTan He € cyoctpar 3a P-gp/MDR-1.

B KTMHUYHO 3HAYMMHK KOHLEHTPALUU MAalUTEHTaH U aKTUBHUST My METa0OJIUT HE B3aUMOJICHCTBAT
C TMIPOTEWHH, YYaCTBAIH B TPAHCIIOPTUPAHETO HA YePHOAPOOHHTE KITHYHHU COJIH, T.€. EKCIIOPTHATA

mommna 3a xJreuau cou (BSEP) u marpuii-zaBucumust Taypoxoinat kotpancmoptep (NTCP).

In vivo mpoy4BaHus

Cunnu unoyxmopu na CYP3A44

CoopreTBanioTo JeueHue ¢ pudpamnuuua 600 mg Ha neH, mouieH HHAYKTop Ha CYP3 A4, namansBa
cbC 79% eKCIo3ULUATa Ha MAlIUTEHTaH B CTAllMOHAPHO ChCTOSIHUE, HO HE IOBJIMABA EKCIIO3ULIUATA Ha
aKTUBHHA MeTabonut. TpsOBa na ce nMa npenBuA HaMassiBaHe Ha e(pUKACHOCTTA HA MALIUTCHTAH B
NPUCHCTBUETO HA MolleH HHAYKTop Ha CYP3 A4 xato pudamnuuus. Tpsadsa na ce uzdsraa
KOMOMHHUPAHETO Ha MAIUTEHTaH ChC CHIIHU MHAYKTOpH Ha CYP3A4 (Bk. Touka 4.4).

Kemoxkonazon

B npucsctBue Ha kerokonazon 400 mg BeAHBXK AHEBHO, cuiieH nHxuOuTop Ha CYP3A4,
EKCIIO3HITUATA Ha MAIIUTEHTAH C€ YBEIHYaBa MPUOTU3UTENHO 2 mbTH. OUaKBaHOTO TIOBUIIICHHE €
NpUOTU3UTETHO 3 IBTH B IPUCHCTBUE Ha KeToKoHa301 200 mg 1Ba IbTH JHEBHO NPHU M3MOI3BaHE HA
¢uznonornyno 6azupano papmakokuneTnyHo (PBPK) monenupane. TpsabBa na ce uma npeasBun
HECUI'YPHOCTTa Ha TakoBa MojiesiupaHe. Excrio3unusaTa Ha akTHBHUS METa0OIUT Ha MalIUTEHTaH €
HamaleHa ¢ 26%. HeoOxoauMo € MOBHUIIICHO BHUMAHHUE, KOraTO MAIUTEHTaH Ce H3I10JI3Ba
CBHITBTCTBAIIO Che cuiTHU nHXuOuTOpy Ha CYP3A4 (BX. Touka 4.4).

DnyKoHazon

[Ipu Hanuuue Ha Quykonazon 400 mg nHeBHO, ymMepeH ABoeH naxuourop Ha CYP3A4 u CYP2C9,
EKCITO3UIUATA Ha MAIIUTEHTaH MOJXKE J1a C€ TIOBUIIY NMpHOIM3uTeNHO 3,8 MhTH B3 ocHOBa Ha PBPK
Mmoneupane. He ce HaOmoqaBa obaue KIMHUYHO 3HAYMMa [TPOMSHA Ha EKCITO3UIMSITA HAa aKTUBHHUSI
MeTaOoNHT Ha ManuTeHTaH. TpsaOBa a ce nMa MpeIBH]l HECUTYPHOCTTA Ha TAKOBAa MOJICITUPAHE.
Heob6xomumo e MOBUIIEHO BHUMAaHUE TIPU CHITBTCTBAIIO MPHIIOKEHUE HA MAIIUTEHTaH C YMEPSHH
neoitan naxuouTopu Ha CYP3A4 u CYP2C9 (Hamnp. diaykoHa3011 1 aMHOAapoH) (BK. Touka 4.4).

Heo6xonumo e moBuiiieHo BHUMaHUE U TIPU ChITBTCTBALIO NPUIIOKEHUE Ha MAIUTEHTaH KaKTO C
ymepeH uaxuoutop Ha CYP3A4 (Hanp. nunpodIioKcaiyH, IUKIOCIOPHH, JHITHA3EM, CPUTPOMHUILIMH,
BeparaMmui), Taka u ¢ ymepeH naxubutop Ha CYP2C9 (manp. muxoHazoun, nuneput) (Bx. Touka 4.4).

Bapgapun

MarnureHTaH, KOraTo ce Mpuiiara MHOTOKpPaTHO B /1032 oT 10 mg BeHBX JTHEBHO, HE € MoKa3all e(eKT
BBPXY eKkcro3unuara Ha S-sapdapus (cyoctpat Ha CYP2C9) unu R-Bapdapun (cydctpaT Ha
CYP3A4) cinex eaunuuHa 1o03a ot 25 mg Baphapus. PapMakoJMHAMUYHUAT €EeKT Ha BappapuH
BBPXY MEXAYHapOAHO HOpManu3upaHo ckoTHomeHue (INR) He ce moBnusiBa OT MallUTEHTaH.
®dapMaKOKHHETHKATa HA MAITUTEHTaH U aKTUBHUS My METa0OJIUT HE Ce MOBIUABAT OT BapdapuH.

Cunoenagun

B craimoHapHO ChCTOSIHHE SKCIIO3UIMATA Ha cuiiaeHadmn 20 mg Tpu IbTH HA JCH Ce TIOBUIIIaBa
¢ 15% npu chIBTCTBAIO MPHUIIOKEHUE Ha MaruTeHTad 10 mg Beaubx nHeBHO. CriieHadun,
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cyoctpat Ha CYP3 A4, He moBnmsiBa hapMaKOKHHETHKATA HA MAIIUTCHTAaH, JJOKATO B €KCIIO3UIIUSTA Ha
aKTHUBHUS MeTa0OMUT Ha ManuTeHTad nMa 15% nonmxenne. Te3u mpoMeHu He ce CUUTaT 3a
KIIMHUYHO 3HaUYuMHU. B 1miamne0o-KoHTpoIMpaHo mpoydBaHe pu Bh3pacTHH naruenTy ¢ BAX ca
JIEMOHCTpHUpaHu e(hUKaCHOCTTA M 0€30IaCHOCTTA Ha MAallUTCHTaH B KOMOWHAIUS ChC CHIIICHA(HII.

Luxnocnopun A

CoopreTBamio JieueHue ¢ nukiaocnopud A 100 mg 1Ba mbTH JHEBHO, KOMOMHHPAaH HHXHOUTOD
Ha CYP3A4 u OATP, HE mpoMeHSsT €KCITO3UIINATA B CTAIIMOHAPHO ChCTOSIHAC HA MAITUTCHTAH U
aKTHBHUS My METa0OJIUT B KIIMHUYHO 3HAYMMa CTETICH.

Xopmonannu konmpayenmusu
Marnurenran 10 mg BeJHEXK THEBHO HE BIIUsIE BHPXY (apMaKOKHHETHKATA Ha TIEpOpajicH
KOHTpauenTuB (HOpeTHCTEpoH | mg u eTHHMIECTpaanon 35 ug).

Jlexapcmeenu npooykmu, cyocmpamu Ha npomeuHa Ha pe3ucmeHmHoOCH Ha paka Ha 2bpoama
(BCRP)

Manurenran 10 mg BegHBXK THEBHO HE MOBNMABA (apMaKOKWHETHKaTa Ha cyoctpatute Ha BCRP
(puonmryar 1 mg; posyBactatux 10 mg).

[lenunarpuyna nomnyJanus

[Ipoy4uBanus 3a B3aNMOAEHUCTBUATA Ca TIPOBEXKIAHN CaMO TP Bb3PACTHH.

4.6 DeprTUauTeT, OPEMEHHOCT U KbpPMeHe

ynome6a ITpU JKCHU C ACTEPOACH HOTCHQH&H/KOHT[}&QCHQI/IH IIpU MBIKE U JKCHU

Jledenue ¢ Opsumit TpsOBa 1a ObJIe 3aMI0YBAHO MPH JKEHU C JIETSPOJICH MMOTSHIIMAT CaMO MPU
MOTBBP/ICHA JINTICA Ha OPEMEHHOCT, aICHN yKa3aHHs 3a KOHTPALEIIIHs U N3II0JI3BaHE Ha HaJIeKTHA
KoHTpanenius (Bx. Touku 4.3 u 4.4). JKenute He TpsOBa na 3a0peMeHsBaT 1 Meceln cien
npekparsBaHe npuema Ha Opsumit. [IpenmopbunTEeTHO € €)KEMECEUHOTO H3BBPIIIBAHE HA TECTOBE 3a
OpeMeHHOCT 10 BpeMe Ha jedenue ¢ Opsumit, 3a Jia € Bb3MOXKHO PAHHOTO OTKpUBAaHE Ha OPEMEHHOCT.

bpemennoct

JluricBaT JaHHU OT yHoTpedaTa Ha MAallMTEHTaH py OpeMeHHH keHu. [IpoyuBaHusATa IPU )KUBOTHU
MOKa3BaT PEMPOAYKTHBHA TOKCHYHOCT (BK. To4Ka 5.3). [loTeHIIMaTHUAT PHCK MPU X0pa BCE OIIe HE
e u3BecTed. Opsumit € MPOTHUBOIMOKA3aH MO BpeMe Ha OPEMEHHOCT M ITPH KEHH C JICTEPOICH
MMOTCHITMAII, KOUTO HE M3TOI3BAT HAISKIHA KOHTparenus (BX. Touka 4.3).

Kopmene

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

U METa0OJIUTUTE My C€ CKCKPETUPAT B MIISIKOTO 110 BpeMe Ha JakTarus (Bx. Todka 5.3). He moxe na
ce M3KIIIOYH PHCK 32 KbpMaueTara. Opsumit € MPOTHBOIIOKA3aH B MEPHO/Ia HA KbPMEHE

(Bx. TOouka 4.3).

(DCDTI/IJ'II/ITGT OpHu MBIKETE

HaGmronaBano e pa3ButHe Ha aTpouis Ha KaHATYeTaTa Ha TECTHCUTE MPU MBXKKU )KHBOTHHU CIIE]T
TpeTHpaHe ¢ MaluTeHTaH (Bxk. Touka 5.3). HabmonaBano e HaMmansBaHe Ha Opost HA CIIEPMATO30UIUTE
npu nmanueHTH, npuemarmu ERA. Kakro npyrure ERA, maruTeHTan MoXe 1a UMa HEOIaronpusTeH
e(eKT BbpXy CliepMaToreHe3aTa Mpu MbxKe.

4.7 EdexTn BbpXy crioco0HOCTTA 32 oupaHe u padora ¢ MAIIUHA

ManuTeHTaH IOBINUSIBA B MaJIKa CTEIICH CIIOCOOHOCTTA 32 KOJIOC3CHE, H.IO(bI/IpaHC n pa60Ta C
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MamuHU. He ca nmpoBeknany mpoydyBaHus 3a eeKTUTE BbPXY CITOCOOHOCTTA 3a modupaHe u padoTa ¢
MaIuHu. BB3MokHO ¢ 00ade 1a HaCTBIAT HEKEIIaHU PEAKITUH (KaTo T1aBO0O0JINE, XUTIOTOHHS ), KOUTO
MOJKE J1a TIOBJIUSAT Ha CIIOCOOHOCTTA Ha MallMeHTa Jia Kapa KoJieyo, modupa wiv 1a paboTH ¢ MalTUHH
(BXk. Touka 4.8).

4.8 HexenaHu JeKapCTBEHH PeaKINU

O0600mmenue Ha npoduiia Ha 6E€30HaCHOCT

Haii-gecto choOmaBannTe Hexenanu peaknuu B mpoyuBaneto SERAPHIN ca nHazodapunrut (14%),
rmaBo6onme (13,6%) u anemust (13,2%, Bx. Touka 4.4).

CruchbK Ha HEXKCIIAHUTE PCaAKIIi B TaOIMYHA d)OI)Ma

be3zomnacHocTTa HAa MalUTEHTaH € OIEHSBaHA B JIBJITOCPOYHO TUIAIC00-KOHTPOJIIMPAHO POYYBAHE HA
742 BB3paCTHH U MALMEHTH B I0OHOLIECKA BB3PacT cbe cuMiToMaTnyHa BAX (mpoyuBane
SERAPHIN). CpexnaTa npoabDKUTEIIHOCT Ha JieueHuneTo € omna 103,9 cenmunum B rpymiarta ¢ IpueM
Ha MaruTeHTad 10 mg, u 85,3 ceaMuIM B rpymara ¢ mpueM Ha miane6o. Hexxenmanure peakiumy,
CBBbP3aHH C MALIMTCHTaH, IOJIy4YEeHH OT TOBa KIMHUYHO NPOYYBaHE, ca MPEACTaBEHH B TaOIUYCH BUJ
no-znoiny. Hexxenanure peakuy oT MOCTMapKETUHTOBHS OIUT CHILO Ca BKIIIOYCHH.

YecroTute ce neuHUPAT 10 CICIHUSI HAYMH: MHOTO YecTd (> 1/10); yectu (> 1/100 mo < 1/10);
HeuecTH (= 1/1 000 go < 1/100); peaku (= 1/10 000 xo < 1/1 000); mHOTO peaxu (< 1/10 000); c
HEM3BECTHA YecToTa (OT HATMYHUTE JJaHHU HE MOXKe J1a ObJie HallpaBeHa OICHKa).

CucreMo-opraseH kJjac YecroTa Hesxenana peakuus
WNudexnym u nadpectaum MHoro yectn Hazodapunrur
MHoro yectn Bponxut
Yectu DapuHrUT
Yectu T'pun
Yectn Wndexnust Ha MMKOYHUTE TBTHILA

Hapymenus Ha kpbBTa 1

MHoro uectu

AHCMI/IH, IIOHM>KaBaHC Ha

nuMdHaTa cuctemMa XeMOTrIoOnHa’
Yectu Jleskonenus®
Yectn TpombGouuronenus’
Hapymenus Ha umyHHaTta Hedectn Peakiuu Ha CBPBbX4yBCTBUTEITHOCT

CUCTEMA (Hamp., aHTHOEIEMa, TIPYPUTYC, 00pHB)!
Hapymenust Ha HepBHaTa MHoro yectu I'maBoOonue
CUCTEMA
Cb0BU HapyIICHUS UecTtu XuIoTOHMS?, 3auepBABaHE
Pecniupatopuu, rppaHy U UecTtu Hazanna konrectus!
MEIMACTUHATHU HAPYIICHUS
XemnaToOmiMapHu HAPYIICHUS UecTtu [NoBumasane Ha amuHoTpancdepasute’
Hapyuienus Ha UecTtu 3acuiIeHO MaTOYHO KbpBeHE®

BB3NPOU3BOAUTEIIHATA
CUCTEMA U I'bpJaTa
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OO0y HapymeHus U eheKTH MHoro yectu OTOK, 3a1bpKaHe Ha TEYHOCTH
Ha MSCTOTO Ha MPUIIOKCHHE

1
8

JlarHNTE ca morydeHu oT cOOpHH TIarie00-KOHTPOIMPaHH IIPOYIBAHHUS.

Brmrousa [T crmHO MEHCTpyalTHO KbpBEHE, a0HOPMHO MAaTOYHO KbPBEHE, MHTEPMEHCTPYalTHO KbPBEHE,
MaTOYeH/BarMHAJICH KPhBOM3IINB, IOJIMMEHOPES U HEPEeIOBHA MEHCTpyarms. YecToTata ce OCHOBaBa Ha
eKCIO3HUIUATA MIPH )KSHUTE.

Onucanue Ha I/I36DaHI/I HCXCIaHH JICKAPCTBCHHU PCAKITNNA

2 XunoroHusTa ce cBbp3Ba ¢ ynorpedara Ha ERA, Bkmountenno manurenTan. B SERAPHIN,
IBITOCPOYHO TBOMHOCIISINO MPOyYBaHe NpH manueHTd ¢ BAX, 3a XUoToHus € cboOIIEHO CHOTBETHO
npu 7,0% u 4,4% oT nanueHTHTe B rpynute Ha MauuTeHTad 10 mg u miuane6o. ToBa CbOTBETCTBA Ha
3,5 ce0utrs / 100 namueHT-roAuHn Ha ManuTeHTan 10 mg, B cpaBHEHHE C

2,7 ceoutus / 100 manpeHT-roguHy Ha 1miare0o.

3 OTOK/3abprKaHe HAa TEYHOCTH ca OMIIM CBBP3BaHM ¢ yrnoTpebata Ha ERA, BKIIOUMTETHO
Manurentad. B SERAPHIN, mearocpodso aBoitHOCIATIO MpoyYBaHe pH namueHTn ¢ BAX gecrotaTta
Ha HEOJIAroNPUATHUTE CHOUTHSI C OTOK B TPYINHUTE HA JeueHHUe ¢ MaruTeHTal 10 mg u mianebo ca
ounu crotBeTHO 21,9% 1 20,5%. B nBoiiHO-CNIsMO poyUYBaHe MPH Bb3PACTHU MALUCHTH C
uaronaTHyHa 0enoapoOHa Gpudpo3a, yecToTaTa Ha HEXKEJIaHU ChOUTHS ¢ TIepu(EepPEeH OTOK B IPYIUTE
Ha JIeYeHUe ¢ MalUTEHTaH | I1a1e0o e Omwia croTBeTHO 11,8% 1 6,8%. B aBe nBOMHO-ClIenn
KIIMHUYHU TIPOYYBaHUsI IPH BE3PACTHH MAIUSHTH C SI3BU 110 PBCTUTE, CBBP3aHU ChC CUCTEMHA
CKJIEPO03a, YeCTOTaTa Ha HEXKEIaHUTEe ChOUTHS ¢ Tiepud)epeH 0TOK ¢ Ouia B AuanazoHa ot 13,4% 1o
16,1% B rpynute Ha ManurerTan 10 mg u ot 6,2% 10 4,5% B rpynuTe Ha mianebo.

Jlabopamopnu omknoneHus

4 YepuonpoOHu amuHoTpancdepasu

UYecroraTa Ha noBuiiaBane Ha amuHoTpaHcdepasute (AJIAT/ACAT) > 3 x ULN e 3,4% npu
manureHTal 10 mg u 4,5% npu mnane6o B SERAPHIN, aBoiiHo-cismo npoyyBaHe npu Bb3pacTHU
nauuentu ¢ BAX. [ToBummenus > 5 x ULN ca Bb3HUKHAIM 1pU 2,5% OT MAlIMEHTUTE HA MAIIUTEHTaH
10 mg, cipsimo 2% OT MalpeHTHTe Ha Tianebo.

5 XeMornobun

B SERAPHIN, gBoitHO-Ci1sTI0 TpOyYBaHe IIPH Bb3pacTHU NanueHTy ¢ bAX manurentan 10 mg e
CBBP3BaH ChC CPEIHO TOHIDKABAHE HA XeMOrIo0uHa crpsamo arebo ¢ 1 g/dl. Tlonmwkenue Ha
KOHIICHTpAIIMITa HA XeMOIIOOMHA OT U3X0HO HUBO 10 1of 10 g/dl e chobmeno npu 8,7% ot

NaIMeHTHTE Ha JieueHue ¢ MarutenTan 10 mg u npu 3,4% oT Te3u Ha rianeoo.

¢ Benu KPHBHU KIIETKH

B SERAPHIN, aBoitHO-C1s1T10 TIpOyYBaHe TIPH Bb3pacTHU nanueHTy ¢ bAX, mamurentan 10 mg e
CBBP3BaH C MOHWKEHUE HA CPEHMS OPO Ha JIEBKOLMTUTE OT U3X0AHO HUBO ¢ 0,7 x 10%/1, cipsimo
JIMIICA HA POMSHA MPH MAlMEHTHUTE C IPUEM Ha I1anedo.

7 TpomboruTu

B SERAPHIN, aBoitHO-C1s1TI0 TIpOYyYBaHe IIPH Bb3pacTHU nanueHTy ¢ bAX, mamurentan 10 mg e
CBBP3BaH C MOHWKEHHUE HA CpeiHus Opoit Ha TpomGoimTUTe che 17 x 10%/1, cripsiMo cpenHo

noumkenue ¢ 11 x 10%/1 npu naunenTure ¢ npreM Ha mianeso.

JIparocpoyHa 6e301acHOCT

Ot 742 manueHTH, y9acTBajid B OCHOBHOTO nBoHHOCIIIO TipoyuBaHe SERAPHIN, 550 nmaruenTn ca
BKJTFOUCHH B IBITOCPOYIHO OTKpHUTO Tpoabipkenue (OI1) ma nmpoyusaneto. (Koxoprara B OIl BKiTIouBa
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182 maruenTH, MpoabbKaBamy Ha ManuTeHTad 10 mg, u 368 manueHTH, KOUTO MoJTydaBaT Iiamne0o
WM MAITUTCHTaH 3 Mg ¥ MPEeMHUHABAT KbM MarmuTeHTad 10 mg.)

JbarocpoynoTo npocieasBane Ha Te3u 550 manueHT ¢ MeMaHa Ha eKCIo3uuusiTa 3,3 TOAuHI U
MakcuMaitHa ekcrio3urus 10,9 roguau mokassa mpog T Ha 6€301acHOCT, KOHTO ChOTBETCTBA Ha
OIKMCAaHUs TI0-TOpPe 0 BpeMe Ha jaBoiHocsnara ¢paza Ha SERAPHIN.

IlenmuaTpudna monynaius (Ha Bb3pacT > 2 TOAWHU JI0 01 18 ToauHm)

Bbesonacnoctra Ha ManuTeHTa e onieneHa B TOMORROW, npoyuBane ¢a3za 3 npu neauaTpuiHu
naruerT ¢ BAX. O0mio 72 namueHTH Ha Bb3pacT OT > 2 TOAMHU JI0 1o 18 roaunam ca
pargoMm3upany u moygaBat Opsumit. CpegHaTa Bb3pacT Mpu BKItouBaneTo ¢ 10,5 roguau
(mnanazon 2,1 ronunu -17,9 rogunmn). MeauanaTta Ha NPOABIDKUTEIHOCTTA Ha JICUCHUETO B
paHIOMHU3HPaHOTO MpoyuBaHe € 168,4 cenmuim (nnanaszon 12,9 cenmunu - 312,4 cenMunu) B paMoTo
Ha Opsumit.

Karo 110, mpodmrbT Ha 6€30MMacHOCT MPH Ta3u MeIuaTPUYHA MOITYJIAIUs € B ChOTBETCTBUE C TO3H,
HaOJIr0/1aBaH MpH Bb3pacTHaTA rorynanyst. OCBeH HeXellaHUTE peaKiluy, MPEJICTaBEHN B Ta0IHIaTa
M0-TOpe, ce ChOOIABAT U CICIHUTE TICTUATPHYHH HEXKEIIAaHH PEaKIUU: WHPEKIHS Ha TOPHUTE
muxarenau netumia (31,9%), punut (8,3%) u ractpoenteput (11,1%).

IlennaTpudna momysaus (Ha Bb3pacT > 1 Mecell 10 o 2 TOIUHHN)

Omre 11 nmarpieHTH Ha BB3pacT OT >1 Mecell 10 1o/ 2 TOWHU ca BKIIFOUSHHU 3a MorydaBane Ha Opsumit
0e3 pangoMu3arys, 9 marueHTH OT OTKPUTOTO pamo Ha mpoyduBaneTo TOMORROW u 2-ma
MAIEHTH ATOHIH OT poyuBaneTo PAH3001. IIpu BKIIFOUBaHETO BH3PACTOBUSAT IUAIMTa30H HA
nanuentute ot npoyuBaneto TOMORROW e ot 1,2 rogunu no 1,9 ronunu, a MmeauaHaTa Ha
NPOIBIDKUTEIHOCTTA Ha JedyenneTo e 37,1 cenmunu (nuanason 7,0 - 72,9 cenmuim). [pu
BKJTFOYBAHETO B IMPOYIBAHETO Bh3pacTTa Ha ABamata manmuentn oT PAH3001 e 21 mecena u

22 mecerna.

Karo 1510, mpoduirbT Ha 6€30MaCHOCT MPH Ta3u HeAUaTpUYHA MMOMYyJIalKs ChOTBETCTBA HA TO3H,
HaOJII0MaBaH MpH Bh3pacTHATA TOMYJIAIHS U TeIUaTPIYHATA TOMMyJIaIis Ha Bh3pacT OT >2 TOJUHU 10
not 18 ronuHu, 00aue HATMYHUTE KIIMHUYHU JaHHU 32 0€30MIaCHOCT Ca MHOTO OTPaHHYCHH, 32 Ja ce
HaIpaBy HAACKIHO 3aKITIOUCHUE 32 OE30TIaCHOCTTA IIPH MTeIHATPHIHATA TIOMYJIAIHs 0] 2 TOIUHH.

bezonacHocTra Ha MalUTCHTAaH MpU ACla Ha Bb3pacCT MO/ 2 roavHu HE € YCTaHOBCHA (B)K. TOYKa 42)

CLOGgaBaHC Ha TOA03UpPaHu HEXCIAHU PECaKIIUU

Cpo0ImaBaHeTo Ha MOIO3MPaHN HEKEJIAHU PEaKLUH ClIe]] pa3pelIaBaHe 3a ynoTpeda Ha JIeKapCTBEHHS
HPOIYKT € BaykHO.ToBa 1Mo3BoJIsBA [1a MPOJBIDKH HAOJIIOAEHHETO HAa ChOTHOIICHUETO TI0JI3a/PUCK 32
JIeKapCTBEHUs NPOAYKT. OT MEIULIMHCKUTE CIIEHUAINCTH CE€ U3UCKBA J]a ChOOIIaBaT BCsIKa
[0JI03MpaHa HexKellaHa Peaklysl Ype3 HallHOHAJIHa CHCTeMa 3a ChoOIIaBaHe B

W3mbiHuTEIHA areHuuys 10 JeKapcTBaTa

yi. ,,Jlamsa I'pyes® Ne 8

1303 Cocus

Temn.: +359 2 8903417

yeOcaiT: www.bda.bg
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4.9 Ilpeno3upane

MaruTeHTaH € Mpuiiarad Kato equHuYHa 103a 10 600 mg npu 37paBu Bb3paCTHU YYaCTHUIIH.
HabnronaBanu ca HexxeNaHUTE Peakiuy Ti1aBo0oIve, rajicHe U MoBphIlane. B ciydaii Ha
npezio3upane TpsidBa Jia ce B3eMat CTaHAapTHU TOAIBPIKAIINA MEPKH, CIIOpE]] HEOOXO0IUMOCTTA.

ITopaau BucOKaTa CTENICH Ha CBBP3BAHE C MPOTEHHHUTE HA MAIMTEHTAH, UAIN3aTa Hail-BEpOATHO HE
Ou Ouna eeKTHBHA.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoauHAMUYHU CBOWCTBA

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

MexaHU3bM Ha IEWCTBUE

Enporenun (ET)-1 u nerosute perieniropu (ETa u ETg) Mmeauupar penuiia epextu kato
Ba30KOHCTpUKIUSA, PubOpo3a, nponudepanus, xurneprpodus u Bp3nanenue. [Ipu 3abonsBanus kaTo
BAX nokamnata ET cuctema e ¢ Bb3XOsI1Ia pEryianys U y4acTBa B XUIIEPTPOPHTa Ha ChIOBETE U B
OpPraHHOTO YBPEKIaHE.

MaruTeHTaH € nepopaiHO aKTUBEH MOIICH aHTarOHKUCT Ha CHJOTEIIMHOBUTE PEIICTITOPH, AKTHBCH
kakTo crpsmo ET, pernienrropute, Taka u cpsimo ETg perientopute u nmpudimsutenao 100 metr
no-cenektrBeH 3a ETa, B cpaBHeHue ¢ ETg in vitro. ManuTeHTaH 1TOKa3Ba BUCOK aUHUTET

U IpoakDKUTENHO 3aeMane Ha ET perentopute B yoBemkute 6e10poOHN apTepHaTHH
TJIaIKOMYCKYJTHH KJIETKH. ToBa MpenoTBpaTABa CHIOTCINH-MEANNPaHa aKTHBAIIMS HA CHCTEMUTE Ha
BTOPUYHH MECHH/KBPH, KOSTO BOJIM JI0 BA30KOHCTPHUKITUS U TIpoTHQepaiys Ha TIaJIKOMYCKYITHHTE
KIICTKU.

Kinnnnuna ednkacHocT 1 6€300aCHOCT

Egurxacrnocm npu nayuenmu ¢ 6en00pobra apmepuaniia xunepmonus

MHOroneHTpoBo, ABOHHO-CIIAIO, I1alle00-KOHTPOJINPAHO, TapajieIHO-TPYIOBO, HACOUYBAHO OT
cp0OuTHA, mpoyuBaHe (aza 3 3a uzxoaure ot JeueHuero (AC-055-302/SERAPHIN) e npoBeaeHo cbe
742 nanumeHTH cbec cuMnToMaTudHa bAX, KOMTO ca paHIOMU3HPaHU B TPU I'PYNH Ha JICYEHHUE
(turarie6o [N = 250], 3 mg [N = 250] wiu 10 mg [N = 242] ManuTeHTaH BEAHBK JHEBHO), 32
OLICHSIBaHE Ha JBJITOCPOYHUS €PEKT BbpXY 3a00JIeBa€MOCTTa WM CMBPTHOCTTA.

Ha n3xoaH0 HUBO TO-TOJIsSIMATa 9acT OT BKIIFOUEHUTE marueHTH (64%) ca JeKyBaHU C YCTaHOBEHA
no3a Ha criennuvHa Tepamus 3a BAX, nepopanau gpocdoarectepazau naxudbutopu (61%) w/mnm
WHXaJaTOPHU/TIepopaiHi pocTaHouu (6%).

[IppBUYHATA KpaifHa TOYKa € BPEMETO JI0 ITFPBO Bh3HUKBaHE HA CHOUTHE Ha 3200JI€BAEMOCT HITH
CMBPTHOCT JI0 Kpasi Ha IBOMHO-CIIAINIOTO JICUYCHHE, NePUHUPAHO KATO CMBPT, aTPUAIHA CENTOCTOMHUS,
OenoapoOHa TpaHCIUIAHTALMSA, 3aII0YBaHEe HA MHTPABEHO3HO (1.V.) WK MOAKOXKHO (S.C.) MPUIIOKECHUE
Ha MMPOCTAHOMIH, WK JIpyro BiomaBane Ha BAX. Jlpyro Bnomasane Ha BAX ce nedunnpa kato
HaJIMYME U Ha TPUTE KOMIIOHEHTA MO-J0J1y: TPaiiHO HaMaJIsiBaHE Ha Pa3CTOSIHUETO, U3MUHATO 32

6 munyTH XoneHe (6MWD) c naii-manko 15% OT U3X0AHOTO HUBO; BIIONIIaBaHE HA CUMIITOMHUTE Ha
BAX (BnomaBane Ha @K mo C30 unm ecHOCTpaHHA ChpIeYHA HENOCTATHUHOCT); U HYXK/Ia OT HOBO
nedenue 3a BAX. Beuuky ch0uTHS ca MOTBBPAEHHU OT HE3aBUCHMa KOMHUCHS 32 OLIEHKA, 3aciieNieHa 3a
pas3NpeAeeHneTo 1o rpynu Ha JIeUEeHHUE.

Bceuuku naryieHTH ca mpocieisBaHu 10 kpas Ha npoyusaneTo (end of study, EOS) 3a xwu3HeH craTyc.
EOS e Oun gexnapupaH npy JOCTUTaHe HA TIPEIBAPUTEITHO OIpe/IeieHnst Opoii ChOMTHS 3a
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IEPBUYHATA KpaiiHa Touka. B meproma mexay kpas Ha gedennero (end of treatment, EOT) u EOS
MAIIEHTUTE ca MOTJIH JIa TI0JTy4JaBar ,,0TKpUTo” ManuTeHTad 10 mg Wiu anTepHaTHBHA TEpaIus 3a
BAX. O0mara MeuaHa Ha MPOIBIDKUTEITHOCTTA Ha JBOWHO-CIISIIIOTO JiedueHue ¢ ouna 115 cenmuriu
(mo makcumyM 188 ceaMuIM HA MAITUTEHTAH).

CpenmnaTa Bp3pacT Ha BCHUKH MAMECHTH ¢ Omia 46 TonuHu (BB3pacToB nuamnaszoH 12-85 roaunu,
BirounTenno 20 natuentu nox 18, 706 nanuentu mexay 18 u 74 rogunu u 16 nauveHTy Ha
BB3pacT 75 W MOBeYe TOJMHM), KaTO TIOBEYETO MAIMEeHTH ca OT eBporenanara paca (55%) u ot
xeHcku 1o (77%). Ipubmmzurenno 52%, 46% u 2% ot mauneHTuTe ca cboTBeTHO BB DK 11,
I u IV mo C30.

Haii-uectaTa eTnonorus B momyJamnusTa Ha MPOYyYBaHETO ca UAMONATHYHA Wi HacieacTBeHa BAX
(57%), cnenBanu ot BAX BciiencTBue Ha OonecTd Ha chenuHUTeNHaTa ThKaH (31%), BAX cBbp3ana
C KOPUTHPaHO HEYCIOXHEHO BPOAEHO ChpAeUHO 3a0omsiBane (8%), 1 BAX cBbp3ana ¢ apyra
€THOJIOTHS (JIeKapCTBEHU MPOAyKTH U TokcuHU [3%] u HIV [1%)]).

KDaﬁHH TOYKH 34 U3XO0JH OT JCYHCHUETO

Jleuenneto ¢ MarureHTan 10 mg e noseno 110 45% HamaneHue Ha pucka (koedunmeHTt Ha puck [HR]
0,55; 97,5% AU: 0,39 no 0,76; logrank p < 0,0001) 3a cbcTaBHATA KpaliHa TOYKA
3aboneBaeMocT-cMbpTHOCT A0 EOT, B cpaBHenue ¢ mnanebo [Purypa 1 u Tabnuua 2]. EdextsT o1
JICYEHUETO Ce YCTAHOBSBA PAHO H CE€ TOAAbPKA.

EduxacHoctra Ha MarutenTan 10 mg 3a mbpBUYHATA KpaifHa TOUKa € M0100Ha 32 TOATPYIHTE 10
BB3PACT, MOJI, ETHUYECKU TIPOU3XO0JI, Teorpad)CKu peruoH, €THOJIOTHS, MOHOTEpATHs NI
B KoMOuHaIus ¢ apyra tepamnus 3a BAX u @K no C30 (I/I1 u III/TV).

®@urypal MH3uuciaenns no meroga Ha Kaplan-Meier 3a mbpBoTO chONTHE Ha 3200/1€BAEMOCT-
cmbpTHOCT B SERAPHIN
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30



Taoauna 2: O0o01eHne HA CHLOUTHATA MO0 OTHOIIIEHHE HA U3X01a

IManueHTH CHC CpaBHeHHe HA JIeYEHHUSTA:
crOouTHS ManuTtentad 10 mg cnpsiMmo miane6o

Kpaiinu Touxn | [lnanedo HoHumxeH TMonmkenue

ManuTeHnt Ha a Longran
H CTATHCTHRA (N =250) an 10 mg e Ha OTHOCHTEJTH HR k p-

_ a0CoJIIOTH 97,5% JIN) .
(N =242) st DHCK s PUCK CTOMHOCT
P (97,5% JIA)
CbouTHe HA
45% 0,55
0, 0, 0, )
fﬁ(:;iiiegoﬁﬂ 53% 37% 16% (24%: 61%) | (0,39; 0,76) <0,0001
CMbpT ® 36% 0,64
0, 0, 0, )

0 (%) 19 (7,6%) | 14 (5,8%) 2% (—42%: 71%) | (0.29: 1.42) 0,20
BiomasBaHe Ha 93
BAX o 59 (24,4%) 13%
n (%) (37,2%)
3anmouyBaHe Ha 49% 0.51
i.v./s.c. (27%, 65%) © 35" 0.73) <0,0001
Eg““""‘e““e 6(2,4%) | 1(0,4%) 2%
NMPOCTAHOUIHU
n (%)

@ = Gasupan Ha mozen Ha Cox 3a MPONMOPIMOHAIHOCT HA PUCKa
5 = 9% mauuenTu cuve cubuTHE caen 36 mecena = 100 x (1 - uzuncnenue no KM)
¥ = cMBPT 00 Besikakea npuunHa 10 EOT He3aBHCHMO OT IPe/IecTBallo BIOLIABaHe

BposT Ha cMBpTHUTE Cilydan O BeskakBa npudnHa 10 EOS nmpu nmpueM Ha manuteHTad 10 mg
e 35 cupsimo 44 nipu npueM Ha iare6o (HR 0,77; 97,5% HAU: 0,46 no 1,28).

PuckbT oT cMBPT Win XocnuTanu3anus 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 crbutus). Cnex 36 mecerna 44,6% OT manueHTHTE HA
miare6o u 29,4% ot narmenTuTe Ha ManuTeHTaH 10 mg (AOGCOMIOTHO MOHKEHNE Ha prucka = 15,2%)
ca oMM XOCIIUTAIM3UPaHH 110 1oBol BAX MIin ca moYnHay 1o MpuYuHa, cBbp3ana ¢ bAX.

Kpaiigu TOYKHU 110 OTHOIIEHHE Ha CUMIOTOMATHKATA

Karo BTOpruHa KpaifHa TOYKa € OIICHSIBAH KaMaIlUTETHT 32 (PU3NUECKO HaTOBapBaHe. JIedeHneTo

¢ marurenTad 10 mg kM Mecelr 6 Boau 10 miane00-KOPUTHPaHO CPeAHO yBeanueHrne Ha 6MWD ot
22 metpa (97,5% JAU: 3 mo 41; p = 0,0078). Ouenkara Ha 6MWD 110 ¢yHKIIMOHAIIEH KJ1ac € ToKa3asa
1ae00-KOPUTUPAHO CPEHO YBEIMYCHHUE OT M3XO0JHO HUBO 110 Mecer 6 mpu manueHTHTe

¢ ®K III/TV ot 37 metpa (97,5% JAU: 5 no 69) u ¢ ®K I/IT ot 12 metpa (97,5% JU: -8 no 33).
ITocturaaroro yBenuuerre Ha 6MWD ¢ ManuTeHTaH € Mo Tbp KaHo 3a IsUIaTa IPOABIIKUTEITHOCT Ha
MPOYYBAHETO.

Jleaenueto ¢ manutenTan 10 mg kM Mecert 6 e 1oBemno 10 ¢be 74% MO-BUCOK IAHC 32 MOA00peHue
Ha ®K no C30 crpsamo mutanebdo (koedurment Ha puck 1,74; 97,5% JU: 1,10 no 2,74; p = 0,0063).

Marnurenran 10 mg e moJoOpuIl Ka4eCTBOTO Ha KHBOT, OLIEHEHO 1Mo BhIpocHUKa SF-36.

KDaﬁHH TOYKH 10 OTHOIMICHHWEC Ha XCMOJNHAMHKATa

XeMoauHAMUIHHUTE ITOKa3aTeNI ca OICHIBAHU B TIOATpYyIIa TarueHTH (1wianedo [N = 67],
marutentan 10 mg [N = 57]) cnex 6 mecena nedenue. [lanmenTure Ha TeyeHre ¢ ManuTeHTaH 10 mg
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ca TIOCTUTHAJIM MeInaHa Ha HaMaJIeHne Ha 0eIoApoOHOTO ChAOBO CHITPOTHBIEHHUE C 36,5%
(97,5% JU: 21,7 no 49,2%) n nosuiueHne Ha chpaednus uugekc 0,58 I/min/m? (97,5% JIU: 0,28
10 0,93 I/min/m?) B cpaBHeHue ¢ miane6o.

Lvneocpounu oannu npu BAX

[Ipu pearOoCcpoYHOTO TIpOCie/saBaHe Ha 242 MalMeHTH, JICKYBaHU ¢ MauTeHTaH 10 mg B IBOITHO-
cismata dasa (JC) za mpoyuBaneto SERAPHIN, 182 ot konTo npombskaBaT ¢ MalliTEHTaH B
otkputoto npoabipkeHue (OI1) na npoyusanero (SERAPHIN OII) (koxopta JJC/OII), orieHKHUTE 110
Kaplan-Meier Ha npexxuBsiemoctta ciien 1, 2, 5, 7 u 9 ronunu ca chotBeTHO 95%, 89%, 73%, 63% 1
53%. Menuanarta Ha BpeMETO Ha NpociensaBase € 5,9 roauHu.

Ilenuarpuyna nomnyJanus

[Ipensum cXoICTBOTO Ha 3a00JISIBAHETO TIPH JIellaTa U Bb3PACTHUTE, EPUKACHOCTTA MIPU
neIMaTpUYHaTa MOMYJIalus ce OCHOBaBa ITABHO Ha €KCTpAIojaiys, Bb3 OCHOBA Ha EKCIIO3HITHS,
CHOTBETCTBAINlA HA JTMalia30Ha Ha e(DUKACHUTE 03U 32 Bh3PACTHU, KAKTO U HA MOJKPEISIINTE TaHHU
3a eukacHOCT u Oe3omacHOCT oT mpoyuBaHeTo TOMORROW ¢a3za 3, onmcano mo-moury.

[IpoBenieHO € MHOTOIIEHTPOBO, OTKPUTO, PAaHIOMH3UPAHO MPOy4YBaHe ()aza 3 ¢ OTKPUT MEPHOJ Ha
npoabinkenue ¢ eqHo pamo (TOMORROW) 3a onieHka Ha papMakOKWHETHKATA, €hUKACHOCTTA U
Oe30macHOCTTa HAa MAIUTEHTAH MPHY NEAUATPUIHHN TAIMEHTH Che cuMntomMaTnaaa BAX.

[IppBHYHATA KpaifHa TOUKaA € 0XapaKTepU3UpaHeTo Ha apMaKOKMHETHKATa (BX. TOUKa 5.2).

OcHoBHaTa BTOpUYHA KOMOMHUpPaHa KpaifHa TOYKa € BpEMETO JI0 ITbpBarta MoTBbpaeHa oT Komucusita
no kauHn4HM cpouTus (Clinical Events Committee, CEC) nporpecus Ha 3a00/1s1BaHETO, HACTBITHIIA
MeEXTy paHJIOMHU3AIMATA U TIOCEIICHNETO B Kpas Ha ocHOBHUA mepuo/ (end of the core period, EOCP),
orpeJiesieHa KaTo cMBPT (TI0 BCIKaKBa MPUYHMHA), WK aTPUATHA CENITOCTOMUS MIIM aHACTOMO3a Ha
Potts, peructpanus B ciuchka 3a 0enoapoOHa TpaHCIUIAHTALMS, XOCTIMTAIM3ALMs IOPaI BIOLIaBaHEe
Ha BAX wnmu xirHIYHO BiomaBane Ha BAX. Knmnananoto BnomraBane Ha BAX ce nedunnpa xaro
HEOOXOJMMOCT OT WJIM 3arouBaHe Ha HOBa criennpuyHa 3a BAX Tepanusi, HHTPaBEHO3HHU JUYPETUIIH
WIN HeTIpeKbcHaTa ynorpeda Ha kuciopon U Haii-manko 1 ot cieqaure: Bromasane Ha @K mo C30,
HOBa TI05IBa Ha CHHKOII WJIM BJIOILIABaHE Ha ChbCTOSIHUETO, HOBA IOSIBA MJIH BJIOIIABAaHE HA IOHE 2
cumntoMa Ha BAX niu HOBa MosiBa WM BJIOIIABaHE HA MPHU3HAIM HA IECHOCTPaHHA ChpJeuHa
HEIOCTaThYHOCT, KOUTO HE pearupar Ha MepOpaHU TUYPETHUIIH.

Hpyrute BTOpUYHHU KpailHU TOUYKH BKIIIOUBAT BPEMETO 10 IbpBaTa noTBbpacHa oT CEC
xocnuTanuzanus nopaau bAX, spemero 10 noteepaenara or CEC cmbpt nopanu bAX u nBete B
nepuoga Mexay pangomusauusata u KOII, BpemeTo 10 CMBPT 1O BCSIKAKBA MPUUMHA MEKAY
pannommzaruaTa u KOIL, mpomsaara #a @K o C30 u nanauTe 32 N-TepMHHATHHS TPOXOPMOH Ha
Mo3b4HUs HaTpuypeTryeH nentua (NT proBNP).

Tleouampuuna nonynayus (na evspacm > 2 200unu 00 noo 18 eoounu)

O6mmo 148 marieHTH Ha BB3pacT OT = 2 ToAuHH 10 < 18 ToamHu ca paHAOMHU3UPAHNA B CHOTHOIIICHUE
1:1 na momyuyaBaT WM MaUUTEHTaH, WM cTangapTHy Tpiku (SoC). SoC BKI0OUBAT HeCIEUUPUIHO 32
BAX neuenue n/unm 1o 2 nekapcrsa, cniequduynn 3a BAX (Bxmrouunrenno apyr ERA), u c
U3KIIIOYCHUE Ha MALUTEHTaH U MHTPaBEHO3HH/TIOIKOXKHH npocTtaHon . CpexHara Bb3pacTt € 9,8
roquHu (quamaszoH 2,1 roguau 17,9 roqunan), kato 35 (23,6%) ca Ha BB3pacT oT > 2 10 < 6 ronuHy, 61
(41,2%) ca Ha BB3pacT oT > 6 10 < 12 roaunu u 52 (35,1%) ca Ha BB3pact oT > 12 no < 18 ronunw.
ITo-ronsiMaTa 9acT OT MAUEHTUTE ca OT eBporenaHara paca (51,4%) u ca ot sxencku moin (59,5%).
ITammmentute ca ¢ ®K I mo C30 (25,0%), K I (56,1%) mm OK 111 (18,9%).

Wmnonatuunata BAX e Haii-uectara eTronorus npu uscienBanara nmonynamws (48,0%), cnenana ot

BAX, mocronepaTHBHO CBbP3aHa C BPOJCHO ChpaeyHo 3abomnsBane (28,4%), BAX cbc chbTCTBAIIO
BpOJIeHO chpeuHo 3abomsaBane (17,6%), Hacneacteena BAX (4,1%) u BAX, cBpp3ana che
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3a0oiABaHe Ha cheAMHUTENHATA ThKaH (2,0%). ChbTCTBAIINTE BPOACHU ChPACYHH 3a00IIBaHUS
BKITFOYBAT caMO OOMKHOBEHO MaJIKU CIIyYallHU JeQEeKTH KaTo MPETPUKYCITHIAITHH,
MOCTTPHUKYCITUAATHY IIHHTOBE, MeeKT Ha MPeNChpIHATA Iperpaja, 1eeKT Ha KaMepHaTa mperpaja,
OTBOPEH JYKTYC apTepruo3yc, KaTO HUTO €/IMH OT TSAX HE CE CUMTA 3a MPUYKMHA 33 cTerneHTa Ha BAX.

CpemnaTa IpoAbKUTEITHOCT Ha JICUCHUETO B PAHIOMU3UPAHOTO IIpoy4uBaHe ¢ 183,4 cemmuIiy B
pamoTo Ha MauuTeHTaH u 130,6 cenmuiu B pamoTo Ha SoC.

[Mo-manko chOUTHSI ITO OTHOIIIEHNE HA OCHOBHATA BTOPHYHA KpaifHa Touka - motbpzeHa ot CEC
Iporpecus Ha 3a00JSBAHETO - ca HAOJII0JaBaHU B paMOTO Ha ManuTeHTaH (21 crOutus/73 narueHTy,
29%) B cpaBHeHue ¢ pamoTo Ha SoC (24 ceoutus/75 nmanuentn, 32%), kKaTo aOCOMOTHOTO HAMAJICHHE
Ha pucka e 3%. Koepuunentst Ha puck e 0,828 (95% A1 0,460; 1,492; nBycTpanHa cTpatndunmpana
p croiinoct = 0,567). UncneHara TeHACHITUS KbM I10JI3a C€ ABKU TTIaBHO HA KIIMHUYHOTO BJIOIIABaHE
Ha BAX.

Lpyau emopuunu ananuszu 3a epuxacnocm

W B aBeTe rpynu ce HaOIIOAaBAT €AHAKBB OpOil CHOUTHS Ha MbPBA MOTBBPACHA XOCIUTAIU3AIHUS 110
noBoj Ha BAX (manurenTan 11 cupamo SoC 11; kopurupan HR=0,912, 95% 1= [0,393; 2,118]).
ITo orHomenue Ha Bpemeto 1o norebpaeHaTa oT CEC cMmbpT, nbmwkama ce Ha BAX, u cMmbpTTa no
BCSKAaKBa MPUYMHA B PAMOTO Ha MallUTEHTaH ca HaOJII0IaBaHU 0010 7 CMBPTHHU ciry4as (6 OT KOUTO
ce neokaT Ha BAX cniopen CEC) B cpaBHeHHe ¢ 6 cMBbpTHH ciay4as (4 oT kouto ce abmkaT Ha BAX
cnopen CEC) B pamoto Ha SoC.

B pamoTo Ha ManMTEHTaH € OTYETEH YHUCIeHO No-BUCOK mpoueHT nauueHT ¢ OK I win Il mo C30 Ha
Cenmuria 12 B cpaBaenue ¢ pamoto Ha SoC (88,7% B pamoTo Ha MaruTeHTaH crpsmo 81,7% B
pamoto Ha SoC) u Ha Cenmuua 24 (90,0% B pamMoTO Ha MaLUTEHTaH cupsamMo 82,5% B paMOTO Ha
SoC).

NMa TermeHIus Te9eHneTo ¢ MalluTeHTaH Ja HaMasiBa rporeHTa Ha NT-proBNP (pmol/l) ot
n3xoaHOo HUBA Ha Cenmuria 12 B cpaBHEeHHE ¢ paMoTo Ha SoC (CpeTHOTEOMETPHYHO CHOTHOIICHHE:
0,72; 95% [A: 0,49 o 1,05), HO pe3ynTaTUTE HE Ca CTATUCTUYECKH 3HAYUMHU (JIByCTpaHHA p
croitHocT 0,086). Tazn He3HAUMMa TEHAEHIHSA € Mo-cinado u3paszeHa Ha Cenmuna 24
(cpennoreomerpuyno choTHOMIEHKE: 0,97; 95% JIU: 0,66 no 1,43; nByctpanHa p croitHocT 0,884).

PeSynTaTI/ITC 3a C(I)I/IKEICHOCT IIpU MallMCHTHU Ha BB3PACT OT >2 TOAWHHU 10 IIoa 18 TOAWHU Ca CXOJHH C
TE3U IPU BB3PACTHUTE MALIUCHTH.

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

Ome 11 manuenTH Ha B3pacT OT > 1 Mecel] 10 Mo 2 TOJUHU Ca BKIIOYCHU JOMBIHUTEIHO 32
MoJTyJaBaHe Ha MAIIUTCHTAH 03 paHaoMu3anus, 9 MalMeHTH OT OTKPUTOTO PaMo Ha IIPOYIBAHETO
TOMORROW u 2 namuentu smoniu ot npoyuBaneto PAH3001. PAH3001 e mHOTOIIEHTPORBO,
OTKPHUTO MPOYYBAHE C €HO paMo (a3a 3 Mpu NeUaTPUIHN YIYACTHHIIU STIOHIN (Ha BB3PacT MEXIY >
3 mecenia u < 15 roaunn) ¢ BAX, npoBeneHo 3a olieHKa Ha (hapMaKOKMHETHKaTa U e()UKaCHOCTTA Ha
MaIMTEHTAH.

Ha u3xonHo HMBO 6 manmentu ot npoyuBaneto TOMORROW ca Ha tepanus ¢ PDESi. Be3pacToBusit
JIMarna3oH Ha TMAIMEHTUTE MPU BKIIOYBAHETO Bapupa oT 1,2 roxunu Ao 1,9 rogunu. [lanmenture ca ¢
OK I (4) umu @K I (5) mo C30. Haii-uectara ernomnorus e BAX, cBpp3ana ¢ BpoJAeHU ChpACUHI
3a0oisaBaHus (5 maIMeHTH), cieaBana ot uauonatuaaa bAX (4 nanmentn). [IspBoHauaHO
MpujlaraHaTa JJHEBHA J103a € 2,5 mg MalluTeHTaH J0 HaBbpIIBaHe Ha 2-TOAMIIHA Bb3pacT Ha
nanuentute. Crel; cpenHo npociensBane ot 37,3 ceIMUI IPU HUTO €UH OT MallUEHTUTE HE €
HacThIuiI0 HoTBBpAeHO oT CEC chOuTHe Ha mporpecus Ha 3abossiBaHeTo, noTBbpaeHa ot CEC
xocrmtanu3anus nopaau bAX, notespaena ot CEC cMbpt nopaan BAX mnu cMBpT MO BCAKAaKBa
npuannHa. NT-proBNP e namanen ¢ 42,9% (n=6) na Ceqmuna 12, ¢ 53,2% (n=5) na Cenmurnia 24 u ¢
26,1% (n=6) Ha Ceammura 36.

33



Ha m3xomno HuBo 1 mammeHT smoHer ot npoyuBaneTo PAH3001 e ma tepanus ¢ PDESi. U nsamara
MAIMCHTH STIOHIIN Ca OT MBXXKH I10J1, @ Bb3PacTTa UM IPU BKIIOYBAHETO B MPOYYBaHETO ¢ 21 Mecena u
22 mecena. U neamara namuentu ca ¢ @K I u 11, a Bogemara eruonorus e nocroneparusia bAX. Ha
Cenmuiia 24 ce HaOronaBa HamalsiBane Ha n3xonuute HuBa Ha NT proBNP na 3,894 pmol/I u

16,402 pmol/I.

B ta3u Bp3pacToBa rpyma He ce yCTaHOBSIBa ChOTBETCTBUE HA EKCIIO3UIIHATA C Ta3M MPH Bb3PACTHUTE
ManueHTy (BX. Touku 4.2 u 5.2).

5.2 ®dapmMakoKWHeTHYHH CBOMCTBA

®dapMaKkOKMHETHKATa HA MAIIUTEHTaH U aKTUBHUS My METa0OJUT ca JOKYMEHTHPAHU OCHOBHO TTPH
3/IpaBU BB3pacTHH NoOpoBoid. Ekcrio3uiusaTa Ha MallUTeHTaH MPU Bb3pacTHU marueHT ¢ bBAX e
npuOIM3UTENHO 1,2 MBTH MO-TOJIsIMa, OTKOJIKOTO MIPH 3paBH Jula. Excro3unuara Ha akTUBHUSA
MeTa6OJII/IT HpI/I MManucHTH, KOI7[TO (] HpI/I6.HI/I3I/ITeJIHO 5 II'bTHU IIO-MAJIKO MOIIICH OT MAallUTCHTAH, €
npuOIM3UTENHO 1,3 MBTH MO-roJNIsIMa, OTKOIKOTO NpH 3apaBu juna. apMakoKMHETHKATa Ha
MallUTEeHTaH Ipu manueHTu ¢ bAX He ce OBIHSBA OT TEXKECTTa Ha 3a00JIIBAHETO.

Crnier MHOTOKPATHO TIPUIIOKEHUE (PapMaKOKWHETHKATa HA MAIIUTEHTAH € POTIOPIIMOHAIIHA Ha J103aTa
10 30 mg, BKIIFOUUTEIHO.

AOGcopouus

MakcuMaTH| IJIa3MEeHH KOHIICHTPAITMH Ha MAIlUTCHTAH e MTOCTUTaT OKoJIo 8-9 waca cien
MPUIOKEHUE Ha GUIMUPAHHUTE U TUCHEprupainre ce tadbaeTku. Ciieq ToBa Mmia3MEHUTE
KOHIICHTPAIIMH HA MAIIUTEHTAH U aKTUBHUS My METa0OJIHUT MOCTEIIEHHO HAMAaJISBaT, ChOTBETHO C
SIMMUHAIMOHEH TIOTYKHBOT OT MpUOIM3uTenHO 16 yaca u 48 daca.

[Ipu 3apaBu BB3pacTHU JULA €KCTIO3UIHUATA HA MALIUTCHTaH U aKTUBHUSI My METa0OJUT He ce
NPOMEHS B IPUCHCTBHE HA XpaHa U CIIEJOBATETHO MalIMTEHTaH MOKE Jla Ce IpHeMa ChC HITH 0e3
XpaHa.

PasnpeneneHue

MarnureHTaH 1 aKTHBHUSAT My METa0OUT allpOIMTCHTAH C€ CBHP3BAT B rOJsiMa CTEIICH € TUIAa3MEHHUTE
npotensn (> 99%), TIaBHO ¢ AIOYMUH, M B TTO-MaJIKa CTETeH ¢ andal-Kucenus TIuKonpoTerH.
MaruTeHTaH U aKTHBHUAT My METaOOJIUT alpOIMTEHTaH UMAT T0OPO pa3mnpesciicHHe B ThKaHUTE,
KaKTO Ce BIDKAa OT o0eMa Ha pasmnpeenenue (Vss/F), koito e mpudausutento 50 1 u 40 1 cboTBETHO
3a MallUTCHTAH U alpOIUTEHTAH.

BuorpancdhopMmarus

ManureHTan UMa YeTUPH OCHOBHU META00NUTHH MbTUINA. OKCHAATUBHOTO ACHPONMINPAHE HA
cyndamMuaa BoAM 10 NoidyyaBaHe Ha (apMaKOJIOTHYHO aKTHBEH METa0OUT allpoIUTeHTaH. PeakmusTa
3aBHCH OT cuctemara Ha nutoxpom P450, ocnoBHO CYP3 A4 (mpubmmsurenno 99%) ¢ Marbk mpuHOC
ot CYP2C8, CYP2C9 u CYP2C19. AKTUBHHAT META0OJIUT LUPKYJIHMPA B YOBEIIKATA [JIa3Ma U MOXKE
Jia JorpuHece 3a papMakoiaornyHus eekt. Jpyrn metaboIuTHN TBTHUILA BOAAT 10 MOJIydYaBaHe 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 €
ype3 ypuHaTa, oTroBapsil 3a okosno 50% oT mo3ara.

CDaBHeHI/IC MEKY JECKAPCTBECHUTE (hODMI/I d)I/IJ'IMI/IDaHI/I Hu ayucnerpuraniy ce TaOJIEeTKU
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YcraHoBeHa € OMOSKBUBAJICHTHOCT Ha 10 mg MaIruTeHTaH MEX Ty GriMupaHarta TabjaeTka u
4 x 2,5 mg aucneprupay ce TadJIeTKH B MPOy4BaHe MpH 28 3ApaBH yYaCTHULIH.

CrelnyaiHy MOmyIalin

Hsama xnuHIYHO 3HAaYUM C(l)eKT Ha 11oJia Wik CTHUYCCKUS ITPOU3X0 BbPXY (l)apMaKOKI/IHeTI/IKaTa Ha
MAalUTCHTAaH U aKTUBHHUA MY MeTabOoIIunT.

B’L6De‘lH0 YBPCXKAAHC

Excrio3unusita Ha MaIUTEeHTaH ¥ AKTHBHUS My METa0OJINT ce yBeIndaBa choTBeTHO 1,3 1 1,6 mbTH
NpY BB3PACTHHU MALUEHTH C TEKKO Ob0peuHo yBpexxaane. ToBa yBennueHne He ce mpreMa 3a
KJIMHAYHO 3HAYUMO (BXK. Touku 4.2 1 4.4).

YepuoapoOHO YBpEKIaHE

Ekcriosuiusara Ha MallMTEHTaH ce HamasiBa choTBEeTHO ¢ 21%, 34% u 6%, a Ha aKTHBHUS METa0OJIUT
—¢ 20%, 25% u 25% npu Bb3pacTHU YIACTHUIIM C JIeKa, yMEpEeHa Wi TEXKa CTETIeH Ha YepPHOIPOOHO
yBpexaane. ToBa HamMalleHHE HE ce ITpHeMa 3a KIMHUYHO 3HAUUMO (BX. Touku 4.2 u 4.4).

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

®dapMaKkOKMHETHKATa Ha MAIIUTEHTaH U HETOBUS aKTHBCH META0OIHT alpOIIMTCHTAH €
oxapakTepu3npaHa npu 47 meauaTpuIHy MAIUEHTH Ha Bh3pacT >2 TOAWHH ¥ npy 11 marmeHTH Ha
BB3pacT OT >1 Mecerr 10 1o 2 TOIUHH.

CxemuTe Ha IpUIaraHe Ha MallUTEHTaH, 0a3upaHu HA TETIIO0TO, BOAST A0 HaOIIOAaBaHN/CUMYIIUPAHU
€KCIO3UIUH NPU NEAUATPUIHUTE MALIMEHTU HA BB3PACT OT 2 TOAMHHU J0 1o 18 roauHu, KOUTo ca
CpPaBHUMU C EKCITO3UIINNTE, HAOJI0IaBaH! MIPU BH3PACTHUTE ManueHTn ¢ BAX u 31paBu y9acTHUIIH,
KOUTO ca nonyyaBaiu 10 mg BeAHBK JHEBHO.

Exkcno3unuu Ha MallUTEHTaH, CPaBHUMHU C TE€3H Ha Bb3pacTHUTE nanueHTu ¢ BAX, nonyyapamu

10 mg BemHBXK THEBHO, HE C€ IMOCTUTAT BHB Bb3pacToBaTa Ipyma oT >1 Mecer 10 1Mo 2 TOAUHH (BXK.
Touka 4.2).

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

[Ipu kydeTa MalIUTEHTAaH HAMAJISIBA KPBBHOTO HaJISITAHE MPU €KCIIO3ULHMH, ITIOA00HH Ha
TEpaneBTUYHNUTE EKCIIO3ULIMH MIPU X0pa. 3anedensiBane Ha HHTUMAaTa Ha KOPOHAPHUTE apTepuu

e HaOJIroJaBaHo MPH eKCIOo3UIus, 17 IbTH MMO-BUCOKA OT Ta3u MpH Xopa, cien 4 no 39 cenmuriiu
tpetupane. [lopaan BugoBocenudryHaTa 9yBCTBUTETHOCT M TPaHUIIATa 32 O€30IaCHOCT € MPUETO,
4e Ta3M HaXoJIKa HAMa 3HauYCHHUE 3a XOopa.

HaGuronaBanu ca MOBUIICHO TETJIO HA YEPHHSI IPO0 U XemaTolenyiapHa XUnepTpodus npu
MUIIKY, IUTBXOBE M Ky4eTa clie]] TPeTHpaHe C MallUTeHTaH. Te31 MPOMEeHHU ca OMIK B rojisiMa
CTeneH OOpaTHMHM M ce CYUTAT 32 a/IanTalus Ha YepHUS Jpo0 KbM MOBUIIEHUTE METAOOIUTHH
W3HCKBaHUs, KOSTO HE € HeOIaronpusTHa.

ManuTeHTaH HHIyIIMpa MEHAMAJHA 10 JIEKAa XUIEePIUIa3Hs Ha JINTABULIUTE U Bb3MAIUTEIHA
uHQUITpaKsa B CyOMyKo3aTa Ha HOCHAaTa KyXHHA MPH BCUYKH J03U B IPOYYBAHETO 32
KaHLIEPOr€HHOCT IIPY MUMIKH. B 3-MeCceqHOTO MpOyUYBaHE 32 TOKCHYHOCT NPH MHUIIKH WIIN

B IIPOYYBaHUATA IPH ITbXOBE U KydeTa He ca 3a0ensI3aHn HaXOAKH 10 OTHOLIEHNE HAa HOCHATa
KyXHHa.

MaruTeHTaH He € TeHOTOKCHYEH MIPH CTaHAapTeH Ha0op OT in vitro W in vivo TecToBe. MalluTeHTaH He

€ (GOTOTOKCHYEH in Vivo Clied eqUHIYHA J103a TIPU eKCTIO3ULNH 10 24-ITBTH IT0-BHCOKU OT
EKCTIO3UIIUATA IPU XOpa.
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IIpoyuBanus 3a KAaHIIEPOTCHHOCT C MPOABDKUTEITHOCT 2 TOAWHU HE ca IMOKa3aIu KaHIIepOTeHEeH
MOTEHITHAT TTPU eKCIO3UNIHH 18 mbTH 1 116 IBTH MO-BUCOKHU OT €KCITO3HUITHATA TIPU X0Pa,
CHOTBETHO MPHU ILTHXOBE U MUILIKHU.

Jwunaranus Ha KaHadeTaTa Ha TECTUCHUTE € HaOJIIo/1aBaHa B IPOYYBAHMS 32 XPOHMYHA TOKCHIHOCT
TIPH MBXKKH TUTBXOBE U KydeTa ¢ TPaHHIM Ha Oe3omacHoCT choTBeTHO 11,6 m 5,8. Jlmmaranusara Ha
KaHajg4eTaTa Ha TECTUCUTE € HamblIHO oOpatuMa. Cien 2 TOAWHU TPETUPaHE TP TLTHXOBE

¢ HaO/roaBaHa aTpodusl Ha KaHaueTaTa Ha TECTUCUTE MPH €KCITO3UIUS 4 TIBTH T10-TOJIIMa OT
EKCIIO3UITUATA TIPU Xopa. XHIToCIIepMaToreHe3a e Halo/laBaHa B IOXKUBOTHOTO MIPOYYBaHE 3a
KaHIIEPOT€HHOCT IIPH IDTHXOBE U B MPOYYBAHUITA 32 TOKCHYHOCT IIPYU MHOT'OKPATHO TpUjIaraHe mpu
Ky4eTa B €KCIO3UIIMU, OCUTYPSIBAIIY TPAHHUIIN Ha O0€30macHOCT 9,7 IpH TIIbXOBE U 23 TpH Ky4verTa.
I'panunure 3a 6e3omacHoOCT 3a Gepruurera ca omim 18 3a MbXKKH U 44 33 ®KeHCKH ILIbX0Be. [1pu
MUIIIKH CIIe/T 0 2-TOUIITHO TPETUPAHEe He ca OTKPUTH HAXOJKU OT CTpaHa Ha TECTUCHUTE.

MaHI/ITeHTaH € TCPaTOrc¢HCH MIpH 32H7[HI/I U IINIBbXOBC BBB BCUYKH TCCTBAHU 03H. n IIpyu ABaTa BUaa
JKUBOTHH € UMAJIO CbpACYHOCHJ0BHU aHOMAJIMN U TaKKMBa HAa CPaCTBAHCTO Ha MaHIH/IGYJIapHaTa abra.

HpnnaraHeTo Ha MalUTCHTAH IIPU XCHCKHU INTBXOBE B KbCHUTEC €TAalll Ha 6peMeHHOCTTa H 1IpeE3
IEproJa Ha JJaKTalus IIpru €KCIIO3UIUN Ha MaﬁKaTa, 5 OBTHU MO-BUCOKHU OT €KCITO3UIIHSITA I1pu Xopa, €
JOBCJIO 10 HaAMAJICHA NPCKUBACMOCT Ha MAJIKUTC U HAPYIICHUC HAa PCIIPOAYKTUBHUTC CIIOCOOHOCTH Ha
IMOTOMCTBOTO, KOCTO € MMAJIO CKCIIO3UIHA HAa MAIIUTCHTAH IO BPpEME HAa KbCHUSA UHTPAYTCPUHCH
KUBOT U YpPE€3 MIIAKOTO B IIEPHUOJA HA JIAKTALIH.

JleyenueTo Ha IOBEHWIIHU TUTbXOBE OT nocTHatajeH Jen 4 no Jlen 114 ca npuyuHUINA MOHIKEHO
HaJIaBaHe Ha TEJIECHO TEIJIO, BOJAEIIO 10 BTOPUUHHU €(PEeKTH BbPXY Pa3BUTHETO (JIEKO 3a0aBsHE Ha
JlecIieH3yca Ha TECTHCHUTE, 00paTUMO HaMalleHe Ha Jb/DKUHATA Ha JBJITUTE KOCTH, YIBIDKEH €CTPYC).
[Ipu excrio3utinu 7 WbTH MO-BUCOKH OT €KCIIO3UIUATA IPU XOpa ca HAOII0JaBaHH JICKO ITOBUIIICHA
TIpe- U MOCT-UMIDIAHTAIlMOHHA 3ary0a Ha IUI0/1a, HaMaJieH CPe/IeH OpOoi MaJKK M HaMaJIeHO TETJIo Ha
TectucuTe U enuauauMa. [lpu ekcro3uruu 3,8 MbTH MO-BUCOKH OT €KCITO3UIINATA TIPH XOpa ca
oTOeIsI3aHy TECTUKYJIapHa TYOYJIHa aTpo(usl 1 MUHUMAITHU €()eKTH BBPXY PEIPOAYKTUBHUTE
MOKa3aTeNd U MOP(OIIOTHSTa Ha CIIEPMATO30HTUTE.

6. DAPMAILEBTUYHU JAHHU

6.1 Chnucbk Ha NIOMOIIHHUTE BelIECTBA

Manuron (E421)

Mzomant (E953)

Kpockapmenosa natpuii (E468)

Marunesues creapar (E470b)

6.2 HecnbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roaHOCT

3 roguHu

6.4 CrnenuajaHu yca0oBHs HA CbXpaHeHHe

CobxpaHsBaiiTe B OpUriHaIHATa OMIAKOBKA, 3a Jla CE Tpe/INa3u OT Biara.

To3u nekapcTBEH MPOAYKT HE U3UCKBA CIELMAIHU TEMIIEPATypHH yCIOBUS HAa ChbXpaHEHUE.
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6.5 Buau chabp:kaHue HA ONMAKOBKAaTAa

30 x 1 aucneprupamu ce Tabnetku B Al/Al nepdopupanu O6aucTepu ¢ eAMHUYHH 03U, CHCTOSILH CE
OT aJIyMUHHUEBO CTYJIEHO (JOPMOBAHO (POJINO C BrpaJeH CyIINTEIl, 3ae4aTaHo ¢ ATyMHHUEBO (OIHO,
pe3 KOUTO ce n30yTBaT TabJIeTKHTE.

6.6 Crhenuajanu npeanasHu MepKH NP U3XBbPJIsiHE H padoTa

IlepopanmHaTa cycIrieH3us TpsOBa Ja ce MPUTOTBH, KaTo Ce J00aBAT AUcCTeprupamara(ure) ce
TabneTka(1) KbM MAJIKO TE€YHOCT ChC CTalfHa TeMIIepaTypa BbPXY JIbKUIA WIK B MaJKa yalia, 3a /1a ce
NOJIYYH TeYHO JiekapcTBo. Koraro tabneTkara e HaIrbJIHO JUCIIEprUpana, JaiTe moryuyeHaTra TeYHOCT

Ha TmanueHTa (BX. Touka 4.2).

P’LLIGTC TpSI6Ba Ja C€ U3MHUBAT U NOACYHIABAT IIATCIIHO MMPEAN U CIICA NPUTOTBAHCTO HA JICKApPCTBOTO.

7. MHMPUTEXKATEJ HA PABPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/893/004

9. JIATA HA ITbPBO PA3SPEIIABAHE/ITIOJHOBSIBAHE HA PASPEHIEHUETO 3A
YIHHOTPEBA

Jata Ha mepBo pazpemanane: 20 qexkemBpu 2013 T.
[Hata Ha nocieano nonHoBsiBane: 23 asryct 2018 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

12/2025

[TonpoOHa nHoOpMaIKs 3a TO3M JICKApPCTBEH MPOAYKT € MPeI0CTaBeHa Ha yeOcaiiTa Ha EBponeiickara
areHnus 1o Jekapcraata https://www.ema.europa.eu
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MNPUJIOKEHHUE 11

MMPOU3BOJUTEJI(M), OTTOBOPEH(HM) 3A
OCBOBOKJIABAHE HA TAPTUIN

YCJIOBUA WJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUA U UBNCKBAHUSA HA PASPEHIIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OT'PAHUYEHNS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. NPOU3BOIUTEJI(M), OTTOBOPEH(HHN) 3A OCBOBOXJIABAHE HA ITAPTU/ 1

Hme n agpecC Ha HDOI/IBBOI[I/ITCJ'I}I(I/ITC), OTTOBOPECH 3a OCB060)KI[aBaH€ Ha NapTHAUTE

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

b. YCJI0OBUA NWIN OIT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT NPOLYKT C€ OTIYCKa 10 OFPaHUYEHO JIEKAPCKO MPEIITUCaHNe
(Bx. [Ipunoxenue I: Kpatka xapakrepucTika Ha MpoAyKTa, Touka 4.2).

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

° TlepuoanyHM aKTYAJIH3HPAHU JOKJAAM 3a 6e3onacHocT (ITAJIB)

WzuckBanusta 3a nonasane Ha [TAJ[b 3a T03u JiekapCTBEH MPOAYKT ca IIOCOYSHH B CITUCHKA C
pedepentnute natu Ha EBpornetickus cbto3 (EURD crmchk), mpensuzaeH B wi. 1078, ann. 7 ot
Hupektusa 2001/83/EO, 1 BbB BCHUKH CJICIBAIIHM aKTyalIn3alliu, TyOJUKyBaHH HA €BPONCHCKUS
yeOropTai 3a JeKapcTaa.

. YCJIOBUS NWJIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TPOAYKT

° IlaH 3a ynpasJjenue Ha pucka (ITYP)

[Ipurexarensar Ha pa3pemeHuero 3a ynorpeda ([IPY) TpsoBa na u3BbpiIBa M3UCKBAHUTE
JICHHOCTH | ICHCTBHSA, CBBP3aHU C MPOCICAIBaHE Ha JICKaPCTBEHATa 0€30MacHOCT, TOCOYCHU B
onobpenwns [TYP, npeacrasen B Moy 1.8.2 Ha pa3penieHreTo 3a ynorpeda, KakTo U BbB
BCHYKH CIICABAIIH 0A00peHH akTyann3anuu Ha [TYP.

Axryammsupas [IYP TpsiOBa na ce mogaga:

o 1o uckane Ha EBpomnelickaTa areHIus 1o JiekapcTBaTa;

o BUHArd, KOraTo ce M3MEHsI CUCTEMaTa 3a yIpaBJIeHHe Ha pUCKa, 0COOCHO B pe3yiTaT Ha
nmoJiydaBaHe Ha HOBa MH(OpMAITHs, KOSTO MOXKE J1a OBEE 10 3HAYNMH MPOMEHHU
B CHOTHOILCHHUETO MOJI3a/PHUCK, WK CIIe] IOCTUTaHe Ha BaskeH eTarl (BbB Bpb3Ka
C TpocIesiBaHe Ha JIeKapcTBeHaTa 0€30IacHOCT WM CBEXKIAHE HAa PUCKA 10 MUHUMYM).

L JlonbLJHUTEIHHU MEPKH 32 CBEKIAHE HA PUCKA 10 MUHUMYM

[IPY TpsabBa mxa rapanTHpa, Y€ BBB BCAKA IbpXKaBa WICHKA, KbJeTo Opsumit € mycHaT Ha
masapa, BCHYKH MMalMeHTH, KOUTO ce 0YaKBa Jia u3noia3BaT Opsumit, e mosrydaBaT CleaHHAS
00yUIHNTEIICH MaTepHal:

. Kapra Ha nanuenra.
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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 KYTHUA 3a BJIMCTEPU

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Opsumit 10 mg puamMupaHu TabIeTKH
MalUTEeHTaH

‘ 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

Ounmupana TabneTka

15 dunmvupanmu TabneTku
30 dpunMupaHu TaOJICTKH

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

[Ipenu ynotpeba npouerere IMCTOBKATA.
[lepopanno mpunoxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIaA.

‘ 7. JAPYI'U CHEHUAJIHU IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ha ue ce cexpanssa Hag 30°C.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME "N AJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/893/001

EU/1/13/893/002

13.

IMAPTUJIEH HOMEP

ITapTuna:

| 14.

HAYUH HA OTIITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAIJIOBA A3BYKA

Opsumit 10 mg

| 17.

YHUKAJIEH WAEHTUPUKATOP — JIBYU3MEPEH BAPKO/1

JIByn3MepeH 0apKo/l C BKIIIOUEH YHHUKAJICH UIACHTU()HUKATOD

| 18.

YHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA 3a BJIMCTEPU

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Opsumit 2,5 mg aucreprupanty ce TadIeTKH
MAaIUTeHTaH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Besika AUCTICprupaliia ce TabIeTKa CbAbpiKa 2,5 mg MallUTCHTAH.

3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

C’LZ[’Lp)Ka ChIIO0 U30MAJIT. 3a JOIIBJIHUTCIIHA I/IH(bOpMaI_II/ISI BHWKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

Jucneprupaiia ce TadieTka

30 x 1 qucneprupamu ce TabaeTKu

5. HAYYH HA ITPUJIOKEHUE N ITbT(MIIA) HA BBBEXKJIAHE

[Ipenu ynotpeba nmpoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

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

‘ 7. APYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHEHUAJIHU YCJIOBHUS HA CbXPAHEHUE

CrpxpaHsBaiiTe B OpUTHHAITHATA OTIAKOBKA, 3a J]a C€ Ipeas3y OT Biara.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME "N AJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/893/004

13.

INAPTUJAEH HOMEP

ITaptuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAMJIOBA A3BYKA

Opsumit 2,5 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JBynsMepeH 6apKoJI ¢ BKIIIOUYCH YHUKAICH HICHTU(DUKATOD

| 18.

YHUKAJIEH WAEHTUOPUKATOP — JJAHHHU 3A YETEHE OT XOPA

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

BJIMCTEPU

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Opsumit 10 mg TabneTku
MalUTEHTaH

2. HUME HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag Int

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IMAPTUJIEH HOMEP, KOAOBE HA JAPEHUETO U HA ITPOAYKTA

Lot

|5.  JIPYTO
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE NJIN
JIEHTHUTE

BJIMCTEPU

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Opsumit 2,5 mg aucneprupaiiu ce TabaeTku
MAalUTeHTaH

2. HUME HA ITPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag Int

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IMAPTUJIEH HOMEP, KOAOBE HA JAPEHUETO U HA ITPOAYKTA

Lot

|5.  JIPYTO
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KapTa Ha manMeHTa

Crp. 1

Crp. 2

Kapra Ha nanuenra

Tasu kapTa chabpka BakHa HHGOpMaIHs 32 0€30IaCHOCT, KOSTO
TpsiOBa na Bu e u3BecTHa, korato ce nekyBarte ¢ Opsumit. Hocere tasu
KapTa che ceOe CH BUHATH U 5 [I0Ka3BaliTe Ha BCEKH JIEKap, aHFAKUPaH B
Jieuenuero Bu.

Opsumit®
MaIHTEHTAH

BG

BaxHo e He3a0aBHO /1a CHOOIIMTE HA JeKaps, KoiiTo Bu npexnucea
JIeYeHHETO, TPH HACTHIIBaHE HA GPEMEHHOCT WJIM HA HAKAKBA
He/KeJIaHa PeaKiHsi, KOSITO MOsKe 1a Bb3HHKHE 110 BpeMe Ha
Jnevyenue ¢ Opsumit.

ueHTBp 3a JICUYCHHUE!

Nwme na npeanycBalll Jekap:

Tenedonen HoMep Ha IPEANHCBAIL JIEKap:

Crp. 3

Crp. 4

BbpemenHocT

Opsumit MO3ke [1a Hapy ¥ Pa3BUTHETO Ha TUI071a. 110 Ta3u npuumHa He
TpsiOBa 1a npremare Opsumit, ako cte OpeMeHHa, 1 He TpsOBa Ja
3abpemeHnsiBare, gokaro npuemare Opsumit. OCBeH TOBa, aKO CTpajare
oT GenopoOHa apTepratHa XUIEPTOHUS, OPEMEHHOCTTa MOXKE TEIKKO
12 BIOLIM CUMITOMHUTE Ha 3ab0JisiBaHeTo Bu.

KonTpanenuus

Tps6Ba na u3noI3BaTE HAJIEKICH METOA 32 KOHTPOJ HA PaXKJaeMOCTTa
(xoHTpanems), fokaro npuemare Opsumit. O6ChAETE BCHUKU
BBIIPOCH, KOUTO MOJXKE Jla MMaTe, ¢ Bammst nekap.

TpsiOBa fa HampaBuTe TECT 32 OPEMEHHOCT MPEAH 3aM0YBaHE Ha
Opsumit 1 BCceKH Mecell 10 BpeMe Ha JIeYeHHe, JI0PH aKo CMsITaTe, 4e He
cTe OpeMeHHa.

IMoyo6HO Ha ApyrUTE JiekapcTBa OT TO3H Kiiac, Opsumit Moxe
J1a 3acerHe 4epHus Apo06. Baimsr nekap 1ie Hanpasu
n3cleBaHe Ha KPBbBTa IPEIH [a 3arodHeTe JedeHne ¢ Opsumit
1 IO BpPEME Ha JICYEHHETO, 3a 11a IPOBEPH Ay YepHuAIT Bu
nipo0 GyHKIMOHMpPA 100pe.

Crp. 5

Crp. 6

IMpusnanure, e uepHUAT Bu 1pod Moxe na He PyHKIMOHMpa K0OpE,

BKJIIOYBAT:

. rajicHe

MOBPBIIAHE

Tpecka (BHCOKa TEMIIEpaTypa)

OoJka B cToMaxa (kopema)

XBITEHUIA (OXKBITSIBAHE Ha KOXKaTa MM OsaTa 4acT Ha

0YHUTE)

THMHO OLBETCHA ypUHA

. chpOeK 10 KokaTa

. JIeTaprus Wik ymMopa (HeoOu4aifHa yMOpseMOCT HITH
M3TOLICHHE)

. IpUNono100eH cuHAPoM (60JIKa B CTaBUTE U MyCKYJIHTE C
BTpHUCAaHE)

AKo 3a0e/1e:kuTe HAKOM OT Te3H NPU3HAIM, TPAOBA 12 KaKeTe
Be/lHAra Ha Bamms jiekap. Ako HMaTe HSIKAKBH BHITPOCH OTHOCHO
JleyeHueTo, nonuraiite Bammus gexap niau papmauent.
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Bb. IHCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Opsumit 10 mg puamupann TadieTKH
MalWTeHTaH (macitentan)

IIpoyeTeTe BHMMATETHO LSAJIATA JIUCTOBKA, IIPEAH 1A 3all04HeTe 1A MpUeMaTte TOBA JIEKapCcTBO,

Thil KaTO T4 ChAbPKa BaxHa 3a Bac undgopmaumus.

- 3amazere Ta3u JIMCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETE OTHOBO.

- AKO UMaTe HIKaKBU JOIBIHUTEIHN BBIIPOCH, onuTaiTe Bamms nekap nnm ¢papmanesT.

- Toga siekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcrsnBaiite Ha npyru xopa. To moxe
Jla UM HaBpeI, He3aBUCUMO Y€ NPU3HAINTE Ha TSIXHOTO 3a00JisiBaHe ca chlIuTe KaTo Bammmure.

- AKO TIOITyunTe HAKAKBU HEXKEJIaH! peakiny, yBejaomere Bammst nekap win hapmarnest. ToBa
BKJIFOUBA M BCHUKH Bb3MOKHU HEKEIAHU PEAaKIIMY, HEOIIMCAHU B Ta3M JINCTOBKA. Bukre
TOuKa 4.

KakBo CbABbPiKa Ta3u JIMCTOBKA

KakBo npencrasnsiBa Opsumit 1 3a KaKBO ce U3I0I3Ba
Kakso Tpsi0Ba na 3Haere, npeau aa npuemere Opsumit

Kak na mpuemare Opsumit

BB3MOXHU HEXETaH! peakun

Kak na cpxpansiBate Opsumit

ChbabpprkaHye Ha ONTAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

A

1.  Kakso npeacraBiasiBa Opsumit 1 3a KaKBO ce H3II0JI3Ba

Opsumit cbbpka aKTHBHOTO BEIIECTBO MAIIUTEHTAH, KOSTO MPHHAIIICKU KbM KJlaca JICKapCcTBa,
HapeYCHH “aHTAarOHHUCTU HA CHIOTCIIMHOBHUTE PEIICITOPH .

Opsumit ce U30N3Ba 3a IBATOCPOYHO JieueHHe Ha OenoapoOHa aprepuanna xunepronus (BAX):

o npu Bb3pacTHU ¢ ¢pyHkuuonaneH kiac (OK) I go Il mo C30
o npu aena nof 18 rogunu ¢ Terno Haii-manko 40 kg ¢ pynkunonanen kinac (OK) II o Il mo
C30

Toli Moke 1a ce M3MO0I3Ba CaMOCTOATENHO Ui ¢ ApyTH jekapceTsa 3a BAX. BAX npencrasnssa
BUCOKO KPbBHO HaJISIFaHE B KPbBOHOCHUTE ChJIOBE, KOUTO IIPEHACAT KPBB OT ChPLETO KbM OeIuTe
npoboge (benompoduuTe aprepun). [Ipu xopa ¢ BAX te3m aprepun cTaBaT Mo-TeCHH, Taka g€ ChPIIETO
TpsiOBa a paboTH MO-yCHPIHO, 32 J1a U3MIOMITM KPbBTa Ipe3 TsX. ToBa Kapa XopaTa Aa ce YyBCTBaT
YMOPEHH, 3aMasiHU U J1a yCeIlaT HETOCTUT Ha Bb3IyX.

Opsumit pa3mupsiBa OSIOAPOOHUTE apTEPUH KaTO TaKa YIIECHSBA ChPIIECTO B U3MIOMIIBAHETO HA KPHBTa
npe3 Tax. ToBa MOHMKaBa KPHBHOTO HAIATaHE, 00JICKYaBa CUMIITOMUTE M OI00psIBa X012 Ha
3a00JIsIBaHETO.

2. KaxkBo TpsioBa 1a 3HaeTe, mpeau 1a npueMere Opsumit

He npuemaiite Opsumit

. aKO CTE AJICPTUYHH KbM MAIIUTEHTaH, COSI HJIM KbM HSKOS OT OCTAHAJIUTE ChCTABKU HA TOBA
JIEKapCTBO (M30pOCHM B TOUKA 6).
. aKo cTe OpeMeHHa, TUTaHUpaTe J1a 3a0peMeHeeTe Wik OMXTe MOTJIa J1a 3a0peMeHeeTe, 3all0TO He

M3II0JI3BATE HAACKICH METO/] 32 KOHTPOJ Ha paKaaeMocTTa (KOHTpareniys). BikTte Touka
,,DPEMEHHOCT U KbpMEHe.
. aKko KppMmute. Brkte Touka ,,bpeMeHHOoCT U KbpMeHe.
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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 gpapmMarneBT, npeau aa npuemere Opsumit.,

Ille TpsioBa 1a By ce npaBAT KPLBHH H3C/IeBAHN, onpeeneny oT Bamus jekap:

Bammusr nexap 1ie HanpaBu U3CIIeABaHE Ha KPbBTa MPEIH Ja 3arnouHere ieueHue ¢ Opsumit u mo
BpeMe Ha JICYCHUETO, 3a Ja IPOBEPH:

o Jlalii UMaTe aHeMusl (HamaJieH Opoii YepBeHU 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 MpHU3HALM, TPSAOBA Aa KaxeTe Ha Bamms yiekap.

[MpusHarure, ye yepHUAT Bu 1pod Moxe 1a He PyHKIMOHUPA J00pe, BKIFOUBAT:
rajicHe

MOBpBIaHE

Tpecka

Oonka B ctomMaxa (Kopema)

MOXBITSIBAHE HA KOXKaTa WK OstaTa yacT Ha OuuTe ((KBITCHUIIA)

TBMHO OI[BETE€HA ypUHA

CbpOeX Mo KoXKaTa

HeoOHMuaifHa yMOPSIeMOCT WM M3TOILEHHE (JIETApPTUsl WM yMOpPa)
IPUIONOA00CH CUHAPOM (00JIKa B CTABUTE U MYCKYJIUTE C BTPUCAHE)

AKo 3a0enexxuTe HIKOHM OT Te3W MpHU3HaNY, TPsAOBa 1a Ka)keTe BeAHara Ha Bammus aexap.

Ako umare nipodisiemu ¢ Op0penuTe, ropopere ¢ Bamms nekap, npeau na uznon3sare Opsumit.
ManuTreHTaH MOXe J1a JIOBEJIe /10 TIO-TOJISIMO TIOHKEHNE Ha KPhbBHOTO HAIISATAHE W TIOHIKEHHE Ha
XeMOTJIOOWHA TPY TMAaMeHTH ¢ TTpobiieMu ¢ Op0penuTe.

[Ipu manmenTn ¢ 6em01poOHA BEHOOKITY3HBHA OOJIecT (3amymBaHe Ha Oe0IpOOHUTE BEHH),
ymotpebara Ha JekapcTBa 3a edenne Ha BAX, BximountenrHo Opsumit, MoXke fa ToBee 10
0enoapoOeH 0TOK. AKO UMaTe MpU3HaIK Ha Oenoapo0OeH 0TOK pH ynoTpedbata Ha Opsumit, KaTo
BHE3AITHO, 3HAYUTEIIHO yBEJIMYaBaHE Ha 3a7yXa U MOHWKEH KUCIOPO B KPbBTa, TPsIOBA 1a KaKeTe
BegHara Ha Bamus nexap. Bammsar nexap Moxe /1a HalpaBH AOITBJIHATEITHH U3CIICIBAHUS 1 IIIE
OIIpeJIeIN KaKBa CXEMa Ha JIEUEHUE € Hail-noaxozsima 3a Bac.

Jlena v roHOIIM
He napaiite TOBa JIeKapCTBO Ha Jiella Ha BB3PacCT MO 2 TOJAUHHM, Thii KaTo e(UKACHOCTTA U
0e30MmacHOCTTa HE Ca YCTaHOBEHM.

Apyru nexapctBa m Opsumit

TpsbBa na kaxere Ha Bamms nekap win apManesT, ako MPUEMaTe, HACKOPO CTE MPUEMATH WK €
BB3MOXKHO JIa IpUeMaTe JIPyTH JeKapcTBa.

Opsumit MoXe 1a OKaKe BIUSHUE Ha APYTH JICKapCTBa.
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Axko npuemaTe Opsumit 3ae1HO C IPYTH JIEKApCTBa, BKIIOUUTETHO U30POEHHUTE MO-1071Yy, eeKTuTe Ha
Opsumit win Ha APyTrHUTe JIEKapcTBa MoraT Aa ce npoMmeHar. ['oBopete ¢ Bamus nekap win
(hapmMarneBT, ako IpUeMaTe HIKOE OT CIIEAHUTE JIeKapCTBa:

o prdaMITUIMH, KITAPUTPOMHUIMH, TETUTPOMUIINH, TUMTPODIOKCAINH, €PUTPOMHUIINH

(aHTHOMOTHUIY, U3TIOI3BAHHM 32 JICUCHUE Ha MHEKIUH),

(dennTonH (JEKapcTBO 3a JEUCHHUE Ha I'bPUOBE),

kapOamasenuH (M3M0J13Ba ce 3a JICUeHHEe Ha JACTIPECUs] U CIHIICTICHUST),

JKBIT KaHTapUOH (OMIIKOB MpenapaT, U3MO0JI3BaH 3a JICUeHUE Ha JIeNpechs),

PUTOHABUD, CAKBUHABUD (M3MOJI3BAT ce 3a jieueHue Ha XVB undexuns),

He(ha3010H (U3I0II3BA CE 3a JICUSHHE Ha JICTIPECHs),

KETOKOHAa30J1 (C M3KIII0YEHHE Ha IIaMII0aH), (hIyKOHAa30JI, HTPAKOHA30J, MUKOHA301,

BOPUKOHA30II (JIEKapCTBa, U3MOI3BAHU NPH I'BOUYHU HHPEKIIHH)

aMHUOJIapoH (32 KOHTPOJIUPAHE HA CHPACYHHS PUTHM)

. IUKJIOCTIOPUH (U3MOJI3BaH 3a MPEAOTBPATIBAHE HA OTXBHPJISTHE HA OPTaH Clie
TpaHCIIJIAaHTALIKs)

. JAIITHA3eM, BeparaMull (3a JIeYeHne Ha BUCOKO KPBBHO HAATAHE WU OTIPE/ICIICHHU MPOOIeMH
ChC CHPIIETO)

Opsumit ¢ xpana

AKo mprieMaTe MUTIePUH KaTo XpaHUTEHA J00aBKa, TOBa MOXKE Jla MPOMEHU OTIOBOPHT HAa OPraHu3Ma
KbM HSKOH JICKAPCTBEHU MPOJYKTH, BKItoUnTeHO Opsumit. Moisi, B TaKbB CITydail rOBOpeTe ¢
Bamus nexap wiu ¢ hapmarieBT.

BpeMeHHOCT 1 KbpMeHe
Ako cte OpeMeHHa WM KbPMHTE, CMSTATe, Y€ MOXKeE Jla CTe OpeMEeHHa Wi TUIaHUpaTe OpEeMEeHHOCT,
nochBeTBalTe ce ¢ Bamus nexap npeau ynorpebara Ha TOBa JIEKapCTBO.

Opsumit Moxe a yBpenu HepoaeHuTe 0ebera, 3a4eHaTH MIPeId, 0 BpeMe Ha HITH CKOPO CIIel
JIEYEHUETO.

. AXO e Bb3MOXKHO J]a 3a0peMeHeeTe, U3I0I3BANTe HAJICHKICH METO/T 32 MPe/Ina3BaHe OT
3abpeMeHsiBaHe (KOHTpaLeniust), JokaTo npuemare Opsumit. [oBopere ¢ Bamus sexap 3a
TOBA.

o He npuemaiite Opsumit, ako cTe OpeMeHHa WK IUTaHUpaTe Ja 3a0peMeHeeTe.

o Axo 3a0peMeHeeTe HiIH MOXKe Jia CTe 3a0peMeHsiia, Jokato mpuemate Opsumit, WiIH CKOPO CIIex

KaTo cTe cupenu npuema Ha Opsumit (o 1 mecerr), He3abaBHO moceTeTe Bammst mekap.

AKO cTe ®eHa, KOsITO MOXKe Jia 3abpeMeHee, Bamust nekap nie Bu momonu 1a HanmpaBuTe TECT 3a
OpEeMEHHOCT IpeIr Aa 3armovHeTe aa npuemMarte Opsumit U ga MpaBUTE PEIOBHO TaKhbB (BEIHBK
MeCceUHO), JokaTo mpuemaTte Opsumit.

He e m3BectHO manu Opsumit mpeMrHaBa B kbpMaTa. He TpsiOBa 1a kbpMuTE, TOKATO IpUEMaTe
Opsumit. ['oBopete ¢ Bammst nmekap 3a ToBa.

®eprrianTeT

AKxo cte MBx u mpuemMate Opsumit, BB3MOXKHO € TOBa JICKapCTBO J1a HaMayIk Opost Ha
criepmarozouaute Bu. ['oBopere ¢ Bamus nekap, ako uMaTe BbIIPOCH WM IPUTECHEHUSI OTHOCHO
TOBA.

lodupane u padoTa ¢ MAIIIUHU

Opsumit Moxe J1a IPUYNHA HEXKETaHH PEaKIMH KaTo IJIaBO00IME U HUCKO KPHBHO HAJISATaHE
(mocouenu B Touka 4), a u cumnToMuTe Ha Bamiero 3abossBane chio Morat na Bu npedar ga
modupare uim pabOTHTE C MAITMHH.
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Opsumit cbabp:Ka J1aKT03a, JJEHUTHH OT COSl U HATPHUA
Opsumit ceabprka 3axap, HapedeHa jJakTo3a. Ako Bammusat ekap Bu e kazan, ue nmaTe HETIOHOCUMOCT
KbM HSKaKBH 3aXapH, CBbpXKeTe ce ¢ Bamus nekap, mpeau 1a npuemMaTe ToBa JICKapCTBO.

Chabpika JEIUTHH, TIOYyYeH OT COsl. AKO CTE€ alleprHYHU KbM COS, HE U3MOJ3BaiiTe TOBA JIEKApCTBO
(BmxTe Touka 2 “He mpuemaiite Opsumit™).

ToBa jekapcTBO ChABPIKA MO-MaKo 0T 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXKe Jia Ce Kaxe,
Yye IPAKTUYECKU HE ChIIbPKA HATPUil.

3. Kak na npuemate Opsumit

Opsumit Tpr6Ba Ja CC MpEeAInuncBa camMo OT JICKap C OIMUT B JICHCHUCTO Ha 6GJ'IO,Z[pO6Ha apTcpuajiHna
XUIICPTOHUA.

Bunaru npuemaiite ToBa IEKapCcTBO TOYHO KakTo Bu e ka3zan Bamust nekap. AKO HE CTE CUTYpHHU
B HEllO, onuTante Bammus nekap.

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

[Ipenoppuurennata no3a Ha Opsumit e eqHa Tadnerka ot 10 mg Bequbx AHEBHO. I 'biTaiiTe
TabieTKaTa IsU1a, ¢ Jama Bojaa. He gpBuere u He uymere TabneTkara. Moxke ga mpuemare Opsumit
cbe i 0e3 xpana. Haii-noOpe e aa npuemare TabieTKara 1o eJHO U ChIIO BpeMe BCEKH JICH.

[Ipu nena ¢ terio mox 40 kg Opsumit ce npeanara noa Gpopmara Ha 2,5 mg AUCIIEPTUPAIIH CE
TabneTKu. BammusT jiekap 1me Bu mockBeTBa OTHOCHO Jj03aTa.

AKO cTe pHeJH MoBeYe 0T HeoOxoanMara 103a Opsumit
AKO CTe mpHesu nmosede TabJIeTKH, OTKOJIKOTO By e OMiio ka3aHo, MOXKe Ja MMaTe I1aBo0oIHe, TajcHe
win noBpsbiiane. [locsBeTBaiiTe ce ¢ Bamms nekap.

AKO cTe ponycHaJIu 1a npueMete Opsumit

Axo cte nponycHanu 1a npuemere Opsumit, B3eMeTe e[Ha 103a BeiHara, IlOM CH CIIOMHHTE, a CIIe]
TOBa MPOXBJDKETE J1a mpreMaTe TabieTkuTe B oonuaitnoTo Bpeme. He B3emaiite nBoitHa 103a, 3a 1a
KOMIICHCHpATe MPOITyCHaTaTa TabJIeTKa.

AKo cTe cripejiu npueMa Ha Opsumit
Opsumit e nedeHue, KoeTo 1e TpsiOBa 1a NPOIBIDKUTE Ja prUeMare, 3a a KoHTponupare Bamara
BAX. He criupaiite na npuemare Opsumit, OCBeH ako He CTe ChIVIaCyBalu TOBa ¢ Barmms siekap.

AK0 UMaTe HSIKaKBH JOMBJIHUTEIHHA BBIIPOCH, CBBP3aHH C yHOTpebaTa Ha TOBA JIEKAPCTBO, MOMUTANTE
Bamus siekap wiu gpapMarienT.

4. Bb3MOKHH HeKeJTaHU peakuuun

Kakro Bcuuku JICKapCTBa, TOBaA JICKAPCTBO MOXKE Jla MPECAN3BUKA HEXKECIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKH T' IIOJTy4aBa.

HeuyecTu cepuo3nn He:kelaHu peakuuu (Moxke na 3acernar a0 1 Ha 100 xymm)

o AnepruvHu peakiuy (MoIyBaHe OKOJIO OYUTE, JIUIETO, YCTHUTE, €3UKa HIIH I'bPIIOTO, ChPOexK
u/nnm o0OpuB)

Axo 3abenexuTe HIKOH OT Te3u MpU3HaLy, TpsAOBa Ja KaxkeTe He3abaBHO Ha Bammus ngexap.

MHoOro 4ecTH He:KeJJaHHU peakuu (Moxe /1a 3acerHat moseve ot 1 Ha 10 gymm)
o AHeMmus (HACBHK OpOif YepBeHN KPBBHH KIIETKH ) WM HAMAJICH XeMOTJIO0NH
o I'maBoGomue
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o BpoHXHT (Bb3MaNICHHE HA UXATEITHUTE MHTUIIA)
o HazodapuHrut (Bb3nanieHue Ha IbPJIOTO U HOCHHUTE ITBTHIIA)
o Ortok (rmoyBaHe), 0COOCHO Ha TIIC3EHUTE U CThITANaTa

YecTH HexeJIaHU peakuuu (Moxe 1a 3acersar 10 1 Ha 10 myrmmm)
®DapuHTuT (BBH3MAJICHUE HAa THPIIOTO)

I'pun

Wuadexnmn Ha MUKOYHHUTE IbTHIIA (MHOEKIUS HA TTMKOYHUS MEXYDP)
XumoToHus (HUCKO KPBBHO HaJIsITaHe)

Hazanna xoHrectus (3amyIneH Hoc)

[NoBuiieHn mokazaTemny Mpy YEPHOIPOOHN H3CIIEIBAHUS
JleBkomneHus (HamayieH Opoit Oeu KpHbBHU KIETKH)
TpomOoumTonenus (HamaueH Opoi Ha TPOMOOIIUTHTE)
3adepBsiBaHE Ha KOXKaTa

3acuieHo MaTOYHO KbPBEHE

Hesxesiann peakuuu npu geua v IOHOUIN

N36poenunTe mo-rope HeXxXeTaH! peaKiyi MOXKe Jia ce HaOI0aBaT U Npy Jiela. JlombIHUTeTHHTE
HE)XEJIaHU PeaKlMy, KOUTO MHOTO YeCTO ce HabJIroAaBaT MpHU Aela, BKI0YBAT HH(EKLUS Ha TOPHUTE
IUXaTeIH TbTUIIA (MHEKUYs Ha HOCa, CHHYCHTE WU I'bPJIOTO) U FACTPOCHTEPHUT (Bb3NaJCHUE HA
cToMaxa M 4epBara). PUHHT (chpOex, Xpema Wi 3amlylleH HOc) ce HaOIo1aBaT 4ecTo IpH Jela.

CpolmaBaHe Ha He:KeJTAHH PeaKIHH

AKXO NOJTyuuTe HAKAKBU HEXXEJIAHU JISKAPCTBEHH PEakilny, yBegomeTe Baiust nekap wiu apmanesT.
ToBa BKJIFOUBa BCUUKH BH3MOXKHHM HEOIMCAHHU B Ta3H JIMCTOBKA HEXEJIaHU peakiuu. MoKeTe ChIIo 1a
CHOOIIUTE HEeKENAHHU PEaKINH JUPEKTHO Ype3 HAIlMOHAIHA CHCTEMA 32 ChOOIIaBaHe B
M3meHUTENHA areHIus 110 JIeKapcTBaTa

yi. ,,Jlamsan I'pyes* Ne 8

1303 Codust

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

Kato crobmiaBaTe HeXxXeIaH! peakiiy, MOXKETe Jja AajieTe CBOS IPHHOC 3a MOTyYaBaHe Ha ITOBEYE
uH(OpPMALsSI OTHOCHO OE30ITacHOCTTA Ha TOBA JICKAPCTBO.

5. Kak 1a cexpansBate Opsumit
[la ce cpxpaHsiBa Ha MACTO, HEJJOCTBITHO 32 JCLA.
He u3nonsBaiite Opsumit cies cpoka Ha TOIHOCT, OTOENsI3aH BbPXY KapTOHEHATa OMaKOBKa
u Onucrepa cnen “T'ogen no:” u ,,EXP”. CpokbT Ha TOAHOCT OTroBaps Ha MOCIEIHHS AE€H OT
MTOCOYEHHS MECEII.
[a e ce cpxpansBa Hax 30°C.
He uzxBbprsiite nekapcTBaTa B KaHAIU3AIUATa WIM B KOHTEHHEpa 3a JOMAaITHH OTIIaIbIIH.
[onuTaiite Bamms papmarieBT kak Ja H3XBBPIATE JEKapcTBaTa, KOMTO Beye He n3non3Bate. Tesn
MEPKH L€ CIIOMOTHAT 32 ONa3BaHe Ha OKOJHATa Cpefa.
6. Chbabp:kanue Ha OIAKOBKATA M JOIIbJIHUTETHA MHpOpManus
Kakso cpabp:ka Opsumit

- AKTHBHOTO BEIIECTBO € MaluTeHTaH. Beska tabnerka cpappka 10 mg ManuTeHTaH.

- Jlpyrure chcTaBKH ca JTakT03a MOHOXUApAT (BHXKTE TOUKa 2 ,,Opsumit ChbpiKa JIAKT03a,
JIEIUTHH OT COSI ¥ HATPUi‘‘), MUKpOKpHUCTamHa 1enyno3a (E460i), moBumIoH, HaTprEeB
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HUIIECTEH TIUKOIAT T A (BIDKTE Touka 2 ,,Opsumit CbIbpika JaKTo3a, JICMUTHH OT COST 1
HaTpuii*), Mmaraesues creapat (E470b), momucopbat 80 (E433), mOTUBUHUIOB aTKOXOJ
(E1203), Tutanos nuokcun (E171), rank (E553b), coeB neuurun (E322) (BuxTe Touka 2
,,Opsumit Cbbpika JIAaKTO3a, JISLUTHH OT COS M HATpHii ‘) u kcaHTtaHoBa ryma (E415).

Kak n3raexna Opsumit 1 KAKBO CbIbpP:Ka ONAKOBKAaTAa
Opsumit 10 mg punmmupanu Tadietku ca Oenu 10 TouTH OeNr, TBOHHOU3IbKHAIH, KPBIIIH TAOJIETKH C
“10” oT mBeTe CTpPaHM.

Opsumit ce gocTasst kato ¢puiMupany Tadbaetku o 10 mg B Onuctepu ¢ 15 nnn 30 tabnetku.
He Bcuuku BHIOBE ONIAKOBKU MOTaT fja ObJIAT MyCHATH B IPOAKOa.

IpuTexaTes HA pa3pelieHUETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IMpousBoauTesn

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

3a 1onbIHUTETHA HHPOPMAIHA OTHOCHO TOBA JIEKapCTBO, MOJIS, CBBPIKETE CE C JTOKAIHHS
NpeACTAaBUTEN HA IPUTEXKATEIIS Ha Pa3pelieHUETo 3a ynoTpeoa:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"

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

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

Bbbarapus Luxembourg/Luxemburg

»JKoHCHH & JxoHCHH bearapus” EOO/] Janssen-Cilag NV

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

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

Ceska republika Magyarorszag

Janssen-Cilag s.t.0. Janssen-Cilag Kft.

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

Danmark Malta

Janssen-Cilag A/S AM MANGION LTD

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

jacdk@its.jnj.com

Deutschland Nederland

Janssen-Cilag GmbH Janssen-Cilag B.V.

Tel: 0800 086 9247 / +49 2137 955 6955 Tel: +31 76 711 1111

jancil@its.jnj.com janssen@jacnl.jnj.com
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Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

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

E\rada

Janssen-Cilag ®appokevtik) Movonpocmnn

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

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

France

Janssen-Cilag

Tél: 0 800 25 50 75 /433 1550040 03
medisource@its.jnj.com

Hrvatska

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

Ireland

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

Island
Janssen-Cilag AB
c/o Vistor ehf.

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

Italia

Janssen-Cilag SpA

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

Kvmpog

Bapvapoc Xattnmavayng Ato
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.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

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

Slovenija

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

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

Suomi/Finland
Janssen-Cilag Oy

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

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

JlaTa Ha mocJeaHo Npepa3riekaaHe Ha JucToBkara 12/2025

ITonpoOHa uHOpMaLKs 3a TOBA JICKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornetickara areHIus
10 JIeKapcTBaTa: https://www.ema.europa.eu.
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JlncroBka: undopmanus 3a norpeduTeNs

Opsumit 2,5 mg nucneprupamniu ce TadJIeTKA
MalMTeHTaH (macitentan)

IIpouyeTeTe BHUMATEIHO LSLJIATA JIUCTOBKA, PN 12 3aM04YHeTe 1a IPUeMaTe TOBA JIeKAPCTBO,
Thil KATO TS ChAbPKa BaskHa 32 Bac unopmanms. Tazu TuCcTOBKA € HaNMCaHA 32 NalMEHTAa
(,,Bue*) u 3a poauTesisi HJHM 0OTPUKBANIIOTO JIKIIE, KOETO IIIe ajie TOBA JEeKAPCTBO Ha JAeTeTo.
- 3anazere Ta3u JUCTOBKA. Moxke /1a ce HANOXKU J1a 51 IPOYETETE OTHOBO.
- AKO MMaTte HAKaKBH JIOTTBIHUTEITHA BBIIPOCH, ITONTUTaTe Barmms mekap wim GapMarieBT.
- ToBa nekapcTBo € npennucano JuyHo Ha Bac. He ro mpeotcThnBaiite Ha npyru xopa. To moxke
Jla UM HaBpeIH, HE3aBUCUMO Y€ TIPU3HAINTE Ha TAXHOTO 3a00JIIBaHE ca CHIMUTE KaTo Bammre.
- AKO TIOITyunTe HAKAKBU HEXKEJIaH! peakin, yBejomere Bamms nekap win hapmarnest. ToBa
BKJIIOYBA U BCUYKHU Bb3MOKHU HEKEJIAHU PEaKIMU, HEONMCAHU B Ta3U JUCTOBKA. BuxTe
TO4YKa 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

KakBo npencrasnsiBa Opsumit 1 3a KaKBO ce U3I0I3Ba

Kakso Tps6Ba na 3Haere, npeau ga nmpuemere win gagere Opsumit
Kaxk ma npuemare win naBate Opsumit

BB3M0XHU HEXKETaHU PEAKLIUU

Kak na cpxpansiBate Opsumit

ChbabpprkaHye Ha ONIaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

A

1. Kakso npeacrasiasipa Opsumit u 3a KaKBO ce H3I0JI3Ba

Opsumit cbIbpka aKTHBHOTO BEIIECTBO MAIMUTEHTAH, KOSTO MPHUHAIICKH KbM Kjlaca JIEKapCTBa,
HApEYCHHU “aHTAarOHHUCTU HA €HAOTCIUHOBUTE PELICHTOPH .

Opsumit ce u3M0J3Ba 3a ABATOCPOUHO JICUCHUE Ha OeoapoOHa apTepuanaa xuneptonus (bAX) mpu
Jiela Ha Bb3pacT oT 2 rogunau 10 o 18 ronunu ¢ GynkimonaieH kiac (PK) 11 xo 111 mo C30.

Toit Moke a ce U3MOoJI3Ba CaMOCTOSITETHO WK ¢ Ipyru Jekapera 3a BAX. BAX npencrasiisia
BHCOKO KPBHBHO HaJsSITaHEe B KPHbBOHOCHHUTE CHIIOBE, KOUTO MIPEHACAT KPBB OT CHPIETO KbM OenuTe
npoboBe (0enoapodHuTe aprepun). [Ipu xopa ¢ BAX Te3u apTepuu craBat No-TECHHU, TaKa 4e ChPIETO
Tpsi0Ba Ja pabOTH MO-YCHPAHO, 32 JIa M3MOMIIa KPBBTa Ipe3 TsX. ToBa Kapa XxopaTa Jia ce YyBCTBaT
YMOPEHH, 3aMasiH! | JIa YCEIIaT HeIOCTUT Ha Bh3IyX.

Opsumit pa3mupsiBa OSIOAPOOHUTE apTEPUH KaTO TaKa YIIECHSBA ChPIIECTO B U3MOMIIBAHETO HA KPHBTa
mpe3 Tax. ToBa MOHM)KaBa KPHBHOTO HaJAraHe, 00JeKYaBa CUMITOMUTE M 1O100psIBa X01a Ha
3a00JIsIBaHETO.

2.  Kakso TpsidBa 1a 3HaeTe, Npeau 1a npueMeTe win g1aaere Opsumit

He npuemaiite niu He naBaiite Opsumit

. aKo CTe aJepruYHM KbM MAIIUTCHTaH WM KbM HSIKOS OT OCTAaHAINTE ChCTaBKU HA TOBA
JeKapcTBO (M30pOEHH B TOUKa 6).
. aKko cte OpeMeHHa, IUTaHupaTe Aa 3adpeMeHeeTe Wi OMXTe MOrJIa Aa 3a0peMeHeeTe, 3a10To He

U3I0JI3BaTe HaleKICH METO/I 32 KOHTPOJI Ha PaXK1aeMOCTTa (KOHTpauenus). Biwxre Touka
,,DPEMEHHOCT U KbpMEHe.
. ako KppMuTe. Bukre 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 dapManeBT, peau aa mpueMere win nagaere Opsumit.

Ille TpsioBa 1a By ce npaBAT KPLBHH H3C/IeBAHN, onpeeneny oT Bamus jekap:

Bammusr nexap 1ie HanpaBu U3ClIeABaHE Ha KPbBTa MIPEIH U 110 BpeMe Ha JieueHnero ¢ Opsumit, 3a 1a
NpOBEPH:

o JlaNi UMaTe aHeMusl (HamaJieH Opoii YepBeHU KPbBHH KIICTKH)

o Jany yepHusT Bu 1po6 ¢pyHkunonupa godpe

Axko uMaTe aHeMusi (HamMaJieH Opoil YepBEeHU KPbBHH KJIETKH), MOXKE J]a UMATe CISIHUTE PU3HAIIH:
o BUCHC HaA CBAT

o yMopa/HepasmoioxeHue/cnadboct

o YCKOPEH ChpJIeYeH PUTHM, ChplicOneHE

o OsieHOCT

AKo 3a0eiexKuTe HAKOH OT Te3M MpHU3HALK, TPSAIOBA Aa KaxkeTe Ha Bamms jiekap.

IMpusHarure, ye yepHUAT Bu 1pod Moxe fa He PyHKIIMOHUPA A00pe, BKIIOYBAT:
rajicHe

MOBpBIaHE

Tpecka

Oosika B ctomMaxa (Kopema)

MOXBITSBAHE HA KOXKaTa WK OstaTa yacT Ha O4uTe (KBITCHUIIA)

THMHO OIIBETE€HA ypUHA

cbpOexX Mo KoXKaTa

HeoOHMUaiiHa yMOPSIeMOCT WM U3TOILIEHHE (JIETApTHsl WIH YMOpPa)
rpUIoNno00eH cuHApoM (00JIKa B CTABUTE U MYCKYJIUTE C BTPUCAHE)

AKo 3a0enexxuTe HIKOM OT Te3u Oenesn, TpsAOBa /1a KakeTe BeqHara Ha Bamus Jjiekap.

Axko umare nipobisiemu ¢ Ob0penuTe, ropopere ¢ Bamus nekap, npeau ga uznon3sare Opsumit.
MarnuTteHTaH MoKe J1a JIOBeJIe JI0 TIO-TOJISIMO MOHMKEHUE Ha KPhBHOTO HAIISTAHE U TIOHIDKEHHE Ha
XeMOorJIoOWHa TpH TMaMeHTH ¢ TIpobiieMu ¢ Op0penuTe.

[Ipu manmenTn ¢ 6e104poOHA BEHOOKITY3HBHA OoJecT (3amymBaHe Ha OeoIpOOHNUTE BEHH),
ynotpebara Ha jekapcTBa 3a nedenne Ha bAX, BkmountenHo Opsumit, MoXxe fa JoBee 10
OenoapoOeH 0TOK. AKO UMaTe MpU3HaNK Ha 6enopoOeH 0TOK npH ynoTpedaTta Ha Opsumit, KaTo
BHE3aITHO, 3HAYUTEIIHO yBEIMYaBaHEe Ha 33yX U MOHIKECH KUCIOPOJ, HH(OpMHUpaiiTe He320aBHO
Bamus nekap. Bamusr iexkap Moyke 1a HalipaBH JOMBJIHUTEIHH U3CIISIBAHUS 1 1€ ONIPEIETH KaKBa
cxema Ha JIedeHHe € Hal-noaxosma 3a Bac.

Jlena v roHOIIM
He napaiite TOBa JIekapCTBO Ha Jiella HA BB3PAcCT MO 2 TOANHHM, ThI KaTo e()UKACHOCTTA U
0e30macHOCTTa HE Ca YCTAaHOBEHH.

Apyru nexapctBa u Opsumit

TpsibBa na kaxxete Ha Bamms nexap win papmaiest, ako Bue niu Bameto nere npuemare, HacCKopo
CTe MpHeMali WU € Bb3MOXKHO JIa IpUeMaTe IPYyTH JeKapcTBa.

Opsumit MoXe 1a OKa)Ke BIUSHUE Ha APYTH JICKapCTBa.

58



Axko npuemMate win naBate Opsumit 3ae1HO C IPyTH JIeKapCTBa, BKIIOUYUTETHO N30pOEHHTE 10-10Y,
edexture Ha Opsumit WK Ha IPYyTUTe JEKapcTBa MOrart Jia ce mpoMeHsT. ['oBopere ¢ Bamus nexap
win GapManeBT, ako IpUeMaTe HIKOE OT CJISIHUTE JIEKapCTBa!

o prdaMITUIIFH, KITAPUTPOMHUIMH, TETUTPOMUIINH, TUMTPODIOKCAIVH, €PUTPOMHUIINH

(aHTHOMOTHUIY, U3TIOI3BAHHU 32 JICUCHUE Ha WH(EKIUH),

¢dennTonH (JeKapcTBO 3a JCUCHHUE Ha I'bPUOBE),

kapOamasenuH (M3M0J13Ba ce 3a JICUeHHEe Ha JCTIPECUs] U SIHIICTICHUST),

JKBIT KaHTapUOH (OMIIKOB MpenapaT, N3M0JI3BaH 3a JICUeHUE Ha JIenpechs),

PHUTOHABUD, CAKBUHABUD (M3M0JI3BAT ce 3a euenue Ha XVB undexuns),

He(ha300H (M3I0II3BA CE 32 JICUSHHE Ha JICTIPECHs),

KETOKOHAa30J] (C M3KIII0YEHHE Ha IaMII0aH), (hIyKOHAa30JI, HTPAKOHA30J, MUKOHA301,

BOPUKOHA30JI (JIEKApCTBa, U3MOJI3BAHU PH I'BOUYHU HHPEKIHH)

aMHOapoH (32 KOHTPOJIUPAHE HA ChPACYHHS MYJIC)

. IUKJIOCTIOPUH (M3MOJI3BaH 3a MPEAOTBPATIBAHE HA OTXBBHPJISTHE HA OPTaH CIie
TpaHCIIJIAaHTALIKsA)

. JUIITHA3EeM, BeparaMull (3a JIeYeHne Ha BUCOKO KPBBHO HAJATAHE WITH OTPE/ICIICHU MPOOIeMH
ChC CHPIIETO)

Opsumit ¢ xpana

AKo mpreMaTe MUTIePUH KaTo XpaHUTETHA J00aBKa, TOBA MOKE Jla MPOMEHU OTTOBOPBHT HAa OPraHU3Ma
KbM HSKOH JICKAPCTBEHU MPOYKTH, BKItoUnTeIHO Opsumit. Moisi, B TaKbB CITydail roBOpeTe ¢
Bamus nekap wiu ¢ papmarieBT.

BpeMeHHOCT U KbpMeHe
Axo cTe OpeMeHHa MM KbPMUTE, CMSITaTe, Ye MOXKe Jia CTe OpeMEeHHa MM TUIaHhpaTe OpeMEeHHOCT,
nochbBeTBalTe ce ¢ Bammus nexap npeau ynorpebara Ha TOBa JIEKapCTBO.

Opsumit Moxe fa yBpenn HepoaeHuTe 0ebera, 3a4eHaTH MIPeId, 0 BpeMe Ha W CKOPO CIIe]
JIEYEHUETO.

. AXO € Bb3MOXKHO J1a 3a0peMeHeeTe, U3I0I3BAlTe HAJICHKICH METO/T 3a MPe/Ina3BaHe OT
3abpeMeHsiBaHe (KOHTpaLenius), okaTo npuemare Opsumit. [oBopere ¢ Bamus siexap 3a
TOBA.

o He npuemaiite Opsumit, ako cTe OpeMeHHa WK IUTaHUpaTe Ja 3a0peMeHeeTe.

o Axo 3a0peMeHeeTe WM MOXKe Jia CTe 3a0peMeHsia, JokaTto nmpuemate Opsumit, WiIH CKOPO CIIex

KaTo cTe cupenu npuema Ha Opsumit (o 1 Mecerr), He3abaBHO ce cpemnrHeTe ¢ Bammst mekap.

AKO cTe ®eHa, KOsTO MOXKe Jia 3abpeMeHee, Bamust nekap e Bu momonu na HanmpaBuTe TECT 3a
OpEeMEHHOCT IpeIr Aa 3amodHeTe aa npuemMate Opsumit U a MpaBUTE PEIOBHO TaKbB (BETHBK
MeCeUHO), JokaTo mpuemaTte Opsumit.

He e m3BectHO nanu Opsumit mpeMrHaBa B kbpMaTa. He TpssOBa 1a kbpMuTE, TOKATO IpUEMaTe
Opsumit. ['oBopete ¢ Bammst mekap 3a ToBa.

®eprrianTer

AKxo cte MBxk 1 mpuemMate Opsumit, BB3MOXKHO € TOBa JICKapPCTBO J1a HaMaJIk Opos Ha
criepMmarozouaute Bu. ['oBopere ¢ Bamus nekap, ako uMaTe BbIIPOCH WM IPUTECHEHUSI OTHOCHO
TOBA.

Hlodupane u padoTa ¢ MAIIIUHU

Opsumit MoXxe J1a TPUYMHA HEXKETaHU PEaKIMH KaTo IIIaBO00IME U HUCKO KPHBHO HAJISATaHE
(mocouenu B Touka 4), a u cuMnToMuTe Ha Bamiero 3a0ossBane chio Morat na Bu npedar ga
modupare wiu pabOTUTE C MAIITUHH.
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Opsumit cbABPKa N30MAJT U HATPUIA
Opsumit chIbprka 3aMeCTUTEN Ha 3axapTa, HapeueH n3oManTt. Ako Bamusr nekap Bu e kazai, ge
MMaTe HEMMOHOCUMOCT KbM HSIKOU 3aXapH, CBBPIKETE C€ C HET0, MPEAH J1a IpueMaTe TOBa JEKapCTBO.

ToBa jekapcTBO ChABPIKA MO-MaNKO 0T 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXKe JIa Ce Kaxe,
Ye MPaKTUYECKU HE ChIbpiKa HATPUH.

3. Kak na npuemarte uim napate QOpsumit

Opsurnit TpH6Ba Ja C€ MpEeAIuncCBa caMo OT JICKap C OIUT B JICHCHUCTO Ha 66J'IO,I[pO6Ha apTepuaiHa
XUIICPTOHUA.

Bunaru npuemaiite nim qaBaiTe ToBa JIEKapCTBO TOYHO KakTo Bu e kazan Bamust nekap. AKo He cTe
CUTYPHH B HEllo, nonuraire Bamus igexap.

IIpenopbunTeHa 1032
Bammst nexap me onpenenn Opost Ha Tabnetkure Opsumit B 3aBUCHMOCT OT TEJIECHOTO TEIJIO Ha
JETETO.

Kak 1a npuemaTre Wi 1aBarte ToBa JeKapCTBO

- Ilpuemaiite uinu napaiite Opsumit gucreprupaiiy ce TabJeTKH BeIHBXK JHEBHO.

- llpuemaiiTe ru uiu rU naBaiTe MPUOIUIUTEITHO 10 €THO U CHIIO0 BpeMe BCEKH JICH.
- Te moxe aa ce mpueMaT WK JaBaT ChC WK 0€3 XpaHa.

Ipuemaiite uim naBaiite Opsumit qucHeprupamm ce TadJIeTKH CaMO KaTo NMepopajiHa
cycrneH3us

Opsumit gucnieprupariu ce TabaeTku TpsOBa Ja ce ANCIIEPTrupaT B TEUHOCTH, 32 J1a ce 00pa3yBa
nepopaliHa CycrieH3usl, Ipen 1a ce JajaT Ha nanueHnture. [lepopanHaTa cycreH3us MOXe Ja ce
NPUTOTBH B JILKHUIA WM B MaJika yaia. BHrMaBaiiTe msiiata 103a Ja ce nornjiHe. Poiere TpsoBa na
ce U3MHUBAT U MOJICYIIaBaT MATEITHO MPEIU U CJIe]l IPUTOTBIHETO Ha JIEKAPCTBOTO.

Kak 1a npuroTBuTe 1 1a npueMeTe WIH /12 AajJeTe NEPOPATHATA CYCHEH3UsI ¢ MOMOIITA HA
JIbKALA

1. TlpuroTBere mepopanHaTa CyCleH3Hs, KaTo 100aBUTe IpeANucanus Opoil qucreprupay ce
TabJeTKH KbM BOJIa 32 MMMEHE ChC CTalfHAa TEMIIEpaTypa B ILKHUIIA.

2. BHuMmarenmHO pa30bpKalTe TEYHOCTTA B MPOABIDKEHNE Ha | 10 3 MUHYTH ¢ BbpXa Ha HOXK. [laiiTe
IoJIy4eHaTa Osyla MbTHA TEYHOCT Ha JIETETO BEAHAra WM sl CMECETE JOIIBJIHUTEIHO C MaJKa
nopuus I0BJIKOB COC MIIM KUCEI0 MIISIKO, 32 A3 YIICCHUTE PUIIOKEHHUETO.

3. JloGaBeTe o1ie MaJIKoO BOAA, SOBJIKOB COC WIIN KHCEIO0 MIISIKO B JIBXKMLATAa U HAKapaiTe JeTeTo Aa s
IIOT'BJIHE, 32 J1a CT€ CUT'YPHH, Y€ LUIOTO JICKapCTBO € MPUETO.

4. AKo He ce mpUeMe BeIHara, U3XBbpJIeTe JIEKapCTBOTO U MIPUTOTBETE HOBA J1034.

AnNTepHaTHBHO, BMECTO C BO/a, IEpOpaIHaTa CyCIEH3UsI MOXeE JIa Ce MIPUTOTBH B TOPTOKAJIOB COK,
SIOBJIKOB COK WJIM 00€3MACIICHO MIISKO.

Kak 1a npurorBuTe U 1a npueMeTe WM A2 AajeTe NEPOPATHATA CyCIeH3Us ¢ IOMOIITA Ha

MaJiKa yamia

1. IlpurotBere mepopanHaTa CyCHeH3Hs, KaTo 100aBUTE NpeANUcanus Opoil qucreprupay ce
Ta0JIETKU KbM MaJIKO KojuuecTBO (Makcumym 100 ml) nuteiiHa Boaa ¢hC cTaliHa TeMIieparypa B
MaJKa garia.

2. BuumarenHo pa30bpKaiTe C IBbKHUIA B Ipoab/bKkeHHe Ha 1 1o 2 munyTu. Hakapaiite netero aa
W3IKe BeJHAara Mojy4eHaTa Osjla MbTHA TE€YHOCT.

3. JlobGageTe ore Maliko BoAa B MajikaTa dalia u pa30bpKaiiTe ChC ChIAaTa THKHIIA, KATO HAKapaTe
JETETO Aa U3MHeE ISUI0TO ChIbPKAHUE HA YalllaTa, 3a J1a CTE CUT'YPHH, Y€ LSUIOTO JICKapCTBO €
MIPUETO.
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4. AKo He ce mpreMe BeIHara, U3XBbpJIeTe JIEKapCTBOTO U IPUTOTBETE HOBA J1034.

CrnennanHa mHpopManus 3a 00rprKBaIMTe JUNA

Ha obrpmwxBamure nuia ce nmpenopbyuBa a H305ArBaT KOHTAKT Cbe cycnen3unte Opsumit
Jycneprupainy ce Tabsetku. M3muiite maTeaHo pbLUeTe cu IPeau U ClIe IPUTOTBSIHETO Ha
CYCIICH3MSITA.

AKO cTe pHeJU WIH JAJIM ToBe4Ye 0T HeoOxoanMaTa 103a Opsumit
Axo cTe npuenu rnosede TabIETKH, OTKOJIKOTO By e 0110 ka3aHo, MOke Ja ©MaTe TiaBo0oIme,
nopaurade wiv nospseiane. [locsBerBaiite ce ¢ Bamms nekap.

AKO cTe PONYCHAJIM 1a MpueMeTe WU AageTe Opsumit

AKo cte npomnycHanu ga npuemere Opsumit, B3emMeTe ejHa 103a BeJHara, KoraTo CH CIIOMHHTE, & CIIe]
TOBa MPOIBIDKETE J1a mpreMaTe TabieTkuTe B o0nuaiinoTo Bpeme. He B3emaiite nBoitHa 103a, 3a 1a
KOMIICHCHpATe MPOITyCHaTaTa TalJIeTKa.

AKO cTe crpeJiM IpueMa WM AaBaHeTo Ha Opsumit
Opsumit e neyeHune, K0eTo e TpsAOBa Ja MPOIBIDKUTE Ja IpueMaTe, 3a Aa KoHTposnupaTe Bamara
BAX. He crimpaiite na npuemare Opsumit, OCBeH ako He CTe ChIVIACYBalM TOBa ¢ Barms ekap.

AKO UMaTe HSIKaKBH JOIBJIHUTEIIHA BBIIPOCH, CBbP3aHH C yIOTpebaTa Ha TOBA JIEKAPCTBO, MOIUTANTE
Bamus nexap uiun papmarienr.

4. Bb3MOKHH HeKeJTaHU peakuuuun

Kakro Bcuuku JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia MPECAN3BUKA HEXKECIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKH T'Y IIOJTy4aBa.

HeuecTu cepuo3nn He:kelanu peakiuu (Moxke na 3acerrar a0 1 Ha 100 mxymm)

o AnepruuHu peakuuu (MoayBaHe OKOJIO OUYHTE, JIMIETO, YCTHUTE, €3UKa MU T'bPII0TO, ChpOeK
n/nnm 0OpuB)

Axo 3abenexuTe HIKOH OT Te3u Mpu3HaLy, TpsAOBa a KaxxeTe He3abaBHO Ha Bamms nekap.

MHoro yecTu He:KeJIaHU peakuuu (MoxKe Jia 3acernat noseve ot 1 Ha 10 gymn)
AHemus (HACBHK OpOif YepBEeHU KPBBHU KJIIETKH ) WJIM HAMaJIeH XeMOTJIO0NH
I'maBoGomnme

BpouxuT (Bb3ManeHre Ha JUXaTEITHUTE T THUIIA)

Hazodapurarut (Bb3MajeHe Ha TbPIOTO M HOCHUTE ITHTHIIA)

Ortok (mmomyBaHe), 0coOEHO Ha TIIE3EHUTE U CThITanaTa

YecTH HexeJIaHU peakunu (Moke 1a 3acertar no 1 Ha 10 goBeka)
DapuHrUT (Bb3NalIeHUe Ha I'BPIIOTO)

T'pun

Wndexnun Ha nuKoyHUTE MbTHINA (MH(DEKINS Ha TUKOYHUS MEXYD)
XunoToHus (HUCKO KPBBHO HaJIsITaHE)

Hazanna xonrectus (3amyIieH HOC)

[ToBumenu mokaszareau OT YePHOAPOOHH U3CIIEABAHHS
JleBkomenust (HamaseH Opoii Oeu KPbBHU KJIETKH)
TpomOoruTonieHns (HamasaeH Opoil Ha TPOMOOIIUTHTE)
3adepBsiBaHE Ha KOXKaTa

3acuieHO MaTOYHO KbPBEHE

Hexesianu peakunu nNpu Jena U HOIIH
N306poeHuTe Mo-rope HeXxelaHu peakiliid MOXKe Jia ¢ HaOJIoAaBaT U npH aena. JJonmbIHUTeITHUTE
HEXEJIaHU PeaKIlui, KOUTO MHOI'0 YeCTO ce HaOJIroAaBar IpH Jela, BKIYBAT MH(EKIIHUS Ha TOPHUTE

61



IUXaTeITHN MThTUIIA (MHGEKINI Ha HOCa, CHHYCHUTE WM I'bPJIOTO) M TACTPOCHTEPHUT (Bh3NAIICHHE Ha
cToMaxa M 4epBara). PUHUT (cbpOek, XpeMa Wi 3aIlyIIeH HOC) ¢ HaOJIro1aBaT 4ecTo MpH AeTa.

Cho01aBaHe HA He:KeJIAHU PeaKunu

AXo0 noyunTe HAKaKBU HEKEJIaHU JICKAPCTBEHH PEaklny, yBegoMeTe Bamus nexap win ¢apmariesr.
ToBa BK/IIOUBA BCUYKH Bb3MOXKHH HEOIIMCAaHU B Ta3y JMCTOBKA HEXXENaHU peakiuu. MoxeTte ChlIo J1a
CHOOLINTE HEXEJIAaHU PEAKLMH AUPEKTHO Ype3 HallMOHAIHA CHCTEMA 3a ChOOIaBaHe B
UsmbiHUTEIHA areHIys 10 JIeKapcTBaTa

yi. ,,Jlamsa I'pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcanT: www.bda.bg

Karo cpobiaBare Hexxenanu peakiiy, MOXKeTe Ja JaieTe CBOS MPUHOC 3a MoJyYaBaHe Ha IOBEYe
MHOpMAaIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na cexpansiBate Opsumit
[la ce cpxpaHsiBa Ha MSICTO, HEJIOCTBITHO 32 JAELa.

He uznon3aiite Opsumit ciex cpoka Ha TOJTHOCT, OTOENA3aH BhPXY KapTOHEHATa OIMaKOBKa
u onmcrepa cien ’T'oxer mo:” u ,,EXP”. CpokbsT Ha TOMHOCT OTTOBApSI HA IMTOCIEIHUS JEH OT
ITOCOYEHUS MECEIL.

C’LXpaHHBaﬁTe B OpUIr'MHAJIHATa OIMAKOBKa, 3a /1a IpCAna3uTe OT BJI1ara.
To3u JICKApPCTBECH MPOAYKT HC M3MCKBa CIICHHUAIHN TEMIICPATYPHHU YCJIOBUA Ha CbXpPaHCHUC.

He H3XB’prfH7[TC JICKapCTBaTa B KaHA/IM3aluATa Uiu B KOHTeﬁHepa 3a JOMAalIHH OTIIaaAbIIN.
[MonmTaiite Bamms papmanieBT kak 1a H3XBBPISATE JEKapcTBaTa, KOUTO BeUye He n3non3Bate. Te3u
MEpPKH LIE€ CIIOMOTHAT 3a OIla3BaHE HA OKOJIHATA Cpeaa.

6. Chbabp:kanue Ha OIAKOBKATA M JOIIbJIHUTETHA HHpOpManus

Kakso cbabp:ka Opsumit

- AKTHBHOTO BEIIIECTBO € MalUTeHTaH. Beska aucneprupaiia ce Tabierka chabpika 2,5 mg
MalUTEHTaH.

- Hpyrute cberaBku ca manuton (E421), mzomant (E953), kpockapmenosza HaTpuii (E468),
Mmaraesues creapat (E470b) (Bmkre Touka 2 ,,Opsumit ChIbpKa H30MANT U HATPUI ).

Kaxk u3raexxga Opsumit 1 KaKBO ChABPKA ONAKOBKATA
Opsumit 2,5 mg qucneprupaiiy ce TabIeTKH ca Oelr 10 moYTH Oenu, KPBIK TadJIeTKH ¢ ,,2,5 oT
eqHaTa cTpaHa u ,,Mn“ oT IpyraTa cTpaHa.

Opsumit ce 1ocTaBs KaTo JUCTIEPTHPAIIHN Ce TAOIETKH B TephoprupaHu OIUCTEPH C EAMHUIHH TO3U
(amymuaMIA/anymMuHui), chabpxamu 30 X 1 qucneprupaniy ce TabIeTKH.

IIpuTexaTes Ha pa3pellleHNETO 32 ynoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

IIpousBoaguren

Janssen Pharmaceutica NV
Turnhoutseweg 30
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B-2340 Beerse
benrus

3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/I}I OTHOCHO TOBa JICKapCTBO, MOJIs, CBBPKETC CC C JIOKAJTHUSA

NpEICTABUTEN Ha MPUTEKATEIIS Ha Pa3pelieHreTo 3a ynorpeoda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbarapus

»oKOHCBH & JIxoHchH bearapus” EOOJ]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

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

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

EALdda

Janssen-Cilag ®appokevtik) Movonpocmnn
A.E.B.E.

TmA: +30 210 80 90 000

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

France

Janssen-Cilag

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

Hrvatska

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

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Téel/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

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

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

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

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

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

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



Ireland

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

Island
Janssen-Cilag AB
c/o Vistor ehf.

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

Italia
Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1

janssenita@its.jnj.com

Kvnpog

Bapvapoc Xattnmavayng Ato

TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Slovenija

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

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

Suomi/Finland
Janssen-Cilag Oy

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

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

JlaTa Ha moci1eqHO NMpepasrJie;kaaHe Ha JucToBKaTa 12/2025

[Moapo6Ha nHpOpMAaIHs 32 TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yebcaiita Ha EBporeiickara areHuus
10 JIeKapcTBaTa: https://www.ema.europa.cu
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	Opsumit 10 mg филмирани таблетки
	Всяка филмирана таблетка съдържа 10 mg мацитентан (macitentan).
	Помощни вещества с известно действие
	Всяка филмирана таблетка съдържа приблизително 37 mg лактоза (като монохидрат) и приблизително 0,06 mg соев лецитин (E322).
	За пълния списък на помощните вещества вижте точка 6.1.
	4.1 Терапевтични показания
	4.2 Дозировка и начин на приложение
	Не се налага корекция на дозата при пациенти на възраст над 65 години (вж. точка 5.2).
	Въз основа на фармакокинетичните (ФК) данни, не се налага корекция на дозата при пациенти с лека, умерено тежка или тежка степен на чернодробно увреждане (вж. точки 4.4 и 5.2). Въпреки това, няма клиничен опит с употреба на мацитентан при пациенти с Б...
	Въз основа на ФК данните, не се налага корекция на дозата при пациенти с бъбречно увреждане. Няма клиничен опит с употреба на мацитентан при пациенти с БАХ с тежка степен бъбречно увреждане. Не е препоръчителна употребата на Opsumit при пациенти на ди...
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	Концентрация на хемоглобин
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	Съпътстваща употреба с умерени двойни или комбинирани инхибитори на CYP3A4 и CYP2C9

	При пациентите с бъбречно увреждане може да има по-висок риск от хипотония и анемия по време на лечение с мацитентан. По тази причина трябва да се има предвид нуждата от проследяване на кръвното налягане и хемоглобина. Няма клиничен опит с употреба на...
	Помощни вещества с известно действие
	Opsumit съдържа лактоза. Пациенти с редки наследствени проблеми на непоносимост към галактоза, пълен лактазен дефицит или глюкозо-галактозна малабсорбция, не трябва да приемат този лекарствен продукт.
	4.5 Взаимодействие с други лекарствени продукти и други форми на взаимодействие
	Мацитентан и активният му метаболит не са инхибитори на чернодробните или бъбречните транспортери в клинично значими концентрации, включително на транспортните полипептиди на органичните аниони (OATP1B1 и OATP1B3). Мацитентан и активният му метаболит ...
	Мацитентан и активният му метаболит не са инхибитори на чернодробните или бъбречните ефлуксни помпи в клинично значими концентрации, включително на протеина, свързан с мултилекарствена резистентност (P-gp, MDR-1) и транспортерите за екструзия на множе...
	В клинично значими концентрации мацитентан и активният му метаболит не взаимодействат с протеини, участващи в транспортирането на чернодробните жлъчни соли, т.е. експортната помпа за жлъчни соли (BSEP) и натрий-зависимия таурохолат котранспортер (NTCP).
	4.6 Фертилитет, бременност и кърмене
	4.7 Ефекти върху способността за шофиране и работа с машини
	4.8 Нежелани лекарствени реакции
	Дългосрочна безопасност

	4.9 Предозиране
	5.1 Фармакодинамични свойства
	Фармакотерапевтична група: антихипертензивни средства, антихипертензивни средства за белодробна артериална хипертония. ATC код: C02KX04.
	Дългосрочни данни при БАХ

	5.2 Фармакокинетични свойства
	Фармакокинетиката на мацитентан и неговия активен метаболит апроцитентан е охарактеризирана при 47 педиатрични пациенти на възраст ≥ 2 години и при 11 пациенти на възраст от ≥ 1 месец до под 2 години.
	Схемите на прилагане на мацитентан, базирани на теглото, водят до наблюдавани/симулирани експозиции при педиатричните пациенти на възраст от 2 години до под 18 години, които са сравними с експозициите, наблюдавани при възрастните пациенти с БАХ и здра...
	Експозиции на мацитентан, сравними с тези на възрастните пациенти с БАХ, получаващи 10 mg веднъж дневно, не се постигат във възрастовата група от ≥1 месец до под 2 години (вж. точка 4.2).
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	6.4 Специални условия на съхранение
	6.5 Вид и съдържание на опаковката
	6.6 Специални предпазни мерки при изхвърляне и работа
	Opsumit 2,5 mg диспергиращи се таблетки
	Всяка диспергираща се таблетка съдържа 2,5 mg мацитентан (macitentan).
	Помощни вещества с известно действие
	Всяка диспергираща се таблетка съдържа приблизително 25 mg изомалт.
	За пълния списък на помощните вещества вижте точка 6.1.
	4.1 Терапевтични показания
	4.2 Дозировка и начин на приложение
	Не се налага корекция на дозата при пациенти на възраст над 65 години (вж. точка 5.2).
	Въз основа на фармакокинетичните (ФК) данни, не се налага корекция на дозата при пациенти с лека, умерено тежка или тежка степен на чернодробно увреждане (вж. точки 4.4 и 5.2). Няма обаче клиничен опит с употреба на мацитентан при пациенти с БАХ с уме...
	Въз основа на ФК данните, не се налага корекция на дозата при пациенти с бъбречно увреждане. Няма клиничен опит с употреба на мацитентан при пациенти с БАХ с тежко бъбречно увреждане. Не се препоръчва употребата на Opsumit при пациенти на диализа (вж....
	Чернодробна функция
	Концентрация на хемоглобин
	Белодробна венооклузивна болест
	Съпътстваща употреба с умерени двойни или комбинирани инхибитори на CYP3A4 и CYP2C9

	При пациентите с бъбречно увреждане може да има по-висок риск от хипотония и анемия по време на лечение с мацитентан. По тази причина трябва да се има предвид нуждата от проследяване на кръвното налягане и хемоглобина. Няма клиничен опит с употреба на...
	Помощни вещества с известно действие
	Opsumit диспергиращи се таблетки съдържат изомалт. Пациенти с рядки наследствени проблеми на непоносимост към фруктоза не трябва да приемат това лекарство.
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