INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Revatio 20 mg ¢unmupanu TadbneTku

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB
Besika punmupana Tabserka chabpika 20 mg cunnenadun (sildenafil) (kato mutpar).
ITomorHo(1) BeriecTBo(a) ¢ U3BECTHO AEHCTBUE

Bcesika Tabnerka chabpika cbio u 0,7 mg J1akrosa.
3a IBIHUA CIIMCHK HA ITOMOIIHUATE BEIECTBA BIKTE TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
OunMupanu TadJIeTKH

benwn, kpbrav, TBOWHOM3IIEKHAIN (GUIMUPAHH Ta0lIeTKH, Mapkupanu ¢ “VLE” oT eqHara cTpaHa u ¢
“RVT 20” ot npyrara cTpaHa.

4. KJIMHUYHU JAHHHA

4.1 TepaneBTUYHHU MOKA3ZAHUS

Bb3pactHu
JledeHue Ha BB3pacTHH MAIMEHTH C OeoApoOHa apTepuaiHa XUIIePTOHUS, PyHKIIMoHaNeH Kiac 11 u

I mo knacuduranusita Ha C30, ¢ uen nogoOpsiBaHe Ha pabOTHUS KamanuTeT. JleMOHCTpUpaHa e
e(UKaCHOCT IIPH IIbPBUYHA OeJI0APOOHA XUIIEPTOHUS U 0€I0ApOOHA XUIIEPTOHMS, CBhP3aHa ChC
CUCTEMHH 3a00JIIBaHus HA CheIMHUTEIHATA ThKaH.

[lepuaTpuyHa momynanus

Jleuenue Ha meaUATPUYHU TIAIMEHTH Ha BB3pacT oT 1 10 17 roxgunu ¢ 6emoapodHa apTepranHa
xurnepronus. JlemoHcTpupana € epUKacHOCT IO OTHOIICHHE Ha MO00pABaHe HA paOOTHUS KamalUuTeT
nunu 6enoapoOHaTa XeMOAWHAMUKA NIPU TbPBUYHA O€10ApoOHa XUNepToHUs U OenorpodHa
XUTIEPTOHUS, CBBP3aHa C BPOJACHHU ChpAcUHU 3a00sIBaHus (BK. TOUKa S5.1).

4.2 Jlo3upoBKAa M HAYMH HA NPHJIOKEHHE

Jleyenuero TpsOBa qa Ob/e 3aMI0YHATO K MOHUTOPUPAHO CaMO OT JIeKap ¢ KIIMHUYCH OITUT B
JICYCHUETO Ha OesoIpoOHa apTepHaiHa XUIIePTOHHs. B ciiydaii Ha KIIMHUYHO BJIOIIIABAHE BBHIIPEKU
nedeHneto ¢ Revatio, TpsioBa s1a Ob1aT 00CH/ICHH AJITEPHATUBHU TEPATICBTHYHU TIOIXOTH.

EO3I/IQOBKa

Bv3pacmuu
[IpenoppuntenHara n03a ¢ 20 mg Tpu mbTH JHEBHO. JlekapuTe TpsiOBa 1a MOCHBETBAT MAIIUEHTHUTE,

KOHUTO ca TMPOITyCHaJu mprueM Ha Revatio, 1a mpueMar /103a pu TbpBa B3MOXKHOCT H CJIe]l TOBa Ja
MPOJBIDKAT ¢ HOpManHus npueM. [larmenture He TpsiOBa 1a mpreMart JABOIHA /1034, 3a Ja
KOMIIEHCHUpAT NpoIycHaTaTa 103a.

Ieouampuuna nonyrayus (om I 0o 17 200unu)

3a nepMaTpUYHU MAEHTH Ha Bb3pacT oT 1 1o 17 ronuHu, npenopbunTeNHaTa 103a MPY NalueHTH
<20 kg ¢ 10 mg Tpu bTH AHEBHO, a Iipu naruenTy > 20 kg e 20 mg Tpu mbTH JHeBHO. [1pn
neauaTpuyHy nanueHTy ¢ BAX He TpsiOBa za ce npuiiarat o-BUCOKH OT IPENOPBUYUTETHUTE 103U
(Bk. cpiio Touku 4.4 u 5.1). Tabnetkara ot 20 mg He TpsIOBa Aa ce U3MOA3Ba B cay4au, korato 10 mg
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TPH IITH THEBHO CE MpuUjiara mpy mo-MiIaju MaueHT. J{pyru JekapcTBeHn (GOpMH ca HATUYHH 3a
npuiarane npu narueHty < 20 kg u 1pyru mo-mjaaau NalMeHTH, KOUTO He ca CIIOCOOHHM Ja MOTIbIIAT
TaOJIETKHU.

Hayuenmu, npuemawu Opyeu 1eKkapcmeeny npooyKmu

ITo mpuHIMII BCSKO afanTUpaHe Ha Jj03aTa TpsaOBa a ce paBU caMo cjie]l BHUMATeIHa OLIEHKa Ha
CHOTHOILLEHHUETO Nom3a-puck. [Ipu nanuenTn, Beue nomyyasamy CYP3 A4 nunxuburopu kato
SPUTPOMHIINH HJIM CAaKBHUHABHP TPSAOBa J1a ce 0OMUCIN HU3XOAAIIA KOPEKIHs Ha go3arta 10 20 mg 1aBa
II'BTU JHEBHO, NIPU €AHOBPEMEHHO IIpUIarane Ha cuiaeHaduil. B ciyuall Ha eTHOBpeMEHHO
npuioxenue ¢ no-MomH CYP3 A4 nuxubuTopu Kato KIapUTPOMULIMH, TEIUTPOMHULIMH U He(a30a0H
€ MPETNOPBbUUTETHO MMOHIKaBaHe Ha go3aTa A0 20 mg BeAHbX JHeBHO. OTHOCHO ynoTpebaTta Ha
cuiaeHadui ¢ Har-mMourHute nHxuouropu Ha CYP3A4 Bmkre Touka 4.3. Moxe J1a Ce HAIOXKH
ajlanTHpaHe Ha Jo3aTa cuiieHadu, Korato ce npuiara eqHopeMeHHo ¢ CYP3A4 unnykropu (BXK.
ToukKa 4.5).

CrienaiHy momyJIaIuu

Cmapuecka év3pacm (=65 2o0unu)

[Ipu maiueHTH B cTapyecka Bb3pacT HE Ce M3UCKBAT KOPEKIIMHU Ha 103aTa. Bb3MOXKHO € KJIMHUYHATa
e(hUKacHOCT, M3MEPEHA Ype3 U3MUHATOTO Pa3CTOSHHE MO0 BpEME Ha 6-MUHYTHA Pa3XoJIKa, J1a ObJe 1Mo-
MaJIKa TpU MalUeHTH B CTapUYeCcKa Bh3pacT.

bvopeuno yepescoane

[Tpu naruenTn ¢ 6EOpEYHA HETOCTATHYHOCT, BKIFOUUTEITHO TEXKa OhOpeUHa HEIOCTATHYHOCT
(kpeatuHUHOB KIUpBHHC < 30 ml/min), He ce M3UCKBAT KOPEKIMK Ha HavaJiHaTa 103a. KOpeKIus KbM
To-HKCKA 703a oT 20 mg aBa IBTH THEBHO TPsiOBa 11a ce OOCHAM CJIe] BHIMATEIIHA OTICHKA Ha
CHOTHOIICHHUETO I0JI3a-PHUCK, CAMO IIPH JIUTICA Ha 100pa MOHOCUMOCT KbM JISYCHUETO.

Yeprnoodpobno yepescoane

[Ipu naumentu ¢ yepHoApoOHa HenocTaThuHOCT (kiaac A u B mo Child-Pugh) He ce uznckpat
KOPEKLMH Ha HadajHata 1o3a. Kopekus kbM mo-Hucka fo03a ot 20 mg 1Ba IbTH JHEBHO TpsAOBa 1a ce
00chu ciel BHUMATEIHA OIIEHKa Ha ChOTHOLIEHHETO M0JI3a-PUCK, CaMo IIPH JIMICa Ha 00pa
MOHOCHMOCT KBM JICYCHHUETO.

Revatio e npoTHBOIIOKa3aH MPH MALUEHTH ¢ TEKKA YepHOApoOHa HegocTaThuHOCT (kiac C mo Child-
Pugh) (B Touka 4.3).

Tleouampuuna nonyrayus (deya noo 1 200una u Hogopooenu)

Cunnenadui He TpsIOBa 1a Ce M3I0JI3Ba IPH HOBOPOJCHH C IEePCHCTHpaIa 0eI0Apo0Ha XUIICPTOHHS
Ha HOBOPOJICHOTO M3BBH OJ00PECHUTE MOKA3aHMUs, Thil KATO PUCKOBETE MPEBUIIIABAT ITOJI3UTE

(Bx. Touka 5.1). BesonacHoctTa M erkacHOCTTa Ha Revatio mpu Apyru 3a00sIBaHus IPH Jela Ha
BB3pacT 1moj 1 roanHa He ca ycTaHOBeHH. JIMIICBAT JaHHH.

[IpekparsBaHe HAa JTEYCHUETO

OrpaHWveHU JIJaHHU TIOKa3BaT, Ye BHE3AITHOTO MPEKpaTsIBaHe Ha JIeYeHNETO ¢ Revatio He € cBbp3aHo ¢
pebayHI BIoIIaBaHe Ha OelloApoOHaTa apTepraiHa XurepTonrs. Bee mak, 3a ga ce n3berte
€BEHTYaTHOTO HACTHIIBAHE HA PI3KO KIMHUYHO BIIOIIABAHE CJIE]] MIPEKPATSIBaHE HA JICYCHUETO, TPIOBa
Jla ce UMa MpeIBH]T TOCTEIICHHO HaMallsiBaHe Ha f03aTta. [[penopbuBa ce HHTEH3WBHO HAOIIOICHUE
npe3 Nepuojia Ha MpeKpaTsIBaHe Ha JICUYCHUETO.

Hauwn Ha nmpuioxenue
Revatio e camo 3a mepopainHo npuinoxenue. TadaeTkuTe TpssOBa 1a ObaaT IpUEMaH! TTPe3 HHTEPBAT
0T 0KO0JI0 6 110 8 gaca chC WiH 0e3 XpaHa.




4.3 IIporuBomoka3zaHus

CBpBXUYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MM KBM HIKOE OT IIOMOIIHUTE BEIIIECTBA,
m30poeHM B TOUKa 6.1.

EnHOBpeMeHHO npuIiarane ¢ JOHOPH Ha a30TE€H OKCHJT (KaTO aMWJIHUTPUT) VI HUTPATH 10| BCIKAaKBa
(dopMa nopaau XMIIOTeH3UBHH €()EeKTH Ha HUTpATUTE (BXK. Touka 5.1).

Ennospemennoro npuiarane Ha ®JIES nHXuOUTOPH, BKIIOUUTEIHO CHIIACHA(HII, C TyaHWIIAT-
LUKJIA3HU CTUMYJIATOPH, KATO PHOLIUTYAT, € IPOTHUBOIIOKA3aHO, Thil KATO TOBA MOXKE J1a MPUINHHU
CUMIITOMATHYHA XUTIOTOHUS (BX. TOUKa 4.5).

KomOunupane ¢ Haii-momuuTe nHXxuouTopu Ha CYP3A4 (Hamp. KETOKOHA30J1, UTPAKOHA30II,
puToHaBUp) (BXK. TOuKa 4.5).

[TanmenTn, KouTo UMar 3ary0a Ha 3peHHETO Ha €THOTO OKO MOPaaH HeapTepUUTHA NPEIHa UCXeMUYHA
ontuyHa HeBponatus (HAMOH), HezaBrcuMO Jany TO3M €MU30/1 € CBbP3aH WK He ¢ IPeaXoaHa
excrio3utyst Ha ®JIES naxubutop (Bxk. Touka 4.4).

BezonacHocTTa Ha cuigeHad W He € IpoydYeHa U cIie/IoBaTeIHO HeroBara ynotpeoa e
IIPOTHUBOITOKA3aHa IIPH CJIEAHUTE HOATPYIIH MAIlUEHTH:

- Texxka yepHOAPOOHA HEOCTATHYHOCT,

- AHaMHe3a 3a CKOPOIIIEH MHCYJIT WJIK MHUOKapAeH UH(APKT,

- Texka xunoronus (KpbBHO Haysrane < 90/50 mm Hg) npu 3ano4yBaHe Ha JICYCHHUETO.

4.4 CroneuuaJiHu npexynpexaeHus U NpeanasHu MepKHU pu ynorpeda

EdukacHoctra Ha Revatio He € ycTaHOBEHa MPH MALMEHTH € TEKKA OI0IpoOHa apTepraiHa
xunepronus (pynkuuonanen kiac [V). [Ipu Bromaane Ha KIMHAYHOTO ChCTOSIHUE TPsiOBa /1a ce
00CHAM PUIIOKEHHE HA JICKApCTBA, KOUTO CE TIPETOPHYBAT B HAIIPEIHAI CTAINH Ha 3a00JIIBAaHETO
(mamp. ermonpoctenon) (Bx. Touka 4.2). ChOTHOIIEHHETO TOI3a-PUCK OT CHIIAeHA(HIT He e
YCTaHOBEHO MU MalMeHT ¢ pyHKInoHaneH kiac I mo knacudukanusara Ha C30 Ha GenonpoOHaTa
apTepHaHa XUIIEPTOHHSI.

[IpoBenenu ca npoyuyBaHus che cuaeHadun npu Gpopmu Ha OenoApoOHA apTepUaTHa XUIICPTOHUS,
CBBbp3aHu ¢ TbpBUYHA (Mauonatndaa) BAX, ckc cucteMun 3a00msBaHns Ha CheJUHUTENHATA ThKaH
VI TBIDKAINHY CE€ Ha BPOACHO ChPIEYHO 3a00siBaHe (Bk. Touka 5.1). YmoTrpebara Ha cripeHadni
npu apyru ¢popmu Ha BAX He ce mpenopbyBa.

B ABATOCPOYHOTO pa3IMpeHo NeIUaTpUYHO IPOyYBaHE € HAOII0/[aBaHa MOBUILIEHA CMBPTHOCT MPH
MaIMEHTH, TIPUEMAJTH I0-BHCOKHU OT MPENOPBUYUTENHUTE 1031. ETO 3a110 /03¢, MO-BUCOKU OT
MPEMOPHYUTEITHUTE, HE TPSIOBa Ja ce U3IMO0JI3BaT NpU NeauaTpuyHu namueHTn ¢ BAX (BxK. ChIIo
Touku 4.2 u 5.1).

IIMrMeHTO3¢H PETHHUT

bezonacHoctTa Ha crieHadUI HE € MPOyUYeHA MPY MAITUEHTH ¢ M3BECTHU HACIICICTBCHU
JIETCHEPATUBHU 3a00JIsIBAHKS HA PETUHATA, KaTO retinitis pigmentosa (MATbK JISUT OT TE3W MAIIUEHTH
MMaT reHETUYHU HapyIICHUs Ha peTUHHHUTE (ocdoarecTepasu) U CIeA0BATEIIHO yIoTpedaTa My HE ce
MIpEnopHYBa.

CpiopasmmpsaBaIio JCHCTBUE

Koraro npeanucsar cuinaeHadui, JeKapuTe TPsAOBa BHUMATEIHO J1a IPELEHAT JaJId HallMeHTH C
HSKOM TIOJICIKAIH ChCTOSHUS OMXa MOTJIIH J1a C€ TIOBJIHSAT HEOIaronpusaTHO OT JICKUTE O YMEPCHH
ChJIOpa3MUpsBaIy eQEeKTH Ha CHIACHA(WI, HATPUMEp MAMEHTH C XUITOTOHUS, TAIUCHTH C
JIeXuaApaTaIys, TeKKa OOCTPYKIHSI Ha IEBOKAMEPHUS U3XO0ICH TPAKT WIJIM aBTOHOMHA TUCHYHKITHS
(Bx. Touka 4.4).




ChbpAeyHO-ChJIOBH PUCKOBU (PaKTOpH

B mocTMapKeTHHIOBHS OIUT ChC CHIACHA(MIT IPH MbXXKa €PEKTUIIHA IUCPYHKIIUSA ce ChoOIIaBa 3a
CEPUO3HU CHPJICYHO-CHIOBH CHOUTHS, BKIFOUUTEITHO MUOKap IeH HH(PAPKT, HecTaOMITHA CTEHOKAPIVS,
BHE3aITHA ChPJCYHA CMBPT, KAMEPHA aPUTMUS, MO3BYHO-CHJI0BA XEMOPArHs, TPEXOTHO HAPYIICHUES Ha
MO3BYHOTO KPbBOOOpaIlCHHE, XMIIEPTOHUS ¥ XUIIOTOHHUS, ChBIIAAINH 10 BpeMe ¢ yrmoTpedara Ha
cuiaeHadui. [ToBeyeTo, HO He BCHYKH, OT TE€3M MAI[MEHTH ¢a HMAJIH MPEIIISCTBAIIN ChPACUYHO-
CHJIOBU PUCKOBH (pakTopu. MHOTO OT ChOOIABAHUTE WHITUICHTHU Ca HACTHITMIIH IO BPEME Ha WIIH
CKOPO CJIe]I MOJIOB aKT, & MAJIBK JIsUT OT TSIX — CKOPO Clie] yroTpedaTa Ha cuigeHadua 0e3 Bpb3Ka Che
cekcyaiHa JeiiHocT. He € Bb3MOXKHO Jia ce olpeieiy Jajid Te3H UHIIUACHTH ca MPSIKO CBbP3aHH C Te3U
WK C APYTH aKTOpH.

[Mpuanuzsm
Cunnenadun TpsOBa ga Oblie YIOTpeOsIBaH ¢ TOBUINICHO BHUMAHUE TIPY MAIMEHTH C aHATOMUYHA

nedopManys Ha eHrca (KaTto aHTylanus, KaBepHo3Ha Gpuopo3a mwin 6onecT Ha Peyronie) nnu npu
MAaIMEeHTH, KOUTO UMaT 3200 IsIBaHus, TIpepa3noarany KbM IpHanu3bM (KaTo ChPHOBUIHOKIETEYHA
aHeMHUs, MyJITHUIUICH MHEJIOM HJIH JIEBKEMHS).

B nmocTMapKkeTHHTOBUS IEPUO]T IMa ChOOIICHUS 32 POIBIKUTEHA ePEKIHS U IPHATTIBM TIPH
npueM Ha cuiaeHaduil. B ciaydait Ha epekiins, KOSITO MPoIbiiKaBa MoBede OT 4 yaca, NalUeHThT
TpsiOBa He3a0aBHO J]a MOTHPCH MEIUIIMHCKA MTOMOIIL. AKO MPUANU3MBT HE Ce JIeKyBa He3a0aBHO, Ou
MOTJIO Jla C€ CTHTHE JI0 YBPEXKIaHe Ha ThKaHUTE Ha TICHHCA U TpaiiHa 3ary0a Ha MOTeHTHOCT (BX.
Touka 4.8).

Bazookny3uBHM KpU3Y NPY HAIMEHTU ChC ChPIOBH/IHO-KICTHYHA aHEMUS

Cunnenadun He TpssOBa 1a Ce M3I0JI3Ba IPH IAIIMEHTH ¢ BTOpUYHA 0e10Apo0Ha XHUIIEPTOHUS TIPU
CHPIOBUIHO-KJIICTHYHA aHEMHS. B €/THO KIMHUYHO MPOYyYBaHE CHOUTUS, CBBP3aHH C BA30OKITY3UBHU
KpHW3U U3MCKBAIIU XOCTIUTAIU3NPAHE, Ca ChOOIaBaH! MTO-4eCTO MPH MAIUEHTH, TpreMantu Revatio,
OTKOJIKOTO MPH MPUEMAIIH TUIaIe00, KOSeTOo € JOBEINO JI0 MPEACPOYHO MpEeKpaTsIBaHEe Ha TOBA
Mpoy4YBaHe.

3puTenHy chOUTUS

Ciy4aun Ha 3pHTENHU JISEKTH ca ChOOIABAHN CIIOHTAHHO BHB BPBh3Ka C MPHEM Ha CHIZICHADHUIT 1
npyru ®JIES naxubuTopu. Cnyyan Ha HeapTEPUHUTHA MPEAHA HCXEMUIHA ONITHYHA HEBPOTIATHS,
PAAKO ChCTOSIHUE, Ca ChOOIaBaHU CIIOHTAHHO U B 00CEPBAIlMOHHO IMPOYYBAHE BHB BPh3Ka C IIPUEM Ha
cunaeHadun u apyru G®JIES naxubutopu (Bxk. Touka 4.8). B ciaydait Ha BHe3ameH 3puTelicH ae(eKT,
JIEYCHUETO TPSAOBa 1a OblIe MPEYCTAaHOBEHO HE3a0aBHO U J]a C€ OOMUCIIH aITEPHATHBHO JICUeHUE (BK.
Touka 4.3).

Anda-6okepu

[IpemopruBa ce MOBUIIIEHO BHUMaHKE, KOTAaTO CHIICHA(DWII Ce TpUIIara Mpy MalyueHTH, TpueMaIin
anda-ookep, Thil KATO STHOBPEMEHHOTO NIPUIIOKEHIE MOKE J1a JOBEJIE /0 CHUMIITOMATHYHA
XUTIOTOHUS TIPH YyBCTBUTEITHN HHIUBHUIN (BXK. ToUKa 4.5). 3a CBE&XTaHE T0 MUHIMYM Ha PHCKa OT
pa3BUTHE HAa OPTOCTATHYHA XUIIOTOHHS MAIIMEHTUTE TPAOBA J]a ObJIAT XeMOJUHAMUYHO CTAOMITHHU Ha
NieveHue ¢ anda-0IoKepH Mpeay 3aroyBaHe Ha JeueHue che cuieHadmn. Jlekapure TpsoBa na
MOCHBETBAT MAIMCHTUTE KAKBO JIa MPABST, KO Bb3HUKHAT CUMIITOMU Ha OPTOCTATUYHA XUITOTOHHS.

Hapyiienus Ha KpbBOChCUPBAHETO

WzcnenBanus ¢ 4OBEIIKY TPOMOOIIUTH ITOKA3BAaT, Y€ CHIICHA(IIT TOTSHIMPA aHTHATPETAaHTHUS e(PEeKT
Ha HaTPUEB HUTPOIIPYCHUJ in vitro. JIuticBa mHpOpManys 3a 6e30MacHOCTTa Ha MPUIIOKEHNE Ha
CWIIeHa(Q W IPY TAIIMEHTH ¢ XeMOParuvHa JuaTe3a Wi akTUBHA MenTu4Ha s13Ba. CieoBaTeHo,
cwieHaduI TpsOBa 1a ObJIec IPUIaraH MPH TaKWBa MAIMEHTH CaMO CJIe/I BHUMATeIHA OlleHKa Ha
CHOTHOIICHHUETO IOJI3a-PHCK.

AnxTtaronuctu Ha Butamua K
[Tpu naruenTu ¢ 6e10pOOHA apTepraTHa XUIICPTOHUS CHIECTBYBa Bh3MOXKHOCT 32 MTOBHILIEH PUCK
OT KbPBEHE, KOraTo CuiiieHaduI ce 3ar0YHe MPH MAlMSHTH, KOUTO Beue IpUeMaT aHTarOHUCTH Ha




ButamuH K, B wacTHOCT nipu narerTy ¢ 6enoapoOHa apTepraiHa XUIIEPTOHUS BCIECICTBHE Ha
CUCTEMHH 3a00JsIBaHMs Ha CheTUHUTETHATA ThKaH.

BeHnooxknysuBHa 6oject

JIumicBat naHHM 3a cuieHadT IPH MAMEHTH ¢ OeToApOoOHa XUTIEPTOHHS, CBBp3aHa ¢ O6emoapooHa
BEHOOKITy3UBHa OoiecT. BrIpeku ToBa nMa ChOOIIEHHUS 32 OT/ICIHU CIIyYad Ha dKHBOTO3aCTpallaBalll
0emoIpoOeH OTOK MpH yIoTpeda Ha Ba30AMIATATOPH (TJIABHO MPOCTAIMKIINH) TIPYU TAKUBA TAIIUCHTH.
CrenoBateliHo, aKo clie]l IPUIOKEHNE Ha CUIIZICHAQUIT TIPU MAIMEeHTH ¢ 0enopoOHa XUTIEPTOHUS ce
osIBAT Oee3u Ha O6emoapoOeH OTOK, TPsOBa 1a ce 00CHIN BEPOATHOCTTA 32 TIPUIPYKaBaIa
BEHOOKITy3UBHA 0OJIECT.

Hndopmalins 3a HOMOIIHUTE BEIIECTBA

OUIMOBOTO MOKPHUTHE HA TAOJIETKUTE ChABPKA JakTo3a. [1aliMeHTH ¢ peiIku HACIICICTBCHH
CHhCTOSTHHUS KaTO TaJaKTO3Ha HEMTOHOCUMOCT, OOIIT JIJaKTa3eH Ae(UITUT WU TIFOK030-TalaKTO3HA
MajabcopOIHs He TPSAOBa Ja MpHEMaT TO3H JICKAPCTBEH MPOIYKT.

Revatio 20 mg ¢unmupanu TabneTK cbIbpika no-mMaiko oT 1| mmol Hatpuii (23 mg) Ha TabneTka.
[TanmenTHTe Ha AMETA C HUCKO ChAbPKAHUE HA HATpUH TpsiOBa 1a ObAaT HHPOPMUPAHH, Ye TO3H
JIEKapCTBEH MPOIYKT MPAKTHIECKU HE ChIBbPKA HATPHH.

Yuorpeba Ha crupneHabwi ¢ 00ceHTal
EdukacHocTTa Ha criieHa I IpH NMAIUEHTH, JISKYBAIIK ce ¢ 0OCEHTaH, He ¢ yOeAUTETHO JT0Ka3aHa
(Bk. Touku 4.5 u 5.1).

EnnoBpemenHa ynotpeba ¢ npyru ®JIES uaxuburopu

BeszomnacHoctTa 1 epukacHOCTTa Ha cuiaeHadmI B komOuHamus ¢ apyru ®JIES uaxuburopu,
BKJTIOUMTENHO Viagra, He ca IpOyYeHH MpH nmaruenTu ¢ bAX u mpunaraneTo Ha TakrBa KOMOMHAIINN
HE ce IpenopbuBa (BX. Touka 4.5).

4.5 B3aumogeiicTBHe ¢ APYTH JeKAPCTBEHU NMPOAYKTH U APYTrd opmMu Ha B3auMoaelicTBHE

Edextr Ha IpyTH IeKapCTBEHH MPOAYKTH BBPXY CI/IJIZ[CHad)I/IJI

IIpoyusanus in vitro

MeTaboM3MBbT Ha CUIIIEHA(HIT CE OCHIECTBABA IIIaBHO OT u3odhopmu 3A4 (rnasex nbT) U 2C9
(BTopocTteneneH mbT) Ha uToXpoM P450 (CYP). Ilo Tasu npuirHa HHXHOUTOPUTE HA TE3U
W30€H3UMH MOTaT J1a HaMaJIsT KIUpbHCA Ha CHIIACHA(HI, 8 HHAYKTOPUTE Ha TE3W €H3UMH MOTaT Ja
yBEJIMYaT KIMpBHCA Ha cuiiieHadul. 3a MPEenopbKy 3a Jo3upaHe BIKTE TOUkH 4.2 u 4.3.

Ipovusanus in vivo
HampaBena e olieHKa Ha €THOBPEMEHHOTO MpHUJIAraHe Ha MepopajicH CUiieHadT U MHTPABEHO3CH
EMOTIPOCTEHON (BX. ToukHu 4.8 1 5.1).

EdukacHocTTa 1 6€30MacHOCTTA Ha CHITCHAD W, TIPHIIOKEH €AHOBPEMEHHO C IPYTO JICUCHHE 3a
OenmopoOHa apTepHaliHa XUIePTOHHS (Hamp. aMOpHCEHTaH, WIONPOCT), HE ca IMPOYYCHU B
KOHTPOJIMPAHU KIMHUYHH U3MUTBAHU. 3aTOBA CE MPEMOphyBa MOBUIIICHO BHUMAHKE B CITydaii Ha
€THOBPEMECHHO MPUIOKEHHE.

BezonacHoctTa M eprkacHOCTTa Ha CUIZICHADWII, IPHIIOKEH eTHOBpeMeHHO ¢ pyru OJIES
MHXHOUTOPH, HE Ca MIPOYUEHH MPH MALKUEHTH ¢ 0e101po0Ha apTepraliHa XUIepTOHUs (BK. Touka 4.4).

[omynanmoHHUAT papMaKOKMHETHUEH aHAIN3 HA JAHHUTE OT KJIMHUYHH MPOYYBAHHS IPH
OenonpoOHa apTepuanHa XUIEPTOHUS [T0Ka3Ba HAMaJIeHNE Ha KJIMPBHCA Ha CHIIACHA(DHI W/ WITH
HapacTBaHE Ha IepopaiHaTa OMOHAIMYHOCT NPH €JHOBPEMEHHO MPUIIOKEHHUE ChC CyOCTpaTh Ha
CYP3A4 u xombunanus ot cyocrpatu Ha CYP3A4 u Geta-6nokepu. Te ca eauHcTBeHUTE (HaKTOPH
ChC CTATUCTUYECKH 3HAUYUMO BIUSHHE BbPXY (PapMakOKMHETHKATa Ha CHIIIeHA(WII TIPH TTAlUEHTH C
OenonpoOHa apTepuanHa xunepTonus. Excriosunusra Ha cuiiaeHadt Ipy NanyueHTH, TpHeMaIi



cyoctpatu Ha CYP3A4 u cyocrpatn Ha CYP3 A4 mumioc 6era-6mokepu, e choTBeTHO ¢ 43% 1 66% 110-
rojisiMa B CpaBHEHHE C TIAIIMEHTH, HEMOTy4JaBallly JIeKapCcTBa OT Te3H Kiiacose. Excrosunusara Ha
cunaeHapui € 5 mbTH MO-BUCOKA IpH 1032 80 mg TpH I'bTH THEBHO B CPAaBHEHHE C €KCIIO3ULIUATA IPU
no3a 20 mg Tpu bTH AHEBHO. T03M KOHIIEHTPAIMOHEH AXAaNa30H 00XBallla HApaCTBAHETO Ha
SKCTIO3UIUITA Ha CHIIeHA( T, HAOro1aBaHa MPH NPOYYBAHUS ChC CHICNM(UYEH TU3aiH 32
JIEKapCTBEHO B3amMoJieiicTBre ¢ maHXuOnTOpr Ha CYP3A4 (¢ m3KiIoueHne Ha HAM-MOIITHHUTE
naxubutopu Ha CYP3 A4, Hanp. KETOKOHA30J1, UTPAKOHA30JI, pUTOHABHD).

WNunyxropure Ha CYP3 A4 usrnexaa oka3Bar 3HAYMTEITHO BIMSHUE BbPXY (papMakOKWHETHKATA HA
cunaeHad I Ipyu NaueHTH ¢ 0enoapoOHa apTepraiHa XUIepTOHUs, KOETO € TIOTBBPACHO B
IIPOYYBAHETO 32 JEKapCTBEHHU B3aUMOJEHCTBHS in vivo, IpoBeleHo ¢ nHaykTopa Ha CYP3A4
OoceHTaH.

EnnoBpemennoTo npuioxxenue Ha 6ocenta (ymepeH uHaykrop Ha CYP3A4, CYP2C9 u BeposiTHO Ha
CYP2C19) 125 mg aBa mbTH IHEBHO cbe cuiaeHadmn 80 mg Tpu IbTH Ha JeH (B CTAlIMOHAPHO
CBCTOSIHUE), IPUJIAraHU €AHOBPEMEHHO B IPOIBIDKEHHE Ha 6 THU MIPHU 3ApaBH JOOPOBOJILM BOAH A0
63% nonmxkenne Ha AUC Ha cunnenadmn. [lonynannoneH GapMakoKUHETHYEH aHAIIN3 HA JaAHHUTE
3a cuiieHad I IpH Be3pacTH ¢ BAX OT KIMHWYHHM NPOyYBaHUS, BKIOYBAIL | 2-CE€IMUYTHO
MPOYyYBaHE 3a OIIEHKA Ha epUKACHOCTTa U O€30IacHOCTTa Ha nepopaieH cuiaeHadmt 20 mg Tpu 0bTH
JTHEBHO, P 100aBSHETO My KbM OOCEHTaH B IOCTOSIHHA J103UpOBKa (62,5 mg — 125 mg aBa nbTH
JTHEBHO) TIOKa3Ba HAMaJIsIBaHE Ha €KCIIO3UIMATA Ha CHIIeHA(UII TPH €THOBPEMEHHO IpHIIaraHe ¢
0oceHTaH, NOAOOHO Ha TOBA, HAOIIOJABAHO MIPH 3APaBU T0OPOBOIIH (BXK. TOuku 4.4 u 5.1).

Eduxacnocrra Ha cunnenadun Tpa6Ba na ObJie BHUMATEIHO MOHUTOPHUPAHA NPH MALUEHTH,
MpHUeMaIy eJHOBPEMEHHO U MOIIHU HHAYKTOpH HAa CYP3 A4 xaTo kapOamasenuH, GeHUTOUH,
(heHoOapOuTaN, KBAT KAHTAPHOH U pUPAMITUIH.

EnnoBpemennoTo npuioxenne Ha HIV-niporeasHus "HXUOUTOP pUTOHABUD, KOMNTO € MHOTO MOIIICH
nuxubuTop Ha P450 B craronapHo ceerosaue (500 mg 1Ba MbTH JHEBHO) U CHITIACHA( I
(emHokpatHa mo3a ot 100 mg) Boau 10 300% (4-kpatHO) yBenuueHue Ha Cmax Ha CHIACHADUI 1

1 000% (11-kpaTHO) yBenuuenue Ha riazmMeHaTa AUC Ha cungenadun. Kem 24 yac masmenure
KOHIICHTpaIMK Ha criigeHadui ca Bee orie npuoausuteano 200 ng/ml B cpaBHEHHE ChC CTOMHOCTHUTE
OT IPUOIM3UTENHO 5 ng/ml mpu caMocTOSTEIHO MPUIIOKEHHE Ha cruneHadwt. ToBa ChOTBETCTBA Ha
n3paseHuTe e(heKTH Ha pUTOHABUP BHPXY IMIUPOK KPBT OT cyocTpaT HAa P450. B3 ocHOBa Ha Te3n
(hapMaKOKMHETUYHU e()EKTH, STHOBPEMEHHOTO MIPHIIOKEHHUE Ha CHIIZICHA(DUI U PUTOHABHUD €
MIPOTUBOIOKA3aHO MPH MALUEHTH ¢ 0eI0ApoOHa apTepraiHa XUepToHus (Bxk. Touka 4.3).

Ennospemennoro npuioxxenue Ha HIV-niporeaznust HXHOUTOpP CaKBUHABUP, MHXUOUTOP Ha
CYP3A4, B crannonapHo cberosinue (1 200 mg Tpu bTH JHEBHO) U cuiiieHad I (€IHOKpaTHA 103a
ot 100 mg) Boau 10 yBenuueHue Ha Cmax Ha cuiiaeHadui cbe 140%, a Ha AUC Ha cuigeHadui ¢
210%. Cungenadui He oOKa3Ba HUKAKBO JEHCTBUE BHPXY (apMaKkOKHMHETHKATA Ha CAKBHHABUD. 3a
MIPETOPBKHU 32 JO3UpaHe BIKTE TOUKa 4.2.

Korato ennokparna no3a ot 100 mg cunaenadui e NpuiiokeHa ¢ epUTPOMULIMH, YMEPEH HHXHOUTOP
Ha CYP3A4, B craunonapno cberostaue (500 mg 1Ba rbTH AHEBHO 3a 5 IHW) HACTHIIBA yBEJIMUCHHE
cbe 182% na cuctemnara excrio3unus Ha cuiaeHadmn (AUC). 3a npenopbku 3a MPUII0KEHUE BIKTE
Touka 4.2. [Ipu 31paBu JOOPOBOJIIH OT MBXKKH IT0J1 HE Ca OTKPUTH JIaHHH 32 eeKT Ha a3UTPOMHUITUH
(500 mg aueBHo 3a 3 gHN) BBPXY AUC, Crax, Timax, €TMMHUHAMOHHATA CKOPOCTHA KOHCTAHTA WM
HocjeBaIys MOJIyKUBOT HA CUJIieHa(UI MM HETOBUTE IVIABHU MeTa0OJIMTU B LupKynauusra. He ce
M3WUCKBA amanTupane Ha go3ata. Lumernnun (800 mg), maxuburop Ha muroxpom P450 u
necrienuduueH CYP3 A4 unxuburop, npeau3BUKBa yBeIndeHUE ¢ 56% Ha MIa3MEeHUTE
KOHIIEHTPALMK Ha CHIIeHAdUI IPH €JHOBPEMEHHO NMPHUJIOKEeHUe che cuaenadu (50 mg) npu
3apaBu gobpososy. He ce m3nuckBa aganTupaHe Ha 103ata.

bu Tpsi6Bano na ce ouaksa, ye Hail-morHuTe nHXUOUTOpH HA CYP3 A4, Kato KeTOKOHA301 U
HUTPAKOHA30J1, 111e OKaXaT ePeKTH, Mo J00HN Ha pUTOHABHUD (BK. Touka 4.3). Ouakpa ce HHXUOUTOPHU
Ha CYP3A4, kaTo KJIapuTPOMHUIIMH, TSIMTPOMHIIMH U He(a3010H, 1a UMaT eheKT MEXKITy TO3U Ha



putoHaBup u naHxuOHTOpH Ha CYP3A4, KaTo CakBUHABUD WU CPUTPOMHUIINH, IPEABIHKIA CC
CEIeMKpATHO yBEeITMYEHNE Ha eKcrio3uusaTa. CienoBaTeHo MpH yrnoTpedaTa Ha HHXUOUTOPH Ha
CYP3A4 ce npenopbuBa KOpeKIHs Ha Jo3aTa (BXK. Touka 4.2).

[TonymannoHHUAT hapMaKOKWUHETHYCH aHAIN3 MPH TAITUEHTH ¢ 0e10po0Ha apTepralHa XUTICPTOHUS
MMOKa3Ba, Y€ €AHOBPEMEHHOTO MPUIIOKECHUE Ha OeTa-0JIOKepH B KOMOMHALIUA ChC CYOCTpaTH Ha
CYP3A4 moxe aa 1oBefe 10 OMMBIHATETHO HAPACTBAHE HA €KCTIO3UIIUATA Ha CHIIIEHA(PHIT B
CpaBHEHHUE ChC CAMOCTOSITEITHOTO MpIIoKeHue Ha cyocTpat Ha CYP3A4.

Cok®bT OT rperndpyT e caad nHXUOUTOp Ha YpeBHUs MeTabonn3bM Ha CYP3A4 u Mosxe n1a noBene 1o
JIEKO yBEJIMYCHNE Ha IUIAa3MEHHUTE KOHLEHTpauuu Ha cuigeHagui. He ce n3ncksa agantupane Ha

703aTa, HO eTHOBPEMEHHATa yrnoTpeda Ha CHIAeHapHI U COK OT TpelndpyT He ce mpenopbyBa.

EnHOKpaTHM 1031 aHTHAIIMIHY CPEICTBA (MarHe3UeB XUAPOKCHI/aTyMUHUEB XUAPOKCHUT) HE ca
MOBJIMSIM OMOHAJIMYHOCTTA HA CHIIACHA(III.

EMHOBpEMEHHOTO MPUIIOXKEHHE HA MEPOPATTHU KOHTPAIICTITUBHHU cpeicTBa (eTuHunecTpanuoi 30 ug u
neBoHoprecTpen 150 pg) He ca mpoMeHWIN (hapMaKOKUHETHKATA Ha CHITICHA(MII.

Huxopannwi e xubpua Mex 1y akTHBATOp Ha KAIMEBUTE KaHaau U HUTpaT. [lopanu HUTpaTHaTa cu
KOMIIOHEHTa, TOW HOCH PHCK OT CEpPHO3HO B3aUMOJEHCTBHE ChC CHIIACHAGMI (BXK. TOUKa 4.3).

Ed)eKT Ha CI/IJ'IZ[CHa(i)I/IJ'I BBPXY APYTH JCKAPCTBCHU IMPOAYKTH

Ilpoyusanus in vitro
Cunnenadun e ciad naxudutop Ha uzodopmu 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4 Ha miuroxpom P450
(ICs0 >150 uM).

Jluncear naHHM 3a B3aMMOACHCTBHUSA Ha cuineHadm u Hecrieuubuaau GocdoauecTepasHu
WHXHOUTOPH, KATO TSOPIINH WU TUTUPUIAMO.

Ilpoyueanus in vivo
[Ipu exqHOBpEeMeHHO npuiIokeHre Ha cuineHadun (50 mg) u Tondytamun (250 mg) uimu Bapdhapua
(40 mg), xouto ce metabomuzupar ot CYP2C9, He ca oT4eTEHH 3HAUNMU B3aUMO/ICHCTBHSL.

Cunnenadui He oKa3Ba 3HaYUM eeKT BbPXY ekcro3unusara Ha aropsactaTu (AUC HapacTBa ¢
11%), koeTo moka3Ba, 4e cuieHad1 HIMa KIMHUYHO 3HauuM edekT Bbpxy CYP3 A4,

He ca naGmronaBanm B3anmoaeicTeust mexay cwineHadun (100 mg eqHokpatHa /103a) U
aIeHOKYMapOJIL.

Cunnenadun (50 mg) He € yBEIMYWIT YIbJKABAHETO Ha BPEMETO Ha KbpPBEHE, MPEIU3BUKAHO OT
aneTwicanuiiona kucenuaa (150 mg).

Cunnenadun (50 mg) He NOTEHIMPa XUIIOTEH3UBHUTE €(PEKTH Ha aJIKOXO0JIa MPH 3PaBH JOOPOBOJIIIN
ChC CPEIHA MaKCUMAITHU KOHIIGHTPAIMK Ha aIKOXOoJ B KpbBTa oT 80 mg/dl.

B npoy4Bane nipu 3paBu 10OpOBOIIH criieHadnI B CTAIMOHAPHO cheTossHuE (80 mg Tpu MbTH
THEBHO) e nosen 1o yBenmdeHue ¢ 50% Ha AUC Ha 6ocenTan (125 mg 1Ba mbTH JHEBHO).
[Nonynannonen hapMakOKHHETHYEH aHAIU3 Ha IAaHHUTE OT MPOYYBaHE NIPU Bh3PACTHU MAIUESHTH C
BAX na ocHOBHO NeueHue ¢ 6bocenrtad (62,5 mg — 125 mg /1Ba bTH JHEBHO) ITOKa3Ba MOBHUIIIABAHE
(20% (95% AU: 9,8 — 30,8) Ha AUC Ha O0CeHTaH, MPUIOKEH ChC CUIIJICHA(DHIT B CTALIMOHAPHO
creTostHue (20 mg TpU IBTH JHEBHO), KOETO € B ITO-MaJIKa CTETICH, OTKOJIKOTO HAOII0IaBaHOTO MIPU
3IIpaBH TOOPOBOIIIIN, KOTATO € MPUIarad eJHOBPEMEHHO Che criaeHadun 80 mg Tpu IbTH JHEBHO
(Bxk. Toukn 4.4 u 5.1).



B cienmanzo mpoydBaHe 3a B3auMOJECHCTBHS, Tpu KoeTo cuaeHadmt (100 mg) e npumoxeH
€THOBPEMEHHO C aMJIOJIUTIMH NPH XUTIEPTCH3UBHU MAIMEHTH, € HACTHITUIIO JOIIBITHUTEIIHO
MOHIKEHUE Ha CUCTOJIHOTO KPBhBHO HAJISTaHE, H3MEPEHO B JIETHAJIO MOJIOKEHUE, ¢ 8 mm Hg.
CBHOTBETHOTO JIOITBITHUTEITHO TIOHMKEHHE HA TUACTOTHOTO KPHBHO HAJIATAHE, U3MEPEHO B JIETHAJIO
nonoxenue, ¢ 7 mm Hg. Te3n HombIHATETHN TOHWKEHUSI HA KPBBHOTO HAJISITaHE ca OT MoJJ00Ha
BEJIMYMHA C HAOJIOIaBaHUTE CIIe]l CAMOCTOSITEITHO MPUIIOKEHUE Ha CHIIIeHA(UIT TIPU 31paBH
JIOOPOBOJIIIH.

B Tpu crienuduuHu npoy4BaHus 3a JEKapCTBEHU B3aMOJISHCTBUS anda-0JIoKepbT T0KCa303uH (4 mg
u 8 mg) u cungenadpun (25 mg, 50 mg nnu 100 mg) ca npuII0KeHN EAHOBPEMEHHO NPH MTALUEHTH C
noOpokauecTBeHa xumnepiiasus Ha npocrarata (JIXII), crabunnsupanu Ha jiedeHue ¢ 10Kca3o3uH. B
Te3U MPOYYBaHU MOMYJIAIUH € HabII0gaBaHO CPEAHO AOMBIHUTEIHO MOHKEHHE Ha CHCTOJIHOTO
JMACTOIHO KPHBHO HAJISITaHE B JIETHAJIO MOJIOXKEHUE, ChOTBETHO, cbe 7/7 mm Hg, 9/5 mm Hg u

8/4 mm Hg, u cpenHo JOIBIHUTENIHO NOHMKEHHE Ha KPBBHOTO HAIATAHE B M3MPABEHO MOJIOKCHUE,
ChOTBETHO, ¢ 6/6 mm Hg, 11/4 mm Hg u 4/5 mm Hg. KoraTo cunnenadun u noxca3osuH ca
MIPHIOKEHHU €THOBPEMEHHO MPH MAIlMEeHTH, CTA0WIN3NPAaHU Ha JIEYSHHE C TOKCA303HH, CIIyJanuTe C
KJIMHUYHO MPOSIBEHA OPTOCTaTUYHA XUIIOTOHHS HE ca YeCTH. Te3n ciyyan ca BKIIOUBAJIH
CBETOBBPTEXK M 3aMasTHOCT, HO HE ¥ CHHKOII. EJTHOBpEMEHHOTO MPUIIOKEHUE Ha CHITIeHadWIT IpH
MalMEeHTH, TPOBEXKAAIIH JIeueHue ¢ anda-0nokepy, MoXe Jja J0Bee 10 KIMHUYHO NPOSBEHA
XHUIIOTOHHUS IIPH YyBCTBUTEIHNA MHIUBHIH (BX. ToUKa 4.4).

Cunnenagun (100 mg eqHOKpaTHA J103a) HE € MOBIUUT (hapMaKOKHMHETHKATA B CTAIMOHAPHO
chbcTosiHUE Ha mHXHOUTOpa HAa HIV mpoTeasara cakBHHABHp, KOWTO € CyOCTpaT/MHXUOUTOP HA
CYP3A4.

B cboTBeTcTBHE € MO3HATUTE My e(eKTH BbpXy MeTabonu3Ma Ha a30THHA okcug/ul MO (Bk.
Touka 5.1) e mokaszaHo, ye cuineHa(uI MOTEHIMpa XUIIOTEH3UBHUTE €(DEKTH Ha HUTPATUTE U,
CJIE0BATEIHO, €THOBPEMEHHOTO MY NPHIIOKEHUE C JOHOPU Ha a30T€H OKCHJ I HUTPATHU TOJ
KaKBaTo 1 J1a € (hopMa € IpOTUBOIIOKa3aHo (BXK. ToUKa 4.3).

Puonuryar: [lpeaknuHUYHYA NpOYYBaHUS TOKa3BaT JOIIBJIHUTENEH €(PEKT Ha MOHIKAaBaHE Ha
CHCTEMHOTO KpBBHO HajsiraHe, korato ®J{ES nHxubutopu ce KOMOMHUpAT ¢ puoLuryar. B kmuHuyHu
MPOYYBaHUS € JOKa3aHO, Y€ pUOLUTYaT OTeHIUpa XunoTeH3uBHUTE edext Ha OJIES
naxuoOuTopuTe. Hsima maHHM 3a GnaronpusTeH KIMHIYeH eeKT Ha KOMOWHAIMATA B TPOyYBaHaTa
nomynanusa. EqnoBpemennata ynotpeda Ha puonuryat ¢ ®JIES naxubutopu, BKIFOUUTEITHO
cunaeHadui, € IpOTUBOIIOKa3aHa (BXK. Touka 4.3).

Cunnenadun He 0oKa3Ba KIMHAYHO 3HAYMMO BB3JICHCTBUE BHPXY TUIA3MEHHUTE HUBA HA TICPOPAITHUTE
KOHTpaleNTUBHU cpenctBa (etuHmiectpaauon 30 ug u neBonoprecrpen 150 pg).

JloGaBsHETO HA €AMHWYHA J03a CHIIIeHADUI KbM CaKyOUTpHII/BajicapTaH B CTAITMOHAPHO ChCTOSHUE
MIPY MAIUSHTH C XUTIEPTOHHSI CE CBhP3BA ChC 3HAUYUTEITHO MTO-TOJISIMO MTOHMKABAHE HA KPHBHOTO
HaJISITaHE B CPAaBHEHHE C TPUIOKCHHUETO HA CAKyOUTpHIT/BalicapTaH caMocTosTelHO. [Topaau ToBa
TpsOBa 1a ce 0OphIa 0cOOCHO BHUMAaHNE, KOTaTo CIIIeHADUI Ce 3a1109Ba MIPH MAIMCHTH, JICKyBaHH
ChC CaKyOHUTpHJI/BaJicapTaH.

HCI[I/IaTDI/I‘lHa omyJanusa
Hpoy‘-IBaHI/ISI Ha B3aHMOﬂeﬁCTBHHTa Ca MPOBCKAAHU CaMO MPU BB3PACTHHU.

4.6 dDeprHauTeT, )PpEeMEHHOCT U KbPMeHe

Kenu ¢ nereponeH noTeHIMAI U KOHTPALEOIHUS OPU MBbXKE U KEHU
[lopanu nunca Ha ganHM 3a edexTa Ha Revatio mpu OpemenHu xeHu, Revatio He ce mpenopbyuBa npu
KEHU C JIeTEPOJICH MOTEHIINAJ, OCBEH aKO HE Ce U3II0JI3BAT MOIXOAALIM MEPKHU 32 KOHTpALICTILHSL.




BbpemenHocT
JluticBat nanHM 3a ynorpeba Ha cunneHadwu Ipu OpeMeHHH KeHU. [IpoydBaHusaTa Mpy KUBOTHH HE

ca MOKa3aJii MPEKU WM HeTPEKU BPEeIHU e(PEeKTH BEPXy OpeMEHHOCTTa H eMOPHOHATHOTO/(PETaTHOTO
pasButue. [IpoyuBaHus mpu KUBOTHU Ca IMOKA3a7I¥ TOKCUYHOCT MO0 OTHOIICHUE Ha MMOCTHATAITHOTO
pasBuTHE (BX. Touka 5.3).

[lopanu nunca Ha ganHu, Revatio He TpsiOBa na ce mpuiiara npu OpeMeHHH )KeHHU, OCBEH MPH CTPOTH
MIOKa3aHuUs.

Kobpmene
Jluncear ajexBaTHU U J0OpE KOHTPOJIUPAHU POYUBAHMS ITPH KBPMEIIHU KeHU. JlaHHHUTE TIpU e1Ha

KbpMeIIla )KeHa T0Ka3BaT, 4e CuiieHaduI 1 HETOBUAT aKTUBEH MeTab0auT N-Ie3MeTHICHITACHA( I
CE EKCKpeTHparT B KbpPMara, IOCTUTAKH MHOTO HUCKH HUBA. JIUTICBAT KIIMHUYHY JTaHHU 32
HEXEIIAaHUTE ChOUTHUS IPU KbpMadeTa, HO HE C€ OYaKBa MOThIIHATUTE KOJIMYESCTBA Ja MPEIU3BUKAT
HAKaKBH HE)KeNaH! peakiun. [IpeamucsaniuTe Jekapu TpsOBa a OICHIT BHUMATEITHO KJIMHUIHATA
HEOOXOAMMOCT TIPH MakKaTa OT CHiIICHA(IIT M IOTCHIIMATHUTE HEXKEJIaH! PEAKITUH P KbPMadeTo.

DepTUnuTeT
HexnmmanmannTe JaHHW HE TTOKa3BaT 0COOCH PUCK 3a XOopa Ha 0a3aTa Ha KOHBECHITMOHATHUTE

npoy4BaHus Ha (pepTuauTeTa (BXK. Touka 5.3).
4.7 EdexTn BpXy cioco0HOCTTa 32 modupaHe U padoTa ¢ MAIIMHA
Revatio moBnusiBa B yMepeHa CTEIeH CIIOCOOHOCTTA 3a o upane U paboTa ¢ MaIluHH.

Tbii KaTO B KIIMHUYHY MIPOYYBaHUS ChC CHIAEHA(MI ce ChoOIaBa 3a 3aMaiiBaHe U HapyLIeHO 3peHHE,
npeau modupaHe Wiv padboTa ¢ MalIMHK, TANMEHTUTE TPIOBA a ObJaT HHPOPMHUPAHH 110 KAKHB
Ha4YMH MOJe J1a UM HoBiusie Revatio.

4.8 HexeaaHu JeKapCTBEHH PeaKIUu

O600u1eHue Ha npoguia Ha 6e300acHOCT

B ocHOBHO m1a1ie00-KOHTPOIUPAHO MTpoydIBaHe Ha Revatio mpu 6emonpoOHa apTepruaiHa XUMEePTOHUS
0610 207 manueHTH ca paHJOMHU3UPAHH U JieKyBaHu ¢ Ao03u 20 mg, 40 mg uiu 80 mg Revatio tpu
I'bTU AHEBHO M 70 MallMeHTH ca paHAOMHU3UPaHU Ha tuiane0o. [IpoabKUTENHOCTTa Ha JIEYEHUETO €
12 ceaqmunu. O01aTa 4ecToTa Ha MpeKpaTsIBaHe MPH NallMEeHTH, JIEKYBaHU ChC criieHadui1 B 031

20 mg, 40 mg nim 80 mg Tpu THTH AHEBHO € CHOTBETHO 2,9%, 3,0% u 8,5%, B cpaBHeHue ¢ 2,9% npu
mnare6o. Ot 277 y9acTHHIH, TEKyBaHA B OCHOBHOTO MPOYYBaHe, 259 ca BKIIFOYCHH B IBITOCPOTHO
IPOABIDKEHNE Ha IpoyuBaHeTo. [Ipunaranu ca no3u 1o 80 mg Tpu IbTH JHEBHO (YETHPUKPATHO I10-
roJieMH OT NMpeNnopbUYUTENHaTa 1032 0T 20 mg TpU MBTU THEBHO) U cief 3 roauHu 87% oT

183 nmauueHTH Ha MPOYYBaHOTO JEUEHHE, ca mprueManu Revatio 80 mg Tpu mbTH AHEBHO.

B mane6o-koHTpoMpano npoy4Bane Ha Revatio kaTo JOmbIIHEHHE KbM WHTPABEHO3HO NpHjlaraH
€TOIIPOCTEHOI MpH OenoapoOHa apTeprarHa XurnepToHus oomo 134 manueHnTu ca nexyBaHu ¢ Revatio
(mpm pukcupano TutTUprpane, 3amoysamio ot 20 mg mo 40 mg u cnex ToBa 80 mg Tpu MHTH Ha JIeH
criopeji IOHOCUMOCTTA) U €IONPOCTSHON U 131 maIenTy ca JeKyBaHH ¢ TIanedo0 1 ermonpoCcTeHoI.
[IpoawsmxuTenHocTTa Ha NeueHueTo € 16 cenmunu. OOImaTa YecToTa Ha IPEeKbCBaHe MIPH NalUeHTHTE,
JIEKyBaHU ChC CHIICHA(WII/€NOMPOCTEHO, TOPaal HexXelaHu croutus e 5,2% B cpaBaenue ¢ 10,7%
MpH MAIUEHTHTE, JIEKYBaHU ¢ Tutaredo/enonpocteHo. Hackopo choOIeHnTe HeKeTaHn PeaKilvm,
KOWTO BB3HUKBAT MO-9ECTO MPH IpymaTa, JEeKyBaHa CbC CHIIIEHA(II/EMOPOCTEHOMN, Ca OUHA
XHUIEePEMHS], 3aMbIIIEHO 3pEHIE, Ha3aTHa KOHTeCTHs, HOIITHU M3TOTSABaHUs, 00JKa B Thp0a M CyX0Ta B
ycraTa. MI3BeCcTHUTE HEeXKellaHHU Peakluy II1aBo0oIHe, 3aUuepBsaBaHe, 00JIKa B KPaHHUIIUTE U OTOK ca
Ha0JI0aBaHM € TIO-TOJIsIMa YEeCTOTa MPU MalMeHTUTE, JIEKYBaHU ChC CHIIIeHa(HI/eTONPOCTEHOI, B
CpaBHEHHE C MIAIMEHTHTE, JIEKYBaHH ¢ Tuiane0o/enonpocteHon. OT yYacTHUINTE, 3aBbPIIHIIH
TFPBOHAYATTHOTO MPOyYBaHe, 242 ca BKIIIOYEHH B IBITOCPOYHOTO MPOABIDKEHNE HA TTPOYIBAHETO.
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[Ipunaranu ca mo3u 10 80 mg Tpu IbTH AHEBHO H cief 3 roguau 68% ot 133 maruenty Ha
MPOYYBaHOTO JICUCHHE ca nmpuemMaiu Revatio 80 mg Tpu mbTH THEBHO.

B nBete mnane00-KOHTpOIMpaHy MPOYyYBaHUS HEKEITAHUTE JICKAPCTBEHH PEAKIIMH Ca KATO ISUI0 JISKH
710 yMepeHH 110 Texect. Hail-uecto cho0maBanuiTe HeXKeTaHn peakun (oBeye uiu paBHu Ha 10%)
pu Revatio cripsiMo 1uraire0o ca riraBo0osre, 3auepBsiBaHe, JUCTICTICHUS, THApUsI U OOIKH B
KpallHuIIUTE.

B mpoyuBaHe 3a orieHka Ha epeKTHTE Ha pa3IMYHU JI030BM HUBA Ha CUIIcHA(WII, JaHHUTE 3a
Oe3omacHoct 3a cugeHadun 20 mg Tpu IbTH JHEBHO (MIPETIOPBUYUTENTHATA J032) U 32 CHICHADUIT

80 mg Tpu IbTH THEBHO (4 THTH MO-BUCOKA OT MPEMOPbUYNTENHATA J]03a) CHOTBETCTBAT HA
yCTaHOBEHUS PO Ha OE30MaCHOCT Ha CHIIICHA(IIT MPY MPEIXOTHH MPOYIBAHUS MPHU BH3PACTHH C
BAX.

TabauveH cuuchK Ha HOKENAHUTE PEaKIIuu

Hexenanute peakiuu, KOUTO ca HACTHIIN ITpH >1% oT nmarpenTuTe, JeKyBanu ¢ Revatio u ca no-
yectu (>1% paznuka) mpu Revatio B 0CHOBHOTO MpoydYBaHe MM B KOMOWHUpaHUTe TaHHH 3a Revatio
OT JIBETE IJI1ane00-KOHTPOIMPAHU TIPOYIBaHUS ITPH OeJI0ApOoOHa apTepraliHa XUIIEPTOHHUS B JIO3H OT
20, 40 1 80 mg Tpu BETH JHEBHO, ca M30pOCHM B Tabiwia 1 mo-10Ty U TPyIIMPaHH 110 KJIac M 9eCToTa:
MHoro yecte (>1/10), wectu (>1/100 no <1/10), mHeuectu (>1/1 000 xo <1/100) u c HEU3BECTHA
4yecToTa (0T HAIMYHUTE JaHHU HE MOXKe Ja ObJie HampaBeHa OlleHKa). BBB Besika rpyna 1o yectora
HEXEJIAHUTE PEaKITNH Ca TPEACTABSHU B HU3XO/SII Pe/l IT0 OTHOIICHHUE Ha TAXHATA CEPUO3HOCT.

CT:O6IIICHI/I}ITa OT IMOCTMApPKETUHI OB OIIMT Ca BKIIFOUCHHU B KYPCHB.

Tabumna 1: Hexxennann peaknum oT miane00-KOHTPOJMPAHN NPOYYBAHHSA HA CHJIAeHADWI IPH
BAX ¥ 0T NOCTMAPKETHHIOBHUSI ONIUT NPH Bb3PaCTHU

MedDRA cuctemo-opranen kJjac (V.14.0) | Hexenana peakuusi

Nudexunu u nundecranumn

Yectu Henynut, rpun, OpOHXUT, CHHY3UT, PHHUT,
TaCTPOCHTEPHT

Hapymenns Ha KpbBTa M IUM@HATA CHCTEMAa

Yectn AHemust

Hapyumienus Ha MeTa00JIM3Ma U XPaHEHETO

Yectn 3aapmkKa Ha TCUHOCTH

[cuxnynn HapymeHnst

UecTtu bescwvHue, TpeBOKHOCT

Hapymenns Ha HepBHaTa cUCTEMa

MHoro yectu I'maBobGomnme

Yectu MurpeHna, TpeMop, napecte3us, yceliane

3a MMapeHe, XUI0eCTe3Nus
Hapymenns Ha ounTe
Yectn KpbBOU3NMB B peTHHATA, 3pUTEITHO
HapyIlIeHNE, 3aMbIIICHO BIKIAHE,
(hoTodoOus1, XpoMaTOIICHSI, ITHAHOTICHS,
OYHO Jpa3HEeHe, OYHA XUTIEPEMHUS

Heuectn Hamanena 3purtenna octpoTa, AUIUIONHS,
aOHOPMHO ycelllaHe B OKOTO
C HeusBecTHa yecToTa Heapmepuummna npeona ucxemuuna

onmuuna nesponamust (HAUOH)*,
pemunna cv008a oknysus*, degexm 6
3pumenHomo noie*
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MedDRA cucremo-opranen kiac (V.14.0)

| Hexenana peaknus

Hapymenns Ha yXoTo M JIAOMPHHTA
Yectn

C HeM3BeCTHA YECTOTA

Cb10BU HAPYIIEHUSA

MHoro gecTu

C HeM3BECTHA YECTOTA
PecnupaTopuu, rpbIHN U MeIUACTHHAIHA
HAPYIIEHUS

Yectn

CToMaNIHO-YPEeBHU HAPYIIEHUSA
MHoro gecTu

Yectn

Bepruro
Bneszanna 3acyba na cryxa

3adepBsBaHe
Xunomonus
Enmcrakcuc, kanuiunia, Ha3aaHa KOHTECTHS

Huapust, nucnencus
lactpur, ractpoe3zodareanna pedrykcHa

Oomect, XeMOpPOU U, pa3lyBaHe Ha
KOpeMa, CyXxoTa B ycTaTa
HapymeHnusi Ha K0KaTa M MOJKOKHATA ThKaH
Yectn
C HeM3BeCTHA YECTOTA
Hapymennsi Ha MyCKYJTHO-CKeJIETHATA CHCTEMA U
CheIMHHUTEJIHATA THKAH
MHoro JecTn

Arnonenysi, epuremMa, HOIIHA H3IIOTSIBAHUS
Obpus

bonxka B kpaliHUIIUTE

Yectn Muanrus, 6oyka B Tepoa
Hapyumienns Ha 0b0penuTe U MMKOYHUTE MBTUILA

Heuectn Xematypust

Hapymienns Ha BL3NPOU3BOANTETHATA CUCTEMA T

repaara

Heuectn KpbBOU3HB B nicHNCA, XEMOCTIEpMUS,

THHEKOMAaCTHS
C HensBecTHa yecToTa npUanu3vbM, NOGUULEHA ePeKYUs]
OO0 HapyumeHus U edeKTH HA MACTOTO HA

NPUJIOKEeHNe

Yectn ITupexcus

*Te3n HeXenaH! JIEKapCTBEHHU CHOUTHS/PEaKIiK ca ChOOIaBaH! MPH MAIMEHTH, TPHEMAaIIH
cunaeHadui 3a JeueHue Ha MbKKa epekTiwiiHa auchynkuus (ME/).

[lepuaTpuyHa momynanus

B munanie6o-koHTpONMpano npoy4Bane Ha Revatio npu nauueHTr Ha BB3pacT oT 1 10 17 rogunu ¢
OenoapoOHa apTepualiHa XUIepToHus oomo 174 nauueHTy ca Ouiu jJekyBaHu ¢ Revatio o cxemu Tpu
ITETH JHEBHO ¢ HUCKa 1o3a (10 mg npu manuenty > 20 kg; Hama mammentr < 20 kg mpuemanu
HHCKaTa 1103a), cpeana mpo3a (10 mg nmpu mamuentn > 8-20 kg; 20 mg npu manmentn > 20-45 kg;

40 mg npu narueHTH > 45 kg) mm Bucoka no3a (20 mg npu nammenty > 8-20 kg; 40 mg npu
nanueHTH > 20-45 kg; 80 mg npu manuent > 45 kg) u 60 ca 6uim nekyBaHu ¢ mianedo.

[TpodunbT Ha HEXENAHUTE pEeaKIUH, YCTAHOBEH B TOBA [IEAMATPUYHO MIPOYUBaHe, Hail-001110
CHOTBETCTBA HA TO3H IIPH BB3PaCTHHU (BK. Tabiunara no-rope). Hail-uecture Hexxenanu peakium,
KOHUTO ce TosBsBar (¢ yectoTa > 1%) mpu nammenTure Ha Revatio (koMOWHUpPaHU 1031) U C 4eCTOTa
> 1% cripsiMmo AIMEHTHTE Ha TuTanebo, ca OMIIM OBHIIIEHA TeMIiepaTypa, NH(GEKINs Ha TOPHUTE
JquxaTenHu mbruina (Besika mo 11,5%), mospeumane (10,9%), moBuiiena epexnust (BKIIOUYUTETHO
CHOHTaHHU €PEKINU NPH YYAaCTHUIUTE OT MBXKH 1107) (9,0%), ragene, OpoHxuT (Besika 1o 4,6%),
¢dapunrut (4,0%), xpema (3,4%), MHEBMOHUS M pUHHT (BcsKa 110 2,9%).

Ot 234 nepuaTpuyHM MAlMEHTH, JIEKYBaHU B KPATKOCPOYIHOTO, IUIAI[e00-KOHTPOIUPAHO IPOyUIBaHe,

220 manueHTH ca BKIIOYEHH B IBITOCPOYHOTO MPOIBIDKEHHE Ha mpoyuBaHeTo. [lammentute Ha
aKTHBHA TepaIus ChC CHWIACHA(DWI MPOIbIKABAT HA CHITUS PEXKHUM Ha JICYCHUE, IOKATO TE3U B
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mianebo rpymnara B KpaTKOCPOYHOTO MIPOYUYBAHE ¢a MPEXBBPJICHH U PaHIOMU3UPAHU Ha JICYCHUE ChC
cuieHa( I

Haii-uecture HexxenaHu peaklny, ChOOLICHHU 110 BpeMe Ha KPaTKOCPOUYHOTO U ABJITOCPOYHOTO
Mpoy4YBaHe, KaTo ISU10 ca TOJ00H! Ha Te3H, HaOMI0JaBaH! B KPATKOCPOYHOTO MpoyuBaHe. Hexenann
peaknuu, crobmenn npu >10% ot 229 manueHTH, IeKyBaHU che crieHadwn (rpymna ¢ KoMOnHUpaHa
J103a, BKIIFOUUTETHO 9 MaIUeHTH, KOUTO HE ca MPOIBIDKUIN B IBITOCPOYHOTO TIPOYYIBaHE), ca
WHQEKIHA Ha TOpHU AuxatenHu nbtuia (31%), rmaBodomnue (26%), mospemane (22%), OpoHXUT
(20%), dapunrut (18%), mupexcus (17%), muapus (15%) u rpun, enuctakcuc (o 12% Bcsika).
[ToBeyeTo OT Te3W HEXKETAHU PEAKIMH Ca OLIEHEHH KaTo JIEKH 10 YMEPEHH T10 TEXKECT.

Cepno3Hu HeXeNnaHu crOuTHs ca chodmenu npu 94 (41%) ot 229 manuenTy, MoTyIaBaIiu
cunnenadwmi. Ot 94 maruenTy, ChOOITIIN CEpHO3HO HeXenaHo croutne, 14/55 (25,5%) namuentu ca
0wy B rpymara ¢ HUCKa J103a, 35/74 (47,3%) — B rpymnara cke cpenHa no3a, u 45/100 (45%) — B
rpymnata ¢ BHcoKa o3a. Hali-uecTuTe ceprno3HH HeKeNlaHU ChbOUTHSI, KOUTO Ca HACTBHIIMIIM C YECTOTa

> 1% npu nauueHTuTe Ha cunaeHadun (KOMOMHUPaHU 031), ca mHeBMoHUS (7,4%), cbpaeuHa
HEZO0CTaThYHOCT, OeI0ApoOHa XUTIEPTOHHS (BCSAKO 110 5,2%), MH(EKINsI Ha TOPHHA ANXATEeIHU THTUIIA
(3,1%), necHokamepHa Chp/IeYHa HEAOCTAThYHOCT, TACTPOCHTEPHT (BCSIKO 110 2,6%), CHHKOTI,
OpOHXHT, OPOHXOITHEBMOHHS, O€I0ApOOHa apTepraiHa XUIIEPTOHUS (BCAKO 110 2,2%), rpbaHa O0JIKa,
3p0€H Kapuec (Bcsiko 1o 1,7%) 1 KapIMOTeHeH 10K, BUPYCEH racTPOCHTEPUT, HHPEKIHUI Ha
MUKOYHUTE MbTHINA (BCsAKO 110 1,3%).

CrnenHuTte cepro3HN HEXENaHU ChOUTHS Ca OLIEHEHH KaTo CBBbP3aHH C JICYEHUETO: EHTEPOKOJIUT,
I'bPYOBE, CBPBXUYBCTBUTEIHOCT, CTPUAOP, XUIIOKCHSI, HEBPOCEH30pHA IIyX0Ta U KaMEpPHA apUTMHS.

Cpo0O11aBade Ha MOJAO3UPAHU HEXKEIAHN PEAKIUU

Cno0II[aBaHeTO Ha MO03UPAHU HEeXKEIIaH! PEaKIIMu IS pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa M03BOJISIBA Ja MPOIBJIKK HAOJIFOICHUETO Ha ChOTHOILICHUETO MOJI3a/PUCK 32
JIeKapcTBeHUs POAYKT. OT MEAMIIMHCKUTE CIICIIUAIMCTH CE€ N3KUCKBA J]a ChOOIaBaT BCIKa
MOI03MPaHa HeXKeIaHa PeaKilys Ype3 HaI[MOHAIHA CUCTeMa 3a ChOoOIaBaHe, OCOYCHA B

IMpunoxenue V.

4.9 IlIpeno3upane

B npoyuBanus ¢ emHokpatHu 1034 10 800 mg mpu 31paBu TOOPOBOIIN HEXKEIAHUTE PEaKIIUU Ca
MoT00HU Ha Te3u, HaOIr0AaBaHU NIPH TTO-HUCKU JI03U, HO YECTOTaTa M TEKECTTa UM Ca IMOBUIIICHHU.
[Ipu exrOKpaTHa A03a oT 200 mg YecToTaTa Ha HEXETAHUTE peaknud (TIIaBOOOHE, 3aUepBsIBaHE,
3aMaiiBaHe, TUCIICTICHSI, Ha3aJIHa KOHTECTUsI ¥ HAPYIIICHO 3pEHHE) € TIOBUIIICHA.

B ciy4aif Ha ipeno3upane TpssOBa qa ObaaT MPUII0KEHN HEOOXOIUMHTE CTAaHAAPTHH IO ITHPIKAIITH
Mepku. He ce oyakBa ObOpeuHaTa quanu3a Jia yCKOpH KJIUpbHCA, Thil KaTo cuiieHadui ce CBbp3Ba
BBB BHCOKA CTEIEH C IUIa3MEHUTE IPOTEUHU U HE CE€ eTMMUHUPA C ypUHATA.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 @apmakoaMHAMUYHU CBOHCTBA

dapMakoTepaneBTHYHA rpyma: Y pOJOTHYHU JIEKapCTBa, JICKapCTBa, IPUIaraHy MPH EPeKTHIIHA
nuchyukims, ATC xox: GO4BE03

MexaHu3bM Ha AeicTBUE

Cungenadun e MOILEH U CeJICKTUBEH MHXUOUTOP Ha UKINYEH ryaHo3uH MoHopocdat (ul MD) -
creruduanata pocdomuecrepaza tun S (OJIES), eH3uMBT, 0TTOBOpEH 32 pasrpakaaneTo Ha 11l MO.
OcBeH, 4e TO3M €H3UM MPUCHCTBA B corpus cavernosum Ha riennca, ®JIES e namure u B
OenoapobHUTE CHAOBE. BenenmcTBrue Ha ToBa criaeHad I yBeandaBa KomdecTBoTo 1l M® BhTpe B
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TTaIKOMYCKYJTHUTE KJICTKH Ha 0€JI0IpOOHUTE ChIOBE, KOSTO BOAM JI0 TSIXHATa penakcarus. [Ipu
MaIUeHTH ¢ 06e10Jpo0Ha apTepruaIHa XUIIEPTOHUS TOBA MOXKE J1a JIOBEE 10 Ba3oAuIaTalus Ha
0e110IPOOHOTO CHIOBO PYCJIO U B IMO-MAaJIKa CTEIICH - /IO Ba30MIATAIIMS B CHCTEMHATA [IUPKYJIAIHS.

dapmakoaMHAMHYHH eEeKTH

[IpoyuBaHus in vitro oka3ear, 4e cuiaeHaduI e ceekTuBeH 1o otHomeHue Ha DJIES. EpexkTsT My ¢
mmo-mortieH cupsimo @JIES, 0TKOIKOTO BEPXY ApyTrHUTe N3BeCTHH docdomuectepasu. Toii e 10-kpaTHO
no-cenekTrBeH 3a ®J[E6, kosTo yuacTBa B mnpoiieca Ha (DOTOTPAHCAYKIIUS B PETUHATA.
CenextuBHoctTa My € 80-kpaTHO no-Bucoka 3a ®J[E1, u vax 700-kpaTHO MO-BHUCOKA, OTKOJIKOTO 3a
®JIE2,3,4,7,8,9, 10 u 11. B wactHocrt, cunaenadun uma 4 000 mbTH MO-TroJIIMa CEJIEKTUBHOCT 32
®JIES, orkomkoTo 3a DJIE3 — m3odopmara Ha TAMD-crienmmduanara hochoanecrepasa, yaacTpaima
B KOHTPOJIa Ha ChP/ICYHUS KOHTPAKTHIATET.

CunneHaduin MpeIM3BUKBA JIEKO M MTPEXO0JIHO MOHKEHUE HA CUCTEMHOTO KPBBHO HAJISITaHE, KOSTO B
MHO3UHCTBOTO OT CIIy4YauTe He ce TpaHC(hOopMupa B KIMHIUYHH eexTu. Crex XpOHUYHO MPUI0KEHUES
Ha 80 mg Tpu IBTH JHEBHO NPU MAIIMEHTH ChC CUCTEMHA XUTIEPTOHMSI CPEJIHATA MPOMSIHA CIPSIMO
W3XOJHUTE CTOWHOCTH HA CUCTOJIHOTO U IMACTOTHOTO KPHBHO HAIITAHE CE € M3pa3uiia B MOHWKEHUE
crotBeTHO ¢ 9,4 mm Hg n 9,1 mm Hg. Cnex xponudaHo mprstokeHue Ha 80 mg TpH IITH THEBHO MPH
MalAeHTH ¢ 0eoapoOHa apTepraaHa XUIICPTOHHS € HaOII0gaBaHO 1M0-CJIad0 MOHMKEHHE Ha KPBBHOTO
HaysiraHe (MMOHMKEHKUE U Ha CUCTOJTHOTO, U Ha JIMACTOJIHOTO Hajsrane ¢ 2 mm Hg). B
npernopbkyBaHara 103a ot 20 mg TpU ITH JTHEBHO HE € HA0JII01aBaHO MMOHIKEHUE HAa CUCTOJIHOTO U
JIMACTOITHOTO HAJIATaHE.

Ennroxparan nepopanau qo3u cunneHadwr 10 100 mg, mpuinoxeHn npu 3apaBu JOOPOBOIIIH, HE ca
JoBeH A0 KnuHUYHO 3Hauumu npomenu B EKI'. Crnen xponnyno npunoxenue Ha 80 mg Tpu IbTH
JTHEBHO MPH MAIMEHTH ¢ 0eoIpoOHa apTepHaiHa XUIepTOHH He ca HaOogaBaHu KIMHIYHO
3Haynumu rpoMenu B EKT.

B mpoyuBane 3a xeMonrnHaMUYHUTE €(PEKTH HA eTHOKpaTHa nepopaiHa jo3a ot 100 mg cunaeHadun
npu 14 nanueHTH ¢ Texka KopoHapHa 6onect (>70% cTecHeHHe Ha [TIOHE elHa KOPOHApHA apTepusi),
CPEOHOTO CUCTOJIHO U AUACTOJIHO apTEpUalIHO HaJISITaHE B IIOKOI ce € MOHMKUIIO ChOTBETHO CbC 7% U
6% cIpsiMO U3XOHUTE CTOMHOCTU. CPETHOTO CUCTOHO OEI0IPOOHO apTEepHaTHO HAJIATaHe CE €
noHmkuIo ¢ 9%. CuineHaduin He € okazan eeKT BbpXY ChPACUHUS ACOUT U HE € HAPYIIIUIT
KPBBOTOKA B CTECHEHUTE KOPOHAPHHU apTEePHH.

Ennn yac cinen npuem Ha 100 mg cunneHadm npu MarbK Opoil MaleHTH ca ce MOSIBIIIN JIEKH U
MPEXOTHN TIPOMEHHU B CIIOCOOHOCTTA 32 pa3NIivyaBaHEe Ha IIBETOBETE (CHHBO/3ETIEHO), N3CIIEIBaHA C
MOMOIITa Ha TecTa 3a pasrpannyasane Ha 100 nBetoBu orTeHbKa Ha Farnsworth-Munsell, kato 2 yaca
cJieq npueMa e(l)eKT'BT € OT3BYy4YaJl HAIlBJIHO. BCpOHTHI/IHT MCXaHU3BM Ha Ta3u MpPpOMAHA B IIBETOBATA
JMMCKPUMUHALIUSA € CBbp3aH ¢ nuxubupanero Ha ®JIE6, kosiTo yyacTBa BbB ()OTOTPAHCAYKIIMOHHATA
Kackazga Ha perrHarta. CunaeHa(ui HAMa HUKaKbB €eKT BbPXY 3pUTeHaTa OCTPOTa HIIH YCELIaHEeTO
3a KOHTpacT. B Masiko miane6o-KOHTpOIMpaHo NPOoyyYBaHe MPY MALMEHTH C JOKa3aHa paHHa
BB3pPaCTOBOOOYCIIOBEHA JeTeHepaIisl Ha Makynata (n=9) cunaenadun (equamydHa 1032, 100 mg) He e
JEMOHCTpHpall CHTHU()MKAHTHU MPOMEHH B TIPOBEJICHUTE 3pUTEIHU TECTOBE (3pUTEIHA OCTPOTA,
peUICTKa Ha Amsler, OBCTOBA JUCKPpUMUHALIUA HA CUMYJIMPAaHa II'bTHA CBETJIMHHA CUTHAJIN3allHd,
nepuMeThp Ha Humphrey u dotocTpec).

Kanangna egbI/IKaCHOCT 1 0€30IMacHOCT

Eduxacrnocm npu ev3pacmnu nayuenmu ¢ 6enoopooua apmepuanna xunepmonus (bAX)
PannomusupaHo, 1BOHHOCISIO, MIaie00-KOHTPOIMPAHO MPOYYBAHE € TPOBEACHO MpH 278 NmaIMeHTH
¢ mppBUYHA OenoipoOHa xuneptoHus, BAX cBpp3aHa chc cHCTEMHH 3a00JIIBaHUS Ha
CheIMHAUTENTHATA ThKaH M BAX cien XupyprudHa KOpeKITus Ha BPOJACHU ChbPACYHN 3200 sIBAHUS.
[TanmeHTHTE Ca paHIOMHU3HUPAHU KBM €IHA OT YeTHPH TePANleBTUYHU TPYNH: IUIaiedo, cuimneHadr
20 mg, cunaenadmr 40 mg wiu cwineHadwt 80 mg Tpu T AHEBHO. OT paHIOMU3HPAHUTE

278 nmanuenTH 277 MalMeHTH ca MOMYyYUIu Hail-Manko 1 103a OT U3NUTBAHOTO JIEKAPCTBO.
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Wzcnenpanara nomynamus Btrousa 68 (25%) muxe u 209 (75%) xeHn Ha cpefiHa Bb3pacT OT

49 ronunu (nuanaszoH: 18-81 rogunmn) n u3xoaHo pasctosiHue Mexxay 100 u 450 metpa (cpenHo:

344 metpa) Ha TecTa ¢ 6-MHHYTHA pa3zxoaka. 175 (63%) oT yyacTHUIIMTE UMAT JUAarHO3a MIbPBUYHA
oemonpobHa xunepronus, 84 (30%) — BAX cBbp3aHa CbC CUCTEMHH 3a00JISIBaHVsI HA CheIUHUTETHATA
ThKaH, a 18 (7%) — BAX cren xupyprudaa KOpeKnus Ha BpOJ€HU ChpaeyuHu 3a0omsBanus. [loBeuero
narueHTH ca BuB ™ dynknuonanen knac mo C30 (107/277, 39%) wnm [1I™ dyHKIIMOHATICH KiIac
(160/277, 58%) nipu cpeaHO U3XOAHO U3MHUHATO PAa3CTOSTHHUE NP 6-MUHYTHATA Pa3X0Ka CHOTBETHO
378 metpa u 326 MeTpa; mo-Manka 4act ca u3xonHo B [ ¢pynkumonanen knac (1/277, 0,4%) wmu [V
¢ynkunonanes kiac (9/277, 3%). He ca BkiIroueHH ManueHTH ¢ IeBOKaMepHa (Gpaxius Ha
u3TIackBaHe <45% wim n1eBoKaMepHa Qpakius Ha ckbesiBane <0,2.

Cunnenadun (uau wiamne6o) € 700aBeH KbM OCHOBHOTO JICUCHHUE Ha IMAIIMEHTHUTE, KOETO € BKIIFOYBAIIO
KOMOWHAIINS OT aHTUKOATYJIAHTH, IMTOKCHH, KAJIITUEBH aHTATOHUCTH, AMYPETHUIIN WK Kuciopo. He e
OwWI10 pa3pelieHo J00aBsIHe Ha MPOCTAMKINH, aHAIO3W Ha MPOCTAIMKIIMH U CHJIOTEIMH-PEEITOPHU
AHTArOHHWCTH, HUTO JOOABKa Ha apruHuH. [allueHTH ¢ Ipe/IIecTBaII0 HEYCICITHO JICUSHUE C
0OCEHTaH ca U3KJIIOYCHU OT POYYBAHETO.

[TppBUYHATA KpaiiHa TOYKA 32 OIICHKA Ha e(PUKACHOCTTA € TIPOMSHATA B rOJIEMHHATA HA U3MUHATOTO
pascrostHre Tipu 6-MuHyTHA paszxonka (MP6MP) cnex 12 ceamuiiy cipsiMo W3XOTHOTO H3MHHATO
pascrostaue. CTaTHCTHYECKH 3HAYUMO HapacTBaHe Ha IP6MP e HaOntogaBaHo BbB BCHUKUTE 3 TPYyNH
cbe cunaeHagun cupsamo mianebo. Kopurupanoro crpsamo mianedo yBennuaBaHe Ha roJeMUHaTa Ha
HNP6MP e 45 metpa (p < 0,0001), 46 metpa (p < 0,0001) u 50 metpa (p < 0,0001) cboTBETHO 32
cunnenadun 20 mg, 40 mg u 80 mg Tpu mpTH AHEBHO. He ce oTdnTa 3HaUnMa pas3nuka B eexTa
MEX]y pa3HuHUTE 103K cuiieHad . [Ipu maruenTy ¢ M3X0{H! CTOWHOCTH Ha TOJIeMUHATA Ha
HNP6MP < 325 m ce HabIr0gaBa mMO-rojisiMa e(OUKACHOCT TIPH IMO-BUCOKH 03U (KOPHUTHPAHH CIIPSMO
miame0o yBenudeHue ot 58 Mmetpa, 65 MeTpa u 87 MeTpa chOTBETHO 3a 103u 20 mg, 40 mg u 80 mg
TPH ITBTH THEBHO).

[Tpu ananmm3 criopen pyuakunonamaus kirac o C30 e HabIoJaBaHO CTATUCTHIECKH 3HAYHMO
yBenmuaBane Ha IP6MP mipu rpynara ¢ mo3a 20 mg. 3a knac II u xmac 111 e HabnromaBano
KOPHTHPAHO CIIPSMO TuTanebo yBenudeHne cboTBeTHO ¢ 49 metpa (p = 0,0007) u 45 metpa
(p=10,0031).

YBenuuaBaHeTo Ha ronemuHaTa Ha UP6MP ce nposiBsiBa ciefy 4-ceAMUYHO JICUSHNE B TO3H €PEKT ce
3ana3Ba KbM §-Ta U 12-Ta ceamuiia. Pe3yaraTure KaTo LsUI0 ca YCTOMYMBH B PA3IUYHUTE OATPYIH,
000co0eHu B 3aBHCUMOCT OT eTHoJorusTa (mppBrdHa wim bAX, cBbp3aHa ChC CUCTEMHHU
3a00IsBaHus Ha CheIMHUTENHATA ThKaH), GyHKIMoHaNeH kiac mo C30, mod, paca, MECTOTIOJIOXKEHHE,
cpeliHa CTOMHOCT Ha OenonpooHoTo apTepuanHo Hasrane (BAH) u uHekc Ha 6e10APOOHOTO ChIOBO
cwrportusnenue (bCC).

[Ipu BcHuky manueHTy, mpruemMany cuigeHadui, He3aBUCUMO OT 03aTa € MOCTUTHATO CTATUCTHYECKH
3HaYMMO TIOHMKEHHE Ha CPEIHOTO OenopoOHo aprepuanno Hamsrane (cbAH) n 6emonpobHOTO
cpaoBo cerpoTuBieHue (bCC) cipsimo mnane6o. Edexture ot neuenunero Bppxy cbAH, kopurupanu
crpsimo tuiane6o, ca —2,7 mm Hg (p = 0,04), -3,0 mm Hg (p = 0,01) u -5,1 mm Hg (p < 0,0001) 3a
cungenadpwmn 20 mg, 40 mg u ceorBetHO 80 mg Tpu bTH AHEBHO. Edexture Bopxy BCC, KOpurupanu
crpsmo 1wiane6o ca -178 dyne.sec/cm® (p=0,0051), -195 dyne.sec/cm’ (p=0,0017)

u -320 dyne.sec/cm’ (p<0,0001) 3a cunaenadun croretHo 20 mg, 40 mg u 80 mg Tpu IETU AHEBHO.
[Iponentaoro mHamamenne Ha bCC (11,2%, 12,9%, 23,3%) Ha 12 ceqmuna 3a cuineHadmt 20 mg,
40 mg u 80 mg TpH IHTH THEBHO € MPOTIOPITHOHAIHO ITO-TOIIMO OT OHIKEHHETO Ha CHCTEMHOTO
cpaoBo cenportusienue (CCC) (7,2%, 5,9%, 14,4%). EdektbT Ha cunaenadun BbpXy CMbPTHOCTTA €
HEM3BECTEH.

[To-ronsima gacT OT MallMEHTHTE BBB BCSAKA OT MOATPYIHUTE che crnaeHadn (T.e. 28%, 36% u 42% ot

YY9acTHUIUTE, IpreMany cuiaeHadmt cboTBeTHO B 103U 20 mg, 40 mg u 80 mg Tpu mbTH THEBHO) ca
TToKa3aJu 1mogoopenne Ha ceamuIa 12 ¢ mone enuH GyHkmponaneH kiac mo C30, B cpaBHEHHE C
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rane6o (7%). CroTBeTHUTE CHOTHOIIEHHS Ha prcka ca 2,92 (p=0,0087), 4,32 (p=0,0004) u 5,75
(p<0,0001).

Hannu 3a 0vb120CcpoYHA NpedcUsaeMoc 6 HeleKy8anama nonyiayusl

[larmenTrre, yqacTBaay B OCHOBHOTO MPOYyYBaHe, ca OMIIH MOAXOSIIN 32 BKIIOYBAHE B IBHJITOCPOTHO
OTKPHUTO MPOIBIDKEHNE Ha TTpoyuBaHeTo. Ha Tpetara ronnHa 87% OT manMeHTUTE ca MpueMalti 1032
ot 80 mg Tpu pTH THEBHO. OO0 207 ManueHTy ca Ouiu JieKyBaHu ¢ Revatio B OCHOBHOTO
MPOyYBaHE U IBJIFOCPOYHA MTPESIKUBIEMOCT IIPH TAX € OMjia OI[CHEHA 3a TIEPUOJl OT MUHHYM 3 TOMHU.
B ta3u nomynanus oneHkute Ha npexxuBseMoctta o Kaplan-Meier Ha 1-ta, 2-1a u 3-1a rojuHa ca
Oounu cpoTBeTHO 96%, 91% 1 82%. [IpexuBsieMocTTa py NauueHTUTe ¢ PyHKIHoHaNeH kiac 11 mo
C30, Ha u3X0IHO HHUBO, Ha 1-Ta, 2-Ta U 3-Ta roaWHA ¢ OmiIa ChoTBeHTO 99%, 91% 1 84%, a pu
nanueHTuTe ¢ pyakimoraneH kiac I mo C30, Ha u3xomHo HUBO, Ha 1-Ta, 2-Ta M 3-Ta roAwWHA € OmIa
¢boTBeTHO 94%, 90% 1 81%.

Eduxacnocm npu évspacmuu nayuenmu ¢ bAX (koeamo ce usnonszea 6 Komounayus ¢ enonpocmenon)
PannomusupaHo, IBOHHOCISIO, MIaie00-KOHTPOIMPAHO MPOYYBAHE € MIPOBEACHO MPpHU 267 MaIllMeHTH
¢ BAX, kouTo ca cTabMIM3UpaH ¢ MHTPABESHO3HO MPHIIATaH EMONPOCTeHO. [larueHTrTe, BKIIFOUCHH
B MIPOYYBAHETO, Ca ¢ MbpBUYHA OerronpoOHa apTepuanHa xuneptoHust (212/267, 79%) nu BAX,
CBBp3aHa ChC CHCTEMHH 3a00JISIBaHUS HAa CheIMHUTENHATa ThKaH (55/267, 21%). IloBeueTo manneHTH
ca ¢ pynkiuonaneH kiac mo C30 II (68/267, 26%) wmu 111 (175/267, 66%); HAKOIKO MAIUSHTH Ca C
knac 1 (3/267, 1%) wmu IV (16/267, 6%) Ha N3XOAHOTO HUBO; MPU HIAKOJKO NanueHTu (5/267, 2%),
¢yakmonanauat kiac mo C30 e HeusBecteH. [lanpeHTHTE Cca paHJIOMU3UPAHU Ha IIAe00 Uiu
cunnenadwun (mpu GUKCUpaHo TUTpUpane, 3amogamio ot 20 mg mo 40 mg u cien ToBa 80 mg Tpu
IBTH HA JICH CIIOPENl TOHOCHMOCTTA), KOTaTO Ce M3MOJI3Ba B KOMOMHAIINS C MHTPABEHO3HO MpUIIaraH
€TIOITPOCTEHOT.

[ITppBUYHaTa KpaiiHa TOUKa 32 e(UKAaCHOCT € IPOMsIHATa OT U3XOJHOTO HUBO 10 ceaMula 16 Ha
rojeMuHaTa Ha K3MHHATOTO Pa3CTOSIHUE MTPU 6-MHHYTHA pa3xojka. FiMa cTaTUCTHYECKH 3HaYNMa
107132 OT cuieHad w1 B CpaBHEHHUE ¢ IU1ane0o, OLEHEHa ¢ IPOMIHATa B TOJIEMUHATa HA U3MUHATOTO
pascTosiHue npu 6-MuHyTHa pasxoaka. CpenHo, KOpUTHpaHO CIPSIMO Iianedo, yBelTudeHHe OT

26 MeTpa B I3MHHATOTO PA3CTOSHHE € HaOM0aaBaHo B non3a Ha cuiigeHadun (95% AU: 10,8, 41,2)
(p =0,0009). 3a manueHTH ¢ U3XOIHO U3MUHATO PAa3CTOSIHKUE > 325 MeTpa, €PEKTHT OT JICUCHUETO €
38,4 MeTpa B 10j13a Ha CHIIAcHA(UIT; 33 AIIMEHTH C M3XOIHO U3MHHATO pa3cTosHue < 325 MeTpa,
eeKThT Ha JICUEHHETO ¢ 2,3 MeTpa B 1oj3a Ha miane6o. 3a nanueHTs ¢ mbpBudHa BAX edekTsT oT
nedgenueto € 31,1 metpa, cpaBHEHO ChC 7,7 MeTpa Ipu nmanueHT ¢ BAX, cBbp3aHa ChC CHCTEMHH
3a00J1sIBaHUS Ha CheMHUTEIHATa ThKaH. Pa3inkarta B pe3yiraTure Mexy Te3U paHJOMU3UPaHH
MOATrPYITH MOJKE JIa c€ € MOBUIIMJIA [0 CITyYalHOCT, IOpay OrpaHUYEHHs pa3Mep Ha MOJena.

[pu nanmeHTH Ha cUIIeHADUI € JOCTUraTo CTATHCTHYECKH 3HAYMMO HaMaJIeHHE Ha CPETHOTO
0enoxpobHO aprepuaino Hamsrane (mPAP), B cpaBHeHue ¢ Te3u Ha 1wiaie00. CpeieH, KOpUrUpaH
cpsiMo mane6o, edext Ha nedenueTo -3,9 mmHg e HabmoaaBaH B mon3a Ha cuiaeHadui (95% JU:
-5,7,-2,1) (p = 0,00003). BpemeTo 10 KIMHUYHO BJIOIIABAaHE € BTOPUYHA KpaliHa TOUKa, Ae(UHUPAHO
KaTo BPEMETO OT paHIOMHU3UPAHETO 10 IbpBaTa NpOosiBa Ha KIIMHIUYHO BIIOLIABaHEe (CMBPT,
TpaHCIUTAaHTAIMA Ha Os1 AP0, 3arouBaHe HA Tepanus ¢ OOCEHTaH WIN KIMHUYHO BIIOLIABAHE,
HaJIaramo MpoMsiHa Ha TepamuATa ¢ enonpocTeHon). Jledennero cve cunaeHadmI 3Ha4MMO oTIara
BpEMeETO JI0 KIMHUYHO BiomaBane Ha BAX B cpaBHenue ¢ rane6o (p = 0,0074). I1pu 23-ma ot
MalMeHTHTE B IU1anedo rpymnara e Ha0nroJaBaHo KIMHUYHO Biomasane (17,6%) B cpaBHeHHE ©

8 maumeHTu ot rpynara csc cunaeHadun (6,0%).

JlaHHU 3a JBArOCpOYHATA IIPEIKMBIEMOCT OT OCHOBHOTO IIPOYYBAHE Ha €HOMPOCTEHOI

[TanmeHnTH, yyacTBaiu B IPOyYBAHE HA CIIONIPOCTEHOJ KAaTO JOIBIHATETHA TePaIis, Ca OTTOBAPSUTH
Ha KpUTEPHUHUTE 3a BKIIOYBAHE B JBJITOCPOYHOTO OTBOPEHO MPOABIDKEHUE Ha MpoyuBaHeTo. Ciien Tpu
roguHu 68% OT MalueHTHTe ca npueMaiy no3a ot 80 mg tpu bt JHeBHO. OO0 134 nanuenTu ca
JieKyBaHU ¢ Revatio B MbpBOHAYAIHOTO MPOYYBAHE U TEXHUST CTATYC MO OTHOIIICHUE HA
JIBITOCPOYHATA MPEXKUBSIEMOCT € OIICHEH 32 MUHUMYM 3 TOAUHU. B Ta3zu momynaius, OEHKUTE Ha
npexxnBsaeMoctTa o Kaplan-Meier Ha 1-Ta, 2-1a u 3-Ta roguaa ca Omnn croTBeTHO 92%, 81% 1 74%.
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EdukacHoct u 6e30macHOCT pH Bb3pacTHU nanuenTH ¢ BAX (pu npunarane B KOMOMHAIMS €
OoceHTaH)

Pannomusupano, ABOHHO-CIIAMNO, MTale00-KOHTPOIUPAHO MIPOYUYBaHe € MpoBeaeHo npu 103 KTuHUIHO
crabmran manueHTr ¢ BAX (dbyuakumnonanen kiac II u 111 mo C30), kouTo ca mpoBEK AN JICUSHUE C
0OoceHTaH 3a MUHUMYM Tpu Mecena. [larmentute ¢ BAX, BKIIFOUEHN B MTPOYIBAHETO Ca C IIbPBUYHA
BAX n BAX, cBbp3aHa ChC CHCTEMHH 3a00JsIBAHUS Ha CheIMHUTETHATA ThKaH. [larmenTuTe ca Onmm
paHIOMHU3MpaHy Ha manebo i cungenadun (20 mg Tpu IbTH THEBHO) B KOMOMHALUS ¢ OOCEHTaH
(62.5-125 mg nBa mbTH AHEBHO). [IbpBHUYHATA KpaifHa TouKa 3a epuKacHOCT € Omila MpoMsHaTa OT
W3XOAHO HUBO 10 ceamuua 12 B ronemunata Ha UIP6MP. Pesynrature moka3sar, ye HsiMa 3HaUnMa
pasiiKa B cpeHaTa mpoMsiHa Ha roemuHata Ha UP6MO B cpaBHEHHUE C H3XOTHOTO HUBO,
HaOmoaBaHa Mexay cunaenadun (20 mg Tpu mbTH AHEBHO) U wanebo (13,62 m (95% JAU: -3,89 mo
31,12) m 14,08 m (95% JU: -1,78 mo 29,95), chOTBETHO).

Paznuku B ronemunarta Ha UIP6MP ca nabnronaBanu Mexxay nauumeHTuTe ¢ mbpBudHa bAX u Tes3u ¢
BAX, cBbp3aHa cbC CUCTEMHH 3a00JsIBaHMs Ha ChbeJUHUTENHATa ThKaH. [Ipyu nanuueHTuTe ¢ MbpBUYHA
BAX (67 ygacTHUIHN), CPeTHUTE CTOWHOCTH 32 IPOMSHA OT U3XOIHO HHUBO Ca OMIIM CHOTBETHO

26,39 m (95% JAU: 10,70 mo 42,08) u 11,84 m (95% JU: -8,83 mo 32,52) 3a rpymute Ha cunaeHadun
u Ha mane6o. [Ipu mammmentute ¢ BAX, cBbp3ana cbc cUCTEMHH 3a00JSIBaHUS HA CheIMHUTEITHATA
ThKaH (36 ydacTHUIM), 00ade, CpeIHUTE CTOMHOCTH Ha MPOMSHATa OT U3XOAHOTO HUBO Ca OHIIH
c¢hoTBeTHO -18,32 m (95% [U: -65,66 no 29,02) u 17,50 m (95% JAU: -9,41100 44,41) 3a rpynara Ha
cunaeHapuI 1 Ha mianedo.

Hexenanute cpOuTHS KaTO ISUT0 ca OMITM TIOJOOHY MIPH JBETE TEPAEBTUYHH TPy (CHiiaeHa(wI
ToTIOC OOCEHTaH CIPSMO OOCEHTaH CaMOCTOSTENTHO) M ca ChOTBETCTBANIM HAa W3BECTHUS MPOQIIT Ha
0e30MacHOCT Ha cuiieHaWI, KOTaTo Ce M3I0I3Ba KaTo MOHOTepanus (BX. Touku 4.4 u 4.5).

Edextu BbpXY CMBPTHOCTTA OPHU BB3pacTHU ¢ BAX

[IpoBeaeHo ¢ mpoy4BaHe 3a u3cjeaBaHe Ha eheKTUTE Ha Pa3IMYHM JO30BH HUBA Ha CUIIICHA(DHUIT
BBPXY CMBPTHOCTTA pH BB3pacTHU ¢ bAX ciex HaOmogaBaHe Ha MOBHIIECH PUCK OT CMBPTHOCT TIPH
TIeIUATPUYHY TTAITHEHTH, TI0Ty4YaBallid BUCOKA J03a cHiAcHadWI TPH IBTH JTHEBHO, Oa3upaHa Ha
TENECHOTO TETJIO, B CPABHEHUE C TE3U, MPUEMAIllK MTO-HUCKA /10323, B IBJITOCPOUYHOTO MPOIBIKEHNUE Ha
MEANATPUIHOTO KIIMHUYHO U3NUTBaHE (BXK. MO-107Yy ,.llenuatpuyHa nonynanus — bernodpoora
apmepuanna xunepmoHus — JJaHHu 0T IBITOCPOYHOTO MPOABIKCHHE ).

[IpoyuBaneTo € paHAOMHU3UPAHO, TBOWHOCIIAIO, TapaJIeTHO-TPYIIOBO TTpoydBaHe mpu 385 BB3pacTHH C
BAX. IlanmmenTure ca pasmnpeaeieHy Ha cirydacH nmpuHiun 1:1:1 B eqHa oT Tpu rpynu Ha nmpueM (5 mg
TPH T THEBHO (4 IMIBTH MMO-HUCKA OT MPETIOPhYHTENHATA J1032), 20 Mg TPU ITBTU JTHEBHO
(mpenoppumnTenHaTa 103a) U 80 mg TpY IbTH JHEBHO (4 TBTH MO-BUCOKA OT MPENOPhYUTEIHATA
no3a)). Kato usmo no-rojsiMara yacT oT y4acTHHLIMTE He ca mosydaBanu jgedeHne 3a BAX (83,4%).
[Ipu moBedero ywyactHUIM eTHonorusaTa Ha bAX e uanonartuana (71,7%). Haii-uectust
¢ynaxmonanes kiac mo C30 e xmac 11 (57,7% ot yuactHuuTe). Benukure Tpu rpynu Ha JieYeHHE ca
nmobpe OamaHCHpaHy 10 OTHOIICHHE Ha U3XOMHHUTE JeMorpadCKu JaHHU Ha TMOATpymIaTa 3a
XpoHosorus Ha nedeHnero Ha BAX u etnonorus Ha BAX, KakTo U 10 OTHOLICHUE HAa KaTETOPHHTE 3a
¢ynkunonanen kiac mo C30.

UecroTara Ha cMBPTHOCT € 26,4% (n = 34) ipu 1032 5 mg Tpu bTH JHEBHO, 19,5% (n = 25) ipu
nmo3ata 20 mg Tpu mbTH AHEBHO H 14,8% (n = 19) npu no3a 80 mg Tpu IbTH JTHEBHO.

HCI[I/IaTDI/I‘lHa omyJanusa

benoopobua apmepuanua xunepmonus

O6m10 234 yyacTHHUITM Ha Bb3pacT oT 1 10 17 rogunu ca OWiTH JIeKyBaHU B paHIOMH3HUPAHO,
JBOMHOCIIAIIO, MHOTOLIEHTPOBO, IL1aLe00-KOHTPOIMPAHO NIPOYUYBAHE C NApajIeIHU IPYIH U C Pa3IndHU
no3u. YyactHunute (38% oT MBKKH o1 ¥ 62% OT >KEHCKH T0J1) ca UMali TeJIeCHO Tero > 8 kg n
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mepBryHa OenoapoOHa xumneprorus (I16X) [33%] unm BTopruna BAX BciieacTBHE Ha BPOAECHO
ChpJIeUHO 3a00JIBaHe [CUCTEMHO-0e101po0eH IILHT 37%, XUpyprudHo Bh3ctaHoBsBane 30%]. B
ToBa mu3nuTBane 63 ot 234 (27%) nanueHT ca OWiM Ha BB3pacT < 7 TOAWHU (CHAeHA(QHI HUCKA
no3a = 2; cpenHa no3a = 17; Bucoka go3a = 28; mane6o = 16) u 171 ot 234 (73%) nanuentu ca Owim
Ha BB3pacT 7 TONWHHU 1 TIoBeve (crnmenadwr Hucka no3a =40; cpemnna mo3a =38 u BUcoka no3a =49;
miare6o =44). [loBedeTo ygacTHUIM ca 6wy ¢ n3xoeH pyaknuoHaneH kiac mo C30 I wmm 11
(75/234, 32%) (120/234, 51%); mo-manko narenTtu ca 6wmn c kiac 11 (35/234, 15%) wm [V (1/234,
0,4%); 3a mHOTO Masko marueHTH (3/234,1,3%), dynknuonanauaT knac mo C30 e OuiI Heu3BeCTeH.

[Naruenture He ca mpueMalii ipeu crieiuduyna Tepanus 3a BAX u ynotpebara Ha MPOCTAIUKIIVH,
MPOCTAIMKIMHOBY aHATO3W M aHTATOHKCTH HA CHIOTEIIMHOBUTE PEIENITOPH HE € Oriia paspelieHa B
MPOYYBaHETO, KAKTO M yIOTpedaTa Ha aprHHUHOBH TOOABKH, HUTPATH, an(a-0I0KepH W MOIITHH
naxuouropu Ha CYP450 3A4.

[IbpBUYHATA 1IEN Ha IPOYYBaHETO € OMiia Ja ce OLeHU epuKacHOCTTa Ha 16-CeAMUYHO XPOHUYHO
JieueHHe C epopayieH cuieHaduI Npy NeJuaTpUYHM allMeHTH 3a Mo1o0paBaHe Ha paOoTHHUS
KarmanuTeT, n3MepeH upe3 Kapanonynmonanen tect npu HatoBapBaHe (CPET) mpu ygactHUIM, KOUTO
ca Ha MMOAXO/IAIIa BB3PAacT, 3a 1a HanpasAT Tecta (n = 115). BropuunuTe KpaitHi TOYKH ca BKIIOYBAIN
XeMOJMHAMWYeH MOHUTOPHHT, OIIEHKA Ha CUMIITOMHTE, pyHKIHoHaieH kirac mo C30, mpoMsHa B
OCHOBHOTO JIEYEHHE U U3MEpPBaHEe KaueCTBOTO Ha KUBOT.

VYdacTHUAIUTE ca OMITN pa3npeneieHd KbM elHa OT TPUTE TPy ChC CUIIAeHA(MI, TepaneBTHIHH
cxemu ¢ HHcKa fo3a (10 mg), cpeqna mo3a (10-40 mg) wm Bucoka mo3a (20-80 mg) Revatio,
MpUJIATaHy TPU ITBTH JHEBHO, WM KbM ILIane0o0. PeanHuTe 1031 npuiiaraHi B pAMKUTE Ha rpyrara ca
3aBHCEIU OT TEJIECHOTO Terio (BXK. Touka 4.8). [IpoleHThT Ha YYACTHUIIUTE, IPHEMAIIH MTOIbPKAIIN
JICKApPCTBCHU IMMPOAYKTHU HA U3XOJAHO HUBO (aHTHKOﬂFynaHTI/I, JUTOKCHH, 6J'IOKCpI/I Ha KaJIIUEBUTEC
KaHaJIW, TUYPETUIH W/ WITH KHCIOpOo) € O CX0/IeH B KOMOWHHMpaHaTa rpyna cbC CHiieHa(uI
(47,7%) u B unane6o rpymara (41,7%).

[IbpBUYHaTa KpaiiHa TOUKa € OMi1a KOpUrHpaHaTa CupsMO Iutane0o NpOLEeHTHA IPOMSIHA B TUKOBATa
KucnopoaHa KoHcyMmanus VO> 0T U3X0JHUS MOMEHT Jo ceamuna 16, onenena upe3 CPET tecra B
rpynute ¢ komOnHupana no3a (Tabmuma 2). O6mo 106 ot 234 (45%) yyacTHUIM ca OMITH MTOIXOASAIIH
3a oueHka ¢ CPET. Te ca BkitouBaiu AenaTa Ha Bb3pacT > 7 TOAMHU U T€3H, CIIOCOOHU /1a HAIIPaBAT
tecta. Jlena Ha Bp3pact < 7 rogunu (cungeHadun komOuHMpaHa no3a = 47; miaunebo = 16) ca ounn
MOJIXOAIIN 32 OLIEHKA CaMO Ha BTOPUYHUTE KpailHu Touku. CpegHuTe CTOMHOCTH Ha U3XOJHATA
MakcHMajHa KucjaopoaHa koucymanus (VO2) ca OMiIn cpaBHUMH MEXKAY TPYIIUTE ChC CHIIACHA(MIT
(17,37 no 18,03 ml/kg/min) u 1exo nmopuiIeHu 3a miare6o rpynata (20,02 ml/kg/min). Pezynrarure
OT OCHOBHUS aHaNU3 (Tpyna ¢ KOMOMHUpaHa J103a CIPsIMO Miane0o0) He ca OMIIM CTaTUCTUYECKU
3HaunMi (p = 0,056) (Bx. Tabnuua 2). M3uncnenara pasinka MeXIy cXxemara ChC CpeJHa 1032
cwineHadu v marebo e omna 11,33% (95% AU: 1,72 no 20,94) (k. Tabnuia 2).

Tabéauua 2: Kopurupana cnpsimo miiane6o % npomMsiHa B M3XOHUTE CTOHHOCTH HA MMKOBATA
VO:no0 rpyna ¢ akTUBHO JiedeHHe

I'pyna c seyenne H3uncnena pazimka  95% noBepuTesieH HHTEpBAJ
Hmucka no3a 3,81 -6,11, 13,73

(n=24)

Cpenna no3a 11,33 1,72, 20,94

(n=26)

Bucoka n03a 7,98 -1,64, 17,60

(n=27)

I'pynu ¢ komOnHMpaHa 103a 7,71 -0,19, 15,60

(n=77) (p =0,056)

n=29 3a niayebo epynama
HM3uucnenus, 6asupanu na ANCOVA, ¢ kopexyus 3a kosapuamume uzxooua nuxoea VO, emuonocus u
epynama meiecHo meano
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Jlo303aBucuMy o00peHus ca Owiin HaOJIoJaBaHy 10 OTHOIICHHUE Ha MHJICKCA Ha OeoIpooHa
cpaoBa pesuctentTHocT (PVRI) u cpeano 6enonpodno aprepuanno Hansirane (mPAP). ['pynure Ha
cwiieHa I ChC CPEIHA M BUCOKA J103a ca rmokasanu nonmkasaHe Ha PVRI ¢ 18% (95% U: 2% no
32%) u cvotBeTHO 27% (95% JAU: 14% no 39%) B cpaBHEHHE C mare0o, JOKAaTO rpynara ¢ HICKa
71032 He € ToKa3ajia 3HaunMa pasjiiKa B cpaBHeHHe ¢ Tianebo (pasnuka 2%). ['pynure Ha cunpenadwmn
ChC CpelHa M BUCOKA JI03a ca MoKa3aiu mpoMeHd B MPAP oT m3XoHUTE CTOWHOCTH B CPAaBHEHHE C
miame6o ot -3,5 mmHg (95% [U: -8,9, 1,9) u chorBeTHO -7,3 mmHg (95% [AU: -12,4,

-2,1), nokaTo Tpyrmara c HACKa Ji03a He € MoKa3ana pa3jivka ¢ mwianebo (pasiuka 1,6 mmHg).
HaGmonaBano e nogo0peHue Ha ChpJICYHUS UHACKC ITPU BCUYKUTE TPH TPYIH ChC CHIIACHADMIT
cupsamo mianedo, crorBeTHO 10%, 4% 1 15% 3a rpymuTe ¢ HUCKA, CPETHA U BICOKA 103a.

3HaunMU TOA0OpeHNs BbB (DYHKIIMOHATHIS KJIAC ca O IEMOHCTPUPAHU CaMO MPH YIACTHUIN Ha
cwiIieHa( I BUCOKA /1032 B CpaBHEHHE ¢ TU1ane00. ChOTHOIICHUATA Ha IAHCOBETE 3a TPYIUTE
cwiIieHa( I C HUCKA, CPEIHA U BUCOKA 71033, B CPaBHEHUE ¢ Imiarebo, ca oumm choTBeTHO 0,6 (95%
JU: 0,18, 2,01), 2,25 (95% AU: 0,75, 6,69) u 4,52 (95% IAU: 1,56, 13,10).

ﬂaHHI/I OT ABJTOCPOYHO NPOABJIKCHUE HA ITPOYYBAHETO

Ot 234 menmuaTpuvHM MMAUEHTH, JICKYBaHU B KPATKOCPOTHOTO, IJIAIe00-KOHTPOIMPAHO IPOyIBaHE,
220 manueHTH ca BKIIOYCHU B IBITOCPOYHOTO MPOIBIKEHIE Ha MpoydBaHeTo. [lanuenTure, kouto ca
0wy B riane0o rpynara B KpaTKOCPOYHOTO MPOYYBAHE, Ca MPEXBBPJICHH U PaHAOMU3UPAHU HA
JISYCHUE ChC CHIIICHA(IIT; ManueHTH, Texany < 20 kg, ca BKIIFOUEHH B TPYIUTE ChC CPEIIHA WU
Brcoka mo3a (1:1), mokato marmentute, Texamu >20 kg, ca BKIIOYeHN B TPYIIUTE C HUCKA, CPETHA
ny Bucoka jo3a (1:1:1). Ot 06mio 229 manuwenTH, KOUTO ca MoTydaBaiu cuiiaeHadwr, 55, 74 u

100 manmeHTH ca OUIM B TPYNHUTE CHOTBETHO C HUCKA, CpeHA U BUCOKa 03a. [Ipu KpaTkocpodHOTO 1
JUBJITOCPOYHOTO MTPOYUYBaHE, 00IaTa MPOIBIHKUTESTHOCT Ha JICUSHUETO OT HAYAJIOTO Ha JIBOMHOTO
3aciensBaHe 3a OTICITHHUTE MAIUEHTH € B Auana3ona ot 3 10 3 129 nuu. B rpynara Ha nedeHue cbe
cwiieHa U MeIMaHHATA MTPOBIDKUTEITHOCT Ha JICUSHHE ChC criieHadwt e ouna 1 696 auu (c
W3KITIOYEHUE Ha 5 MAIUeHTH, KOUTO Ca MOJTyYUITH I1anedo B JBOWHOCIIEIUS eTal U He ca OuiH
JIEKYBaHU B JIBJITOCPOYHOTO MPOJABIDKCHUE HA TIPOYYBAHETO).

W3zuncnenata no metona Ha Kaplan-Meier mpexxuBsieMoCT Ha 3-Ta TOAMHA MIPHU NALUEHTH C U3XOTHO
tenecHo terio > 20 kg e chotBeTHO 94%, 93% 1 85% 3a rpynuTe ¢ HUCKA, CPE/IHA M BHCOKA J1033;
NpY MaLMEHTUTE ¢ U3XOTHO TedecHo Tero < 20 kg n3uncnenara npexxuBsIeMocT € CbOTBeTHO 94% u
93% 3a yyaCTHULIUTE B IPYNUTE ChC CPEIHA U BUCOKA 1032 (BXK. Touku 4.4 u 4.8).

1o Bpeme Ha TIpoBeXkIAaHE HA MTPOYUBAHETO ca ChHOOIIEHN 0010 42 CMBPTHH CITydasi, KAaKTO 110 BpeMe
Ha JICYEHHETO, TaKa M ChOOIECHH KaTO YacT OT MPOCIeIIBAaHETO Ha MPEKUBSIEMOCTTa. 37 CMBPTHH
ciyd4as ca HacTeIwIM npeau KoMucusita 3a MOHUTOpHUpaHe Ha JaHHUTE J1a B3€ME pelIeHre 3a
HU3XOJAIIO TUTPUPAHE Ha J103aTa Ha MalueHTHUTE 0 O-HUCKa 1032, Bb3 OCHOBA Ha HAOMI0JaBaHUs
nucOaaHec B CMBPTHOCTTA C YBEJIM4YaBaHe Ha 103UTe Ha cuinaeHadmn. Cpen Te3u 37 cMBbPTHH Cllydasi,
oposT (%) Ha cMbpTHUTE ciaydan € 5/55 (9,1%), 10/74 (13,5%) u 22/100 (22%) chOTBETHO B TpyIUTE
C HHCKa, CpeJiHa U BHCOKa [03a cuiaeHadml. Apyru 5 cMbpTHH citydas ca CbOOIIEHH BIIOCIEACTBHE.
[MpuunnuTe 3a cMbpTTa ca Omim cebp3anu ¢ BAX. He TpsbBa ga ce nmpuiarat mo-BHCOKH OT
MpenopbYBaHUTE 03U NIPU NeAnaTpuyHu nanueHTH ¢ BAX (Bx. Touku 4.2 u 4.4).

[TukoB VO, e u3zuncied 1 roguHa ciieq; Ha9ajoTo Ha IU1ane00-KOHTPOIMPaHOTO TipoyuBane. OT
MareHTuTe Ha cuineHadu, cnocoonu na Hanpassat CPET, 59/114 yuactaumm (52%) He oka3BaT
BJIoIIaBaHe Ha mUKOBUS VO, OT 3anouBaneTo Ha cuineHadui. Coino taka 191 ot 229 yyacTHHLIN
(83%), momyuaBanu cwiIeHA(WI, ca UM WIA HETPOMEHEH, WU MTOA00pEH (QYHKIIMOHAJICH KJIaC 10
C30 npu oueHsBane cnex 1 roguna.

Tepcucmupawa 6e100podHA XUNepmMoHUs Ha HOBOPOOEHOMO

[poBeneHo € paHIOMU3UPAHO, IBOWHOCIISIO, MAPAIEITHO-TPYIIOBO, IJI1ae00-KOHTPOIHPAHO
MPOYyYBaHE C JIBE paMeHa Mmpu 59 HOBOPOJCHH ¢ TIepCUCTHpaIa 0enoApoOoHa XUTIEPTOHHS Ha
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HOoBOpozaeHoTO (IIBXH) mmm xunokcudnHa quxareirHa HeaoctaTbaHOCT (X /1 X) 1 HOBOPOIEHH C PHUCK
3a [IBXH c ungexc Ha okcureHanus (MO) > 15 u < 60. [TspBryHaTa 1en € oleHka Ha e(UKacHOCTTa U
Oe3onacHoCTTa Ha cuiaeHa(UII, TPUIIOKEH HHTPABEHO3HO, KOraTo ce J00aBs KbM HHXaJaTOpeH
azoreH okcun (iNO) B cpaBHeHHE ¢ iINO caMOCTOSATEIHO.

ChcTaBHHUTE THPBUYHH KPAlHU TOYKH Ca Y€CTOTATa Ha HEYCIEX OT JeUeHHeTo, NeuHIpaH KaTo
HEOOXOIMMOCT OT JOI'BIHUTENHO JieueHne, HacodeHo KpM IIBXH, HeoOXxoaumocT ot
ekcTpakoprnopaiHa memopanHa okcurennus (ECMO) uim cMBpT 10 BpeMe Ha MPOyYBaHETO, KAKTO U
MPOJBIDKUTEITHOCT Ha JieueHneTo ¢ iNO cliej] 3aroYBaHe Ha HHTPABESHO3HO MPUIIOKECHUE Ha
M3MUATBAHOTO JIEKAPCTBO NP MAIIMEHTUTE 0e3 HeyCIieX OT JeueHueTo. Pa3inkara B uectorata Ha
HEyCIIeX OT JICYEHNETO HE € CTATHCTUIECKH 3HAYNMa MEXIY JBETE TeParieBTUIHHU IPYITH (CHOTBETHO
27,6% u 20,0% B rpynara ¢ iNO + cunnenadmr nHTpaBeHO3HO U rpymnata ¢ iNO + miane6o). [Ipu
MareHTuTe 6e3 HeycIexX OT JISYEHNETO CpeHaTa MPOABDKATETHOCT Ha ederne ¢ iNO crien
3aro4BaHe HAa HHTPABCHO3HOTO MPUIIOKCHHUE HA M3MUTBAHOTO JICKAPCTBO € €/IHA U ChIIA,
npuban3uTeNHO 4,1 THU, 32 IBETE TEPANICBTUYHH TPYIIH.

Cro01aBa ce 3a HeXKeJIaH! ChbOUTHS, CBBP3aHH C JICUCHUETO U CEPHO3HH HEXKETaHU ChOUTHS
cbOTBETHO Ipu 22 (75,9%) u 7 (24,1%) ygacTHuIm B TepaneBTudHaTa rpyma c iNO + cunaenadun
HMHTPABEHO3HO M IIpU cbOoTBETHO 19 (63,3%) u 2 (6,7%) yyactHunu B rpynara c¢ iNO + miane6o. Haii-
4eCTO ChOOIIaBaHUTE HEXKEIaHH ChOUTHUS, CBBP3aHU C JICUCHUETO, ca XUITOTOHUS (8 [27,6% |
ydacTHUIM), xunokanuemus (7 [24,1%)] ydacTHUIN), aHEMHSI U CHHAPOM Ha OTHEMaHe Ha
nexapcTBoTO (4 [13,8%)] yuactHumm 3a Besiko) u Opaaukapaus (3 [10,3%] ydactHumn) npu
TepanesTryHara rpyma ¢ iNO + cunnenadwun nHTpaBeHO3HO U mHeBMoTOpakc (4 [13.3%] yuacTaunn),
aHeMus1, OTOK, Xuneponnupyornnemus, nosumieH C-peaktuBeH nporenH U xunoronus (3 [10,0%]
YYacTHHIM 32 BCSAKO) B TepaneBTHyHaTa rpyna ¢ iNO + miane6o (Bx. Touka 4.2).

5.2 ®apmMakoKMHETHYHM CBOIicTBA

Abcopbuus
Cunnenadun ce pezopoupa 6bp30. HabmogaBaHuTe MakKCUMAJIHH TUTa3MEHH KOHIICHTPALUY €&

mocturart 3a 30 qo 120 MmunyTH (MequaHa 60 MUHYTH) TIPH IIEPOPATHO MPHIIOKEHIE HA TJIaTHO.
Cpennara aOconroTHa nepopanna 6uonannvyaoct e 41% (auanazon 25-63%). Cnen TpukpaTex
nepopaseH npueM Ha cunaeHapun AUC u Cpax HapacTBaT NPOMOPIMOHATIHO Ha IIpUETaTa 103a B
nuamnazona ot 20 1o 40 mg. Cnen nepopainex npuem Ha 80 mg TpH IbTH THEBHO € HAOII0aBaHO T10-
TOJISIMO OT IIPOIOPLIMOHAIHO Ha [103aTa I0OKauBaHe Ha IUIa3MEHUTE HUBa Ha cuiiaeHadun. Ilpu
MaIAeHTH ¢ 6eoapoOHa apTepraaHa XUIIEPTOHUS ITepopaTHaTa ONOHAIMIHOCT Ha CHIIICHA(IIT ciiexn
mpuem Ha 80 mg Tpu rbTH AHEBHO € cpeano ¢ 43% (90% CI: 27% - 60%) mo-Bucoka, OTKOJIKOTO MPH
MTO-HUCKHUTE JI03H.

Koraro cunpenadun Ob/ie IpUET 0 BpeMe Ha XpaHeHe, CKOPOCTTa Ha abCcopOIUs HaMalsiBa pu
cpenHo 3a0aBsHE B Tmax 60 MUHYTH 1 cpenHO moHKEHHE Ha Cmax 0T 29%, HO cTereHTa Ha abcopOIus
He ce 3acsra 3HaunMo (Hamanienue Ha AUC ¢ 11%).

PasnpenencHue
CpenHusT cranimoHapeH ooeM Ha pasnpeneienue (Vss) Ha cuneHadm e 105 1, koeTo mokassa

pasmpenenenue B Thkanute. Ciieq mepopaieH npueM Ha 20 mg Tpu TbTH THEBHO CpPEIHATA
MaKCUMaJIHa 00IIa IIa3MeHa KOHIISHTPAIUS B CTAIIMOHAPHO ChCTOSIHUE Ha CHIIeHA(HI e
npubmmuTenHo 113 ng/ml. Cunaenadnia ¥ OCHOBHUAT My IHAPKYIHpant N-1e3MeTHII-MeTa00JTUT ca
mpuOIM3uTENTHO 96% CBBp3aHU C IIa3MeHuTe MpoTenHn. CBBP3BAHETO C TIA3MEHUTE MTPOTEHHH €
HE3aBHCHUMO OT OOIIUTE JICKAPCTBEHU KOHIICHTPAIIUY.

BuoTpanchopmarus

KnupbHCHT Ha criieHa(WII ce OCHIIECTBIBA MIPEMMHO Ype3 YEPHOIPOOHNUTE MUKPO30OMHHU
moeH3umMu CYP3A4 (rnasen met) 1 CYP2C9 (BTOpOoCcTenieHEH TBT). | TaBHUAT IUPKYIAPAI
MeTaboIIUT ce ToJTydaBa upe3 N-meMeTninpane Ha cunneHadmt. To3u metabonut nma mpodwt Ha
(dhocdoauectepasHa CeICKTUBHOCT MOA00CH Ha cwiaeHadun u in vitro apunurer kbM OJIES
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npubam3uTenHo 50% OT TO3M Ha OCHOBHOTO JIEKapCTBO. N-1€3MEeTHII-METa00IUTHT ce MeTabomnu3nupa
JIOITBTHUTEITHO ¢ TEPMUHAJICH TIOTYKUBOT puOm3uTenHo 4 yaca. [Ipu narmenTu ¢ 6enoapodHa
apTepualiHa XUICPTOHUS TUIA3MEHUTE KOHIIEHTpauu Ha N-1e3MeTHII-MeTaboInTa ca MPUOIH3UTEITHO
72% ot Te3u Ha cuineHadu ciel npueM Ha 20 mg TpU MBTH THEBHO (KOETO O3HAYaBa, Y€ MPUHOCHT
My KBbM (DapMaKOJIOTHIHOTO AeHCTBHE Ha cueHaQuI € 36%). JlombITHUTETHUAT e(heKT BBPXY
e(hrKacHOCTTa HE € M3BECTEH.

EnuMunupane
OOmusaT TeneceH KupbHC Ha cuigeHadu e 41 1/h, koeTo Boau 0 NONYKUBOT B TEPMHHAIHATA (a3a

3-5 yaca. Cnest mepopaHO WM UHTPABEHO3HO NMPUIIOKEHHUE CHITICHA(IIT ce eKCKpeTHpa 1o opmara
Ha MEeTa0OJUTH MIPEINMHO B U3NpakHEeHUATa (mpudmm3utenso 80% OT mpuiokeHarta rnepopairHa
71032) ¥ B TI0-MaJIKa CTeTeH B ypuHarta (mpubmausnuTtenHo 13% oT nmpuiioskeHaTa mepopaiHa 103a).

q)aDMaKOKI/IHeTI/IKa OpH CICIHWAIHU I'PYIIH MAlTMCHTH

Cmapuecka év3pacm

3apaBu TOOPOBOJIIN B CTapuecka Bb3pacT (> 65 ToauHN) ca UMaaIu HaMaJICH KIIMPBHHC Ha CHIICHA(IIT,
KOETO € 10BeJo 10 0Kosio 90% IMo-BHCOKHM TUTa3MEHN KOHIIEHTPAINY Ha cuiiieHadUI U akTUBHUS N-
JIE3METHIT META0OJIUT CIPSIMO HAOIOJaBaHUTE TIPH 37IpaBy Ho-Miaaau modposoiiy (18-45 roguam).
[Mopaau BE3pacToBOOOYCIOBEHU PA3IMKU B CBBP3BAHETO C TUIA3MEHH MIPOTEHHU, ChbOTBETHOTO
HapacTBaHE Ha IJIa3MEHH KOHIICHTPAIIMK HA HECBbp3aHus cuiieHadun e ¢ okoso 40%.

bvbpeuna nedocmamvunocm

[Ipu 10OpOBOIILIH C JIEKO 10 YMEpEeHO ObOpeuHo yBpexaaHe(KpeaTuHUHOB KiupbHC =30-80 ml/min)
(hapMakoKMHETHKATa Ha cCHiIAcHADUII HE Ce € TIPOMEHMIIA CJIe] IPUeM Ha eJHOKpaTHa f03a oT 50 mg.
[Tpu nodpoBony ¢ TexKO OBOPEUHO yBpeKAaHe (KpeaTHHUHOB KIMpBhHC <30 ml/min) KIMPBHHCHT HA
cunaeHadpui ce e MOHWKHI, KoeTo e goBeio 10 cpeano HapactBaHe HA AUC U Cpax, CBOTBETHO CHC
100% u 88%, cripsiMO CHOTBETHA IO BB3pacT rpymna Jooposonnu 0e3 6b0peuHo yBpexkaane. OcBeH
TOBa TIPH JIIIA C TEXKKO 0hOpeuHo yBpexmane ctoiHocTuTe Ha AUC 1 Cax 32 N-T1e3MeTrII-
MeTabonnTa ca 3HaYUMO MO-BUCOKH, ChOTBETHO ¢ 200% u 79%, cripsimo nuna ¢ HopMaiaHa 0p0pedHa
dhyHKIHS.

Yeproopobra nedocmamvynocm

[Tpu moGpoBonm ¢ exa 10 ymepeHa yepHoapoOHa nupo3a (Child-Pugh kimac A u B) knupbHCHT Ha
cuiaeHa(uI e moHrmkKeH, koeto Boau 1o HapacTBaHe Ha AUC (85%) 1 Crmax (47%) cripsiMO CHOTBETHA
TI0 BB3pacT rpyma Jo0poBoiy 6€3 uepHoapoOHO yBpexaaHe. B mombiiHeHNe, IpH MAIUEHTH C
nupo3a ctorHocTuTe Ha AUC U Cax 32 N-I1e3MeTHII-METa00IUTa ca 3HAYMMO TI0-BUCOKH, CHOTBETHO
cbe 154% u 87%, cripsiMo nuna ¢ HopMaiiHa YepHoApoOHa GpyHKIusA. PapMaKOKHHETHKATa Ha
cuiiieHad W1 Ipy MAUEeHTH ¢ TEXKO HapyllleHa YepHoIpoOHa PyHKIHS HE € IpoyyYeHa.

THonynayuonna gpapmakoxunemuxa

[pu nanmenTyu ¢ 6enopodHa apTepHaTHA XUTIEPTOHHS CPEAHOTO CTAIIMOHAPHO CHCTOSHHE € C
20-50% 1mo-BHUCOKO B paMKHTE Ha MPOYYEHHUs T030B auana3oH ot 20-80 mg Tpu MbTH THEBHO,
OTKOJIKOTO MpH 31paBu 100poBoiu. OtyeTeHo € yaBosiBaHe Ha Cmax CIIPSIMO 3IpaBU JOOPOBOIIIIH.
Te3u qBe HAOMIOACHUS COYAT MO-HUCHK KIUPBHC W/WIIM TO-BUCOKA MEpopaliHa OMOHATMYHOCT Ha
cunaeHap I Npyu NaueHTH ¢ 0enopodHa apTepraiHa XUIepTOHUs, B CPaBHEHUE ChC 3/IPaBU
T0OPOBOJIITH.

Ieouampuuna nonyrayus

Ot aHanu3a Ha (hapMaKOKHHETUYHUS TPOQUIT Ha CIIICHA(DWI IPU MAIUEHTUTE, BKIIOYCHH B
MeANATPUYHU KIMHUYHY ITPOYYBaHUs, CE OKa3Ba, Y€ TEIIECHOTO TETJIO € A00Bp IMoKa3arel 3a
MPOTHO3UPaHe Ha OMOHAIMYHOCTTA Ha JIEKapCTBOTO Ipy jAena. CTOMHOCTUTE Ha TUTa3MEHHS
TTOJTY>KUBOT Ha CHIACHADIII ca N3UNCICHU B MHTepBaa ot 4,2 1o 4,4 gaca 1mpu TEJIECHO TETJI0 OT

10 mo 70 kg u He TTOKa3BaT pas3IuKH, KOUTO J1a ca KIUHUIHO 3HAYUMU. Cmax CIICT €THOKpATHA 1032

20 mg cunaeHab w1, MPUIOKEH TIEPOPATTHO, € U3UKCIeHa ChboTBEeTHO Ha 49, 104 1 165 ng/ml 3a 70, 20
n 10 kg manmenTH. Cmax CII€T €THOKpaTHA 1032 10 mg cuiaeHad w1, TPUIOKEH MEPOPaTHo, €
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M3YHCIIeHA ChOTBETHO Ha 24, 53 u 85 ng/ml 3a 70, 20 u 10 kg manueHTH. Tmax € U3YUCICHO
MPUOTU3UTETHO Ha | Yac ¥ MOYTH HE 3aBUCH OT TEJIECHOTO TETJIO.

5.3 IlpenkJMHUYHM JAHHHU 32 0€30MACHOCT

HexnmuanmanuTe nanau, 6a3upaniy ce Ha KOHBEHIIMOHATHN (hapMaKOJIOTHYHHU MIPOYIBAHUS 32
0€e301acHOCT, TOKCHYHOCT ITPH MHOTOKPATHO MPHIIOKEHNE, TEHOTOKCHYHOCT U KapIIMHOTEHEH
MOTEHIIUAJ, PETIPOJYKTHBHA TOKCUYHOCT U TOKCUYHOCT 33 Pa3BUTHETO HE Ca Pa3KpUIM CrieIU(UICH
PUCK 32 HOBEKa.

[Ipu MankuTe Ha TUTBXOBE, TPETHPAHHU TIpe- U mocTHataidHo ¢ 60 mg/kg cunnenadw, e Habmo1aBaH
Mo-MalrbK Opoil Ha MaJKHUTE, MO-HUCKO TETJIO HA MAJKUTE HAa IBPBUS JICH U MOHIKCHA 4-THCBHA
MPEXKHUBSIEMOCT TPU EKCIIO3UIINH, KOUTO ca MPUOIH3uTeTHO SO MBTH MO-TOJIEMH OT OYaKBaHATA
SKCITO3UIIMS TIPH YOBEKa MpH npueM Ha 20 mg TpU MbTH JHEBHO. EQEKTUTE MTPH HEKTUHUYHUTE
MPOYYBaHUs Ca HAOJIIO/IJaBaHU MPHU SKCIIO3UIINH, 32 KOUTO C€ CUUTA, Ye HAJXBHPIIAT B IOCTAThYHA
CTelleH MaKCUMallHaTa eKCIIO3HMIMS IPH YOBEKa, KOSTO MTOKa3Ba MaJIKoO 3HAUEeHHE 3a KIMHUYHATA
ymotpeba.

He e umano HexxenaHu peakLuy ¢ Bb3MOXKHA 3HAYMMOCT 32 KIIMHUYHATa yroTpeda, HaOmo1aBaHy Ipu
KUBOTHU TPY KIIMHUYHO 3HAYMMH HMBA Ha €KCIIO3MLIMS, KOUTO JIa HE ca HaOII0JaBaHu U B
KJIIMHUYHUTE MPOYYBAHMS.

6. OPAPMAINEBTNYHU JAHHHA
6.1 Cnucek Ha NIOMOIIHNUTE BelleCTBa

Anpo Ha TaGnerkara:
MuxkpokpucTaiHa 1enyino3a

Kammmes xunporerdocdat (6e3BoaeH)
Kpockapmenosa Hatpuit

Marse3ues creapar

DUIMOBO TTOKPUTHE:
Xunpomenosa

TurtanoB muokcun (E171)
JlakTo3a MoHOXUApAT
['muneposnos Tpuanerar

6.2 HecbBMecTUMOCTH

He e npunoxumo.

6.3 Cpoxk Ha rogHocT

5 roaguHu

6.4 CrnenuajaHu ycI0BHA Ha CbXpPaHeHHe

Jla ue ce cexpansgsa Hax 30°C. la ce chxpaHsiBa B OpUTHHAIIHATA OTTAKOBKA, 32 JIa CE MpeAra3u OT
BIIara.

6.5 Buau chabp:xaHue HA OMIAKOBKATA

bmucrepu ot PVC/anymunueso ¢onmo ¢ 90 Tabnerku.
OmnaxoBka ot 90 TaGneTku B e1Ha KapTOHEHA KYyTHSI.
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90 x 1 tabnetku B PVC/anymunuii nepopupatu eHOI030BH OJIMCTEPH.

Bmucrepu ot PVC/anymunueso ¢onuo ¢ 300 tabnerku.
OmnakoBka ot 300 TabneTKku B e1Ha KapTOHEHA KyTHSl.

He Bcruky BuioBe OITakOBKM MOrar J1a ObJaT IyCHATH B MpoJakoa.
6.6 CrnenuajaHu nMpeana3Hu MepKU NP U3XBbPJIsiHEe M padoTa

Hsama CIiClIMaJIHU U3UCKBAHUS 3a U3XBBPJIAHETO.

7. HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den [Jssel
Hunepnannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
EU/1/05/318/001

EU/1/05/318/004
EU/1/05/318/005

9. JATA HA II'bPBO PA3PEINABAHE/TIOJTHOBSABAHE HA PA3PEIIEHUETO 3A
YIIOTPEBA

Jlata Ha mBpBO paspemanane: 28 okToMBpH 2005 T.

[Jata Ha nocienno noaHossiane: 23 cenremBpu 2010 T.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Toapo6Ha mHGOPMAIIKS 3a TO3U JEKAPCTBEH MPOAYKT € MPEAOCTaBeHa Ha yebcalita Ha EBporretickaTta
areHIus 10 JiekapcTBaTa http:// www.ema.europa.eu
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1. HUME HA JIEKAPCTBEHUA TPOAYKT

Revatio 0,8 mg/ml HHXEKIMOHEH pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku ml ot pastBopa ceabpxa 0,8 mg cunnenadun (sildenafil) (kato uutpat). Beeku ¢nakoH ot
20 ml ceapprka 12,5 ml paszteop (10 mg cunaeHadI KaTO LUTPAT).

3a IBIHUA CIIMCHK HA ITOMOIIHUATE BEIECTBA BIUKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

NHxxek1moHeH pa3TBop.
buctsp, 6e31BeTeH pa3TBOpP.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHHU NOKA3AHUS

Revatio nHXeKIIMOHEH pa3TBOP € 3a JICYCHHE Ha Bh3PaCTHU NaIeHTu (> 18 rogunan) ¢ 6enoapodHa
apTepuaiHa XUIEPTOHHUS, Ha KOUTO € MPEANMCaHO IIepopaiHo jeueHue ¢ Revatio 1 KOUTO BpeMEHHO
HE ca B ChCTOSHUE JIa IIpUEMaT IepopajiHa Teparnus, HO HHaue ca KIMHUYHO M XEMOJAMHAMUYHO
CTaOMIHHA.

Revatio (mepopaieH) e mokasaH 3a JiedeHHe Ha Bb3PACTHU MAllMeHTH ¢ OestoqpoOHa apTepuanta
xurepronus, pynknuonanen kiac I u 11l mo knacudukarusara Ha C30 c 1en monoOpsiBaHe Ha
paboTHus KamanureT. JleMoHCTpUpaHa € epUKacHOCT MPH MbPBUYHA 0eJI0IpOOHA XUIIEPTOHHUS U
OenonpoOHa XUIIEPTOHUS, CBEP3aHa ChC CUCTEMHH 3200 IsIBaHNsIE HA ChEIMHUTEIHATA ThKaH.

4.2 J103UpOBKA M HAYUH HA NPUJIOKEHHE

Jleuenuero TpsiOBa a Ob/ie 3aMI0YHATO U MOHUTOPHUPAHO CAMO OT JIeKap ¢ KIMHHYEH OIHUT B
JICYCHUETO Ha OeoIpoOHa apTepuaiHa XUIepTOHUsl. B ciiydail Ha KITMHUYHO BIIOIIIABAHE BBIIPEKU
nedenneto ¢ Revatio, TpsioBa 1a Ob1aT 00CH/ICHH AITEPHATUBHY TEPATICBTHYHU TTOIXO/TH.

Revatio nrxexkuroHeH pa3TBop TpsAOBa Ja ce mpujara caMo Ipy MalueHTH, KOUTO BeYe ca Ha JICUCHHUE
¢ nepopaieH Revatio kaTo 3amMecTBaHe Ha MEPOPATHOTO MIPUIIOKEHUE B ChCTOSIHUS, IIPH KOUTO
BPEMEHHO HE ca B ChbCTOSIHUE Ha MPHEMAaT NepopayiHa tepamnus ¢ Revatio.

Be3onacHocTTa M e()eKTUBHOCTTA Ha JI03H, 1O0-BUCOKH OT 12,5 ml (10 mg) Tpu nbTH THEBHO, HE ca
YCTaHOBEHH.

EO3I/IQOBKa

Bwspacmuu
[Ipenoppuntennata qo3a € 10 mg (orroapsima Ha 12,5 ml) Tpu IbTH JTHEBHO, IPUIIOKEHA KATO

WHTpaBeHO3HA 00JTyCHA WHXKEKIH (BXK. Touka 6.6).
[IpenBuxna ce, ue 10 mg no3a ot Revatio MHXEKIIMOHEH Pa3TBOP OCUTYPSIBA €KCIIO3UIUS HA

cunaeHadun 1 HeroBus N-e3MeTI MEeTa0oIHT U (hapMaKoJIOTHYHY e(EKTH, CPAaBHHMH C TE3U Ha
20 mg nepopanHa 103a.
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Hayuenmu, npuemawgu Opyeu iekapcmeenu nPOOYKmu.:

Mo mpuHIHMIT BCSKO aanTHpaHe Ha Jio3aTa TpIOBa Jia ce MpaBy caMo clie]l BHUMATeIHa OICHKa Ha
CBOTHOIICHUETO ToN3a-puckK. [Ipu manumentn, Beue nomydaBamu CYP3 A4 naxuburopu Kato
SPUTPOMUIIUH UM CAKBUHABHP TPSIOBA J1a C€ OOMUCIH HU3XOIA1Ia KOPEKIHs Ha jo3ata 10 10 mg aBa
II'BTH THEBHO, TIPY €IHOBPEMEHHO MpHJIarane Ha cuineHadwi. B ciydaii Ha e THOBPEMEHHO
npwioxenue ¢ mo-MoimHu CYP3 A4 nHXUOUTOPY KaTO KIAPUTPOMUIIUH, TEIUTPOMUIIVH U He(Pa3010H
€ TIPenopHUNTEITHO MTOHIDKaBaHe Ha fo03ata 10 10 mg BeqHbk gHeBHO. OTHOCHO ynoTpebaTa Ha
cunnenadwm ¢ Hait-montauTe HEXHONTOPH HA CYP3 A4 BikTe Touka 4.3. Moxe 11a ce HaIOXKH
aJanTUpaHe Ha J103aTa cruiiaeHad I, Korato ce npuiara eqHoBpeMerno ¢ CYP3A4 naaykropu (BX.
Touka 4.5).

Crienuaiiy momyJIaIuu

Cmapuecka v3pacm (> 65 2oounu)

ITpu manueHTH B cTapyecka Bh3PACT HE ¢ U3UCKBAT KOPEKIMH Ha 103aTa. Bh3MOXKHO ¢ KITMHUYHATA
e(pMKaCHOCT, M3MEPEHA Upe3 U3MHHATOTO Pa3CTOSIHUE IT0 BpEMe Ha 6-MUHYTHA pa3xojKa, fa Obje mo-
MaJiKa MU MaIUCHTH B CTApUeCKa Bb3PacT.

bvbpeuno yspesicoane

[Ipu naruenTy ¢ 6BO0peYHa HEMOCTATHUYHOCT, BKITFOUUTEITHO TeKKa OBOpeuHa HETOCTATHUHOCT
(xpeatnHUHOB KIUpBHHC < 30 ml/min), He ce M3UCKBAT KOPEKIIMK HA HaYaTHATa J103a. Kopekius KpM
TO-HKCKA 7032 oT 10 mg aBa IHTH THEBHO TPsiOBa 11a ce OOCHAM CJIe] BHIMATEIIHA OIICHKA Ha
CHOTHOILICHHETO TOJI3a-PHCK, CAMO IIPH JIUTICA HAa JOOpa MOHOCHMOCT KbM JICUCHHUETO.

Yeprodpobro yepesicoane

[pu narueHTH ¢ YepHOAPoOHa HemocTaThbuHOCT (Kiac A u B mo Child-Pugh) He ce u3ucksar
KOPEKIIMH Ha HadaimHaTta 103a. Kopekius KbM mo-Hucka 103a ot 10 mg 1Ba mbTH JHEBHO TPsOBa Ja ce
00CH/IH CJie]] BHUMATETHA OI[EHKA Ha ChOTHOIICHUETO MOJI3a-PUCK, CaMO TPH JIMIca Ha 100pa
MOHOCHMOCT KbM JICYCHHETO.

Revatio e npoTuBoOMOKa3aH Mpy NalMEHTHU C TEXKa YepHOApoOHa HegocTarbuHocT (kiac C no Child-
Pugh) (B Touka 4.3).

Ileouampuuna nonyrayus

Revatio nHXEKITMOHEH pa3TBOP HE ce MPerophyBa MpH JAeia mox 18 ronuHu mopajau HeJJoCTaThuHU
JIaHHM 33 0e30macHOCT U edukacHocT. CunaeHaduia He TpsOBa 1a ce M3M0JI3Ba P HOBOPOACHHU C
nepcucTupaia 6enoapoOHa XUIIEPTOHUS Ha HOBOPOJICHOTO M3BBH OJI00PEHUTE MTOKA3aHUs, Thil KaTo
PHUCKOBETE IMPEBUILIABAT MOI3UTE (BXK. Touka 5.1).

IIpekpartsBaHe Ha JICUCHUCTO

OrpaHnyeHU TaHHU ITOKa3BaT, Y¢ BHE3AITHOTO MPEKPATIBaHEe Ha JICYCHUETO ¢ IepopasiHo Revatio He e
CBBP3aHO C pebayH I BiOIIaBaHe Ha OenoapoOHaTa apTepuaiHa XurepToHus. Bee nak, 3a na ce
n30erHe eBEHTYAIHOTO HACTHIIBAHE Ha PSI3KO KIIMHUYIHO BJIOIIABAHE CJIEH MPEKpaTsIBaHe Ha
JICYCHUETO, TPSIOBA J1a Ce MMa IPEBU/I TOCTEIIEHHO HaMallsiBaHe Ha jo3ara. [Ipenopbpusa ce
WHTCH3UBHO HAOIIOJICHNE ITPE3 MepUo/ia Ha IPEKpaTIABaHE HA JICUCHUETO.

Hauun Ha npunoxeHue
Revatio HHXEKITMOHEH pa3TBOP € 3a HHTPABCHO3HO MPHUIIOKEHUE KAaTO OOIYC HHIKEKITHUS.
3a MHCTPYKIUUTE 33 yHoTpeda BIKTE TOUKa 6.6.

4.3 IIporuBomokazanus

CBpBX4YYBCTBUTEIIHOCT KbM aKTUBHOTO BEIIIECTBO MJIM KbM HSKOE OT IIOMOIITHUTE BEIIECTBA,
n30poeHM B TOUKA 6.1.

EnHOBpeMeHHO npuiiarane ¢ TIOHOPH Ha a30TE€H OKCH/T (KaTO aMITHUTPUT) WM HUTPATH TI0]] BCSIKAKBa
(hopMa nopaay XMIIOTeH3UBHH e()eKTH Ha HUTpATUTE (BXK. TOUKa 5.1).
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EnnoBpemennoto npuiaraie Ha ®JIES nHXUOUTOPH, BKIIOYUTEIHO CHIIACHA(WII, C TYaHUIIaT-
LMKIJIa3HU CTUMYJIATOPH, KaTO PUOLIUTYAT, € IPOTUBOIMOKA3aHO, Thil KATO TOBA MOXKE Ja MPUUNHU
CUMITOMATHYHA XUTIOTOHUS (BXK. TOUKa 4.5).

KomOunupane ¢ Haii-momuuTe nHxuoutopu Ha CYP3A4 (Hamp. KeTOKOHA30J1, UTPAKOHA30II,
puToHaBup) (BX. Touka 4.5).

[MarueHTH, KOMTO UMAT 3aryda Ha 3peHHETO Ha €HOTO OKO MOpaJy HeapTEepUUTHA MPEIHA HCXEMUYHA
ontuyHa HeBpomnatusi (HAWOH), He3aBucMMO aiv TO3H €MU30/1 € CBbP3aH WM He ¢ TIPeIX0IHA
excrio3utyst Ha ®JIES naxubutop (Bxk. Touka 4.4).

BbezonacHocTTa Ha cungeHad W He € MpoyyYeHa U cJieI0BaTeIHO HeroBara ynotpeda e
MPOTHUBONOKA3aHa MIPH CJICAHUTE MOATPYITH MALHEHTH:

Texxkxa yepHOAPOOHA HEOCTATHYHOCT,

AHaMHe3a 32 CKOPOILIEH WHCYJIT WITH MUOKap/ieH HH(PaPKT,

Texxka xunotonus (kppBHO Haysirane < 90/50 mm Hg) npu 3anouBane Ha Je4eHUETO.

4.4 Chnenuajanu mpeaynpeskaeHus U NpeANa3Hu MepKH NMPHU ynoTpeda

Hsima kMTUHUYHY TaHHY 32 1.V. IPUIIOKEeHUE Ha criJieHa(uiI Y MallMeHTH, KOUTO ca KIIMHUYHO WITH
XEMOJNHAMUYHO HECTaOMIHM. 3aTOBA MPHJIOKEHUETO MY NP TaKUBa MALUEHTH HE €
MPETNOPHYUTETHO.

EdukacHoctTa Ha Revatio He € ycTaHOBEHa NMPH MAIMEHTH ¢ TeXKKa OenopodHa apTepruatHa
xurepronus (pyunkiuonaien kiac [V). [Ipu Bomasane Ha KITMHAYHOTO ChCTOSIHUE TPsiOBa J1a ce
00CHIU IPUIIOKEHUE HA JIEKAPCTBA , KOUTO CE MPETopbYBAaT B HANpeIHa CTaJAUN Ha 3a00JIIBaHETO
(mamp. emmonpocteHon) (Bx. Touka 4.2).

CBHOTHOLICHUETO MOJI3a-PHUCK OT CUIIICHA(MIT HE € YCTAaHOBEHO MPH MalMeHTH ¢ QyHKIIMOHAJeH Kiac |
no knacugukanuara va C30 Ha 6enoapoOHaTa apTepraiHa XUIEPTOHUSL.

[MpoBenenu ca npoyuBaHus che cuaeHadun npu Gpopmu Ha OenoApoOHA apTepUaHa XUIICPTOHUS,
CBBbp3aHu ¢ TbpBUYHA (Mauonatndna) BAX, ckc cucteMHm 3a00msBaHnsl Ha CheJUHUTENHATA ThKaH
WJIH TBJDKAINHY Ce Ha BPOACHO ChPIEYHO 3a00sBaHe (Bk. Touka 5.1). Ymorpebara Ha craeHadni
mpu apyru ¢popmu Ha BAX He ce mpemnopryuBa.

[IMrMeHTO3€H PETUHUT

BezomnacHocTTa Ha cuiieHadIIT HE € IpOyYeHa MPY MAIUSHTH C U3BECTHH HACIICICTBCHH
JereHepaTHBHA 3a00JsIBAHUS HA PETUHATA, KATO retinitis pigmentosa (MarbK I1 OT TE3W MAITUCHTH
MMarT TeHEeTHYHH HapyIIeHUs Ha peTHHHUTE (hocdoauecTepasn) u ciieioBaTeIHO YIOTpedara My He ce
MpENopbYBa.

Cpaopa3mmpsBalio JeiCcTBUE

Koraro npeanucsar cunaeHadui, JIeKapuTe TPsSAOBa BHUMATEIHO J1a TIPSIEHAT AT MAIlMeHTH C
HSIKOM TIOJJICXKAIIU ChCTOSIHUS OMXa MOTJIU JIa CE MOBIHSST HEOMArONPUATHO OT JICKUTE IO yMEPEHHU
ChoOpa3mupsBany eQeKTy Ha CHIAcHa(MI, HalTpUMep MalUEHTH ¢ XMITIOTOHUS, TAIUCHTH C
JIEXUApATAIHS, TeKKA 00CTPYKIIMS Ha JICBOKAMEPHHUS U3XOCH TPAKT MM aBTOHOMHA AUCHYHKIUSI
(Bx. Touka 4.4).

ChbpAcyHO-ChJIOBH PUCKOBU (PaKTOpH

B mocTMapkeTHHTOBUS OMUT ChC CHIICHADIIT IPH MBXKKA €PEKTUITHA AUCPYHKIUS ce ChoOIIaBa 3a
CEPUO3HU CHPJICYHO-CHIOBH CHOUTHS, BKITFOUUTEITHO MUOKap IeH HH(PAPKT, HecTaOMITHA CTEHOKAPIVIS,
BHE3aIlHa ChpACYHA CMBPT, KAMEPHA aPUTMUS, MO3bYHO-ChJ0BA XEMOPArHs, IPEXOIHO HAPYIICHUE Ha
MO3BYHOTO KPBBOOOpAIEHNE, XUIIEPTOHUS ¥ XUIIOTOHMUS, CHBIIAJIAINM 10 BpeMe ¢ yrorpedara Ha
cwineHadui. [loBeyeTo, HO He BCHYKH, OT TE3W MAIMEHTH Ca UMAJIH MPE/IISCTBAIIH ChpPICYHO-
ChJIOBU PUCKOBH (pakTopu. MHOI0 OT ChOOIIABAHUTE MHIIUACHTH Ca HACTBITHIIM [0 BpEME Ha KM

26



CKOpO CIIeJT TIOJIOB aKT, @ MATBK JIST OT TSAX — CKOPO Clie/T yrnoTpebaTa Ha cruiieHadu 6e3 Bpb3Ka Che
cekcyarnHa feifHocT. He e Bb3MOXKHO Jia ce orpeiey Jajy Te3H HHIUACHTH ca MPSIKO CBBP3aHH C Te3U
WM C APYTH (aKTOpH.

[Ipuanuzem
Cunnenadun TpsOBa 1a Oblie YIIOTpeOsIBaH ¢ IOBUIIICHO BHUMAHKE IIPU MAI[MEHTH ¢ aHATOMUYHA

nedopManys Ha eHrca (KaTo aHTyIalus, KaBepHo3Ha Gpuopo3a mwin 6onecT Ha Peyronie) nin npu
MAaIMEeHTH, KOUTO UMaT 3a00JIsIBaHus, Ipepa3noarany KbM IpHanu3bM (KaTo ChPHOBUIHOKIETEYHA
aHeMHUs, MyJITHUIUICH MHEJIOM HJIH JIEBKEMHS).

Nma cpoliieHns 3a MpoIbIKUTEIHA SPEKITHs U TPUATU3bM MPU TIPUEM Ha CHITISHA(UIT B
MOCTMaPKETHHIOBHS MepHoz. B ciyyail Ha epekiins, KOSITO MPoIbiKaBa MoBede OT 4 yaca, NalueHThT
TpsiOBa He3a0aBHO J]a MOTHPCH MEAUIIMHCKA MTOMOIII. AKO IMPUAM3MBT HE Ce JIeKyBa He3a0aBHO, On
MOTJIO J]a C€ CTHTHE JI0 YBPEXKIaHe Ha ThKaHWUTE Ha TICHHCA U TIOCTOSTHHA 3ary0a Ha TIOTEHTHOCT (BXK.
Touka 4.8).

Bazookny3uBHM KpU3Y NPY HAIIMEHTU ChC ChPIOBH/HO-KICTHEYHA aHEMUS

Cunnenadun He TpssOBa 1a Ce M3I0JI3Ba IPH AIIMEHTH ¢ BTOpUYHA 0e10Apo0Ha XHUIIEPTOHUS TIPU
CBhPHOBUIHO-KJICThYHA aHEMHS. B €/THO KIMHUYHO MPOYYBaHE CHOUTUS, CBBP3aHH C BA30OKITY3UBHU
KPHW3U U3MCKBAIIU XOCTUTAIU3NPAHE, Ca ChOOIaBaHN MO-4eCTO MPH MAIUEHTH, TpreMantu Revatio,
OTKOJIKOTO MPH MPUEMAIIH TUIaIe00, KOeTOo € JOBEINO JI0 MPEACPOYHO MPEeKpaTsIBaHEe Ha TOBA
Mpoy4YBaHe.

3puTenHy chOUTUS

Cry4aun Ha 3pHTENHU JIeEKTH ca ChOOIABAHN CIIOHTAHHO BHB BPB3Ka C MPHEM Ha CHIIZICHADUIT 1
npyru ®JIES naxubuTopu. Cryyan Ha HeapTEPUHUTHA MPEAHA HCXEMUIHA ONTHYHA HEBPOTIATHS,
PSIKO CHCTOSIHHE, ca ChOOIIaBaHU CIIOHTAHHO U B 00CEPBAllMIOHHO MPOYYBaHE BbB BPB3Ka C MPUEM Ha
cunaenadpun u aApyru GLIES naxubutopu (BK. Touka 4.8). B ciryuail Ha BHe3aIeH 3puTeneH AeeKT,
JIEYCHUETO TPSAOBa 1a ObJIe IPEYCTAaHOBEHO HE3a0aBHO U J]a C€ OOMUCIIH aITEPHATHBHO JICUeHUE (BK.
Touka 4.3).

Anda-6okepu

[penopbuBa ce MOBUILIEHO BHUMAaHKE, KOTATO CHUIIZICHA(DUII Ce TIpUIIara npy MalueHTH, TpueMali
anda-ookep, Thil KATO STHOBPEMEHHOTO NPUJIOKCHHE MOKE J1a JOBEJIE /0 CHUMITOMATHYHA
XUTIOTOHUS TIPY YyBCTBUTEITHN HHIUBHUIN (BXK. ToUKa 4.5). 3a CBE&XTaHE 0 MUHIMYM Ha PHCKa OT
pa3BUTHE HA OPTOCTATHYHA XUITIOTOHHS MAIIMEHTUTE TPAOBA J]a ObJIAT XeMOJUHAMUYHO CTAOMITHH Ha
(ona Ha reyeHneTo ¢ anda-o6IoKepy MpeIu 3ar0YBaHe Ha JICYCHHUE Che cruleHadu. Jlekapute
TpsOBa J1a MOCHBETBAT MAIIMEHTUTE KAaKBO J1a TIPABAT, aKO Bh3HUKHAT CUMIITOMH HA OPTOCTaTHYHA
XUIOTOHUSL.

Hapyiienus Ha KpbBOChCUPBAHETO

Uscnensanus ¢ 4OBEIIKH TPOMOOIIUTH TIOKA3BaT, 4e CHIITIeHa(WIT IOTCHIIMPA AaHTHATPETAHTHHS e(EeKT
Ha HaTPUEB HUTPOIIPYCHUJ in vitro. JIuticBa mH(pOpManys 3a 6e30MacHOCTTa Ha MPUIIOKEHNE Ha
cWIIeHa( W IPY NAIMEHTH ¢ XeMOParuvHa JuaTe3a Wi akTUBHA MenTH4Ha s13Ba. Cie10BaTeHo,
cuneHadun TpsOBa ja Objie IpUlaraH Mpy TaKUBa MAIllMEHTH caMo CJie]l BHUMATeTHa OIIeHKa Ha
CHOTHOIICHHUETO I0JI3a-PHCK.

AnTtaronucty Ha ButaMua K

[Ipu nmaruenTy ¢ 6enoapodHa apTepraIHa XUTIEPTOHUS CHIECTBYBA BE3MOXKHOCT 32 TIOBHIIICH PHCK
OT KbPBEHE, KOTaTo CHIIcHAWIT Ce 3aTI0YHE MPH MAIUSHTH, KOUTO Bede MpUeMaT aHTarOHUCTH Ha
ButamuH K, B yacTHOCT Iipu narueHTu ¢ 6e10po0Ha apTepraTHa XUIIEPTOHUS BCICICTBHE HA
CHCTEMHH 3a00JIIBaHHUA Ha ChEJUHUTEIHATA ThKaH.

Benooxiry3uBHa 6osiect

Jluncear naHHM 3a cuiieHapUIT IPU TAIUEHTH ¢ OenoApoOHa XUTIEPTOHHMS, CBhp3aHa ¢ 6e10poOHa
BEHOOKITy3uBHA OoJiecT. BhIipexu ToBa MMa ChOOIIEHHUS 3a OTACITHHU CIIydad Ha )KHBOTO3acTpallIaBarl
0emoIpoOeH OTOK MpH yIoTpeda Ha Ba30AMIATATOPH (TIIABHO MPOCTAIMKIINH) TP TAKWBA TAIIUCHTH.
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CrenoBateltHo, aKo clie/l IPUIIOKEHNE Ha CUIIZICHAQUIT TIPH MAIEHTH ¢ 0e10Ipo0Ha XUTIEPTOHUS e
osIBAT Oee3u Ha 6emoapoOeH OTOK, TPSOBa 1a ce 00CHIN BEPOATHOCTTA 3a TIPUIPYKaBaIa
BEHOOKITy3UBHA 0OJIECT.

Yuorpeba Ha cripieHadwi ¢ 00ceHTad
EdukacHocTTa Ha criieHa U U MAIMEHTH, JISKYBAIIK Ce ¢ OOCEHTaH, He ¢ yOeAUTEHO I0Ka3aHa
(Bx. Touku 4.5 u 5.1).

EnnospemenHa ynorpe6a ¢ apyru ®JIES unxudurtopu

BezonacnoctTa n epukacHocTTa Ha cunaeHadun B komounanus ¢ npyru ®AES naxuburopu,
BKITIOUMTENIHO Viagra, He ca Mpoy4eHu npH nanueHTn ¢ BAX u npunaraneto Ha TakuBa KOMOMHAIMN
HE ce IpenopbyuBa (BX. Touka 4.5).

4.5 BzamMmopeiicTBHe ¢ IPYIH JIeKAPCTBEHH NPOAYKTH M APYTru (p)OpMH Ha B3auMojelicTBHe

AKoO He € creuaIHo MOCOYEHO, MPOYYBAHUSATA 32 JICKAPCTBEHU B3aUMOICHCTBUS ca MPOBEACHU IpU
3[[paBU BB3PACTHU MBXKE, KATO € U3MOJI3BaH nepopaiieH cuiaenadmn. Te3n pe3ynratu ca npuioKuMH
3a JpyTH MOIYJIalliy ¥ HAYMHU Ha MPUIIOKEHHE.

EdexTu Ha 1pyry IeKapCTBEHU NPOAYKTH BEPXY HHTPABCHO3ECH CHIIICHADUI

Bb3 ocHOBa Ha (hapMaKOKMHETHYEH MOJIET C€ MPEABIKIA, Ue JIEKAPCTBEHUTE B3aUMOICHCTBHUS C
CYP3 A4 uaxuburtopu TpaOBa na ObIaT MO-MaJKO, OTKOJIKOTO T€3H, HAOII0IaBaHH CJIE] IEPOPATHO
npuiokeHnue Ha cuineHaduin. OuakBa ce CTeleHTa Ha B3auMOJICHCTBIE HAa HHTPABEHOZHHS
cunneHadu 1a Obae HaMaleHa, Thid KaTo B3aNMOJCHCTBUATA HA TIEPOPATHHS CHIIICHADHII ce
IBIDKAT, IOHE OTYACTH, Ha eekTa Ha fist-pass MeTaboNMnM3bpM IPH MEPOPATHOTO NPHIIOKEHHE.

Edextr Ha 1pyTH IeKapCTBEHH MPOAYKTH BbPXY IEPOPATHUS CI/IJII[eHad)I/IJI

IIpoyusanus in vitro

MeTaboM3MBbT Ha CHITIEHA(UII Ce OCHILECTBSABA TIaBHO OoT u3opopmu 3A4 (rnaseH mbT) 1 2C9
(BTopocTteneneH mbT) Ha uToXpoM P450 (CYP). Ilo Tasu npuirHa HHXHOUTOPUTE HA TE3U
M30€H3UMH MOTaT Jia HAMAJIAT KIUphHCA Ha CUIIIeHA(DWI, 8 MHIYKTOPUTE HA Te3W CH3UMH MOTaT J1a
yBEJIMYaT KIMpBHHCA Ha cuiiieHadul. 3a MPEenopbKy 3a Jo3upaHe BIKTE TOUkH 4.2 u 4.3.

Ipoyusanus in vivo
HampaBena e olieHKa Ha €THOBPEMEHHOTO MpHUJIAraHe Ha MepopajicH CHiieHadT U MHTPABEHO3CH
EMOTIPOCTEHON (BX. TOUkH 4.8 1 5.1).

Eduxacnocrra n 6e3onacHocTTa Ha cuiieHad W, IPHIOKEH EAHOBPEMEHHO C IPYTO JICUCHHE 3a
OenoapoOHa apTepraliHa XUIEPTOHUS (Hamp. aMOpUCEHTaH, MIIOMIPOCT), HE Ca MPOYYCHH B
KOHTPOJIMPAH! KIMHUYHH U3IHUTBAHUS. 3aTOBA Ce NIPENOphyuBa MOBUIICHO BHUMAHHE B CITydJail Ha
€THOBPEMEHHO MPUIOKEHHE.

BezonacHoctTa M eprkacHOCTTa Ha CUIZICHADWII, IPUIIOKEH eTHOBpeMeHHO ¢ pyru OJIES
HHXHOUTOPH, HE Ca MIPOYUEHH MPH MALKUEHTH ¢ 0e101po0Ha apTepraliHa XUIepTOHUs (BK. Touka 4.4).

[NomynanuoHHUAT papMaKOKMHETUUEH aHANN3 Ha JAaHHUTE OT KJIMHUYHU NPOYYBAHHS PU
OenoapoOHa apTepraliHa XUIEPTOHUS TIOKa3Ba HaMaJeHUe Ha KIIMpBhHCA Ha CUIIZICHADWIT W/ HITH
HapacTBaHE Ha IepopaiiHaTa OMOHAIMYHOCT NPH €JHOBPEMEHHO MPUIIOKEHHUE ChC CyOCTpaTh Ha
CYP3A4 u xombunanus ot cyocrpatu Ha CYP3A4 u Geta-6nokepu. Te ca eauHcTBeHUTE (HaKTOPH
ChC CTATUCTUYECKU 3HAYUMO BIUSHHUE BBPXY (PapMakKOKMHETHKATA Ha MEPOPATHUS CHieHaduI mpu
narnueHTH ¢ 0enonpoOHa aprepraina XunepToHus. ExcriozunusaTa Ha criieHaduI mpy NanueHTHy,
npuemany cyoctpatu Ha CYP3A4 u cy6erpatn Ha CYP3 A4 mmoc Geta-6m0kepH, € cboTBeTHO € 43%
1 66% mo-TosMa B CpaBHEHHE C MAIMECHTH, HEMOMyYaBally JEKapCTBa OT TE3U KJIACOBE.
Excnosunmsita Ha cungeHadui € 5 mbTH NOo-BUCOKA MPH TiepopaiiHa f03a 80 mg Tpy MbTH JHEBHO B
CpaBHEHHE C EKCIO3ULUATA IIPH NepopaiHa 103a 20 mg Tpy IbTH JHEBHO. 1031 KOHLEHTPALMOHEH
Iana3oH 00XBallla HApaCTBAHETO Ha EKCIIO3UIMATA HA cUiAeHa(WI, HaOIro1aBaHa IpU MPOYYBAHHS
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ChC CriCHU(UUCH AU3alH 3a JIeKapCTBEHO B3auMoaeicTere ¢ nuuxuoutopu Ha CYP3A4 (¢ uskioueHue
Ha Haii-moiHuTe naXHOuTOopr Ha CYP3 A4, Hanp. KETOKOHA30J1, HTPAKOHA30JI, PUTOHABHD ).

Wnaykropure Ha CYP3 A4 n3rnexxaa oka3BaT 3HaUUTEIHO BIMSIHNE BbPXY NEpopaIHaTa
(hapMaKOKMHETHKA Ha CHIAeHA(WI IPU MalMEeHTH ¢ OeToApoOHa apTepruaiHa XUIIEPTOHHUS, KOETO €
MOTBBPACHO B MPOYYBAHETO 32 JIEKAPCTBEHU B3aUMOJIEHCTBUS i1 Vivo, IPOBEIEHO C MHIYKTOpa Ha
CYP3A4 6ocenran.

EnnoBpemennoTo npuioxenue Ha 6ocenTad (ymeped uHaykTop Ha CYP3A4, CYP2C9 u BeposiTHO Ha
CYP2C19) 125 mg nBa mbTH IHEBHO ¢ nepopaiieH cuigenadmn 80 mg Tpu bTH Ha JeH (B
CTallMOHAPHO CHCTOSIHUE), TIPUJIATaHU €JHOBPEMEHHO B IPOABIDKEHUE HA O JIHU MPH 31paBU
no6poBoiny Boau 10 63% nonmxkenue Ha AUC Ha cungenadw. [TonynanuoHer papMakOKMHETHUEH
aHaJIM3 Ha TaHHUTE 3a cruieHad I mpu Bb3pacTHU ¢ BAX OT KIIMHWYHY TPOYYBaHUS, BKIIFOUBAII]
12-ceaMuUIHO TIpOyYBaHE 3a OIICHKA Ha eprKacHOCTTa M O€30TacHOCTTa Ha TIepopaieH chineHad
20 mg TpY IbTH JHEBHO, IIPH 00ABSIHETO My KbM OOCEHTaH B TIOCTOSTHHA A03MpOBKa (62,5 mg — 125
mg /Ba TbTH JHEBHO) NIOKa3Ba HaMaJsiBaHE Ha €KCTIO3UIMATA Ha CHIICHA(HI IPH €THOBPEMEHHO
npuiarase ¢ 60ceHTaH, MoJoOHO Ha TOBa, HAOIIOAaBaHO MPH 31paBu JOOPOBOIIHM (BXK. TOUKH 4.4 U
5.1).

EdukacHoctTa Ha cuieHadu TpsaOBa 1a Ob/ic BHUMATSIIHO MOHUTOPHUPAHA MPH MAIUCHTH,
MpHEMAaIy eTHOBPEMEHHO ¥ MOIITHU UHIyKTopu Ha CYP3 A4 karo kapbamazenvH, (peHUTOUH,
(heHobapOuTaIT, XKBJIT KAHTAPUOH U PUDAMITUAIINH.

EnnoBpemennoTo npunoxenue Ha HIV-niporeasHus ”HXUOUTOP PUTOHABUD, KOMTO € MHOTO MOIIICH
naxubuTop Ha P450 B cranpionapHo cecrosuue (500 mg 1Ba mbTH JHEBHO) U CHITACHA(UIT
(emHokpatHa s103a ot 100 mg) Boau 10 300% (4-kpatHo) yBenuueHne Ha Cax HA cHIIeHADHT 1

1 000% (11-kpaTHO) yBenuuenue Ha riazmMeHaTa AUC Ha cungenadun. Kem 24 yac ma3menure
KOHIICHTpaIMK Ha crifeHadui ca Bee orie npuoausuteaso 200 ng/ml B cpaBHEHHE ChC CTOMHOCTHUTE
OT IPUOIM3UTENHO 5 ng/ml mpu caMocTOSTEHO PUIIOKEHHE Ha crueHadwt. ToBa ChOTBETCTBA Ha
n3paseHuTe e(heKTH Ha pUTOHABUD BHPXY MIUPOK KPBT OT cyocTpaT HAa P450. B3 ocHOBa Ha Te3n
(hapMaKOKMHETUYHU e()EKTH, STHOBPEMEHHOTO MIPHUIIOKEHHUE Ha CIIIJICHA(DUI U PUTOHABHUD €
MIPOTUBOIOKA3aHO MPH MALUEHTH ¢ 0eI0ApoOHa apTepraiHa XUepToHus (Bxk. Touka 4.3).

Ennospemennoro npuioxxenue Ha HIV-niporeaznust HHXHOUTOpP CaKBUHABUP, HHXUOUTOP Ha
CYP3A4, B crannonapHo cberosiaue (1 200 mg Tpu IbTH JHEBHO) ¥ cuiiieHad I (€IHOKpaTHaA J103a
ot 100 mg) Boau 10 yBenudeHue Ha Cmax Ha cuiieHadui cbe 140%, a Ha AUC Ha cugeHadui ¢
210%. Cungenadui He oOKa3Ba HUKAKBO JEHCTBUE BHPXY (apMaKOKHMHETHKATA Ha CAKBHHABUD. 3a
MIPENOPHKH 32 TO3UPaHE BIKTE TOUKaA 4.2.

Korato ennokparsa no3a ot 100 mg cunaenadui e NpuiiokeHa ¢ epUTPOMULIMH, YMEPEH HHXHUOUTOP
Ha CYP3A4, B craunonapno cberostaue (500 mg 1Ba T AHEBHO 3a 5 IHW) HACTBIIBA yBEJIMUCHHE
cbe 182% na cuctemnara excrio3unus Ha cuiaeHadmn (AUC). 3a npenopbku 3a MPUII0KEHUE BIKTE
Touka 4.2. [Ipu 31paBu JOOPOBOJIIH OT MBXKKH IT0J1 HE Ca OTKPUTH JIaHHH 32 eEeKT Ha a3UTPOMHUITUH
(500 mg aueBHo 3a 3 gHN) BBPXY AUC, Crax, Timax, €ITMMHUHAMOHHATA CKOPOCTHA KOHCTAHTA WM
HocjeBalys MOJIYKUBOT HA CUJIieHa(UI MM HETOBUTE IVIABHU MeTa0OJIUTH B LupKynanusra. He ce
M3WUCKBA amanTupane Ha go3ata. Lumernaun (800 mg), maxuburop Ha muroxpom P450 u
nHecrienuduueH CYP3 A4 unxuburop, npeau3BUKBa yBelIn4eHUE ¢ 56% Ha M1a3MEeHUTe
KOHIIEHTPALK Ha CHiIeHA(GUI IPH €JHOBPEMEHHO NMPUJIOKEeHUe che cugenadu (50 mg) npu
3apaBu goOposouy. He ce m3nuckBa aganTupaHe Ha 103ara.

bu tpsi6Bano na ce ouaksa, ye Hail-morHuTe HHXUOUTOpH HA CYP3 A4, Kato KeTOKOHA301 U
HTPaKOHA30J1, I11e OKaXaT ePeKTH, Mo J00HN Ha pUTOHABHUD (BK. Touka 4.3). Ouakpa ce HHXUOUTOPHU
Ha CYP3A4, kaTo KJIapuTPOMHUIIMH, TSIMTPOMHIIMH U He(a3010H, 1a uMaT eheKT MEXKIy TO3U Ha
putonaBup u nuaxuoOuTopu Ha CYP3 A4, KaTO cCakBHHABUP MM €PUTPOMHLNH, IPEABIKAA CE
Ce/IEMKpaTHO yBeIMYeHNE Ha eKxcro3ulmara. CleIoBaTeHo MpU yroTpedara Ha MHXUOUTOPH Ha
CYP3A4 c mexxnuHHA MOIITHOCT CE TPENopbhyuBa KOPEKITUs Ha Jgo3ata (BXK. Touka 4.2).
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[NomynanmmoHHUAT (hapMaKOKHHETHYEH aHAIIN3 MIPH MAaIeHTy ¢ 0eroapoOHa apTepraiHa XUIepTOHus,
MOJTyYaBaliy NepopalicH CuiifiecHad I, IIoKa3Ba, 4ye eAHOBPEMEHHOTO MPHIIOKEeHUE Ha OeTa-01oKepH B
koMOuHanus cbe cyocTpatu Ha CYP3A4 Moxe 1a JoBe/ie 10 MOMBIHATEITHO HApACTBaHE Ha
SKCITO3UIIMTA HA CHIICHA( W B CPAaBHEHHUE ChC CAMOCTOSITEITHOTO MPIIIOKEHUE HA CyOCTpaTH Ha
CYP3A4.

Cok®bT OT rpedndpyT e caad HHXUOUTOp Ha YpeBHUA MeTabonn3bM Ha CYP3A4 u Moxe n1a noBene 10
JIEKO yBEJIMYECHUE Ha IUIa3MEHUTE KOHIIEHTPALNK Ha iepopaiHus cuiaeHaduin. He ce n3ncksa
aJanTUpaHe Ha /103aTa, HO €AHOBPEMEHHATa yroTpe0a Ha cruiigeHaduI 1 cok ot rpeindpyT He ce
MIpenopbryBa.

EnHoxpaTHM 1031 aHTHALIMIHY CPEICTBA (MarHe3UeB XUAPOKCHI/aTyMUHUEB XUAPOKCHT) HE ca
TTOBJIMSIITH TIepOpaliHaTa OMOHATMYHOCT Ha CHIICHA(DIIL.

EnHoBpeMEHHOTO MPUIIOKEHUE HA TIEPOPATTHH KOHTPALICTITUBHA cpeACcTBa (eTuHmiIecTpaanon 30 pug u
neBoHoprecTpen 150 pg) He ca MPOMEHWIN NepopaiHaTa (hapMaKOKHMHETHKA Ha CHITICHA(IL.

Hukopanaun e xubpua Mex a1y akTHBaTOp Ha KaIMEBUTE KaHaTW U HUTpaT. [lopaau HUTpaTHaTa cH
KOMITOHEHTA, TOM HOCH PUCK OT CEPHO3HO B3aUMOJICHCTBHE ChC cHiieHadui (Bx. Touka 4.3).

Ed)eKT Ha ICpOopaTHUA CI/IJ'II[CHad)I/IJ'I BBPXY APYTH JCKAPCTBCHHU IMPOJAYKTH

IIpoyusanus in vitro
Cunpgenadun e cnabd nuaxudurop Ha uzodopmu 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4 na uutoxpom P450
(ICs0 >150 uM).

JIunceat JaHHHU 3a B3aI/IMOZ[CI>’ICTBI/I$I Ha CI/IJ'I,Z[CHa(l)I/IJ'I u HCCHCLII/I(l)I/I‘lHI/I (bOC(l)O,Z[I/IeCTepa?)HI/I
I/IHXI/I6I/ITOpI/I, Karto TeO(l)I/IJ'II/IH WM JUIUpUaAaMoOIIL.

Ipoyusanus in vivo
[Ipu enHOBpeMeHHO NpMIIOKeHHE Ha niepopaiieH cuiiaeHadun (50 mg) u rondyramua (250 mg) unu
Bapdapun (40 mg), kouto ce metabom3upar oT CYP2C9, He ca 0T9eTeHN 3HAYNMHU B3aMMOICHCTBHUS.

[lepopanen cunpenadmn He TOKa3Ba 3HAYUM ePEeKT BbPXY eKcno3uiusaTa Ha aropBactatut (AUC
HapacTBa ¢ 11%), koeTo moka3Ba, 4e cuijieHad w1 HiiMa KIMHUYHO 3HaunM edekt Bbpxy CYP3A4.

He ca nabmonaBanu B3aumoneictus Mexay cunaeHadun (100 mg enHokpaTHa nepopajiHa 103a) U
alleHOKYMapoJl.

[lepopanen cunnenadun (50 mg) He € yBeTMUMIT YIbDKAaBAaHETO HAa BPEMETO Ha KbPBEHE,
NPEeIU3BUKAHO OT aleTwicanuimioBa kucenuna (150 mg).

[Tepopanen cunaenadmn (50 mg) He NOTEHIMPA XUIIOTEH3UBHUTE €PEKTH Ha aJIKOXOJIa MPH 3IPaBH
JOOPOBOIIIN ChC CPEIHN MAKCHMATHHA KOHIICHTPAIIMK Ha aKoXOoJl B KpbBTa oT 80 mg/dl.

B nipoyuBane npu 31paBu 100pOBOIIH CHIIZICHAGUIT B CTAIIMOHAPHO cheTosiHue (80 mg Tpu MBTH
JHEBHO) ¢ noBen 1o yeeianueHue ¢ 50% Ha AUC Ha O6ocenrtan (125 mg 1Ba mbTH JHEBHO).
[omynanuoneH GpapMakOKHHETHYEH aHAJIU3 HA JAHHUTE OT MPOYYBaHE NPH Bb3PACTHH NALUEHTH C
BAX nHa ocHOBHO JeueHue ¢ 6ocenTtad (62,5 mg — 125 mg nBa mbTH AHEBHO) IMOKa3Ba MOBHUILIABAHE
(20% (95% 1AU: 9,8 — 30,8) Ha AUC Ha 60oceHTaH, MPUIIOKEH ChC CHIIJICHA(HIT B CTAIIMOHAPHO
crerostHue (20 mg Tpu IBTH THEBHO), KOETO € B IMO-MaJIKa CTETICH, OTKOJIKOTO HAOJII01aBaHOTO TPH
31paBu TOOPOBOJIIH, KOTaTo € TMpUiaral eJHOBPEMEHHO chC cuiaeHadwt 80 mg Tpu MbTH JHEBHO
(Bk. Toukn 4.4 u 5.1).

B criernaiino npoyuBaHe 3a B3aUMOJICHCTBHS, TPH KOeTo nepopaieH cunaeHadumi (100 mg) e
MIPIJIOKEH €THOBPEMEHHO C aMIIOJIUTTUH MPH XUTIEPTECH3UBHH MAIUEHTH, € HACTHIIIIO JIOTBITHATEITHO

MMOHMXKXCHUC HA CUCTOJIHOTO KPBBHO HAJIATAHE, U3MCPCHO B JICTHAJIO ITOJIOKCHUC, C 8 mm Hg
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CBHOTBETHOTO JIOIBJIHUTEIIHO TIOHMKEHHE Ha THACTOIIHOTO KPHBHO HAIISITAHE, U3MEPEHO B JIETHAIIO
nosnoxxerue, ¢ 7 mm Hg. Te3u JOMbIHATEIHU MOHKSHUS Ha KPBBHOTO HaJISATaHe ca OT Mo100Ha
BEJIMYMHA C HAOIIOIaBAHUTE CJIC]T CAMOCTOSITEITHO MPUIOKECHUE HA CUIICHAMUIT TIPU 3ApaBH
JIOOPOBOJIIIH.

B Tpu crienubudHy IpoyyuBaHus 3a JISKAPCTBEHU B3auMOICHCTBHS aia-0J0KephT JOKCa3031H (4 mg
u 8 mg) u nepopaneH cuwineHadui (25 mg, 50 mg nim 100 mg) ca MpUIOKEHH €JHOBPEMEHHO MTPH
MAIAeHTH ¢ J0OpOoKadecTBeHa Xunepiuiazus Ha rmpocrarata (JIXI1), crabunusupanyu Ha JICYSHHUE C
JIOKCa303WH. B Te3n mpoydBaHu MOIMyIanyy € HaOJI0IaBaHO CPETHO JOMBIHUTEIHO MOHKEHUE Ha
CHCTOJTHOTO ¥ JUACTOJHO KPHBHO HAJSITAHE B JIETHAJO MOJIOXKEHUE, ChOTBETHO, Cbe 7/7 mm Hg,

9/5 mm Hg u 8/4 mm Hg, 1 cpeqHO IOMBJIHUTETHO IOHMKEHNE HA KPBBHOTO HAJISITAHE B U3IPABEHO
MOJIOXKEHHUE, ChOTBETHO, ¢ 6/6 mm Hg, 11/4 mm Hg u 4/5 mm Hg. Korato cunnenadpui u 1okca303uH
ca MPUJIOKEHU JHOBPEMEHHO MPH NAMEHTH, CTAOMIM3UPAHU Ha JICYCHUE C JOKCA303UH, CIyJYanuTe ¢
KJIMHUYHO MPOsIBEHA OPTOCTaTHYHA XUIIOTOHHS HE ca YeCTH. Te3n ciyyan ca BKIIOUYBAIIH
CBETOBBPTEXK M 3aMasTHOCT, HO HE ¥ CHHKOII. EJTHOBpEMEHHOTO MPUIIOKEHUE Ha CHITIeHadWIT IPH
MaIMEHTH, TIPOBEXKIAIIN JIeueHHe ¢ alda-0JIoKepH, MOXKe Jia JOBEJIE 10 KIMHUYHO MPOsSBEHA
XHUIIOTOHUS NIPH YyBCTBUTEIHNA HHAUBHIH (BX. ToUKa 4.4).

Cunnenagun (100 mg eqHOKpaTHA J103a) HE € MOBIUUT (hapMaKOKMHETHKATA B CTAIMOHAPHO
chcTosiHUE Ha MHXHOUTOpa Ha HIV mporeasata cakBUHABUD, KOWTO € CyOCTpaT/MHXUOUTOP Ha
CYP3A4.

B croTBeTcTBHE € IO3HATUTE MY €(eKTH BHPXY MeTabonm3Ma Ha a30THHS okcu/iul M@ (Bx.
Touka 5.1) e mokaszano, 4e cuiaeHa(uI TOTEHIMPa XUIMTOTEH3UBHUTE e(heKTH Ha HUTPATHUTE U,
CJIEI0BATEITHO, €IHOBPEMEHHOTO My IIPUIJIOKEHUE C IOHOPU Ha a30TECH OKCHJ] MJIM HUTPATH MO]
KaKBaTo 1 J1a € (hopMa € IPOTUBOIOKa3aHo (BK. Touka 4.3).

Puonuryar: [IpeaknuHUYHA NpOyYBaHUs TOKa3BaT JOIBIHUTENEH €(PEKT Ha MOHIKAaBaHE Ha
CHUCTEMHOTO KpbBHO HaisiraHe, korato ®JIES nHXubutopu ce KOMOMHUpAT ¢ puoLUryar. B kmuHuyHHA
MPOyYBaHUS € JIOKa3aHO, Y€ PHOIUTYAT MMOTeHIIupa XurnoTeH3uBHUTE ekt Ha DJ[ES
naxuoOuTopuTe. Hsima maHHM 3a GraronpusTeH KIMHIYEH eeKT Ha KOMOWHAIMATA B TPOyYBaHaTa
nomynanus. EnnoBpeMenHara ynotpeda Ha puoruryar ¢ ®JIES uHxuOuTopu, BKIFOUUTEITHO
cuigeHad I, € NpOTUBOIMOKa3aHa (BxX. Touka 4.3).

[lepopanen cunpeHadnn He OKa3Ba KIMHUYHO 3HAYMMO BB3/ICHCTBUE BBPXY IIa3MECHUTE HUBA HA
MEPOPATTHUTE KOHTPALIENTHBHU CpeJicTBa (eTuHmIecTpaaron 30 ug u iesoHoprectpen 150 ug).

JlobGaBsHETO Ha €MMHUYHA /1032 CHIIIeHA(DHIT KbM CaKyOUTPHII/BaJicCapTaH B CTAIIOHAPHO ChCTOSTHHE
MPY TALUEHTU C XUIIEPTOHUS CE€ CBBP3Ba ChC 3HAYMTENHO MO-TOJIIMO MOHMKABAaHE HA KPBBHOTO
HaJIATaHEe B CPABHEHHE C MPHUIIOKEHUETO Ha CAKYOHUTPHII/BaJicapTaH caMocTosiTenHo. [lopaju ToBa
TpsiOBa 1a ce 0OpbIa 0cCOOEHO BHUMaHHE, KOTaTo CHIIIeHA(HII Ce 3aI09Ba MMPH MAllUEHTH, JIEKYyBaH!
ChC CaKyOUTpHII/BaJICApTaH.

[enuaTpuyHa nonyJanus
[IpoyuBanus 3a B3anMOIEHCTBHIE ca IPOBEXKIAHN CaAMO TP Bb3PACTHH.

4.6 ®DeprTHauTeT, )peMEHHOCT U KbPMeEHe

JKenu ¢ reTepoieH NOTEHIUAT ¥ KOHTPALICHIHS TPU MBS U KCHU
[Topanu nunca Ha manHu 3a ehekTa Ha Revatio mpu Opemennu skern, Revatio He ce npenopbruBa npu
JKEHU C JICTEPOJICH MOTEHIINAJ, OCBEH aKO HE Ce U3IO3BAT MOIXOIAIIA MEPKHU 32 KOHTPAIICTIITHSI.

Bbpemennoct
JluticBat nanHM 3a ynorpeba Ha cunneHadw Ipu OpeMeHHH JKeHU. [IpoydBanusaTa Mpy KUBOTHH HE

ca MoKa3aJiy MMPEKH WM HEeMIPEKH BpeJHH ePEeKTH BbpXY OPEMEHHOCTTa U eMOPHOHATHOTO/(PETATHOTO
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passutre. [IpoyuBaHHs NP )KUBOTHH €a IMTOKA3aJIM TOKCHYHOCT 110 OTHOIIICHHE Ha TIOCTHATAIIHOTO
pasBuTHE (BX. Touka 5.3).

[lopanu nunca na ganxu, Revatio He TpsiOBa na ce mpuiiara npu OpeMeHHH )KeHHU, OCBEH MPH CTPOTH
[IOKa3aHuUs.

Kopmene
JlumicBat afgexkBaTHH U JOOpEe KOHTPOIMPAHU IPOYIBAHKS PY KbPMEIH KeHU. JIaHHHUTE TIpH €IHA

KbpMeIlla )KeHa I0Ka3BaT, 4e cuiieHaduI i HETOBUAT aKTUBEH MeTa00IuT N-Ie3MeTHICHITACHA( T
CE EKCKpeTHpar B KbpMara, IOCTUTAKU MHOTO HUCKH HUBA. JIUTICBAT KIIMHUYHY JTaHHU 32
HEXEIIAHUTE ChOUTHUS IPU KbpMadeTa, HO HE C€ OYaKBa MOThIIHATUTE KOJIMYESCTBA Ja MPEIU3BUKAT
HAKaKBH HE)KeNaH! peakiun. [Ipeamucsamniure Jekapu TpsOBa a OIICHAT BHUMATEITHO KJIMHUYHATA
HE00XOJUMOCT IPU MaiKaTa OT CHIIICHA(IIT U MOTCHIMAITHUTE HEXKETAHN PEeaKIUy IPpU KbpPMadeTo.

DepTUnuTeT
HexnmuanannTe JaHHW HE TTOKa3BaT 0COOCH PUCK 3a XOopa Ha 0a3aTa Ha KOHBECHITMOHATHUTE

npoy4BaHus Ha (pepTuauTeTa (BXK. Touka 5.3).
4.7 EdexTu BpXy cnoco0HOCTTa 32 modupaHe U padoTa ¢ MAIIMHA
Revatio moBnmsiBa B ymMepeHa CTeIneH CriocoOHOCTTa 32 modupane U padboTa ¢ MalTuHH.

Tbii KaTO B KIMHIUYHY MIPOYYBAHUS ChC CHIeHa(MII ce choOIaBa 3a 3aMaiiBaHe M HapyIIeHO 3peHHE,
npenay modupaHe Wwiv padboTa ¢ MalIMHU MAIMEHTHTE TPsOBa ja ObaaT HHHOPMUPAHU IO KaKbB
Ha4YMH MOJe J1a UM HoBiusie Revatio.

4.8 HexenaHu JeKapcTBEHH PeaKIUuu

Hexenanute peakiuu B pe3y/ITaT Ha HHTPABEHO3HO MPHIIOKEeHHE Ha Revatio ca cxoHu ¢ Te3u,
CBBP3aHM ¢ EPOPATHOTO NpUiIokeHHe Ha Revatio. Thit kKaTo MMa OrpaHMYCHH JaHHH 3a
WHTPABEHO3HO NpUIIOKeHHne Ha Revatio u Thil kato GpapMakOKHHETHIHUTE MOJIEITH MTPEIBHKIAT, Ue
20 mg nepopanna u 10 mg nHTpaBeHO3HA (POPMHU IIIE TOBENAT 10 CXOJIHU IJIa3MEHH €KCTIO3UIINH,
nH(popMaIuaTa 32 0€30MaCHOCTTa 32 MHTPaBEHO3eH Revatio ce moakperis ot Ta3u 3a nepopajieH
Revatio.

HHTpaBEHO3HO NPUIIOKEHHE

[Ipeasmxna ce, e 10 mg mo3a Revatio MHXKEKITHOHEH pa3TBOP BOIU JO 00IIa EKCIIO3UIIAS Ha
cBO0O/ICH CHIIICHA( I ¥ HA HETOBUS METa00IUT N-Ie3METIII U TEXHUTE KOMOMHUPAHH
(hapmMakoIoruuHu eeKTH, CPaBHUMH C Te3u Ha 20 mg repopaiiHa J103a.

[IpoyuBane A1481262 e eqHOIIEHTPOBO, C €MHOKpATHA 1033, OTKPUTO MIPOyIBAHE 3a OICHKA Ha
0e30macHOCTTa, TOHOCUMOCTTA 1 (hapMaKOKHHETHKATA Ha €IHOKPATHA MHTPABEHO3HA JI03a
cunnenadwmr (10 mg), mpuiokeHa KaTo 00IyC WHXEKINS Ha TAIMEHTH ¢ Oeompo0dHa apTepruarHa
xuneptonus (BAX), kouto Bede noayuyaBaT U ca cTa0WIHU Ha niepopaieH Revatio 20 mg Tpu nbTH
JTHCBHO.

O6mro0 10 marmentn ¢ BAX ca BKITIOUeHH U ca 3aBBPIIMIN ITPOydBaHeTo. CpenHuTe MOCTYPaTHI
MPOMEHHU B CUCTOJIMYHOTO W JIUACTOIMIHOTO KPHBHO HAISATAHE BHB BPEMETO ca OVITH MAaJIKH

(<10 mmHg) u ca ce BppHaIN 10 H3XOAHOTO HHUBO 32 2 yaca. He e mMaio cMMIITOMH Ha XUTIOTOHHSA,
CBBp3aHH C Te3U MpoMeHu. CpeJHUTE MPOMEHH B ChpJICUHATA YECTOTA ca OMIN KIIMHUYHO HE3HAYNMU.
JlBama manueHTH ca UMalid 00110 3 HeXKENaHu PeaKIny (3a4epBsiBaHe, METCOPU3HM U FOPEIIU BBJIHH).
Nmano e eqHa cepro3Ha HeXeIaHa PeakIysl MPY MaIlUeHT ¢ TSKKA UCXEMUYHA KapAHOIaThs, Py
KOWTO ca HACTBIIWIINA KaMepHH (GUOPHIIAIIN ¥ CMBPT 6 JIeHa Clie/l IpUIaraHe Ha POYyYBaHOTO
nexapcTBo. [IperieHeHo e, ue HaMa Bph3Ka ¢ MPOYIBAHUS JICKAPCTBCH MPOIYKT.
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IlepopaltHO IpUIIOKEHNE

B ocHoBHO mane60-KOHTpOIMpaHo npoyuBaHe Ha Revatio mpu 6enoapoOHa apTepruanHa XUuIepTOHHS
0010 207 manyMeHTH ca paHJOMHU3UPAHH U JIeKyBaHu ¢ 103u 20 mg, 40 mg niu 80 mg Revatio tpu
'BTU AHEBHO M 70 MallMEeHTH ca paHAOMHM3HPaHU Ha tuiane0o. [IpoabKUTeNHOCTTa Ha JIEYEHUETO €
12 ceamuru. ObmiaTa 4ecToTa Ha MpeKpaTABaHe MPH MMAIMECHTH, JICKyBaHU ChC CHIACHA(PWII B 103U

20 mg, 40 mg win 80 mg Tpu METH JHEBHO € CHOTBETHO 2,9%, 3,0% u 8,5%, B cpaBHeHue ¢ 2,9% mpu
miare6o. Ot 277 y9acTHHIH, JTEKyBaHA B OCHOBHOTO MPOYyYBaHe, 259 ca BKIIFOYCHH B IBITOCPOTHO
NpoaBIKeHNe Ha poyuBaHeTo. [Ipunaranu ca go3u 1o 80 mg Tpu MBTH JHEBHO (YETHPUKPATHO TO-
roJIEMH OT MpeNnopbUYUTENHATa 1032 0T 20 Mg TpU MBTH IHEBHO) U cieA 3 roauHu 87% ot

183 mauueHTH Ha MPOYYBAaHOTO JEUEHHE, ca mprueManu Revatio 80 mg Tpu mbTH AHEBHO.

B mane6o-koHTponMpano npoy4Bane Ha Revatio kaTo AOmbIIHEHHE KbM WHTPABEHO3HO NpHjlaral
€TNOIIPOCTEHOI MPH OenoapoOHa apTepratHa XUIepToHs 0010 134 manueHTH ca JIeKyBaHH C
nepopaneH Revatio (mpu ¢pukcupano Tutupupane, 3anousamnio ot 20 mg 1o 40 mg u caen roBa 80 mg
TPH IIBTH HA JICH CTIOpE] IOHOCUMOCTTA) U eMoNpocTeHo 1 131 manueHTH ca JeKyBaHH ¢ mianedo u
enorpocteHo. [IpoabiokuTenHOCTTa Ha JieueHrueTo € 16 ceqmurm. O0maTa yecToTa Ha IPeKbCBaHe
MIpH MAIUEHTHTE, JIEKYBaHHU ChC CHIIeHAD I/ eTIONPOCTEHOII, TIOPaIy HeXKeNaHu chouTHs € 5,2% B
cpasuenue ¢ 10,7% mpu manmeHTHTe, IEKyBaHH C Mu1anebo/emnonpocteHoi. Hackopo crobmiennTte
He)XeJlaH! JIEKAPCTBEHU PEaKIN{, KOUTO Bb3HUKBAT IMO-YECTO MPH TPYIIaTa, JEKyBaHa ChC
cuiaeHapuI/enonpoCcTEHOIN, Ca OYHa XHIIEPEMHUs, 3aMbIIIEHO 3pEHUE, Ha3alHa KOHTeCTHS, HOIIHU
U3MOTABaHMA, O0JIKa B ThpOa M cyxoTa B ycTarta. MI3BecTHHUTE HEXelTaH!u ChOUTHS TI1aBo0OIIHE,
3ayepBsiBaHe, 00JIKa B KpaHHHUIIUTE U OTOK ca HAOJI0aBaHU C MO-TOJIsIMa YeCTOTa NP MallUeHTHUTE,
JIEKyBaHM ChC CHIICHA( NI/ €TIONPOCTEHOII, B CPABHEHHE C TAIIMEHTUTE, JIEKYBaHH C
mrame6o/enonpocteHo. OT yYacTHHUINTE, 3aBBPIIIIIN ITPBOHAYAIHOTO MMPOYyYBaHe, 242 ca
BKJIFOUEHH B JIBJITOCPOYHOTO MPOABIDKEHNE Ha IpoyuBaHeTo. [lpraranu ca go3u g0 80 mg Tpu mbTH
JTHEBHO U ciien 3 ronuHu 68% oT 133 mamnueHTH Ha Mpoy4YBaHOTO JieUeHUE ca mprueMainu Revatio

80 mg TpH MbTH THEBHO.

B nBete mane60-KOHTPOIMPaHU MIPOYYBAHMS C IepopaseH Revatio HexxenaHUTe JTeKapCTBEHU
PEaKINK ca KaTo ISUI0 JIEKU 10 YMEpeHH 1o TexecT. Hali-uecTo cho0IaBaHuTe HEXXENAHH PEaKInu
(moBeue unu pasHU Ha 10%) npu Revatio cpsimo mane6o ca rnmaBobonue, 3a4epBsiBaHe, AUCIETICHS,
nuapus ¥ OOJIKM B KpallHULIKTE.

B npoyuBaHe 3a orieHKa Ha e()eKTHTE Ha Pa3IMYHK JO30BH HUBA HA CHJIICHA(WI, JaHHUTE 32
6e3omacHocT 3a cugeHadgun 20 mg Tpu IbTH JHEBHO (MIPETIOPHYUTENHATA 03a) U 32 CHIICHADNIT

80 mg Tpu IbTH THEBHO (4 THTH MO-BUCOKA OT MPENOPHUYUTENHATA J103a) ChOTBETCTBAT HA
ycTaHOBEHUs po¢ i1 Ha 6e30MacHOCT Ha CUACHA(HI IPU MPEIXOIHU IPOYUBAHUS NIPU Bb3PACTHH C
BAX.

TabnuyeH cOMCHK HAa HEKENAHUTE PEAKIINN

Hexenanute peaxiuu, KOUTO ca HACTHIWIN ITpH > 1% OT manmeHTuTe, TekyBanu ¢ Revatio u ca mo-
gectu (> 1% pasznuka) npu Revatio B OCHOBHOTO MpOyYBaHE WM B KOMOMHUpAHUTE JaHHM 3a Revatio
OT JIBETE TIIaIec00-KOHTPOMPaHU IPOYIBAHMS TIpU OCIIOApOOHa apTepraiHa XUIIEPTOHMS B
nepopannu go3u ot 20, 40 u 80 mg Tpu mbTH AHEBHO, ca N30poeHH B Tabnuua 1 mo-gomny u
IpyNUpPaHU 1O KJac U yecToTa: MHoro yectu (>1/10), yectu (>1/100 go <1/10), neuectn (=1/1 000 mo
<1/100) u c Heu3BecTHa YecToTa (OT HAIMYHUTE JaHHU HE MOXKe /1a O'b/ie HampaBeHa OlleHKa). BbB
BCAKA IpyIa 10 YeCTOTa HeXENaHNUTe PEaKIIui ca IPECTABeHN B HU3XOZAI PEJ TI0 OTHOIIIEHHE Ha
TAXHATa CEPHO3HOCT.

C’BO6HI€HI/I$IT3 OT MMOCTMAPKETUHTOBHUS OIIMUT Ca BKIIFOUCHU B KYPCUB.
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Ta6auna 1: Hexkeanu peakuuu oT MJ1aned0-KOHTPOJIHPAHM NPOYYBAHUA HA CHIIIeHADW IPH

BAX ¥ 0T moCTMAPKETHHIOBHSI ONUT NPH Bb3PacCTHU

MedDRA cuctemo-opranen kJjac (V.14.0)

Hexenana PCaAKIINsA

Nudexunu u nundecranumn
Yectn

Hapymenns Ha KpbBTa M IUM@HATA CHCTeMAa
Yectu

Hapymenusi Ha MeTa00/1u3Ma U XpaHEHETO
Yectn

IcuxuaHu HAPYIIEHUS

Yectun

Hapyumienusi Ha HepBHaTa cucTEMA

MHoro JecTn

Yectn

Hapymenusi Ha ouuTe
Yectu

Heuectu

C HeHn3BecTHA YECTOTA

HapyumieHnust Ha yXoTo 1 JJa0UPUHTA
Yectn

C HeM3BECTHA YECTOTA

CbaoBu HapymieHust

MHoro JecTn

C HeM3BeCTHA YECTOTA
PecniupaTopHu, rPbAHUA U MeIUACTHHAJIHI
HApPYIIEHUs

Yectn

CToMAIIHO-YPEBHH HAPYIIEHHS
MHoro JecTn

Yectn

Hapymenns Ha K0KaTa U MOJAKOKHATA ThKaH
Yectn

C HeM3BECTHA YECTOTA

Hapyuienusi Ha MyCKYJHO-CKeJIeTHATA CHCTEMA U
CheIMHHUTEJIHATA ThKAH

MHoro gecTu

Yectn

Hapymenns Ha 0b0penuTe 1 NMKOYHHUTE MTHINA
Heuectn

Uemymut, rpun, OpOHXUT, CHHY3UT, PHHUT,
TacTPOCHTEPUT

Anemus
3aapmkKa Ha TCUHOCTH
BeschHEE, TPEBOKHOCT

T'maBoOoine
MurpeHa, TpeMop, HapecTe3us, yCcelaHe
3a MapeHe, XUII0eCTE3Hs

KpbBOU3IHB B peTHHATA, 3PUTEITHO
HapyIICHHE, 3aMbIIICHO BIXKIAHE,
(hoTohobus, XpOMaTOTICHS, ITMAHOTICHS,
OYHO JIpa3HEeHe, OYHA XUIIEPEMUSs
Hawmanena 3purenna octpora, JUIIIONHS,
a0OHOPMHO ycelaHe B OKOTO
Heapmepuumna npeona ucxemuyna
onmuyna nesponamus (HAUOH)*,
PpemunHa cv008a OKny3ua™, deghexm 6
3pumennomo noae*

Bepturo
Bneszanna 3aey6a na cryxa

3auepBsBaHe

Xunomonus

Enucrakcuc, kanmmuna, HazajaHa KOHTECTHUS
Huapus, nucnencus

lactput, ractpoe3odareanta perykcHa
0osect, XeMOpPOHIH, pa3yBaHe Ha
KOpema, CyxoTa B ycTaTa

Anonenusi, epuTeMa, HOLUHU U3MOTSIBAHUS
Obpus

Bbosika B kpaitHuure

Muanrus, 6onka B Tep0a

XeMaTypus
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MedDRA cucremo-opranen kiac (V.14.0) Hexesnana peakuust

Hapymienns Ha BR3NPOU3BOANTETHATA CUCTEMA U

repaara

Heuectn KpbBousnue Ha neHuca, XeMOCIepMus,
TUHEKOMAaCTHs

C Hem3BecTHa 4ecToTa Ipuanuzvm, nosuuiena epexyus

OO0y HapymeHus U e()eKTH HA MICTOTO HA

NPUJI0KEHUe

Yectn [Tupexcus

* Te3u HEKEJIAaHU JICKApCTBEHU CHOUTHS/PEaKINU ca ChOOIIaBaH! MTPH NAIUEHTH, PHEMAIN
cueHadw 3a JeUeHne Ha MBXKa epekTmHa quchyaknus (ME]D).

Cho0IiaBane Ha MOJ03UPAHU HENKEITAHU PEaKIUK

Cro01aBaHeTo Ha IMOJI03MPAHU HEeXeNIaHW PEeaKIuH ClIe]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBECHHS
MPOAYKT € BaxkHO. ToBa MO3BOJISIBA A2 MPOIBIIKH HAOTIOICHUETO HA ChOTHOIIIEHUETO MOJI3a/PUCK 3a
JieKapCTBeHUS MPOAYKT. OT METUIIMHCKUTE CIICIUATUCTH C€ U3UCKBA JIa ChOOIIABAT BCSIKA
MO/I03MPaHa HeXellaHa Peakiis Yype3 HallMOHAIHA CHCTeMa 3a ChOOIaBaHe, MOCOUCHA B

[Mpunoxenue V.

4.9 IIpeno3upane

B npoyuBanus ¢ eqHOKpaTHH TTepopaitHu 1031 A0 800 mg mpu 3apaBu JOOPOBOIITH HEKEITAHUTE
peaknuu ca moo0OHU Ha Te3W, HAOII0IaBaHU TIPU MO-HUCKU JI03HU, HO YECTOTaTa U TEKECTTA UM ca
noBuieHu. [Ipu eqHokpaTHa nepopaiHa go3a ot 200 mg yectoTaTa Ha HEXEIAHUTE PEaKIHH
(rmaBoOomHE, 3aUepBsIBaHE, 3aMaiiBaHe, AUCICTICHS, Ha3aIHa KOHIECTUS U HAPYIICHO 3pEHUE) €
MOBHIIICHA.

B ciy4aii Ha ipeno3upane TpsOBa 1a ObaaT MPUII0KEHN HEOOXOIMMHTE CTAHIAAPTHHU OB PIKAIITH
Mepku. He ce ouakBa Ob0peuHara nuanu3sa J1a yCKOpH KIUPBHCA, Thil KATO CHIIEHA(II ce CBbP3Ba
BBB BHCOKA CTEIEH C IJIa3MEHUTE IPOTEUHU U HE CE€ eTMMUHUPA C ypUHATA.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 @apmakoaMHAMUYHU CBOHCTBA

dapmMakoTepaneBTHYHA rpyma: Y pOJOTHYHU JIEKapCTBa, JICKapCTBa, IPUIaraHy MPH EPeKTHIIHA
nuchyukiwms, ATC kox: GO4BEO3

MexaHu3bM Ha AecTBUE

Cungenaun e MOILEH U CeJICKTUBEH MHXUOUTOP Ha IUKINYEH ryaHo3uH MoHopocdat (ul MD) -
cneruduanata pocdomuecrepasza taun S (OJES), eH3sumbT, 0TTOBOpEH 32 pasrpaxkaaneTo Ha 1l MO.
OcBeH, 4e TO3M €H3UM MPUCHCTBA B corpus cavernosum Ha riennca, ®JIES e namure u B
OenmoapoOHUTE CHIOBE. B ciiencTBre Ha TOBA cHAeHA(PMIT yBeIuIaBa KomuecTBOTO Il M® BHTpe B
TJIAIKOMYCKYJIHUTE KJIETKH Ha 6€JI0ApOOHUTE ChI0BE, KOETO BOJIMU JI0 TsAXHATa penakcauus. [Ipu
nanueHTH ¢ 0enopoOHa apTepraIHa XUIIEPTOHUS TOBa MOXe Jia IOBEE A0 Ba30AMIaTALMs Ha
0e10pOoOHOTO CHIOBO PYCIIO U B MMO-MaJIKa CTETIEH - 10 Ba30AWIaTallUsi B CHCTEMHATA IUPKYJIALHAL.

dapmakoaMHAMUYHE eEKTH

[IpoyuBaHus in vitro oka3Bat, 4e cuiaeHaduI e ceekTuBeH 1o otHomeHue Ha ®JIES. EdexkTsT My ¢
no-morueH cupsimo OJIES, oTkonkoTo BEpXyY Apyrute u3BectH pocdoanectepasu. Toii e 10-kpaTHO
no-cenektuseH 3a ®JIE6, kosaTo yyacTBa B mpoleca Ha pOTOTpaHCAYKIUS B pETHHATA.
CenextuBHocTTa My € 80-kpaTHO no-Bucoka 3a ®JE1, u vax 700-kpaTHO MO-BHUCOKA, OTKOJIKOTO 3a
®JIE2,3,4,7,8,9,10u 11. B gactHOCT, crmaenadmin uma 4 000 mbTH TO-ToJIIMa CEJICKTUBHOCT 32
®JIES, otkomkoTo 3a DJIE3 — m3odopmara Ha TAMD-cienmmduanara hochoauecrepasa, yaacTpaia
B KOHTPOJIa HAa CbPACYHUS KOHTPAKTUIIUTET.
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CunneHadwni MpeIM3BUKBA JIEKO W MTPEXO0THO MOHIKEHUE HA CUCTEMHOTO KPBBHO HaJSITaHE, KOSTO B
MHO3UHCTBOTO OT CIIy4auTe He ce TpaHchopmupa B KuHUYHY eekTr. Ciael XpOHUYHO IePOPATHO
npwioxkeHue Ha 80 mg TpU MBTU THEBHO MPH MAIUEHTH ChC CUCTEMHA XUIIEPTOHUS CpEHATA
MPOMSIHA CIIPSIMO M3XOJIHUTE CTOMHOCTH Ha CHCTOTHOTO M JMACTOIIHOTO KPHBHO HAJISITAHE CE €
M3pasnia B MOHIKEHNE choTBeTHO ¢ 9,4 mm Hg n 9,1 mm Hg. Cnex xpoHH4YHO mepopaiHo
npmitokeHue Ha 80 mg Tpu MHTH THEBHO MPH MallMeHTH ¢ 0eroapoOHa apTepraiHa XUIIEPTOHUS €
Ha0JII0/ITaBaHO T0-CJ1a00 MOHMKEHUE Ha KPHBHOTO HaJAraHe (MOHWKCHHUE U Ha CUCTOIIHOTO, U Ha
JIMACTONHOTO HaysraHe ¢ 2 mm Hg). B npenoppuBanaTa nepopanza j103a ot 20 mg Tpu IbTH JTHEBHO
HE ¢ Ha0JII0IaBaHO MMOHIKEHHE HA CUCTOJIHOTO M TUACTOJIHOTO HaJIATaHe.

Ennroxparan nepopanau no3u cuneHadmr 10 100 mg, mpuinoxeHn npu 3apaBu JOOPOBOIIIIH, HE ca
JOBETH 10 KIMHUYHO 3HaunMu pomenn B EKD'. Crnen xpornyHo nprinoxerne Ha 80 mg Tpu IbTH
JTHEBHO IPU NalKeHTH ¢ OenoapoOHa apTepruaiHa XUNepToHus He ca HaOogaBaHu KIMHIYHO
3HaynMu npoMenu B EKT.

B mpoy4Bane 3a xeMonrnHaMUYHUTE €(PEKTH HA eTHOKpaTHa nepopanHa go3a ot 100 mg cunaeHadmn
npu 14 nanueHTH ¢ Texka KopoHapHa 6onect (> 70% cTecHeHHe Ha IOHE eJHa KOPOHAPHA apTepHsl),
CPEeIHOTO CHCTOJHO W MACTOIHO apTePHAITHO HAIIATAHE B MTOKOW CE € MMOHIMKIIO ChOTBETHO ChC 7% U
6% cripsiMo u3xoaHUTe CToiHOCTH. CPEeAHOTO CUCTONHO OeNoAPOOHO apTepHatHO HaJsraHe ce €
nmoHmKmIo ¢ 9%. CuneHadun He e okazan e)eKT BbpXY ChPACUHUS ACOUT U HE € HAPYIIIHI
KPBBOTOKA B CTECHEHUTE KOPOHAPHHU apTEPHH.

Enun gyac cinen npuem Ha 100 mg cunneHadm npu Marbk Opoil MallueHTH ca Ce MOSIBIIIN JIEKH U
MPEXOIHN TIPOMEHHU B CLIOCOOHOCTTA 32 pa3NIivyaBaHe Ha IBETOBETE (CHHBO/3ETIEHO), 3CIIEIBaHA C
MOMOIITa Ha TecTa 3a pasrpannyasane Ha 100 nBetoBu orTeHbka Ha Farnsworth-Munsell, kato 2 yaca
CJIC ITpucMa e(beKT'LT € OT3BYy4YaJl HAIlBbJIHO. BCpOHTHI/IHT MCXaHU3BM Ha Ta3u MPpOMAHA B IIBETOBATA
JUCKPUMUHAIUS € CBhp3aH ¢ nHXxuOupaneTo Ha ®JIE6, koATO yuyacTBa BbB (JOTOTPAHCIYKIIMOHHATA
Kackaza Ha perrHara. CuinaeHa(uil HAMa HUKaKbB €(EeKT BbPXY 3pUTeHaTa OCTPOTa HIIH YCELIaHeTO
3a KOHTpacT. B Masiko miane6o-KOHTpOIMpaHo NPOyyYBaHe PY MALKMEHTH C JOKa3aHa paHHa
BB3pPacTOBOOOYCIIOBEHA JIeTeHepallis Ha MaKynaTa (n = 9) cunnenadwr (ennaudHa 1032, 100 mg) He e
JeMOHCTPHPAJ CHTHU(UKAHTHU IPOMEHH B IIPOBEJICHUTE 3PUTEIHN TECTOBE (3pUTEIHA OCTPOTA,
pCUICTKA Ha Amsler, IBCTOBA JUCKPpUMUHALIUA HA CUMYJIMPAaHa II'bTHA CBETJIMHHA CUTHAJIM3allnsd,
nepuMeThp Ha Humphrey u ¢otocTpec).

Kanangna egbI/IKaCHOCT 1 0€30IMacHOCT

Egurxacnocm na unmpagenosen cundenagun npu 8vb3pacmuu nayuenmu ¢ 0ei00pobna apmepuaiia
xunepmonusi (bAX)

[penBuxna ce, ue 10 mg no3a Revatio HHXEKITMOHEH pa3TBOP BOJAU A0 OOIIA EKCIO3UIIHS HA
cBO0OOIeH creHa(wIT M Ha HETOBUSA METa00IUT N-Ie3METHIT M TEXHUTE KOMOMHUPAHH
(dhapmakonoruaan epexTH, cpaBHUMHE ¢ Te3n Ha 20 mg rmepopaiHa 1o3a. ToBa ce ocHOBaBa caMo Ha
(hapMakOKMHETHYHU JaHHM (BXK. Touka 5.2. PapMakOKMHETHIHH CBOMCTBa). [locmeaumure oT
MOCJIEBAIATA TO-HUCKA EKCITO3UIIMSI Ha aKTUBEH N-Ie3METHII METa0OIUT, HAOIIOaBaHH CIIE]T
MOBTOPHO 1.v. mpuiiokeHue Ha Revatio, He ca qokymeHTupanu. He ca mpoBexiaHu KIIMHUYHH
MPOYYBaHUs, KOUTO JIa YCTAHOBAT CPaBHUMA €PUKACHOCT HA TE3H JICKAPCTBCHH (DOPMHU.

[IpoyuBane A1481262 e emHOLIEHTPOBO, C €IHOKPATHA /1032, OTKPHUTO MPOYIBAHE 32 OIIEHKA Ha
0e30macHOCTTa, TOHOCUMOCTTA 1 (hapMaKOKHHETHKATA Ha €IHOKPATHA MHTPABEHO3HA /1032
cunnenadun (10 mg), npuinoxeHa Kato 00Jyc WHXKEKIHs Ha nanueHTd ¢ BAX, kouto Bede noiayyaBaT
Y ca cTa0WIHU Ha niepopajicH Revatio 20 mg Tpu mbTH THEBHO.

O6mo 10 manmenTn ¢ BAX ca BKIIIOYEHH 1 ca 3aBBPIIMIN Mpoy4BaneTo. OceM MmarueHTH ca
npruemMany 00CEHTaH ¥ eIMH MAIllUCeHT € MPUeMall TPENPOCTHHWIT JOMBIHUTEIHO KbM OOCEHTaH U
Revatio. KppBHOTO HajsraHe B CEJIHAJTIO ¥ U3MPABEHO TOJI0KEHUE, KAKTO U ChpJCYHATA YECTOTA Ca
mmepsanu Ha 30, 60, 120, 180 u 360 munyTa cien npuiarade Ha no3ata. CpeJHUTE IPOMEHH Ha
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KPBBHOTO HAJSIFaHE B CEHAJIO IIOJIOKEHHUE CIPSAMO U3XOIHOTO HUBO Ca Hail-rosiemu Ha 1-Bus

qac, -9,1 mmHg (SD £ 12,5) u -3.0 (SD + 4,9) mmHg 3a cMcTOMUYHOTO U TUACTOTMYHOTO KPBHBHO
HajsiraHe cbOTBeTHO. CpeAHNUTE TIOCTYPAIHH IPOMEHH B CUCTOIMYHOTO U AUACTOIMYHOTO KPHBHO
HaJIsiraHe BbB BpeMeTo ca ominu Maniku (<10 mmHg) u ca ce BppHanu 10 U3XOJHOTO HUBO 32 2 Yaca.

Eduxacnocm na nepopanen cundenaghun npu ev3pacmuu nayuenmu ¢ 0e100pobHa apmepuania
xunepmonus (bAX)

Panpomusupano, ABOHHOCIIATIO, Mane00-KOHTPOIUPAHO MPOYUBaHE € IPOBEACHO MpH 278 mauueHTn
¢ mbpBHUYHA OenoapoOHa xunepToHusi, BAX cBpp3aHa chC CUCTEMHH 3a00JIBaHMs HA
cheuHUTENHaTa ThKaH 1 BAX cieq Xupypruina KopeKIus Ha BPOACHU ChPIACYHH 3200 IsIBaHUSI.
[NarmenTrre ca paHIOMHU3UPAHU KbM €HA OT YETHPH TEPAIeBTHYHH TPYIH: 1ane0o, cuiaeHapm
20 mg, cunaenadmrt 40 mg wiu cwineHadwt 80 mg Tpu T AHEBHO. OT paHIOMU3HPAHUTE

278 maruenTH 277 MaMeHTH ca TOYyYHIN Hai-Maiko 1 103a OT M3MUTBAHOTO JICKAPCTBO.
Wzcnensanara nmomynamnus BkIouBa 68 (25%) mbxe u 209 (75%) xeHu Ha cpeaHa Bb3pacT OT

49 rogunu (muana3oH: 18-81 rogunn) u uzxoHO pascrosaue mexay 100 u 450 metpa (cpenHo:

344 metpa) Ha TecTa ¢ 6-MuHyTHA pazxojka. 175 (63%) OT y4acTHUIIMTE UMAT JUarHo3a MbPBUYHA
6emonpobHa xuneptonus, 84 (30%) — BAX cBbp3aHa cbCc CUCTEMHH 3a00JIsIBaHUSI HA ChbeTUHUTETHATA
ThKaH, a 18 (7%) — BAX cren xupyprudaa KOpeKnus Ha BpOJIeHU ChpaeyuHn 3a0omsBanus. [loBedero
nanueHTH ca BuB ™ dynknuonanen knac nmo C30 (107/277, 39%) wim [1I™ dyHKIIMOHATICH KiIac
(160/277, 58%) npu cpeaHO U3XOJHO U3MHUHATO PA3CTOSHHUE NPU 6-MUHYTHATa Pa3X0AKa ChOTBETHO
378 metpa u 326 MeTpa; mo-Manka 4act ca u3xonHo B [ ¢pynkumonanen knac (1/277, 0,4%) wmu [V
¢ynkunonanes kiac (9/277, 3%). He ca BkiIroueHH ManueHTH ¢ IeBOKaMepHa (Gpakius Ha
n3TiackBane <45% winu neBokamepHa ¢pakus Ha cKbesiBane <0,2.

Cunnenadun (uau wiamnebo) € 700aBeH KbM OCHOBHOTO JICUCHHUE Ha IMAIIMEHTHUTE, KOETO € BKIIFOYBAIIO
KOMOMHAIIWS OT aHTUKOATr'YJIaHTH, JIMTOKCHH, KAJIIIUEBU aHTATOHUCTH, TUYPETHIIN WK Kuciopoa. He e
OwWI10 pa3pelieHo J00aBsIHe Ha POCTAMKIINH, aHAIO3W Ha MPOCTAIMKIIMH U CHJIOTEIMH-PELEITOPHU
AHTArOHHMCTH, HUTO JOOABKa Ha apruHUH. [lallueHTH ¢ Ipe/IIecTBAII0 HEYCICITHO JICUCHUE C
OOCeHTaH ca M3KIIIOYCHHU OT IMPOYYBAHETO.

[IppBryHaTa KpaifHa TOYKA 32 OIIEHKA Ha e(pUKACHOCTTA € IPOMSHATA B TOJIEMHHATa Ha N3MHUHATOTO
pascrosiHue Tipu 6-MuHyTHA paszxonka (MP6MP) cnen 12 ceamuiiu cipsiMo U3XOTHOTO H3MHUHATO
pascrostaue. CTaTHCTHYECKH 3HAYMMO HapacTBaHe Ha IPOMP e HaOntogaBaHo BbB BCHUKUTE 3 TPYyNHU
che cuieHadm crpsiMo ane6o. Kopurupanoto cipsmo rmiarne0o yBennyaBaHe Ha TOJIEMUHATA Ha
HNP6MP e 45 metpa (p < 0,0001), 46 metpa (p < 0,0001) u 50 metpa (p < 0,0001) croTBETHO 32
cunnenadun 20 mg, 40 mg u 80 mg Tpu mpTH AHEBHO. He ce oTunTa CUrHU(UKAHTHA pa3iuKa B
edexTa MeXIy pa3IuIHATe 103U criaeHadwl. [Ipu manueHTH ¢ U3X0JHU CTOMHOCTH Ha TOJIeMHUHATa
Ha IP6MP < 325 m ce nabmtoaBa no-rojisiMa €QUKaCHOCT MPH MO-BUCOKHU J03H (KOPUTHPAHH CITPSIMO
miame0o yBenudeHue ot 58 merpa, 65 MeTpa u 87 MeTpa chOTBeTHO 3a 103u 20 mg, 40 mg u 80 mg
TPH ITBTH THEBHO).

[Tpu ananmm3 criopen pyakunonamaus xirac 1o C30 e HabIoJaBaHO CTATUCTUIECKH 3HAYHMO
yBenmuaBane Ha IP6MP mipu rpynara ¢ no3a 20 mg,. 3a xiac Il u xiac 11 e HabnmromaBano
KOPHUTHUPAHO CIIPSAMO IUIaledo yBeluueHue choTBeTHO ¢ 49 metpa (p = 0,0007) u 45 metpa
(p=10,0031).

YBenmuaBaHeTo Ha roemurara Ha UP6MP ce mposiBsBa ciien 4-ceIMAYHO JISUSHNE U TO3U eEKT ce
3ama3Ba KbM §-Ta U 12-Ta ceamuiia. Pe3yaraTure KaTo LsUI0 ca YCTOMYMBH B PA3IUYHUTE OATPYIH,
000co0eHu B 3aBHCUMOCT OT eTHoJorusaTa (mppBrdHa i BAX, cBbp3aHa ChC CUCTEMHHU
3a00JIIBaHuUs Ha CheJIMHUTENIHATA ThKaH), hyHKIMoHaNeH kiac mo C30, 1o, paca, MECTOIIOJIOKECHHE,
cpeliHa CTOMHOCT Ha OenonpooHoTOo apTepuanHo Hamsrane (BAH) u uHaekc Ha 6e10IPOOHOTO ChIOBO
cwrportusnenue (bCC).

[Tpu BcuKyM ManyeHTy, NpueMalii cruiiieHaduI, He3aBUCUMO OT /103aTa € IIOCTUTHATO CTaTHCTHISCKU
3HaYMMO TIOHMKEHHE Ha CPEIHOTO OenopoOHo aprepuanno Hamsrane (cbAH) n 6emonpobHOTO
c¢ba0Bo crpoTuBiieHue (BCC) cnpsmo mnane6o. Edekrture ot neuenuero cbAH, kopurupanu
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crpsmo miare6o e —2,7 mm Hg (p = 0,04), -3,0 mm Hg (p = 0,01) u -5,1 mm Hg (p < 0,0001) 3a
cunaenadpun 20 mg, 40 mg u crorBetHO 80 mg TpH bTH AHEBHO. Edexture Bopxy BCC, kopurupanu
crpsaMo mwiane6o ca -178 dyne.sec/cm’® (p=0,0051), -195 dyne.sec/cm® (p=0,0017)

u -320 dyne.sec/cm’ (p<0,0001) 3a cunaenadui croreTHo 20 mg, 40 mg u 80 mg TPy IIBTU AHEBHO.
[Iponentroro Hamanenne Ha bCC (11,2%, 12,9%, 23,3%) Ha 12 ceqmuna 3a cwinenadmt 20 mg,
40 mg u 80 mg TpH IHTH THEBHO € MPOTIOPITHOHATHO ITO-TOISIMO OT OHIKEHHETO Ha CHCTEMHOTO
cpaoBo cerporusieHue (CCC) (7,2%, 5,9%, 14,4%). EdbextsT Ha cunaeHa I BbPXY CMBPTHOCTTA €
HEM3BECTEH.

[To-rosisiMa yacT OT MaLIMEHTUTE BBB BCAKA OT MOATPYNUTE che cunaenadu (1.e. 28%, 36% u 42% ot
YY9acTHUIUTE, TipreMany cuiaeHadrt cboTBeTHO B 103U 20 mg, 40 mg u 80 mg Tpu mbTH THEBHO) ca
MoKa3aiy moxodpenne Ha ceamuiia 12 ¢ mone enuH ¢pyHknroHaneH kirac no C30, B cpaBHEHHE C
mrane6o (7%). CroTBEeTHUTE CHOTHOIIEHHS Ha prcka ca 2,92 (p=0,0087), 4,32 (p=0,0004) u 5,75
(p<0,0001).

Hannu 3a 0vb120CcpOYHA NpedCcUBAEMOCH 8 HEleKYB8aHama nonyiayusl

[TarmenTure, yyacTBaal B OCHOBHOTO MPOYYBaHE C TIEPOPATHO TIPHIIOKEHUE, ca OVITH TOAXOIAIIH 32
BKJTIOYBAHE B IBJITOCPOYHO OTKPUTO MPOABIDKEHKE Ha TpoyuBaHeTo. Ha Tperara ronuna 87% ot
MalCHTUTE ca pueMaiy 103a oT 80 mg Tpu bTH AHEBHO. 00110 207 manueHTn ca OWIH JeKyBaH! C
Revatio B 0CHOBHOTO MpOy4BaHEe U ABITOCPOYHA MPEKUBIEMOCT IIPH TAX € OMJIa OlEHEHA 3a IIEPHO/
oT MUHUYM 3 roauHu. B Ta3u momynaius oneHKuTe Ha npexuBsieMoctTa 1o Kaplan-Meier Ha 1-1a, 2-
Ta U 3-Ta rojuHa ca ouinu choTBeTHO 96%, 91% 1 82%. [IpexxuBseMocTTa Py NANUEHTUTE C
dbyuaxkmmonanex kiac 11 mo C30, Ha W3X0HO HUBO, Ha 1-Ta, 2-Ta U 3-Ta TOAWHA € OWMIIa ChOTBEHTO
99%, 91% u 84%, a mpu manmenTure ¢ pynknuoHaneH kiac Il mo C30, na u3xoaHO HUBO, Ha 1-Ta, 2-
Ta ¥ 3-Ta ToaMHA € Omia choTBeTHO 94%, 90% u 81%.

Eduxacnocm na nepopannusa cundenagun npu 8v3pacmuu nayuenmu ¢ bAX (koeamo ce usnonssa 6
KOMOUHAYUs ¢ enonpocmenon)

ParnmomMusupano, IBORHOCIIAIIO, IIAIe00-KOHTPOIUPAHO MIPOYIBAHE € MPOBEACHO MpH 267 MalueHTH
¢ BAX, kouTO ca cTabMIM3UpaH ¢ MHTPABESHO3HO MPUJIATaH EMONpOCTeHO. [larueHTruTe, BKIIFOYCHH
B IIPOYYBAHETO, Ca C MbpBUYHA OeronpoOHa apTepuanHa xuneptoHust (212/267, 79%) u BAX,
CBBbp3aHa CbC CUCTEMHHM3a00IsIBaHUS Ha ChbeAMHUTENHAaTa ThKaH (55/267, 21%). IloBeueTo nauneHTH
ca ¢ pynkuuonanes kiac o C30 II (68/267, 26%) wim 111 (175/267, 66%); HIKOIKO MALUEHTH Ca C
knac 1 (3/267, 1%) wmu IV (16/267, 6%) Ha N3XOAHOTO HUBO; MPU HIAKOJKO NauueHTu (5/267, 2%),
dbyaxmmonanauAT Kinac mo C30 e memsBecteH. [laruenTuTe ca paHIOMU3MPAaHA Ha TUTAIE00 TN
cunnenadwun (mpu GUKCUpaHo TUTpUpane, 3amogBamio ot 20 mg mo 40 mg u cien ToBa 80 mg Tpu
IIBTH HA JICH CIIOpENl TOHOCHMOCTTA), KOTaTO Ce M3M0JI3Ba B KOMOMHAIIMS C MHTPABEHO3HO MpUIIaraH
€TMONPOCTEHOIL.

[TbpBUUHaTa KpaiiHa TOUKa 32 e(UKAaCHOCT € MPOMsIHATa OT U3XOJHOTO HUBO JI0 ceaMula 16 Ha
roJeMHHAaTa Ha U3MHHATOTO Pa3CTOSIHUE NIPpU 6-MUHYTHA pa3zxojka. lma craTucTnyeckn 3HaunMma
107132 OT cuieHad w1 B CpaBHEHHUE ¢ IU1ae0o, OLEHEeHa ¢ IPOMSHATa B TOJIEMUHATa HA U3MUHATOTO
pascTosiHre TIpH 6-MUHYTHA pasxoaka. CpemHo, KOpUTHPAHO CHPSIMO TiIarne6o, yBeITndeHHe OT

26 MeTpa B ©I3MHHATOTO PA3CTOSHHUE € HaOM0aaBaHo B on3a Ha cuiigenadun (95% AU: 10,8, 41,2)
(p =0,0009). 3a maneHTH ¢ U3XOHO U3MUHATO Pa3CTOSIHHE > 325 MeTpa, €PEKTHT OT JICUCHUETO €
38,4 MeTpa B 10J13a Ha CHIIACHA(UIT; 33 AIIMEHTH C M3XOIHO U3MHHATO pa3cTosHue < 325 MeTpa,
eeKThT Ha JICYUEHHETO ¢ 2,3 MeTpa B 1oJ3a Ha mianebo. 3a nanueHTu ¢ mbpBudHa bAX edexTsT oT
nedenueto e 31,1 metpa, cpaBHEHO cbC 7,7 MeTpa Ipu nanueHTu ¢ BAX, cBpp3aHa cbC CHCTEMHH
3a00J1sIBaHUS Ha CheMHUTEIHATa ThKaH. Pasiukarta B pe3ylraTure Mexy Te3U paHJOMU3UPaHH
HOJIPYIIY MOJKE J1a c€ € IIOBUIIMJIA 10 CIIy4alHOCT, IOpajy OrpaHUuEHUs pa3Mep Ha MoJena.

[Tpu nanmeHTH Ha cUIIeHADUI € JOCTHTaTO CTATHCTHYECKH 3HAYMMO HaMaJIeHHUE Ha CPETHOTO
Oenoapo6Ho apTepuanHo Hansrane (mPAP), B cpaBaeHue ¢ Te3n Ha muiane0o. CpeaeH, KOpUrupaH
copsiMo 1uiane0o, eext Ha JeueHneTo -3,9 mmHg e nabmogasan B monsa Ha cunaenadun (95% JAU:
-5,7,-2,1) (p = 0,00003). BpemeTo 10 KNMHUYHO BIIOMIABaHE € BTOPUYHA KpaiiHa TOUKa, Ae(UHUPAHO
KaTO BPEMETO OT PaHIOMHU3MPAHETO JI0 IIbPBATa MPOsBa Ha KIIMHUYHO BIIOIIABaHE (CMBT,
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TpaHCIUIAaHTaLMs Ha Osi1 Ipo0, 3aliouBaHe Ha Tepamusi ¢ 00CEHTaH WU KIMHUYHO BJIOLIABAHE,
HaJIaramio MpoMsiHa Ha TepamnusTa c ernonpocTeHonN). JleueHnero cbe cuaeHauia 3HaYMMO OTJiara
BpPEMETO 10 KIMHUYHO BiiomaBane Ha BAX B cpaBHenue c miiauedo (p = 0,0074). IIpu 23-ma ot
MalMeHTHTe B IU1anedo rpynara e HabnroJaBaHo KIMHUYHO Biomasane (17,6%) B cpaBHeHHE C

8 marpienTy ot rpymnara cbe craeradun (6,0%).

Jlannu 3a 0v120CPOYHAMA NPEANCUBAEMOCI O OCHOBHOMO NPOVYEAHE HA eNONPOCHEHO

[TanneHnTH, yyacTBaau B IPOyYBaHE HA CIIOMPOCTEHOI KAaTO AOMBIHUTEIHA Teparus, ca OTTOBapsUIU
Ha KpUTEPHUUTE 3a BKIIOYBAHE B ABJITOCPOUHOTO OTBOPEHO NPOAbIKEHUE Ha poyuBaHeTo. Cien Tpu
roguHu 68% OT MalueHTHTe ca npueMainy no3a ot 80 mg tpu mbTr JHeBHO. OOMmO 134 manuenTu ca
JieKyBaHM ¢ Revatio B TbpBOHAYATHOTO MPOYYBAHE U TEXHUAT CTATYyC 10 OTHOIIICHUE Ha
IBJITOCPOYHATA MTPEKUBSIEMOCT € OIICHEH 3a MUHUMYM 3 TOOWHU. B Ta3u momyamus OoleHKUTe Ha
npexxuBsaeMoctTa o Kaplan-Meier Ha 1-Ta, 2-1a u 3-Ta roguaa ca Omnn coTBeTHO 92%, 81% 1 74%.

EdwukacHocT 1 6e300acHOCT ITpy Bb3pacTHY narmedTn ¢ BAX (nipu npuiiarane B KOMOWHAITHS ¢
0oceHTaH)

Pannmomusupano, 1BOMHO-CIIATIO, IIAIE00-KOHTPOIUPAHO IIPOYUBaHE € TpoBeacHO npu 103 KITHHUIHO
crabmran nmanueHTr ¢ BAX (dbyuakumnonanen kiac II u Il mo C30), kouTo ca mpoBEK AN JICUSHUE C
0OCeHTaH 3a MUHUMYM TpH Mecena. [lannentute ¢ BAX, BKIIIOUEHU B MTPOYYIBAHETO Ca C IIbPBUYHA
BAX 1 BAX, cBbp3aHa ChC CHCTEMHU 3a00JIsIBAaHNS HA ChEAMHUTEIHATA ThKaH . [lanmenTuTe ca Ounm
paHIOMuU3MpaHy Ha manebo i cungenadun (20 mg Tpu IbTH THEBHO) B KOMOMHALMS ¢ OOCEHTaH
(62.5-125 mg nBa mbTH AHEBHO). [IbpBHYHATA KpaifHa TouKa 3a epuKacHOCT € OMila MpoMsHaTa OT
M3XOHO HUBO 10 ceamuIia 12 B ronemunara Ha UP6MP. Pesynrarure mokas3sart, ue HAMa 3HaAYAMAa
pasirKa B cpeHaTa mpoMsiHa Ha roemuHata Ha MP6MO B cpaBHEHHE C H3XOTHOTO HUBO,
HaOmoaBaHa Mexay cunaenadun (20 mg Tpu mbTH AHEBHO) U wanebo (13,62 m (95% JAU: -3,89 mo
31,12) u 14,08 m (95% AU: -1,78 10 29,95), CbOTBETHO).

Pasnuku B ronemunata Ha IP6MP ca HaOnroiaBanu Mex 1y nanueHTute ¢ mbpeudHa BAX u Te3u ¢
BAX, cBbp3aHa chCc CHCTEMHH 3a00JIIBaHUS Ha CheIMHUTEIHATA ThKaH. [Ipu manuenTruTe ¢ mbpBUYHA
BAX (67 ygacTHUIHN), CpeTHUTE CTOWHOCTH 32 IPOMSHA OT U3XOIHO HHUBO Ca OMIIM CHOTBETHO

26,39 m (95% JAU: 10,70 mo 42,08) u 11,84 m (95% JU: -8,83 mo 32,52) 3a rpymute Ha cunaeHadun
u Ha mare6o. [Tpu narmentute ¢ BAX, cBbp3aHa cbC CUCTEMHHM 3a00JISIBAHUS HA ChEIMHUTEITHATA
ThKaH (36 y4acTHUIIM), 00aue, CPSIHUTE CTOMHOCTH Ha TIPOMSIHATA OT U3XOJHOTO HUBO ca OMITN
choTBeTHO -18,32 m (95% IU: -65,66 no 29,02) u 17,50 m (95% JAU: -9,41100 44,41) 3a rpynara Ha
cunneHad I 1 Ha 1miamneto.

Hexenanute cpOnuTHS KaTO ISUT0 ca OMITM TIOJOOHHU MIPH JBETE TEPAIEBTUYHH TPy (CHaeHa(wI
Itoc OOCEHTaH CIpsIMO OOCEHTaH CaMOCTOSITEITHO) U ca CHbOTBETCTBAIM HA M3BECTHHUS PO Ha
0e30MacHOCT Ha cuiieHaUII, KOTaTo Ce M3I0I3Ba KaTo MOHOTepanus (BxK. Touku 4.4 u 4.5).

EdekTu BbpXYy CMBPTHOCTTA OPHU Bb3pacTHU ¢ BAX

[IpoBeaeHo ¢ mpoy4BaHe 3a u3cjeaBaHe Ha eDeKTUTE Ha Pa3IMYHM JO30BH HUBA Ha CHIIICHA(DHUIT
BBPXY CMBPTHOCTTA IpH BB3pacTHU ¢ bAX ciex HaOmogaBaHe Ha MOBHINECH PUCK OT CMBPTHOCT IIPH
MeANAaTPUYHU MAIMCHTH, MTOJTyYaBally BUCOKA J103a CIWIACHA(UI TP IIFTH JIHEBHO, Oa3upaHa Ha
TEJECHOTO TETJIO, B CPABHEHUE C TE3U, MPUEMAIllK MTO-HUCKA 1032, B IBJITOCPOUYHOTO MPOIBIKEHNUE Ha
MeIUATPUYHOTO KIMHUYHO U3NUTBAHE.

[IpoyduBaHeTo € paHAOMHU3HUPAHO, IBOIHOCIIAIO, MApaJIETHO-TPYIIOBO IpOoy4BaHe mpu 385 Bb3pacTHH C
BAX. IlanmmentuTe ca pasnpezaeneHu Ha ciryvaeH npuHiun 1:1:1 B exHa ot Tpu rpymnu Ha pueMm (5 mg
TPH T THEBHO (4 MIBTH MMO-HUCKA OT MPETIOPBUHTEHATA J1032), 20 Mg TPU ITBTU JTHEBHO
(mpenopbunTenHara n1o3a) 1 80 mg TpU MBTH JHEBHO (4 ITBTH MO-BUCOKA OT MPENOpbUNTETHATA
no3a)). Kato usmo no-roisiMara yact oT y4acTHHLIUTE He ca monydaBanu gedeHne 3a BAX (83,4%).
[Ipu moBedero ydactHUIM eTHonorusaTa Ha bAX e uanonartnana (71,7%). Haii-uectust
¢ynakmonaner kiac mo C30 e xmac I (57,7% ot yuactHuuTe). Benukure Tpu rpynu Ha Jie4eHHE ca
no0pe OalaHCHpaHU 110 OTHOIIEHHE HA M3XOAHATE IeMOTpadCKU TaHHU Ha OATpyTiaTa 3a
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XpoHOJIOTHS Ha JiedeHneTo Ha BAX u etnonorus Ha BAX, KakTo ¥ 110 OTHOIIICHUE HAa KAaTETOPUHTE 32
¢yskunonanen kiac mo C30.

UYecroTara Ha cMBpTHOCT € 26,4% (n = 34) npu 1032 5 mg Tpu IbTH JHEBHO, 19,5% (n = 25) npu
nmo3ata 20 mg Tpu mbTH AHEBHO H 14,8% (n = 19) npu no3a 80 mg Tpu IbTH JTHEBHO.

IleguaTpryHa IOMYJIAIHS

THepcucmupawa 6e100pobHa Xunepmouust Ha HOBOPOOEHOMO

[IpoBeneHo e paHAOMU3HNPAHO, TBOMHOCIIATIO, TAPAJIEIHO-TPYTIOBO, IIAre00-KOHTPOINPAHO
MIpoyYBaHe C JBE paMeHa IIpH 59 HOBOPOJEHU C IMEPCUCTUPAIa OSIIOAPOOHA XUTICPTOHHUS Ha
HOoBOpoaeHoTo (IIBXH) mmm xunokcudnHa quxateirHa HeaocTaThIHOCT (X/1X) 1 HOBOPOIEHH ¢ PHCK
3a [IbXH c ungexc Ha okcureHanus (MO) > 15 u < 60. [IspBuyHaTa 1e1 € oleHKa Ha e(UKacHOCTTa U
Oe3onacHoCTTa Ha cuiieHa(WII, TPUIIOKEH HHTPABEHO3HO, KOraTo ce J00aBs KbM HHXaJIaTOpeH
azoten okcuj (iNO) B cpaBHeHue ¢ iNO caMOCTOSITEITHO.

ChcTaBHUTE MHPBUYHH KpalHU TOYKH Ca Y€CTOTaTa Ha HEYCIEX OT JeUeHHeTo, NeuHIpaH KaTo
HEOOXOIMMOCT OT JOIIBIHUTENHO JieueHne, HacodeHo KpM [IBXH, HeoOXoauMocT oT
ekcTpakoprnopainHa memopanHa okcureius (ECMO) uim cMBpT 10 BpeMe Ha MPOyYBaHETO, KAKTO U
MPOJIBIDKUTEITHOCT Ha JieueHneTo ¢ iNO cliej] 3aroYBaHe Ha HHTPABESHO3HO MPUIIOKECHUE HA
M3MUATBAHOTO JIEKAPCTBO NP MAIIMEHTUTE 0e3 HeYyCIeX OT JeUeHUeTo. Pa3nnkara B uectorata Ha
HEyCIIeX OT JICYCHNETO HE € CTATHCTUIECKH 3HAUMMa MEXKIY JBETE TeParieBTUIHHU IPYITH (CHOTBETHO
27,6% u 20,0% B rpynara ¢ iNO + cuinnenadwmr nHTpaBeHO3HO U rpymnata ¢ iNO + miane6o). [Ipu
MarueHTuTe 6e3 HeyCIeX OT JISYEHUETO CpelHaTa MPOABIDKUTETHOCT Ha jtederne ¢ iNO cnen
3aro4BaHe HA MHTPABCHO3HOTO MPUIIOKCHHUE HA U3MUTBAHOTO JICKAPCTBO € €/IHA U ChIIIA,
npuban3uTeNHO 4,1 THU, 3a IBETE TEPANICBTUYHY TPYIIH.

CroO11aBa ce 3a HeXKeJIaHH ChOUTHS, CBHP3aHH C JICUSHUETO W CEPHO3HU HEXKETaH!U ChOUTHS
cpoTBeTHO npu 22 (75,9%) u 7 (24,1%) yuactHunm B TepaneBTiHyHarta rpyna ¢ iNO + cunneHaduin
HMHTPaBEHO3HO M IIpU cbOTBETHO 19 (63,3%) u 2 (6,7%) yuactHunu B rpynara c iNO + muiane6o. Haii-
4eCTO ChOOIIaBaHUTE HEXKEIaHH ChOUTHUS, CBBP3aHU C JICUCHUETO, ca XUIOTOHUS (8 [27,6%]
y4acTHUIM), xunokanuemus (7 [24,1%) ydacTHUALN), aHEMUSI U CHHAPOM Ha OTHEMaHe Ha
nexapcTBoTO (4 [13,8%)] yuactHuim 3a Besiko) u Opaaukapaus (3 [10,3%] yyactHuLmM) npu
TepanepTnyHara rpyma ¢ iNO + cunnenadun nHTpaBeHO3HO U MHeBMoTOopakc (4 [13.3%] ygacTaunn),
aHeMus, OTOK, XxunepOwinpyOuHemus, nopuieH C-peakTiBeH npoteuH u xunotoxus (3 [10,0%]
YYacTHHIM 32 BCAKO) B TepaneBTHyHata rpyna ¢ iNO + miane6o (Bx. Touka 4.2).

5.2 ®apmakokMHETHYHHU CBOHCTBA

Abcopbuus
Cpennara abCoNFOTHA OMOHATMYHOCT HA CHIICHA(HI clie]l TIepopaiHo npuioxenue e 41% (B

pamkute Ha 25-63%). B mpoyuBane A1481262 ca 6unm HabmogaBaau Cmax, CL 1 AUC (0-8) ot
248 ng/ml, 30,3 1/h u 330 ng h/ml, chorBeTHO. Cmax 1 AUC (0-8) Ha N-ne3mermin-metabonura ca Ouimm
30,8 ng/ml u 147 ng h/ml, crTOBeTHO.

Pasnpenenenue
CpenausT cTarrioHapeH ooeM Ha paznpenencaue (Vss) Ha cunaeHadwmr e 105 1, koeto mokasBa

pasmpenenenne B Thkaaute. Cien nepopaiieH npueM Ha 20 mg Tpu IbTH JHEBHO CpeaHaTa
MaKkcHMaHa 00I11a MIa3MeHa KOHIICHTPAIUs B CTAI[MIOHAPHO ChCTOSIHUE Ha CUIIICHA(DUII &
npubmsutenHo 113 ng/ml. Cungenadun 1 OCHOBHUAT My IUpKyHpail N-I1e3MeTHI-MeTabouT ca
npuOIN3UTETHO 96% CBBpP3aHU C IIa3MeHuTe NpoTeuHu. CBBP3BAaHETO C MIA3MEHUTE MTPOTEHHH €
HE3aBUCHMO OT OOIIUTE JIEKAPCTBEHU KOHIICHTPAIUH.
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Buotpanchopmaris

KnupbHCBT Ha cungeHadu ce OChIIECTBIBA MIPEIUMHO Ype3 YePHOIPOOHNUTE MUKPO30OMHHU
nzoen3uMu CYP3A4 (rnased pT) 1 CYP2C9 (BrOpocTeneneH mbT). [ TaBHUST HUPKYIUpAaIL
MeTaboHT ce mosrydaBa upe3 N-nemeTunnpane Ha cunneHad . To3u MeTabonut uma rnpodui Ha
dhochoamectepasna CeIeKTUBHOCT MOI00CH Ha cuineHadw u in vitro apuautetr kKbM OJIES
nmpubm3uTenHo 50% OT TO3W Ha OCHOBHOTO JIEKapCTBO. N-1€3MEeTHI-METab0IUTHT ce MeTabomn3npa
IOTBJIHATETHO ¢ TEPMHHAJIEH TTOTY>KHBOT NMPpUOIM3uTENnHO 4 yaca. [Ipu manuenTn ¢ 6enoapooHa
apTepualiHa XUIICPTOHUS TUIA3MEHUTE KOHIIEHTPAMU Ha N-J1e3MeTHII-MeTa00JIuTa ca MPUOITH3UTESITHO
72% oT Te3u Ha cuiaeHadu cies nepopaieH npueM Ha 20 mg Tpu MbTH AHEBHO (KOETO 03HA4YaBa, ue
MPUHOCHT MYy KbM (hapMaKOJIOTHYHOTO JIeHCTBUE Ha criiaeHadun € 36%). JlombaHuTeTHUAT eeKT
BBPXY e(hukacHOCTTa He € n3BecTeH. [Ipu 3apaBu 1OOpOBOIIIM TUTa3MEeHNTE HIBA HA N-e3MeTHII-
MeTabonnTa ClleZ] HHTPaBEHO3HO MPIJIOKEHUE ca 3HAYUTEITHO TO-HICKH OT Te3W, HaOII0JaBaH! MPH
nepopaiHo npuioxeHue. CTalmoHapHATE TUIa3MEHN KOHIIEHTpanny Ha N-1e3MeTrniI-MeTabonnTa ca
npubusuTenHo 16% copsmo 61% oT Te3u Ha cueHaduI Clie i.v. U IePOPATHO MPHIIOKESHUE
CHOTBETHO.

Enumunupane
OOuUAT TeaeCeH KIUPBhHC Ha cuiaeHadui ¢ 41 1/h, koeTo Boau 10 MOIYKHUBOT B TepMUHAIHATA (a3a

3-5 gaca. Cieq mepopaiiHO WITH HHTPABEHO3HO MPIIIOKEHHE CHIIeHAdHI ce eKCKpeTHpa moa opmata
Ha METa0OJUTH MIPEIMMHO B U3NpakHeHUsATa (pudim3utenHo 80% OoT npuiokeHarta rnepopaiHa
J1032) ¥ B TI0-MaJIKa CTEIeH B ypuHarta (mpubiau3utesHo 13% oT npuitoskeHaTa rnepopaiiHa J103a).

®apMaKOKMHETHKA IMPH CHCIUATHU TPy MMAIUEHTH

Cmapuecka gv3pacm

3npaBu 100OPOBOIIIM B CTapUYecKa Bb3pacT (>65 ToAMHN) ca UMalli HaMaJieH KIIMPBHC Ha CHUIIICHA(pIIT,
KOETO € JIOBEJO 10 0KoyIo 90% IMo-BUCOKH TUIa3MEHU KOHIICHTPAIMY Ha CUIICHA(WIT U akTUBHUS N-
JIE3METHIT METa0OJIUT CIIPSAMO HAOIIOJaBaHUTE TIPU 3][paBH Mo-Mitau gooposoiiu (18-45 rogunm).
ITopaau Bb3pacTOBOOOYCIOBEHN PA3JIMKKA B CBBP3BAHETO C IUIA3MEHH [IPOTEHHU, CbOTBETHOTO
HapacTBaHE Ha IJIa3MEHH KOHIICHTPAINK Ha HECBbp3aHus cuiaeHadui e ¢ okono 40%.

bvopeuna neoocmamvunocm

[Tpu noGpoBomH ¢ 1eKo A0 yMepeHo OBOpeuHo yBpexaaHe(KpeaTHHUHOB KIupbHC =30-80 ml/min)
(hapMaKOKMHETHKATa Ha CHIAeHa(I He ce € MPOMEHMIa CIIe] IPUEM Ha eTHOKpaTHa 1o3a oT 50 mg.
[Ipu 106poBOIITH ¢ TEXKKO OBOPEUHO YBpexaaHe (KpeaTHHHHOB KIupbHC < 30 ml/min) KIMPHHCHT HA
cumeHadmI ce € MOHmKWI, KoeTo e moBeso 1o cpeano HapacTBaHe HA AUC M Cmax, CBOTBETHO CHC
100% u 88%, cipsiMo chOTBETHA IO BB3PACT Tpyma J00poBoiy 6e3 6p0pedHo yBpexnane. OcBeH
TOBA MPH JIKIA ¢ TeXKO 0b0peuHo yBpexaane cTORHOCTUTE HAa AUC ¥ Chax 32 N-Ie3MeTHII-
MeTa0oJMTa ca 3HAaYUMO TO-BUCOKH, CbOTBETHO ¢ 200% u 79%, cpsimo nuiia ¢ HopMaiiHa Ob0peyHa
GyHKIMSL.

Yeproopobdua Hedocmamvynocm

[Ipu noOGpoBoLH ¢ JieKa 10 yMepeHa uepHoapoOHa upo3a (Child-Pugh kiac A u B) kiupbsHCHT Ha
cwiIIeHa(UI € MOHIKEeH, koeTo Boau 1o HapacTBaHe Ha AUC (85%) 1 Cmax (47%) cripsiMO CHOTBETHA
0 BB3PacT rpymna 1o0poBoy 6e3 4epHOAPOOHO yBpexkaaHe. B nombiaHeHNe, pyu MalueHTH ¢
rupo3a ctoHocTUTe Ha AUC U Cpax 32 N-J1€3MeTHII-MeTa00IUTa ca 3HAYMMO TI0-BHCOKU ChOTBETHO
cwe 154% u 87% crpsimo nuiia ¢ HopMaiHa yepHoapoOHa pyHkimsa. dapMakoKHHETHKATa Ha
cunaeHapWIT MPH MAITUEHTH ¢ TEXKO HapyIieHa depHoapoOHa GYHKITHS HE € TIPpOoyUeHa.

Ionynayuonna gpapmakoxkunemuxa

[Ipu nauuenTtu ¢ 6enoapoOHa apTepHanHa XUIEPTOHHS CPEAHNUTE CTALMOHAPHU KOHIICHTPALIUH Ca C
20 — 50% 1mo-BHCOKHM B paMKHTE HA MIPOYUYEHUS T030B JUANAa30H Ha MEPOpaIHO MpuiiokeHue ot 20-

80 mg Tpu MbTH AHEBHO, OTKOJIKOTO MPH 3IpaBu J0OpoBoiIH. OTueTeHO € yaBosBaHe Ha Cmax CIIPSIMO
31paBu 1oOpoBoiy. Te3u nBe HAOMIOAEHUS COYAT IO-HUCHK KIIMPBHC W/UIIH [I0-BUCOKA IIEpOpaIHa
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OMOHATMYHOCT Ha CHIIeHA(UI IPH TTAlMeHTH ¢ 6emoapoOHa apTepraiHa XUIIEPTOHUS, B CpaBHEHHE
ChC 37]paBH JOOPOBOILIH.

5.3 IlpenkJMHUYHM JAHHHU 32 0€30MACHOCT

HexnuananuTe nanau, 6a3upaniy ce Ha KOHBEHIIMOHATHN (hapMaKOJIOTHYHH MIPOYYBAHUS 32
0€e301acHOCT, TOKCHYHOCT ITPH MHOTOKPATHO MPHIIOKEHNE, TEHOTOKCHYHOCT U KapIIMHOTEHEH
MOTEHIIUAI, PETIPOJYKTHBHA TOKCUYHOCT U TOKCUYHOCT 33 Pa3BUTHETO HE Ca Pa3KpUIH CrieluUICH
PHCK 3a YOBeKa.

[Ipu MankuTe Ha TUTBXOBE, TPETHPaAHHU TIpe- U mocTHataidHo ¢ 60 mg/kg cunnenadw, e HabmMo1aBaH
MTO-MaJTbK Opoi Ha MaJKUTE, TO-HUCKO TErJI0 Ha MAJIKATE Ha ITbPBUS JIEH U TTOHIKEeHA 4-THeBHA
MIPEKUBAEMOCT TIPH €KCITO3UIINH, KOUTO ca MpHOIm3uTenHo 50 IbTH MO-TOJIEMHU OT OYaKBaHaTa
SKCITO3UIIMS TIPH YOBEKA MPU MHTPABEHO3HO MpHIoKkeHue Ha 10 mg Tpu mbTH nHEBHO. EQextute npu
HEKJIMHUYHUTE MIPOYYBAHUS Ca HAOJII0ITaBaHU MPHU SKCIIO3UIINH, 32 KOUTO C€ CUUTA, Y€ HAIXBBLPIIAT B
JOCTaThbuHA CTENIEH MaKCHUMaJlHaTa eKCIIO3UIHSI ITPY YOBEKa, KOETO MOKa3Ba MAJIKO 3HAYCHHUE 3a
KIIMHUYHATA yroTpeoa.

He e nmano Hexxenmanu peakiuy ¢ Bb3MOXKHA 3HAYMMOCT 3a KIIMHIUYHATA yHoTpeda, HaOIro1aBaH! TPU

JKMBOTHHU IMPU KIIMHUYHO 3HAYMMHU HMBA HA CKCIIO3UIMA, KOUTO Jia HE Ca Ha6J'IIOI[aBaHI/I nB
KIIMHAYHUTC IIPOYYBAHUA.

6. OAPMAINEBTUYHU JAHHA

6.1 Cnucbk Ha NOMOIIHHUTE BelleCcTBA

I'moxo3a
Bona 3a umkeknuu

6.2 HecbBMEeCTHMOCTH

To3m nexapcTBeH MPOAYKT He TPsOBa ja ce cMecBa C APYTH JIGKAPCTBEHH MPOAYKTH HIIH
Pa3TBOPUTENH 32 HHTPABEHO3HO MPUIIOKEHHE, C U3KIIIOUEHHE HA Te3U MTOCOYEHU B TOUKa 6.0.

6.3 Cpox Ha rogHoCT

3 roguHU

6.4 CrnenuajaHu ycJI0BHA Ha CbXpPaHeHHe

To3u nexkapcTBeH NPOAYKT He U3UCKBA HSIKAKBU CIEIHAIHH YCIOBUS Ha ChXpPaHEHHUE.
6.5 JlanHM 32 OMMAKOBKAaTAa

Bcesika omakoBka chabpxka eiud 20 ml mpo3padeH ¢uiakoH, OT CTHKIO THT I, che 3amymanka ot
XJIOpOOYTHIIOBA TyMa U alyMHHHEBa 0OKaTKa.

6.6 CrnenuanaHu nMpeana3Hu MepKU NP U3XBbPJIsiHe H padoTa
To3u nekapcTBeH MPOAYKT HE M3UCKBA PEKOHCTUTYUPAHE U pa3pexaaHe Mpeau ynorpeoa.

Enun 20 ml dnakon chaspka 10 mg cunaenadun (kato mutpart). [Ipenopwsunrennara go3a ot 10 mg
n3ucKBa o0eM ot 12,5 ml, 3a 1a ce MpUIIOKK KaTo HHTPAaBEHO3HA OOYC HHKEKIIHSI.
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XuMudecka u (I)I/ISI/I‘-ICCKEI CBbBMECTUMOCT € JOKa3aHa ChC CIICAHUTE PAa3TBOPUTECIIN:

5% pa3TBOp Ha TIIOKO03a

9 mg/ml (0,9%) pa3TBOp Ha HATPUEB XJIOPHU

pa3TBOp Ha PuHrep nakrar

5% pastBop Ha riok03a/0,45% pa3TBoOp Ha HATPUEB XIOPHIT
5% pa3TBOp Ha IIIOK03a/pa3TBOp Ha PuHrep nakrar

5% pa3TBop Ha rioko3a/20 mEq pa3TBop Ha KaJUeB XJIOPHI

Heusnon3panust JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HCTO TpSI6Ba Ja CC U3XBBPJIAT
B CbOTBCTCTBUEC C MECCTHUTC U3UCKBAHUA.

7. MNPUTEXKATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den [Jssel

Hunepnannus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/05/318/002

9. JATA HA TBPBO PAZPEINABAHE/ITIOJJHOBSIBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

[aTta Ha mppBO pa3pemanane: 28 oktoMBpH 2005 T.

Jata Ha mocienHo moxHoBsiBaHe: 23 centemBpu 2010 r.

10. JATA HA AKTYAJINBUPAHE HA TEKCTA

[Toapo6Ha mHGOpPMAIIKS 3a TO3U JEKAPCTBEH MPOAYKT € MPEAoCTaBeHa Ha yebcaiita Ha EBporretickaTta
areHITus 10 JeKapcTBaTa http://www.ema.europa.eu

43


http://www.ema.europa.eu/

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Revatio 10 mg/ml npax 3a nepopaina cycneH3us

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Cnen pekoHcTUTYHpaHe Bceku ml mepopaiHa cycrnensus coabpka 10 mg cunaenadui (sildenafil)
(xaTo uuTpar).

Enna OyTunka pekoHCTUTYHpaHa nepopaiHa cycnensus (112 ml) ceaspxka 1,12 g cunaenadun (kato
LUTpAT).

HomornHO(1) BerecTBo(a) ¢ U3BECTHO JIEHCTBHUE
Bcekun ml pekoHCTHTYyHpaHa ImepopaiiHa CyCreH3us chappka 250 mg copOUTOII.
Bcekn ml pekoHCTHTYHpaHa epopaliHa CyCIeH3us ChIbpka | mg HaTpueB OCH30aT.

3a BJIHUSA CIUCHK HA IIOMOIIHUTEC BCUICCTBA BHXKTC TOUYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA

[Ipax 3a nepopanHa CyCreH3usl.
bsut mo mouTH Ost1 IIpax.

4. KJIMHNYHU JAHHHA

4.1 TepaneBTUYHHU NOKA3AHUS

Bo3pactau
JledyeHue Ha Bb3pacTHH MAIMEHTH ¢ OeIoApoOHa apTepraiHa XUIePToHus, QyHKIIMoHaIeH kiac 11 u

III mo knacudukarusata Ha C30, ¢ nen nogo0psBaHe Ha paOOTHHUS KaranuTeT. JleMOHCTpUpaHa €
e(hMKacHOCT IIpH IbPBUYHA OeNI0IpOoOHA XUTIEPTOHUS U 0e10p0oOHa XUTIEPTOHMS, CBhP3aHa ChC
CUCTEMHU 3a00JIsBaHYsI Ha CheIUHUTEITHATA ThKaH.

llennaTpuyHa nonyJanus

JledyeHue Ha meAMATPUYHU MAIMEHTH HA BB3pacT oT 1 o0 17 roaunu ¢ OGenoapoOHa apTepuanHa
XHUnepToHus. JleMoHcTpupana e epuKacHOCT IO OTHOIIEHHE Ha IOJ00psIBaHe HA paOOTHHS KamanuTeT
win OenoapoOHaTa XeMOAMHAMUKA [TPH ITbPBUYHA 0eJI0ApOoOHa XUIIEPTOHUS U OenoapoOHa
XUIEPTOHUS, CBbP3aHa C BPOJCHH ChPJICYHU 3a00sBaHus (BXK. Todka 5.1).

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Jleuennero TpsOBa 1a ObJC 3aMI0YHATO U MOHHTOPHPAHO CaMO OT JIEKap ¢ KIMHUYCH OIUT B
JIieYeHneTo Ha OenoapoOHa apTepraiHa XurnepToHus. B ciyyail Ha KITMHHYHO BIIOIIABaHE BHITPEKH
nevyeHueto ¢ Revatio, Tpsa6Ba ga 0b1aT 00CHIEHN aNTepPHATHBHH TEPAIIEBTUYHH TTOIXOIH.

EO3I/IQOBK3

Bwv3pacmuu
[Ipenopruntennara go3a € 20 mg Tpy IBTH THEBHO. JIekapuTe TpsiOBa 1a TOCHBETBAT IMAIIMCHTHTE,

KOUTO ca MPOITyCHaIIu pueM Ha Revatio, 1a mpueMart /103a pu TbpBa B3MOXKHOCT U CJIE] TOBA Ja
MIPOIBIDKAT ¢ HOpMamHUs npueM. [lanmenTrTe He TpsOBa Ja mpueMar ABOMHA /1034, 3a Ja
KOMITCHCHpAT IPOITyCcHATaTa 103a.
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Ieouampuuna nonyrayus (om 1 2oouna 0o 17 200unu)

3a neMaTpUYHU MAIEHTH Ha Bh3pacT oT 1 10 17 TouHu, MpernophunuTeTHaTa 1032 MPU MalUeHTH
<20 kg e 10 mg (1 ml ot pekoHCTUTYMpaHAaTa CYCII€H3HUs1) TPU IbTH JTHEBHO, a MpH narueHTn > 20 kg
e 20 mg (2 ml ot pekoHCTUTYUpaHaTa CyCIIeH3Us1) TPH IbTU THEBHO. [Ipy nequaTpuyHy nauyueHTy ¢
BAX He TpsiOBa 1a ce mpuitarat Mo-BHCOKH OT IPETIOPHUYUTEITHATE 03U (BXK. CBIO Touku 4.4 u 5.1).

Hayuenmu, npuemawu Opyeu i1ekapcmeenu npooyKmu

[To mpuHIHMIT BCAKO amanTHUpaHe HA J03aTa TPSAOBa /1a ce MPaBu caMo CJiel BHUMaTelTHa OIleHKa Ha
CHOTHOIIICHUETO ToN13a-puckK. [Ipu manmentn, Beue nomydaBamu CYP3 A4 naxuburopu Kato
SPUTPOMUIIMH UM CAKBUHABHP TPSAOBA Jla C€ OOMHUCIHM HU3XOIA1Ia KOPEKIHs Ha jo3ata 1o 20 mg aBa
IIBTH THEBHO, TIPY €THOBPEMEHHO MpHJIarane Ha cuiieHadwi. B cirydaii Ha e THOBPEMEHHO
npuwiokerue ¢ mo-mMomuu CYP3 A4 nHXUOUTOPH KAaTO KJIAPUTPOMUIIMH, TSIUTPOMHUIIMH U HE(a3010H
€ TIPENOPHUNTEITHO MMOHIKaBaHe Ha j03aTta 10 20 mg BeqHbK JHeBHO. OTHOCHO ynoTpebaTa Ha
cwiaeHadu ¢ Hali-monrHute nHxuouTopu Ha CYP3 A4 Bikre Touka 4.3. Moxe J1a ce HaIOXH
aJlanTUpaHe Ha J1o3aTa cuieHadm, Korato ce npuiara eqHoBpeMerHo ¢ CYP3A4 nnaykropu (BX.
TouKa 4.5).

CrienaiHy momyJIaIuu

Cmapuecka v3pacm (=65 200unu)

ITpu manueHTH B cTapyecka Bh3PACT HE ¢ U3UCKBAT KOPEKIMH Ha 703aTa. BB3MOXKHO € KITHHUYHATA
e(pUKaCHOCT, M3MEPEHA Upe3 U3MHHATOTO Pa3CTOSIHUE IT0 BpEMe Ha 6-MUHYTHA pa3xojKa, fa Obje mo-
MaJiKa MY MaIUCHTH B CTApUECKa Bh3PacT.

bvbpeuno yspesicoane

[Ipu nmaruenTy ¢ 6B0peYHa HEMOCTATHUYHOCT, BKITFOYUTEITHO TeKKa OBOpeuHa HETOCTATHhUHOCT
(xpeatnHUHOB KIUpBHHC < 30 ml/min), He ce M3UCKBAT KOPEKIIMK HA HaYaTHATa J103a. KOpekIus KpM
MO-HUCKa 7032 oT 20 mg /Ba IbTH JHEBHO TPsIOBA J1a ce 0OCHIM Cie]l BHUMATETHA OIICHKA Ha
CHOTHOILICHHETO TOJI3a-PHCK, CAMO IIPH JIUTICA HAa JOOpa MOHOCHMOCT KbM JICUCHHUETO.

Yeprodpobro yepeoicoane

[pu narueHTH ¢ YepHOAPoOHa HemocTaThbuHOCT (Kiac A u B mo Child-Pugh) He ce u3ucksar
KOPEKIIMU Ha HavasHata no3a. Kopekius kbM mo-Hucka 103a oT 20 mg 1Ba MbTH AHEBHO TPsIOBa ja ce
00CH/IH CJie]] BHUMATETHA Ol[EHKA Ha ChOTHOIICHUETO MOJI3a-PUCK, CaMo MPH JIMIca Ha 100pa
MOHOCHMOCT KbM JICYCHHETO.

Revatio e npoTuBOMOKa3aH Mpy NalMEHTHU C TEXKa YepHOApoOHa HegocTarbuHocT (kiaac C no Child-
Pugh) (Bx Touka 4.3).

Tleouampuuna nonyrayus (0eya noo 1 200una u Hogopooenu)

Cungenadun He TpsIOBa J1a ce M3MONI3BA TP HOBOPOJICHHU C MEPCUCTHpAIIa OeI0ApOOHa XUITEPTOHHUS
Ha HOBOPOAEHOTO M3BHH 0J00PEHUTE MTOKA3aHUs, Thif KATO PUCKOBETE IIPEBUIIIABAT ITOI3UTE (BIK.
Touka 5.1). Be3onacHoctTa 1 eukacHocTTa Ha Revatio mpu Apyru 3a00/IsBaHus [IPH JIclia Ha Bh3pacT
moJi 1 romuHa He ca yCTaHOBeHH. JIMICBaT JaHHU.

IIpekpartsBaHe Ha JICUCHUCTO

OrpaHuyeHU TaHHU ITOKa3BaT, Y¢ BHE3AITHOTO MPEKPATIBaHE Ha JISYCHUETO ¢ Revatio He € CBhp3aHo ¢
pebayH1 BiIomaBaHe Ha OenoqpoOHaTa apTepruaiHa XurnepTonus. Bee mak, 3a 1a ce u3derHe
€BCHTYATHOTO HACTHIIBAHE HA PSI3KO KIIMHUYIHO BIIOIIABAHE CIIE MPEKpaTsSIBaHE HA JICUCHUETO, TPSIOBA
Jla ce UMa MpeIBH]T TOCTEIICHHO HaMallsiBaHe Ha f03aTta. [I[penopbuBa ce HHTEH3WBHO HAOIIO/ICHUE
Ipe3 Mepuo/ia Ha MpeKpaTsIBaHe HA JICYCHUETO.

Hauun Ha npusioxeHue

Revatio mpax 3a mepopaiiHa CycIieH3us € caMo 3a IepopaTHO MpIIIoKeHue. PekoHcTHTypaHaTa
repopaiiHa cycrnen3us (0s1a CycIieH3us ¢ apoMar Ha rpo3ie) TpsiOBa J1a ce mpueMa Mpe3 HHTSPBaII OT
0KO0JIO 6 110 8 "aca chC WM 0€3 XpaHa.
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[Ipenan ma n3rernure HeoOXoAMMATA 11033, pa3KiIaTeTe M0Ope OyTHUIKaTa 3a HE TT0-MajKO OT
10 cexyHmu.

3a MHCTPYKIMUTE 32 PEKOHCTUTYHUPAHE Ha JICKAPCTBEHUS POAYKT IPEIH MPUIIOKEHUE BIDKTE
TO4YKa 6.6.

4.3 IIporuBomokazanus

CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT MOMOIIHUTE BEILIECTBA,
n30poeHu B Touka 6.1.

EnnoBpemMeHHO npuiiarane ¢ JOHOPH Ha a30T€H OKCUJ (KaTO aMWJIHUTPUT) MM HUTPATH O BCSIKAaKBa
(hopma, mopaau XUMOTEH3WBHU e(PEeKTH Ha HUTpATUTE (BXK. Touka 5.1).

Ennospemennoro npuiarane Ha @JIES nHXuOUTOPH, BKIIOYUTEIIHO CHIIACHA(HII, C TyaHWIIAT-
LUKJIa3HU CTUMYJIATOPH, KaTO pUOLIUTYAT, € MPOTHUBOIIOKA3aHO, Thi1 KATO TOBA MOXE J1a MPUYUHU
CUMIITOMATHYHA XUTIOTOHUS (BX. TOUKa 4.5).

KomOunupasne ¢ naii-mouraute naxuoutopu Ha CYP3A4 (Hanp. KETOKOHA30J1, HTPAKOHA30J1,
puTOoHaBUDP) (BXK. TOuKa 4.5).

[TanmenTn, KouTo UMar 3ary0a Ha 3peHHETO Ha €THOTO OKO IOPaJH HeapTepUHUTHA NPeHa UCXeMUYHA
ontuyHa HeBponatus (HAMOH), HezaBrcuMO Jany TO3M €MU30/1 € CBbp3aH WK He ¢ IPeIX0oAHa
excriozurust Ha OJIES naxuburop (Bx. Touka 4.4).

BezomacHocTTa Ha crieHadIIT He € TIpoyUYeHa U CIIeJJOBATETHO HeToBara yrmoTpeda e
IMPOTHUBOIIOKAa3aHa MpU CJICAHUTE NOATPYIIHN MallMCHTH:

Texxka uepHOAPOOHA HEOCTATHYHOCT

AHaMHe3a 3a CKOPOIIIEH HHCYJIT WIIK MHOKapAeH WHPapKT

Texka xunoronus (KpbBHO Haysirane < 90/50 mm Hg) npu 3ano4yBaHe Ha JICYCHUETO.

4.4 ChoeuuajaHu mpeaynpeskaeHus U NpeAna3sHi MepKH NMpHU ynoTpeda

EdwukacHoctra Ha Revatio He e ycTaHOBEHa MPH MAIMEHTH C TEXKKa OeoIpoOHa apTepraiHa
xunepronus (pynkuuonanen kiac [V). [Ipu Biomasane Ha KIMHAYHOTO CHCTOSIHUE TPsiOBa 1a ce
00ChAM MPUI0KEHHE Ha JIEKapCTBa, KOUTO Ce MPENopbuBaT B HAIIPEAHAII CTaAui Ha 3a00IsIBaHETO
(mamp. emmonpocteHon) (Bx. Touka 4.2). ChOTHOIIEHNETO TIOI3a-PUCK HA CHIICHADWIT HE €
YCTaHOBEHO TpH MaleHTH ¢ pyHKuoHaneH kiac I mo knacudukanusra va C30 Ha GenogpoOHara
apTepualiHa XUIEePTOHHMSI.

[IpoBenenu ca mpoyuBaHus che cunaeHadun mpu Gpopmu Ha OenoapoOHa apTepratHa XUIIEPTOHUS,
CBBp3aHu ¢ IbpBUYHA (MauonatnyHa) BAX, cbc ccTeMHU 3a00JIsIBAHHS HA ChSIUHUTEITHATA ThKaH
WJIU TBJDKAIIN Ce Ha BPOJCHO ChpIeyHo 3a0osBane (BX. Touka 5.1). YmorpebaTa Ha cumaeHaQI
pu apyru Gopmu Ha BAX He ce mpenophyBa.

B ABATOCPOYHOTO pa3IInpEHO MeIUATPUYHO POYUYBAHE € HAOII0aBaHa MOBUINIEHA CMBPTHOCT MPH
MAIMEHTH, TIPHEMAJIH TI0-BHCOKH OT MPEMOPBUYNTENHUTE 103U, ETO 3aI10 103H, MO-BUCOKH OT
MPEMOPHUYNTENHUTE, HEe TPIOBA [a C€ M3IIONI3BAT IIPH ITeAUATPUIHH marueHTH ¢ BAX (BXK. ChIIO
Touku 4.2 1 5.1).

[TUurMeHTO3€eH PEeTUHUT

BesomacHocTTa Ha cuiaeHadwIT He € IpoyYeHa MPH MAIUeHTH C H3BECTHH HACIIECTBCHH
JeTeHepaTHBHA 3a00JsIBAHUS HA PETUHATA, KATO retinitis pigmentosa (MarbK I1 OT TE3W MAITUCHTH
MMaT reHeTHUYHU HapyIIeHUs Ha peTUHHHUTE (ocdoarecTepasu) U CIeA0BaTEIHO yIoTpedaTa My HE ce
penopbYBa.
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Cpaopa3mmpsBalio JeicTBUE

Koraro npeanucsar cuinaeHadui, JeKapuTe TPsAOBa BHUMATEIHO J1a IPELEHAT JaJId HallMeHTH C
HSIKOM TIOJJICXKAIIU ChCTOSIHUS OMXa MOTJIY JIa CE MOBIHSST HEOMArONMPUATHO OT JICKUTE IO yMEPEHHU
ChJIOpa3IMUpsBaIy ePEeKTH HA CIIACHA(WI, HATPUMEp MAUEHTH C XUITOTOHUS, TAIUCHTH C
JIEXUApATAIH, TeKKA 00CTPYKIIMS Ha JICBOKAMEPHHUS U3XO0JCH TPAKT MM aBTOHOMHA AUCHYHKIUSL
(Bx. Touka 4.4).

ChbpAcyHO-ChJIOBH PUCKOBU (PaKTOpH

B mocTMapKeTHHIOBHS OIUT ChC CHIACHA(MIT IPH MbXKKa €PEKTUIIHA AUCPYHKIIUSA ce ChoOIIaBa 3a
CEPUO3HU CHPJICYHO-CHIOBH CHOUTHS, BKITFOUUTEITHO MUOKap IeH HH(PAPKT, HecTaOMITHA CTEHOKAPIVIS,
BHE3aITHA ChPJCYHA CMBPT, KAMEPHA aPUTMUS, MO3BYHO-CHJI0BA XEMOPATrHs, TPEXOIHO HAPYIICHUES Ha
MO3BYHOTO KPbBOOOpaIlICHHE, XMIIEPTOHUS ¥ XUIIOTOHHUS, ChBIIAAINH 10 BpeMe ¢ yrmoTpedara Ha
cwineHadui. [loBeyeTo, HO He BCHYKH, OT TE3U MAIMEHTH Ca UMAJIH TIPS/ IICCTBAIIH ChPCUYHO-
CHJIOBU PUCKOBH (pakTopu. MHOTO OT ChOOIAaBAHUTE WHITUICHTHU Ca HACTHITMIIM [0 BPEME Ha WIIH
CKOPO CJIe]I MOJIOB aKT, @ MAJIBK JIsT OT TSIX — CKOPO Clie] yroTpedaTa Ha cuigeHaduia 0e3 Bpb3Ka Che
cekcyaliHa JieliHocT. He e Bb3MOKHO J1a ce Onpeiesy Jaiu Te3U UHIUACHTH ca MPSIKO CBbP3aHu C TE3U
WK C APYTU aKTOPH.

[Ipuanuzsm
Cunnenadun TpsOBa ga Oblie YIOTpeOsIBaH ¢ TOBUINICHO BHUMAHUE TIPY MAIMEHTH C aHATOMUYHA

nedopManys Ha eHrca (KaTo aHTylaius, KaBepHo3Ha Gpuopo3a mwin 6onecT Ha Peyronie) nin npu
MAaIMEeHTH, KOUTO UMaT 3200 IsIBaHus, Ipepa3noarany KbM IpHanu3bM (KaTo ChPHOBUIHOKIETEYHA
aHEeMUsl, MyJITHIICH MUEJIOM HMJIH JIEBKEMHS).

Nma choOieHus 3a IpoIbKUTETHA EPEKIUS U IPUANA3BM MIPH MIPUEM Ha cuilieHadui B
MOCTMaPKETHHIOBHS MepHo. B ciydail Ha epekiins, KOSITO MPoIbiKaBa MoBeYe OT 4 yaca, MalueHThT
TpsiOBa He3a0aBHO Jla MOTHPCH MEIUIIMHCKA MTOMOIIL. AKO MPUANU3MbT HE Ce JIeKyBa He3a0aBHO, Ou
MOTJIO JIa C€ CTHTHE JI0 YBPEXKAaHe Ha ThKaHWUTE Ha TICHHCA U TIOCTOSIHHA 3ary0a Ha TIOTEHTHOCT (BXK.
Touka 4.8).

Bazookny3uBHM KpU3Y NPY HAIMEHTU ChC ChPIOBH/HO-KICTHYHA aHEMUS

Cunnenadun He TpssOBa 1a Ce M3I0JI3Ba IPH AIIMEHTH ¢ BTOpUYHA 0e10Apo0Ha XHUIIEPTOHUS TIPU
CBhPIOBUIHO-KJIICThYHA aHEMHS. B €/THO KIMHUYHO MPOYYBaHE CHOUTUS, CBBP3aHH C BA30OKITY3UBHU
KPHW3U U3MCKBAIU XOCTIUTAIU3UPAHE, Ca ChOOIaBaHN MO-YeCTO MPH MAIUEHTH, TpreManti Revatio,
OTKOJIKOTO TIPH MTPHEMAIIH TU1a1e00, KOETO € JIOBENO J0 MPEICPOYHO MPEeKpaTsBaHe Ha TOBA
Mpoy4YBaHe.

3puTenHu chOUTHS

Cry4aun Ha 3pHTEIHU JISEKTH ca ChOOIABAHN CIIOHTAHHO BHB BPBh3Ka C NMPHEM Ha CHIIICHADHUIT 1
npyru ®JIES naxubutopu. Cyyan Ha HeapTEpUUTHA MPEJIHA UCXEMUYHA OITUYHA HEBPOTATHS,
PAAKO ChCTOSIHUE, Ca ChOOIIaBaHU CIIOHTAHHO U B 00CEPBAIlMOHHO IMPOYYBAHE BHB BPBh3Ka C IIPHEM Ha
cunneHaduin u apyru G®JIES naxubutopu (Bxk. Touka 4.8). B ciaydait Ha BHe3aeH 3puTeieH ae(eKT,
JICYCHUETO TPSAOBa 1a ObJIe IPEYCTAaHOBEHO HE3a0aBHO U J]a C€ OOMUCIIH aITEPHATHBHO JICUeHUE (BK.
Touka 4.3).

Anda-6okepu

[IpenopruBa ce MOBUIIIEHO BHUMaHKE, KOTAaTO CHJIICHA(DWII Ce pUiIara Mpy MalnyueHTH, TpueMaIin
anda-ookep, Thif KATO STHOBPEMEHHOTO NIPUIIOKEHHIE MOKE J1a JOBEJIE /0 CHMITOMATHYHA
XUTIOTOHUS TIPH YyBCTBUTEITHN HHIUBHUIN (BXK. ToUKa 4.5). 3a CBEXTaHE 0 MUHIMYM Ha PHCKa OT
pa3BHUTHE HA OPTOCTATUYHA XUITOTOHUS MAIUESHTUTE TPSOBA 1a ObJAaT XEMOJMHAMUYHO CTAOWITHH Ha
JieveHue ¢ anda-0IoKepH Mpeay 3aroYBaHe Ha JeueHue che cuiieHadmn. Jlekapure TpsoBa na
MOCHBETBAT MAIMEHTUTE KAKBO JIa MPABST, aKO Bb3HUKHAT CUMIITOMU Ha OPTOCTATUYHA XUITOTOHHS.

Hapyiienus Ha KpbBOChCUPBAHETO

WzcnenBanus ¢ 4OBEIIKY TPOMOOIIUTH ITOKA3BAaT, Y€ CHIIICHA(IIT TOTSHIMpPA aHTHATPETaHTHUS e€PEeKT
Ha HaTPUEB HUTPOIPYCHUJ in vitro. JIuticBa mHpOpManys 3a 6e301MacHOCTTa Ha MPUIIOKEHNE Ha
CWIIeHa( W IPY NAIIMEHTH ¢ XeMOParuvHa JuaTe3a Wi akTUBHA MenTu4Ha s13Ba. CIeIoBaTeHo,
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cuiiaeHad I TpsIOBa 1a ObJe MpHIaraH Py TaKKMBa MAallMEeHTH caMo CJIe] BHUMATEIHA OLICHKA Ha
CHOTHOIIICHHUETO TOJI3a-PHUCK.

AnTtaronucty Ha ButaMua K

[Tpu nmaruenTy ¢ 6enoapodHa apTepraIHa XUTIEPTOHUS CHIECTBYBA BE3MOXKHOCT 32 TIOBHIIICH PHCK
OT KbPBEHE, KOraTo CuiieHauI ce 3ar0YHe NMPH MAlMCHTH, KOUTO Beue IpUeMaT aHTarOHUCTH Ha
ButamuH K, B yacTHOCT Iipu narueHTu ¢ 6e10po0Ha apTepraTHa XUIIEPTOHUS BCICICTBHE HA
CHCTEMHH 3a00JIIBaHHUA Ha ChEJUHUTEIHATA ThKaH.

Benooxiry3uBHa 6osiect

Jluncear naHHM 3a cuieHapUIT IPU MAIMEHTH ¢ OenoApoOHa XUTIEPTOHHMS, CBhp3aHa ¢ 6e10podHa
BEHOOKITy3UBHA OoiecT. BrIpeku ToBa nMa ChOOIIEHHUS 32 OT/ICITHU CIIyYad Ha dKHBOTO3aCcTpallaBalll
0emoIpoOeH OTOK MpH yIoTpeda Ha Ba30AMIATATOPH (TJIABHO MPOCTAIMKIINH) TP TAKWBA TAIIUCHTH.
CrnemoBaTeltHO, aKO CIie/ TPUIOKEHUE Ha CIIIACHA(DWI P ManueHTH ¢ 0eI0IpoOHa XUITEPTOHUS CE
osIBAT Oee3u Ha 6emoapoOeH OTOK, TPsOBa 1a ce 00CHIU BEPOATHOCTTA 32 TIPUIPYKaBaIa
BEHOOKJTy3UBHA OOJIECT.

Hudopmalins 3a HOMOIIHUTE BEIIECTBA

Revatio 10 mg/ml npax 3a nepopajHa CyCleH3us ChIbpka COPOUTON, KOWTO € U3TOYHHK Ha
¢dpykrosa. [TanueHTH ¢ psinka HacIeACTBeHAa HemoHOCcUMOCT KbM (pykro3a (HFI) e TpsOBa na
MIPUEMAT TO3H JICKAPCTBEH MPOIYKT.

Revatio 10 mg/ml npax 3a mepopaina cycnensus cbabpka 1 mg HarpueB 6eH3zoar Ha ml
PEKOHCTUTYHpaHa IepopaiHa cycneHnsus. beHsoarnte MoraT 1a MOBHUIIAT HUBATA HA HEKOHIOTUPAHHS
OmMpyOHH upe3 u3MECTBaHe Ha OMIMPYOHH OT aTOyYMHH, KOSTO MOXKE J1a TIpeIN3BUKA HEOHATATHATA
KbiTeHnIa. Heonarannara xunepounmpyOnHeMus MOXKe J1a OBe/Ie 0 KEPHUKTEpYC (OTJIaraHus Ha
HEKOHIOTHpaH OMIMpyOHH B MO3BYHATA ThKaH) U eHIe(anonaTus.

Revatio 10 mg/ml npax 3a mepopaiHa CycHeH3us ChAbpika mo-Manko oT 1 mmol Hatpwuii (23 mg) Ha
ml pekoHCTHTYHpaHa epopaiHa cycreHsus. [larenTuTe Ha 1ueTa ¢ HUCKO ChAbpPKAaHNE Ha HATPUH
Tps0Ba 1a ObaaT MHGOPMHUPAHH, Y€ TO3H JEKAPCTBEH MPOAYKT NPAKTUIECKH HE ChIbprKa HATPHUIL.

Yuorpeba Ha cripieHabwi ¢ 00ceHTal
EdukacHocTTa Ha criieHa W IpH MAIUEHTH, JISKYBAIIK ce ¢ 0OCEHTaH, He ¢ yOeAUTETHO JT0Ka3aHa
(Bk. Touku 4.5 u 5.1).

EnnoBpemenHa ynotpeba ¢ npyru ®JIES uaxuburopu

BeszomnacHoctTa 1 epukacHOCTTa Ha cuiaeHadmt B komOuHaius ¢ npyru ®JIES uaxuburopu,
BKIIFOUUTEITHO Viagra, He ca IPOYYCHH MpH NMaruenT ¢ BAX u mpuiaraHeTo Ha TakvBa KOMOMHAIIUN
HE ce IpenopbyuBa (BX. Touka 4.5).

4.5 BzamMmopeiicTBHe ¢ IPYIH JeKAPCTBEHH MPOAYKTH M APYTrH (p)OPpMH Ha B3auMoAelcTBHe

Ed)eKTI/I Ha JpYIH JICKAPCTBCHU NPOAYKTH BHPXY CI/IJ'IZ[eHa(i)I/IJ'I

IIpoyusanus in vitro

MeTaboM3MBbT Ha CHITIEHA(HII Ce OCHILECTBABA TI1aBHO oT u3odpopmu 3A4 (rnaseH mbT) 1 2C9
(BTopocTteneneH mbT) Ha uToXpoM P450 (CYP). Ilo Tasu npuirHa HHXHOUTOPUTE HA TE3U
M30€H3UMH MOTAaT Jia HAMAJIAT KJINphHCa Ha CHiAeHa(ni, a MHIYKTOPUTE HA Te3W €H3UMH MOTaT J1a
yBEJIMYaT KIMpBHCA Ha cuiiieHadul. 3a MPEenopbKy 3a Jo3upaHe BIKTe TOUkH 4.2 u 4.3.

Ilpoyusanus in vivo
HampaBena e olieHKa Ha €THOBPEMEHHOTO MpHUJIAraHe Ha MepopajicH CUiieHadT U MHTPABEHO3CH
enorpocTeHon (Bx. Touku 4.8 u 5.1).

EdukacrocTTa 1 6e30macHOCTTa Ha CHIIIeHA(D I, IPUIIOKEH €THOBPEMEHHO C IPyTO JICYCHHE 3a
OenoapoOHa apTepraliHa XUIMEPTOHUS (Hamp. aMOpUCEHTaH, UIIOMPOCT), HE Ca MPOYYEHH B

48



KOHTPOJIMPaHH KIMHIYHU M3MUTBAaHMA. 3aTOBA CE MPEMOPHYIBa MOBUILIEHO BHUMAHUE B CITydail Ha
€HOBPEMEHHO MPHIIOKEHHE.

BezonacnoctTa n epukacHOCTTa Ha cUIACHADII, IPUIIOKEH eAHOBpeMeHHO ¢ apyru OJES
WHXUOWTOPH, HE ca MIPOYICHH IIPH MAITUSHTH ¢ 0e10po0dHa apTepruaHa XUIEepTOHUS (BK. ToOUKa 4.4).

[NomynanmoHHUAT papMaKOKMHETHUEH aHANIN3 HA JAaHHUTE OT KJIMHUYHHU MPOYYBaHUS IPU
0enoapoOHa apTepraliHa XUIEPTOHUS TIOKa3Ba HaMaleHUe Ha KIIMpBhHCA Ha CUIIZICHADWIT W/ HITH
HapacTBaHEe Ha TiepopaiiHaTa OMOHAIMYHOCT MPH €THOBPEMEHHO MPUIIOKEHUE ChC CyOCTpaTH Ha
CYP3A4 u xombunanus ot cyocrpatu Ha CYP3A4 u Geta-6nokepu. Te ca eauHcTBeHUTE (HaKTOPH
ChC CTAaTUCTUYECKU 3HAYUMO BIUSIHHUE BbPXY (PapMaKOKMHETHKATA Ha CHIIAeHA(WI TP MTaLUeHTH C
OenoapoOHa apTepualiHa XunepTonus. Exkcrio3uiusaTa Ha cuijieHad Wl IpU MaUeHTH, TIPUeMaIH
cyoctpatu Ha CYP3A4 u cybctpat Ha CYP3 A4 mitoc Gera-010kepu, € cboTBeTHO € 43% u 66% mo-
rojsiMa B CpaBHEHHE C TIALMEHTH, HETIOIyJaBallly JISKapCTBa OT Te3H Kiacose. Excrniozunusara Ha
cuieHadu € 5 MbTH MOo-BUCOKA ITpH 1032 80 mg TpH IBTH THEBHO B CPABHEHHE C EKCIIO3UIIUATA MTPU
no3a 20 mg Tpu IbTH AHEBHO. T03M KOHIICHTPAIIMOHEH JIMana30H 00XBallla HApaCTBAHETO HA
EKCIO3MIMATA Ha CHAeHa( I, HaOIro1aBaHa PU NPOYUBaHUS ChC CHIeUU(UYEH TU3aiH 3a
JIieKapcTBeHO B3auMoJeiicTBue ¢ naxuouropu Ha CYP3A4 (¢ u3kitodeHre Ha Hali-MOIITHUTE
naxuoutropu Ha CYP3 A4, Hamp. KETOKOHA30J1, HTPAKOHA30J1, PUTOHABUD).

Wnnyxropure nHa CYP3A4 usrnexxaa oka3Bat 3HaUNTEIHO BIUSHUE BbPXY (papMakOKMHETHKATa Ha
cunaeHad I Ipy NaueHTH ¢ 0enoapoOHa apTepraiHa XUIepTOHUS, KOSTO € TIOTBBPACHO B
MPOYYBAHETO 32 JICKAPCTBEHU B3aUMOJECUCTBUS in Vivo, IpoBeAeHO ¢ uHAyKTopa Ha CYP3A4
OoceHTaH.

EnnoBpemenHoTo mpuiokeHune Ha 6ocentaH (ymepeH uHaykTop Ha CYP3A4, CYP2C9 u BeposiTHO Ha
CYP2C19) 125 mg nBa mbTH JHEBHO Che cruaeHadun 80 mg TpH TH Ha J€H (B CTallMOHAPHO
CBCTOSIHUE), IPUJIAraHU €AHOBPEMEHHO B IPOIB/DKEHUE HAa 6 THU IIPpU 3[paBU JOOPOBOILU BOIH 1O
63% nonmxenne Ha AUC Ha cunnenadun. [lonynannoneH GapMakoKMHETHUEH aHAIIN3 HA JaHHUTE
3a cuieHadu pu Be3pacTHU ¢ BAX OT KIMHWYHY MTPOyYBaHUs, BKIFOUBAI] 12-CEIMUIHO
MpOy4YBaHe 3a OlleHKa Ha eprkacHOCTTa 1 0€30MacHOCTTa Ha epopaiieH cungeHadun 20 mg Tpu IbTH
JTHEBHO, NIpH 100aBsSHETO My KbM OOCEHTaH B IMOCTOSIHHA JT03UpOBKa (62,5 mg — 125 mg aBa nbTH
JTHEBHO) TIOKa3Ba HaMalsIBaHE Ha €KCIIO3UIMATA Ha CHJIIeHA(UI IPH eTHOBPEMEHHO TPUIIaraHe ¢
0oceHTaH, TOJJOOHO HAa TOBA, HAOIIOIaBaHO TIPH 3/1paBy 100poBomH (BX. Touku 4.4 u 5.1).
Eduxacnocrra Ha cunnenadun TpaoBa qa Ob/ie BHUMATEIHO MOHUTOPHUPAHA NPH MAIlHEeHTH,
MpHUeMaIy eJHOBPEMEHHO U MOIIHU HHAYKTOpH Ha CYP3 A4 xaTto xapbamasenuH, eHUTONH,
(herobapOuTaI, XKBJIT KAHTAPHOH U PUDAMITHAIINH.

EnnoBpemennoTo npuioxenue Ha HIV-niporeasHus ”HXUOUTOP PUTOHABUD, KOMTO € MHOTO MOIIICH
naxuouTop Ha P450 B crarmonapro cecrosane (500 mg 1Ba MbTH JHEBHO) U CHITAECHA(IIT
(emrOKpatHa mo3a ot 100 mg) Boau mo 300% (4-xpatHO) yBenuueHne Ha Cmax HA CHIACHA(DUI 1

1 000% (11-xkpaTtHO) yBenuuenue Ha razmMeHaTa AUC Ha cungenadun. Kem 24 yac mrasmennre
KOHIICHTpaIMK Ha cuiigeHadui ca Bee orie npuoiausuteaso 200 ng/ml B cpaBHEHHE ChC CTOMHOCTHUTE
OT MPHUOIM3UTETHO 5 ng/ml Mpu caMOCTOSATEITHO MpIIIoKeHUe Ha cuineHadmi. ToBa chOTBETCTBA Ha
u3paseHuTe eheKTH Ha pUTOHABUD BHPXY LIUPOK KPBI OT cyocTpaT Ha P450. B3 ocHOBa Ha Te3u
(hapMaKOKHHETHYHH e()EKTH, €THOBPEMEHHOTO PUIIOKEHIE Ha CHIIJICHAMUIT U PUTOHABUD €
MTPOTUBOIIOKA3aHO MPH MAIMEHTH ¢ OeI0IpoOHa apTepraliHa XUnepToHus (Bxk. Touka 4.3).

Ennopemennoro npuioxkenre Ha HIV-niporeaznust ”HHXHOUTOpP CAKBHHABUD, HHXUOUTOP HA
CYP3A4, B craiimonapHo cbetosinue (1 200 mg Tpu mbTH JHEBHO) U cuiigeHadui (eJHOKpaTHa 1032
ot 100 mg) Bou 10 yBenuyeHue Ha Cmax Ha cunaeHadui cse 140%, a Ha AUC Ha cungenadu ¢
210%. Cunnenadut He oKa3Ba HUKAKBO JICHCTBUE BHPXY (apMaKOKHHETHKATA Ha CAKBHHABUD. 3a
MIPENOPHKH 32 TO3UPaHE BIKTE TOUKa 4.2.

Koraro emnokparsa no3a ot 100 mg cunaenadun e mpuiiokeHa ¢ epUTPOMUIIUH, yMEPEH HHXUOUTOP

Ha CYP3A4, B cratmonapuo cherostaue (500 mg 1Ba MbTH THEBHO 3a 5 THHW) HACTHIIBA YBEITMUCHUE
cbe 182% na cucremnara exkcrio3uuus Ha cuaeHadgui (AUC). 3a npenopbKy 3a MPUI0KEHUE BUKTE
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touka 4.2. Ilpu 31mpaBu JOOPOBOJIITH OT MBKKH TTOJT HE ca OTKPUTH JaHHHM 32 €(PEKT Ha a3UTPOMHUITHH
(500 mg muaeBHO 32 3 gaK) BEPXY AUC, Chax, Tmax, STAIMHHAITMOHHATA CKOPOCTHA KOHCTAHTA WITH
MOCIIEABAIIUS TIOTYKUBOT Ha CHJIICHA(WIT WIH HETOBUTE TJIaBHU MeTa0O0JIUTH B UpKynanusaTa. He ce
M3KCKBa afanTupaHe Ha jo3ata. [{lumeruaun (800 mg), naxubutop Ha ruToxpom P450 u
HecriemudrueH CYP3 A4 uaxuburop, npeau3BUKBa yBeIU4YeHUE ¢ 56% Ha M1a3MeHuTe
KOHIICHTpAITMH Ha criaeHa I Mpy e THOBPEMEHHO IPUIIOKEeHHE Che craeHadmi (50 mg) mpu
3npaBu 1oOpoBoiy. He ce m3uckBa ajantupaHe Ha J03aTa.

bu TpsiéBano na ce ouaksa, ye Haii-MoraUTe HHXUOUTOpH HA CYP3 A4, Kato KeTOKOHA30J U
UTPAKOHA30J1, IIe OKaKaT e()eKTH, MOJOOHN Ha pUTOHABUP (BXK. Touka 4.3). O4akBa ce HHXUOUTOPH
Ha CYP3A4, kato KnapuTpOMULMH, TEIUTPOMHULMH U He(a3010H, 1a UMaT eheKT MEeKAy TO3H Ha
putoHaBup u uHXuOouTOpHu Ha CYP3 A4, KaTO CaKBUHABUP WJIM EPUTPOMUIINH, ITPEIBUAK A CE
CEIEMKPATHO yBEIMYCHUE Ha eKcro3uiuaTa. CienoBaTeHo Mpy yrnorpedara Ha MHXUOUTOPH Ha
CYP3A4 ce npenopbuBa KOpEeKIHs Ha o3aTa (BXK. Touka 4.2).

[MomynanuoHHUAT papMaKOKMHETHUEH aHAIN3 NIPH MAIUCHTH ¢ 0eJI0ApoOHa apTepraiHa XUIIEPTOHHUS
MOKa3Ba, 4e eIHOBPEMEHHOTO NPUWIIOKEHHE Ha OeTa-010Kkepy B KOMOMHAIMA ChC CyOCTpaTH Ha
CYP3A4 Moxe Jia ToBefie 10 NOMBJIHUTETHO HAPACTBAaHE HAa EKCIO3HIUATA Ha CUIIZICHADUIT B
CpaBHEHHE ChC CAMOCTOSTEIIHOTO MpHIokeHue Ha cyocTpatu Ha CYP3A4.

CoxbT OT rpedndpyT e c1ad nHXuOUTOp Ha YpeBHUs MeTabonn3bsM Ha CYP3A4 u Mosxe na 1oBene 10
JIEKO yBEJIMUYECHUE Ha IUIa3MEHUTEe KOHIEHTpaluy Ha cuiieHadmt. He ce n3ncksa agantupane Ha

J103aTa, HO €AHOBPEMEHHATa yroTpeda Ha cuiieHa(uI U COK OT rpeindpyT He ce MPenopbyBa.

EnHokpaTHM 7031 aHTHAIIMIHHU CPEICTBA (MarHe3ueB XUAPOKCHUI/aTyMUHUEB XUIPOKCH]I) HE ca
MOBJIMSLTM OMOHAJIMYHOCTTA HA CHIIICHA(LII.

EnHOBpEMEHHOTO MPUIIOKEHHE HA MEPOPATHU KOHTPAIICTITHBHU CpeicTBa (eTHHWIECTpaanon 30 ug u
neBoHoprecTpen 150 pg) He ca mpoMeHWIH (hapMaKOKUHETHKATA Ha CHITICHA(MIT.

Huxopanaui e Xubpua MeX/ly aKkTHBATOP HA KATMEBUTE KaHAIM U HUTpaT. [lopaau HUTpaTHATa CH
KOMITOHEHTA, TOM HOCH PUCK OT CEPUO3HO B3aUMOJICHCTBHE ChC cHiieHadu (Bx. Touka 4.3).

Ed)eKT Ha CI/IJ'IZ[CHa(i)I/IJ'I BBPXY APYTH JCKAPCTBCHHU IMPOAYKTH

IIpoyusanus in vitro
Cunpgenadun e cnabd naxudurop Ha uzodopmu 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4 na uutoxpom P450
(ICs0 >150 uM).

JIunceat JaHHHU 3a B3aI/IMOZ[€I>’ICTBI/I$I Ha CI/IJ'I,Z[CHa(l)I/IJ'I u HCCHCLII/I(l)I/I‘lHI/I (bOC(l)O,Z[I/IeCTepaBHI/I
I/IHXI/I6I/ITOpI/I, Karto TeO(l)I/IJ'H/IH WK JUIIpUaAaMoOII.

Ilpoyueanus in vivo
[Ipu enHoBpemeHHO npuiiokeHne Ha cunaeHadun (50 mg) u rondyramun (250 mg) nim Baphapux
(40 mg), xouto ce metabomm3upar ot CYP2C9, He ca oTueTeHH 3HAYNMH B3aUMOJICHCTBUS.

Cungenadun He MoKa3Ba 3HaYMM €(EKT BbPXY eKcro3uuusaTa Ha aropBactaTi (AUC HapacTBa C
11%), xoeTo moka3Ba, uye cuineHa(ua HaMa KITMHUYHO 3HaYuM edekT Bppxy CYP3A4.

He ca nabmonaBanu B3aumoaeicteusa mexxay cuineHadmi (100 mg exHokpaTHa 103a) U
alleHOKYMapoJl.

Cunnenadun (50 mg) He € yBEIMYWI yIbJKABAHETO Ha BPEMETO Ha KbPBEHE, MIPEIU3BUKAHO OT
aneTrIcanuIIoBa kucenusa (150 mg).

Cunnenadun (50 mg) He TOTSHIMPa XUIIOTEH3UBHUTE €(PEKTH Ha aJIKOXO0JIa MPH 3PaBH JOOPOBOJIIIN
ChC CPETHN MaKCUMAaJTHU KOHIIEHTPAIIMU Ha aIKOX0J B KphBTa oT 80 mg/dl.
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B npoyuBane mpu 31paBu 100pOBOIIIN CHIIICHA(IIT B CTAITMOHAPHO CheTosiHUE (80 Mg TpH ITBTH
IHEBHO) e nosen 1o yBenmdeHue ¢ 50% na AUC Ha 6ocenran (125 mg n1Ba mbTH JHEBHO).
[MonynanuoHex hapMakOKHMHETHYCH aHAIU3 HA JIAHHUTE OT MPOYYBaHE NIPU Bh3PACTHU MAIUCHTH C
BAX Ha ocHOBHO JeueHue ¢ 6ocenTtad (62,5 mg — 125 mg nBa mbTH AHEBHO) MOKa3Ba MOBHUILIABAHE
(20% (95% AU: 9,8 — 30,8) Ha AUC Ha 60oceHTaH, MPUIOKEH ChC CHIIJICHAQHUIT B CTAIIMOHAPHO
cweTosiaue (20 mg Tpu TBTH THEBHO), KOETO € B MTO-MaJIKa CTEIEeH, OTKOIKOTO HaOII0AaBaHOTO TIPH
31IpaBy TOOPOBOIIIIN, KOTATO € MPHIaraH eJHOBPEMEHHO Che criaeHadni 80 mg Tpy IbTH JHEBHO
(Bx. Toukn 4.4 u 5.1).

B criermanno npoydBaHe 3a B3anMoIeHCTBHS, ITpH KoeTo cuiaeHadmt (100 mg) e mpuioxeH
€IHOBPEMEHHO C aMJIOJIMITMH MPU XUTICPTSH3UBHU NAIIMEHTH, € HACTHIIWIIO JOIBIIHUTEIHO
MOHIKEHUE Ha CUCTOJIHOTO KPBBHO HAJISTaHE, H3MEPEHO B JIETHAJIO MOJIOKEHUE, ¢ 8 mm Hg.
CHOTBETHOTO JIOMIBJIHUTEIHO MOHMKCHUE HA IMACTOTHOTO KPHBHO HANISTAHE, U3MEPEHO B JIETHAIIO
nonoxenue, ¢ 7 mm Hg. Te3n HombIHATETHE TOHWKEHHSI HA KPBBHOTO HAJISITaHE ca OT MoJJ00Ha
BEIMYMHA C HAaOIIIOJJABAHUTE CJIE]] CAMOCTOSATEITHO MPUIIOKCHNE Ha CHIICHADIIT TIPH 3/IPaBH
JIOOPOBOJIIIH.

B Tpu cienmduunn npoy4BaHus 3a JEKapCTBEHHU B3aUMOJIeHcTBUS anda-0IoKepbT HoKCca303uH (4 mg
u 8 mg) u cungenadpui (25 mg, 50 mg wim 100 mg) ca NpuII0KeHN €AHOBPEMEHHO NPH MTALUEHTH C
noOpokadecTBeHa Xurepinia3us Ha mpocratata ([ XI1), crabunn3npany Ha IeYeHHE ¢ JOKCa303uH. B
TE€3U MPOYYBAHU MOIyJAMU € HAOJII01aBaHO CPEIHO AOIMBIHUTEIIHO OHMKEHHE Ha CUCTOJIHOTO U
JIUACTOJTHO KPBBHO HAJISITAaHE B JIETHANIO MOJIOKEHHE, ChOTBETHO, ¢be 7/7 mm Hg, 9/5 mm Hg n

8/4 mm Hg, u cpenHo JOMBIHUTEHO OHMKEHNE Ha KPBBHOTO HAJATAHE B M3MPABEHO MOJIOKCHHUE,
CHOTBETHO, ¢ 6/6 mm Hg, 11/4 mm Hg u 4/5 mm Hg. Korato cunnenadun u noxca3osuH ca
MPUIOKEHU €JHOBPEMEHHO IIPU NalMEHTH, CTA0MIN3UPaHU Ha JIEYCHUE C JOKCA3031H, CIIy4anuTe ¢
KJIMHAYHO MPOSIBEHA OPTOCTaTHYHA XUIIOTOHHS HE ca YecTH. Te3n ciyyan ca BKIIOYBAJIH
CBETOBBPTEK M 3aMasHOCT, HO HE ¥ CHHKOII. EJTHOBpEMEHHOTO MPHUIIOKEHUE Ha cruieHadu mpu
MAalMEHTH, IPOBEXKIAIIHN JIeueHHe ¢ anda-0JI0KepH, MOXKe 1a JOBEAE A0 KIMHUYHO MPOsSBEHA
XHUIIOTOHHUS TIPH YyBCTBUTEIHA HHOUBUIM (BX. ToUKa 4.4).

Cunnenagun (100 mg eqHOKpaTHA J103a) HE € HOBIUUT (hapMaKOKMHETHKATA B CTAI[MOHAPHO
chCTOsIHUE Ha MHXHOUTOpa Ha HIV mpoTeasara cakBHHABUD, KOWTO € CyOCTpaT/MHXUOUTOP HA
CYP3AA4.

B croTBeTCTBHE € IO3HATUTE MY €(EeKTH BHPXY MeTaboim3Ma Ha a30THHS okcu/ul M@ (Bx.
Touka 5.1) e moka3aHo, 4e cuiaeHa(I TOTEHIMPa XUIMTOTEH3UBHUTE e(heKTH Ha HUTPATHUTE U,
CJIeIOBATEITHO, €IHOBPEMEHHOTO My IIPUJIOKEHHUE C IOHOPU Ha a30TE€H OKCHJ] MJIM HUTPATH MOJ
KaKBaTo U J1a € popma e MpOTHBOMOKa3aHo (BXk. Touka 4.3).

Puonuryar: [IpeakmuHAYHYA TPOYYBaHUS MMOKa3BaT JOMIBIHUTENEH e(peKT Ha MOHMKaBaHE Ha
CHUCTEMHOTO KpbBHO HamsiraHe, korato ®JIES nHXubuTopr ce KOMOMHUpAT ¢ puoLUryar. B kmuHuYHHA
MPOyYBaHUS € JIOKa3aHO, Ye PHOIUTYAT MOTeHIIupa XurnoTeH3uBHUTE edextn Ha DJ[ES
uaxuOuTopute. Hsima naHHu 3a OaronpusTeH KIMHUYEH ePeKT Ha KOMOUHAIMATA B IPOyYBaHATA
nomynanus. EnHoBpeMenHara ynotpeba Ha puoruryar ¢ ®JIES nHXuOuTopu, BKIFOUUTEITHO
cuieHad I, € MPOTUBOTIOKa3aHa (Bk. Touka 4.3).

Cunpenadui He OKa3Ba KJIMHUYHO 3HAYMMO BB3CHCTBUE BhPXY TUIA3MECHUTE HUBA HA TICPOPATTHUATE
KOHTpalleNTHBHH cpencTBa (eTuHmIectpaanon 30 pg u meBonoprecrpen 150 pg).

Jo6aBsiHeTO Ha eAMHUYHA 1033 CUIIACHADUI KbM CaKyOUTpHII/BaJICapTaH B CTALMOHAPHO ChCTOSIHUE
MPY TALMEHTH C XUIIEPTOHUS Ce€ CBBP3Ba ChC 3HAYUTEIHO MO-TOJIIMO MOHMKABAHE HA KPHBHOTO
HaJIATaHEe B CPAaBHEHHE C MPHUIIOKECHUETO Ha CAKYOHTPHII/BaJicapTaH caMocTosITeNnHo. [lopaju ToBa
TpsOBa Ja ce 0OphIa 0COOEHO BHUMAaHKE, KOTaTo CHIIeHadHII Ce 3aI10uBa P MAIUCHTH, JIEKYBaHN
ChC CaKyOUTpHJII/BaJICApTaH.
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IleguaTpryHa IOMYJIAIIHS
[IpoyuBanus Ha B3aMMOJICHCTBUATA Ca TIPOBEKIAHN CaMO TIPH BH3PaCTHH.

4.6 ®DeprrauTeT, )PpEeMEHHOCT U KbPMeEHe

XKenu ¢ ieTepoieH NOTSHITNATl M KOHTPALICHIIHS IPU MBKE U KEHU
[Topanu nunca Ha manHu 3a ehekTa Ha Revatio mpu Opemennu skenn, Revatio He ce npenopruBa npu

JKCHHU C ACTCPOJACH MOTCHI A, OCBCH aKO HC CC U3IOJJI3BAT NOAXOAAIIN MCPKHA 3a KOHTpAUCIIIUA.

BbpemenHocT
JluticBat nanHM 3a ynorpeba Ha cunneHadw Ipu OpeMeHHH JKeHU. [IpoydBaHusaTa Mpy KUBOTHH HE

ca MOKa3aJiu MPEKU WK HeMPEKU BPEeIHU e(PEeKTH BEPXy OpeMEHHOCTTa H eMOPHOHATHOTO/(PETaTHOTO
passutue. [IpoyuBaHHs NP )KUBOTHH €a IOKA3aJIM TOKCHYHOCT 110 OTHOIIICHHE Ha TIOCTHATAITHOTO
pasBuTHE (BX. ToUka 5.3).

[lopanu nunca Ha ganxu, Revatio He TpsiOBa na ce mpuiiara npu OpeMeHHH )KeHH, OCBEH MPH CTPOTH
MOKa3aHuUsl.

Kopmene
JlumicBat afgexkBaTHH U JOOpE KOHTPOIMPAHU IPOYIBAHKS PY KbPMEIH KeHU. JIaHHHUTE TIpH €IHA

KbpMeIlla )KeHa M0Ka3BaT, 4e CuiiieHaduI i HETOBUAT aKTUBEH MeTa00IUT N-Ie3MeTHICHITACHA( I
Ce EKCKpeTHparT B KbpMara, IOCTUTAKU MHOTO HUCKH HUBA. JIUTICBAT KIIMHUYHY JTaHHU 32
HEXEJTaHUTE CHOUTHS P KbpMadeTa, HO HE C€ 0YaKBa MOTBIHATUTE KOJUICSCTBA 1a IPEAN3BUKAT
HAKaKBH HE)KeJaH! peakiun. [Ipeanucsamniure aekapu TpsOBa a OICHAT BHUMATEITHO KJIMHUYHATA
HE00XOJUMOCT MPU MaiKaTa OT CHIIICHA(IIT ¥ MOTCHIMATHUTE HEXKETAHN PEeaKIUy IPpU KbpPMadeTo.

DepTUnuTeT
HexnmuHnaHuTE TaHHM HE TIOKAa3BaT OCOOCH PUCK 3a XOpa Ha 0a3aTa Ha KOHBCHIIMOHATHUTE

npoy4BaHus Ha (pepTuauTeTa (BXK. Touka 5.3).
4.7 EdexTu BpXy cnoco0HOCTTa 32 modupaHe U padoTa ¢ MAIIMHA
Revatio moBnusiBa B yMepeHa CTEeH CIIOCOOHOCTTA 3a modupaHe 1 padoTa ¢ MaIIMHH.

TBit KaTo B KIMHUYHY NPOYYBAHUS ChC CHIICHA(UI ce chOOIIaBa 3a 3aMaliBaHe M HAPYIICHO 3pEHUE,
npeay modupaHe Win padboTa ¢ MalIMHY, TANMEHTUTE TPIOBa 1a ObJaT HHPOPMHUPAHH 110 KAKHB
Ha4YMH MOJe J1a UM HoBiusie Revatio.

4.8 HexenaHu JeKapcTBeHH PeaKIUuu

O6006menue Ha mpodura Ha 6€300aCHOCT

B ocHOBHO m1a1ie00-KOHTPOIUPAHO MTpoydIBaHe Ha Revatio mpu 6emonpoOHa apTepraiHa XUMEePTOHUS
006110 207 manueHTy ca paHIOMHU3HUPaHy 1 JeKyBaHu ¢ go3u 20 mg, 40 mg wim 80 mg Revatio Tpu
I'bTU AHEBHO M 70 MallMeHTH ca paHAOMHM3UpaHu Ha tuiane0o. [IpoabkuTenHOCTTa Ha JIEYEHHUETO €
12 ceaqmunu. O01aTa 4ecToTa Ha MpeKpaTsIBaHe MPH NalMEeHTH, JIEKYBaHU ChC criieHadui B 031

20 mg, 40 mg nnu 80 mg Tpu IBTU AHEBHO € CHOTBETHO 2,9%, 3,0% u 8,5%, B cpaBHeHue ¢ 2,9% npu
miare6o. Ot 277 y9acTHHIH, JTEKyBaHA B OCHOBHOTO MPOyYBaHe, 259 ca BKIIFOYCHH B IBITOCPOTHO
MpoabIDKeHnEe Ha poyuBaHeTo. [Ipunaranu ca qo3u 1o 80 mg Tpu MBTH THEBHO (YETUPHUKPATHO TTO-
TOJIEMH OT MpeTnopbUYnTeNHaTa 1032 0T 20 mg TpU MHTH THEBHO) U e 3 roauHu 87% oT

183 nmauueHTH Ha MPOYYBaHOTO JEUEHHE, ca mprueManu Revatio 80 mg Tpu mbTH AHEBHO.

B mnanie6o-koHTpONHMpano npoy4sane Ha Revatio kaTo JombiHeHHEe KbM HHTPAaBEHO3HO MpUIaran
€TOIIPOCTEHO MpH OenoapoOHa apTepraiHa XurnepToHus oomo 134 manueHnTu ca nexyBanu ¢ Revatio
(mpu pukcupano TutTUprpane, 3amoysamio ot 20 mg 1o 40 mg u cnex Tosa 80 mg Tpu MHTH Ha JIeH
Crope/1 MOHOCHUMOCTTA) M €IOIPOCTEeHOIN U 131 manueHTH ca JIeKyBaHH C 1miarne0o W enompoCcTeHOM.
[IpoawsmxuTenHocTTa Ha NedeHueTo ¢ 16 cenmunu. OOImAaTa YecToTa Ha IPEKbCBaHe MIPH NAlUEHTHTE,
JIEKyBaHU ChC CHIICHA(WII/€NOMPOCTEHO, TOPaal HexXelaHu croutus e 5,2% B cpaBaenue ¢ 10,7%
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IIpH MALMEHTHTE, JIEKYBaHH ¢ IuTane0o/enonpocteHo1. Hackopo choOIICHUTE HEKETaHH PEAKIIHH,
KOUTO BB3HUKBAT MO-YE€CTO MPH IrpymaTa, JeKyBaHa CbC CHIIICHA(III/EMONPOCTEHOM, Ca OUHa
XUIEPEMHUS, 3aMbIIICHO 3pEHHE, Ha3aIHA KOHTeCTH S, HOII[HU M3MOTABaHUs, 00JIKa B Thp0a U CyX0Ta B
ycrara. MI3BeCTHUTE HEXKENaHU PEeaKIuy TI1aBo0oIne, 3auepBsiBaHe, 00JIKa B KPAHUITUTE U OTOK ca
Ha0II0aBaHu C TIO-TOJIsIMA Y€CTOTa TIPU MAIUEHTUTE, JISKYBaHH ChC CHIIICHADUI/CIOPOCTEHOI, B
CpaBHEHHUE C TAIUEHTHTE, JEKYBaHHU C TUTane0o/enonpoctenon. OT y9acTHUIINTE, 3B PIIITH
ITEPBOHAYATTHOTO TIPOy4YBaHe, 242 ca BKIIIOYEHHU B IBJATOCPOYHOTO MPOIBIDKEHUE Ha MPOYYBAHETO.
[Ipunaranu ca no3u 10 80 mg Tpu IBTH AHEBHO U cief 3 ronuuu 68% ot 133 manueHTy Ha
MPOYYBaHOTO JICYCHHE ca nmpuemMaiu Revatio 80 mg Tpu mbTH JHEBHO.

B nBete mnane0o0-KOHTpONIUpaHH MTPOyYBaHUS HEKEITAHNUTE JIEKAPCTBEHH PEAKITHH Ca KATO I[SUI0 JIEKH
IO yMepeHH 1o TexkecT. Hali-uecTo cho0maBanuTe HeXXeNaH! peakiuy (rmoseye v paBHA Ha 10%)
pu Revatio cripsiMo 1urame6o ca riraBo0osne, 3adepBsiBaHe, JUCIICIICHS, THApUsI U OOIKH B
KpaWHULIUTE.

B npoyuBane 3a orieHKa Ha e(eKTHTE Ha Pa3IMYHK JO30BH HUBA HA cUJeHA(HI, JaHHUTE 32
6e3omacHocT 3a cunaeHadun 20 mg Tpu IbTH AHEBHO (MIPETIOPHYNTENHATA 03a) U 32 CHIICHADUIT

80 mg TpH IbTH THEBHO (4 THTH MO-BUCOKA OT MPEMOPbUYNTENHATA J03a) CHOTBETCTBAT HA
ycTaHOBEeHU podrir Ha 6e30MacHOCT Ha cruiiAeHa(WIT TP MPEAXO0AHN IPOYYBAHMUS ITPH BB3PACTHH C
BAX.

TabnuyeH cOMCHK HA HEXKENAHUTE PEAKIINU

Hexenanute peaxium, KOUTO ca HACTHIWIH ITpH >1% oT manuenTuTe, JeKyBanu ¢ Revatio u ca mo-
yectu (>1% paznuka) mpu Revatio B 0CHOBHOTO NpoydYBaHe MM B KOMOWHUpaHUTe JTaHHY 3a Revatio
OT ABETE M1ane00-KOHTPOIUPaHU MPOYUBAHU MPH OenoapoOHa apTepraTHa XUIIEPTOHUS B TIO3U OT
20, 40 u 80 mg Tpu IbTH THEBHO, ca M30poeHU B Tabauna | mo-1oiry U rpynupaHy 1o Ki1ac ¥ 4ecToTa:
MHoro yecte ( >1/10), yectu (>1/100 mo <1/10), meyectu (=1/1 000 mo <1/100) u ¢ Hen3BecTHA
gyecToTa (0T HATMYHUTE JaHHHU HE MOJKe J1a ObJie HallpaBeHa OlleHKa). BB Bcsika rpyma 1o uyectora
HEeXXEJIAHNTE PEeaKIINH ca MPEACTaBeHN B HU3XO/SII Pel IT0 OTHOIIIEHHNE Ha TAXHATA CEPHO3HOCT.

C’bO6H_IeHI/IHTa OT MOCTMAPKETUHI'OBUA OIMMUT Ca BKIIIOYEHU B KYPCHUB.

Tabamnna 1: Hexxenann peakum oT miiane00-KOHTPOJMPAHA NPOYYBAHHS HA CHJIAeHAQWI IPH
BAX ¥ 0T moCTMAPKETHHIOBHSI ONUT NPH Bb3PaCTHH

MedDRA cuctemo-opranen kJjac (V.14.0) Hexesana peakiusi
HNudexuun u undecrannu
Yectu Henynut, rpun, OpOHXHUT, CHHY3HUT,

PHHUT, TaCTPOCHTEPHUT
Hapymienns Ha KpbBTa M JIUM(QHATA cUcTEMa

Yectu Anemus

Hapymenusi Ha MeTa00/1U3Ma U XpaHEHETO

Yectn 3aapbxKKa HA TCYHOCTH
[cuxnynn HapymeHnst

Yectn bescwHue, TpeBOXKHOCT
Hapymienusi Ha HepBHaTa cucTeMAa

MHoro uyecTu I'nmaBoOoJEe

Yectu MurpeHna, TpeMop, mapecTe3us,

YCCIIaHC 3a MAapCHEC, XUIIOCCTC3UA
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MedDRA cucremo-opranen kiac (V.14.0)

Hexenana peakuusi

Hapymenns Ha ounTe
Yectn

Heuectu

C HeHn3BecTHA YECTOTA

Hapymenns Ha yXoTo M JIAOMPHHTA

Yectn

C HeM3BECTHA YECTOTA

Cb10BU HAPYIIEHUSA

MHoro gecTu

C HeM3BeCTHA YECTOTA

PecnupaTopuu, rpbIHN U MeIUACTHHAIHA
HAPYIIEHUS

Yectn

CToMaNIHO-YpPEeBHU HAPYIIEHUSA
MHoro uectu
Yectu

HapymieHnusi Ha K0KaTa M MOJAKOKHATA ThKaH
Yect

C Heu3BeCTHA YECTOTa

Hapymennsi Ha MyCKYJTHO-CKeJI€THATA CHCTEMA U
CheIMHHUTEJIHATA THKAH

MHoro gecTu

Yectn

Hapymenusi Ha 0bOpenuTe U NUKOYHUTE MbTHIIA
Heuectn

Hapymienns Ha BL3NPOU3BOANTETHATA CUCTEMA H
repaara

Heuectn

C HeW3BeCTHA YeCTOTa

OO0y HapymeHus U e()eKTH HA MIICTOTO HA
NPUJI0KEHUe

Yectu

KpbBOHM3IUB B peTHHATA, 3pUTEITHO
HapyIleHHe, 3aMbITICHO BIK/IaHE,
(dhoTodoOusI, XpOMaTOIICHS, ITNAHOTICHSI,
OYHO JIpa3HeHe, OYHA XUIIePEMUS
Hamanena 3putenHa octpora,
JUTUTONHSI, A0HOPMHO YCeIllaHe B OKOTO
Heapmepuumna npeona ucxemuuna
onmuuna nesponamus (HAUOH)*,
PpemunHa cvb008a OKIY3uUs*, deghekm 6
s3pumennomo noie*

Bepturo
Buesanna 3aeyba na cryxa

3adepBsiBaHE
Xunomonus

EHI/ICTaKCI/IC, Kaljauiia, Ha3aJlHa
KOHT'CCTUA

Huapus, nucnencus

lactpur, ractpoeszodareanna
pedaykcHa 6oect, XeMOPOUIH,
pasnyBaHe Ha KOpeMa, CyXoTa B ycTara

Anonieniuisi, epuTeMa, HOIITHU

U3TOTSABAHUS
Obpus

boinka B kpaitHunure

Muanrus, 6oika B repba

Xematypus

KpbBOM3nuB Ha meHnca, XeMOCIIEPMHS,

TUHCKOMACTHA
Hpuanust, nosuuiena epekyus

[upexcus

* Te3u He)KeNTaHU JICKAPCTBECHN CHONTHS/PEaKIMy ca ChOOIIaBaH! TP MAMECHTH, TIPHEMAIH
cunaeHadui 3a JeueHue Ha MbxKKa epekTiwiiHa auchynkuus (ME/).

[lenpuaTpuyHa momynanus

B muanie6o-koHTpONHMpano npoy4Bane Ha Revatio npu nauueHTr Ha BB3pacT oT 1 10 17 rogunu ¢
OenmoapoOHa apTepuaina XuIepToHus oomo 174 naruenTn ca Ommm JeKyBaHu ¢ Revatio mo cxemu Tpu
ITETH JHEBHO ¢ HUCKa 1o3a (10 mg npu manuentr > 20 kg; Hama mammentr < 20 kg mpuemanu
HHCKaTa 1103a), cpeana mpo3a (10 mg nmpu mamuentn > 8-20 kg; 20 mg npu manmentn > 20-45 kg;

40 mg npu nauueHTu > 45 kg) wim Bucoka no3a (20 mg npu nauuentu > 8-20 kg; 40 mg npu
nanueHTH > 20-45 kg; 80 mg npu manuentu > 45 kg) u 60 ca 6unm nekyBaHu ¢ mianedo.
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[MpodunbT Ha HEXENAHUTE PEAKITUH, YCTAHOBEH B TOBA MEAMATPUYHO MTPOYUBaHE, HAl-001110
CHOTBETCTBA Ha TO3W IPH BH3pacTHH (BK. Tabnuiara no-rope). Haii-uectuTe HexenaHu peakium,
KOUTO ce TOosBsBarT (¢ yectoTa > 1%) npu namuenture Ha Revatio (koMOMHUpPaHU 1031) U C Y€CTOTA
> 1% crpsiMo MAIUEHTUTE Ha TU1ane0o0, ca OWIIM MOBHIIICHA TeMIIepaTypa, UH(EKIUS Ha TOPHUTE
nuxarerHu mpTrma (Beska mo 11,5%), moBpemane (10,9%), moBuiena epekus (BKIIOYUTETHO
CMIOHTAaHHU €PEKIINH MPU YIACTHUIIUTE OT MBXKKH 110a) (9,0%), ranene, Opouxwurt (Besika 1o 4,6%),
¢dapunrut (4,0%), xpema (3,4%), MHEBMOHUSA U pUHUT (BCsKa 110 2,9%).

Ot 234 neuaTpuyHU MALUEHTH, JICKYBaHU B KPATKOCPOUHOTO, IUIAIIC00-KOHTPOIMPAHO IPOYYBaHE,
220 manueHTH ca BKIIOYCHU B IBITOCPOYHOTO MPOIBIDKEHIE Ha poy4BaHeTo. [laruenture Ha
AKTUBHA Tepanus CbC CHIICHAQWI MPOALIDKABAT HA CHIHSI PSKUM Ha JICUSHHE, IOKATO TE3H B
iane0o rpymnara B KpaTKOCPOYHOTO MPOYYBaHE ca MPEXBBPIICHU U PAHJIOMHU3UPAHU HA JICUCHUE ChC
cunaeHadmI.

Hati-uecTute HEXENaHU PEaKIK, ChOOIICHU 110 BpeMe Ha KPaTKOCPOYHOTO U JIBITOCPOYHOTO
MpOoyYBaHe, KaTo IS0 ca oJ00HU Ha Te3U, Ha0JII0IaBaHU B KPaTKOCPOYHOTO Npoy4BaHe. Hexxenanu
peaxiuu, crobmenu npu >10% ot 229 manuenTw, JIeKyBaHU che criaeHadwn (rpyma ¢ koMOnHupaHa
J103a, BKITFOUUTETHO 9 MAIUEHTH, KOUTO HE ca MPOJBIDKWIN B IBITOCPOYHOTO MPOYUBAHE), ca
nH(eKnys Ha ropHH nuxatenan mptama (31%), rmaBodomme (26%), moBpbiane (22%), OpoHXUT
(20%), dbapunrut (18%), mupexcust (17%), muapus (15%) u rpun, enuctakcuc (o 12% Bcsika).
[ToBeyeTo OT Te3M HEXKEIAHU PEAKIMU Ca OLIEHEHU KaTo JIEKH 10 YMEPEHH IO TEXKECT.

Cepro3HH HEXENaHU chOUTHS ca chobieHu pu 94 (41%) ot 229 nanueHTH, NoIy4aBaIiu
cunneHadmir. Ot 94 nanuenTy, CrO0IIIITN CEPUO3HO HEeXKeNaHo croutne, 14/55 (25,5%) nanuentu ca
0wy B rpymnaTa ¢ HUCKa 21033, 35/74 (47,3%) — B rpynara cbc cpenHa 1o3a, 1 45/100 (45%) — B
rpymara ¢ BUCOKa J103a. Hali-uecTure cepro3Hu HeXeNnaH! ChOUTHS, KOUTO ca HACTBIHIIM C YECTOTa

> 1% npu manmeHTuTe Ha cuieHadun (KOMOMHUPAHH J031), ca mHeBMoHUs (7,4%), chpaeyHa
HEeIOCTAaThYHOCT, OenoApoOHa XUNIepTOHUS (BCSAKO 10 5,2%), WHEKIHUI Ha TOPHU TUXaTeHH! IHTUIIIA
(3,1%), necHokamepHa ChplIeYHa HEAOCTATHYHOCT, TACTPOSHTEPHUT (BCSIKO 110 2,6%), CHHKOTI,
OpoHxXUT, OPOHXOITHEBMOHMS, O€10APOOHA apTepuaiHa XUIIEPTOHUS (BCAKO 110 2,2%), rpbaHa 00JIKa,
3b0eH Kapuec (BCsAKo 1o 1,7%) U KapANOTEHEH IIOK, BUPYCEH TaCTPOSHTEPUT, MH(PEKIUS Ha
MUKOYHUTE ThTHINA (BCsAKO 110 1,3%).

CrneaHuTe ceprO3HU HEXENNaHU ChOUTHS Ca OLICHEHH KaTO CBbP3aHHU C JICYEHUETO: EHTEPOKOIHUT,
r'bPUOBE, CBPBXUYBCTBUTEIHOCT, CTPUAOP, XUIIOKCHSI, HEBPOCEH30pHA INTyX0Ta U KaMepHa apUTMHUSL.

Cpo0111aBaHe Ha NOJO3UPAHU HEKEIAHU PEAKLIMHI

Cno0II[aBaHeTO Ha MO03UPAHU HEXKEIIaH! PEaKIMy IS pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa 1M0O3BOJISIBA Ja MPOIBJIKK HAOJIFOICHUETO Ha ChOTHOILICHUETO MOJI3a/PUCK 32
JIeKapcTBeHUs POAYKT. OT MEAMIIMHCKUTE CIICIIUAIMCTH CE€ U3KUCKBA J]a ChOOIIaBaT BCIKA
MO/I03MPaHa HeXEIaHa PeaKIus Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, IOCOYCHA B

[Mpunoxenue V.

4.9 IIpeno3upane

B npoyuBanus ¢ eqHokpatan 1031 10 800 mg mpu 3apaBu JOOPOBOIITH HEXKEITAHUTE PEaKITHH ca
MoT00HY Ha Te3u, HaOIr0AaBaH! NIPU TTO-HUCKU JI03U, HO YECTOTaTa M TEKECTTa UM Ca IMOBUIIICHU.
[Ipu exrOKpaTHa H03a oT 200 mg YecToTaTa Ha HEXEITAHUTE peakuuH (TIIaBOOOIE, 3aUepBsIBaHE,
3aMaiiBaHe, TUCIICTICHSI, Ha3alTHa KOHTECTUsI ¥ HAPYIIICHO 3pEHHE) € TIOBUIIICHA.

B cnyqaﬁ Ha Opeao3rupaHe TpSI6Ba Ja 6’B,I[aT MMPUIIOKCHU HCO6X0):[I/IMI/ITC CTaHAAPTHU NOAABPXKAIIH

Mepku. He ce ouakBa Ob0peuHara nuanu3sa J1a yCKOpH KIUPBHCA, Thil KATO CHIIEHA(II ce CBbp3Ba
BBB BHCOKA CTETICH ¢ IIa3MEHUTE IPOTEUHU U HE CE€ STMMUHUPA C YPUHATA.
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5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 ®apmakoguHAMHYHM CBOIiCTBA

dapMakoTepaneBTHYHA rpyma: Y pOJIOTUYHHU JICKApCTBA, JICKApCTBa, IPUJIaraHy MPH SPEKTIITHA
muchyskist, ATC xox: GO4BEO3

MexaHu3bM Ha AeiicTBUE

CunneHadui € MOIICH U CEJIEKTUBEH HHXUOUTOP Ha LUKIWYCH r'yaHo3uH MoHOdochaT (il MD) -
cnermduunaTa Gocdoauecrepasa tum 5 (OJIES), eH3uMBT, OTrOBOpEH 3a pasrpaxaaneto Ha il MO.
OcBeH, 4e TO3U €H3UM NPUCHCTBA B corpus cavernosum Ha nienuca, ®JIES e Hanuue u B
OemopoOHUTE ChIIOBE. B ciencTBue Ha ToBa cuinieHad I yBenndasa KoiaundecTBoTo il M® BbTpE B
TJIaJJKOMYCKYJIHUTE KJIETKH Ha OenoapoOHuTe ChA0BE, KOETO BOJH 10 TAXHATA penakcarus. [Ipu
naruedTy ¢ 6e10podHa apTepragHa XUIEPTOHUS TOBAa MOKE /1a JOBEJE 10 Ba3OArIaTays Ha
6emoIpoOHOTO CHIOBO PYCIIO U B ITO-MaJIKa CTETIEH - IO Ba30AMIIATAIINS B CHCTEMHATA IIUPKYJIAIHS.

dapMakoMHAMUYHU eEKTH

[IpoyuBanus in vitro mokaspar, 4e cuiigeHadui e cenektuBeH o orHouienue Ha ®JIES. EQektsT My e
mmo-mortieH cupsiMo @JIES, 0TKOIKOTO BEPXY ApYTrHUTE N3BeCTHHU docdomuectepasu. Toii e 10-kpaTHO
ro-cenekTuBeH 3a @J[E6, KosTO ydacTBa B mporieca Ha (POTOTPAHCIYKITHS B pETHHATA.
CenextuBHOCTTa My € 80-kpaTHO mo-Brcoka 3a ®JIE1, u Hax 700-kpaTHO MO-BHUCOKA, OTKOJIKOTO 3a
®JIE2,3,4,7,8,9, 10 u 11. B wactHocrt, cunaenadun uma 4 000 mbTH MO-roJIIMa CEJIEKTUBHOCT 32
®JIES, otkonkoto 3a DAE3 — nzodopmarta Ha tAMD-crienmduunara Gocdoauectepasa, yuacTpamia
B KOHTpOJIa Ha ChPJIC€YHNUS KOHTPAKTUIHUTET.

Cunnenadwi mpeIn3BUKBA JIEKO U MTPEXO0THO MOHIMKEHNE Ha CHCTEMHOTO KPBBHO HaJISITaHE, KOETO B
MHO3WHCTBOTO OT CIIy4auTe He ce TpaHchopMupa B KIMHHIHH eexT. Ciex XpOHHIHO MPHUIIOKEHHNE
Ha 80 mg Tpy IbTU THEBHO MPH MAIMEHTH ChC CUCTEMHA XUIIEPTOHUS CpeHaTa MPOMSHa CIPSMO
W3XOAHUTE CTOWHOCTH Ha CUCTOJIHOTO U IMACTOJIHOTO KPBbBHO HAIISITAHE CE € M3pa3miia B MOHWKEHHUE
cboTBeTHO ¢ 9,4 mm Hg n 9,1 mm Hg. Cnen xpornuyHo npusnoxenue Ha 80 mg Tpu IbTH JHEBHO IpHU
MalIeHTH ¢ OeoapoOHa apTepraaHa XUIIEPTOHHS € HaOII0gaBaHO MM0-CJIad0 MOHMKEHHE Ha KPHBHOTO
HaysraHe (MMOHIKEHNE U Ha CHCTOJHOTO, M Ha IMACTOJIHOTO Hajsrane ¢ 2 mm Hg). B
mpernopbyuBaHara 103a ot 20 mg Tpu MBTH THEBHO HE € HaOJII01aBaHO MMOHIDKEHNE Ha CUCTOHOTO U
JMAaCTOTHOTO HaJSITaHe.

EnnoxpaTtau nepopanau no3u cuineHagpwi 10 100 mg, npuiiokeHu npu 3paBu JOOPOBOJIIH, HE ca
JOBEIH 10 KIMHUYHO 3HaunMu ipomenn B EKT'. Crien xpoHnyHo npuinoxerne Ha 80 mg Tpu IbTH
JTHEBHO TIPY MAIHEHTH C 0enoApo0Ha apTepraiHa XUIIEPTOHMS He ca HaOII01aBaH! KIIMHUIHO
3HaunMH npomenu B EKT.

B npoyuBaHe 3a xeMOMHAMUYHUTE e(PEKTH Ha eIHOKpaTHA nepopaiHa jo3a ot 100 mg cunneHadun
mpu 14 manueHTy ¢ Texka koponapHa oosiecT (> 70% cTecHeHue Ha IOHE eJIHa KOpOHApHA apTepusi),
CPEIHOTO CUCTOJIHO U AWACTOJIHO apTEpUalIHO HAJISITaHE B IIOKOI ce € MOHMKUIIO ChOTBETHO ChC 7% U
6% crupsiMo u3xonHuTe cToiiHOCTH. CPpeaHOTO CUCTONIHO Oe0ApOOHO apTepHaiHO HAJIsraHe ce €
HNOHWXMIO ¢ 9%. Cunnenadui He € okazai eeKT BbpPXY ChbPACUHUS A€OUT U HE € HapYLIHII
KPBBOTOKA B CTECHEHUTE KOPOHAPHHU apTEPHH.

Enun yac cnen npuem Ha 100 mg cunaenadu npy MaTbk Opoii NAlMEHTH ca ce MOSBUIIH JIGKH U
MPEXOTHN TIPOMEHHU B CIIOCOOHOCTTA 3a pa3NIivYaBaHEe Ha IBETOBETE (CHHBO/3ETIEHO), 3CIIEIBaHA C
MTOMOIITa Ha TecTa 3a pasrpannvaBane Ha 100 nBeToBu oTTeHbKa Ha Farnsworth-Munsell, karo 2 gaca
cien npueMa eheKThT € OT3BYUall HAI'bJIHO. BeposATHUAT MEXaHHW3bM Ha Ta3H NPOMSHA B LIBETOBATa
JMMCKPUMUHALIUSA € CBbp3aH ¢ nuxubupanero Ha ®JIE6, kosiTo yyacTBa BbB ()OTOTPAHCAYKIIMOHHATA
Kackaja Ha peruHara. CuieHaQui HIMa HUKaKbB €eKT BbpXY 3pUTelIHaTa OCTPOTA HIIH YCEIIaHETO
3a KOHTpacT. B Manko mnane6o-KOHTpoNIupaHo Npoy4BaHe IpH MAlUEHTH ¢ JOKa3aHa paHHA
BB3pPacTOBOOOYCIIOBEHA JIeTeHepallis Ha Makynata (n = 9) cunnenadwn (ennaudHa 1032, 100 mg) He e
JIEMOHCTpHpal CHTHU()MKAaHTHU IPOMEHH B IIPOBEJCHUTE 3PUTEIHU TECTOBE (3pUTEIHA OCTPOTA,
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penretka Ha Amsler, IBeTOBa JUCKPUMHUHALMS Ha CHMYJIMpPaHa TbTHA CBETJIMHHA CUTHATH3AIIHS,
nepumetsp Ha Humphrey u gotoctpec).

Kinnanuna edukacHoCT U 6€300aCHOCT

Eduxacnocm npu ev3pacmuu nayuenmu ¢ beno0pobna apmepuanna xunepmonusi (BAX)
ParnmomMusupano, IBORHOCIIAIIO, IIAIe00-KOHTPOIUPAHO MIPOYIBAHE € MPOBEACHO TPpH 278 MalueHTH
¢ mppBUYHA OenopoOHa xunepToHus, BAX, cBbp3aHa chC cucTeMHH 3a00JIIBaHUS HA
chenuHUTENHATa ThKaH u BAX cien Xxupypruysa KOpeKIvsi Ha BPOJCHH ChPJICUHU 3a00ISIBAaHHUS.
[NaruenTure ca paHIOMHU3UPAHU KbM €JHA OT YSTHPHU TEPAICBTHYHY TPYIH: IUIare0o0, cuiieHapu
20 mg, cunpenadnn 40 mg wim cunaeHadun 80 mg Tpu mbTH JHEBHO. OT paHIOMHU3HpPAHUTE

278 martuenTH 277 MalMeHTH ca TOYyYHIN Hai-Maiiko 1 103a OT M3MUTBAHOTO JICKApCTBO.
Wzcnenpanara nomynamus BrrouBa 68 (25%) muxe u 209 (75%) xeHn Ha cpefHa BB3pacT OT

49 rogunu (muana3oH: 18-81 rogunn) u uzxoHO pascrosaue mexay 100 u 450 metpa (cpenHo:

344 metpa) Ha TecTa ¢ 6-MuUHyTHA pazxojka. 175 (63%) OT y4acTHUIIMTE UMAT JUarHo3a MbPBUYHA
oemonpobHa xuneptonus, 84 (30%) — BAX cBbp3aHa CbC CUCTEMHH 3a00JIsIBaHYsI HA CheIUHUTETHATA
ThKaH, a 18 (7%) — BAX cren xupyprudaa KOpeKnus Ha BpOJIeHU chpaeuHn 3a0omsBanus. [loBeuero
narnueHTH ca BuB ™ dynknuonanen knac nmo C30 (107/277, 39%) wnm [1I™ pyHKIIMOHATICH Ki1ac
(160/277, 58%) mipu cpeHO U3XOAHO U3MHUHATO PAa3CTOSTHHE MPHU 6-MUHYTHATA Pa3Xx0Ka ChOTBETHO
378 metpa u 326 MeTpa; mo-Manka 4act ca u3xonHo B [ ¢pynkumonanen knac (1/277, 0,4%) wmu [V
¢ynkunonanes kiac (9/277, 3%). He ca BkiIroueHH ManueHTH ¢ IeBOKaMepHa (Gpaxius Ha
u3TnackBaHe <45% wim neBokaMepHa Qpakius Ha ckbesiBane <0,2.

Cunnenadun (uau wiamnebo) € 700aBeH KbM OCHOBHOTO JICUCHHUE Ha IMMAIIMEHTHUTE, KOETO € BKIIFOYBAIIO
KOMOWHAIINS OT aHTUKOATYJIAHTH, IMTOKCHH, KAJIITUEBH aHTATOHUCTH, AMYPETHUIIN WK Kuciopo. He e
OwWI10 pa3pelieHo J00aBsIHEe Ha POCTAMKINH, aHAIO3U Ha MPOCTAIMKIIMH U CHJIOTEIMH-PELECITOPHU
AQHTarOHHWCTH, HUTO JOOABKa Ha apruHUH. [lallueHTH ¢ IpEe/IIecTBAII0 HEYCICITHO JICUSHUE C
0OCeHTaH ca U3KJIIOYCHU OT POYYBAHETO.

[TppBUYHATA KpaiiHa TOYKA 32 OIICHKA Ha e(pUKACHOCTTA € TIPOMSHATA B rOJIEMHHATA HA U3MUHATOTO
pascrostHre Tipu 6-MuHyTHA paszxonka (MP6MP) cnex 12 ceamuiin cipsiMo W3XOTHOTO H3MHHATO
pascrostaue. CTaTHCTHYECKH 3HAYMMO HapacTBaHe Ha IPOMP e nHaOntogaBaHo BbB BCHUKUTE 3 TPYNHU
cbe cunaeHadpun cupsamo mianebo. Kopurupanoro crpsamo mianedo yBennuaBaHe Ha rojeMUHaTa Ha
HNP6MP e 45 metpa (p < 0,0001), 46 metpa (p < 0,0001) u 50 metpa (p < 0,0001) choTBETHO 32
cunnenadun 20 mg, 40 mg u 80 mg Tpu mpTH AHEBHO. He ce oTunTa cCUrHU(UKAHTHA pa3iuKa B
edeKTa MeXIY pa3IHIHuTe 031 cuieHadun. [Ipyu nanyueHTr ¢ U3X0JHH CTOMHOCTH Ha TOJIEMHUHATA
Ha UP6MP < 325 m ce HaOmogaBa mo-rojsMa ehUKaCHOCT TIPH ITO-BUCOKH A03H (KOPUTHPAHHU CIPSIMO
mianebo yBenndeHue ot 58 merpa, 65 MeTpa u 87 MeTpa chOTBETHO 3a 103u 20 mg, 40 mg u 80 mg
TPH IIBTH THEBHO).

[Tpu ananmm3 criopen pynkunonanaus xirac o C30 e HabIoJaBaHO CTATUCTHIECKH 3HAYMMO
yBenmuaBane Ha IP6MP mipu rpymara ¢ no3a 20 mg,. 3a xiac Il u xiac 11 e HabmronaBano
KOPHUTHPAHO CIIPSAMO TuTanebo yBenudeHne choTBeTHO ¢ 49 metpa (p = 0,0007) u 45 metpa
(p=10,0031).

VBenuuaBaHeTo Ha ronemuHaTa Ha UP6MP ce nposiBsBa cief 4-ceAMUYHO JICUSHNE B TO3H €PEKT ce
3ama3Ba KbM §-Ta U 12-Ta ceamuia. Pe3yaraTure KaTo LSO ca YCTOMYMBH B PA3IUYHUTE OATPYIIH,
000co0eHu B 3aBHCUMOCT OT eTHoJorusaTa (mbpBrdHa Wi bAX, cBbp3aHa ChC CUCTEMHHU
3a00msBaHus Ha CheIMHUTENTHATA ThKaH), yHKIMoHaeH kiac mo C30, mod, paca, MECTOTIOJIOXKEHHE,
cpeliHa CTOMHOCT Ha OenoapooHoTOo aprepuanto Hansrane (BAH) u uHnekc Ha 6e10IPOOHOTO ChHIOBO
cwrpotusnenue (bCC).

I[Tpu Bcuuky ManyeHTy, NpueMalii cruiiieHadI, He3aBUCUMO OT /103aTa € IIOCTUTHATO CTaTHCTHIECKU
3HaYMMO TIOHMKEHHE Ha CPETHOTO OenopoOHo aprepuanao Hamsrane (cbAH) n 6emonpobrOTO
cpaoBo cenpotuBieHue (bCC) cipsmo mrane6o. Edexture ot neuenunero Bppxy cbAH, kopurupann
crpsimo tuiane6o, ca —2,7 mm Hg (p = 0,04), -3,0 mm Hg (p = 0,01) u -5,1 mm Hg (p < 0,0001) 3a
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cuaeHaduin 20 mg, 40 mg u cborBeTHO 80 Mg Tpu mbTH AHEBHO. Edextute Bopxy BCC, Kopurupanu
crpsaMo wiane6o ca -178 dyne.sec/cm’® (p=0,0051), -195 dyne.sec/cm® (p=0,0017) u -320
dyne.sec/cm’ (p<0,0001) 3a cunpenadun croreeTHo 20 mg, 40 mg u 80 mg TpH IBTH THEBHO.
[ponenTHOTO Hamanenue Ha BCC (11,2%, 12,9%, 23,3%) Ha 12™ cenmuna 3a cunaeradun 20 mg,
40 mg u 80 mg TpH IHTH THEBHO € MPOTIOPITHOHAHO ITO-TOIIMO OT OHIKEHHETO Ha CHCTEMHOTO
cpaoBo cenporusierue (CCC) (7,2%, 5,9%, 14,4%). EdbexkrsT Ha cunaeHa I BbpXY CMBPTHOCTTA €
HEM3BECTEH.

[To-rossiMa yacT OT MaLIMEHTUTE BBB BCAKA OT MOATPYNUTE che cunaenadu (1.e. 28%, 36% u 42% ot
YUYaCTHHUIIMTE, IpHEeMali cuiieHadui cboTBeTHO B 103U 20 mg, 40 mg u 80 mg Tpu IbTH THEBHO) ca
MoKa3aiy moxodpenne Ha ceamuiia 12 ¢ moxe enuH ¢pyHknroHaneH kirac no C30, B cpaBHEHHE C
rane6o (7%). CroTBEeTHUTE CHOTHOIIEHHS Ha prcka ca 2,92 (p=0,0087), 4,32 (p=0,0004) u 5,75
(p<0,0001).

Llannu 3a 0ba20CPOUHA NPENCUBIEMOCH 8 HEAEKYSAHAMA NONYAAUUSL

[NaruenTure, y4acTBaau B OCHOBHOTO IPOYYBaHe, ca OWIIH MOIXOSIIH 32 BKIFOYBAHE B IBJIITOCPOYHO
OTKPHTO MPOIBIDKEHNE Ha MpoyuBaHeTo. Ha TpetaTta ronunaa 87% OT MAIMEHTUTE ca MIPUEMAITH 1032
ot 80 mg Tpu pTH THEBHO. OO0 207 ManueHTy ca Oniu JieKyBaHu ¢ Revatio B OCHOBHOTO
MIPOyYBaHE M ABIATOCPOYHA TIPEKUBIEMOCT TIPH TIX € OHJIa OIIEHEeHA 3a MepHUoa OT MHHUYM 3 TOIWHH.
B Ta3u nomynanus oneHkute Ha npexxuBseMoctta o Kaplan-Meier Ha 1-ta, 2-1a u 3-1a rojuHa ca
ounu cpoTBeTHO 96%, 91% 1 82%. [IpexuBsieMocTTa py NauueHTUTe ¢ PyHKIHoHaNeH kiac 11 mo
C30, Ha U3X0aHO HUBO, Ha 1-Ta, 2-Ta ¥ 3-Ta ronuHa ¢ owia cboTBeHTO 99%, 91% u 84%, a npu
naruerTute ¢ pyakunonanex kiac Il mo C30, Ha n3xomHO HUBO, Ha 1-Ta, 2-Ta U 3-Ta TOAMHA € OnIa
cb0TBeTHO 94%, 90% 1 81%.

Eduxacnocm npu evspacmuu nayuenmu ¢ bAX (koeamo ce usnonszea 6 Komounayus ¢ enonpocmenon)
Panpomusupano, ABOHHOCIIATIO, MIane00-KOHTPOIUPAHO MPOYUBaHE € POBEACHO MpH 267 MauueHTn
¢ BAX, kouTo ca cTabmIM3upaHu ¢ UHTPABEHO3HO NIpUJIaraH emonpocTeHo. [lanuenTuTe, BKITOUCHH
B MTPOYYBAHETO, Ca C MbpBUYHA OerronpoOHa apTepuanHa xumneptoHust (212/267, 79%) nu BAX,
CBBp3aHa ChC CHCTEMHH 3a00JISIBaHUS HA CheIMHUTENHATa ThKaH (55/267, 21%). IloBeueTo manneHTH
ca ¢ ¢ynkmonaines kiac mo C30 II (68/267, 26%) wmu 111 (175/267, 66%); HIKONKO MAIMEHTH ca C
knac 1 (3/267, 1%) umu IV (16/267, 6%) Ha N3XOAHOTO HUBO; MPU HIAKOJKO NanueHTu (5/267, 2%),
¢ynkuonanauat kiac mo C30 e HeusBecteH. [lanueHTHTE ca paHJIOMU3UPAHU Ha IIAIe00 Uiu
cunnenadwui (pu GUKCUpaHo TUTpUpane, 3anousaiio ot 20 mg no 40 mg u ciaexn ToBa 80 mg Tpu
I'BTU HA JICH CIIOpPEJ TOHOCUMOCTTA), KOTaTO Ce U3I0JI3Ba B KOMOWHAIINS C MHTPABEHO3HO TIPUIIAraH
ETIOTPOCTEHOIL.

[IbpBUYHATA KpaiiHa TOUKa 32 e(UKAaCHOCT € TIPOMsIHATa OT U3XOJHOTO HMBO 0 ceAMuIla 16 Ha
roJeMUHaTa Ha U3MUHATOTO Pa3CTOSHUE IIPU 6-MHHYTHA pa3xojka. MiMa craTUCTHUeCKH 3HAYNMa
10J13a OT cuieHad w1 B CpaBHEHHUE ¢ IU1ane0o, OLEHEeHa ¢ IPOMIHATa B TOJIEMUHATa HA U3MUHATOTO
pascTosiHue npu 6-MuHyTHa pasxonka. CpenHo, KOpUTHpaHO CIPSIMO IUianedo, yBelTudeHHe OT

26 MeTpa B UI3MHUHATOTO Pa3CTOsTHIE € HabmogaBaHo B mon3a Ha cuiaeHadu (95% [AU: 10,8, 41,2)
(p =0,0009). 3a manyeHTH ¢ U3XOIHO U3MUHATO PAa3CTOSIHKUE > 325 MeTpa, €PEKTHT OT JICUCHUETO €
38,4 meTpa B moiza Ha cuiAeHaI; 3a MAUEHTH ¢ U3X0IHO U3MHHATO pa3cTosHue < 325 metpa,
e(eKThT Ha JICYEHHETO ¢ 2,3 MeTpa B 1oj3a Ha mianedo. 3a nanueHTu ¢ mbpBudHa bAX edekTsT oT
negenueTo € 31,1 merpa, cpaBHEHO ChC 7,7 MeTpa Iipu nanueHT ¢ bAX, cBbp3aHa ChC CHCTEMHH
3a00J1sIBaHUs Ha CheMHUTEIHATa ThKaH. Pa3nukara B pe3ynraTure MEeXay TE3U paHJOMU3UPaHU
MOATPYITH MOJKE JIa C€ € MMOBUIINJIA [0 CITy4aldHOCT, IOpay OrpaHUuYEHHs pa3Mep Ha MOJena.

[pu nanmeHTy Ha cUIIeHADUI € JOCTUraTo CTATHCTHYECKH 3HAYMMO HaMaJIeHHUE Ha CPETHOTO
oenoapo6HO aprepuanHo Haisrane (MPAP), B cpaBHeHwHe ¢ Te3u Ha miarne6o. CpeneH, Kopurupax
crpsiMo Tare6o, edekr Ha edenneTo -3,9 mmHg e HabmoxaBaH B ron3a Ha crpieHadun (95% JU:
-5,7,-2,1) (p = 0,00003). BpemeTo 10 KIMHUYHO BJIOIIABaHE € BTOPUYHA KpaliHa TOUKa, Ae(UHUPAHO
KaTo BPEMETO OT PaHIOMHU3UPAHETO 0 IbpBaTa NpOsiBa Ha KIIMHUYHO BIIOLIABaHe (CMBPT,
TpaHCIUIAaHTaLus Ha Os1 Apo0, 3aroyBaHe Ha Tepanusi ¢ 00CEHTaH WU KIMHUYHO BIIOLIABaHE,
HaJIaramio MpoMsiHa Ha TEpaIusITa ¢ ernornpocTeHonN). JleueHnero cbe criieHaQ I 3HAYMMO OTJIara
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BpEMETO JI0 KIMHUYHO BiomaBaHe Ha BAX B cpaBHenue ¢ mrane6o (p = 0,0074). ITpu 23-ma ot
MalyMeHTHTe B IU1anedo rpymnara e Ha0iroJaBaHo KIMHUYHO Biiomasase (17,6%) B cpaBHeHHE C
8 maumeHTu oT rpynara csc cuinaeHadui (6,0%).

Jlannu 3a 0v120CPOYHAMA NPEANCUBAEMOCI O OCHOBHOMO NPOVYEAHE HA eNONPOCHEHO

[TanmeHnTH, ygyacTBajay B IPOyYBAHE HA CIIONIPOCTEHOJ KAaTO JOBIHATETHA TePaIis, Ca OTTOBAPSUTH
Ha KpUTEPUHUTE 32 BKIIOYBAHE B ABJITOCPOYHOTO OTBOPEHO MPOABIDKEHUE Ha MpoyuBaHeTo. Ciien Tpu
roguHu 68% OT ManueHTHTe ca npueMainu no3a ot 80 mg tpu bt JHeBHO. OO0 134 nanuenTu ca
JieKyBaHU ¢ Revatio B MbpBOHAYAIHOTO MPOYYBAHE U TEXHUST CTATYC MO OTHOIIICHUE HA
JIBITOCPOYHATA MPEKUBSIEMOCT € OIICHEH 32 MUHUMYM 3 TOAUHU. B Ta3zu momynaius, OEeHKUTE Ha
npexxuBsgeMoctTa o Kaplan-Meier Ha 1-Ta, 2-1a u 3-Ta roguaa ca Omnn choTBeTHO 92%, 81% 1 74%.

EdukacHocT 1 6e30macHOCT pu Bb3pacTHU naiueHTH ¢ BAX (pu npunarane B KOMOWHAIHS €
OoceHTaH)

Pannomusupano, ABOHHO-CIIAMNO, MTale00-KOHTPOIUPAHO MIPOYUYBaHE € MpoBeaeHo npu 103 KTuHUYHO
crabwinu nanuent ¢ BAX (¢pynkuuonanes knac 11 u Il mo C30), kouTo ca npoBexaany JIe4UeHUE ¢
0OceHTaH 3a MUHUMYM Tpu Mecena. [lannentute ¢ BAX, BKIIFOUEHN B TPOYYIBAHETO Ca C IIbPBUYHA
BAX n BAX, cBBbp3aHa ChC CHCTEMHH 3a00JsIBAHUS Ha ChbeIMHUTETHATA ThKaH . [larmenTuTe ca Onmm
paHIOMH3UpPaHH Ha Irarne6o wim cuwiaeHabmwi (20 mg Tpu MbTH THEBHO) B KOMOMHAINS ¢ OOCEHTaH
(62.5-125 mg nBa mbTH AHEBHO). [IbpBHYHATA KpaifHa TouKa 3a epuKacHOCT € OMila MpoMsHaTa OT
W3XOAHO HUBO A0 ceamuua 12 B ronemunata Ha MPOMP. Pesynrature moka3at, ue HsiMa 3HaunMa
pas3nuka B cpeHaTa npomMsHa Ha ronemuHaTa Ha UIP6MO B cpaBHEHHE C H3XOJHOTO HHUBO,
HaOmoaBaHa Mexay cunaenadun (20 mg Tpu mbTH AHEBHO) U wanebo (13,62 m (95% JAU: -3,89 mo
31,12) m 14,08 m (95% AU: -1,78 mo 29,95), chOTBETHO).

Pasnuku B ronemunata Ha IP6MP ca HaOnroiaBanu Mex Ty nanueHTute ¢ mbpeudHa BAX u Te3u ¢
BAX, cBbp3aHa ChC CUCTEMHHU 3a00JISIBAHUS HAa CheIMHUTEIHATA ThKaH. [Ipy manueHTuTe ¢ mbpBUYHA
BAX (67 yyacTHUIHM), CPETHUTE CTOWHOCTHU 3a IPOMSHA OT U3XOJIHO HUBO Ca OMIIM ChOTBETHO

26,39 m (95% JAU: 10,70 mo 42,08) u 11,84 m (95% JU: -8,83 mo 32,52) 3a rpymure Ha cunaeHadun
u Ha mare6o. [Ipu marmmentute ¢ BAX, cBbp3ana cbc cuCcTeMHH 3a00JSBaHUS HA CheIMHUTEITHATA
ThKaH (36 ydacTHUIN), 00ade, CPETHNUTE CTOMHOCTH HA IPOMIHATA OT U3XOJHOTO HUBO ca OWITH
choTBeTHO -18,32 m (95% IU: -65,66 no 29,02) u 17,50 m (95% JAU: -9,41100 44,41) 3a rpynara Ha
cuiigeHad I ¥ Ha mianedo.

Hexenanute cpOuTHs KaTo I5UT0 ca OMIIM TIOJOOHU TIPH JBETE TEPAIEBTUIHH TPy (CHiaeHa(wI
TUTIOC OOCEHTaH CIIPSIMO OOCEHTaH CaMOCTOSTEITHO) M Ca CHOTBETCTBANM HAa M3BECTHHS Mpodwi Ha
6e3omacHOCT Ha criieHad I, KOTaTo ce M3MO0A3Ba KaTo MOHOTeparus (BX. Touku 4.4 u 4.5).

Edextr BbpXY CMBPTHOCTTA IIPH Bb3pacTHH ¢ BAX

[IpoBeneHo ¢ mpoy4BaHe 3a U3cieABaHe Ha e(DEKTUTE HA Pa3IMYHY JIO30BH HUBA HA CHIIICHA(DUIT
BBPXY CMBPTHOCTTA IpH BB3pacTHU ¢ BAX cien HabnarogaBaHe Ha MOBUIIIEH PUCK OT CMBPTHOCT MPH
MeANaTPUYHH MAaIlUEeHTH, MTOTyJaBally BUCOKA /1032 CIIAeHA()UI TP IbTH THEBHO, Oa3upaHa Ha
TEJIECHOTO TeTJI0, B CPAaBHEHHE C Te3H, IPHEMAIIH IT0-HHUCKA J103a, B ABITOCPOYHOTO MPOIBIDKEHHE Ha
MEANATPUIHOTO KIIMHUYHO U3MUTBaHE (BXK. MO-707y ,Jllenuatpuyna nonynanus — benodpoora
apmepuanna xunepmoHus — JJaHHu 0T IBITOCPOYHOTO MPOABIKCHHE ).

[IpoyuBaneTo € paHAOMHU3UPAHO, TBOWHOCIIAIO, TapaJIeTHO-TPYIIOBO TIpoydBaHe mpu 385 BB3pacTHH C
BAX. IlanmmenTure ca pasnpeaeineHy Ha cirydacH nmpuHiun 1:1:1 B eqHa oT Tpu rpynu Ha nmpueM (5 mg
TPH IBTH THEBHO (4 IHTH MO-HUCKA OT MpEMophYNTENIHATA 03a), 20 Mg TpU BT JHEBHO
(mpenopbunTenHara n1o3a) 1 80 mg TpU MBTH JHEBHO (4 ITBTH [I0-BUCOKA OT MPENOpbUNTETHATA
no3a)). Kato 15110 mo-ronsiMara yact OT y4acTHHLIUTE He ca momydaBaiu JieueHne 3a BAX (83,4%).
[Tpu noBeueto yyactHunm ernonorusta Ha BAX e unnonatuuna (71,7%). Haii-uectusit
¢ynaxmonaner kiac mo C30 e kmac I (57,7% ot yuactHuIuTe). Benukure Tpu rpynu Ha JieYeHHE ca
nIoOpe OalaHCHpaHU TI0 OTHOIIEHUE Ha M3XOTHUTE TeMoTrpad)CKu TaHHH Ha TOArpyIaTa 3a
XpOoHOJIOTHS Ha JedeHneTo Ha BAX u etnonorus Ha BAX, KakTo ¥ 110 OTHOIIICHUE HAa KAaTETOPHHTE 32
¢ynkunonanen kiac mo C30.
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UYecroTara Ha cMBPTHOCT € 26,4% (n = 34) pu 1032 5 mg Tpu IbTH JHEBHO, 19,5% (n = 25) ipu
no3ara 20 mg Tpu bTU AHEBHO  14,8% (n = 19) npu no3a 80 mg Tpu IbTH THEBHO.

IleguaTpryHa IIOMYJIAIIHS

benoopobna apmepuanna xunepmonus

O6m10 234 yyacTHHLM Ha Bb3pacT oT 1 1o 17 roauHu ca Owin JieKyBaHU B paHIOMHU3UPAHO,
JBOWHOCIIAIO, MHOTOLIEHTPOBO, I1aLe00-KOHTPOIUPAHO MIPOYUYBAHE C MapajIedHH TPYIH U C Pa3InuHu
no3u. Yuactaurmre (38% oT MbxKH 1oa 1 62% OT KEHCKH T10JT) ca MaJIH TEJIeCHO TeTyo > 8 kg u
mepBryHa OenoapobHa xuneprorus (I16X) [33%] wnm BTopruna BAX BciiecTBHE Ha BPOAECHO
ChpJIedHO 3ab0msaBanHe [crucTeMHO-0enmoipooer mrbHT 37%, XupyprudHo Bb3ctaHoBsBaHe 30%]. B
ToBa mu3nuTBaHe 63 ot 234 (27%) nanueHT ca OWiIM Ha BB3pacT < 7 TOAWHU (CHIAeHA(HI HUCKA
no3a = 2; cpenHa 1o3a = 17; Bucoka go3a = 28; mnane6o = 16) u 171 ot 234 (73%) nanuenTu ca Ouin
Ha BB3pacT 7 TOAWHM U noBeue (cuiaenad i Hucka go3a =40; cpeana no3a =38 u Bucoka jo3a =49;
rame6o =44). [ToBedero ywactHUIM ca 0w ¢ n3xoeH GyHknuoHaneH kirac o C30 I wm 11
(75/234, 32%) (120/234, 51%); mo-manko naruentu ca 6mnn c kiac 11 (35/234, 15%) wm IV (1/234,
0,4%); 3a mHOTO Manko marmenTn (3/234,1,3%), dpyakuuonamausT knac mo C30 e OmiT Heu3BeCTeH.

[TanmenTuTe HE ca MpueMany npeau cnenrudna tepanust 32 BAX u ynorpebara Ha MPOCTAUKIINH,
MPOCTALMKINHOBY aHAT03W M aHTarOHHCTH HA CHIOTEIMHOBUTE PELENTOPH HE € OMiia pa3pelieHa B
MPOyYBaHETO, KAKTO M yIOTpedaTa Ha aprUMHUHOBH TOOABKH, HUTPATH, an(a-O0I0KepH W MOIITHH
naxuouTopu Ha CYP450 3A4.

[TepBUYHATA 1IEN HAa MPOYYBaHETO € OWia Jia ce OleHH epuKkacHOCTTa Ha 16-CeAMUYHO XPOHUYHO
JieueHHe C MepopayieH cuieHa(uI Mpy NeJuaTpuyHy NalueHTH 3a moao0psiBaHe Ha paOOTHHS
KamanurteT u3MepeH upe3 Kapauonyiamonanen tect ¢ HaroBapBaHe (CPET) npu yuactHum, Kouto ca
Ha TIOJXO/ISIIA BB3PACT, 3a a HarpaBsT Tecta (n=115). BropuunuTte kKpaitHi TOUKH ca BKIFOYBAIN
XeMOJMHAMUYeH MOHUTOPUHT, OIIEHKA Ha CUMIITOMHTE, pyHKIHoHaneH kiac mo C30, mpoMsiHa B
OCHOBHOTO JICUEHHE U U3MEPBAHE Ka4eCTBOTO HA )KUBOT.

VYdacTHHITUTE ca OVWJIH pasmpe/ieieHd KbM eIHa OT TPUTE TPYIH ChC CHNIACHA(UII, TePAEBTHUHH
cxemu ¢ Hucka jo3a (10 mg), cpenna no3a (10-40 mg) wim Bucoka no3a (20-80 mg) Revatio,
NpUJIaraHd TPH IBTH JHEBHO, WK KbM IUIa1ie00. PeaHuTe 1031 NpUIaraHd B pAMKUTE Ha TpyraTa ca
3aBHCENN OT TEJIECHOTO TeryIo (BXK. Touka 4.8). [IpoleHThT Ha YYACTHUIIUTE, TIPHEMAIIH TIOIbPIKAIIH
JIEKapCTBEHH MPOIYKTH HA U3XOIHO HUBO (aHTHKOATYJIaHTH, TUTOKCHH, OJIOKEPH Ha KaJI[MEBUTE
KaHaJIM, TUYPETUIM W/ WK KHCIOPO/) € OMJI CX0/IeH B KOMOWHHpaHaTta rpyrma cbe CuaaeHadua
(47,7%) u B utane6o rpymnara (41,7%).

[IppBuyHaTa KpaliHa TOYKA € OWila KOpUTrMpaHaTa CIpsMo Tu1ane0o MPOIeHTHA TPOMSHA B TMKOBATa
kucnopoaHa koHcymanus VO> 0T 3X0JHUS MOMEHT Jo ceamuna 16, onenena upe3 CPET tecra B
rpynute ¢ komOuHUpaHa no3a (Tabmuma 2). O6mo 106 ot 234 (45%) ygacTHHIN ca OWITH TOIXOISIIN
3a orierka ¢ CPET. Te ca BrirrouBaiu Jerara Ha Bb3pacT > 7 TOJIMHU U T€3U, CIIOCOOHHU J1a HAMIPaBST
tecta. Jlema Ha Bp3pact < 7 rogunu (cungeHaduin koMOMHMpaHa 103a =47; mane6o =16) ca 6unu
MOJIXO/AIIN 32 OLEHKA CaMO Ha BTOPHYHHTE KpaitHu Touku. CpeJHUTE CTOMHOCTH HA U3XOHATA
MakcuMajHa kuciaopoaHa koucymanus (VO2) ca OWiIu cpaBHUMH MEXKAY TPYIIUTE ChC CHIACHA(DMIT
(17,37 no 18,03 ml/kg/min) u 1exo nmopuiIeH 3a miaredo rpynata (20,02 ml/kg/min). Pezynrarure
OT OCHOBHUS aHAMH3 (TPyIa ¢ KOMOMHUPAHA J103a CIPSIMO TIarne6o0) He ca OMIIM CTaTUCTHICCKU
3HaunMiu (p = 0,056) (Bx. Tabnuua 2). M3uncnenara pasinka MexIy cXxemara ChC CpeJHa 1032
cunaenadun u rianedo e ouna 11,33% (95% AU: 1,72 no 20,94) (k. Tabnuna 2).
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Tabéauua 2: Kopurupana cnpsiMo miiane6o % npomMsiHa B M3XOHUTE CTOHHOCTH HA MMKOBAaTAa
VO 10 rpyna ¢ akTUBHO JieueHHe

I'pyna c seyenne H3uncnena paszimka 95% noBepuTeseH
HHTEPBAJ

Hucka no3a 3,81 -6,11, 13,73

(n=24)

Cpenna no3a 11,33 1,72,20,94

(n=26)

Bucoka n03a 7,98 -1,64, 17,60

(n=27)

I'pynu ¢ komOnHNpana 7,71 -0,19, 15,60

no3a (n=77) (p=0,056)

n=29 3a niayebo epynama
HM3uucnenus, 6asupanu na ANCOVA, ¢ kopexkyus 3a kosapuamume uzxooua nuxoea VO, emuonoeus u
epynama meiecHo meano

Jlo303aBrcuMy o100 peHus ca Oviii HaOJI0JaBaHy 110 OTHOIICHHUE Ha MHJIEKCa Ha 0enoipooHa
cpaoBa pesuctentTHocT (PVRI) u cpeano 6enonpodno aprepuanno Hansirane (mPAP). ['pynure Ha
cuiIeHa( I ChC CpeHa M BUCOKA J103a ca rmokasanu nonmkasane Ha PVRI ¢ 18% (95% AU: 2% mo
32%) u cvotBeTHO 27% (95% JAU: 14% no 39%) B cpaBHEHNE C mare0o, JOKAaTo rpynara ¢ HICKa
71032 He TIOKa3Ba 3HAYMMa pa3iinka B CpaBHEHUeE c mianebo (pasnuka 2%). I'pynute Ha cungeradun
ChC CpEJIHA M BHCOKA J103a Cca IoKa3ajiu npoMeHu B mPAP oT u3XxoHUTE CTOWHOCTH B CPaBHEHUE C
miane6o ot -3,5 mmHg (95% [U: -8,9, 1,9) u chotBeTHO -7,3 mmHg (95% AU: -12,4,

-2,1), nokaTo Tpyrmara ¢ HACKa Ji03a He € MoKa3ana pa3jiuka ¢ mianebo (pasnuka 1,6 mmHg).
HabmonaBano e mogo0peHne Ha ChpAeYHUS HHACKC MTPH BCUYKUTE TPH TPYIH ChC CHIACHA(DMIT
cupsamo mianedo, crorBeTHO 10%, 4% 1 15% 3a rpymmTe ¢ HUCKA, CpeTHA U BICOKA J03a.

3Ha4rMu TOA00pEHNUs BB ()YHKIMOHAIHUS KJIac ca OWJIM IEMOHCTPUPAHH CaMo MPH yYaCTHUIIH Ha
cuieHad U BUCOKA J103a B cpaBHEHUE ¢ Mu1ane6o. ChOTHOICHUATA Ha IIAHCOBETE 3a IPYNUTE
cunaeHadui ¢ HUCKa, CpeiHa M BUCOKa /1032, B CpaBHEeHHe ¢ Tuianebo, ca ounu cpotBeTHO 0,6 (95%
Ju: 0,18, 2,01), 2,25 (95% AU: 0,75, 6,69) u 4,52 (95% AU: 1,56, 13,10).

ﬂaHHI/I OT ABJTOCPOYHO NPOABJIKCHUE HA ITPOYYBAHETO

Ot 234 nenuaTpuyHM MAIUCHTH, JICKYBaHU B KPATKOCPOYHOTO, IUIAIc00-KOHTPOIUPAHO IPOYUYBaHE,
220 manueHTH ca BKIIOYCHU B IBITOCPOYHOTO MPOIBIDKEHIE HA MpoyYBaHeTo. [lanuenTrTe, KouTo ca
0wy B mane6o rpymnara B KpaTKOCPOYHOTO MPOYYBAHE, Ca MPEXBBPICHH U PaHAOMU3UPAHN Ha
JIedeHUE ChC CHICHA(WIT; ManueHTH, Texkamu < 20 kg, ca BKIIOYEHH B TPYTHUTE ChC CPETHA HITH
BHCcoKa mo3a (1:1), mokaro manmueHTure, Texxamu >20 kg, ca BKIIIOYEHH B TPYITUTE C HACKA, CpeaHa
n Bucoka go3a (1:1:1). Ot 06mo 229 manuerTH, KOUTO ca moxydaBanu cuigeHadwmr, 55, 74 u 100
MAIUEHTH ca OWJIM B TPYNHTE CHOTBETHO C HUCKA, CPE/IHA U BUCOKa 703a. [Ipu kpaTkocpoyHOTO U
JUBJITOCPOYHOTO MPOYYBaHE, 00IaTa MPOIBIHKUTETHOCT Ha JICUSHUETO OT HAYAJIOTO Ha JIBOMHOTO
3aciensBaHe 3a OTICITHHUTE MAIUEHTH € B Auana3ona ot 3 10 3 129 nuu. B rpynara Ha neueHue cbe
cunaeHadg I MeIaHHaTa IPOABIKUTEITHOCT Ha JiedeHue che cruiaeHadmr e omma 1 696 aam (¢
W3KITIOYEHHUE Ha 5 MalMeHTH, KOUTO Ca IMOJTyYUIIH Ianedo B JBOWHOCIICIUS eTall U He ca OuiTH
JIEKYBaHU B JIBJITOCPOYHOTO MPOIABIDKECHHUE HA IPOYYBAHETO).

Nzuucnenara no merona Ha Kaplan-Meier npexuBsieMoCT Ha 3-Ta TOJIMHA NPU NAIIMEHTH C U3XO0JTHO
tenecHo terio > 20 kg e chotBeTHO 94%, 93% 1 85% 3a TpynuUTE C HUCKA, CPE/IHA U BICOKA J1033;
TIpH MAIUEHTUTE C U3XOIHO TesecHO Terno < 20 kg m3uncienara mpexxuBsieMOCT € ChOTBETHO 94% u
93% 3a yJaCTHHLIUTE B TPYIIUTE CHC CPENHA M BHCOKA /1032 (BXK. TOUkH 4.4 u 4.8).

[To Bpeme Ha MpOBEXkIaHE HA MTPOYUBAHETO ca ChOOIICHH 00110 42 CMBPTHHU CTydasi, KAKTO 10 BpeMe
Ha JICYCHUETO, TaKa M ChOOIICHU KaTO YacT OT MPOCIICASBAHETO HA MIPSKUBIEMOCTTA. 37 CMBPTHU
ciyuas ca HacThIiIu npenu KoMucusra 3a MOHUTOpUpaHe Ha TAHHUTE J1a B3EME PEIlIeHUE 3a
HU3XOJSIIO TUTPUPAHE Ha J03aTa Ha MAIUeHTHTE JI0 TI0-HUCKA /1032, B3 OCHOBA HA HAOIIIOJaBaHUS
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aucOanaHe B CMBPTHOCTTA C yBeIWYaBaHE Ha 1o3uTe Ha cuiaeHadmi. Cpen Te3u 37 CMBbPTHH Citydasd,
oposr (%) Ha cmbpTHHUTE ciaydau € 5/55 (9,1%), 10/74 (13,5%) u 22/100 (22%) cbOTBETHO B TPYIUTE
C HUCKA, CpeJiHa ¥ BUCOKa Jj03a cuiaeHadui. J{pyru 5 cMBbpTHHU ciiydasi ca ChOOIIEHH BIIOCIIEICTBHE.
[TpuunnuTe 3a cMbpTTa ca Ounu cebp3anu ¢ BAX. He TpsiOBa aa ce mpuiarat no-BUCOKH OT
MIPENOPHIBAHUTE JIO3H TIPH IeauaTpuIHu manueHT ¢ bAX (Bx. Toukn 4.2 u 4.4).

[TuxoB VO, e uzuncied 1 roguHa ciieq; Ha9ajJoTo Ha IU1ane00-KOHTPOIMPaHOTO TipoyuBane. OT
MAIUeHTHUTE Ha cuieHadu, criocoonu na HanpassatT CPET, 59/114 yaactaunm (52%) He moka3BaT
BIomaBaHe Ha MUKOBHUS VO, B cpaBHEHHE ChC 3am0YBaHeTo Ha cuiaeHadwmi. Comro taka 191 ot
229 yuactauiu (83%), momyyasanu cuingeHaduI, ca UMaid WIK HEIPOMEHEH, WK OA00peH
dbyuxkmmonanex kirac mo C30 mpu oneHsBane cien 1 ronuHa.

Tepcucmupawa 6e100podHA XUNepmMoHUs Ha HOBOPOOEHOMO

[IpoBeneHo € paHAOMU3UPAHO, IBOMHOCIIAIIO, TAPAJICIIHO-TPYIIOBO, IIaie00-KOHTPOIUPAHO
MPOyYBaHE C JIBE PaMEHa MPU 59 HOBOPOJICHU ¢ MEepCUCTHpaIia 0ero1podHa XUNepTOHUS Ha
HOBOpoaeHoTO (IIBXH) mmm xunokcudHa quxareirHa HeaoctaThIHOCT (X/1X) 1 HOBOPOIEHH ¢ PHCK
3a [IbXH ¢ naaekc Ha okcurenamnus (MO) > 15 u < 60. IIppBudHaTA I1E]T € OIIeHKA Ha e(hUKACHOCTTA U
Oe30omacHOCTTa Ha CHIIIeHA( I, TIPUII0KEH HHTPABEHO3HO, KOTaTo ce J00aBs KbM HHXAIATOPSH
azoteH okcus (iNO) B cpaBHeHue ¢ iNO caMOCTOSITEITHO.

ChcTaBHUTE IBPBUYHH KPaiHU TOUKHU Ca YECTOTaTa Ha HEYCHEX OT JICUSHUETO, IeUHUPAH KaTo
HEOOXOIMMOCT OT JOI'BIHHUTENHO JieueHne, HacodeHo KpM [IBXH, HeoOXoauMocT ot
ekcTpakoprnopaiHa memopanHa okcurernus (ECMO) unmm cMBpT 10 BpeMe Ha MPOyYBaHETO, KaKTO H
MPOIBIDKUTEIHOCT Ha siedeHreTo ¢ iNO cren 3armouBane Ha HHTPABEHO3HO MPHIIOKEHNE HA
W3MUTBAHOTO JIEKAPCTBO MPH MaleHTHTe O6e3 Heyclex OT JeyeHneTo. Pasnukara B yectorara Ha
HEyCIeX OT JICUEHHETO He € CTATUCTUUECKU 3HaYMMa MEKAY JIBETE TePaleBTUYHU IPyHH (ChOTBETHO
27,6% u 20,0% B rpynara c iNO + cunaenadun HHTpaBeHO3HO U rpynara ¢ iNO + mane6o). [Ipu
MmarueHTuTe 6e3 HeyCIexX OT JISYEHHETO CpelHaTa MPOABIDKUTETHOCT Ha jtederne ¢ iNO cnen
3am04BaHe Ha MHTPABCHO3HOTO MPWIIOKEHUE HA N3MHUTBAHOTO JIEKAPCTBO € €HA U ChIIIA,
npubam3uTenHo 4,1 1HU, 32 TBETE TEPAIEBTUYHH TPYIIH.

Cpo01aBa ce 3a He)XeJIaH!W ChOUTHS, CBBP3aHH C JICYEHHETO U CEPHO3HH HEKENaH! ChOUTHS
cboTBeTHO TpH 22 (75,9%) 1 7 (24,1%) yuactHuiM B TepaneBThHuHara rpyna ¢ iNO + cunaeHadun
HMHTPaBEHO3HO M IIpU cbOTBETHO 19 (63,3%) u 2 (6,7%) yuactHunu B rpynara c iNO + rutane6o. Haii-
4ecTo ChOOIIaBaHUTE HEXKETIaHH CHOUTHS, CBBP3aHU C JICUEHHETO, ca XUITOTOHUS (8 [27,6%]
y4acTHUIM), xurokanuemus (7 [24,1%] ydgacTHUIN), aHEMUS M CHHAPOM Ha OTHEMaHe Ha
nexapcTBoTO (4 [13,8%] yuacTHuim 3a Besiko) u Opaaukapaus (3 [10,3%] ygactHun) npu
TepanepTuyHara rpyna ¢ iNO + cunneHadun HHTpaBeHO3HO U HeBMoTOpakc (4 [13.3%)] yuacTHunm),
aHeMHusi, OTOK, xunepOmnnpyouHemusi, mosuier C-peakTiBeH npoteud u xunotouus (3 [10,0%]
YYaCTHUIIM 32 BCSIKO) B TepaneBTHyHaTa rpyna ¢ iNO + mnare6o (Bx. Touka 4.2).

5.2 @®apmakoKMHETHYHHU CBOIiCTBA

AOcopbuus
Cunpnenadun ce pesopoupa 6bp30. HabmromaBaHuTe MaKCHUMATHH TTa3MEHH KOHIICHTPAIMU CE

nmocturart 3a 30 qo 120 MmunyTH (Mequana 60 MUHYTH) TIPH IIEPOPATHO MPHIOKEHIE HA TJIaTHO.
Cpennara abcomoTHa niepopaiiHa 6noranuqHoCcT € 41% (nuanazon 25-63%). Cnen TpukpaTeH
niepopaieH nmpueM Ha crnneHadmt AUC u Chax HapacTBaT MPOIIOPIIMOHATHO HA TIPHETaTa 1032 B
nuamnazona ot 20 1o 40 mg. Cnen nepopainex npuem Ha 80 mg TpH I'bTH THEBHO € HaOII0aBaHO T0-
TOJISIMO OT MPOTNIOPLIMOHAIHO Ha J]03aTa MOKauBaHe Ha IUIa3MEeHUTE HUBa Ha cungaeHadun. [pu
nanueHTH ¢ 0enonpoOHa apTepraiHa XUIEPTOHUs ITepopaiHaTa OMOHATMYHOCT Ha CHIIeHa(WII Cliel
mpuem Ha 80 mg Tpu IbTH AHEBHO € cpeaHo ¢ 43% (90% CI: 27% - 60%) mo-Bucoka, OTKOJIKOTO MPH
MTO-HUCKHUTE JI03H.
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Koraro cunaenadui Obie IpUET 10 BpeMe Ha XpaHeHe, CKOPOCTTa Ha aOCOpOIMs HaMaJlsiBa PH
cpenHo 3a0aBsHE B Tmax 60 MUHYTH 1 cpeqHO MOHMmKEHHE HA Cmax 0T 29%, HO cTereHTa Ha abcopOIus
He ce 3acsra 3HaunmMo (Hamanenue Ha AUC ¢ 11%).

Pasnpenenenue
CpenausT cTarrioHapeH ooeM Ha pasnpenencaue (Vss) Ha cunaeHadwmr e 105 1, koeto mokasBa

pasmpenenenne B Thkaaute. Cien nepopaiieH npueM Ha 20 mg Tpu IbTH JHEBHO CpeaHATa
MaKkcHMaHa 00II1a IIa3MeHa KOHIICHTPAIUs B CTAI[MOHAPHO ChCTOSIHUE Ha CHIIICHA(DUII &
npubimsutenHo 113 ng/ml. Cungenadun 1 OCHOBHUAT My IMpKyHpail N-1e3MeTHI-MeTabouT ca
npuOIN3UTETHO 96% CBBpP3aHU C IIa3MeHuTe NPoTeuHu. CBHP3BAaHETO C MIIA3MEHUTE MTPOTEHHH ©
HE3aBUCHMO OT OOIINTE JIEKAPCTBEHU KOHIICHTPAIUH.

Buotpanchopmaris

KnupbHCBT Ha cungeHadu ce OChIIECTBIBA MIPEIUMHO Ype3 YePHOIPOOHNUTE MUKPO30OMHHU
nzoen3uMu CYP3A4 (rnasen pT) 1 CYP2C9 (BropocTeneneH mbT). [ TaBHUST HUPKYyIUpAIL
MeTaboHT ce mosrydaBa upe3 N-nemeTunnpane Ha cunieHad . To3u MeTabonut uma rnpodui Ha
dhochoamectepasna CeIeKTUBHOCT MOI00CH Ha cuineHadw u in vitro apurutetr kbM OJIES
npubm3uTenHo 50% OT TO3W Ha OCHOBHOTO JIEKapCTBO. N-1€3MEeTHI-MeTabOIUTHT ce MeTabomn3nupa
OTBJIHATETHO ¢ TEPMHHAJIEH TTOTYKHBOT MpUOIM3uTeNnHO 4 yaca. [Ipu mamuenTn ¢ 6enoapooHa
apTepualiHa XUICPTOHUS TUIA3MEHUTE KOHIIEHTPAMU Ha N-J1e3MeTHII-MeTa00JIuTa ca MPUOITH3UTEITHO
72% oT Te3u Ha cunaeHadui cien npueM Ha 20 mg TpU IbTH AHEBHO (KOETO O3HAYaBa, Ye MPUHOCHT
My KbM (papMaKoJIOrM4HOTO JeiicTBUE Ha cuiaeHadui e 36%). JonbIHUTETHUST eEeKT BbPXY
e(rKacHOCTTa HE € M3BECTEH.

EnvuMunupane
OOmuaT TeneceH KMuMpbHC Ha cuigeHadwu e 41 1/h, koeTo Boau 10 NONYKUBOT B TEPMHUHAIHATA (a3a

3-5 yaca. Cnest mepopaHO WM UHTPABEHO3HO NMPUIIOKEHHUE CHITICHA(IIT ce eKCKpeTHpa 1o opmara
Ha METa0OJUTH MPEIUMHO B U3NpakHEeHUATa (puOim3utenHo 80% OT mpuioKeHaTta rnepopaiHa
71032) ¥ B TIO-MaJIKa CTeTeH B ypuHarta (mpubnusutenao 13% oT nmpuiioskeHaTa mepopaiHa 103a).

dapMaKOKMHETHKA ITPH CHCITUATHU TPYIHU MMAIUEHTH

Cmapuecka év3pacm

3npaBu 100OpPOBOIIIK B CTapUyecka Bb3pacT (>65 ToAMHN) ca UMalli HaMaJieH KIIMPBHC Ha CHIICHA T,
KOETO € 10BeIo 10 0Koso 90% Mo-BHCOKH TIIa3MEHH KOHIIEHTPAINY Ha cUiieHadWI U akTUBHUS N-
JE3METHII-META0OIUT CIIPSMO HAOII0TaBaHUTE TIPH 3APaBH MTO-MI1au 1o0poBoiw (18-45 roauan).
[Mopanu BE3pacToBO O0YCIIOBEHHU Pa3IMKK B CBEP3BAHETO C TUIA3MEHU IIPOTEHHU, ChOTBETHOTO
HapacTBaHE Ha IJIa3MEHH KOHIICHTPAIIMK HA HECBbp3aHus cuiieHadun e ¢ okoso 40%.

bvopeuna nedocmamvunocm

[Ipu 10OpOBOIILIH C JIEKO 10 YMEPEeHO ObOpeuHo yBpexaaHe(KpeaTuHUHOB KiupbHC =30-80 ml/min)
(hapMakoKMHETHKATa Ha cCHiIAcHADUII HE Ce € TIPOMEHMIIA CJIe] IPUeM Ha eJHOKpaTHa f03a oT 50 mg.
[Ipu 106POBOIITH ¢ TEXKKO OBOPEUHO YBpeXkAaHe (KpeaTHHUHOB KIUPbHC <30 ml/min) KIMPHHCHT HA
CUWIIJIeHAUII Ce € TIOHWKUII, KOeTo € foBeno A0 cpeaHo HapacTBaHe Ha AUC U Crax, CHOTBETHO ChC
100% u 88%, cripsiMO CHOTBETHA 1O BB3pacT rpymna Jooposonuu 0e3 60peuHo yBpexkaane. OcBeH
TOBA MPH JINIA ¢ TeXKO 0b0peuHo yBpexaane cTORHOCTUTE HA AUC 1 Chax 32 N-Ie3MeTHII-
MeTabonnTa ca 3HaYUMO MO-BUCOKH, ChOTBETHO ¢ 200% u 79%, cripsimo nunia ¢ HopMaiaHa 0p0pedHa
dhyHKIHS.

Yeproopobra nedocmamvynocm

[Ipu noGpoBom ¢ exa 10 ymepeHa yepHoapoOHa nupo3a (Child-Pugh kimac A u B) knupbsHCHT Ha
cwiIieHa(UI € MOHIKEH, koeTo Boau 1o HapacTBaHe Ha AUC (85%) 1 Cmax (47%) cripsiMO CHOTBETHA
T10 BB3pacT rpyma Jo0poBoiy 6€3 4epHoapoOHO yBpexaaHe. B mombiiHeHNe, IpH MAITUEHTH C
npo3a ctorHocTUTe Ha AUC U Cmax 32 N-II€3MeTHII -MeTa00IiTa ca 3HAYUMO TT0-BUCOKH, CHOTBETHO
cwe 154% u 87%, cripsiMo nuiia ¢ HopMaHa YepHoapooHa GyHKImsI. PapMakOKHHETHKATa Ha
cuiieHa W IPH NMAIMEHTH C TEXKO HapyIIeHa YepHOpOOHa (YHKIUS HE € MPOYYCHA.
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Honynayuonna ¢papmakoxunemuxa

[Tpu naruenTn ¢ 6e10pOOHA apTepraTHa XUIEPTOHUS CPEIHOTO CTAIIMOHAPHO ChCTOsHUE € ¢ 20 —
50% mo-BUCOKO B paMKUTE HA MPOYUYEHUS A030B auamna3zoH ot 20-80 mg Tpu IbTH JHEBHO, OTKOJIKOTO
TIpH 37paBy 100poBoIIH. OTIETEHO € YIBOsBaHE HA Cmax CIIPSMO 37paBH H0OpoBoIIH. Te3n aBe
HaOIIOACHMS coYaT MO-HUCHK KIMPHHC W/WITH TI0-BHCOKA IepopaiHa OMOHATMYHOCT Ha CHIICHA( T
1P TAIUEHTH ¢ 0eIoapoOHa apTeprallHa XUIIEPTOHMS, B CPABHEHHE ChC 3/IPaBH TOOPOBOIIIIH.

Ileouampuuna nonyrayus

Ot ananu3a Ha papMaKOKMHETHYHUS TpoduiI Ha criieHad I Py NalueHTUTE, BKIIOUYCHH B
MeANaTPUYHN KIMHUYHY [TPOYYBaHus, CE OKa3Ba, Y€ TeIECHOTO TErJIo € A0OBp MmoKa3aTel 3a
MPOTHO3UpaHe Ha OMOHATMYHOCTTA Ha JIEKapCTBOTO Npu Aena. CTOWHOCTUTE Ha TUTa3MEHHS
TIOJTYKUBOT Ha CHIACHA(III ca U3UNCICHN B MHTepBaja ot 4,2 1o 4,4 gaca rpu TenecHo Terio ot 10
1o 70 kg u He mOKa3BaT Pa3UKU, KOUTO Ja Ca KIMHUYHO 3HAUUMH. Crax cTIEI €THOKpaTHa 03a 20 mg
cunaeHag i, MPUI0KEH IepopaHo, € U3UnciieHa choTBeTHO Ha 49, 104 u 165 ng/ml 3a 70, 20 u

10 kg matmeHTH. Crax 1€ €qHOKpaTHA 1032 10 mg cunaeHadui, MpUiIokKeH MepopatHo, € H3UUCIeHa
choTBeTHO Ha 24, 53 u 85 ng/ml 3a 70, 20 u 10 kg namueHTH. Tmax € U3YHUCICHO TPUOIUZUTEITHO HA

1 yac ¥ MOYTH HE 3aBHUCH OT TEIECHOTO TETJIO.

5.3 IlpenkJMHUYHM JAHHHU 32 0€30MACHOCT

HexnmuanunuTe nanHu, 6asupariy ce Ha KOHBEHIIMOHAIHU ()apMaKOJIOTHYHU IPOYYBAHUS 32
0€e301acHOCT, TOKCHYHOCT ITPH MHOTOKPATHO MPHIIOKEHNE, TEHOTOKCHYHOCT U KapIIMHOTEHEH
MOTEHIINAI, PETIPOYKTHBHA TOKCHYHOCT M TOKCHYHOCT 33 Pa3BUTHETO HE Ca Pa3KpWJiIH CrielupuIeH
PHCK 32 HOBeKa.

[Tpu MankuTe Ha IIBXOBE, TPETUPAHU Tpe- U mocTHaTaHO ¢ 60 mg/kg cunnenadun, e HabIOJaBaH
MO-MaJIbK Opoii Ha MaJIKHTE, IO-HUCKO TErJI0 Ha MAJIKUTE Ha ITbPBHUS JICH M MOHIDKCHA 4-THEBHA
HPESKUBAEMOCT NPH €KCIO3ULIUH, KOUTO ca MPUOIN3UTeaHO S0 IBTH MO-TOJEMH OT OYaKBaHATa
eKCIIO3UIIUSI IPH YOBEKa MpH npreM Ha 20 mg Tpu mbTH AHEBHO. EQekTuTe npu HEKIMHUYHHUTE
NpOyYBaHMs ca HAOJIIOIaBaHK TIPH SKCIO3HIIUH, 32 KOUTO C€ CUUTa, Y€ HAJXBBPIIT B JOCTATHYHA
CTEINCH MaKCHUMaJIHATa €KCIO3UIIMS TP YOBEKa, KOSTO MOKa3Ba MAJIKO 3HAUCHHUE 33 KIMHUYHATA
ymnotpeoa.

He e umano HexxenaHu peakLuy ¢ Bb3MOXKHA 3HAUMMOCT 32 KIIMHUYHATA yroTpeda, HaOmonaBaHy IpU
KUBOTHHU IPU KJIIMHUYHO 3HAYMMHM HUBA Ha €KCIIO3MLIUS, KOUTO J1a HE ca HaOII0JaBaHU U B
KJIMHUYHUTE NIPOYYBaHHUS.

6. DOAPMAINEBTNHNYHU JAHHHA
6.1 Chnucbk Ha NOMOIIHHUTE BelleCcTBA

[Ipax 3a nepopanHa CyCIIeH3Hs:
Copouron (E420)

JIuMoHeHa KucearnHa, 0e3BogHA
Cykpanosa

Hatpues uutpar (E331)

KcanTanoBa ryma

TurtanoB muokcun (E171)

Hatpues 6ensoar (E211)

Cununmes THOKCHI, KOJIOUAEH 0e3B0IcH

I'p03/10B OBKYCHTEI:
ManroaekcTpua
KoHueHnTpaT oT rpo310B cok
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Apabcka ryma

Kon1nieHTpaT OT COK OT aHaHac
JlumoHeHa kucenvHa, 0€3BOIHA
EctectBen apomar

6.2 HecbBMecTHMOCTH
Henpunoxumo.

6.3 Cpox Ha roaHoCT

2 TOIMHA

Crnen peKOHCTUTYHPAHE TIepopaIHaTa CyCleH3us ¢ cradmiHa 3a 30 qHu.

6.4 CrnenuajaHu ycI0BHS Ha CbXpaHeHHe

[pax
Ja He ce cpxpansaBa Hag 30°C.

I[a CC€ ChbXpPaHsBa B OpUTMHAIHATa OIIAaKOBKaA, 3a 1da CC IPEAIasu OT BJiara.

[epopanHa cycneHs3us
Ja ce cexpanssa nox 30°C wm B xmaguimauk (2°C mo 8°C). [a He ce 3ampassiba.

3a ycnoBusiTa Ha ChbXPAHEHUE CIIC PEKOHCTUTYHPAHE Ha JICKApCTBEHUSI MPOAYKT BUXKTE TouKa 6.3.
6.5 JlanHM 32 omaKkoBKAaTa

Enna 125 ml 6yTurnka oT TBMHO CTBHKIIO (C TTOJIMITPOITMIICHOBA Kallauyka Ha BUHT) Chbpxka 32,27 g
Mpax 3a MepopaHa CyCleH3usl.

Cnen pekoHCTUTYHpaHe OyTHIIKaTa chabprka 112 ml nepopanHa cycnensus, ot kouto 90 ml ca
MpeHa3HaYeHU 32 MPUII0KEHHE.

Bun onakoBka: 1 OyTuika

Bcesika omakoBka chIbpKa ChIIO TONUITPONHUIICHOBA MEpUTEHA Yallka (TpalyrpaHa 3a OTMEpBaHe Ha
30 ml), nonumnponuiaeHoBa cpuHIOBKa 3a nepopaitau opmu (3 ml) ¢ HDPE Gyrano u LDPE
aJanTop 3a OyTHIIKaTa.

6.6 CrnenuanaHu nMpeana3Hu MepKHU NP U3XBbPJIsiHe H padoTa

Heusnon3panusr JICKApCTBCH HNPOAYKT WX OTIIAABYHUTC MATCPpUAIIU OT HCTO TpH6Ba Aa CC U3XBbPJIAT
B CHbOTBCTCTBUC C MCCTHUTC U3HMCKBAHMA.

[Ipenopbuntenno e papmManeBT 1a pEeKOHCTUTYHpa MepopaliHaTa cycneHnsus Revatio npeau aa 6vae
OTITyCHATa Ha MALMEeHTH.

WHCTpyKINHU 32 pEKOHCTUTYHUPAHE
3abenexka: 3a peKOHCTUTYHUPAHE HA ChIbPKAHUETO HA OyTHIIIKAaTa TPSAOBA Jla CE U3IOJI3Ba 001 00eM

ot 90 ml (3 x 30 ml) Boxa, HE3aBUCHMO OT 03aTa, KOATO I CE ITPHEME.

1. Jlexo pasknaTere OyTHIIKaTa, 3a 1a CE aepupa NpaxsbT.
2. OtcTpaHeTre Kamaykara.
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3.

4.

OTMepeTe ¢ MepHTEIHATA YalliKa (BKJIIOUeHa B KapToHeHaTa onakoBka) 30 ml Boga 110
oTOeIsI3aHaTa MAPKHUPOBKA M CUIIETE BojaTa B OyTuikara. OrMepere ¢ darikaTa ome 30 ml
BOJa U I'u AoOaBeTe B OyTmikaTa (purypa 1).

X 1

ITocTaBeTe OTHOBO Kamavkara M pa3KiaTeTe CHEPruyHO OyTHUiIKara 3a MUHUMYM 30 CeKyHIU
(durypa 2).

¢durypa 2
OtcTpaHeTe KamaykaTa.

Otmepete ¢ yamkara omie 30 ml Boga u ru qob6aBeTe B OyTuikaTa. Bunaru tpsiOBa aa mobaBste
06110 90 ml (3 x 30 ml) Boza, HE3aBUCUMO OT J103aTa, KosATO mpueMare ((urypa 3).

0

¢durypa 3
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7. ITocTaBeTe OTHOBO Kamaykara M pa3KiIaTeTe eHepruyHo OyTHUIKaTa 3a MUHHMYM 30 CeKyHIu
(purypa 4).

¢urypa 4

*x

OTcTpaHeTe Kamavkara.

9. HarucHere aganTopa B IspiioTO Ha OyTHiKaTa (KakTo € TTOKa3aHo Ha Gpurypa 5 mo-maoiy).
AanTopbT ce MPENOCTaBs, 3a J]a MOKE Jla HAIThJIHUTE CIIPUHIIOBKATA 33 TIEPOPATHU (hOPMHU C
nexapcTBo OT OyTmikara. [ToctaBeTe OTHOBO KanadkaTta Ha OyThikara.

(

=
—

b

10.  IlIpu pexoHCcTHTyHpaHE ce ToTy4aBa Osiia epopaiiHa CyCIeH3Hs ¢ apoMaT Ha Tpo3Jie.
Hamumrere narata Ha U3THYaHE Ha CPOKA HA TOJHOCT HA PEKOHCTUTYHpaHaTa MepopaiHa
CYCIIeH3HS BbPXY €TUKETa Ha OyTHIIKaTa (CPOKBT Ha TOJHOCT Ha PEKOHCTUTYHpaHaTa
riepopainHa cycrensus € 30 1Hu oT maTaTa Ha pekoHcTuTynpane). Cien Ta3u gaTa
HEU3I0JI3BaHAaTa NIepOpaTHa CYCIIeH3Us TPpIOBa 1a ce M3XBBHPIIM WK J1a ce BbpHE Ha Bamms
(hapmariesnT.

(

¢durypa 5
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UHcTpyKIiny 3a yrnorpeda

L. Enepruuno pasknarete 3aTBOpeHaTa OyTHIIKA C PEKOHCTUTYUpaHAaTa IepopaiHa CyCIeH3Us 3a
MuHuMyM 10 cekyHnu npenu ynotpeda. Orctpanere kamadkara (purypa 6).

¢urypa 6

2. Jlokato OyTHiKaTa € M3IIpaBeHa Ha paBHA MOBbPXHOCT, BKapalTe BbpXa Ha CHPUHIIOBKATA 32
nepopannu Gpopmu B aganrtopa (purypa 7).

¢durypa 7
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3. OO0bBpHeTE OYTHUIIKAaTa HAJOIy KaTo MPUABP)KATE CIPUHITOBKATA 32 Iepopaitdu Gpopmu. baBHO
M3JbpIaiiTe OyTaIOTO Ha CIPUHIIOBKATA 32 MEpOpaTHU (GOpMU JI0 AETCHUETO, KOETO IMOKa3Ba
Bamara no3a (u3rernsuero Ha 1 ml qocrtass mo3a ot 10 mg, uzrernsHeTo Ha 2 ml gocTaBs 1032
ot 20 mg). 3a 1a U3MEepUTE TOYHO J103aTa, TOPHUAT PHO HA OyTAIOTO TPSOBA J1a CE U3PABHU ChC
CHOTBETHOTO JICJICHUE HA CIIPUHITOBKATA 3a Iepopainu Gopmu (purypa 8).

¢durypa 8
4, AKO ce BIKIAT TOJIeMH MEXypH, 0aBHO HATUCHETE OYTaJIOTO 0OPAaTHO B CIIPHHIIOBKATa. ToBa
1Ie BbpHE JIEKApCTBOTO 00paTHO B OyTHIKaTa. [loBTOpETe cThIKa 3 OTHOBO.
5. OOBpHEeTE OyTHIIKaTa HArope KaTo He OTCTPAHSIBATE CIIPUHIIOBKATA 32 TICPOPAITHU (hOPMHU.
OTcTpaHeTe CIPHUHITOBKATA 32 IEPOPAITHH POPMH OT OyTHIIKATA.
6. [ocraBete BbpXa Ha CIIPUHIIOBKATA 32 TIepopaiHu popMu B ycrata. Hacouere Bppxa Ha

CTIPUHIIOBKATa 3a epopainu GopMH KbM BhTpelHaTa crpana Ha 0yzata. BABHO natuchere
OyTanoTo Ha CIPUHIIOBKaTa 3a epopainu ¢popmu. He uznpbckpaiite nekapcTBoTo 06p30. AKO
JIEKapCTBOTO TPsIOBa /1a ce MPUIIOKH Ha JIETE, YBEPETE Ce, Y€ JETETO € CEHAJIO0 MU Ce
MpHUIbPIKA U3IPABEHO MPEIn Ja My ObJie AaJIcHO JiekapcTBOTO (dhurypa 9).

¢durypa 9

7. ITocTaBeTe OTHOBO Kamadkara Ha 6YTI/IJ'IKaTa, KaTO OCTAaBUTC afanTopa Ha MACTO. Wamuiite
CIIPUHIIOBKATa 3a NCpOpaIHA (bOpMI/I KaKTO € YKa3aHO I10-/10J1y.

IlouncTBane u CbXpPaHsABaHC Ha CIIPUHIOBKATA:

1. CnpuHIOBKaTa TpsiOBa J1a ce U3MMBa Clie] BCeKH npueM. Uzappnaiite 0yTanoro ot
CIIPUHIIOBKATa ¥ N3MHUWTE U JIBETE C BOJA.
2. Uscymere aBere yactu. Bkapaiite oOpaTHO OyTanoro B cipuHLIOBKaTa. ChXpaHsIBalTe s C

JICKApCTBOTO HA YUCTO U 0e30IMacHO MSICTO.
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Cren peKOHCTUTYHpaHe TiepopaiHara cycrieH3us: Revatio TpsiOBa jia ce mpuiara camo ¢ IOMOIITa Ha
CIPUHIIOBKATA 3a TIePOPaTHU GOPMH, HATMYHA BB BCSKA ONAKOBKA. 3a TIO-TIOIPOOHN HHCTPYKITHHU 32
ynotpe0a BK. JJUCTOBKATA 32 IMAlUCHTH.

7. HPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den ssel

Hunepnannus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/05/318/003

9. JATA HA I'bPBO PA3PEINIABAHE/TIOJJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

JlaTta Ha mppBO pazpemanane: 28 oktoMBpH 2005 T.

Jarta na nocneano noaHoBsBane: 23 cenremspu 2010 .

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Toapo6Ha wHGOPMAIIKS 3a TO3M JEKApCTBEH NPOAYKT € NMPeAoCTaBeHa Ha yebcalita Ha EBporretickaTta
areHITHs 110 JeKapcTBaTa http://www.ema.europa.eu

70


http://www.ema.europa.eu/

INPUJIOKEHHUE 11

MMPOU3BOJUTEJI(U), OTTOBOPEH(HHU) 3A
OCBOBOKJIABAHE HA APTU/IN

YCJI0OBUSA UK OT'PAHUYEHNUSA 3A JOCTABKA N
YIIOTPEBA

APYI'U YCJIIOBUSA U U3BNCKBAHUSA HA PASPEHHIEHUETO 3A
YIOTPEBA

YCJI0BUSA UK OT'PAHUYEHNUA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEGA HA JIEKAPCTBEHUS ITPOAYKT
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A. ITPOU3BOJAUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJABAHE HA ITAPTUAN

HmMe u agpec Ha mponsBoauTensa(UTe), OTTOBOPEH(HHK) 38 OCBOOOKIaBaHE HA MAPTUINUTE

20 mg dhunmupanu tabnetky, 0,8 mg/ml nmwxekunoneH pa3zteop u 10 mg/ml npax 3a nepopainHa
CYCIIEH3Us

Fareva Amboise

Zone Industrielle

29 route des Industries
37530 Pocé-sur-Cisse
®paHuus

20 mg ¢punmupann Tabnetku u 10 mg/ml mpax 3a mepopaiHa CycreH3us

Mylan Hungary Kft.
Mylan utca 1
Komarom, 2900
YHrapus

[leyaTtHaTa MUCTOBKA Ha JIEKAPCTBEHUS MMPOAYKT TPsiOBa Ja ChABPIKAa UMETO U agpeca Ha
MPOU3BOJUTEINSI, OTTOBOPEH 32 OCBOOOXK/IaBAHETO HA CHOTBETHATA MAPTHIA.

b. YCJIIOBUA NJIN OT'PAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOIYKT C€ OTITyCKa 10 OrpaHUYEHO JeKapcko npeanucanue (Bx. [punoxenne I:
Kpartka xapakrepucTika Ha PoAyKTa, ToUKa 4.2).

B. APYI'U YCJIOBUSA U UBUCKBAHUS HA PASPEIIEHHUETO 3A YIIOTPEBA
. [Mepuoguynu akTyaJau3upanm aqokiaaau 3a oezonacuoct (ITAIB)

WzuckBanwmsra 3a monaBane Ha [IAJIb 3a To3u rlekapcTBeH MPOAYKT ca IIOCOYEHH B CIIMCHKA C
pedepentaute natu Ha EBponetickus cbio3 (EURD cruchk), npensuaes B wi. 1078, an. 7 ot
Hupexktusa 2001/83/EO, v BbB BCUUKH CJEIBAIM aKTyalIn3alliy, yOJUKyBaHH Ha
eBpOIeHcKus yeOmopTai 3a JeKapcTBa.

I'. YCJIOBUSA NJIX OT'PAHUYEHUS 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA HA
JIEKAPCTBEHUS TPOAYKT

. IInan 3a ynpaBaenue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemernero 3a ynorpeda (IIPY) tpsdBa na u3BbpIiBa H3UCKBAHUTE JEHHOCTH,
CBBP3aHHU C IPOCIIEsIBaHE HA JIEKapCcTBeHaTa 0€30IacHOCT, mocoueHu B ogoopenus I1YP, npencrasen
B Monyi 1.8.2 Ha pa3penieHreTo 3a ynorpeda, KakTo U Py BCUYKH CJISIBAIM ChITIaCyBaHU
akTyanu3auuu Ha ITYP.

Axrtyanmsupat [1YP tps6Ba na ce momaBa:

. 10 UcKaHe Ha EBpornelickaTa areHuus 1o JeKapcTBara;

. BHHAru, KOraTo ce U3MeHs CUCTeMaTa 3a YIIPaBJICHUE Ha pUCKa, 0COOEHO B pe3yiTaT Ha
MoJTy4aBaHe Ha HOBa MH(OpMaIys, KOSTO MOXe Aa JOBE/E 10 3HAYMMHU TIPOMEHH B
CBOTHOILIEHUETO 110J13a/PHUCK, UM CIIe]] JOCTUIaHEe Ha Ba)KEH eTall (BbB BPb3Ka C IPOCIIe/IIBaHE
Ha JIeKapCcTBeHaTa 0€30MacHOCT WM CBEXIAHE HA PUCKA 1O MUHUMYM).
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INPUJIOKEHUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA

74



A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBJABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

| 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Revatio 20 mg dunmupanu TabaeTKH
cuiiaeHa I

| 2. OBSIBSIBAHE HA AKTMBHOTO(UTE) BEIIECTBO(A)

Bcesika Tabnerka cpabppxa 20 mg cuiigenad i (KaTo LUTpar).

3. CIIMCBK HA IIOMOINHUTE BEIIECTBA

Cpabpika J1aKT03a MOHOXHUIPAT.
Bwxkre mucToBKaTa 3a JOMBIHUTEIIHA HH(DOPMAITHS.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

90 dunMupanu TabJCTKH
90 x 1 punmMupaHu TaOIETKH
300 ¢punmupanu TabneTku

| 5. HAYYH HA ITPUJIOKEHUE U ITBbT(UIIIA) HA BBBEXKJIAHE

[Ipenu ynotpeba mpoyerere JIMCTOBKATA.
ITepopanHo npunoxeHue.

6. CIIEHUAJIHO NPEAYIIPEXXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHABA HA MSCTO JAJIEYE OT IIOT'JIEJA U TIOCEI'A HA JEIIA

I[a CC€ ChbXpaHsiBa Ha MACTO, HCAOCTBIIHO 3a JCIIa.

| 7. APYI'U CIIEHUAJIHU IPEAYTIPEXKXIEHUA,AKO E HEOBXOUMO

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

T'omen mo:

| 9. CIIEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cexpansBa non 30°C. Jla ce chbxpaHsiBa B OpUrMHaIHAaTa OMAKOBKA, 3a /1a Ce MPEeaAnas3u OT Biara.
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10. CHEHLOUAJIHU IIPEAITA3HA MEPKU ITPU NU3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NI OTIIAABYHU MATEPHAJIN OT
TAX, AKO CE U3UCKBAT TAKNBA

11. HMME U AJJPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den ssel
Hunepnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/05/318/001
EU/1/05/318/004
EU/1/05/318/005

13. MAPTHUAEH HOMEP

[aptuna:

| 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. HUH®OPMAIIMA HA BPAMJIOBA A3BYKA

Revatio 20 mg

| 17. YHMKAJIEH NJEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKoj ¢ BKIIOYECH YHUKAICH HICHTH(UKATOD.

| 18. YHMKAJIEH NJEHTU®UKATOP — JTAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJINCTEPUTE

II'bPBUYHA OITAKOBKA/BJIMCTEP

| 1. NUME HA JIEKAPCTBEHUA NPOAYKT

Revatio 20 mg TabieTkn
cueHad

| 2. HUME HA ITPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Upjohn

| 3. JATA HA U3THNYAHE HA CPOKA HA I'OJHOCT

EXP

| 4. HHAPTUAEH HOMEP

Lot

5.  JPYrO
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JAHHU, KOUTO TPABBA JA CBJABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

| 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Revatio 0,8 mg/ml HHXEKIMOHEH pa3TBOP
cuiiaeHa I

| 2. OBSIBSIBAHE HA AKTMBHOTO(UTE) BEIIECTBO(A)

Bcexu ml paztBop ceabspxa 0,8 mg cunaenadun (kato nurpar). Beekn 20 ml daakon cbabpxa
12,5 ml (10 mg cunaenadui, KaTo MUTPAT).

| 3. CIIUCBK HA TIOMOIIIHUTE BEHIECTBA

Chpabprka TIIFOK03a M BOJIA 32 HHIKEKITHH.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

MHxeK1MoHEeH pa3TBOp
1 paakon 10 mg/12,5 ml

| 5. HAYYH HA ITPUJIOKEHUE U IBbT(MIIA) HA BBBEXKJIAHE

[penu ymotpeba nmpoyereTe JIUCTOBKATA.
HHTpaBeHO3HO MPUITOKEHHE.

6. CIIEHUAJIHO NPEAYIIPEXXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHABA HA MSCTO JAJIEYE OT IIOT'JIEJA U TIOCEI'A HA JEIIA

I[a CC ChbXpaHsABa Ha MACTO, HCAOCTHIIHO 34 ACIA.

| 7. APYT' CHEIUMAJIHU ITPEAYHPEXJIEHUA,AKO E HEOBXOIUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10.

CIIEHHUAJIHU ITPEAITA3HUA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NI OTIIAABYHU MATEPHAJIN OT
TAX, AKO CE U3UCKBAT TAKNBA

11.

UME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den ssel
Hunepnannus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/05/318/002

13.

ITAPTUJAEH HOMEP

[Naptuna:

| 14.

HAYMUH HA OTIITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WH®OPMAIINSA HA BPAHJIOBA A3BYKA

Revatio 0,8 mg/ml

| 17.

YHUMKAJIEH HIEHTU®UKATOP — JIBYU3MEPEH BAPKO/]

JIByn3mepeH 6apKoj1 ¢ BKIFOYCH YHUKAJIEH HISHTH(PUKATOP.

| 18.

YHUMKAJIEH HIEHTUO®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IIBPBUYHATA OITAKOBKA

ETUKET 3A ®JIAKOH

| 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Revatio 0,8 mg/ml HHXEKIMOHEH pa3TBOP
cuiiaeHa I

| 2. OBSIBSIBAHE HA AKTMBHOTO(UTE) BEIIECTBO(A)

Bcexu ml paztBop ceabspxa 0,8 mg cunaenadun (kato nurpar). Beekn 20 ml daakon cbabpxa
12,5 ml (10 mg cunaenadui, KaTo MUTPAT).

| 3. CIIUCBK HA TIOMOIIIHUTE BEHIECTBA

Chpabprka TIIFOK03a M BOJIA 32 HHIKEKITHH.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

MHxeK1MoHEeH pa3TBOp
1 paakon 10 mg/12,5 ml

| 5. HAYYH HA ITPUJIOKEHUE U IBbT(MIIA) HA BBBEXKJIAHE

[penu ymotpeba nmpoyereTe JIUCTOBKATA.
HHTpaBeHO3HO MPUITOKEHHE.

6. CIIEHUAJIHO NPEAYIIPEXXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHABA HA MSCTO JAJIEYE OT IIOT'JIEJA U TIOCEI'A HA JEIIA

I[a CC ChbXpaHsABa Ha MACTO, HCAOCTHIIHO 34 ACIA.

| 7. APYT' CHEIMAJIHU ITPEAYITPEXKIAEHUA, AKO E HEOBXOJUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10.

CIIEHHUAJIHU ITPEAITA3HA MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NI OTIIAABYHU MATEPHAJIN OT
TAX, AKO CE U3UCKBAT TAKNBA

11.

HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den ssel
Hunepnannus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/05/318/002

13.

ITAPTUJAEH HOMEP

[Naptuna:

| 14.

HAYMUH HA OTIITYCKAHE

YKA3AHUA 3A YIIOTPEBA

WH®OPMAIINSA HA BPAHJIOBA A3BYKA

YHUMKAJIEH HIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/]

YHUMKAJIEH HIEHTUO®UKATOP — JJAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBJABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

| 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Revatio 10 mg/ml npax 3a nepopajiHa CycCreH3us
cuiiaeHa I

| 2. OBSIBSIBAHE HA AKTMBHOTO(UTE) BEIIECTBO(A)

Cren pexoHCTHTYyHpaHe enHa OyTHika chabpka 1,12 g cunaenadui (kato HUTpar) ¢ KpacH o0eM
112 ml
Bceku ml ot pekoHcTHTYHpaHaTa cycrieH3us cbabpxa 10 mg cunaenadun (kato qUTpar).

| 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

JHpyrure cberaBku BkiouBaT copouton (E420) u Hatpues O0enzoat (E211).
BuokTe IHCTOBKATA 32 AOMBJIHUTEIHA HH)OPMAITHSL.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

[Npax 3a mepopainHa CycHneH3us
1 OyTunka
1 aganTop 3a OyTunkaTa, 1 MepuTenHa yamka U | CprHIIOBKa 3a epopaiHu GopMu

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

[Ipenu ynotpeba pasknarere 1oOpe OyTHIIKATA.
[Tpenun ynoTtpeba mpoyereTe JIUCTOBKATA.
[lepopanHo npunoxeHue.

WNHCTpyKIny 3a peKOHCTUTYHpPAHE:

Jleko paskiarere OyTHiIKaTa, 3a 1a OCBOOOANTE Tpaxa, M OTCTPAHETE KaradkaTa.

Hob6asete 06mo 90 ml Boga (3 x 30 ml), TouHo cireaBaliky yKa3aHMATA B JIMCTOBKATa. YBEpeTe ce
nanu OyTuIIKaTta e paskjiaTeHa qoope cien godassHeTo Ha 60 ml u cnen 106aBSAHETO HA TIOCIEAHUTE
30 ml. OrcTpaneTe Karavkata OTHOBO U HATHCHETE aJianTepa B TbPIOTO Ha OyTHIIKATA.

3abenexka: rogeH 10 30 IHU ciell peKOHCTUTYHPaHE.

6. CIIEHUAJIHO NPEAYIIPEXXJIEHUE, UE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHABA HA MSCTO JAJIEYE OT IIOT'JIEJA U TIOCEI'A HA JEIIA

I[a CC ChbXpaHsdaBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

| 7. APYT' CHEIMAJIHU ITPEAYITPEXKIAEHUA, AKO E HEOBXO/JIUMO
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| 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CIIEHUMAJIHU YCJIOBUS HA CbXPAHEHUE

[Ipax: /la e ce cpxpanssa Hax 30°C. Jla ce chXxpaHsBa B OpUTHHAIIHATA OITAKOBKA, 3a J]a CE Mpena3u
OT BJIAra.

Cnen pexoncturynpane: Ja ce cexpansisa nog 30°C niu B xnagunauk (2°C no 8°C). la He ce
3aMpassiBa. Besiko KoM4ecTBO OT nepopajiHaTa cyclieHsus, octanano 30 quu cien
PEKOHCTUTYHMPAHETO, TPsIOBA J1a ce U3XBBPIIH.

10. CHELUWAJIHU ITPEAITA3HA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NI OTIIAABYHU MATEPHAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AAPEC HA ITIPUTEKXATEJISA HA PASPEHIIEHUETO 3A YIIOTPEBA

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den IJssel
Hunepnannus

12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/05/318/003

13. MAPTHUAEH HOMEP

ITapt. Neo

| 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. HUH®OPMAIIMA HA BPAMJIOBA A3EYKA

Revatio 10 mg/ml

| 17. YHMKAJIEH NWJEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JiBymsmepeH 6apKo[ ¢ BKIIIOUEH YHUKAJICH UACHTU(DHUKATOD.
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18. YHMKAJIEH NWJEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IIBPBUYHATA OITAKOBKA

BYTUJIKA

| 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Revatio 10 mg/ml npax 3a nepopajiHa CycCreH3us
cuiiaeHa I

| 2. OBSIBSIBAHE HA AKTMBHOTO(UTE) BEIIECTBO(A)

Crnen peKOHCTUTYHpPaHE eiHa OyTHIIKA Chabpika 1,12 g cunaeHadut (kaTo UTpar) ¢ KpaeH 00eM OT
112 ml
Bceku ml oT pekOHCTHTYyHpaHaTa CycleH3us chabpka 10 mg cuneHadu (KaTo UTPaT).

| 3. CIINCBK HA IIOMOINHUTE BEIIECTBA

Hpyrute cbetaBku BkiIouBat copouron (E420) u narpues 6enzoar (E211).
BrokTe nucTOBKATa 3a HOMBJIHUTENIHA HH(DOpMAIHS

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

[pax 3a mepopaiiHa CycCreH3us

5. HAYYH HA ITPUJIOKEHUE U IBbT(MIIA) HA BBBEXKJIAHE

[Ipenn yroTpeba paskiateTe moope OyTHIKaTa.
[Ipenu ynoTtpeba mpoyerere JIUCTOBKATA.
[lepopanHo mpuoxeHue.

WHCTpyKIINY 32 pEKOHCTUTYUPAHE:

Jleko paskiarere OyTHIIKaTa, 3a 1a OCBOOOAUTE Tpaxa, M OTCTPAHETE KaradkaTa.

Jo6asete 06mo 90 ml Boza (3 x 30 ml), TouHO cjeABalKN yKa3aHUSATA B JIUCTOBKATa. YBEpeTe ce
Janm OyTuikara e paskiaTeHa noope cien 1o6aBsHeTo Ha 60 ml u cnest 1006aBSHETO Ha TIOCIIETHUTE
30 ml. OrcTpanere KamavkaTa OTHOBO M HATUCHETE aJanTepa B I'bpJIOTO Ha OyTuIiikaTa. 3a0enekka:
rozeH a0 30 AHU cien peKOHCTUTYHpaHe.

6. CIIEHUAJIHO NPEAYIIPEXXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHABA HA MSICTO JAJIEYE OT IIOT'JIEJA U IOCEI'A HA JEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HCAOCTBIIHO 3a JCIIa.

| 7. APYI'U CHHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJINUMO
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| 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CIIEHUMAJIHU YCJIOBUS HA CbXPAHEHUE

[Ipax: /la e ce cpxpanssa Hax 30°C. Jla ce chXxpaHsBa B OpUTHHAIIHATA OITAKOBKA, 3a J]a CE Mpena3u
OT BJIAra.

Cnen pexonctutyupane: Jla ce cexpansasa noj 30°C win B xnaaunauk ot 2°C no 8°C. la He ce
3aMpassiBa. Besiko KoM4ecTBO OT nepopajiHaTa cyclieHsus, octanano 30 quu cien
PEKOHCTUTYHMPAHETO, TPsIOBA J1a ce U3XBBPIIH.

10. CHELUWAJIHU ITPEAITA3HA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NI OTIIAABYHU MATEPHAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME HA TIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA WIN JIOT'O HA
MHNPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Upjohn

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/05/318/003

13. TIAPTHUJIEH HOMEP

[Tapt. Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. HUH®OPMAIIMA HA BPAMJIOBA A3EYKA

| 17. YHUMKAJIEH WJIEHTH®UKATOP — JIBYU3MEPEH BAPKO/

| 18. YHMKAJIEH NJEHTU®UKATOP — JTAHHMU 3A YETEHE OT XOPA
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Bb. IUCTOBKA
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JIucToBKAa: I/lH(l)OpMaIll/Iﬁ 3a mMaMeHTa

Revatio 20 mg ¢puamupanu TadaeTKU
cwineHadui (sildenafil)

IIpouyeTeTe BHMMATETHO USVIATA JIMCTOBKA, MPeN 1A 3aM0YHeTe 1a MPUeMaTe TOBA JIEKaAPCTBO,

Thil KaTo TS ChbAbPKa BaxHa 3a Bac undgopmanus.

- 3amazere Ta3u IUCTOBKA. MoOJKe /1a ce HAJIOXKH J1a 51 IPOYETETe OTHOBO.

- AKO MMate HSKaKBH JIOBIHATETHA BBIPOCH, TTonnTaiite Bamus nekap wiu GapmarieBT.

- Tosa nexapcTBo € mpennucano 1uyHo Ha Bac. He ro mpeotcrrBaiite Ha Apyru xopa. To Moxe
Jla UM HaBPEIIY, HE3aBUCHMO Ue MPU3HAIUTE Ha TIXHOTO 3a00IsIBaHE ca ChITUTE KaTo BamuTe.

- AKO MOJTy4YuTe HIKAKBU HEXXEJIAHU JEKAPCTBEHU PEaKIy, yBeaoMeTe Bamms nekap niun
(apmaneBT. ToBa BKIFOUBA M BCHYKH Bb3MOKHH HEXXEJIAHH PEaKIIHH, HEOITMCAaHH B Ta3n
nmucToBKa. BrmkTe Touka 4.

KakBo cbabp:ka Ta3u JHCTOBKA

KakBo npencrasnsBa Revatio u 3a kakBo ce H3M0JI13Ba
Kakso Tps10Ba na 3Haere, npeau Ja npuemere Revatio

Kak na nmpuemate Revatio

Bb3MoxHI HEXeTaH! peakIiun

Kak na cexpansBare Revatio

ChbabppxaHue Ha ONIAaKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

A e

1. Kaxkso npencrasiasBa Revatio u 3a kakBo ce U3M0J13Ba

Revatio cpabpika aKTHBHOTO BEIIECTBO CHIIEHA(WII, KOETO IPUHAIIEKH KbM TPyIIa JIEKapCTBa,
HapeueHu uHxuoOuTopu Ha docdoauecrepasza tum 5 (OJES).

Revatio monmxkaBa KpbBHOTO HaJATaHEe B OeJIMTE APOOOBE MOCPEACTBOM Pa3lIMpsiBaHE Ha
KPBBOHOCHHTE ChJIOBE B Oenute podoBe. Revatio ce u3nosn3ea 3a JiedeHHEe Ha BUCOKO KPBBHO
HaJsITaHe B KPhbBOHOCHUTE CHI0BE B OenuTe ApoOoBe (0emoapodHa apTepraliHa XUIIEPTOHNS ) TIPH
BB3PACTHHU U J€la U FOHOIIMU Ha Bb3pacT oT 1 Jo 17 ronuHu.

2. KakBo TpsoBa n1a 3Haere, npeau A1a npuemete Revatio
He npuemaiite Revatio

- aKo CTe aJIepPIrHYHU KbM CHIIICHA(WIT WK KbM HSKOS OT OCTAHAINTE ChCTAaBKU Ha TOBA
JIeKapcTBO (M30pOCHHU B TOUKA 6).

- aKo MpHeMare JIEKapcTBa, ChIbPKALIN HUTPATH WU JOHOPH HA a30TeH OKCHJ KaTO aMIITHUTPAT
(’xmy6Ha apora’”). Te3u lekapcTBa 4eCcTo ce JaBaT 3a 00JIeKYaBaHe Ha rpbaHa 0oKa (HITH
cTeHoKapaus). Revatio Moxxe 1a IpUUMHH CEPUO3HO 3aCHIBaHE HAa ePEKTUTE HA TE3U
nekapcTBa. CpobOuere Ha Bamus iekap, ako npueMare HIKOe OT Te3H JeKapcTBa. AKO HMaTe
ChbMHEHHMS, onuTaiTe Bamst nexap wiu papmariieBr.

- aKo IpuemMare puonuryar. ToBa JIeKapcTBO ce U3I10JI3Ba 3a JieueHne Ha OenoapobHa
apTepraNHa XUIepTOHHs (T.e. BUCOKO KPbBHO HajsiraHe B Oeiure 1poOoBe) M XpOHUYHA
TpoMOoeMOoadHa O6e0[poOHa XUITEePTOHUS (T.€. BUCOKO KPHBHO HaJSTaHe B OenTe IpoOoBe
B pe3yJTar Ha KpbBHHU chcupeln). Jlokazano e, ue ®JIES naxuburopure, kato Revatio,
3acuiBaT ehekTa Ha TOHIKaBaHE Ha KPbBHOTO HAIITAHE HA TOBA JIEKAPCTBO. AKO B3eMaTe
PHOLIMTYAT WITH HE CTE CUTYpHU, HHPopMuparite Bamms nekap.

- aKO0 HACKOPO CTe MpeKapalid HHCYIT, MHOKapIeH HH(APKT WK HMaTe CEPUO3HO YEPHOIPOOHO
3a00JIsIBaHE MJIM MHOTO HUCKO KpbBHO Hajsrane (<90/50 mmHg).
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- aKo MmpreMare JIEKapCTBO 3a JIeYUeHHE Ha IbOMYHU HHPEKINH KaTO KETOKOHA30JI WU
UTPaKOHA30JI U JIEKapCTBa, ChAbpIKally puToHaBHp (3a iedenue Ha CITMH).

- aKo HSKOTa CTe MMaJU 3ary0a Ha 3peHue Mopajy HapylIeHHe Ha KPhbBOCHAOISBAHETO HA
3pUTETHUS HEPB, HApEUCHO HeapTepUUTHA IIpeIHa ncxemnana ontraHna HeBporatus (HAMOH)

[pexynpesxaenns u npeanasHu MepKU

l'oBopete ¢ Bamms nekap npeau na npuemere Revatio, ako Bue:

- numare 3a00JsiBaHe, KOETO ce IBJDKM Ha 3alylleHa Ml CTeCHEHa BeHa B OenuTe 1poOoBe, KaKTo
1 Ha 3aylIeHa UM CTECHEHa apTepus

- nuMate TeXbK IIPoOIIeM ChC ChPILIETO

- nuMate HapylleHa oMreHa QyHKIMSA Ha KaMepuTe Ha ChbPLETO

- uMarte BUCOKO KPbBHO HaJATaHE B KPbBOHOCHUTE CHJIOBE Ha OenuTe IpoboBe

- uMarte HUCKO KPbBHO HaJsiraHe B TIOKOM

- ryOuTe roJIeMH KOJTMUECTBa TeJIECHU TEYHOCTH (00e3BOTHSIBAHE), KOETO MOXKE J1a Ce TIOIYYH,
KOTaTo Ce IMOTUTE MHOT'O WM HE IIpUeMaTe JOCTaThbYHO TE€YHOCTU. T0Ba MOXeE Ja Ce CIy4H, aKO
cte 0O0JIHM, ¢ IOBUIIIEHA TEMIIEPATypa, MOBPBIIAHE WIH JUAPHSL.

- “MaTe PSAAKO HACIEICTBEHO OYHO 3a00MsBaHe (MTMTMEHTO3eH PETHHUT)

- uMare aHOMaJHsl Ha ePUTPOLUTUTE (CHPIOBUIHOKIETHYHA aHEMUSI), paK Ha KPbBHUTE KIETKU
(meBkeMust), paK Ha KOCTHHUS MO3BK (MYJITHILICH MUEJIOM) WK 3a00sBaHe WK AedopMarus Ha
MeHnca

- B MOMEHTA CTpaJaTe OT CTOMAIIIHA 53Ba, HAPYIIEHHE Ha KPHBOCHCHUPBAHETO (KAaTO XeMODUITHA)
Wiy npoOJIeMH ¢ KbPBEHE OT Hoca

- IpreMare JIEKapcTBa 3a €peKTUIIHA TUCQHYHKIHS.

[pu uznon3rane Ha ®JIES uHXUOUTOPH, BKIIOYUTEITHO CHIITICHA(MII, 32 JICYUSHUE HAa SPEKTHIITHA
nmuchyskiws mpu Mbxe (EJ]) ca choOIaBanu ¢ HEM3BECTHA YECTOTA CIICAHUTE 3PUTCITHH HEXEIIaHU
peakny; 9acTHYHO, BHE3aITHO, BPEMEHHO HJTH TPAfHO HaMaJeHHe WK 3ary0a Ha 3peHHETO Ha EIHOTO
WJIY JIBETE OYHU.

AKO m3MMTaTe BHE3AIMHO HAMAJICHNE WM 3ary0a Ha 3peHHeTo, crpeTe npueMa Ha Revatio u ce
cBbp:KeTe BelHara ¢ Bamust jgekap (BX. cbIIo Touka 4)

Nma croOuienns 3a NpoabKUTEHA U OHAKOTa O0JIe3HeHa epeKIs IPH MBXKE Clle]] IPHeM Ha
cunneHadpmI. AKo IMaTe epeKIus, KOATO MPOoIbIhKaBa MmoBede ot 4 yaca, cimpere npuemMa Ha Revatio
U He3a0aBHO ce cBbp:keTe ¢ Bamus Jiekap (BikTe chIfo Touka 4).

Crneyuannu npedynpedicoenus npu nayuenmu ¢ 0bOpeuru u 4epHoopooHu npodiemu
Tpsi6Ba na napopmupare Bamus nekap, ako nmare 6bOpeyHH WK YEPHOIPOOHHU MPOOIEMH, Th KaTo
MOXe J1a € Heo0XO0IMa KOPEKIHs Ha J103aTa.

Jena
Revatio He Tpsi0Ba na ce mpriara mpw Jera Ha Bb3pacT nof 1 roanHa.

JApyru nexapcrBa u Revatio
Wudopmupaiite Bammus nekap win ¢papManeBT, ako mpreMaTe, HaCKOpo CTe MpHeMali Uil €
BB3MOXKHO J1a IPHEMETE IPYTH JEKapCTBa.

. JlexapcTBa, ChABPIKAILN HUTPATH WIKA JOHOPU HA a30T€H OKCHUJ KaTO aMUIHUTPAT (,,KIyOHa
npora“). Te3u jekapcTBa 4eCTO CE IaBaT 3a 00JICKUYaBaHEe Ha CTEHOKAPAMS WM IPhAHA 0OJIKa
(Bmxre Touka 2. KakBo TpsiOBa 1a 3HaeTe, npeau aa npuemere Revatio)

Nudopmupaiite Bamus nekap uiu ¢papMaleBT, ako Beue MprueMaTe pHOLUTyaT.
JHpyro nedyenre Ha 6eoapoOHa XUTIEPTOHHS (HAIp. OOCEHTaH, UIOMPOCT)

. AKO mpueMare JIeKapcTBa, ChABPKALIM KbJIT KAHTAPHOH (PACTUTENICH JICKAPCTBEH NPOIYKT),

pudamnumH (M3MOI3BaH 32 JIeueHne Ha OakTepranHu nH(EKINN), kKapbamas3enuH, JEHUTONH U
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(henobapOuTaN (M3MMOI3BaH, OCBEH 3a APYTO, 32 JICUCHNUE Ha CITUIICTICHSI)

. JlexapcTBa 3a pazpekaaHe Ha KpbBTa (Hamp. BapdaprH), BBIPEKH Y€ T€ HE BOAST 0 HEXeTaH!
peaxkuuu
. JlexapcTBa, ChABpIKAILN EPUTPOMHULKH, KIAPUTPOMULIMH, TEIUTPOMHILIMH (TOBa ca

AHTUOMOTHUIIN, YIIOTPeOSBaHM 3a JICUSHNE Ha ONpeAeIIeH OaKTepHaTHA WH(EKITIH ),
cakBuHaBup (3a nedenue Ha CIIMH) mm Heda3omoH (3a mecuxudecka ASpechs), Thid KaTo
MOJe Jla € HeoOxo/iMMa KopeKIus Ha Barrara no3a.

. Jleuenue ¢ anda-0okepu (Hamp. TOKCA3031H) 32 BUCOKO KPHBHO HAJISTAHE WU MPOOJIEMH C
MpocTaTara, Thil KATO KOMOMHAIUATA OT JIBETE JIEKAPCTBA MOXKE J1a MIPEIU3BUKA CUMIITOMH,
BOJICIIY JIO TTOHIDKABaHEe Ha KPBBHOTO HaJsraHe (Hamp. 3aMasHOCT, CBETOBBPTEXK).

. JlekapcTBa, ChABPIKAIIY CaKyOUTPUIT/BaiicapTaH, U3MOJI3BAHH 32 JICUEHUE Ha ChpJcUHa
HEJIOCTATHYHOCT.

Revatio ¢ xpana u HanuTKN
Bue e Tpsi0Ba qa muere cok OT rpeHndpyT Mo BpeMe Ha JieueHneTo ¢ Revatio.

bpemeHHOCT U KbpMeHe

AKO cTe OpeMeHHa W KbpMHUTE, CMATATe, Y€ MOJKe /Ia CTe OpeMeHHa WIIH TUTaHupaTe OpeMEeHHOCT,
MOChBETBalTe ce ¢ Bamms nexap wnn hapmaneBT npean ynorpedata Ha ToBa JekapcTBo. Revatio He
TpsiOBa J1a ce yrmoTpeOsiBa 1o BpeMe Ha OpEMEHHOCT, OCBEH MPH CTPOTH MOKA3aHHUS.

Revatio He Tps0Ba 1a ce mpuara mpu >KeHU ¢ AETEPOJICH MOTESHINAI OCBEH aKO HE M3M0JI3BAT
MOIXOASAIIN KOHTPALECITUBHI METOH.

Revatio npemrHaBa B MaifYuMHOTO MJISIKO B MHOTO MAJIKO KOJIMYECTBO U HE CE OYAKBa J1a HABPEIU Ha
Bamero gere.

lo¢gupane u padéora ¢ MAIIMHH
Revatio Morke Ja mpuuMHU 3aMaiiBaHe U Jla 3aceTHe 3peHneTo. Bue Tpsa6Ba na 3HaeTe Kak pearupare
Ha JIEKapCTBOTO Mpeau JAa modupare Win 1a paboTHTE ¢ MAIIUHH.

Revatio cbabpika 1aKkTo3a
Axo Bamusr nexap Bu e ka3ain, 4ye uMate HEMOHOCUMOCT KbM HSIKOU 3aXapH, CBbpKeTe ce ¢ Bamns
JIeKap Ipeau 1a IpUeMeTe TO3H JIEKAPCTBEH MPOIYKT.

Revatio cbabp:ka HaTpHii
Revatio 20 mg TabieTku chabpka no-mMaiko ot 1 mmol Hatpuii (23 mg) Ha TabneTkKa, T.e. MOXE JIa Ce
Kake, 4e MPAKTHYECKH HE ChIbpPKa HATPHIA.

3. Kaxk na npuemarte Revatio

Bunaru npuemaiite ToBa 1eKapcTBO TOUHO KakTo Bu e ka3an Bamus nekap. Ako He CTe CUTYpHH B
Helo, nonuraite Bamms exap unm gpapmanesT.

[Ipu BB3pacTHH MpenopbUUTENHATa 1032 € 20 mg Tpu IbTH JHEBHO (TIpe3 MHTEpBaI OT 6 1o § Jaca),
IIPUETH C XpaHa WM Ha IJIAJHO.

Ynorpeda npu gena U IOHOIIHN

[IpenoprunTennara g03a Mpu Jema 1 IHOIIN Ha Bb3pacT oT 1 10 17 rogunu e win 10 mg Tpu IbTH Ha
neH nipu nena u toromu < 20 kg, mim 20 mg Tpu TH Ha JIeH 3a Aena u roHom > 20 kg, mpueTn che
nim 6e3 xpaHa. [Ipu nema He TpsiOBa 11a ce mprutarat No-BUCOKH JJO3H. ToBa JeKapcTBO TpsOBa 1a ce
M3II0JI3Ba, CaMo aKo ce mpmiarat 20 mg Tpu TH Ha AeH. Jpyru nekapcTBeHd GopMHu Morat Aa ObIat
MO-TTOIXOJIAIIM 33 MpHUJIaraHe npu nanueHTd < 20 kg u 1pyru mo-mjaau NaiueHTH, KOUTO He ca
CIIOCOOHH Ja IONTBIIAT Ta0JETKH.

AKo cTe mpue/u noseye oT HeoOxoaumara 103a Revatio
He tpsi0Ba na nmpuemarte mmosede OT JI€KapcTBOTO, OTKOJIKOTO By e Ha3Haumn Bamms nexap.
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Ako MIPUEMETE IMMOBCYC OT HABHAYCHOTO KOJIMYCCTBO OT JICKAPCTBOTO, CBHPIKETE CE He3a0aBHO C
Bamms JICKap. HpI/IeM’I)T Ha Mo-rojigsMa OT npeanurcaHara 103a Revatio moske Ja IOBUIIIX pHUCKa OT
HU3BECTHUTEC HCKCIIAHU PCAKIIUU.

AKO cTe ponycHaJu 1a npueMeTte Revatio

Axo 3abpaBute 1a B3eMmeTe Revatio, B3emeTe J03aTa CH BeIHAra IIoM Ce€ CETHTE, CIIe] TOBa
MpoIBIDKETE TIpHeMa Ha Bamrero iekapcTBo 1o o0MJaifHOTO BpeMe. He B3emaiiTe mBoiiHa 103a, 3a 1a
KOMIICHCHpATe MPOITyCHATaTa J103a.

AKko cTe cripesn npueMa Ha Revatio

BreszamHoTO crimpane Ha JiedeHueTo ¢ Revatio Moxke aa oBee 10 BiIOoIIaBaHe Ha OIIakBaHUATa Bu.
He crmpaiite mprema Ha Revatio, ocBeH ako Bamusr siekap He Bu e ka3ai 1a HalrpaBUTE TOBA.
BammusaT nexap Moxxe na Bu kaxke 1a HamanuTe qo3aTa 3a HIKOJIKO JHU TIPEIH TBIHOTO My CITUPaHe.

AKO MMaTe HSKAaKBHU JOMBIHUTEIIHH BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBa JIEKAPCTBO, TIOMHUTANTE
Bamms nekap nnm dapmanesT.

4. Bb3MOKHU HexkeTaHU peakuu

Kakro Bcnuku JICKapCTBa, Revatio Mmoxe Ja MpeAru3BUKa HEXKCIIaHU PEAaKIIUU, BBIIPCKU Y€ HC BCCKHU I'l
Iojry4ana.

AXO MONTy4YHTe HIKOU OT CICTHUTE HeXKETIaH! peakiu, Bue TpsoBa ja cnipete npuema Ha Revatio u

7la ce CBBPIKETE BeHara c Jiekap (BHKTE ChIIO TOUKA 2):

- aKo MOJYYHTE BHE3AITHO HaMaJeHUE WK 3ary0a Ha 3peHUETO (C HEM3BECTHA YECTOTa)

- aKo MOJYYHTE ePEKIIHs, KOATO MPOIbIDKaBa MoBeve oT 4 yaca. [IporbIKUTETHA U TIOHSIKOTa
0oJIe3HEHA ePEKIINS € ChOOIaBaHa IIPH MBXKE CJICT IpUeM Ha cruineHadwr (C Hem3BecTHa
YECTOTA).

Bo3pactau
MHoro 4ecTo choOIIaBaHu HeXKEIaH! JICKaPCTBCHU Peakluy (MOTaT Jia 3acerHar rnoseye oT 1 Ha

10 nymm) ca rinaBoOosre, 3aUuepBsIBaHe HA JTUIETO, HAPYIIICHO XpaHOCMUJIAHE, THApHsl U 0OJIKa B
phIIeTe WK Kpakara.

YecTo choOIIaBaHN HEXKEIAHU JICKAPCTBEHU peakiuu (MoraT Jia 3acerHar 1o 1 Ha 10 gyrm)
BKJIFOYBAT: TIOJIKOKHU MH(EKIMH, TPUTIONIOI00HN CUMIITOMH, Bh3IAJICHAE HA CHHYCUTE, HAMAJICH
Opoii YepBEHU KPBBHHU KIICTKU (aHEMUS ), 3a]JphKKa Ha TSCYHOCTH, HAPYIIICHUS HA ChHsI, TPEBOXKHOCT,
MUTPEHa, TperiepeHe, U3TPhIIBAHE U MPaByUYKaHe Ha KpalHHUIIUTE, YCelllaHe 3a TIapeHe, HaMalleHa
YYBCTBHUTEIIHOCT Ha KOXKaTa KbM JIOITUP, KbPBEHE B 33/IHATA YACT HA OKOTO, 3pUTEIHU e(eKTH,
3aMbIJICHO BUKJIAHE U YYBCTBUTEIHOCT KbM CBETJIMHA, €)EKTH BbPXY IIBETHOTO 3pEHHE, Ipa3HEeHE Ha
OKOTO, KbPBSICAJIN/3aUEPBEHU OYH, CBETOBBPTEXK, OPOHXUT, KbPBEHE OT HOCA, XpeMa, KalllIuIIa,
3aIyIIeH HOC, CTOMAIIIHO Bh3MAJICHHUE, TACTPOCHTEPUT, KUCEIMHH B CTOMAaXa, XeMOPOUIU, pa3yBaHe
Ha KOpeMa, CyX0Ta B yCcTaTa, KOCOTa/l, 3a4epPBsIBAHE HAa KOXKATa, HOIIHU U3IMOTSIBAHUS, MYCKYJIHHA
001KH, O0NKa B ThpOa M MOBHUIIIEHA TelleCHA TEMIIEpaTypa.

Hexenanu peakinu, cro0maBann HedecTo (Morat fa 3acerHat 1 va 100 gymiw) BKITIOYBAT: HaMajIeHa
OCTpOTa Ha 3PEHUETO, IBOMHO BIDK/IaHE, HEOOUYAMHO yCellaHe B OKOTO, KbPBEHE OT IICHUCA, HATTHYUE
Ha KPbB B CEMEHHATa TCYHOCT W/WIK ypUHATA U YBEIUUCHUE HA ThPANUTE TIPU MBIKE.

Cro0ImaBaHo € ¢ HEeM3BECTHA YecTOoTa (0T HAMMYHUTE JaHHU HE MOXKE Jla Ob/ie HalpaBeHa OIeHKa) U 32
KOKEH OOpUB M BHE3AITHO HAMAaJICHHE WJIH 3ary0a Ha ClIyXa, KakTo M 32 TIOHKaBaHEe Ha KPHBHOTO
HaJIATaHe.

ﬂega 1 IOHOIITH

CrnenHUTE CEpUO3HH HEXENIaHU CHOUTHS ca ChoOIIaBaHu YecTo (MoraT na 3acerHat o 1 Ha 10 gymm):
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ITHEBMOHMS, ChPAEYHA HEJOCTAThUHOCT, JICHOCTPAHHA Chp/IeYHA HEJOCTATHYHOCT, ChPCUCH IIOK,
BHCOKO KPBBHO HaJIsiraHe B OeuTe IpoOoBe, rpbIHa 0oiKa, Npunaably, HHOEKIH Ha TUXaTSITHUTE
MbTUIIA, OPOHXUT, BUPYyCHA MH(EKIHUS B CTOMaxa U ThHKUTE YepBa, MHPEKIIMN Ha TUKOYHUTE MIBTUIIA
1 360HU KapHecH.

CrenHuTe Cepro3HH HEXENaHU CHOUTHSI Ca OIIEHEHH KaTo CBhP3aHU C JICYCHUETO U ca ChOOIIaBaH!
HeuecTo (Morat Aa 3acerHar 10 1 Ha 100 qymm): aneprudHa peaknus (Hamp. KOXeH 0OpHB, O yBaHE
Ha JIUIETO, YCTHUTE U €3UKa, CBUPKAIIU XPUIIOBE, 3aTPY/THEHO JMINAHE U IIPETIIbIIaHe), I’bPYOBE,
HEPAaBHOMEPEH ChPJCUCH PUTHM, YBPEXKIaHE HA CITyXa, 33yX, Bb3IMAJICHHE HA XPAHOCMILIATCITHUS
TPaKT, CBHPKAIIIO JUIITAHE TIOPAJX HAPYIICH NPUTOK HA BB3IYX.

MHoro gecto ch00IaBaHu HEXXeJIaH! peakIuy (MoraT fja 3acerHaT mosede ot 1 Ha 10 gymm) ca
riaBo0oJre, MoBphIiaHe, MHOEKINs Ha TBPIIOTO, MOBHUIIICHA TEMIIEPATypa, IUapusl, TPUT U
KPBBOTCUCHHE OT HOCA.

YecTo cpo0I1aBaHU HEXKETaHU peakuu (Morat Ja 3acerHart Ao 1 Ha 10 qymm) ca rajene, moBHIIeHA
epeKLus], THEBMOHMS U XpeMa.

Chol0maBaHe Ha HeKeJIAHU peaKInu

AKO TIOJTy4YHTe HAKAaKBH HEXEJIaHU JIEKAPCTBEHH PEeaKIny, yBegomere Bamms nexap nin hapmareBT.
ToBa BKJIFOUBa BCHYKH Bb3MOYKHH HEOTHCAHH B Ta3M JINCTOBKA HEXKENAHU peakru. Mo)keTe ChIo Ja
ChOOLINTE HEXETaH! PeaKy AUPEKTHO Ype3 HAMOHAIHA CHCTEMa 32 ChOOIIABaHe, [IOCOYCHA B
[punoxxenue V. Kato cho0IiaBare He:KEIaHN PeaKIMy, MOXKETE Ja JaJeTe CBOS IPUHOC 3a
MoJTy4aBaHe Ha MoBede MHPOpMAIIHs OTHOCHO 0E€30MacHOCTTa Ha TOBA JICKApCTBO.

5. Kak n1a cbxpansiBate Revatio
Jla ce cpxpaHsiBa Ha MSCTO, HEJOCTHITHO 32 JICLIA.

He usnosn3BaiitTe TOBa JIEKapCTBO CI€]] CPOKA HA TOJHOCT, OTOEIsI3aH BbPXY KapTOHEHATa OITaKOBKa
cnen ,,l'onen 10:”. CpoKBsT Ha TOAHOCT OTTOBApSI HA ITOCJIEIHUS JIEH OT IMTOCOUCHUS MECEIT.

I[a HEC CC ChXpaHsiBa HAJl 30°C. I[a CC CbXpaHABa B OpUTMHAJIHATA OIIaKOBKA, 3a J1a CC IpEAIasu OT
BJIara.

He m3xBopisiiTe ekapcTBara B KaHAIH3AIMITA WA B KOHTEHHEpa 33 JJOMAITHHA OTIIA bIIH.
[TormuraiiTe Bamms dapmareBT Kak 1a U3XBLPIIATE JEKapCTBATa, KOUTO BeUe HE U3MOJ3BarTe. Te3n
MEpKH IIle CTIOMOTHAT 3a ONa3BaHe Ha OKOJHATA CPe/a.

6. Coabp:kaHHe Ha ONMAKOBKATA M JOMbJIHUTENHA HHopManust

KakBo cbabpska Revatio

- AKTHBHaTa chcTaBKa e crneHadui. Beska Tabmerka cpabpxa 20 mg cuaeHadw (KaTo
LUTpAT).

- Jpyrure cbcTaBku ca:
Anpo Ha TabneTkaTa: MUKPOKPUCTAITHA [IETyJ1032a, KaiueB xunporerdocdar (0e3BoieH),
KpocKapMeno3a HaTpui (BXK. Touka 2 ,,Revatio cpappika HaTpuii*), MarHe3WeB cTeapar.
OUIMOBO MOKPUTHE: XUTIPOMeINo3a, TuTaHoB Auokcun (E171), makro3a MoHOXUApAT (BXK.
Touka 2 ,,Revatio cpabprka 1aKTO3a*), TIIUIEPOIOB TPHAIETAT.

Kak usrae:xna Revatio 1 kKakBO CbABbpPKA ONMAKOBKATA

dunmupanute Tabnetku Revatio ca 6enu u ¢ kpbria gopma. Te ca mapkupanu ¢ Haamuc “VLE” ot
enrara 1 “RVT 20” ot gpyrara crpana. Tabmerkure ce mpemiaraTt B OIHCTEPH, ChIBPKAIIN 000
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90 Tabsaetku, 90 x 1 TabmeTku B iephOpupaHu €IHOT030BH OJIUCTEPH U B OJIUCTEPH, ChIAbPIKAIIH
06110 300 TabneTku. He BcUYKY BHIOBE ONTAKOBKU MOTaT Ja ObJIaT IyCHATH B TIPOAAKOA.

IIpuTtexkaTes Ha pa3pelieHHeTO 32 yIOTpeda M MPOU3BOAUTET

[MpurexaTten Ha pa3penieHUETo 32 yrnoTpeoda:

Upjohn EESV, Rivium Westlaan 142, 2909 LD Capelle aan den 1Jssel, Humepmanmus.

ITpousBoauTen:

Fareva Amboise, Zone Industrielle, 29 route des Industries , 37530 Pocé-sur-Cisse, @paniusi.

NI

Mylan Hungary Kft., Mylan utca 1, Komarom 2900, Yurapusi.

3a JOIIBJIHUTCIIHA I/IH(l)OpMaLII/IH OTHOCHO TOBa JICKapCTBO, MOJI CBBPIKETC CC C JIOKAJTHUA
MNPEACTABUTCII HAa IPUTCIKATCIIA HA pa3pCIICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
Viatris
Tél/Tel: +32 (0)2 658 61 00

Bbbarapus
Maiinan EOO/]
Ten.: +359 2 44 55 400

Ceska republika
Viatris CZ s.r.0.
Tel: +420 222 004 400

Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 (0)800 0700 800

Eesti
Viatris OU
Tel: +372 6363 052

EALGoa
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espaiia
Viatris Pharmaceuticals, S.L.
Tel: +34 900 102 712

France
Viatris Santé
Tél: +33 (0)4 37 25 75 00

Lietuva
Viatris UAB
Tel: +370 52051288

Luxembourg/Luxemburg
Viatris

Tél/Tel: +32 (0)2 658 61 00
(Belgique/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: +36 1465 2100

Malta
V.J. Salomone Pharma Limited
Tel: (+356) 21 220 174

Nederland
Mylan Healthcare BV
Tel: +31 (0)20 426 3300

Norge
Viatris AS
TIf: +47 66 75 33 00

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z 0.0.
Tel.: +48 22 546 64 00

Portugal
Viatris Healthcare, Lda.
Tel: +351 21 41272 00



Hrvatska Roménia

Viatris Hrvatska d.o.o. BGP Products SRL

Tel: +385 1 23 50 599 Tel: +40 372 579 000
Ireland Slovenija

Viatris Limited Viatris d.o.o.

Tel: +353 1 8711600 Tel: +386 1 236 31 80
island Slovenska republika
Icepharma hf. Viatris Slovakia s.r.o.
Simi: + 354 540 8000 Tel: +421 2 32 199 100
Italia Suomi/Finland

Viatris Pharma S.r.1. Viatris Oy

Tel: +39 02 612 46921 Puh/Tel: +358 20 720 9555
Kvnpog Sverige

CPO Pharmaceuticals Limited Viatris AB

TnA: +357 22863100 Tel: + 46 (0)8 630 19 00
Latvija

Viatris SIA
Tel: +371 676 055 80

JlaTta Ha nocJjieAHO npepasriie:kaaHe Ha JMCTOBKAaTa
JApyru n3rouHuny Ha MHpopManms
[MoapoOHa nHpopManus 3a TOBA JIEKapCTBO € MpeocTaBeHa Ha yeOcaiita Ha EBporieiickara areHuus

110 JiekapcTBata http://www.ema.europa.eu. [Tocodenu ca ChIIo JIMHKOBE KbM APYTH yebcailToBe,
KBJIETO MOXKeE J]a ce HaMepu HH(GOpMAIIXs 32 PeJIKH 3a00JIIBAHUS U JICUCHHUSL.
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JlucroBka: Undopmamnus 3a noTpednTeIs

Revatio 0,8 mg/ml nHxkexknmnoHeH pa3Teop
cunaeHadui (sildenafil)

IIpoyeTeTe BHUMATEIHO AJ1aTa JUCTOBKA, Mpeau 1a Bu npuio:kaT ToBa JIeKapCTBO, Thil KATO

TA CbAbpP:Ka BaskHa 3a Bac uHdopmanms.

- 3anaseTe Ta3u JIMCTOBKA. MoKe 1a ce HAJIOKU J1a s IPOYETETE OTHOBO.

- AKO UMaTe HAKAaKBU JIOITBIHUTEIHH BBIIPOCH, ronuTtaiite Bamus jiekap, GpapmarieBt wim
MEINIIMHCKA CECTpa.

- Toga nekapcTBO € mpeanucano JnyHo Ha Bac. He ro npeoTrcThBaiite Ha Apyru xopa. To Moxe
Jla IM HaBpeJlM, HE3aBICHMO Ue TIPU3HAIINTE Ha TIXHOTO 3a00IsBaHe ca ChITUTE KaTo BammTe.

- AKO ToSTyunTe HAKAKBU HEXKEJIaHU JIEKAPCTBEHH peakiuy, yBenromere Bammms nekap,
(hapManeBT WM MEJUIMHCKA cecTpa. ToBa BKIIIOYBA U BCHYKH Bb3MOXKHHU HEXXEIaHU PEaKivy,
HEOINNCaHU B Ta3M JUCTOBKA. BuxTte Touka 4.

KakBo cbabp:xa Ta3u JHCTOBKA

KaxBo mpencraBisaBa Revatio 1 3a KakBo ce H3I0JI3Ba
Kakso Tps6Ba na 3Haere, npeau aa Bu npunoxkat Revatio
Kak ce mpunara Revatio

BB3MOKHM HEXETaHU peaKkiuu

Kak na cexpansBare Revatio

ChapprkaHre Ha OMAKOBKATA W JIOIBITHUTETHA HH()OPMAITUS

AN h L=

1. Kakso npencraBiasBa Revatio u 3a kakBo ce H3M0J13Ba

Revatio cpabpika aKTUBHOTO BEIIECTBO CHIIEHA(WII, KOETO IPUHAIIECKH KbM IPyIIa JIEKapCTBa,
HapedeHN nHXxnOuTopu Ha ocdoanecrepasza tum 5 (OJIES).

Revatio monmxaBa KpbBHOTO HaJATaHEe B OesIMTe APOOOBE MOCPEACTBOM Pa3lIMpsiBaHE Ha
KPBBOHOCHHTE ChJIOBE B Oenute apoboBe. Revatio ce u3nosn3ea 3a JiedeHHe Ha BUCOKO KPBBHO
HaJIITaHe B KPbBOHOCHUTE CHJI0BE B OesnTe ApoOoBe (0eronpodHa apTepraina XUuIepTOHMs ) IPU
BB3pACTHHU.

Revatio nHXeKIIMOHEH pa3TBOp € anTepHaTHBHA popma Ha Revatio 3a manueHTH, KOUTO BPEMEHHO He
Morar Jia mpueMar TexHute TabneTku Revatio.

2. Kakso TpsiOoBa na 3Haete, npeau Aa usnoJssare Revatio

He uznonssaiite Revatio
- aKO CTC AJICPTUYHU KbM CI/IH}ICHa(l)I/IH WJIN KbM HAKOA OT OCTaHAJIUTEC CbCTAaBKU HAa TOBA
JIeKapcTBO (M30pOCHHU B TOUKA 6).

- aKo MpreMare JIEKapcTBa, ChbAbPIKAIN HUTPATH WM JOHOPH Ha a30TE€H OKCUJ KaTO aMHIHUTPAT
(,,xmyOHa apora”). Te3u lekapcTBa 4eCTO ce JaBaT 3a 00JIeKYaBaHe Ha rpbaHA 00Ka (FITH
cTeHoKapaus). Revatio Moxke 1a IpUUMHH CEPUO3HO 3aCHIBaHE HAa ePEKTUTE HA TE3U
nekapcTBa. CrobOimere Ha Bamms iekap, ako nmpueMare HIKOE OT Te3H JeKapcTBa. AKO MMaTe
ChbMHEHHMS, onuTaiiTe Bammst nexap wiu papmariieBr.

- aKo mpuemare puouuryar. ToBa JIeKapcTBO ce M3II0JI3Ba 3a JieueHHe Ha OenoapoOHa
apTepualiHa XUIEePTOHHUS (T.€. BACOKO KPbBHO HaJATaHe B Oesinte Apo0OBE) U XPOHUYHA
TpoMOoeMOoaaHa 6e10jpoOHa XUITEPTOHUS (T.€. BUCOKO KPHBHO HAIIATaHE B OeNuTe IpoOoBe
B pe3yJITaT Ha KpbBHH cheupenn). Jlokazano e, ue ®JIES unxuburopure, kato Revatio,
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3acwiBaT e)eKkTa Ha IOHIKaBaHE Ha KPbBHOTO HAJIATAHE HA TOBA JIEKApCTBO. AKO B3eMare
PHOLIMTYaT WM HE CTE CUTYPHH, HHPOopMuparite Bamms nekap.

- aKO HACKOPO CTE MpeKapaiu WHCYIT, MUOKapIeH HH(APKT WU KMaTe CEPUO3HO YSPHOAPOOHO
3a001sBaHe WM MHOT'O HUCKO KpBhBHO Haysrane (<90/50 mmHg).

- aKo IprueMare JIEKapCTBO 3a JIEYeHUE Ha IbOMYHU MH(PEKINH KaTO KETOKOHA30JI WU
UTPaKOHA30JI U JIEKapCTBa, ChbpIKalll puToHaBHp (3a siedenue Ha CITMH).

- aKo HSKOTa CTE MMM 3ary0a Ha 3peHUe Nopaiy HapylIeHO KPhbBOCHAOISIBAHE HA 3PUTCITHUS
HEpB, U3BECTHO KaTO HeapTepHUHUTHA MpeaHa ucxeMudHa ontnyHa HeBpomatus (HANOH)

IIpenynpesxaenusi U npeanasHu MepKu

I'oBopete ¢ Bamms nekap, npeau aa usnonseare Revatio, ako Bue:

- numare 3a0o0JisiBaHe, KOETO ce IBJDKU Ha 3alylleHa Wil CTeCHEeHa BeHa B OenuTe IpoOoBe, KaKTo
W Ha 3aIylIeHa UM CTECHEHa apTepus

- uMate TeXbK IIPOOJIEM ChC ChPLETO

- uMarte HapylleHa oMIeHa QyHKIMSI Ha KaMepUTe Ha ChbPLETO

- nuMate BUCOKO KPbBHO HaJIATaHE B KPbBOHOCHUTE ChIOBE Ha OenuTe 1poboBe

- uMare HUCKO KpbBHO HaJsIraHe B TIOKOM

- ryOHTe ToJIeMH KOJTMUECTBA TeJIECHH TEYHOCTH (00€3BOTHIBAHE), KOETO MOXKE J1a ce TIOIyYH,
KOTaTO Ce MOTUTE MHOTO WJIHM HE IIpHeMaTe JOCTaThUHO TEYHOCTU. ToBa MOXKeE Aa Ce CIy4H, aKO
cTe 60JIHM, ¢ IOBUILIEHA TEMIIEPATypa, MOBPBIIAHE WIN JUAPHS

- “MaTe PSAAKO HACIEICTBEHO OYHO 3a00MsBaHe (MUTMEHTO3eH PETHHUT)

- uMaTe aHOMAaJIMsl Ha €PUTPOLUTUTE (CHPIIOBUIHOKIEThYHA AaHEMUS), PaK Ha KPbBHUTE KJIETKU
(JleBKeMHsI), paKk Ha KOCTHUS MO3bK (MYJITHILICH MHEJIOM) WU 3a00JisiBaHe Win Aeopmaiius Ha
NeHnca

- B MOMEHTA CTpajJiaTe OT CTOMAIIIHA 53Ba, HApyIIeHHE Ha KPbBOCHCUPBAHETO (KATO XeMODUIIHs)
WM Ipo0JIEMH ¢ KbPBEHE OT HOCa

- IpreMare JIEKapcTBa 3a €peKTUIIHA TUCQYHKIHS.

[Tpu nznon3rane Ha OJIES uHXUOUTOPH, BKIIOYUTEITHO CHIIICHA(MII, 32 JICUSHUE HAa EPEKTHITHA
nmuchyskmys mpu Mbxe (EJ]) ca cho0mmaBann ¢ HEM3BECTHA YE€CTOTA CIIEAHUTE 3PUTEITHH HEXelaH!
peaxyu; YaCTUYHO, BHE3AITHO, BPEMEHHO WJIM TPalfHO HaMaJleHUe WK 3ary0a Ha 3peHHETO Ha eHOTO
WJIM IBETE OYH.

AKXO M3IHTaTE BHE3AITHO HAMAJICHNE WX 3ary0a Ha 3peHHeTo, crpeTe npuemMa Ha Revatio u ce
CBBp:KeTe BeAHAra ¢ Bamms gekap (BX. ChIIO TOUKa 4).

Nma croOuienns 3a NpoabKUTEIHA U MOHAKOTa O0JIe3HeHa epeKIus IPH MBXKe Ciie]] IPHeM Ha
cungenad . AKO IMaTe epeKus, KOsTO POoIbJbKaBa moBeue oT 4 yaca, cpere npuema Ha Revatio
U He3a0aBHO ce cBbp:KeTe ¢ Bamms Jiekap (BIKTe ChIo Touka 4).

Crneyuannu npedynpesicoenus npu nayuenmu ¢ 0bOpeyHu u 4epHoopooHU npodiemu
Tps0Ba na napopMupate Bamus nekap, ako nmare 6bOpeyHH WK YEPHOIPOOHHU MPOOJIEMH, THI KaTo
MOXe J1a € He00XO0J1Ma KOPEeKIHs Ha 103aTa.

Jlena u roHOIIH
Revatio He Tpsi0Ba na ce mpriiara mpw Jietia U I0HOIIY Ha Bh3pacT moj 18 ronuHu.

JApyru nexapcrBa u Revatio
WNudopmupaiite Bamms nekap win ¢papManeBT, ako mprueMaTe, HaCKOpo CTe MIpHeMalli Uil €
BB3MOJKHO J1a IPUEMETE IPYTH JIEKapCTBa.

o .HeKapCTBa, ChbAbpyKalllkd HUTPATHU UJIK JOHOPU HA a30TCH OKCUJ] KaTO aMHUJIHUTpAT (,,KJ’IY6Ha
z[pora“). Te3n JICKapCTBa 4Y€CTO CE€ AaBart 3a o0JIeKuaBaHe Ha CTCHOKapaus WX I'pbaHA Oonka
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(BmxTe Touka 2. KakBo TpsiOBa na 3Haere, npeau aa Bu npunoxkar Revatio)

. Wndopmupaiite Bamus nekap niu ¢papManeBT, ako Beue MprueMaTe pHOLUTyaT.
Hpyro neyenue Ha OenonpoOHa XunepToHus (Harp. 60CeHTaH, UIOMIPOCT)
JlexapcTBa, ChIBPIKAIIY XKBJIT KAHTAPUOH (pAaCTUTENCH JISKAPCTBEH MPOAYKT), PUPAMITHIIH
(M3110I13BaH 32 JIeUeHHE Ha OaKkTepHalHd HHDEKINH ), kKapOamasennH, GeHUTONH U
(henobapOuTaN (M3MOI3BaHN, OCBEH 3a APYTO, 3a JICUCHHE Ha CTIMIICTICHS)

. JlexapcTBa 3a pa3pekaaHe Ha KpbBTa (Hammp. BapapuH), BBIIPEKH Y€ T€ HE BOIAT JO HEXETaHU
peakuuu
. JlekapcTBa, ChIBPKAIIY CPUTPOMHUIIMH, KIAPUTPOMHUIIUH, TSTUTPOMHUIIMH (TOBA ca

AHTHOMOTHUIM, YIOTPEOSBaHU 32 JICUCHHUE HA ONIPE/ICIICHU OaKTepuaHu HH(EKIINN),
cakBuHaBUp (3a nmeuenue Ha CIIMH) mmm Heda3omoH (3a mecuxudecka ASpPechs ), Thid KaTo
MOXKe Jla € HeoOXoIMMa KopeKIus Ha Barrara fo3a.

. Jleuenwme ¢ anda-6moxepu (HAIP. TOKCA303MH) 32 BUCOKO KPBBHO HAJISTAHE WIIH MPOOJIEMH C
MpocTaTara, Thii KATO KOMOMHAIUATA OT JIBETE JIEKAPCTBA MOXKE Ja MPEIU3BUKA CUMIITOMH,
BOJICIIY JIO MOHIDKaBaHEe Ha KPBBHOTO HaJSATaHe (HaIp. 3aMasHOCT, CBETOBBPTEK).

o JlexapcTBa, ChIbpKAIIU CAKYOUTPHIT/BaJicCapTaH, U3MOJI3BAHY 32 JICUCHUE HA ChpJCUHA
HEJIOCTATHYHOCT.

Revatio ¢ xpana u HanuTKN
Bue e Tpsi6Ba 1a muete Cok OT rpedndpyT 1Mo BpeMe Ha JieueHneTo ¢ Revatio.

BpeMeHHOCT U KbpMeHe

AKo cTe OpeMeHHa U KbpMHUTE, CMATATe, 4e MOJKE /1a CTe OpeMeHHa WIH TUTaHupaTe OpeMEeHHOCT,
MoChBeTBalTe ce ¢ Bamms nexap wm hapmaneBT npean ynorpedata Ha ToBa jJekapcTBo. Revatio He
TpsiOBa Ja ce ynoTpeOsiBa 1Mo BpeMe Ha OpeMEHHOCT, OCBEH MPHU CTPOTH IMOKA3aHUS.

Revatio He Tpsi0Ba Jja ce mpuiiara Ipu >K€HU ¢ AETEPOEH MOTEHIINAT OCBEH aKO HE U3II0JI3BaT
HOAXOAAIIN KOHTPALEITUBHU METOU.

Revatio npemrHaBa B MaifYMHOTO MJISIKO B MHOTO MAJIKO KOJTMYECTBO U HE CE OYaKBa Jia HABPEIU Ha
Bamero gere.

Modupane u padora ¢ MALIMHU
Revatio Morke 1a mpuuuHU 3aMaiiBaHe U J1a 3aceTHe 3peHneTo. Bue TpaOBa fa 3HaeTe Kak pearupare
Ha JIEKapCTBOTO Mpeu JAa modupare WiK 1a pabOTHTE ¢ MAIINHH.

3. Kak ce npuiara Revatio

Revatio ce npuiara kaTo HUHTpaBEHO3HA MHKEKI[MS U BUHATH 111¢ By ObJie mpuiarad oT JieKap WK
MEIIMIIMHCKA cecTpa. Bammst nekap 1me onpeneian npoabKUTEIHOCTTa Ha JICUeHUeTo Bu, KOKo
Revatio HHXEKITMOHEH pa3TBOP 1€ MOJIyYaBaTe BCEKH JICH M II¢ HAa0JII01aBa KaK Ce MOBJIMIBATE U
KaKBO € ChcTOsTHUETO Bu. O6mnuaiinara no3a e 10 mg (otroBapsima Ha 12,5 ml) Tpu mbTH THEBHO.

Revatio nnTpaBeHo3eH pa3tBop e Bu Obae npunaran BMecTo Tabsetku Revatio.

AKO moJTy4nTe NMoBeve 0T HeoOxoguMaTa 103a Revatio

Axo ce 6e3nokonre, ye Moke 1a ca Bu namu tBepae mHoro Revatio, kaxere He3abaBHO Ha Bamus
JleKap WM MeTMIMHCKa cecTpa. [IpunaraneTo Ha mo-rojsiMa OT mpearcanara o3a Revatio moxe na
TIOBUILIY PHCKA OT U3BECTHUTE HEXKEIIAHN PEaKIIUH.

AKo cTe mponmycHaJau 103a Revatio

Tbii KaTO TOBA JEKApPCTBO 1€ BU ObjI€ IPUIIATaHO MOJ] CTPOT MEITUIIMHCKH KOHTPOII, MAJIKO €
BEPOSTHO Ja ObJie MpomycHaTa J1o3a. Brrpeku Topa, kaxkeTe Ha Bamus nekap wim dpapMareBT, ako
cMsTaTe, 4e € mpomycHara 1o3a. J{BoiiHa 103a He OMBa J1a ce mpuiiara, 3a Ja ce KOMIeHCHpa
MpoIycHaTaTa.
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AKO cTe cipeJiu NpuJio:keHueTo Ha Revatio
BHe3anmHOTO cripaHe Ha JiedueHHeTo ¢ Revatio Moxe Jia JoBeie 70 BIOIIaBaHEe Ha OMTakBaHuATa Bu.
Barusr nexkap Moxe Jia HaMajIu J03aTa 3a HIKOJKO JHU TPEAN MBIHOTO MYy CITUPAHE.

AXO MMaTe HSIKaKBH JIOMBIIHUTEIHN BBIIPOCH, CBBP3aHH C YIIOTpebara Ha TOBa JICKAPCTBO, MOIHUTANTE
Bammst mexap wnm papmareBT.

4. Bb3MOKHU He:KeJIaHU peakuuu

KakTo Bcuukm nexapctBa, Revatio Moxe 1a mpean3BUKa He)KEIaH! PEaKIUY, BBIIPEKH e HE BCEKH T
MOJTy4JaBa.

AKO TIOJTyYuTe HAKOU OT CIICAHUTE HEXKEIaHU peakimu, Bue TpsOBa fja cipete mpueMa Ha Revatio u

Jla Ce CBBPIKETE BeAHAra ¢ JieKap (BHKTE CHIIO TOUKA 2):

- aKo TOJTyYrTe BHE3AITHO HaMaJleHHe WK 3ary0a Ha 3peHUeTo (C HEM3BEeCTHA YECTOTa)

- aKO MOJIYYHUTE SPEKIIUs, KOSITO MPOIbIDKaBa oBede oT 4 yaca. [IpoabikuTeTHa U NOHSKOTa
0oJIe3HEHA epeKIHsl € ChoOIaBaHa IIPU MBXKE CIIe/ ITpHeM Ha crijieHadui (C HeM3BECTHA
YEeCTOTA).

Bb3pactHu
Hexenanute peakiuu, cChOOIIEHN B KJIMHUYHO M3MUTBAHE C MHTPaBeHO3eH Revatio, ca cXoaHu ¢ Te3H,

C’BO6I]_IaBaHI/I B KJIMHUYHUTE M3NUTBAaHUS ¢ Revatio TabmeTku. B KNIMHUYHUTE U3NUTBAHUS HEXKCIAHU
pcaKkuuu, C'bO6H.IaBaHI/I qeCTO (MOI‘aT Ja 3aCC€raart g0 1ua 10 ,Z[YIHI/I), Ca 3a4CpBABAaHC HA JIMILCTO,
FJIaB06OJII/Ie, HHUCKO KPBbBHO HaJIATAHE U raJICHE.

B knuHWYHATE W3MUTBAHKS HEXKETIAaHU PeaKIui, ChoOIaBann 4ecTo (MorarT aa 3acerHar o0 1 Ha
10 nymm) ot nanueHTy ¢ 6enoapodHa apTepualiHa XUIIEPTOHHMS, Ca 3a4EPBSIBAHE HA JIMIIETO U TaJICHE.

B xnuanuHM npoyuBaHus ¢ Revatio TabneTku ca ch00IaBaHi MHOTO Y€CTO (MOTaT /ia 3acerHat
moBede oT | Ha 10 mymm) ciaenHUTe HEeXENaH! JIEKapCTBEHN PeaKINy: TIaBo00IIre, 3aUepBsBaHe Ha
JUIIETO, HAPYIIeHO XpaHOCMIIIaHe, THaprs 1 O0JIKa B PhIIETE WU KpaKara.

Uecto choOlIaBaHy HEXENaH! JICKaPCTBEHU peakiuu (Morar jaa 3acersar Ao 1 Ha 10 qymm)
BKJIFOYBAT: TIOJIKOKHU MH(EKIMH, TPUTIONOI00HN CUMIITOMH, Bh3IAJICHAE HA CHHYCUTE, HAMAJICH
Opoii YepBEHU KPBBHH KIICTKU (aHEMUS ), 3a]JphKKa Ha TCYHOCTH, HAPYILICHUS HA ChHsI, TPEBOXKHOCT,
MUTpEHa, TpeTepeHe, N3TPHIIBAaHE M MpaByUYKaHe Ha KPAHHUIINTE, yCellaHe 3a MapeHe, HamalieHa
YyBCTBUTEIIHOCT Ha KOXKaTa KbM JIOTHAP, KbPBEHE B 3a/IHATa YaCT HA OKOTO, 3pUTEIHH e(DEeKTH,
3aMBIIIEHO BIK/IaHE ¥ YyBCTBUTEITHOCT KbM CBETIIMHA, €(PEKTH BhPXY IBETHOTO 3pEHHE, Ipa3HEHE Ha
OKOTO, KbPBSICAJIN/3aUEPBEHU OYH, CBETOBBPTEXK, OPOHXUT, KbPBEHE OT HOCA, XpeMa, KalllInIIa,
3amyIIeH HOC, CTOMAIIIHO Bb3MaJIeHUE, FACTPOSHTEPUT, KUCEIMHU B CTOMAaXa, XeMOPOUIH, pa3lyBaHe
Ha KOpeMma, CyX0Ta B ycTara, KOCOMa/, 3auepBsBaHe Ha KOXKaTa, HOIIIHU U3MOTABAHUS, MyCKYJTHU
001KH, O0NKa B ThpOa M MOBUIIIEHA TelleCHAa TEMIIEpaTypa.

Hexenanu peaxium, cho01aBany HedecTo (Morat fa 3acertar Ao 1 Ha 100 gymm) BKITIOYBAT:
HaMaJleHa OCTPOTa Ha 3pEHHETO, JBOMHO BIUKaHEe, HEOOMUaHO ycelllaHe B OKOTO, KbPBEHE OT
INEHucCa, HaJInurMe Ha KPbB B CEMEHHATAa TCYHOCT I/I/I/IJ'II/I ypuHaTa U YBCJIIMUCHUE HA I'bPANTE IPU MBIKE.

CroOImIaBaHo € ¢ HEM3BECTHA YeCcTOoTa (0T HAMMYHHUTE JaHHU HE MOXKE J]a Ob/ie HalpaBeHa OIeHKa) U 32
KOXKEH OOpUB M BHE3AITHO HAMAJICHHE WJIH 3ary0a Ha ClIyXa, KakTo M 32 MOHKaBaHE Ha KPHBHOTO
HaJIATaHe.

Chol0maBaHe Ha HeKeJIaHU peaKInu

AKo TosTyunTe HAIKaKBH HEXKEIIAH! JICKAPCTBEHN PEaKLUy, yBeroMeTe Bamms nexap uinm dpapmarenT.
ToBa BKJIIOUBa BCHUKH BH3MO)KHHM HEOIMCAHHU B Ta3H JINCTOBKA HEXETAHHU peakiuu. MoxkeTe ChIIo aa
CHOOIIUTE HeKENAHHU PEaKINH JUPEKTHO Ype3 HAMOHAIHA CHCTEMa 32 ChOOIIaBaHe, TIOCOYCHA B
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[punoxenue V. Kato crobimaBare HexXEIIaHA PEaKIIUN, MOKETE Ja TaJeTe CBOSI IPUHOC 3a
MoJTy4aBaHe Ha MoBede MHPOpMAIIHs OTHOCHO 0E€30MacHOCTTa Ha TOBA JICKapCTBO.

5. Kak n1a cbxpansiBate Revatio

Ja ce cpxpansBa Ha MSCTO, HEOCTHITHO 32 JETa.

He u3non3Baiite TOBa JIGKAPCTBO CJIE]] CPOKA HA TOJHOCT OTOENSA3aH BbPXY €THKETa Ha (pilakoHA U

KapTOHEHAaTa ONaKoBKa ciie ,,l 'ofeH n0:”. CpoKbT Ha TOJHOCT OTrOBapsl Ha MOCJEIHUS JICH OT

MTOCOYEHHUS MECETI.

Revatio He n3ncKBa cnieraIHu yCIOBUS Ha ChXPaHEHNE.

He m3xBopisiiTe nekapcTBara B KaHAIH3AIMITA WA B KOHTEWHEpA 33 JJOMAITHHA OTIIA bIIH.

[Nonwuratite Bamus dapmaneBT Kak Ja U3XBLPIIATE JIEKAPCTBAaTa, KOWTO Beue He u3noyeare. Te3u

MEpKH I1I€ CIIOMOTHAT 3a OIa3BaHE Ha OKOJHATAa Cpefa.

6. Chabp:kaHue HA OMAKOBKATA M TOMbJIHUTETHA HH(pOpMATIHA

Kakso cpabp:ka Revatio

- AxTHBHaTa chcTaBKa ¢ cuiieHadmi. Becexu ml ot pa3rBopa chabpka 0,8 mg cunneHadu
(xato mutpat). Beexkn 20 ml dmakon crappka 10 mg cunnenadwmn (KaTo MUTPAT).

- Jpyrurte cbcTaBKH ca TIIOK03a M BOJA 32 HHKEKITHH.

Kak usrae:xna Revatio 1 kKakBO CbABPKA ONAKOBKATA

Bcesika onmakoBka Revatio nHkekmmoHeH pa3TBop chabpika 20 ml mpo3padeH CThKICH (IIakoH, KOHTO €

3aTBOPEH C XJIOPOOYTHIIOBA TYMEHA 3aITylIajika i aTyMUHIeBa OOKaTKa.

IpurexkaTtes Ha pa3pelIeHHETO 32 YIOTPe6a U MPOU3BOAUTE

[Ipurexaten Ha pa3peLIEHUETO 3a yIoTpeda:
Upjohn EESV, Rivium Westlaan 142, 2909 LD Capelle aan den 1Jssel, Hunepmanaws.

[IpousBoaure:
Fareva Amboise, Zone Industrielle, 29 route des Industries, 37530 Pocé-sur-Cisse, @pannus.

3a AombaHUTEIHA HH(POPMAIIKS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPIKETE CE C JIOKATHHS
NPE/ICTABUTEN HAa MPUTEKATEISI HA Pa3pelIeHHEeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: +32 (0)2 658 61 00 Tel: +370 52051288

Boarapus Luxembourg/Luxemburg

Maiinan EOO/] Viatris

Ten.: +359 2 44 55 400 Tél/Tel: +32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.0. Viatris Healthcare Kft.

Tel: +420 222 004 400 Tel.: +36 1465 2100
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Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 (0)800 0700 800

Eesti
Viatris OU
Tel: +372 6363 052

El\dda
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espaiia

Viatris Pharmaceuticals, S.L.

Tel: +34 900 102 712

France
Viatris Santé
Tél: +33 (0)4 37 25 75 00

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 123 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

island
Icepharma hf.
Simi: + 354 540 8000

Ttalia
Viatris Pharma S.r.l.
Tel: +39 02 612 46921

Kvnpog

CPO Pharmaceuticals Limited

TnA: +357 22863100

Latvija
Viatris SIA
Tel: +371 676 055 80

Malta

V.J. Salomone Pharma Limited

Tel: (+356) 21 220 174

Nederland
Mylan Healthcare BV
Tel: +31 (0)20 426 3300

Norge
Viatris AS
TIf: +47 66 75 33 00

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z 0.0.
Tel.: +48 22 546 64 00

Portugal
Viatris Healthcare, Lda.
Tel: +351 21 412 72 00

Romaénia
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: +386 1236 31 80

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: + 46 (0)8 630 19 00

JlaTa Ha mocyeHO Npepa3rJiexaaHe Ha JUCTOBKAaTa
JApyru n3rouHuny Ha mHpopManus
[Toapo6Ha mHGOpPMAIIHS 32 TOBA JIEKAPCTBO € MIpeIoCcTaBeHa Ha yeOcalita Ha EBpomneiickara areHmus

110 JiekapceTBara http://www.ema.europa.eu. [Tocodenu ca ChIIo JIMHKOBE KbM APYTH yebcailToBe,
KBJIETO MOXeE Jla ce HaMmepu HH(GOpMAIIXs 32 PeIKH 3a00JIIBAHUS U JICUCHHUSI.
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Revatio 10 mg/ml npax 3a nepopaJiHa cycrneH3ust
cunnenagwun (sildenafil)

IIpouyeTeTe BHMMATEIHO LUSJIATA JINCTOBKA, MPeN 1A 3aNl0YHETe /1a MPUeMaTe TOBA JIEKaApCTBO,

Thil KaTo TS ChbAbPKA BaxHa 3a Bac undopmanmus.

- 3amazere Ta3u IUCTOBKA. MOJKe /1a ce HAJIOXKH J1a 51 IPOYETeTe OTHOBO.

- AKO MMate HIKaKBH JOMBIHATETHA BBIIPOCH, TTonuTaiite Bamus nekap wiu GapmarieBT.

- ToBa nexapcTBo € mpennucano 1uyHo Ha Bac. He ro mpeotcrhnBaiite Ha Apyru xopa. To Moxe
Jla UM HaBpe/IY, HE3aBUCHMO Y€ MPU3HAIIUTE HA TAXHOTO 3a00JsBaHE ca ChIUTE KaTo Bammre.

- AKO MOJTy4YuTe HIKAKBU HEXXEJIAaHU JEKAPCTBEHU PEaKIy, yBeaoMeTe Bammms nekap nin
(apmaneBT. ToBa BKIIFOYBA M BCUYKH BB3MOXHH HEXXETIAaHH PEAKINH, HEOMCAHH B Ta3H
TUCTOBKA. BrmxTe Touka 4.

KakBo cbabp:ka Ta3u JHCTOBKA

KakBo npencrasnsBa Revatio u 3a kakBo ce H3M0J13Ba
Kakgo Tpsi0Ba na 3Haere, npeau Ja npuemere Revatio

Kak na npuemate Revatio

Bb3MoxHE HEXXEeTTaH! PEaKIii

Kak na cexpansBare Revatio

ChbabpxaHre Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

A e

1. Kaxkso npencraBiasBa Revatio u 3a kakBo ce U3M0J13Ba

Revatio chabpika akTHBHOTO BEIIECTBO CHIIEHA(MII, KOSTO PUHAJICKH KbM IPyIIa JIEKapCTBa,
HapeueHu nHxuoOuTopu Ha dochoauecrepasza tum 5 (OJES).

Revatio monmxkaBa KpbBHOTO HAJISATaHE B OeJIUTE APOOOBE MOCPEACTBOM Pa3lIMpsBaHe Ha
KPBBOHOCHHTE ChJIOBE B Oennte npoboBe. Revatio ce n3mon3Ba 3a 1edeHne Ha BHCOKO KPBBHO
HaJsITaHe B KPbBOHOCHUTE CHI0BE B OenuTe apoOoBe (0emoapodHa apTepraliHa XUTIEPTOHNS) TIPH
BB3PACTHHU U J€la U FOHOIIM Ha Bb3pacT oT 1 Jo 17 ronuHu.

2. KakBo TpsoBa n1a 3Haere, npeau Aa npuemerte Revatio
He npuemaiite Revatio

- aKO CTC aJICPrudYHu KbM CI/IJ'II[CHa(bI/IH WJIN KbM HAKOA OT OCTaHAJIUTE CbCTAaBKU HA TOBA
JIEKapCcTBO (M30pOCHU B TOUKA 6).

- aKo IpHeMare JIEKapcTBa, ChIbPKALIM HUTPATH MM JOHOPH Ha a30T€H OKCHI KaTO aMHJIHUTPAT
(’xmy6Ha gpora’”). Te3u ekapcTBa 4ecTo ce JaBaT 3a 00JeKYaBaHe Ha rpbaHa 00Ka (HITH
cTeHoKapaus). Revatio Moxxe 1a IpUUMHH CEPUO3HO 3aCHIBaHE HAa ePEKTUTE HA TE3U
nekapcTBa. Cpobiere Ha Bamms iekap, ako nmpueMare HIKOe OT Te3H JeKapcTBa. AKO MMaTe
ChbMHEHHMS, onuTaiTe Bamst nexap wiu papmariiesr.

- aKo npuemare puouuryat. ToBa JeKapcTBO ce U3M0I3Ba 3a JIedeHue Ha OenoapodHa
apTepraHa XUIEepPTOHHs (T.€. BUCOKO KPbBHO HajsiraHe B Oeiure 1poOoBe) M XpOHUYHA
TpoMOoeMOoadHa O6e10[poOHa XUITEePTOHUS (T.€. BUCOKO KPHBHO HaJATaHe B OenuTe IpoOoBe
B pe3yJITaT Ha KpbBHH cheupenn). Jokazano e, ue ®JIES unxuburopure, kato Revatio,
3acuiiBaT eheKTa Ha TOHIKaBaHE Ha KPHBHOTO HAIISTaHE HA TOBA JIEKAPCTBO. AKO B3eMaTe
PHOLIMTYAT WK HE CTE CUTYpHH, HHPopMuparite Bamms nekap.
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- aKO HaCKOPO CTE MpeKapaid HHCY/IT, MUOKapJeH HH(APKT WX UMATe CEPUO3HO YEPHOAPOOHO
3a00JIIBaHe WJIM MHOT'O HUCKO KpbBHO HamsraHe (<90/50 mmHg).

- aKo MpueMare JeKapCTBO 3a JCUCHUE Ha M’bOMYHN MH(PEKIIUU KATO KETOKOHA30JI WX
WTPaKOHA30J WK JIEKApPCTBa, ChABPXKAIIM puToHABUD (32 Jeuenne Ha CIIMH).

- aKo HJKOTra cTe MMaJd 3ary0a Ha 3peHue [opaau HapylleHHe Ha KpbBOCHAOASIBAHETO HA
3pUTEIHUS HEPB, HAPEUEHO HeapTepuHUTHA MpeaHa ucxemuyna ontuyHa HeBponatust (HAMOH)

Ipexynpesxaenns u npeanasHu MepKU

I'oBopete ¢ Bammst mekap, npenu ga npuemere Revatio, ako Bue:

- nMaTe 3a00sBaHe, KOETO ce ABJDKH Ha 3allyllIeHa WIH CTECHeHA BeHa B OennTe 1po0oBe, KaKTo
Y Ha 3alyllIeHa WIA CTECHEHA apTepus

- uMare TeKbK MPodIeM ChC CHPIETO

- uMare HapylieHa nmommneHa QyHKIHs Ha KaMepuTe Ha ChbpLETO

- uMare BUCOKO KPBBHO HaJATaHE B KPbBOHOCHUTE CHJIOBE Ha OenuTe IpoboBe

- “MaTe HACKO KPHBHO HAJSITaHE B TIOKOH

- ryOuTe ToJIeMu KOJIHYECTBA TEIECHN TeUHOCTH (00E€3BOHIBAHE ), KOETO MOXKE J1a CE MOITyYH,
KOTaTo ce MOTHTE MHOTO WX HE MIPHeMaTe JOCTaThYHO TEYHOCTH. ToBa MOXeE Ja ce CITydH, aKo
cte OOJHH, ¢ IOBUIIIEHA TEMIIepaTypa, MOBPbIIaHE WITH JUaAPHsI

- uMare psAIKO HACIEeICTBEHO OYHO 3a00sBaHe (TUTMEHTO3CH PETHHHT)

- uMarte aHOMaJKsl Ha ePUTPOLUTUTE (CHPIOBUIHOKIETHYHA aHEMUSI), paK Ha KPbBHUTE KICTKU
(TeBkeMust), pak Ha KOCTHUS MO3BK (MYNTHILIEH MHEJIOM) HITH 3a00siBaHe Win AeopManus Ha
TeHnca

- B MOMEHTA CTpaJaTe OT CTOMAIIIHA 53Ba, HAPYIIEHHE Ha KPHBOCHCHUPBAHETO (KaTO XeMOpUIHSA)
WM TIpo0JIeMH ¢ KbPBEHE OT HOca

- npreMare JIEKapcTBa 38 €PeKTUIIHA TUCYHKIHSL.

[Tpu n3nom3Bane Ha OJIES nHXUOUTOPH, BKIIOYUTETHO CHIIeHA(WII, 32 IeUeHNE Ha ePEKTHITHA
mucynknus npu Mbxe (EJI) ca cho01iaBany ¢ HEM3BECTHA YECTOTa CIICAHUTE 3PUTEIHU HEXKETIaH!
peaxiyy; YaCTHYHO, BHE3AITHO, BPEMEHHO WJIH TpaifHO HaMalleHue WK 3ary0a Ha 3peHHETO Ha eTHOTO
WX ABETE OYH.

AKo m3nuTaTe BHE3AMHO HAMaJIeHHe Wi 3ary0a Ha 3peHHETO, crpeTe mpueMa Ha Revatio u ce
cBBbpiKeTe BeHara ¢ Bamms gekap (BX. CbIIo ToUKa 4).

Nma cpobiienns 3a NpoabKUTEIHA U MIOHAKOIa O0JIe3HEHA epeKLHs IIPU MBXKeE CIIe]] IPUEM Ha
cunneHadpmI. AKo IMaTe epeKIus, KOATO MPOobihKaBa MmoBede ot 4 yaca, cimpere npuemMa Ha Revatio
H He3a0aBHO ce CBBbpKeTe ¢ Bamms gexap (BUXKTE ChILO TOUKA 4).

Crneyuannu npedynpesicoenus npu nayuenmu ¢ 0bOpeuru u 4epHoopooHY npodiemu
TpsioBa na nHpopMupare Bamms inekap, ako nMmate ObOpedHH MM 9epHOAPOOHN POOIEMH, Thi KaTo
MOXe J1a € He0OXO0iMa KOPEKIHs Ha J103aTa.

Jena
Revatio He TpsiOBa &a ce mpuiara mpw Jielia Ha Bb3pacT noj 1 roauHa.

Jpyru aexapcrBa u Revatio
Nudopmupaiite Bamms nexap wim hapmaineBT, ako preMaTe, HACKOPO CT€ IPUEMaNH WK €
BB3MOKHO J1a IPUEMETE JPYTH JICKapCTBa.

. JlexapcTBa, ChIBpKAIK HUTPATH WIH JOHOPU Ha a30TEH OKCH KaTo aMIiTHUTpAT (KiryOHa
npora”). Te3u jekapcTBa 4eCTO CE IaBaT 3a 00JICKUYaBaHE Ha CTCHOKAPAMS WM IPhAHA 0OJIKa
(Bmxre Touka 2. KakBo TpsiOBa 1a 3HaeTe, mpeau aa npruemere Revatio)

° Wndopmupaiite Bamus nekap uin ¢papManeBT, ako Beue MprueMaTe pHOLUTyarT.

. Jpyro nevenue Ha OestoapoOHa XUNepTOHUS (Harp. 0OCEHTaH, UIOMPOCT)
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. JlexapcTBa, ChIIbpPKAIIY KBIT KAHTAPHOH (PACTUTEIICH JICKAPCTBEH MPOYKT), pUpaMITHIIHH
(m310II3BaH 32 JIeUeHHE Ha OakTepraiHd HHMEKINH ), kKapOamasenuH, (DeHUTONH U
(henobapOuTaN (M3MOI3BaH, OCBEH 3a JAPYTO, 32 JICUCHNUE Ha CITUIICTICHSI )

. JlekapcTBa 3a pazpexxaane Ha KpbBTa (Harp. BaphapuH), BBIIPEKH Y€ T€ HE BOST JIO HEXKETaH!
peakuuu
. JlexapcTBa, ChABPIKAIIN EPUTPOMHIINH, KIIAPUTPOMHIINH, TETUTPOMHUIINH (TOBA ca

AHTHOWOTHUIIM, YIIOTPEeOsSBaHU 32 JICUCHHE HA ONPE/ICIICHN OaKTepraiHu HH(EKINN),
caxBuHaBup (3a nedenue Ha CITMH) wim HedazonoH (3a ncuxudecka Jenpecus), Thid KaTo
MOJKE Jia € HeoOXoauMa KopeKiius Ha Baiarta 1o3a

. Jleuenwme ¢ anda-6moxepu (HaIp. TOKCA303MH) 32 BUCOKO KPBBHO HAJISTAHE W MPOOJIEMH C
MpocTaTara, Thii KaTO KOMOMHAIUATA OT JIBETE JIEKAPCTBA MOXKE Ja MPEIU3BUKA CUMITTOMH,
BOJICIIH JIO MOHI)KAaBaHEe Ha KPBBHOTO HaJIsraHe (Hamp. 3aMasHOCT, CBETOBBPTEK).

° JlexapcTBa, ChIBpIKAIIY CAKYOUTPIIT/BaJicapTaH, U3IIOI3BaHM 32 JICUCHUE HA ChpJcUHa
HEIOCTATHYHOCT.

Revatio ¢ xpana u HanuTKH
Bue ne Tps6Ba 1a nuere cok oT rpedndpyT mo Bpeme Ha JieueHueTo ¢ Revatio.

bpeMeHHOCT 1 KbpMeHe

AKo cTe OpeMeHHa Wi KbpMUTE, CMATaTe, Y€ MOKe J1a CTe OpeMeHHa WK TUIaHUupaTe OPEeMEeHHOCT,
MOCHBETBalTe ce ¢ Bamms nexap wim hapmaneBT npeau ynorpedaTa Ha ToBa jgekapcTBo. Revatio He
TpsiOBa Ja ce yrnoTpeOsiBa 1Mo BpeMe Ha OpeMEHHOCT, OCBEH IPHU CTPOTH IMOKA3aHUS.

Revatio He TpssOBa 1a ce mpuiiara IpH *KeHH ¢ ACTEPOJICH MOTCHIIMAI OCBCH aKO HE M3I0JI3BAT
MOAXOAAIIN KOHTPALEHTUBHU METOU.

Revatio npemMuHaBa B MailuMHOTO MJISIKO B MHOT'O MaJIKO KOJIMYECTBO M HE CE€ OYaKBa Jla HABPEAH Ha
Bamero nete.

IMo¢gupane u padéora ¢ MAIIMHH
Revatio Morke a MpUYMHM 3aMaiiBaHe U J1a 3aceTHe 3peHneTo. Bue TpaOBa 1a 3HaeTe Kak pearnpare
Ha JIEKapCTBOTO MPEIH J1a modupare Win 1a padboTHTE ¢ MAIINHH.

Revatio cbabpika copouTo
Revatio 10 mg/ml npax 3a nmepopaina cycneHsus cbabpska 250 mg copOUTON Ha MUITUIUTED
MIPUTOTBEHA NIEPOpaTHA CYCIEH3HA.

CopOutonbT € n3TOYHMK Ha PpykTo3a. Ako Bammsar nexap Bu e kazan, ue Bue (mu Bamero nere)
“MaTe HETTOHOCUMOCT KbM HAKOH 3aXapy WM aKo CTE TUArHOCTHIIMPAHU C HACTIEICTBEHA
HEMOHOCUMOCT KbM (PPYKTO3a, pAIKO T€HETHYHO 3a00JIsIBaHe, IPH KOETO YOBEK HE MOXKE J1a
pasrpaxaa ppykro3a, ropopere ¢ Bamms nekap npeau Bue (wiu Bamero nere) na npuemere wiu jaa
Bu O6bae npuioxkeH To3M JeKapcTBEH MPOIYKT.

Revatio cbabp:ka HaTpueB GeH30aT

Revatio 10 mg/ml npax 3a mepopaiHa cycneHsus cbabpka 1 mg HaTpreB OeH30aT HAa MIIIMIATBP
MPUTOTBEHA TIepopaliHa cycrnen3us. HatpueBusT 6eH30aT MOKe Jia MOBHUIIM HUBATa Ha BEIIECTRBO,
HapedeHo OmnmupyonH. Bucokute HuBa Ha OMIIMPYOHH MOJKE /1a TPEIU3BUKAT )KBITCHULA
(moxxBNTSABaHE HA KOXKAaTa M OYMTE) U CHIIO TaKa MOXKE J1a I0BeJIe 10 yBPEKJaHEe Ha MO3bKa
(enuedanonaTus) mpu HOBOPOIcHH OeOeTa (Ha Bh3pacT A0 4 CEAMMIIN).

Revatio cbabp:xa HaTpHii

Revatio 10 mg/ml npax 3a mepopaiHa CycHeH3us Chabpika Mo-Manko oT 1 mmol Hatpuii (23 mg) Ha
MWJIWIATHP NPUTOTBEHA NEpOpaiHa CyCIIEH3Us, T.€. MOXKE J1a ce KaXke, e MPAKTUIECKU HE ChIbpKa
HaTpuil.
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3. Kak n1a npuemate Revatio

Bunaru an/IeMaﬁTe TOBA JICKApCTBO TOYHO KAKTO Bu e xazan Bamus JICKap. Axo He cTe CUT'YpHHU B
HCIIO, nonuTante Bamms JICKap ujin (bapMaLICBT.

[Ipu BB3pacTHU HpenopbUNTETHATA 032 ¢ 20 mg Tpy IHTH THEBHO (TIpe3 HHTEPBaJ OT 6 110 8 Jyaca),
MPUETH € XpaHa WM Ha TJIAJTHO.

Ynorpeda npu gena U IOHOIIHA

[IpenopbunTtennaTa q03a NIpH Jela U FOHOIIW Ha Bb3pacT oT 1 g0 17 roaunu e wiu 10 mg (1 ml
TepopaiHa CyCeH3 ) TP IBTH Ha JIeH MPH Jielia | IoHoIH ¢ TenecHo Terio 20 kg wnmm mo-manko,
i 20 mg (2 ml mepopanHa cycrneHsust) Tpy TbTH Ha JIeH 3a JIela U FOHOIIN C TeJIECHO TETJIO HaJ
20 kg, mpuetn cwe nin 6e3 xpaHa. [Ipu nema He TpsAOBa 1a ce MpuiaraT Mo-BUCOKH JO3H.

[Tepopannata cycnien3us TpsiOBa Jja ce pa3KiaTd MHTEH3UBHO 32 MUHUMYM 10 CeKyHIH npenu
ymnotpeoa.

HNHcTpyknyu 3a NpUroTBsiHE HA NMEPOPAIHATA CyCIIeH3UA
[Ipenoppuntenno e BamusaT hapmaneBT ga MpUrOTBH NepopaliHaTa CycleH3us npean aa Bu 0b1e
OTIIyCHaTa.

AKO € IpUTOTBEHA, IepopaIHaTa CyCIeH3Hs € B TeuHa GopMa. AKO MpaxbT HE € MPUroTBeH, Bue
TpsiOBa J1a MPUrOTBUTE NIEPOpaIHATA CYCIIEH3Us KAaTO CIIeBaTe NHCTPYKLUUTE I10-10ITy.

3adese:kka: 3a IPUTOTBSIHE HAa ChIBP)KAaHUETO HA OyTuiiKaTa TpsOBa 1a ce U3Moia3Ba oo o6emM oT
90 ml (3 x 30 ml) Boga, HE3aBUCUMO OT [103aTa, KOSITO IIE IPHEMETE.

—

Jlexo pasknaTere OyTHIIKaTa, 3a 1a Ce aepupa NpaxbT.

OtcTpaHeTe KamaykaTa.

OTtMepeTe ¢ MepHTEIHATa Yallika (BKJIIOUeHa B KapToHeHaTa onakoeka) 30 ml Boga 10
otOensg3aHaTa MapKUPOBKa M CUIIETe BojaTa B OyTmiikara. OTMepere ¢ yarikara ome 30 ml
BOJa U I' fobaBeTe B OyTwikaTa (purypa 1).

Radig

X1 X 1

00 00

¢urypa 1
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7.

8.

ITocTaBeTe OTHOBO Kamaykara M pa3KiIaTeTe eHepruyHo OyTHUIKaTa 3a MUHHMYM 30 CeKyHIu
(purypa 2).

¢durypa 2

OTcTpaHeTe Kamayukara.
Otmepete ¢ yamkara omie 30 ml Boga u ru qobaBeTe B OyTuikaTa. Bunaru tpsiOBa aa mobaBste
006110 90 ml (3 x 30 ml) Boxa, HE3aBUCHMO OT J03aTa, KosTo mpuemare (urypa 3).

X1

30 ml

=

[TocTtaBeTe OTHOBO Kalavkara ¥ pa3KJIaTeTe CHEPrUIHO OyTHiIKaTa 32 MUHUMYM 30 CeKyHIU
(purypa 4).

¢urypa 3

OTtcTpaHeTe Kamavkara.
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9. HarucHere aganTopa B IspiIoTO Ha OyTHiTKaTa (KakTo € TTOKa3aHo Ha Gpurypa 5 mo-maoiy).
AanTophT ce TPeIocTaBs, 3a J]a MOXKe J]a HAITBJTHUTE CITPUHIIOBKATA 32 MEpopaTHi GopMu ¢
JIeKapcTBO OT OyTuikara. [locTaBeTe OTHOBO KamaykaTa Ha OyTHIIKATa.

(

==

)

10. Hamuurere nata Ha U3THYaHE HA CPOKA HA TOJHOCT HA MPUTOTBEHATA TIEPOPATTHA CYCIICH3US
BBpXY €THUKeTa Ha OyTHiIKaTa (CpOKBHT Ha TOAHOCT Ha MPUTOTBEHATA IepopanHa cycreHsus ¢ 30
JTHU OT JlaTaTa Ha MpUroTBsiHe). Cen Ta3u 1ata HeW3IoJ3BaHaTa MepopaiHa CyCcleH3us TpsiOBa
Jla ce M3XBBPIIM UITH JIa ce BbpHE Ha Barms dapmariesr.

¢urypa 5

HWHcTpyknuu 3a ynorpeoda:

Bammsar (bapMaueBT e Bu noceBeTBa Kak Aa OTMCPUTEC JICKAPCTBOTO, H3MO0JI3BANKH CIIpUHIIOBKATa 3a
nepopainu Gopmu, mpegocraBeHa B onmakoBkaTa. Ciie/i MpUroTBsIHE NiepopaiHaTa CyCIeH3us TpsioBa
Ja c¢ npujara camo € NOMoOIITa Ha CIIPUHIIOBKATa 3a NIEPOpPaIHA q)OpMI/I, HaJIM4YHa BbB BCiIKa
OIIaKOBKa. Hpe):m Ja U3MO0JI3BATC MepopaiHaTa CyCIICH3UA, MOJISI BUXKTC UHCTPYKIUUTEC ITO-A0TY.

1. Enepruyno paskiareTe 3aTBOpeHaTa OyTUIIKA ¢ IPUTOTBEHATA IIepopaliHa CYCIIeH3Hs 3a
MuHuMyM 10 cekyHnu npenu ynotpeda. Orctpanere kamnadkara (purypa 6).

)

¢urypa 6
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Jlokato OyTHIIKaTa € U3MpaBeHa Ha paBHA MOBbPXHOCT, BKapaiTe BbpXa Ha CIPHHIIOBKATA 3a
nepopainu Gopmu B afanropa (purypa 7).

¢durypa 7

OObpHETE OyTHIIKATa HAJIOMY KaTO NMPUIbpPKATE CIIPHHIIOBKATA 32 Mepopayinu Gopmu. baBHo
M3IbpIIaiiTe OyTaaoTo Ha CIPUHIIOBKATA 33 MEPOPATHU (pOopMHE 10 ACICHUETO, KOSTO MOKa3Ba
Bamara no3a (u3rernsuero Ha 1 ml qocrtass mo3a ot 10 mg, uzrernsHeTo Ha 2 ml gocTaBs 1032
ot 20 mg). 3a 1a U3MEPHUTE TOYHO 103aTa, TOPHHUAT pHO Ha OyTAIOTO TPsIOBA 11a CE M3PABHU CHC
CHOTBETHOTO JICJICHUE HA CIIPUHITOBKATA 3a Iepopainu Gopmu (purypa 8).

¢urypa 8

AKo ce BIK/AT ToJIeMH MeXypH, 0aBHO HaTHCHETe OyTanoTo 0OpaTHO B CIIPUHIIOBKATa. ToBa
1€ BbpHE JIEKapCTBOTO 00paTHO B OyTHikaTa. IloBTOpeTe cThika 3 OTHOBO.

OObpHeTe OyTHIIKaTa HAarope Kato He OTCTpaHsBaTe CIPUHLIOBKATA 3a TIEPOPATHU (POPMH.
OTcTpaHeTe CIPHUHIIOBKATA 3a IEPOPaIHU POPMH OT OyTHIIKATa.

[TocraBete BbpXa Ha CIPUHLIOBKATA 3a Iepopainu ¢opMu B yctara. Hacouere Bbpxa Ha
CTIPUHIIOBKATa 3a epopaiHu GopMH KbM BhTpelHaTa crpana Ha 0yzata. BABHO natuchere
OyTaJioTO Ha CIIPUHIIOBKATA 3a nepopayinu ¢popmu. He usnpsckpaiite 1ekapcTBOTO 0bp30. AKO
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JIEKapCTBOTO TPsOBA J1a Ce MPWJIOKH Ha JIeTe, YBEpeTe ce, Ue JICTETO € CETHAIIO WU ce
MpUIbPIKa U3IPABEHO MPean Aa My ObJie AaJIcHO JIeKapcTBOTO (dhurypa 9).

¢durypa 9

7. [TocTaBeTe 0THOBO Karaykara Ha OyTHIIKaTa, KATO OCTABUTE aJanTopa Ha MsIcTo. M3muiite
CIPUHIIOBKATA 3a MEePOpaTHU (POPMH KaKTO € YKa3aHO MO-J0ITy.

IlouncTBane u CbXpaHsBaHC Ha CIIPUHIOBKATA:

1. CrnpuHIOBKaTa TpsiOBa J1a ce M3MHBa Clie] BCEKH npueM. Uzappnaiite 0yTanoro ot
CIIPUHLIOBKATa M U3MHUHTE U JBETE YACTH C BOJA.
2. N3zcymere nere wactu. Brapaiite o6patHO OyTanoTo B cipuHIlOBKaTa. ChXpaHsIBaiiTe g ¢

JICKApCTBOTO HA YUCTO U 0e30I1acHO MSICTO.

AKo CcTe IpUeJIn MoOBeve OT HeoGxoaumara 103a Revatio

He tpsibBa a mpremMate moBeye OT JIGKAPCTBOTO, OTKOJIKOTO Bu e HasHauun Bamvs nekap.

AKO mpHeMeTe MoBeYe 0T HA3HAYCHOTO KOJIMYECTBO OT JIGKAPCTBOTO, CBBPIKETE Ce HEe3a0aBHO C
Barus nekap. [IpuemMbT Ha Mo-rojisiMa OT TpeanucanaTa 103a Revatio Moxe /ia MOBHUIIIN PUCKA OT
HU3BCCTHUTEC HCXKCIIAHU PCAKIIUU.

AKo cTe mponycHa/ U 1a npuemerte Revatio

Axo 3a0paBuTte 1a B3emeTe Revatio, B3eMere j03aTa CH BeTHara oM Ce CETHTE, CIIe/l TOBa
NpObJDKETE preMa Ha Bamero sekapcTBo mo oouyaiiHoTo Bpeme. He B3emaiiTe aBoiiHa 032, 32 12
KOMIICHCUpATe MPOITyCHATaTa J103a.

AKo cTe cnpesiu npueMa Ha Revatio

BreszamHoTo crimpane Ha JiedeHuneTo ¢ Revatio Moxe aa oBeze 10 BiIOoIIaBaHe Ha OIIakBaHUATa Bu.
He cnmpatite npuema Ha Revatio, ocBeH ako Bamust nekap He Bu e ka3an ga HanpaBuTe TOBa.
Bamusr nexap moxe ga Bu xaxe na HaManuTe 103aTa 32 HAKOJKO JHU NPEIU MBJIHOTO MYy CIIUpAaHE.

AXO MMaTe HSIKaKBH JIOMBIIHUTEIHN BBIIPOCH, CBBP3aHH C YIIOTpebarTa Ha TOBa JICKApCTBO, MOIHUTANTE
Bammst nexap wnm papmareBT.

4. BB3MOKHT HexkeTaHU peaKIuu

KakTro Bcuuku JIEKapCTBaA, TOBA JICKAPCTBO MOXKE Jia IPEAU3BHUKA HEXKECIIaHN pCaKIHUH, BBIIPEKH Y€ HE
BCCKU I'1 ITOJIy4daBa.

AKO TIONTyYuTe HAKOU OT CIICHUTE HEXKEIaHU peakimu, Bue TpsOBa fa cipete mpueMa Ha Revatio u

Jla ce CBBPIKETe BeaHara ¢ jJekap (BIKTE ChIIO TOUKa 2):

- aKo TIOJTyYUTE BHE3AITHO HaMaJIeHUE WIIH 3ary0a Ha 3peHHEeTO (C HEM3BECTHA YECTOTA)

- aKo MOJIYYHUTE SPEKINs, KOSITO MPOIbJDKaBa oBede oT 4 yaca. [IpoabinkuTeHa v MOHIKOTa
0oJIe3HEHA epEKIHs € ChOOIaBaHa Py MbXKE CJIeH TpHeM Ha cuiiieHadui (C HeM3BeCTHA
YEeCTOoTA).
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Bb3pactHu
MHoro yecto cho0IaBanu (MoraT Ja 3acerHart moseyve ot 1 Ha 10 xymm) ca ClieqHUTE HexXelTaH!

JICKApCTBCHU pCaKIUU: I‘J'IaB06OJ'II/Ie, 3a4YCPBABAHC HA JIMICTO, HAPYIICHO XPaHOCMUJIAHE, NUAPUA U
0oJKa B PBLUCTC WIK KpaKaTa.

UYecTo cho0maBaHy HEXKEIIaHN JIEKAPCTBEHU pPeakIuy (MoratT na 3acersat a0 1 Ha 10 gymm)
BKITIOYBAT: TIOJAKOXHU MHOEKIIUH, TPUITOTIOO0HN CUMIITOMH, Bb3IIaJICHUE HA CHHYCUTE, HaMaJleH
Opoii uepBEHU KPBBHHU KIIETKU (aHEMUS ), 3a]JphKKa Ha TCYHOCTH, HAPYIIICHUS HA ChHsI, TPEBOXKHOCT,
MUTpEHA, TPEIepPeHe, U3TPHIIBAHE ¥ MpaByUYKaHE Ha KpAHUIIUTE, yCeIllaHe 3a MapeHe, HamalleHa
YYBCTBUTEIIHOCT Ha KOXKaTa KbM JIONUP, KbPBEHE B 3aJHATA YaCT HA OKOTO, 3pUTCITHH e(DEKTH,
3aMbIJICHO BUKJIAHE U YYBCTBUTEIHOCT KbM CBETJIMHA, €)EKTH BbPXY IIBETHOTO 3pEHHE, Ipa3HEeHE Ha
OKOTO, KbpBSICAJIH/3auePBEHN OYH, CBETOBBPTEK, OPOHXHT, KbPBEHE OT HOCA, XpeMa, KalluInIa,
3aIyIieH HOC, CTOMAIITHO Bh3MalleHHE, TaCTPOSHTEPHT, KHCEIUHHU B CTOMaxa, XeMOPOU/IH, pa3yBaHe
Ha KOpeMa, CyX0Ta B yCcTaTa, KOCOTa/l, 3a4epPBsIBAaHE Ha KOXKATa, HOIIHU U3IMOTSIBAHUS, MYCKYJIHHA
00J1KH, 00JKa B T'bp0Oa U MOBUIIICHA TeJIECHA TEMIIEpaTypa.

Hexemanu peaxium, cro0maBany HedecTo (Morat fa 3acertar Ao 1 Ha 100 gymm) BKITIOYBAT:
HaMalleHa OCTPOTa Ha 3PCHUETO, TBOWHO BIKIaHEe, HCOOMUAHO ycellane B OKOTO, KbPBEHE OT
MIEHHCA, HATMIHE Ha KPBB B CEMEHHATA TEYHOCT W/HMJIM YPUHATA U YBEJIMUYCHUE HA THPINTE MIPH MBKE.

CT:O6HI3B3H0 € C HCU3BCCTHA YCCTOTAa (OT HaAJIMYHUTC JaHHU HC MOXKE aa 6’[)I[C HalpaBcHa OHCHKa) 3a
KOXCH O6pI/IB 1 BHC3aITHO HAMAaJICHUC HUJIN 3ary6a Ha CIIyXa, KaKTO U 3a MOHWXKaBaHC Ha KPBBHOTO
HaJIsTraHe.

ﬂega " IOHOIIIH

CrnenHUTE CEpUO3HH HEXENIaHU CHOUTHS ca ChoOIIaBaHu YecTo (MoraT na 3acerHat o 1 Ha 10 gymm):
ITHEBMOHUS, ChPJCYHA HEJIOCTATHUHOCT, IICHOCTPaHHA ChPACYHA HEJIOCTATHYHOCT, ChP/ICUYCH IIIOK,
BHCOKO KPBBHO HaJIsIraHe B OenutTe Apo0oBe, TPhIHA O0JIKA, IPUMATBIN, HHPESKIHS Ha AUXATCITHUTES
MbTUIIA, OPOHXUT, BUPyCHA HH(MEKITUS B CTOMaXa M ThHKUTE YepBa, MHPEKIIMY Ha TMKOYHUTE MIHTUIIA
1 350HU KapHeCH.

CrnenHUTE CEpUO3HH HEXKEJIaHU ChOMTHS Ca OI[CHEHU KaTo CBhP3aHHU C JICUCHUETO U Ca ChOOIIaBaHU
HevecTo (Morat Ja 3acerHat 1o 1 Ha 100 mymm): anepruyHa peakius (Harp. KOXXeH 00pHB, MOIyBaHEe
Ha JIUIETO, YCTHUTE U €3UKa, CBUPKAIIN XPUIIOBE, 3aTPYTHEHO IUIIAHE U MPETTbIIaHe), IbPYOBE,
HEPaBHOMEPEH ChpPACUEH PUTHM, YBPEXKIaHE HA CITyXa, 3a7yX, Bh3MaJeHHE Ha XPAHOCMIUTATEITHUS
TPaKT, CBHPKAIIO AWIIaHE TIOPAJAHA HAPYIIEH MPUTOK HA BB3IYX.

MHoro 4ecto C’I)O6HIaBaHI/I HCXKECJIaHU pCaKIIuu (MOI‘aT Ja 3aceruat 1nmoBcyec OT lnal0 I[yIHI/I) ca
I‘HaBO6OHI/IC, MOBPBIIAHEC, I/IH(l)CKI_II/Iﬂ Ha I'bPJIOTO, IIOBUIIICHA TCMIIEpATypa, AUaApud, TPUIl U
KPBBOTCUCHHUEC OT HOCA.

UYecTto cro0mIaBaHu HeXXETaH! peakiuy (MoraT fa 3acerHat 1o 1 Ha 10 gymm) ca rajeHe, MoBUIIEHA
epeKIIUs, THEBMOHHUS U XpeMa.

Cho01iaBaHe HA HeKeJIAHU PeaKIuu

AKO TIONTyYuTe HAKAKBU HEXKEIaHU JICKAPCTBEHH PEeaKIny, yBenoMere Barmst nexap nin hapmarieBT.
ToBa BKJII0UBA BCUUKH BH3MOKHH HEOMMCAHU B Ta3W JIMCTOBKA HEXKETAHU peakiu. MoxeTe chlIo 1a
ChOOLINTE HEeXKETAHU PeaKy AUPEKTHO Ype3 HAMOHAIHA CHCTEMA 32 ChOOIIABaHe, [IOCOYCHA B
[punoxenue V. Kato crobimaBare HeXXEIIaHA PEaKIIUN, MOKETE Ja TaJIeTe CBOSI IPUHOC 3a
MoJy4aBaHe Ha TIoBede HH(OpMAIHs OTHOCHO 0€30T1acHOCTTa Ha TOBa JIEKAPCTRO.

5. Kak na cexpansiBate Revatio

I[a C€ ChbXpaHsiBa Ha MACTO, HEJAOCTBITHO 3a JICIIa.
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He m3momn3Baiite ToBa JIEKapCcTBO CJIeA CPpOKa Ha TOAHOCT, OTOEISI3aH BhpXy OyTHiIKaTa cien ,,[ onen
10:”. CpOKbT Ha TOJHOCT OTTOBAps Ha MOCICAHUS IEH OT MMOCOYCHUS MECell.

[pax
Ja He ce crxpansiBa Hax 30°C.

I[a CC ChbXpPaHsABa B OpUTHHAJIHATa OIIAKOBKaA, 3a Id CC MPEAIasu OT BJiara.

[IpurorBeHa nepopangHa CycleH3Hs
Ha ce cpxpansasa nox 30°C unu B xutagwiHuk npu 2 1o 8°C. Jla He ce 3aMpa3ssiBa. Besko kommdecTBo
OT TIepopaHaTa CycreH3us, octaHaio 30 THH Clea MPUTOTSIHETO, TPSAOBA 1a Ce U3XBBPIIH.

He m3xBBpisiiTe mekapcTBara B KaHAIM3AMATA WK B KOHTEHHEPA 3a TOMAITHH OTHAIBIIH.
[Nonwuratite Bamus dapmaneBT Kak Ja H3XBBPIIATE JIEKAPCTBATa, KOUTO Beue HE U3Mo3Bare. Te3u
MEpPKH I CIOMOTHAT 3a Ola3BaHE Ha OKOJHATa cpefa.

6. C'I)Il'bp)l(aﬂl/le HA OMaKoBKaTa U JONI'bJHUTE/IHA l/IH(l)OpMaIll/Iﬂ

Kaxkso cpabp:ka Revatio

- AKTHBHaTa ChCTaBKa € criaeHadui (KaTo cuiaeHapuI HUTPaT).
Cnen npurotBsiHe Bceku ml mepopainHa cycnensus cbabpka 10 mg cuineHaduin (kaTo muTpar).
Enna 6ytnnka npurorsena nepopanHa cycnensus (112 ml) ceappxka 1,12 g cunnenadmr (kato
LUTPAT).

- Hpyrure cberaBku ca: [Ipax 3a nepopanHa cycnensus: copouton (E420) (Bx. Touka 2 ,,Revatio
ChIBpKa COPOUTOI), IMMOHEHA KHceNnHa, 0e3B0o/IHA, CyKpano3a, HaTpueB nurpat (E331) (Bx.
Touka 2 ,,Revatio cpapprka HaTpuii*‘), KCaHTaHOBA ryMa, TUTaHoB auokcua (E171), natpues
oenzoat (E211) (Bx. Touka 2 ,,Revatio chabpika HaTpueB OeH30aT™ U ,,Revatio chabpiKa
HaTpHUi‘), CHIIUITUEB AUOKCHI, KOJIOUIEH 0€3B0ICH; I pO3/IOB OBKYCHUTEIN: MaJITONCKCTPHH,
KOHIIEHTpAT OT IPO3/IOB COK, apabcka ryMa, KOHIIEHTPAT OT COK OT aHaHaC, TUMOHEHA
KHcenrHa, 0e3BOHA, €CTECTBEH apoMar.

Kak nm3rnexna Revatio m kakBO cbIbpka ONMaKOBKaTAa

Revatio ce moctaBs kaTo OsUT 0 MOYTH OSJT IIpax 3a IMEpopaliHa CYyCTICH3MUS, KOUTO TIPH MPUTOTBSHE C
BOJIa CE MpeBpbhlIa B Os1a mepopaiiHa CyCIeH3Hs C apoMaT Ha rpo3Je.

Enna 125 ml OyTunka oT TBMHO CTBHKJIO (C TIOJIMIPONUICHOBA Kanayka Ha BUHT) cbAbpxa 32,27 g
IIpax 3a nepopaHa CyCHeH3HUs.

Crnen npurotBsiHe OyTHIKaTa chabpska 112 ml mepopanna cycrensus, ot kouto 90 ml ca
MpeHa3HaYeHU 32 MPUIIOKEHHE.

Bun onakoBka: 1 OyTuika

Bcesika omakoBka chIbpKa ChIIO TONUIPONHUICHOBA MEPUTENIHA YalllKa (TpalyrupaHa 3a OTMEpBaHe Ha
30 ml), nonunponuneHoBa cupuHIOBKa 3a nepopaitnu ¢opmu (3 ml) ¢ HDPE Gyrtano u LDPE
ajanTop 3a OyTuikara.

IIpuTexaTes Ha pa3pelIeHUETO 32 YNIOTPeda U MPOU3BOTUTEI

[IpuTexaTen Ha pa3pelIeHUETO 3a yHoTpeoda:
Upjohn EESV, Rivium Westlaan 142, 2909 LD Capelle aan den [Jssel, Hunepnangus.

IIpoussopure:
Fareva Amboise, Zone Industrielle, 29 route des Industries , 37530 Pocé-sur-Cisse, @paniusi.

nimn
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Mylan Hungary Kft., Mylan utca 1, Komarom 2900, Yurapus.

3a JOIIBJIHUTCIIHA I/IH(l)OpMaLII/IH OTHOCHO TOBa JICKApCTBO, MOJII CBBPIKETC CC C JIOKAJTHUA
NpEACTABUTCIT HAa IPUTCIKATCIIA HA Ppa3pCIICHUCTO 3a yHOTpe6a:

I[aTa Ha MOCJICAHO NMpepasrieckaane Ha JIMCTOBKaTa

Belgié/Belgique/Belgien
Viatris
Tél/Tel: +32 (0)2 658 61 00

Bbbarapus
Maiinan EOO/]
Ten.: +359 2 44 55 400

Ceska republika
Viatris CZ s.r.o.
Tel: +420 222 004 400

Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 (0)800 0700 800

Eesti
Viatris OU
Tel: +372 6363 052

E)\dda
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espaiia
Viatris Pharmaceuticals, S.L.
Tel: +34 900 102 712

France
Viatris Santé
Tél: +33 (0)4 37 25 75 00

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 123 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

island
Icepharma hf.
Simi: + 354 540 8000

Lietuva
Viatris UAB
Tel: +370 52051288

Luxembourg/Luxemburg
Viatris

Tel/Tel: +32 (0)2 658 61 00
(Belgique/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: +36 14652100

Malta

V.J. Salomone Pharma Limited

Tel: (+356) 21 220 174

Nederland
Mylan Healthcare BV
Tel: +31 (0)20 426 3300

Norge

Viatris AS

TIf: +47 66 75 33 00
Osterreich

Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z 0.0.
Tel.: +48 22 546 64 00

Portugal
Viatris Healthcare, Lda.
Tel: +351 21 412 72 00

Romaénia
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: +386 1 236 31 80

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100
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Ttalia Suomi/Finland

Viatris Pharma S.r.1. Viatris Oy

Tel: +39 02 612 46921 Puh/Tel: +358 20 720 9555
Kvmpog Sverige

CPO Pharmaceuticals Limited Viatris AB

TnA: +357 22863100 Tel: + 46 (0)8 630 19 00
Latvija

Viatris SIA
Tel: +371 676 055 80

JApyru n3rouHuny Ha MHpoOpManus
[Toapo6Ha mHGOpPMAIIHS 32 TOBA JIEKAPCTBO € IIpeIocTaBeHa Ha yeOcalita Ha EBpomneiickara areHmus

110 JiekapceTBata http://www.ema.europa.eu. [Tocodenu ca ChIIo JIMHKOBE KbM APYTH yebcailToBe,
KBJICTO MOXKE J1a Ce HaMepu HHGOpMAITHUS 3a PeAKH 3a00IIIBaHUS U JICUCHUS.
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