1.3.1

Venlafaxine hydrochloride

SPC, Labeling and Package Leaflet HU

1. HNME HA JJEKAPCTBEHUSI TIPOOAYKT

nta 37,5 mg prolonged release capsule, hard

2. KAYECTBEH H KOJITMYECTBEH CHCTAB

KPATKA XAPAKTEPUCTHUKA HA IPOAYKTA

Ansenta 37,5 mg: Beaka Kancyna ¢ yaeibkeHo ocBoG0OXKIaBaHe, TBbPAA, ChbAbpxka 37,5 mg
BeHnadakcun (venlafaxine) xaro 42,43 mg BeHnabakcHH XUAPOXIOPHA (42.43 mg

venla(axinhydrgchloride

TlomMo1HM BellecTBa:

37,5mg
Karcynu

3axaposa

32,5 mg

3a MBIHMS COMCHK Ha ITIOMOIIHKUTE BEIIECTBA, BIKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

Kancyna ¢ yaemkeHo ocBoGoxkaaBaHe, TBbpAa.

N3NLAHKTENHA ATEHUNA NO NEXAPCTBATA

Kpamka xapaxmepucmuxa Ha npogykma - [puaoxeHue 1

Kbm Pea. Ne ""7"\"‘/‘“3?/5*//)”)
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Ansenta 37,5 mg: HeMpo3payHK KalCyJM C YOBIDKEHO OCBOOOXKAaBaHe, TBbPIH, XKeNIaTHHOBY (TANIO:
63710, Kanaye: kadaBO-PO30BO), CB, mm 6

4. KJINMHUYHHU JTAHHM

4.1 TepaneBTHYHH MOKA3aHUA

Jleuenune Ha ronemu AENPECUBHHU €NU30H.

3a npeBeHUMs HA PELMAUB Ha rOJIeMH AENIPECUBHM €ITM30/IH.

Jleyenvie Ha reHepaTM3UPAHO TPEBOKHO PA3CTPOICTRO.
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JleyeHne Ha COLMANHO TpeBOXHO pasctpoiicTo (CTP).
Jleuenvte Ha TAHWYECKO Pa3CTPOICTBO ¢ haH 6e3 aropadobus.
4.2 Jo3upoBKa H HAYMH HA NPHI0XKEHNE

ToemMH genpecMBHY eNH301U

TTpenopryBanaTa HayaiHa 1033 Ha BeHNadgaKkcuH ¢ yXBIKEHO ocsoOOKaBaHe € 75 mg, naBaH
BelHbXK AHeBHO. [TallMenTHTe, KOUTO He OTTOBApAT HA HayanHaTa 103a ot 75 mg/neH, MoXe Aa MMar
1107132 OT NOBMIIIABaHE Ha M03aTa A0 MakcHManHa 103a oT 375 mg/neH. IloBuniaBane Ha no3aTa MOXe
Jia ce N3BLPIIBA HA MHTEPBATH OT 2 CeIMMIIM WK noseye. 1Ipu KIMHWYHA He00XOIUMOCT TTopagu

TeKECTTa Ha CUMIITOMMTE TTOBUINIaBaHe Ha JI03aTa MOJXKE Jla Ce U3BBPIBaA U Ha TI0-1ECTH HHTEPBATN,
HO He NO-KpaTkK! OT 4 IHH.

- Hopa,uvl pHCKa OT 1030-3aBHCUMH HEXKENaH! peaKIun MIOBNUIABAHECTO Ha JO3UTE Tpi[63a Ja ce

M3BBPINBA eIMHCTBEHO Clie] KIMHWYHA npeneHka (Bxk. Touka 4.4). Tpabsa na ce moaabpxa Haii-
HUcKkaTa edekTUBHA J03a.

TTanmenTuTe TpsA6BA 1A Ce JIEKYBAT 32 OCTaTHYHO JBIBT NEPUO] OT BpeMe, OOMKHOBEHO HAKOJIKO
Mecelia Wy ToBewe. JleuenneTo TpsOBa a ce MpeolieHsIBa peJJOBHO 3a BCEKH OTAeleH ciy4ai. [To-
IBITOCPOYHOTO JEeUEHNE MOKE CHLIO Jia € MOAXOAIIO 33 IPEeBEHUMA Ha PEUMANB Ha FOIeMU
nenpecusnn enuzoan (I'/{E). B noBeyeTo cilydau npenopbyuBaHara 03a 3a PEBEHLI Ha PELMIUBa
na I'IE e chluaTa KaTo W3MoyI3BaHara 110 BpeMe Ha HaCTOSIIMA €MU30/.

AHTPIIICHpBCI/IBHPITe JICKapCTBCHHU NNPOAYKTH TpflﬁBa Jia ce IIpuemMart 3a NOHE ECT Mecelia clie
peMucusTa.

I'eHepanu3upaHo TPEBOKHO Pa3CTPOICTRO
IIpenopryBanaTa HadalHa 032 Ha BeHJTa(akchH ¢ yABIbKeHo 0cBoOOXKaBaKe e 75 mg, HaBaH
BEJIHEX JHEBHO. 3a NalMeHTHTE, KOMTO HEe OTroBapsAT HA HaualHaTa 103a oT 75 mg/leH, MOXe a € OT

NoJI3a yBeJIMYaBaHe Ha [1034aTa K0 MaKCHMMailHa 1o3a oT 225 mg/aeH. ITopuniaBadeTo Ha 103aTa MOXe
Ja CTapa IIpe€3 UHTCPBAIU OT 2 WK TioBeYe CeIMHULIN.

TMopanu prcka OT A030-3aBHCUMH HeXXeNlaH! peaKiliy, TOBUIIaBaHeTo Ha 03aTa TpabBa a cTaBa
camo cllefl }KJIMHMYHA olleHKa (BX. Touka 4.4). TpaGea na ce noanepxka Hali-HHCKaTa epeKTHBHA J03a.

IMauuenTtuTe TpsOBa Ja GBAAT eKyBaHH JOCTATHYHO ABIBI IIEPHOK OT BpeME, OGMKHOBEHO HIKOJIKO
Mecena Win noseye. JleyeHneTo TpsAOBa 1a ce MpeoleHsBa PEAOBHO 3a BCEKM OTAENECH CIIydai.

ConuaiHo TPEBOXKHO PA3CTPOiCTBO
IMpenopbyBanara HavauHa J03a 3a BeHIadakcyH ¢ yIbIDKeHO 0cBoGoXAaBaHe € 75 mg, aBaH BEAHDBX

IOHeBHO. HaMa BHKAaKBH 0Ka3aTesicTBa, 4e NOo-BUCOKUTE 103U MOrat Ja JOBENAT N0 AOIbIHUTEIHA
noJjsa.

BrIpeky TOBa, PH OT/EHH NAMEHTH, KOUTO He OTrOBapAT Ha Hauanuute 75 mg/ieH, MoXe Ja ce

WMa TpejiBU IOBMIIaBaHe JO MakcUMallHa o3a oT 225 mg/neH. IlosuuiaBaieTo Ha 103aTa MOXKE Aa
CTaBa Ha HHTEPBAIM OT 2 CEMUIIN UM TIOBede.

Hopa,zm PHCKA OT N030-3aBUCUMH HEXENAHU PEAKIINM, TIOBULIABAHECTO HAa 1034Ta TpHGBa Ja ¢TaBa

caMo cile/l KTMHMYHA IpeneHKa (BK. Todka 4.4). TpsabBa fa ce noanepka Hal-HICcKaTa edeKTHBHA
Jo3a.
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[TauneHtHTe Tps6Ba Na ce NEKyBaT JOCTATHYHO BB NIEPHO] OT BpeMe, OGHKHOBEHO 33 HAKOJIKO
Mecela v noseye. Jleuenneto Tps6Ba 11a ce NpeolieHsBa PeIOBHO 3a BCEKH OTJENEH ClIydail.

ITannyecko pascTpoitcTBo

Ilpeniopwysa ce no3ara or 37,5 mg/nen BeHadakcHH ¢ yIBIDKEHO 0CBOGOKIaBaHe Na ce H3MOA3Ea 3a
7 mun. Cresi TOBa I03MPOBKATa TPAOBa Jia Ce OBMINABA 0 75 mg/neH. [lanuenTute, KOMTO He
OTrOBapAT Ha 103aTa OT 75 mg//ieH, MOrar J]a IMart M0J13a OT NOBUIIaBaHe Ha J03aTa 10 MaKcHMallHa

no3a oT 225 mg/nen. [ToBuinaBaHeTo Ha ;03aTa MOXKe J1a CTaBa Ha HMHTEPBANM OT 2 CEAMMIN UK
foBede.

l'[opa,)m PHCKa OT 1030-3aBUCUMHU HEXKENIAHM peaxkuum, NOBHMIIABAHETO HA 03aTa TpH6Ba Aa cTtasa

caMo cyiell KIMHUYHA TIpelleHka (BXK. Touka 4.4). Tpa6sa na ce noxappka Haili-HUCKaTa eeKTHBHA
Jlo3a.

IMaunenture TpSIGBa Jia ¢ JICKyBaT OCTATBbYHO OBJIBI NEPHUOXR OT BpeEME, 00HKHOBEHO 3a HIAKOJIKO
- Mecenia Wi nosede. JleyeHueTo TpHGBa Ja C€ IIPEOUCHABA PEIOBHO 34 BLEKH OTHCIICH cnyqaﬁ.

Ynorpe6a npu naHeATH B CTAPYECKa BL3PacT

Hukaken CNIEIMAIHNA KOPEKIIKH Ha f03aTa Ha BeHHa(baKCI/IH HE C€ CUYMTAaT 3a HBO6XOIII/IMI/I BB3 OCHOBa
CaMO Ha BBb3pacTTa Ha NnalueHTa.

Boripexu ToBa obave, Tps6Ba 1a ce MOAX0X/a NPeNasIiBo IPH JIEIEHHETO Ha XOpa B cTapyecka
BB3PacT (Hamp. opany Bb3MoXHa 6b6peunHa HeJoCTATHYHOCT ¥ NOTEHIMATHATE IPOMEHH B
YBCTBUTEHOCTTA i aMHATETA KbM HEBPOTPARHCMHUTEPH, HACTBIIBALM CbC CTapeeHeTo). Bunaru

Tps0Ba Jla ce U3M0JI3Ba Hali-HucKaTa ed)eKTHBHA 1032 M IAUMERTHTE TPIGBa a ce TIpoCneasBaT
BHUMATEJIHO, KOI'aTo C€ Hajlara NoBHINABaHe Ha [03aTa.

Ynorpe6a npH ena u IOHOLIN Ha Bh3pacT noa 18 ronunn
Bennagaxcun He ce npernopbsusa 3a ynotpe6a npy Iela U IOHOIIH.

KoHTponipanuTe KIBHIYHN NPOYYBaHMs NPH Jela ¥ FOHOMIH ¢ TONAMO JENPECHBHO pascTpoHcTBO He

TI0Ka3BaT HUKAKBA e(MKXAaCHOCT U HE MOAKPENAT ynoTpebaTa Ha BeHnadakcHH IpH Te3d NAUMEeHTH
(Bx. Touku 4.4 u 4.8).

He ca ycranoBenu edukacHocTTa 1 6€30MaCHOCTTA Ha BeHNadaKCHH 3a OCTAHANNTE MTOKA3AHUS np#u
Jleua ¥ HOHOIIM Ha Bh3pacT noA 18 romgunn.

Ynorpe6a npy NauMeHTH ¢ 4ePHOIPOGHO YBpeKaAaHe

IIpn naumeHTHTE C NIEKO 10 yMEPEHO YePHOAPOGHO yBPEXIaHe, TI0 TIPABHLIIO, Tps6Ba Nia ce uMa
npensun 50% nouvxkexue Ha fo3ara. Bripexn ToBa 06aye, Topaxy BapMaGIIIHOCTTA B KIIHpBHCA
MEXy OTNENHHTE UHAMBHAH, MOXKE Jia € JKeNaTelHO J1a Ce HHANBHIY TM3Hpa JI03UPOBKATa.

Mima orpanuueHu JaHHM TIPH TIAUMEHTH C T&XKO 4epPHOAPO6HO yBpexaane. IIpenopbusa ce
NpENasMBOCT ¥ TpAOBA /1a Ce MMa Tpe/IBUT TIOHMKABaHe Ha 103aTa ¢ NoBeue oT 50%. Tpi6sa na ce
NpELeHN NOTERUMANHATA T10J133 CIIPAMO PHCKA MPH JIEYSHUETO Ha NALMEHTH C TEXKO 4epHOAPOOHO
yBpexzuaue.

Yuorpe6a npu nauuenTH ¢ 656peuHo yBpexaaHe

Brnpeku, e He e Heo6XoMMMa HUKaKBa IIPOMSHA B IO3MPOBKATA IPH NALMEHTH ChC CTENeH Ha
rnomepynHa ¢untpaums (CI'®) mMexay 30-70 ml/min, npenopsuBa ce MOBAIIEHO BHUMAHKMeE. 3a
TIAUMEHTHTE, IPH KOUTO CE Hajlara XeMOAHaiu3a, ¥ K NallMEHTHTE C TEXKKO GBOpETHo yBpeKaaHe
(CI'® < 30 ml/min), nosara TpaGea Aa ce nouwku ¢ 50%. Mopamu WHIMBHlyallHaTa BApMaOUNHOCT B
KIHpLHCA NPU TE31 NAUMEHTH MOXKe /1a € XKeNaTeNHo 1a Ce HHANBHIYalnu3upa 103UPOBKaTA.
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CumnTomn Ha oTHeMaHe, HaGJII0IaBaHH NIPH CIMpaHe Ha BeHAadaKcHH

Tps6sa na ce u3bsrea BHe3anHOTO cnHpaHe. Korato ce cnupa IeYeHneTo ¢ Bernadakchy, 103ara
TpabBa [ia ce NOHM>KaBa IIOCTEIEHHO 3a IEPHOJ OT TIOHE eJHA IO [IBE CeAMHUIIH, 3a 1A Ce TIOHMKI
PUCKBT OT peaKUHK Ha OTHeMaHe (BXK. TOUkH 4.4 1 4.8). Axo BB3HUKHAT HEMOHOCYMH CHMITTOMM Clex
TIOHM>KaBaHe Ha J103aTa WM MpH CIIMpaHe Ha JJe4eHUETOo, TOraBa 1a ce MMa NpeaBi Bb300HOBIBaHE

Ha npeanuca”ara ripeau ToBa Jo3a. Cnen ToBa JIEKapAT MOXe J1a POABJIKU 14 IOHMKAaBa [03aTa, HO
NO-TIOCTENECHHO.

3a nepopaiHo NpUiIoKeHue.

Ilpenopbusa ce BeHNapakCHH KancyyM ¢ yIbIKEHO OCBOOOX/[aBaHe a ce PUEMAT ¢ XpaHa
NpUGIM3UTENTHO IO eIHO U CBINO Bpeme Beeku neH. KancymiTe TpabBa fa ce MOrTBIIAT LETH ¢
TEYHOCT M He TPsIOBa Na ce pasjeNnaT, CMavyKBar, AbBYAT WM Pa3TBAPAT.

IlauuenTure, eKyBaHu ¢ BeHIaakCHH TabNeTKH ¢ He3abaBHO 0CBOGOXKAaBaHe, MOTaT Jla TIPEMHHAT
Ha BeHNa)akCuH, Kancyiy ¢ yABDKEHO 0CBOOOXKAaBaHe, Ha Hali-0/1M3KaTa eKBUBAJICHTHA [HEBHA
nosuposka. HanpuMep, Bennagakcun tabnerku ¢ HezabaBHO ocBoGoxnaBane 37,5 mg ABa IbTH
AHEBHO MOTraT 11a Ce 3aMEHAT ¢ BeHJla(akCHH KalCynH ¢ yIBIKEHO 0CBOOOKIaBane 75 mg BEAHBK
JAHECBHO. Moxe Jxa ca HCOGXO)II/IMPI HHAWBUAYATHU KOPCKLMHK B AO03MpOBKara.

4.3 IIpoTuBonokazanus
CBpBbX4yBCTBUTEITHOCT KBM aKTMBHOTO BEILECTBO MM KBM HAKOE OT IOMOLIHWTE BElIECTRA.

CobnBTCTBalIO NIeYeHHE ¢ HeoOpaTuMKU MHXUONTOPY HA MOHORMHHOOKCHAA3aTa (MAOH) e
IIPOTMBONOKA3aHO NMOPAJIM PHCKA OT CEPOTOHHHOB CHHIPOM ChC CHMIITOMHM KaTO Ge3MOKO0ICTRO,

TpeMop 1 XurepTepMus. [lpuemManeTo Ha BeHnadakcHH He TpAOBa 1a 3ar104Ba 3a TIoHe 14 1Hu criex
CIIMpaHe Ha JeYeHneTo ¢ HeobpaTiM MAOU.

Bennadaxcus Tpsi68a na ce cnpe 3a oHe 7 AHH IIPeJM 3all04BaHe Ha JiedeHue ¢ HeoGpativm MAOU
(BX. ToukHu 4.4 1 4.5).

4.4 Cneunaanu npeaynpexieHus ¥ MpeanasHd MepKH IpH ynioTpe6a

CynuHaHu onuTH/CyRIMIHE MHCIH HIH BJIOIIABAaHE HA KIHHHYHOTO CHCTOSIHAE

Henpecusra e cBbp3aHa C MOBHILEH PUCK 3a CYMUMIHA MUCIIH, CAMOHAPAHABAHE M CYMIMAHM OMUTH
(cynuuany cpbutns). Tosm puck Iepeucivpa 0 HaCTHIBAHETO Ha 3HauuMa pemucws. Thit kato
N0ZI00pPEHHETO MOKE Na He HACTBHIN Mpe3 MbPBHUTE HAKOIKO CEAMULH KM IOBEYE OT JISUEHHETO,
NalMeHTHTe TPp:A6Ba Aa ce IpocieAsBaT BHUMATENHO JI0 HACTBIIBAHETO Ha TakoBa Mojobpenye.

OO6M4aiiHUST KIMHHYEH ONHT TIOKa3Ba, 3¢ PUCKBT OT caMoyOHifCTBO MOKe [a ce NIOBHIIN B paHHHTE
€Talu OT Bb3CTaHOBABAHETO.

Jpyrarte ncuXuaTpu4HM CHCTOAHMA, 32 KOUTO Ce NpeAnyrcBa BennadakciH, MOTaT ChIIOo Aa ca
CBBP3aHH C ITOBUILIEH PUCK OT CyUIIIHM chbuTus. OCBEH TOBA TE3M CHCTOAHMA MOTAT 1A ca
KOMOPOMIHH Ha roJMOTO AENIPECHBHO PascTpoicTBO. CHIATE NPeANa3Hu MEpKH, CHOMIIONAaBaHU NPy
TIEYEHNETO Ha IalMEHTH C FOJIMO JIEIPECUBHO PA3CTPONCTBO, CIENOBATENHO TpsAOBa 1a ce
c0IM0AaBaT, KOraTo ce leKyBaT IalleHTH C APYTH NCHUXUaTPHYHH pa3CTPOICTRA.

3a nmauMeHTUTE C aHaMHe3a 3a CYNIIUTHU CHOUTUA WM HNOKa3BallIUTC 3HAYUTEIHA CTEIIEH Ha
CyHliMHa uacanus npeau 3ariogBale Ha JISYeHUETO € U3BECTHO, Y€ ca C NO-TONAM PYICK 3a CYULUIHH
MHUCIU WM CYHUIMIHU OINNTH U Tpﬂ6Ba aa 6paar IPpOCACIABAHY BHUMATEIHO 110 BpEME Ha JICUEHUETO.
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Ennu Me€TaaHanu3 Ha mjaanebo KOHTPONUMpPaHUTEe KTUHHYLKH NpOYyYBaHUA Ha AHTHAEIPECaHTH npn
BB3PACTHH NaLMEHTH C ICUXHATPpUYHU persc‘rpoﬁcha TIO0Ka3Ba NOBMINIEH PHMCK OT CyHUUIHO
NoBeAeHUe TIPH JIeYeHune ¢ AHTHUACTIPECAHTH B CpaBHEeHME ¢ nmnanebo TIpH NallMEHTH Ha BB3pacT nopg 25
T'OOUHMU.

NpOMEHM B NOBEAECHUETO U Tp516Ba He3abaBHO A4 OTbPCAT MEAUUMHCKH CbBET, aKO Ca HAIMYHU TE3U
CHMIITOMMH.

Ceporonunos CHHApOM

Kakro u npu ApPYTH CEpOTOHMHEPTHIHH CPeACTBa, IpM NEYEHUETO ¢ BeHTaaKCHH MOXe 1a HacThIN
CEPOTOHMHOB CHHAPOM, KOMTO € NOTeHNHATHO ’KMBOTO3aCTpAlABAIO ChCTOSHUE, 0cOGeHo pu
CBHUBTCTBALIA yIIOTpe6a Ha Apyru CpeJICTBa, KaTo HanpuMep MAO-unxu6uropy, xouro MoOTar fa

BB30Y 14, XaloUMHALMH, KOMa), aBTOHOMHA HecTabIIHOCT (Hanp. Taxukapmus, HecTaGHHO KPBBHO
Hallirane, XunepTepMus), HeBPO-My CKy THE HapyIIeHKs (Harp. xureppednekcus,
HEKOOPIMHUPAHOCT) H/Hu CTOMANIHO-YPEBHH CHMIITOMH (Hafp. Tajiene, NoBpbinane, Auaps).

TecHOLILIIHA riIaykoma

BB Bpb3ka ¢ ynotpebara Ha BeHnadbakcHH Mosxxe Aa HacTbIM MuapHasa. [Ipenopbusa ce NauHeHTHTe
¢ IOBUILCHO BBTPEOYHO HANSTAHE WK TIAHEHTHTe C PHCK OT OCTpa TeCHOBI'B/IHA IaykOMa
(3akpuTOLrBIHA TJIaykoMa) ia ce IpoCieIBaT BHUMATENHO.

KpnBHO Hanxstrane
Crobmasa ce yecto 3a A030-3aBUCHMH IIOBHIIEHHS Ha KPBBHOTO HAATaHe IpH ynorpebara Ha
BeHnadakcud. B Hakon ClIydan Npu IOCTMAPKETUHHIOBUS OIIUT ce CHO0OIaBa 3a MHOTO cHITHO

CIIE1 3aN0YBaHe Ha IEYEHUETO U clex YEB€IIM4aBane Ha Jo3ute. Tps6Ba jna ce NIOAX0KNA NpeanasinBo
TIPH IaLHEHTATE, YHETO OCHOBHO 3aG0MIBaHe MOe A4 C€ KOMIIPOMETHPA OT HOBUIIEHOTO KPBBHO
HajliraHe, Hanp. oHe3M ¢ HapyLieHa CbplieuHa QYHKIHA.

Cl.pz(elma 4eCcToTa

Crpaeuno saboassane n PHCK OT apuTMusn
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Bennadaxcun He e oueHsBaH NPy NaUKEHTH ¢ aHAMHE3a 32 NIpeceH MHOKapAeH MH(APKT Bin
HECTabMIIHO ChpreyHo 3aGonsBane. 3aToBa Toif Tps6Ba na ce M3MON3Ba NPEANasNuBO IPH TE3N
TIAUHEeHTH.

[Tpu mocTMapke THHTOBUS OTTHUT ce choOMmARa 32 (atarHy ChpACIHN aPUTMHH TIPH M3MOM3BAHETO Ha
BeHNadakcnH, ocobeHo npu npenosupare. Ipenn Hpen1cBaHe Ha BeHNadakCHH Ha TIAlHeHTH ¢

BHCOK PHCK OT CEpHoO3Ha CbpA€YHa apuTMHUA Tpx613a Zla ce B3eMe IIpeIBUA OananceyT Ha puCKOBeTe U
N0NI3UTeE.

I'vpuose
Hpu Tepanus ¢ Bennadakcun Morar na HaCTHIAT I'bpdoBe. KakTo npu BcHUKN aHTHENpecanTy, Taka
¥ BeHnahakcuy, TpA6Ba 1a ce Ipunara npeanasingo IpY TIALKEHTH ¢ anaMHe3a 3a CEPYOBE U

3acerHaTuTe NAUNEHTH TPAOBa Jia NpOCNeAsBaT BHUMATENHO. JleueHneTo Tps6Ba ia ce Cripe npu
BCEKH TalUEHT, KOITO pa3Bye rbpuoBe.

XunonaTpemus

ITpu nevenne c Bennagakcun MOrar Aa HaCTHOAT ClTyJau Ha XMIIOHaTpeMUs H/WIIH CUHAPOM Ha
HEAOCTaTHUHA CeKpeLMs Ha aHTHARY peTider XopMoH (CHCAX). ToBa ce cbobimapa Hali-uecTo pu
XUIOBOJIEMUYHM HIM NIEXAApaTpaHy nauyenTy. Ilauuentare B crapuecka BB3pacT, [NalNeHTHTE,

pHEMAIN JUYPETHLA, U TIaUEHTHTE, KOUTO Ca XUIOBOJIEMUYHH I10 APYyTU IPUYHHU, MOTAT Ja ¢a ¢
TIO-T'OJISIM PUCK 3a TOBa chOWTHE.

IlaTosormuno KLpBeHe

JlexapcTBeHMTE IPOIYKTH, KOMTO HEXUGHpAT 00paTHOTO 3aXBallaHe Ha CEPOTOHMHA, MOFaT Ja
AOBENIAT 0 NOHNkaBaHe Ha PyHKUMITA Ka TPOMOOLMTUTE. PHCKBT OT KOYKHO HITH JIUTABHYHO
KBPBEHE, BIJIIOYMTENHO XEMOPArky OT CTOMALIHO-YPEBHUS TPAKT, MOXKE J1a € IOBUIIeH npu
TlalnenTUTe, npuemalu BennadakcuH. KakTo npu ocrananute naxuGuTOpy Ha obpaTHoTO
3axBalllaHe Ha CePOTOHMHA, TaKa M BeHNadakcHH Tpi6Ba Ja ce M3MON3Ba [pe/NasIuBo HpH NalHeHTH
€ MPEApAsNoNoXeHne KbM KbPBeHe, BKIIOYMTENHO NalMeHTH Ha AHTUKOATYIaHTH 1 WHXUOUTOPHU Ha
TPOMOONNTHATA arperawus.

Cepymen xosiectepoa
HOKyMeHTHpaHH ca KTMHUYHO 3HAYMMH OBHIICHS Ha CEPYMHUA X0liecTepor Tpu 5,3% ot
TIeKyBaHUTE C BeHNIadaKcuH NalyeHTy 1 nipu 0,0% ot MOJy4aBaIMTe IIANe60 MalMenTH 3a noge 3

Mecena pu nilane6o KOHTPOTUPAHH KIMHUYHE IPOYYBAHHSL. Onpenensinero Ha HUBaTa Ha CepyYMHHS
XOJIECTEPON TPAGBaA [a Ce MMa NpEABHA IPH IBITOCPOYHO JIeHeHH e,

CrBMeCcTHO NpuIoKeH e ChC CPEICTBA 32 IOBMIKABAHE HA TENECHOTO Terno

He ca ycTanopenn GesonacHocTTa i euKacHOCTTa Ha TepanuATa C BeHNa(akciH B KOMOMHAINA ChC
CpEACTBA 3a NOHIKABaHe Ha TETJIOTO, BKIIOUUTENHO (entepmun. He ce IpeNopBYBa CHBMECTHOTO
TIpHOXKeHUE Ha BeHJIahakchH M CPeICTBA 3a IOHIKABaHe Ha TeJIECHOTO TErlIo, Bennagakcun He e

TTOKasaH 3a TIOHIKABAHE Ha TErJIOTO KAaTo CAMOCTOATENHO JIedeHHE MITH B KOMOHHALIWS C IpYTH
HPOAYKTH.

Manust/xunomManus
Ilpu Manka yact ot manueHTHTE C pa3CTPoiicTBa Ha HACTPOEHHETO, KOUTO ca MOy 4aBau
aHTUJICTIDECAHTH, BKIIOUMTENHO BeHJIadakCHH, MOXe Ja HACTBHIIM MaHMS/XUIOMAHM. Kakro u npyrn

aHTH/ICTIPECAHTH, BeHIadaKCHH Tps6Ba N1 Ce H3NO/I3Ba NPeINA3IHBO IPH MAMEHTHTE ¢ aHAMEE34
UM haMHIIHA aHaMHe3a 3a GHIIONSPHO Pa3CcTPONCTRO.

Arpecusn
Ipu manka yact oT nauueHTHTE, KOUTO Ca ITOJIy4aBany aHTHACTIPECAHTH, BKIIOYUTEHO
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BeHJIahaKchH, MOXKe 11a HACTBITH arpecus. Toga ce chobuiasa npyu 3amoysane, IIPOMAHa Ha fo3aTa u
CTiMpaBe Ha Jie4eHHeTo.

KakTo v apyru anTunenpecany, BEHIIa(akcuH Tps6Ba 1a ce M3MoN3Ba NPENTIasINRO NPH JTIANMEHTHTe
C aHaMHe3a 3a arpecus.

Cnnpade na aeqyennero

Yectn ca cumnromute na OTHEMaHe, KOraTo ce CIiupa NIeYeHNETO, 0COOEHO aKo CIIHPAHEeTOo €
BHE3aMnHo (Bxk. Touka 4.8). Ipn knuHHYHKTE ApOy4BaHus HEMENAHUTE peakLyH, HaGIHOAABAHY npu
CIIMpaHe Ha NeYeHUeTo (OCTEeNeHHO ClIMpaHe U CIIeN IIOCTENEHHO CIUpPAHE), HACTBIBAT npu

npubmmsutenno 31% ot HaUHEHTHTE, IeKYBaHH ¢ BeHNadaKCchH, u npu 17% or naumenture,
npueMamy mianeto.

HapyIIeHUs Ha ChHS (BKIIIOYMTENHO 6e3ChHue 1 HallperHaT ChHULIA), XUTUPAHOCT HITH
TPEBOXHOCT, rajicHe W/MiM NOBpbIaHe, TPEMOp 1 rnaBoGonue. OGHKHOBEHO Te3H CHMNITOM ca JeKku
A0 YMEPEHO TeXKH, KaTo 06aJe NPy HAKOH HAMEHTY MOTar 1a 6b1aT TeXKHU 110 UHTeH3uTeT. Te

Axarmnﬂ/ncnxomomp}m HECMOKOoMCTBO

VYnotpe6ara Ha BeHJIapaKCHH e CBBp3aHa ¢ Pa3BUTHE Ha aKaTH3Ms, XapaKTepU3MpaIia ce che
CYGEKTMBHO HENPHATHO WK M3TOIIABAIO HECTIOKOMCTBO 1 HEOBXOMUMOCT OT YECTO ABMKEHUE,
ChIIPOBOZIEHA OT HECTIOCOBHOCT Ja Ce CTO’ CIIOKOHHO B CEITHAIO KM H3IIPABEHO nonoxenue. Topa
HacTbBa Hali-YyecTo B paMKHTE Ha ITBPBUTE HAKOIKO CEAMMIM OT JIeYeHHETO, Ipu naumenture,
KOMTO pasBHBaT Te3u CUMITTOMM, TTOBUIABAHETO Ha [l03aTa MoXe 1a e ary6so,

Cyxora B ycraTa

Cyxora B ycrara ce crobuasa npu 10% ot NalMCHTUTE, IEKyBaHu ¢ BeHnagpakcun. Tosa MOXXE JIa

TIOBHUUIM PHCKa OT KapHec W NalUeHTHTe TpsibBa 1ia ce yBenomsBar 3a 3HAYEHUETO Ha XHUTHeHATa Ha
Ch3BOHETO. :

ATIBEHTa ChIBPIKa 3aXapo3a. TlanuenTHTE ¢ BPOAEHH IpobieMn Ha (pykTosHa HETNIOHOCHMOCT,

NIFOKO3HO-TAIaKTO3Ha Mana6cop6un;1 N 3aXapO3HO-U30MAaNToO3HA HEAOCTATHYHOCT He TpHﬁBa Aa
IIpueMar ToBa JICKapCTBO.

4.5 Bsanmopeiicteue ¢ ApPYrH 1eKapcTBeHN NPOAYKTH U ApYru (opmMu Ha B3auMMogeiicTBHe
Huxuburopn na MOHOAMMHOOKcHAa3aTa (MAOH)

HeobpaTumu, necenexrusnn MAOH

Bennadaxcun ne tps6ga na ce HU3TIONI3Ba B KOMOHHALNA C HeoOpaTHMK HecenexktusHn MAOM.
Jlevenue ¢ Bennadakcun ge TpA0Ba 1a ce 3anousa none 14 AHHU CHEX CUpaHe Ha JeYeHHEeTO ¢
HeobpaTuMu HecenekTHsH MA O, Jleyenuero ¢ BeHNa(aKcHH Tpa6Ba na ce Cnpe noxe 7 AHU npenu
3aloyBaHe Ha JleYeHue ¢ HeobpaTHMu HecenekTuBHU MAOU (Bxx. Touxm 4.3 4.4).
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OGpaTum cenexrunen HHXHOHTOp Ha MAO-A (Moxn06emMu)

Ilopann prcka ot cepoTonunos CHHAPOM KOMOUHAIIMATA OT BeRNadakchH ¢ 06paTiM M cefieKTUBEH
MAOM karo mokno6emun He ce npenopbysa. Ciiell nedeHne ¢ 06paTum HHXHOUTOP Ha MAO Moxe
Aa Ce M3NoII3Ba MePHOM Ha OTHEMaHe, T10-KpaThK oT 14 IHH, TIPESTN 1A CE 3a1i04He JIeYeHHne C
BeHnagakcun. [penopsysa ce BEH/Ia(haKCHH J1a ce Cripe Hai-Maiko 7 qHU IIpein 3all04YBaHe Ha
nedenne ¢ obparnm MAOU (Bx. Touka 4.4).

ObpaTumu HecenexTuBan MAOH ("une3onua)
AHTHOMOTHKBT NMHE30IMA € cnab, obpaTtuM u HecenekTBeH MAOM 1 He TpsAOBa Nia ce AaBa Ha
TALMEHTHTE, JIEKYBaHHU ¢ BeHJIadakchH (BXK. TOuKa 4.4).

CLOGHXaBaT CE€ TEeXKU HEeXXeJIaHUu peakoun apu TNMauEeHTUTE, IPpKU KOUTO HaCKOpO € GI/IJIO CHPAHO
Ireueneto ¢ MAOH u e 3anounar BeHNadakcuH, Wi Hackopo e Guna CIIpSHA TepanusTa ¢
BeHNadakcyn npeau 3anousane va MAOU. Tesu PEAKIMK BKIFOYBAT TPEMOP, MHOKJIOHYC,
nuacdopesa, rajieHe, NoBpHIIaHe, 3aY€pBABAHE, 3AMATHOCT U XUIEPTEPMIS C PH3HALHY,
HanoRo6ABaIY HEBPONENTHYEH MaTUTHEH CHHAPOM, IbPYOBE H CMBPT.

CepoTonnnos cunapom

Kaxro u ipu ocrananure CEPOTOHMHEPTUIHH CPENCTBA, TaKa U NIPH JIEIEHHETO C BeHNahakCHH Moxe
Ad HaCTBIM CEPOTOHHHOB CHHAPOM, 0COGEHO IPH ChILTCTRALIA ynoTpeba Ha APYTU CPeNCcTBa, KOUTO
MOraT 1a TIOBIIUSAT CEPOTOHMHEPIIIHATA HEBPOTPaHCMUTEPHA CHCTEMA (BKITIOYHTEITHO TPHITTAHH,
SSRI cpenctra, SNRI cpesactsa, JMTHH, CUOYTPaMHH, TPAMaTON WA HKBIT KaHTapuoH [Hypericum
perforatum]), ¢ nexapcTBeHH TIPOIYKTH, KOMTO yBpexkaT MeTaboIM3Ma Ha CEpOTOHNHA
(BrmounTenHO MAOM), Mimn ¢ TIpEKypCcopr Ha CepoTOHMHA (KaTo TPUNTOhaHOBU J00aBKn).

Hpy xnuunysa Heo6xomuMocT CRILTCTBALLO NI€YeHHE Ha BeHNagakcuH ¢ SSRI cpenctso, SNRI
CPEACTBO WM CEPOTOHHHOB PELIENTOPEH aroOHMCT (TpunrTan), ce mpenoprYBa BHAMATEIHO
TpocieNBaHe Ha NalMeHTa, 0coGeHO 110 BpeMe Ha 3aouBaHe Ha JICYCHHETO MM Ha IOBMIABaKe Ha
Aozute. He ce npenopsusa chosTeTRamara yUoTpe6a Ha BeHNahaKCHH ChC CePOTOHNHOBK
IPEKYpCopH (kaTo TpUITOhaHOBH Ro6aBku) (BX. TOUKa 4.4).

IMHC-akTuBeN BemecTra

Pucker ot ynorpe6a na BeHnadaxcun ¢ apyru ITHC-axTHBHY BelecTsa He e CHCTEMHO OICHABAH.
Cnenosatenso ce mpenopsusa nopuIIEHO BHUMaHHeE, KOraro BeHNadakcHH ce pheMa B KOMGUHALS
¢ apyru LITHC-axtuBHY BelecTsa.

Eranoa

3a BeHnadakcuH e JIOKa3aHo, Y€ He 3aCHIIBa YBPEXKIAHETO Ha YMCTBCHHTE M MOTOPHHUTE YMEHHS,
APUMHHEHO OT eTaHoNa. Brulpexu tosa obaue, KakTo U Nipu Benuku [THC-aktusan BELIECTBa,
TalMEeHTHTe TPs6Ba Aa Ce CHBETBAT Aa U3GArBaT KOHCyMalyATa Ha amKoXOI.

Edexr na npyrn nexapcreenu TIPOYKTH BHPXY BeHAapakcHn

Kerokonason (nHxu6uTOp Ha CYP3A4)

Enno dapmakokunernuno 1poyYBaHe ¢ keTokoHa301 npu CYP2D6 ekcTeH3uBuu (EM) u nomu
MeTtabonusatopu (JIM) TI0Ka3Ba, 9e MPUII0XKEHNUETO Ha KETOKOHA30JT BOIH 10 no-rorama AUC 3a
Berunaakcut (70% u 21% croTeeTHO 1pu uuata CYP2D6 JIM u EM) 1 3a
O-nesmetnnBennadakcun (33% u 23% crotBeTHO MpH MMuaTa CYP2D6 JIM n EM). CenbreTBamara
ynotpe6a Ha CYP3A4 HHXUOUTOPH (Harp. aTasataBup, KIAPUTPOMHLIAH, HHAMHABHP, HTPaKOHa301I,
BOPHKOHa30J1, [I03aKOHA30, KETOKOHA30JI, HeNuHaBHp, pUTOHABHMP, CAaKBHHABHP, TENMTPOMULMH) H
BeHnadakcuH MoxKe A2 ITOBUINM HIBATA Ha BeHlaaKCHH U O-nesmerunsennadaxcun. 3arosa ce
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TNpenopbYBa NMPEANasInBOCT, aKO TepanuATa HA NALMEHTa BKIIKOYBA UHXu6uTOp Ha CYP3A4 u
BeHI1ahakcWH eIHOBPEMEHHO.

Edexr na Bennapakcun sbpxy APYIrM JieKapcTBeHM MPOTYKTH

JInTnit

Ipu cpnbTCcTBAmA yHOTpe6a na BeHJIadaKCHH C TUTHII MOXKe 1a HaCTBITH CEPOTOHVMHOB CHHJPOM (BIK.
"CepoTonHHOB cHHIpOM").

Juaszenam

Bennadaxcun usima Hukakeu epextn BBPXY (hapMaKoKMHETHKaTa U (hapMaKOAMHAMHKATA Ha
AVaseNaM 1 HErOBUA aKTHBEH MeTaboNHUT Ae3MeTHINasenam. Juasenam U3TIIeX/Ia He TIORIHABa
¢bapmakokiHeTHKaTa HUTO Ha BeHIa(aKkcHH, HATO Ha O-nesmernnBennadakcun. He e ussectHo Janu

CBIECTBYBa (HapMaKOKUHETHYHO M/ MITH ¢apmakoxmHaMMYHO B3auMonecTBHE ¢ ApPYTH
OeH30IMazenuau.

Hmunpamun

Bennadaxcun He nopnnssa dbapMakokuHeTHKaTa Ha MMHOpaMHH H 2-OH-nmunpamun. Uma
A0303aBUCHMO noBuiieHne Ha AUC 3a 2-OH-pe3unpamus ¢ 2,5 10 4,5 1M, KOraTOo Ce npunarar 75
mg 1o 150 mg BeHnadakcHy AHEBHO. HMunpamus He moBIMsBa dapMakokuHeTHKATA Ha
BeHNnadakcuH u O-nesmetunsennadaxcin. He e uspecTHo KIUHHYHOTO 3HAYeHUe HA TOBA

B3aHMOJEHCTBHE. Tpx6Ba Ja c€ nNoAXoXa ¢ IOBHUIIEHO BHUMaHUENPH CEBMECTHOTO TNIpUIIOKEHUE Ha
BCHJ’IaCl)aKCI/IH " UMHIIpaMUH.

Xanonepuaon

Ennxo dapmakokunetnano npoyysane ¢ Xajionepnnon noxassa 42% NoHwxKeHne Ha OO
epopaeH kmpbHe, 70% nosuinenue na AUC, 88% nosuinenue Ha Crnax, HO He MoKa3Ba HUKakBa
TIPOMsIHA B II0JIy>)XMBOTA Ha Xanonepuzoi. Tosa Tpi6Ba a ce uma TIpeABKI TIPH NNalUEHTHTE,

JIeKYBaHM C XaJIONIEPUI0 M BeH1adakcUH enHoBpeMeHHo. He e n3BecTHO KIMHIYHOTO 3HaYeHHE Ha
TOBa B3auUMoOAeifcTBIE.

Pucnepunon
Bennadgakcun nosmmasa AUC ma pucnepunio ¢ 50%, HO He IPOMEHs 3HATHMO ¢bapMaxkoxuHe THYHHS

npodui Ha o61uara aKTHBHA YacT (pucniepumon mmoc 9-xunpoxcuprcnepunon). He e ussectHo
KIMHUYHOTO 3HaU€HME Ha TOBA B3aUMOEHCTRIE.

Metonpoaon

Ennospemennoto npunoxenne Ha BeHNadaKCHH H METONPOJION Ha 37IpaBH JOGPOBONLM TIPH €NHO
TpOy4BaHe 3a (hapMaKkOKHHETHIHO B3aHMONEHCTBHE 3a qBaTa JIEKapCTBEHH IIPOYKTA BOIAW 10
TIOBHIUEHUE Ha INa3MEHHTEe KOHLEHTPAllHH Ha METONPONION ¢ npubiusuTento 30-40%, Ges na
NPOMERS NMNAa3MEHUTE KOHUEHTPALNA Ha HETOBHS aKTMBEH METaboMuT G-XHApOKCHMeTonpoon. He e
M3BECTHO KIMHUYHOTO 3Ha4EHUE HA Ta3U HAXOAKA TIPH [ALMEHTH ¢ Xunepronus. Metonporson He
TNPOMEHS PpapMakOKMHETHIHUS IPOgHI Ha BeHNa(akCuH WK Ha aKTUBHHUA My MeTabomr O-

AesmeTunsennadaxcun. TpsaGea na ce monxoxna TIpeANasnvBo NP1 €AHOBPEMEHHOTO PUIOKEHME Ha
BEHIA(aKCHH ¥ METONPOJION.

Hapunaeup

EnHo dapmakokureTiaHO npoyysane ¢ HHIUHABUD noka3sa 28% nonmkenne Ha AUC u 36%
TionmKeHne Ha Cmax 3a uHAMHaBUp. UHIMHABKD He MOBNHsBA bapmakokuneTnkara Ha BeHnadakcuH
u O-ne3metnneennadaxcun. He e H3BecTHO KIMHUIHOTO 3Ha4Y€HHUE Ha TOBa B3auMoelicTBue.

4.6 BpemenHoOCT M KbpMeEHe
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Bpemennocr
Hiama nocrathuno nannu 3a ynotpe6ata Ha BeRnadakchH npu GpeMEHHH KeHU.
[Ipoy4BannsTa NpH XUBOTHU TTOKAa3BaT PENPOJyKTHBHA TOKCHYHOCT (Bx. Touka 5.3). [ToTeHunanAusT

PHCK Tipi X0pa He e u3BecTeH. BennagakcnH Tpa6sa fa ce npusara Ha GpeMeHHM JKeHH CaMo, ako
OYaKBAHMTE MOJI3U NPEBUINABAT BCHIKN BH3MOXKHHA PHCKOBE.

JannuTe OT enMACMHONOTMYHMTE TIPDOYIBAHMS ITOKA3BAT. Te TIPUIIOXKEHUETO Ha MHXUOWTODHM Ha
00paTHOTO NoeMaHe Ha CEpOTOHMHA MO BPEMe Ha OpEMEHHOCT, 0COOEH) B HANIPEeNHANA 6DEMEHHOCT.,
OV_MOrNo fa TIOBMIIM pPHCKA OT  pasBUTHE Ha TiepcucTupalila_MynMOHaTHA XHUITePTOHUS 1PN
HopoponeHotro (PPHN). Bolpekn Ye fjocera HHTO €IHO NpOYYBaHE He W3CIeBa BPB3KATaA MEXIY
PPHN v neuenueto ¢ nHXHOMTOPH Ha 06paTHOTO OEMaHe HA CePOTOHNHA M HopaapeHnanuHa (SNRI),
TO3¥1 IOTEHUMATICH DUCK HE MOxe [1a Obe U3KITIOYeH HATBIHO TIPH JIeUeHHe ¢ AJIBEHTA, KaTo Ce HMaT
UPEABUA MCXAHMSMUTE HA JCHCTBHE HA NeKapcTROTO (WHXMOWpAaHe Ha o6paTHOTO HoeMaHe Ha

CEPOTOHMHA).

Kaxro v npn Apyr1 HHXnGHTOPH Ha 0OPaTHOTO 3aXBalyaHe Ha ceporonusa (SSRI/SNRI), morar na ce
HOABAT CHMITOMM Ha OTHEMAHETO NPH HOBOPOJEHHMTE, aKO BeHJIadaKCHH € M3MOM3BaH 0 WIH MaIKO
Tpean pakaaneTo. Hakon HOBOPOAEHH, U3NOXKEHN Ha BeHIadhakCHH KBCHO Hpes TPETHA TPHMECTBHP,
PasBUBAT yCIIOXHEHNS, Hallaraluk XpaHeHe Ipe3 COHMA, MXATeNHa IOMNPHKKA WK IPOABDKUTENHA
Xocnuranusauus. TakuBa ycrnoxHeHns Morar 1a ce IOy4aT BeHara cilel paskIaHeTo.

Morar na ce HaOmonaBaT CJICIHUTE CUMIIIOMH NpH HOBOPOJIEHM, aKO MaiiKaTa € U3NoJ3Bana

SSRI/SNRI B kbcHa GpeMeHHOCT: pa3apasHIMOCT, TPEMOp, XUIOTOHMS, NEPCUCTHPAIIL [T7ay 1
3aTPyAHEHO Cy4eHe MM ChH.

Te3u cuMIITOMI MOTaT Ja C€ IbjrKaTt uid Ha CEPOTOHUHEPIUIHH

CCI)CKTI/I, WK Ha excro3uling. B moseuerto ClIydan Te3:1 YCHOXKHEHUA ce HaGJI}OIlaBaT He3a0aBHO WM B
PaMKHTE Ha 24 vaca CIIed paKJaHeTo.

Kupmene

BennadakcuH 1 HEroBuAT akTiBeH MeTaboIUT O-nesmeTnBennadakcuy ce eKCKpETUPAT B KbpMara.
He mMoxxe na ce uskioun puck 3a kbpMauero. 3aTosa Tps0Ba Jla ce B3eMe pelleHHe 3a
TpOABIbkaBaHe/ClIMpane Ha KbPMEHETO Wi 3a IPOXBIDKaBaHe/CIIMpaHe Ha Tepanuira ¢ Ansenra,

KaTo cc MMa NpeaBuj I10113aTa 3a AETETO OT KHPMEHETO | T10/13aTa 3a J)KeHATa OT JeUYeHHeTo ¢
Ansenra.

4.7 EdexTu BLpXY criocobHocTTa 32 modnpaHe u paGora ¢ MaIIHHA
Bceeku n1cuXoaxkTHBeH JieKapCTBeH POLYKT MOXE J[a HapyIuy NIpELIERKaTa, MHCIIEHETO U MOTOPHHTE
YMEHHA. 3aT0BA BCMUKU MAl[UEHTH, IPHeMalIH BeHnadaKkcuH, TpsOBa a 6paT NpeaynpeaeHH 3a

ehexTHTE BBPXY CHIOCOGHOCTTA MM A2 INOGHpAT H A3 paboTaT ¢ onacHu MalluHK.

4.8 HexenaHH JJeKapCTBeHH peaKuny

Haii-gecro (>1/10) crobiiapanuTe HexXeNaHu peakivu NpH KIHHUIHUTE IPOYYBAHMA ca rajleHe,
CyXOTa B yCTaTa, I71aBoboNe U oTeHe (BKIFOYHTEHO HOUHN H3IOTABEHMA),

Hexenannte P€aKIBu ca I/I36p06HPI 1I0-0JTy IO CUCTEMO-OpradeH KJiac ¥ 4ecToTa.

YectoTuTe ca nepuHMpPAHN KaTO: MEOTO YeCTH (=1/10), wectn (=1/100 mo (31/10), HeyecTn =1/1 000
Jo (11/100), penxu (>1/10 000 xo 01/1 000), ¢ Hew3BeCTHa YecToTa (OT HaNWYHHUTE JJAHHU He MOXe
Jla 6b]1e HanpaseHa OLIEHKA).
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Cucrema na Mmnoro 4eCTH HEYeCTH penku C HeussecTHa
OpraHusma YECTH YecToTa
XemaTosnornyaa/ ExxuMo3a, JIvurasuyHo
JumbHua KspseHe ot KbpBEHE,
CTOMAIITHO- Vienxkerno speve
YpEBHHSA TPaKT Ha KbpBeHe,
Tpombouurtonenus,
Juckpasun Ha
KpBbBTa
(BKIIFOUUTENHO
arpaHyloUMTO3a,
annacTu4Ha
aneMus,
HEYTpOTIEHHS 1
MaHIUTONEHNA )
Metabommznsm/ Ilosuwen cepyMer | Hannasane Ha ITaTtomornuun
XpaneHe XO0Inecrepos, Terio YepHOOpOOHH
3aryba Ha Terno (hyHKUMOHATHY
U3CTEIBaHuA,
Xurnosarpemns,
Xenartur, CHHZpoM
Ha HeZI0CTaThyHa
cekpelus Ha
AaHTHINYpEeTHIEH
xopmon (CHCAX),
IMopmuen
MPOJIaKTHH
Hepshna Cyxora B | Ilatonoruuuu Anarns, Axatusus / Hesponentuuen
ycrara CBHUIIA, Xamouunaimun | IeuxomoTtopro | Mamuraen CHHIpPOM
(10,0%), | IlosumxeHo Miuoxnonyc, HecnokoicTso, | (HMC),
I'maBo6o | mubuno, Bb30yIa, Konsyncumu, CepoToHHHEpTHYEH
nue 3aMasHoCT, Hapymenn Manuakanna cHHzIpoM, Jlenwmp,
(30,3%)* | IToumren KOOpIMHauuUA | peakius Excrpanupamunnn
MYCKYTIEH TOHYC u peakuun
(xunepronus), paBHOBecHe (BKIIOUHTENHO
BescpHue, JVCTOHHS U
HepsHocr, JUACKWHe3ns),
ITapectesus, TapousHa
Cemmpane, JUCKHHEe3MS,
Tpemop, CyuiMzaHa uaeanns
O6bpKaHoCT, H IIoBeleHue **
Henepconanuzamus
Crneunannsnpadu Hapywena IIpomenenu 3aKpUTOBIbIIHaA
ceTHBa aKOMOJALHs, BKYCOBH rilaykoma
Mugpuaza, ycelnanus,
3puTenHu TunutyC
HapyHIeHUsS
Copaeuno- Xunepronus, Ioctypanna XurnoTonus,
chIOBa Bazoaunarauus XUNOTOHHA, Yaemxkapane Ha
(rnaBHO ropeum Cunkorn, QT unnreppana,
BBJIHM Taxuxapmus Kamepho
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/3a4eppsBaHe), MBXIeHe, Kamepra
Hamuraunn Taxukapaus
(BKITHOUMTEITHO
torsade de pointes)
Juxarenna TIpo3sBane benongpobHa
eo3uHo UM
XpaHocMunare Tagene Hamanen anetur Bpykcnsnm, ITankpeatnt
TTHa (20,0%) | (amopexcus), Hunapus
3anexk, I[ToBprinane
Koxa Hotene Oo6pus, Myatudopmen
(BKITIOUH Anoneuus €PUTEM, TOKCHYHA
TENHO enMepManHa
HOIIHH HEeKpOJn3a,
H3NOTABA CUHJIPOM Ha
HUSA) Stevens-Johnson,
[12,2%]} Cupbex,
Yprukapus
MyckynHo- ITaronormuHa ITatonornyuen Pabnomuonunsza
CKeNeTHa eAKynanus oprazsm
/oprazeM (MBXKE), (xeHn),
Axoprasmus, Perennus na
Epextrinna ypuHa
IuchHyHKIS
(MMIIOTEHTHOCT)
Hapymeno
YpHHHpaHe
(npenumuoO
HapylueHo
[IpOIlyCcKaHe Ha
ypuHa),
MeHcTpyamHi
HapyIleHHUs,
CBbp3aHH C
TIOBHIIICHO
KbpBEHE UNH
ITOBHIIIEHO
HEpPEeNOBHO
KBEpBEeHE (Hamp.
MEHOparus,
MeTpoparus),
{lonaxnypus
Yporeauranaia
OpranusmsT Acrenns (ymopa), Peaxnuu Ha AHadunakcus
KaTo 110 Crynens TpbIky ¢oro-
YYBCTBUTEIHO
cT

*I1pu c6opHM KNMHUYHH NIPOYYBAHKA Y€CTOTaTa Ha raBoboaneTo e 30,3% ¢ BeHNIahaKkCHH CIIPIMO

31,3% ¢ nnate6o.

**Crryyan Ha CyRUMIHA HAealua ¥ CYMLMAHO NOBeJeHNe Ce ChOBINABAT 10 BpeMe Ha TepanmiTa ¢
BeHJ1aaKCHH WM PaHO Clie]l CTIApaHe Ha JleueHreTo (BX. Touka 4.4).

Crnmpaneto Ha BeHnahakcH (0COGEHO KOraTo € BHE3aITHO) OGHKHOBEHO BOAM 10 CHMIITOMH Ha
oTHemane. Hait-4ecTo crobimaBaHnTe peakiny ca 3aMasHOCT, CETUBHH HapylIeH!s (BKIIOYMTETHO
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napecTesus), HapylWeHns Ha ChHs (BKIIIOYMTENIHO O¢3ChHME U HalperHaTH ChHWILA), Bb30yna uiu
TPEBOXKHOCT, TajieHe W/MJIM MOBPBLIAHE, TPEMOP, FIIaBo0oIHe ¥ TPHIONOIO0EH CHHIPOM.
OOVKHOBEHO Te3M CHOMTHA ca ek KO YMepeHH U ca caMOOTPaHUYaBallli ce, HO NPU HAKOH
NauMeHTH Te MOTraT J1a ca TeXKU W/HIU T0-TIPOABIDKUTEIHU. 3aToBa ce IIpenophyBa, KOraTo
JeYeHUeTo ¢ BeHadaKkcHH He € HeoOXOAUMO TToBeYe, a Ce U3BBPIIN CIUpaHe Ype3 TOCTENEHHO
TOHWXKaBaHe Ha no3ara (BK. Touku 4.2 1 4.4).

HepnaTpuysy nanHeHTH ‘

Karo usano npodusT Ha HexkenaHUTe peaklliy Ha BeHnadakcuH (Mpy nnaiebo KOHTPOINpaHUTe
KIMHAYHU IpOyYBaHMs) [IPH Jiena U FOHOILIH (Ha Bb3pacT 6 10 17) e cxoneH ¢ HabmoaaBaHus npH
BB3pacTHH. KakTo M npu BB3pacTHH, ce HadoaaBaT OHIKEH afeTnT, 3aryda Ha Terlo, MOBHILEHO
KPBHBHO HaJIAraHe U TOBUIIEH cepyMeH XollecTepol (BX. Touka 4.4).

HpH KIIMHAYIHHUTE NpOoy4dIBaHud ¢ n€ua cC HabImonaBa He)kenaHaTa P€aKuMA CYHIMAHa uaeauus. Hma

CBHIIO BCE ITOBEYEC C'bO6IIl€HI/IS[ 3a Bpa')l(,IIe6HOCT u, ocobeHo TIpA rOJIIMO JACHIPECUBHO paSCTpOﬁCTBO, 3a
CaMOHapaHsABaHE.

[To-cnieunanso npu geya ce HabmofaBaT CIeAHUTE HeXellaH! peaklnu: kopeMHa 6orka,
QKUTUPAHOCT, AUCHENCHsA, EKXUMO03a, ENIMCTAKCUC M MUAITHS.

4.9 IIpenozupane

ITpy mocTMapKeTHHTOBHS ONWT NPEXO3NPAHETO ¢ BeHIadaKCHH ce ChoOIIaBa TMaBHO B KOMOHHALIH C
aNKoXoN WM APYrH JIeKapCTBeHH NpoaykTu. Halt-decTo chobmaBannTe CHONTHA TIPU Npeno3vpaHe
BIJIFOYBAT TaXUKapAusl, KOIMYECTBEHH ITPOMEHM Ha Ch3HAHUETO (Bapupallid 0T COMHONEHTHOCT 10
KOMa), MUJipHa3a, KOHBYJICHA U NOoBpbinane. JIpyri cro01maBaHy ChOMTHS BIIIIOYBAT
eflekTpokapanorpadcku npoMeHy (Hamp. yabokasade Ha QT untepsana, 6eapen 610K, yabKaBaHe
Ha QRS xoMmmiexca), BeHTpHKYIapHa TaXukapavs, 6pagukapans, XHIOTOHUS, BEPTUTO ¥ CMBPT.

[Ty6nukyBaHUTE PEeTPOCIICKTHBHY POy IBaHMA CHOOINABAT, Y€ IPEIo3NpaHeTo Ha BeHNIadakcHH MoXke
Jla € CBBP3aHo ¢ MOBUIIEH PHUCK OT ¢aTtalieH U3X0J B CPaBHEHME C HaOII0aBaHOTO NpH TPOXYKTH Ha
SSRI anTHAenpecanTy, HO MO-HUCHK OT TO3M 32 TPUUMKIMIHATE aHTHENPECAHTH.
EI'II/I,IICMI/IOJ'[OFI/I‘IHHTC Opoy4YBaHMA ITIOKa3Bar, 4¢ JICKYBaHUTE C BeHnaxba}:cm{ arf€HTH UMaT IIoBEYC
puckoBH ($aKTOpH 3a CyHLuJ, oTKonkoTo nauuenture Ha SSRI. He e sicHo 1o xaksa cTenen
HaxoZiKaTa 3a JIOBHIIEH PUCK OT daTaneH U3xod Moxe Aa ObAe MpUnucaia Ha TOKCMYHOCTTA Ha
BeHnagaKkCHH pH NpeJo3HupaHe B CpaBHEHUE C HAKOM XapaKTepUCTUKN Ha MallMeHTHTE, JIEKYBaHu ¢
Bennadakcul. Ilpeckpunuumre 3a BeHnadakcH TpsaOBa ce H3NUCBAT B Hali-MaIKOTO KOJMUECTBO OT

JIEKAPCTBEHUSA TIPOAYKT, OTIOBapAIll0 Ha IlO6p0TO JIEYCHUEC Ha ITAaIIMECHTA, 3a J1a C€ NOHWXXU PUCKBT OT
Tpenio3upaHe.

IIpenopnuBaHoO JeueHne

[IpenopryBaT ce 0O1M NOMIBPKALM U CUMITTOMAaTHYHHE MepkH, Kato Tpia6Ba Aa ce MpociaensBsar
ChPJICYHUS PUTBM M XXKU3HEHUTE Nl0Ka3aTeNld. AKO MMa PUCK OT actupallis, He ce IpenophuBa
HHIYUMpaHe Ha nopphillane. CToManrHaTa NpoMUBKa MOXKe Ja € TIoKa3aHa, ako ce H3BbPILH CKOpOo
CHeA NOTMBUIAHETO MIIK P CUMITOMAaTUYHU NauyMeHTH. I IpATIOXKEHHETO Ha aKTUBEH BBIJIEH MOXKE
CBIIO JIa OrpaHnyM abcopbuusTa Ha aKTHBHOTO BEIIECTBO. Malko BepoATHO € opcupaHaTa auypesa,

Jnanysara, xeMonepgpy3usTa ¥ 0OMEeHHOTO KphBOIIpeNuBaHe J1a 6bJaT oT nonza. He ca n3BecTHH
HUKaKBH crietu(HUIHI aHTHAOTH 3a BeHIadaKkcuH.

5. GAPMAKOJOTHYHU CBOMCTBA

5.1 PapmMaKkoAHHAMMYHH cBojicTBa
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®apmakoTepaneTuyHa rpyna: Jpyru antunenpecasty — ATC xox: NO6GA X16

Cunra ce, Ye MEXaHN3MBT Ha aHTU/IETIPECAHTHOTO JIeiCTBHE Ha BeHIadaKCHH TPU XOpa € CBBP3aH C
TIOTEHIHPaHEeTO Ha HEBPOTPAHCMUTEPHA aKTHBHOCT B LEHTpaIHaTa HepbHa CHCTEMA.
INpenxnMHUYHATE NPOYYBAHAS MOKA3BaT, Ye BeHIadakCHH M [IaBHUAT My MeTabOoIMUT
O-nesmetnnsennadaxcun (OJIB) ca mxu6uTOpy Ha 0GpaTHOTO 3aXBalaHE HA CEPOTOHMHA 1
HopanpenainiHa. Bennadaxcus cbino uHxubupa c1abo J0MaMHHOBOTO 3axBaliane. Bennadakcns u
HETOBUAT aKTHBEH MeTabOIUT NOHMXKABAT B-aApeHepIHYHHTE OTTOBOPH KaKTO [IPH OCTPO (eAUHUYHA
1103a), Taka W IpH XPOHUYHO NipHiIokeHne. Bennadakcun u OJ[B ca MHOTO CXOAHM 110 OTHOLUEHHE HA

TAXHOTO LIANOCTHO NeHCTBME BBPXY 00paTHOTO 3axBalllaHe Ha HEBPOTPAHCMHUTEPH Y CBBP3BAHETO KBbM
PEUENTOPH.

BeHnnagakciH Ha rpakTHKa HIMa HUKaKbB aMHATET in vitro KbM MyCKapPHHOBHUTE, XONMHEPIHIHUTE,
Hi-xucramunepruaaute umm ol-anpeHeprudHNTE PEUENTOPH OT MO3BK Ha TLTHX. DPapMaKoJOrHIHOTO
JeliCTBHE BbPXY Te3U PEUENTOPH MOXKE [la € CBBP3aHO ¢ PasiNyHU HeXKellaH! peakiiiy, HaGroaBabn
NIpY IpYTH aHTUAETIPECaHTHH JICKApCTBEHH NPOLYKTH, KaT0 aHTUXONUHEPTUYHH, CEeaTUBHU U
CbPACYHO-CHOOBH HEXKENaHU peakuH.

Bennadakcun He nputexapa MHXUGHTOPHO AelicTBUE BHPXY MOHOaAMMHOOKcHAazata (MAO).

In vitro NIpOyYBaHMATA NIOKa3BaT, 4e BCHIIa(l)aKCI/IH Ha PAKTUKaA HE NPUTEXKaBa HUKaKbB aq)HHI/ITeT
KbM OIIMATHHU N 66H30,I[Ha3€HPIHOBI/I penenTopu.

T"oneMu genpecUBHH enn3oan

E¢uxacrocTra Ha Bennadakcun ¢ He3abaBHO 0CBOGOXKAABAHE KATO JIEUEHVE HA FOJIEMH JIeIPECHBHI
€NM301H € JI0Ka3ana Npy [eT paHIOMH3UPanH, JBOHHO-CIIEIH, ITaned0 KOHTPOIMpPaHHy,
KPaTKOCPOYHH NPOYYBaHNs € NPOABIKATENHOCT OT 4 10 6 ceiMULM 3a 03¢ 10 375 mg/nen.
EdnracnocTTa Ha BeHNaakcHH ¢ yIBILKEHO 0CBOGOXKIABAHE KATO JIeYeHNe Ha TONEMH JeIPeCHBHY
eNH30/14 € YCTAHOBEHA IIPH JIBe IUTale60 KOHTPONHPAHH KPaTKOCPOUHH TPOYIBAHHUS C
TIPOABIDKUTEIHOCT OT 8 M 12 ceamMmIIM, KOUTO BKIIFOYBAT 00XBaT Ha NO3UTE OT 75 mo 225 mg/neH.

[lpu enHo NO-ABATOCPOYHO MPOYUBaHE aMOYJIATOPHUTE BE3PACTHY TMAIHEHTH, KOUTO €A Ce TIOBIHSIN
110 BpeMe Ha eiHO 8-CeIMM4HO OTKPUTO NpOyYBaHe Ha BeHya(akCHH ¢ YILIKEHO OCBOGOXKIABaHE
(75, 150 nmm 225 mg), ca paHAOMU3UPaHH a IPOXBIDKAT CBOSITA 1033 BEHJIA(AKCHH € YIBIDKEHO

-~ 0cBoGOXKIaBaHe WM Ha Mnanedo 3a MAKCUMYM 26 CeIMULM HaGIMoAeHUE 3a PELHIME.

I1py enHO BTOPO NMO-ABITOCPOYHO NPOYYBaHe epUKACHOCTTA Ha BeHIaaKCHH 3a TIpeBeHLMs Ha
peunIMBIpAINH ASTIPECUBHH €ITH30/4 33 12-MecedeH Neprosl € yCTaHOBeHa pH eHO Mane6o
KOHTPONMPaHO, ABOWHO-C/IANIO KIMHAYHO U3NMTBaHe NIPH B3pacTHY aMOYNaTOpHM [TALMEHTH ©
PELMAYBHIPAIIN TOJIEMH ACTIPECUBHH EMU30H, KOUTO Ca ce NOBIMLIN OT JieueHue ¢ BeHNahaKCcHH
(100 no 200 mg/nen, no cxema ¢ NpueM JiBa ITbTH Ha JIeH) Ha NOCIeHUS EMU30]] Ha AeHpecHs.

T'enepaH3NPaHO TPEBOXKHO Pa3CTPOICTBO

EduxacnocTra Ha BennadakchH Kancyn ¢ yIbbkeHo 0cBOGOKIABAHE KaTo JIeUeHHne 3a
FeHepaTn3npaHo TPeBOKHO pasctpoiictBo (I'TP) e ycranoBeHa npy aBe 8-ceMUYHY, nuane6o
KOHTPOJIMpaHy Npoy4BaHus ¢ Gpuxcupann xo3u (75 xo 225 mg/neH), enHo 6-Meceuno, mianeto
KOHTPONMPAHO NpoyuBaHe ¢ dukcupanu 1o3u (75 1o 225 mg/nen) u efHo 6-MeceyHo, miaue6o

KOHTPOJINPaHo NIPOy4BaHe ¢ NpOMsHA Ha uo3ute (37,5, 75 u 150 mg/neH) npu Bb3pacTHH
aMOyIaTOpHH MAMEHTH.

Bbripekn ye uMa CBIo JoKa3aTeNICTBa 3a IIPeIMCTBOTO Ha fo3aTta oT 37,5 mg/neHn npex nnane6o, ts
He € TOJIKOBA MOCTOSHHO €(PEKTUBHA KaKTO [T0-BUCOKUTE [N0O3H.
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CounanHo TPeBOXKHO Pa3cTpPoiicTBO

EduxacnocTra Ha BeHnaakcHH Kancyim ¢ yIbKeHo 0CBOGOXIABAHE KaTo TeYeHHe 3a COHUATTHO
TPEBOXKHO Pa3CTPOMCTBO € yCTaHOBeHa K Y€THPU TBOWHO-CIIENH, TIApalETHOIPYTIOBH, 12-
CeAMITYHM, MHOTOUEHTPOBH, I1ale60 KOHTPONMPaHH NPOYYBaHMA C TIPOMSHA Ha JI03aTa M TIPH eHO
ABOHO-CIIANIO, TTAPANeIHOTPYTIOBO, 6-MECceUeHo, N1aleG0 KOHTPONMPAHO, TIPOyYBaHe ¢
(puKxcHpaHn/NPOMEHITNBY 1031 NIPK aMOyNaTOpPHH BE3PACTHH NauenTH. [lanuenTute MOMy4aBaT 03U
B IpaHnumTe OT 75 A0 225 mg/nen. JIunceaT A0Ka3aTelicTBa 3a HO-roaMa e(exTUBHOCT Npu Ipynara
oT 150 1o 225 mg/nen B cpaBHeHMe ¢ rpynara Ha 75 mg/aeH Ipy 6-MeCeqHOTO Npoy4BaHe.

Ilannyecko pascrpoiicTBo

EdukacrocTra Ha BeHnahakCHH KalCyJM ¢ yIBIKEHO 0CBOGOKAABAHE KATO JICUeHHE 33 IAHNYecKo
Pa3CTpoCTBO € ycTaHOBeHa NpH 1Be ABOMHO-CITeny, 12-CeIMUYHE, MHOTOLIEHTPOBH, TNane6o
KOHTPONMPaHK MPOYYBAHMA NPH BB3PAaCTHH aMOyNaTOPHK MAlMEHTH C NAHMYECKO Pa3CTPOMCTBO ¢
niu 6e3 aropaobus. Hauanuara 1o3a npu Ipoy4yBaHHATA ¢ NAHUYECKO pascTpoiicteo e 37,5 mg/nen
3a 7 quu. Criel ToBa IaUMEHTHTE NOTyYaBaT GUKCUpPAaHy JO3H OT 75 unu 150 mg/neH npy eaHo
npoyuBaHe ¥ 75 win 225 mg/AeH npH APYroTo poyYBaHe.

EduxachocTTa e ycTaHOBEHa CHUIO IIPH €IHO ABLITOCPOYHO, ABOHHO-CIIAINO, MANe60 KOHTPOJIMPaHOo,
TapaielHorpynoso npoy4Bane Ha ALATOCPOYHUTE OE301acHOCT, €PUKACHOCT U NPeBEHIMS Ha
PELMABUTE NPK BB3PACTHA aMOYIaTPOHM TAMEHTH, KOKTO ca Ce MOBIHUSTHOT OTKPHTOTO JleueHHe.
ITanueHTHTe IPOIBIIKABAT Ja IOy YaBAT CHINATA /1032 OT BeHIahaKCHH ¢ YABIDKEHO 0CBOOOKIABaHE,
KOATO ca PUENH B Kpas Ha OTKpuTara dasa (75, 150 umm 225 mg).

5.2 PapMaKOKHHETHYHH CBOHCTBA

Bennagakcun ce MeTaGonmu3upa B roisMa cTeneH OCHOBHO 110 aKTUBHHA MeTaGoIuT
O-nesmetunsennadakcud (OB). Cpeanuiat = CO nnasmen NONY>KUBOT Ha BeHNadaxcud u OB e
CHOTBETHO 5+2 qaca u 11+2 yaca. PaBHOBecHNUTe KOHIUEHTpalMK Ha Bennadakcus 1 OJ[B ce mocturar
B PaMKHTe Ha 3 JIHK OT HepopalHa Tepanus ¢ MHOTOKPaTHO Npujioxkenue. BennadakcuH u OJ/IB
T0Xa3BaT JIMHEWHA KHHETHKA Hajl K030BHA 06XBar oT 75 mg 10 450 mg/nen.

AbcopGumsn

ITone 92% ot Bennadakcus ce abcopbupar ciex eIMHNYHA niepopanHa 103a oT BeHradakcuH ¢
He3abaBHO ocBoGOKAaBaHe. AGCONIOTHATA GHOHAIMYHOCT € 40% 10 45% nopanyu npecucTeMHUA
MeTabonuspM. Cnesl npunoXxenre Ha BeHnadakcyH ¢ He3a6aBHO 0CBOGONKIABAHE IIHKOBHTE TIIa3MeHH
KOHILIeHTpaluy Ha BeHnadakcud u OJIB BacTBABAT 3a CHOTBETHO 2 M 3 yaca. Crnen npunoxeHueTo Ha
BeHNadakCHH Kancynu ¢ yIbIDKEHO 0CBOGOXKIABaHe IIMKOBUTE [IIa3MEHI KOHIIEHTpalMH Ha
BeHnagaxcut u OJ[B ce JocTHraT B paMKUTE Ha ChOTBETHO 5,5 Yaca 1 9 waca. Korato ce npunarat
€IHAKBM THEBHH 1031 OT BeHsadakcuH, 610 karo TabneTka ¢ He3abaBHO 0CcBOG0KIABAHE WITH
KarcyJia ¢ yABbIDKEHO 0CBOGOX 1aBaHe, Karicyara ¢ yabIKeHO 0CBOGOXIaBaHe OCHUTYp#Ba MO-HUCKa
CKOPOCT Ha abcopOLHs, HO ChINATa CTeMeH Ha aGcopOuMs B CpaBHEHNe ¢ TableTKaTa ¢ He3aGaBHo
ocBoboxaBaHe. XpaHaTa He NOBNHUABA GHOHATMIHOCTTA HA BeHNadakCHH 1 O/1B.

Pasnpenenenne

Beunadaxcun 1 OJIB B TepaneBTHIHIA KOHLEHTPALUM Ce CBHP3BAT B MUHHMAJIHA CTETICH C
YOBELIKHTE NIa3MeHn 6enTblH (CHOTBETHO 27% 1 30%). O6eMbT Ha pasnpejeneHue Ha
BeHJIad)akcH B paBHOBECHO cheTosHue € 4,4+1,6 L/kg cnex HHTPABEHO3HO IPUIIOKEHHE.,

MeTtaboansnm

BennagakcuH npeTspnispa 3HaYATENTHO MeTaGONM3MpaHe B 4epHus 1pob. In vitro u in vivo
NpOYyuBaHUATA NIOKA3BAT, Ye BeHNa(pakcHH IpeThpIABa GnoTpanchopManis 10 HETOBHA IIaBeH
aktuser Merabomut OJIB ot CYP2D6. In vitro u in vivo npoyuBaHuiTa TIOKa3BaT, Ye BeHNahaKCcUH ce
MeTabonu3npa 10 BTOPOCTENEHEH NO-MaKO aKTHBEH MeTaboINT N-nesmerunBennagakcus oT
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CYP3A4. In vitro v in vivo npoy4BaHusTa NOKa3Bar, 4e BeHIadakcuH € c1ab MHXuOUTOop Ha
CYP2D6. Bennadakcun He nuaxudbupa CYP1A2, CYP2C9 wim CYP3A4.

EanmnHupane

Bennadakcra u HeropuTe MeTabOIMTH ce €KCKPETUPAT OCHOBHO Tpe3 6b0penute. [Ipubnmsurenno
87% ot no3ara Ha BeHna(akCHH ce OTAENA ¢ ypHHaTa B paMKHTe Ha 48 yaca kaTo HenmpoMeHeH
seHnadakcyH (5%), nexortorupan OJIB (29%), komornpasn OZIB (26%) win Opyry BTOPOCTENEHHH
HeakTMBHU MeTabonuti (27%). Cpennusat = CO miasMeH KIMPBEC B PABHOBECHO CHLCTOSHUE 3a
sennadakcnd U O/IB e cvotBetHo 1,3+0,6 L/wac/kg u 0,4+0,2 L/uac/kg.

CnenmanHn rpynu

Brn3pacT u noa

B1>3paCT'ra H ITOTBT Ha MAIMUEHTUTE HEe NOBJIUABAT 3HAYUMO (i)apMaKOKI/IHCTI/IKaTa Ha BCHIIa(baKCI/IH n
OJIB.

CYP2D6 excTeH3HBHA/IOWH MeTAGOJIM3ATODH
[TnasmenuTe KOHLEHTpaUMK Ha BeHnadakcuH ca no-Bucoku npu CYP2D6 nowmu MetaGousaropy,
OTKOJIKOTC NpM €KCTeH3MBHMTE MeTabonuzaTopu. Toif kaTo obimara exciozunus (AUC) Ha

BeHnadakcny 1 OJIB e cxomHa Opy JIOIIH U eKCTEH3NBHHA MeTaboIu3aTOpH, HaAMa HEOOXOIUMOCT OT
pasnuYHM T030BH CXEMHU 3a Te€3U JBE IPYIIH.

IlanueHTH ¢ YepHOAPOGHO YBpEKAAHE

IMpu naumentu ¢ Child-Pugh xnac A (nexo yeproapo6HO yBpexaane) u Child-Pugh xnac B (ymepeno
4epHOAPOGHO yBpexXIaHe) IOy KUBOTHT Ha BeHNadakcuH 1 OJIB e yaAbmkeH B cpaBHEHME C
HOpMaiHy nuua. IlepopanHusaT KIMphHC KakToO Ha BeHJladakchH, Taka u Ha OJIB e namaned. OTkpupa
Ce rojisMa CTelieH Ha BapuabHIHOCT MexKIy OTAeTHHTe MHAMBUAN. VIMa orpaHiueny JaHHY TIpH
MMaHEeHTH ¢ TeXKO YepHOAPOOHO yBpexkaaHe (Bxk. Touka 4.2).

ITaunenTn ¢ 6LOpeuHO yBpeKIaHE

Ipu nuann3shu nauMeHTH ENMMUHANHOHHMAT NOY>KMBOT Ha BeHJaGaKCHH € YIBbIDKeH ¢ okono 180%,
a KIMPBHHCHT € MOHMKEH € OKONO 57% B cpaBHEHUE C HOPMAIHH WA, NOKATO eJTMMUHALMOHHUAT
nonyxuBoT Ha OJIB e yabiDKeH ¢ okoro 142%, a KIIMPBHCHT — HOHIKEH ¢ 0K0T0 56%. Heobxommmu

ca KOpEKLHH Ha A03aTa IPH NAUUEHTH C TEXKKO 660pedHo yBpexaaHe U IpH NaldeHTH, Ha KOUTO ce
Hajlara xeMoauanusa (Bx. Touka 4.2).

5.3 IpeaxanHuyHR AaHHM 332 6e30HaCHOCT

Ipoyusanusta c BeHnadhakcis IpH IIBX0BE U MULIKH He [I0KA3BaT JAHHM 32 KapIMHOTeHHOCT.
Bennadakcun He € MyTareHeH NpH IIKPOK HaGOp OT i Vifro U in Vivo U3C/IeIBaHU.

IMpoyysanuaTa 3a penpoAYKTUBHA TOKCHYHOCT TIPU XKMBOTHM ITOKAa3BaT IOHIKEHO TETTIO Ha
HOBOPOJIEHHUTE TIPH IIBXOBE, IOBHUICHHE HA YE€CTOTAaTa HA MBPTBOPOJICHH M ITOBHLIEHA CMBPTHOCT
Cpel HOBOPOJIEHUTE Npe3 MBbPBUTE 5 THU OT KbpMeHeTo. [TpuunHaTa 3a Te3u CMbPTHHM CITydau He €
usBecTHa. Tesu eexru HacThnBaT Ipu 30 mg/kg/neH, koeTo e 4 MBbTH NOBeYe OT AHEBHATA 4033 NpH
xopa ot 375 mg Bennadaxcu (Ha ocHoBa mg/kg). Jlo3ara Ge3 edekT 3a Te3u Haxonku e 1,3 MbTH 10-
BHCOKA OT 103aTa 3a Xopa. [loTeHIManHUAT pUCK IIPH XOpa HE € U3BECTEH.

Ha6monasa ce nonmxkes GepTHIMTET NPH €IHO NPOydBaHe, IPH KOETO KaKTO MBXKKH, TAKa ¥ JKeHCKH
TUTbXOBe ca Gunmu excnosnpany Ha OJIB. Ta3u ekcrio3uuus e 6una npub.IM3KTENHO 1 10 2 ITBTH To-

BHCOKa OT [I03aTa Ha BeHNadakcuH Npa xopa oT 375 mg/nen. 3Ha4eHHeTo Ha Ta3h HAXOJKa TIPH Xopa
He € U3BECTHO.
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6. GAPMAIEBTUYHU JAHHHA

6.1 CnHchK HA TOMOMIHHTE BellleCTBA
CorappkaHde Ha KarncylaTa:

Tank

JunbyTun ceGaxat

ITosugpon K 30

XNAPOKCHNIPOIIH ey 103a

Erunuenynosa

3axapHu cepy (3axapo3a, HapeBUYHO HAIIECTe)

Karncynna o6suBka (37,5 mg):
Tano:
Kenatnu

Turanos auoxcun (E171)
Kanauye:

Yepaen xenesen okcun (E172)
Turanos auokcuz (E171)

6.2 HecsBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

5 roauBn

6.4 Cnenuanny ycJIOBHS HA ChXpaHeHHe

To3u nexapcTeen NpomyKT He M3UCKBA CHIENHATHM YCIOBHA 3a CbXpaHEeHHe.

6.5 lannu 33 onakoBkaTa

Bmuctep (Al/PVC/PVAC-dommo): 10, 14, 20, 28, 30, 50, 98, 100, 100 x1 KarcyJii ¢ YABIDKEHO

0cBoOOXaBaHe, TBHPIIH, B KYTHAL.

HDPE ra6neteH koHTeHHep, NOMUIPONHIEHOBA KaNayka Ha BHHT: 50, 100 1 250 xancynu ¢
YabimkeHo ocBoboxaaBaHe, TBHPAH, B KyTHA.
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He Bcuukyu BUI0BE OnaKoBKH Morar Aa GbAaT IyCHATH B npoaax6a.
6.6 Crieunanay npeanasHu MepKH HPH HIXBLPJARE H paboTa

Hsawma cienyanun H3McKBaHNA

7. IIPUTEXKATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, CnioBeHus

8. HOMEP(A) HA PASPEHIEHUETO 3A YHIOTPEFA
11928

H1929
1930

9. HATA HA ITBPBO PABPEINABAHE/TIOAHOBSIBAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

16.04.2008 ron

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Hoewmspu 2009 roz.
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