KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUA ITPOAYKT

AnBeHTa 37,5 mg TBbPAM KANCyau ¢ YAbIAKEHO OCBOOOXK,/1aBaHe
AngeHTa 75 mg TBBLPAM KAMNCYJIHU C YAbKEHO OCBOOOK/1aBaAHE
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Alventa 37.5 mg prolonged-release hard capsules e Besar Rl DO TS
Alventa 75 mg prolonged-release hard capsules b _1'_.-_”;_*_“ e
Alventa 150 mg prolonged-release hard capsules i e
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2.  KAYECTBEH U KOJIMMECTBEH ChCTAB e

AnBeHTa 37,5 mg TBbPAM KarncyJv ¢ YAbIKEHO OCBODOOkK/1aBaHe
Bcesika TBbpaa Karncysia ¢ yab/KEHO 0CBOOOKAaBaHe CbhAbpKa 37,5 mg BeHnadakcuH (venlafaxine) karo
42,43 mg BennadakcuH xuapoxiopua (42.43 mg venlafaxine hydrochloride).

AnBeHTa 75 mg TBbPAH KAIlCYJIH C YAB/IKEHO OCBOOOXK/1aBaHe
Besika TBbp/aa Karcyia ¢ yab/DKeHO 0cBOOOXK1aBaHe ChAbpka 75 mg BeHnadakcHH (venlafaxine) kato
84,85 mg Bennadakcun xuapoxnopua (84.85 mg venlafaxine hydrochloride).

Angenta 150 mg TBBPAM KAMNCYJIH C YABIKEHO OCBOOOXK1aBaHE
Bcesika TBbpaa kancysa ¢ yabmkeHo ocBoboxkaaBaHe cbabpxka 150 mg BeHnadakcuH (venlafaxine) kato
169,70 mg BeHnadaxkcun xuapoxnopua (169.70 mg venlafaxine hydrochloride).

11OMOLIIHH BELIECTBA C U3BECTHO JIEHCTBHE:
37,5 mg kancyau| 75 mg kancyau | 150 mg kancynu

3axapo3a | 32,5 mg 65 mg 130 mg

3a MbJHUSA CIMTUCHK HA MOMOLLIHHUTE BELLEeCTBa, BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Karncyna ¢ yab/pkeHo ocBoOoXk1aBaHe, TBbPAA.

AnBeHTa 37,5 mg TBbP/AM KANCYJHU C YABLIKEHO 0CBOOOK/1aBaAHE
HenpospauHu kancy/iu ¢ yab/pkeHO 0cBOOOKAaBaHe, TBbPAH, KeJTATUHOBH (TA10: 0510, Kanave: Kadsso-
PO30B0), Ch/IbpiKallUH Oe/ld 10 CBETJIOKPEMABU MEJIETH.

AnBeHTa 75 mg TBbPAM KANCYJIM C YABLIKEHO OCBOOON/1aBaHE
Henpo3pa4uHu, CBET/IO pO30BH, KANCYJIH C YAb/DKEHO OCBODOOXKAaBaHE, TBbP/IH, J)KEJIATHHOBH, ChAbpPXKAlIH
O€/In 10 CBETJIOKPEMABH TEJIETH.

AngeHrta 150 mg TBBPAM KaNCyJH € YABLIKEHO OCBOOOXKJABAHE
Henpo3spaunu, kaQsaBo-OpaHKEBH, KANCyJIM ¢ YAbIKEHO 0CBOOOK/1aBaHEe, TBbP/IH, KEJTATHHOBH,
CbAbprKaLLH O€JIK 10 CBETIIOKPEMABH MNEJIETH

4. KJIMHUYHUA JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHS KA
JleueHue Ha roJieMu JeNnpecuBHU EMU30/H.

3a NpeBEeHLUS HA PELIMIUB HA TOJIEMH JIENPECHBHH EMHU30/IH.
JleueHue Ha reHepaTM3UPAHO TPEBOXKHO PA3CTPOMCTBO. R



JleyeHue Ha coumanHo TpeBOXHO pascTpoicTBo (CTP).
JleyeHre HA NAHWUYECKO pa3CTPONCTBO ¢ WKW D€3 aropadobus.

4.2 03HpOBKA H HAYHH HA NPHJIOKEHHE

Jo3npoBKa

[ oneMH AeNPECHBHY eNu301M

[IpenopbiBaHaTa HayanHa 1033 HAa BeHIaaKCHH € yAbDKEHO ocBoOoXKAaBaHe € 75 mg, NaBaH BEIHBK
AHEBHO. [lalMeHTHTE, KOMTO HE OTrOBAPAT HA HAYAIHATA 1032 OT 75 mg/aeH, MoXKe Ja UMaT Non3a ot
NOBHLLIABAHE HA N03aTa J0 MakcumanHa no3a ot 375 mg/ned. [loBuinaBane Ha go3ata MOXe Aa ce
U3BBLPLIBA HA HHTEPBATH OT 2 ceaMHULUM MnM noseye. [1pu kiMHWuYHA HEOOXOAUMOCT NOpPaH TEXECTTa Ha
CUMIITOMUTE NOBHULIABAHE HA 103aTa MOXE Aa CE€ U3BBPLLBA M HA NO-YECTH UHTEPBAIIH, HO HE MNO-KPATKH
OT 4 JHH.

[Topaau pucka OT 1030-3aBMCHMH HEXKEIAHW PEaKLMM NOBULLIABAHETO HA AO3UTE TpAOBa Aa ce H3BbLPLLUBA
€AHUHCTBEHO C/IER KIMHHWYHA npeueHka (Bx. Touka 4.4). Tpabsa na ce noaabpixka Hail-HUCKaTa €JeKTHBHA
Oo3a.

[TlauneHTUTE TPsAOBa Aa CE NEKYBAT 3a AOCTATBYHO ABLJIBI NEPHOA OT BpeMe, 0OOMKHOBEHO HAKOMKO MeceLla
unu noeeue. JieueHuero TpadBa na ce npeoueHaBa PEAOBHO 32 BCeKH OTAeNeH cayyait. [lo-
ABJATOCPOUHOTO JIEYEHHE MOXKE CBIIO 1A € NOAXOAALIO 38 NPEBEHLUA Ha PELUAHB HA TONEMH ACNPECHBHH
enusoam (I'IE). B noseyeTo cinyyan npenopbyBaHara 003a 3a npeBeHuys HAa peunausa Ha ['JIE e cbmara
KaTO M3MOJ13BaHaTa M0 BPEME Ha HACTOALLMSA €MH30.

AHTHAENPECHBHUTE JIEKAPCTBEHH NPOAYKTH TpabBa Aa ce NpHeMarT 3a MNoHe 1eCT Mecella Cnel
peMUCHATA.

[ eHepanM3vpPaHO TPEBOXKHO PA3CTPOHCTBO

[IpenopbuBaHaTa HavYanHa J103a Ha BeHIagakCHH ¢ YOb/HKEHO ocBobOKaaBaHe e 75 mg, naBaH BeAHbXK
AHEBHO. 3a NAUMEHTHTE, KOUTO HE OTTOBApAT Ha Ha4yajlHaTa 403a OT 75 mg/aeH, MOXe a € OT NoJj3a
yBEJIHUaBaHe Ha 03aTa 0O MaKCHMalHa no3a ot 225 mg/ned. [losuinasaHero Ha 103aTa MOXKE [ja CTaBa
NPe3 HHTEPBAIH OT 2 WK NOBEYE CEAMMLIM.

[lopaau pycka OT 4030-3aBHCHMMH HEXKEJIAHWU peakUHH, MOBHLLIABAHETO HA 103aTa TPAOBRa fa cTapa camo
Clie KIHHHYHA OLeHKa (BXK. Touka 4.4). Tpabea na ce noaabpxka Hali-HUcKaTa epeKTHBHA 103a.

[launeHTure TpadBa na OBAAT JIEKYBAHU AOCTATHYHO AbABI NEPHOA OT BpeMe, OOMKHOBEHO HIKONKO
Mecela WM noseve. JleveHuero TpadBa ga ce nmpeoUeHABa peAOBHO 3a BCEKH OTAENEH CTyvaH.

COoUunanHo TPeBQKHO PA3CTPOHCTRBO

[lpenopbusaHaTa HayaaHa A03a 3a BeHa]aKCHH € YABIDKEHO OCBOOOK AABAHE € 75 mg, JaBaH BEAHBXK
aHeBHO. HaMa HMKAKBH A0KA3aTE/ICTBA, Ye NO-BUCOKUTE AO3H MOFaT Ja AoBeAaT A0 AONBLIHUTENHA
rnos3a.

Bbripeky TOBA, MPH OTAEAHMA NAUNEHTH, KOUTO HE OTrOBAPAT Ha HAYaTHUTE 75 mg/aeH, MOXe Aa ce HMa

(PE/IBM]L NOBULIABAHE 10 MAKCHMATHA 1034 OT 225 mg/nen. [oBuwiasaHeTo Ha 103aTa MOXe 1a CTaBa Ha
WHTEPBAJIH OT 2 CEAMMUM WIH MOBeYe. I_,_-- | .—_‘H“
‘._,.- :‘*-,. “’g}f ""n.
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uaH noeeue. Jleuenuero TpadBa na ce npeouUeHsBa PpEAOBHO 3a BCEKHM OTAENEH Clyuaii.

[TaHWueCKO pa3cTPOHCTBO

Ilpenopbusa ce nozara ot 37,5 mg/aeH BeHnadakCHH ¢ yYABDKEHO 0¢BOOOkK1aBaHE 1a ¢e W3NOM3Ba 3a 7
aHK. Cnexa ToBa fqo3uposKkaTa TpabBa aa ce nosuLuaea 10 75 mg/aeH. [NaudeHTHTE, KOHTO HE OTrOBapPAT
Ha no3aTta ot 75 mg/aeH, MOraT aa UMar noJI3a OT MOBUILABAHE Ha A03aTa A0 MakCHManHa 103a oT

225 mg/ned. [loBuiuagaHeTo Ha J0O3aTa MOXKE [1a CTABA HA HHTEPBAIH OT 2 CEAMULIM WM MOBeYe.

[lopanu prcKa OT A030-3aBHCHMH HEXENAHU peaKuyH, MOBULLIABAHETO HA A03aTa TPAOBA Aa cTasa camo
CleA KJIMHHUYHA fpeucHka (BK. Touka 4.4). Tpabsa na ce noaawpxa Hail-HUCKaTa eDEKTURHA A034.

[launeHTHTE TPAOBA AA Ce IEKYBAT JOCTATLYHO AbJABI NEPHOI OT BpeMe, OOMKHOBEHO 33 HAKOJIKO Mecena
uau noseue. Jleuenuero TpadBa 1a ce NpeoLeHABa PEAOBHO 3a BCEKH OTAENEH CTy4ai,

[laumeHTH B cTapyecka Bb3pacT

HukakBd cneudaiHH KOPEeKLMY HA 103aTa Ha BeHJ1aaKCHH He Ce CYMTAT 3a HeOOXOAUMHU Bb3 OCHOBA
CaMO Ha Bb3pacTTa Ha NalMeHTa.

Brnpeku Tosa obave, Tpadea na ce noaxoskaa NpeanasivBo MpH JEUEHUETO Ha XOpa B cTapuecka
Bb3pacT (Hanp. nopaaH Bb3MOxKHA ObOpeUHa HEAOCTATLYHOCT H NOTEHUHATIHHTE NPOMEHH B
4yBCTBUTENHOCTTA H APMHUTETA KbM HEBPOTPAHCMHKTEPH, HACTBNBALLM CHC CTApeeHeTO). Buuaru Tpabsa
Aa C€ U3MoJI3Ba HaW-HUCKaTa edeKTUBHA 1032 H NauueHTUTe TpaOBa Aa ce npocneasaBaT BHUMATETHO,
KOraTo c€ Hanara NOBMLIABaHE Ha 103aTa.

HeauaTpyuyHa nonyaaumMs
BeHnadakcHH He ce npenopbysa 3a ynorpeba npu Aeua v I0HOUH.

KoHTponupaHuTe KNHHHYHH MPOYYBaHUsA MPH AELA H IOHOLLIH € TOIAMO AENPECHBHO Pa3CTPOHCTBO He
NOKa3BaT HUKAKBA €(PMKACHOCT M HE MOAKpensT ynorpedara Ha BeHJIaaKCHH NMPH TE3H NALIMEHTH (BXK.
TOYKH 4.4 K 4.8).

He ca ycraHOBEHH edHKacHOCTTA K He30NaCHOCTTA HA BEHIadaKCHH 3a OCTAHATHTE NOKa3aHHd NPy eua
M FOHOLLIM Ha Bb3pacT noa 18 roauHu.

[TaumeHTH ¢ HepPHOAPOOHO yBpEWKIaHE

[Tpn nauneHTHTE C J1IeKo A0 yMEPEHO YEPHOAPOOHO yBpexXaaHe, Mo npasuno, Tps6Ba na ce UMa NpeaBua
50% nounmnxeHue Ha go3ata. Brnpeku Tosa obaue, nopaau BapHaGHIHOCTTA B KJIMPBHCA MEXKAY
OTAETHUTE UHANUBH/HK, MOXKE J1a € XKENATE/HO Ja C€ HHIMBUAYANHINPA AO3UPOBKATA.

Hma orpannueHyd JaHHU MPH MAUKWEHTH C TEXKKO YepHOAPOOHO yBpeKIaHe.
[IpenoppuBa ce npeana3nHBOCT ¥ TpAOBA Aa ce UMa npeABUI NOHDKABaHe Ha No3ara ¢ noseue or 50%.
Tpsabea na ce npeLeHn NOTEHLUAIHATA 110132 CIIPAMO PHCKA NPH JIEeYEHUETO HA NALHEHTH C TEXKO

YEpHOAPOOHO YBpPEXAAHE.

[launeHtu ¢ 6B6peuHO YBpENaaHe

Bbnpeku, ye He € He0OXx0AMMa HUKaKBA MPOMSHA B JO3MPOBKATA NMPH MALUKEHTH CbC CTENEH HA
raomepynta punrpauns (CI'®) mexxay 30-70 ml/min, npenopbuBa ce NOBULIEHO BHHMaHYe. 3a.—- —

MALUUEHTHTE, TPH KOUTO CE HaIara XeMOAHANIH3a, U NPy NALHEHTHTE C TeXKo HBOpeyHo yﬂpem[e..w ra \\\,x
(CT'® <30 ml/min), no3ara TpsaGea na ce noHwxH ¢ 50%. [Topaau unausHayanHaTa Bapnaﬁmﬂoc‘r : Ny
KAHPDBHCA NPH Te3H NALIMEHTH MOXE 1A € XKEJIATETHO A2 C€ HHAWBUAYANHU3UPA ﬂoaupowam
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TpabGea aa ce u3darea BHezanHoTo cnupaxe. Koraro ce cnupa neueHueTto ¢ BeHnadakcuH, Ao3aTa Tpadea
J1a ce MOHUXAaBa NOCTENEHHO 32 NEPHOA OT MOHE €1HA 10 ABE CEAMHMLIM, 3a Aa C€ NMOHWKH PHCKDBT OT
peakLIMK Ha OTHEMaHeE (BXK. TOUKH 4.4 1 4.8). Bhripeku TOBa BpEMEBHUAT HHTEPBAN, HEOOXOIMM 32
MOHMKABAHE HA J103aTa, KAKTO H KOJIMUECTBOTO, C KOETO A03aTa C€ NOHWKABA, MOraT Ja 3aBUCAT OT
roJeMHHaTa Ha 103aTa, NPOABLIKUTEITHOCTTA Ha JICHEHUETO M OT OTACAHUA NaureHT. [1pH HAKOH
MalHEeHTH NPEeKPaTABaHE Ha JTEYEHUETO MOXKE Ja C€ W3BBbPLUM NO-NOCTENEHHO 32 NEPHOA OT MECEUH HJTH
AOPH NO-ALAr0. AKO Bb3HHUKHAT HEMOHOCMMH CUMITTOMH ClIER MOHWKABAHE HA 003aTa WK MNP CrIHpaHe
Ha IEYEHHETO, TOFABA J1a Ce MMA NpeABK/ BL30OHOBABAHE HA NpeanKcaHaTa npeau Tosa nosa. Cien Tosa
NeKapAT MOXKE Aa NMPOABL/KH 1a NOHHWXKaga 403aTa, HO MO-NOCTENEHHO.

HauMH Ha NpHIOKEHHE

[lepopanHo npunoXxeHue.

[IpenopbuBa ce BeHnahakcHH Kancy/u ¢ yIbmKeHO ocBOOOK1aBaHe, TBbPAH 12 C€ NPHEMAT C XpaHa
NpUOJM3UTEAHO MO €QHO U CHILO BpeMe BCcekH AeH. Kancynute tpabsa na ce nOrmbuaT ued ¢ TeYHOCT H
He TpAOBa Ja ce pa3fensT, CMAYKBAT, AbBYAT HJIH Pa3TBapAT.

[TaunenTuTe, NekyBaHu ¢ BeHnadakcHH TabneTkH ¢ He3abaBHO OCBOOOXKAaBaHE, MOTAT [1a MPEMUHAT Ha
BeHnagaKCHH, Kancy/iu ¢ YAb/KEeHO oceoboknapaHe, Ha Hal-0nn3KkaTa eKBHBAN€HTHa AHEBHA
nozupoeka. Hanpumep, sennadaxkcun tabnetku ¢ HezabapHo ocroboxaaBaHe 37,5 mg ABa MbTH AHEBHO
MOrat Ja ¢e 3aMCHAT ¢ BeHNadakCHH KancyiM ¢ yab/DKeHO ocBoO0KaaBaHe, TBbPAU 75 mg BEAHBK
AHeBHO. Moxe Aa ca HEODXOAUMH HHAUBUAYATHH KOPEKLIMH B JO3UPOBKATA.

4.3 IIpoTHBONOKA3AHHSN

CBpbLXUYBCTBUTENHOCT KbM aKTHBHOTO BELIECTBO MNH KbM HAKOE OT MOMOLIHWTE BELLECTBA, U3IOPOEHH B
TOyka 6.1.

CobnbTCTBALLO NeYEeHHE ¢ HeoOpaTHMH HHXUONTOPH HAa MOHOaMHHoOKcHaa3aTa (MAOH) e
NPOTHROMNOKA3aHO MOPaAH PHCKA OT CEPOTOHHHOB CHHIPOM CbC CUMNTOMH KaTo 0e3noKoucTBO, TpEMOP
U xuneprepmus. [lpuemanero Ha BeHnadakcHH He TpAORa Aa 3anousa 3a noHe 14 AHU ciea cnupaHe Ha
neyeHueTo ¢ Heoopathm MAOM.

BennadakcHH TpabBa na ce cnpe 3a noHe 7 AHH NpeaH 3ano4uBaHe Ha neyeHue ¢ Heodpatum MAOMU (Bx.
ToUuKkH 4.4 u 4.5).

4.4 Cnennajiud NpeaynpexicHAs H NpeaNa3HA MEPKH Npr ynorpeda

[Ipeno3upane

[TauueHTHUTe TpaOBA A2 ObAAT CHBSTRAHU Ja HE YNOTpeOABaT ajIKOX0J1, MPeBHU HEFOBOTO Bb3ACHCTBHE
BbpXy LIHC ¥ BEepoATHOCTTA OT KNTHHUYHO BIOLIABAHE Ha NCUXUYHOTO CbCTOAHHE, KAKTO M BEPOATHOCTTA
3a HeKeNlaHH B3aMMOJEHCTBUA C BeHAaPaKCUH, BKIIOUUTENHO edekTH Ha noTuckaHe Ha LJHC (Bxk. Touka
4.5). Crobuiaga ce 3a npeao3upate ¢ BeHnahakcuy NpeauMHO B KOMOHHALMS ¢ ajIKOXON W/HAK JOpyTH
JEKapCTBEHH MPORYKTH, BKNIOUYHTETHO CNyyau ¢ NeTaneH n3xon (Bx. Touka 4.9). B peuenture
BeHnadgakcHH TpAOBa ce H3NHCBA B HAX-MANKOTO XOUYECTBO, KOETO € CHNOCTABHMO € NPABUIIHOTO
JeMeHHe Ha NaLMEHTA, 3a Jja Ce HAaMalH PUCKDBT OT MpeRo3npade (BxK. Touka 4.9).

CyMUUIHHW ONUTH/CYHIIMAHH MUCM WY BAOLIABAHE HA KIMHHYMHOTO ChCTOAHUE
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O0HYalHUAT KNMHHUYEH ONIUT NOKA3Ba, Y€ PUCKLT OT caMOyOMHCTBO MOXKe Aa Ce MOBULIU B PAHHATE €TalH
OT BB3CTAHOBABAHETO.

Hpyrute NCHXHATPHUHH ChCTOSHHS, 32 KOUTO C€ NpeanycBa BeHnadakCHH, MOFaT ChIlO Ja Ca CBbP3aHH C
MOBHULIEH PUCK OT CYHUHIHH CHOUTHA. OCBEH TOBA TE€3H CHCTORHHUA MOTAT [1a Ca KOMOPOUIHH Ha
rofnaMoTO J€NPECHBHO pa3cTPoicTBO. ChUIMTE Npeana3HH MEPKH, CbONKOAABAHH NPH NEUEHHETO Ha
NaLHEHTH C FONAMO ACMPECHBHO pa3CTPOUCTRO, CIEA0BATENHO TpADRA Aa ce cbbloaaBar, KoraTo ce
NEKYBaT NALHEHTH C APYrd NCHXUATPHUHHU PA3CTPONUCTRA.

3a naUUeHTUTE ¢ aHAMHE3a 33 CYHUHAHYU ChOMTHA WIIM NOKa3BaLMTE 3HAMUTENHA CTENEH HA CYHLKIHA
vaeaLus Npeay 3anouBaHe Ha NEUYEHUETO € U3BECTHO, He ¢a ¢ MO-roNAM PHCK 33 CYHUHIAHH MUCIH HIH
CYHLIMAHH ONMUTH U TpaOBa aa 6baaT npociegsaBaHy BHUMATEHO MO BpeMe Ha JISHEHHETO.

Eane meTaaHanus Ha nnauebo KOHTPOJHPAHUTE KAMHUUHH NPOYYBAHUA HA AHTHIENPECAHTH NPH
Bb3PaCTHH NAUMEHTH C NCUXUATPUUHU Pa3CTPOHCTRa NOKAa3Ba NMOBHLLIEH PUCK OT CYHLIMIHO MOBEJCHHE
MPH JICYECHHE ¢ AHTUAEINPECAHTH B CPABHEHHE ¢ Mnauedo nmpu NauHeHTH Ha BL3PACT NOA 25 roguHH.

JlekapcTBeHaTa Tepanus Tpabea ga ce CbNBLTCTBA OT BHUMATEIHO MpOC/ieadaBaHe Ha NALMEHTHTE M
0Cc00€eHO Ha Te3H C BUCOK PMCK CNELHATHO B PAHHHTE €TaNM Ha JIEYEHHETO H Clie] NPOMsIHa Ha 103aTa.
[launeHTHTE (M OKa3BaLIMTE FPWXH HA NALUMEHTHTE) TPAORA Aa ObAAT NpeayNpeacHHU 3a HyXaara oT
NPOCeAABaHE 32 €EBEHTYANHO KIIHHWYHO BOIHABAHE, CYMUHIHO NOBEAEHHE HWIIH MUCIH H HEOOHUAIHM
MPOMEHH B NNOBEAEHHETO H TpAOBa He3a0aBHO 2 NOTHLPCAT MEAULIMHCKH CBHBET, aKO Ca HAJIWYHH TE3H
CHMMTOMHM.

[leaHaTpyyHa Nomyaunus

AnseHTa He TpaOBa na ce U3NOJI3BaA NPU NedeHHe HA €A U IOHOUIW HA Bb3pacT noa 18 roanHu.
CyHuuaHoTO noBeaeHHE (CYHLIMAHH ONMUTH H CYHLIMAHY MHUCJIH) U BpakaeOHOCT (NpeauMHO arpecHs,
ONO3UWLIHOHHO NOBEACHHUE H FHAB) ca OMIH HabMoaaBaHHU NO-4ecTO NMPH KIMHUYHHUTE NPOYYBaHHUA Cpen
AELa H IOHOLLH, JIEKYBAHH C AaHTHAENPECAHTH, B CPABHEHHE C Te3H, JieKyBaHH ¢ nnatebo. Ako Bb3 OCHOBa
Ha KTHHHYHHTE HY)KOH HE3aBHCHMO OT TOBA CE B3€ME PELUCHHME 3a JIEUCHHE, NaLHeHTLT Tpadea na ce
MPOCNEAABA BHUMATE/HO 3a NOKBATA HA CYMUHAHH cuMmnmoMd. OCBEH TOBA JIMNCBAT JaHHY 3a
OBArocpovHaTa 0€30MacHOCT NPH JELa H IOHOLWIH N0 OTHOLICHHE HA pacTeka, Cbhb3PABAHETO H
KOTHHTHBHOTO M NOBEAECHUYECKO Pa3BHTHE.

CepoTOHHHOB CUHAPOM

KakTo U npH APYTrH CEPOTOHHHEPrHYHH CPEACTBA, NPH NeYeHHETO ¢ BeHIaaKCHH MOXE 12 HACTBITH
CEPOTOHUHOB CHHAPOM, NOTEHLHATHO KUBOTO3aCTPALLIABALIO CLCTOAHUE, OCOOEHO NPU CLMBTCTBALLA
ynorpeba Ha Ipyry BelleCTBa, KOUTO MOraT Ja MOBJUSAT CEPOTOHWHEPruiHaTa HEBPOTPARHCMUTEPHA
cucTema (BknouuTenHo tpuntadu, SSRI, SNRI, TpuuuMknnunn avtuaenpecaHtu, ambeTaMuHH,
NHTH, CHOYTpaMHH, XbIT KaHTapuoH [Hypericum perforatum], onuonau [Hanp. 6ynpenopdun,
(deHTaHMN U HEMOBUTE aHANO3U, TPaMaao, JeKcTpoMeTopdaH, TaneHTazon, NeTHAKRH, METAIOH H
MEHTA30LUMH]), C N€KAPCTBA, KOUTO HAPYLLABAT META00NU3MA HA CEPOTOHMUHA, KaTo HanpuMep MAO-
HHXHOUTOPH (HANpUMEP METHIIEHOBO CHHbLO), ChC CEPOTOHHHOBH NPEKYPCOPH (KaTo TpMNTOdaHOBH
200aBKH) WK ¢ AHTHUIICHXOTUUH WM APYTH JONAMUHOBH AaHTArOHUCTH) (BXK. TOUKH 4.3 U 4.5).

CUMMTOMUTE HA CEPOTOHUHOBHA CHHAPOM MOTAT Ja BIJIIOYBAT MPOMEHH B NCHXHYHUA CTATYC (Hanp.
Bb30yaa, XanoLUMHALMHK, KOMA), aBTOHOMHA HecTabunuocT (Hanp. Taxukapasa, HecTabUTHO KpbBHO
HAJIATAHE, XUNEPTEPMHUA), HEBPO-MYCKYAHH HapyLueHUS (Hanp. xuneppeiekCus, HEKOOPIUHHUPAHOCT)

®/WIH CTOMALLHO-YPEBHH CHMITTOMH (HaNp. rageHe, NospbinaHe, avapus). B Hail-rexkara cu popma
CEpPOTOHHHUB CHHAPOM MOXe€ Aa HanoJo0sABa HEBPIIENTHYEH MaIMrHEH cMHApoM (NMS), koeto ——
BKJTIOUBA XHNEPTEPMHA, MYCKYJIHA THTHOHOCT, ABTOHOMHA HECTAOMTHOCT € BB3MOXKHH GLPSH q,ppéaﬂnﬂ\
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Ha YKH3HEHHUTE MOKA3aTeNU H NPOMEHH B NCHXHYHHA CTaTyC. K | N
[Tpu enHoBpemerHa ynoTpeba Ha BeHIaaKCHH C IPYrH JIEKapcTBa, KOWTO MOBJNMABAT  (: % | Fyps 5% @ 0
CEPOTOHUHEPrHyHaTa WHAK JONAMHHEPTrHYHATA HEBPOTPAHCMUTEPHA CHCTEMA € munutlrtf abachioeatoe




BHUMATEJHO HabMoaAeHHEe Ha NAaUHEHTHTEC, 0CODEHO B HAYAJIOTO HA JIEYEHHUETO H NMpH NOBHLLIABAHE HA
aAo3ara.

EanoepemMeHHara ynorpeda Ha BeHNa(hakCHH CbC CEPOTOHHHOBH MPEKYPCOPH (KaTo TpUNTOGAHOBH
no0aBkH) HE C€ npenopbyBa.

TecHOBLrbIHA Maykoma

Bbe Bpb3ka ¢ ynorpebara Ha BeHsiadakCHH MOXKE 1a HACTBLNU MUApUasa. [IpenopbuBa ce NauUeHTUTE C
MOBUIIEHO BLTPEOUHO HAIATaHE WJIM MALIMEHTUTE C PUCK OT OCTPA TECHOBIbJIHA [JIAYKOMa
(3aKpHTOBIBIIHA rNayKoMa) Aa ¢e NPocNeaaBaT BHUMATENHO.

KpbBHO HanAraHe

Cvo0uaBa ce 4ecTo 3a 3030-3aBUCMMH MOBULLEHHS HA KPBBHOTO HalsraHe NpH ynorpedara Ha
JlekapCTBEHHTE NPOAYKTH, KOUTO HHXHOUpAT OOpaTHOTO 3aXBalllaHe Ha CEPOTOHMHA, MOraT Ja JoBeaar
A0 NOHMXAaBaHe Ha PyHKUMATA Ha TpoMbouuTuTe. Cnyuau Ha KbpBEHE, CBbP3aHH ¢ yitorpedara Ha SSRI
USNRI BapupaT OT EKXUMO3H, X€MAaTOMH, EMTUTAKCUC H NETEXHUH 10 CTOMALLIHO-4YPEBHU W KHBOTO-
3aCTpallaBalllyd XeMoparuu. PUCKBT OT XeMOparuu Moske 1a € NOBHILEH Npv MAUUEHTUTE, NpUeMally
BeHnagakcuH. Kakto npu ocraHanure HHXUOUTOPH Ha OOPATHOTO 3aXBALIAHE HA CEPOTOHWHA, TAKa K
BeHnadakcHH TpsAOBa Aa ce H3Moa3Ba NpeanasnuBo NPH NALMEHTH C Npeapa3no/IoKeHHe KbM KbPBEHE,
BKJTIOYMTEHO NALMEHTH HA aHTUKOAry1aHTH ¥ HHXYWOMTOPH Ha TpoMOOLIMTHATA arperarus.

CbpaeuHa yectora

Morat ga HaCTBIAT NMOBHIUEHHA Ha CbhpAcHHATA HCCTOTA, ocobeHo npH NMNO-BHUCOKH JO3M. Tpﬂﬁﬂa Aa Ccc
Nnoaxoxnia ¢ NOBHLICHO BHHMAHHE MNPH NALUNHCHTH, YHHUTO OCHOBHH 3abonsaBaHua Morar Aa ce
KOMIPOMETHPAT OT NOBHILUCHATA ChpaeHHA HECTOTA.

CobpaeyHo 3a00a8BaHE W PHCK OT aPHTMHUS

BennadaxkcHH He € OLICHARAH NPH NALIMEHTH C aHaAMHe3a 3a NpPeceH MHoKapaeH HHapKT Win
HeCcTaDWIIHO ChpAeYHO 3abosiABane. 3aToBa Toil TPsOBa aa ce U3NOA3BA NpeNa3zIuBO NMPH TE3U NaLUEHTH.

[Tpn nocTMapKEeTHHIOBHS ONKT Ce CboOLLaBa 3a ciydan Ha yawkasaHe Ha QT-untepsana, Torsade de
Pointes (TdP), kamepHa Taxukapausa u ¢paTaiHu CbpACYHHH aPHTMHH MIPH H3MON3BAHETO Ha
BeHAadakCHH, 0COOEHO NpH NpeAO3HpPaHE WM NPH MALKUEHTH ¢ APYTrd PUCKOBH DAKTODH 32
yabikaBaHe Ha QT-uHTepsana unu HacTenBaHe Ha TdP. [Ipeaun npeanuceave Ha BeHadakcHH Ha
MAaLKEHTH ¢ BHCOK PHCK OT CEPUO3HA ChpleYHa apUTMUS WK OT yawDkaBaHe Ha QT-uHTepsana
TpabBa aa ce B3eMe npeasua 6anaHCHT HA PUCKOBETE U MOJIIUTE.

[ LpuoBe

[1pu Tepanus ¢ BennagakcHH MOraT Aa HaCTLAAT rbpuoBe. KakTo Npy BCHUYKH aHTHIENPECAHTH, TaKa U
BeHNadakcHH, TpAOBA Aa ce npuaara NpeanasiMBo NPH MALUKEHTH ¢ aHAMHE3a 33 MbPYOBE H 3aCErHaTHUTE
nauMeHTH TpabBa na npocneaasar BHUMaTeNHO. JleyeHunero TpaGBa Aa ce cripe NPH BCEKH MALMEHT,
KOHTO pa3BHE MPYOBE.

XUNOHATPHEMHA

[pu neuenne ¢ BeHNahakCHH MOraT ia HACTBIAT CY4aHd Ha XUIOHATPEMHA W/UITH CHHAPOM Ha .~ AL -‘:\,\
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[laTo10rM4HO KbpBEHE

JlexapcTBEHUTE NMPOAYKTH, KOMTO HHXHOMpaAT 0OpaTHOTO 3axBallaHe Ha CEPOTOHHHA,

MOrar Aa A0BeAaT A0 NOHHWKaBaHe Ha GyHKUHATA Ha TpoMOouuTHTe. PUCKDBT OT KOXHO HIH IUraBHYHO
KbPBEHE, BKIIKDOUHTEIHO XEMOPAruy OT CTOMALLIHO-4YPEBHHAA TPAKT, MOXKE 112 € IOBHILUEH MPH MAUUEHTHTE,
npuemMaiud Bennadakcul. Kakro npu ocrananure HHXHOWTOpU Ha 0OpaTHOTO 3aXBallaHe Ha CEPOTOHKUHA,
Taka ¥ BexadakcHH TpabBa aa ce U3NOA3BA NPEANA3NHBO NPU MALMEHTH ¢ NPEAPA3NOI0KEHHE KbM
KbpBEHE, BIJIIOUHTEIIHO NMAUMEHTH HAa AHTUKOAryJaHTH U HHXHOUTOpH Ha TpoMOOLMTHATa arperauus.
SSRI/SNRI Morar pa yBesimuat pucka oT Noc/iepoaAOBO KPpbBOTEMEHHUE (BX. TOUKH 4.6 U 4.8).

CepyMeH X0n€CTEPO.

JIOKYMeHTHpaHH ca KAHHWYHO 3HaYMMH NOBULLIEHUS HA CEpyMHUSA Xonectepon npu 5,3% ot nexyBaHUTe
¢ sewnadakcu nauneHTy v npu 0,0% ot nonyyasanure mauebo NAUMEHTY 3a NOHE 3 MeceLa npy
m1anedo KOHTPOJHPAHH KIHHWYHYK npoyuBaHui. OnpenensHeTo Ha HUBATA HA CEPYMHHSA XOJIECTEPO)
TpabBa Aa ce WMa NpeaBUA NPH ABATOCPOUHO JICYEHHE.

CbBMECTHO NMPUIOKCHUEC ChC CPCACTBA 34 NOHUXABAHE HA TCACCHOTO TEJIO

He ca ycTanoBeHn 6e30MacHOCTTa U e(PMKACHOCTTA HA TEPANUATA ¢ BEHIaQaKCHH B KOMOUHALHUA CbC
CPEACTEA 33 NOHUXKABAHE HA TEITIOTO, BKMOUYMTENHO PeHTepMHUH. He ce npenopbriBa CLBMECTHOTO
NPUICKEHHE Ha BeHJ1a(haKCHH U CPeCTBA 3a MOHMWKABaHE Ha TENECHOTO Teryio. BennadakcuH He e
NOKa3aH 3a NOHWKABAHE HA TErJIOTO KaTO CAMOCTOATENTHO JIEYEHHE HAW B KOMOHHAUMA C ApYTH

NPOAYKTH.

MaHusa/XHNOMaHHA

[py masika 4acT OT NALMEHTHTE ¢ Pa3CTPOHCTBA HA HACTPOEHUETO, KOUTO ¢a NMOJYy4aBaIH
AHTHENPECAHTH, BKITIOYHTENHO BeHaa$haKCHH, MOXKE 12 HACTBNU MaHuA/xunomanus. Kakro v apyru
aHTHAENpecaHTH, BeHnadakcud TpaOBa oa ce W3NnoJ3Ba NPEANAa3IHBO NPH NALMEHTHTE C aHAMHE3a UITH
damuHa aHaMHe3a 3a OUNONAPHO pPa3CTPOICTRO.

Arpecus

an MalkKa 4acT OT MNALUCHTHTE, KOUTO Ca NIONY4HaBa/lH aHTHACTIPECAHTA, BKITKYHTCTHO BBHH&CI)&KCHH,
MOXKE 1a HACTHLIK AI'PCCHA. Tosa ce C'I:OﬁLI.I,&Ba NPpH 3arno4BaHC, NpOMAHA Ha 1034aTa H CIIMPAHC HA
JNEUHCHHULTO.

KakTo v apyru antuaenpecaHTH, BeHaadakcHH TpaOBa aa ce M3NoN3ea NpeaAnaiMBo NpH MaLUUEHTHTE ¢
aHaMHEe3a 3a arpecus.

CnupaHe Ha NeYEHHETO

Hobpe U3BECTHH ca ePeKTUTE OT CIIMPAHE HA NEHSHUETO C AHTHACTIPECAHTH K NMOHAKOra Te3u eeKTH
MOJKE 1A Ca NPOIBL/IKUTEIAHH U TeXKU, CaMoyOHHCTBO/CYULIMAHNA MHCIIK U arpecus ca HabniogaBaHu npu
NAaLKEHTH MO BPEME HA MPOMEHH Ha CXEMA HA NPHEMAHE HA BEHJIA(aKCHH, BIUIFOUHTENHO AO BPEME Ha,
crupaHe Ha jeuveHneTo. [lopaau Topa nauvenTuTe TpabBa na ce HabnogaBaT BHUMATENHO NPH
HaMaNABaHE Ha 103aTa WK MpU CIIHPaHe Ha JIEYEHHETO (BHXKTE no-rope B Touka 4.4 —,, CyMuuaHu
OAUTH/CYALMAHH MHC/TH HJIH RIIOLLIABAHE HA KIIMHHYHOTO CHCTOSAHKE™ H ,, Arpecua™). Yectu ca
CUMNTOMHTE Ha OTHEMAHE, KOraTo ¢€ CIIHpa JICHEHUETO, 0COOEHO aKO CNUPAHETO € BHE3AMHO (BK. TOUKA
4.8). [Tpy KIHHUYHHATE NPOYUYBAHUA HEKENAHUTE PEAKLMHK, HAONIONABAHU NPH CTIMpaHE Ha NEYEHHETO

(nmocreneHHO CAKPaHE H CIEA NMNOCTENEHHO cnUpale), HacTbnRaT npu npudbausuTeato 31% ot T T
Y | EO
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Ha CbHA (BKIIOUMTENHO Oe3CbHHUE U HANPErHaTH CLHHLLA), XKHTHPAHOCT WK TPEBOXKHOCT, raJeHe W/ Hiu
AOBPBILUAHE, TPEMOP, rMaBoOOIHE, 3PUTENTHH HAPYLLEHHA W XUNepTOHHUS. ODMKHOBEHO TE€3H CHMITOMH ca
NIEKH 10 YMEPEHO TEXKH, KaTo 00ave Npu HAKOH NALUEHTH MOraT Aa ObAaT TEKKH MO UHTEH3uTeT. Te
OOMKHOBEHO HAacTBIIBAT B PAMKHTE HA MbPBHTE HAKOJIKO JHH OT CIIHPAHETO Ha JICHEHHETO, HO KM2 MHOIO
pelku ChOOLUEHHA HA TAKMBA CHMOTOMH NPH MALUKEHTUTE, KOUTO Ca MPONYCHAIH 1033 N0 HEBHUMAaHKUE,
[To npuHUKN TE€3H CUMITTOMM Ca CAMOOIrpaHHUYABRALUM Ce U OOUKHOBEHO OTLUYMSABAT B PAMKHTE Ha 2
C€AMHLH, BBIIPEKH Y€ MPH HAKOH XOpa T€ MOraT Aa ¢a no-npoabKUTENHH (2-3 Meceua win rnopeye).
3aToBa € NPenOPBLYHTEHO 103aTa HAa BeHAadaKCHH Aa ce MOHWKABA NMOCTENEHHO NPH CITUPAaHE HA
JIEYEHHUETO 32 NMEPUOA OT HAKOJIKO CeAMHLH HIIH MECELa CMOPEa HYXKAUTE Ha nauueHTa (8. Touka 4.2).
[Ipx HAKOM NALMEHTH MOXKE Na Ca HEODXOAUMH MECELIM WU NO-ABbIBI NEPHO OT BPEME.

A KaTH31A/ICHXOMOTOPHO HECMIOKOKCTBO

Ynorpebara Ha BeH1adhakcuH € CBBbP3aHa C Pa3BUTHE HA aKATH3WA, XapaKTEPH3HPaLUA CE CbC CYGEKTHBHO
HENMPHATHO HNH H3TOLIABALLO HECTTIOKOHCTBO U HEODOXOAMMOCT OT YECTO ABHIKEHHE, ChIIPOBOAEHA OT
HeCnoCOOHOCT a ¢e CTOH CNOKOWHO B CeAHANO WK W3NPaBEHO NoJiokeHHe. ToBa HACTbNBA HAM-YECTO B
PAMKHTE Ha MIBbPBHUTE HAKOIKO CEAAMHLIM OT JICYEHHETO. [Ipy naumeHTHTE, KOWTO PA3BUBAT TE3H
CHMITOMH, MOBHILIABAHETO HA 103aTa MOXeE Aa € naryoHo.

Cexcyanna aucdyHkuus

CenexTHBHHTE KHXHOHTOPH Ha OOPaTHOTO 3aXBallaHe Ha cepoToHuHA (SSRIs)/ uHxHOHTOpHTE Ha
00paTHOTO 3aXBalllaHe Ha CEpPOTOHHHA W HopaapeHanuHa (SNRIs) MoraT a npyuMHAT CHMNTOMH Ha
cekcyanHa aucyHkumsa (px. Touxa 4.8). UMa cbobiuerns 3a Npoab/KUTENHA CEKCYATHA ANCYHKUMA,
NpH KOATO CUMINITOMHUTE NPOAB/XKABAT BLIIPEKH NMPeKbCBAHETO HA npremMa Ha SSRIs/SNRI.

Cyxora B ycrara

Cyxota B ycTaTa ce cpobwasa npu 10% ot nauneHTHTE, NeKyBanu ¢ BeHaadakcuH. Tora MoXe Aa
NOBHLIH PUCKA OT KapHec K nauMeHTHTE TpAOBa 1a c€ YBEeIOMSBAT 3a 3HAYEHHETO Ha XMrHeHaTa Ha

Cb3BOHETO.

Hnaber

[1pu nauurentn ¢ Auaber, neuernuero cxe UO3C unu BennagakcuH MOXE 12 NPOMEHH MTUKEMHYHHA
KOHTpOA. MoXe a Ce HaANOXKH KOPEKUMA Ha A03aTa HAa HHCYHMH HW/WNH NepopaiHi aHTHAHAOETHH
JieKapcTBa.

JlexapcTBeHH B3aHMOAECHCTBHA NpH NabopaTOpHU TECTOBE

Danumeo MoAOKHUTENHA HMYHONOTHYHU CKPUHHHT TECTOBE Ha YpHHA 3a hennuukauand (PCP) 1
aMpeTaMHH ¢a OuiK n0KU1aJBaHM NPH NALUMEHTH, NMpHeMainy BeHnadakcyH. ToBa ce ABKH Ha
NTUNCATa Ha CNIEUHPHYHOCT Ha CKPUMHUHTOBHTE TecToBE. DalIMBO NONOKUTENHH PE3YJITATH OT TECTa
MOJKE Ja C€ OUYaKBEa B MPOABL/DKEHHE HA HAKOJIKO JHU Cle]l CMUPAHE Ha TepanuaTa ¢ BeHNahaKCHH.
[loTBBbpKAaBALLH TECTOBE, KATO HAMPHUMEP Fa30Ba XxpomaTtorpadua/Mac-CneKTpoMETPHUS,
pa3rpaHuuasart seHnadakcu ot PCP 1 amgpeTamun.

ANBeHTa CbALPXKA 3axapo3a. [lanuenrure ¢ BpoaeHH npobnemMu Ha PpyKTO3HA HEMOHOCHMOCT,
FMIOKO3HO-raNakTo3Ha ManabcopOoumns WM 3aXapo3HO-U30MaNTO3HA HENOCTATLYHOCT He TpsabBa aa
NpHEMaT TOBa JIEKAPCTBO.

4.5 BsaamoaeficTBHE ¢ APYIrH JJeKAPCTBEHH NPOAYKTH H APYrH GopMH HA aaanmonencni_;__\\
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¢ BeHnagrakCHH He TpAOBa aa ce 3anoura noHe 14 AHKW cael crupaHe Ha JIEHEHHETO ¢ HEOOpaTUMH
HecenektusHU MAOH. JleueHuero ¢ BeHnagakcuH TpsOBa aa ce cnpe NoHe 7 AHH Mpeaud 3ano4yBaHe Ha
neveHue ¢ Heobpatmu HecenexTBHY MAOMU (Bx. Touku 4.3 1 4.4).

Obpamum ceaexmugen unxubumop Ha MAO-A (moxrobemuo)

[lopaau pyMcKa OT CepOTOHHHOB CHHAPOM KOMOHHAUKMATA OT BeHJahaKCUH ¢ 0OpaTUM U CeNIeKTHBEH
MAOMH xato moknodemua He ce npenopbuBa. Cnea neueHue ¢ obpatum uHXuGKUTOp Ha MAO MOXke pa ce
H3MOA3BA NEPHOA HA OTHEMAHE, NO-KPAThLK OT 14 AHKW, npeau aa ce 3ano4He JieveHue ¢ BeHnadakcHH,
IlpenopbuBa ce BeHIadakCHH Aa CE Cnpe HAl-MaIKo 7 AHM NPeaH 3ano4BaHE Ha JIeUeHHEe ¢ 00paTHM
MAOH (Bx. TOuka 4.4).

Obpamumu necenrexmusnuu MAOH (runezonuo)
AHTHOHOTUKLT JIMHE30NKMA € cnad, obpaTtum u HecenektueeH MAOMH v He TpabBa na ce naBa Ha

nauMeHTHTE, NEKYBaHH ¢ BeHnadakcHH (BXK. Touka 4.4).

Cpobluasat ce TeXKH HEXENaHN PEaKUHU MPU NALUMEHTHTE, MPH KOUTO HACKOPO € OUN0 cnpsAHO
neyeHnetro ¢ MAOH u e 3anouynaT BeHadakcHH, UKW Hackopo € O1una cnpgHa TepanuaTa ¢ BeHnagakcuH
npeau 3anoysaHe Ha MAOW. Te3u peakuuy BKNIOYBAT TPEMOP, MHOKIIOHYC, AHadopesa, raaeHe,
[MOBpbLUAHE, 3a4YEPBABAHE, 3aMASHOCT U XUNEPTEPMHUS C NPU3HALM, HANOAOOABALLM HEBPOJENTUYEH
MANHUTHEH CUHAPOM, MPHOBE ¥ CMBPT.

CepoTOHUHOB CUHAPOM

KakTo ¥ npn ocTaHanNuTe CEPOTOHHHEPIrHYHKW CPEACTBA, TakKa H TIPH JIEYEHHETO ¢ BeHAadakcHH Moxe
Aa HaCTbNOH MOTEHUHATHO XHBOTO3acTpalliaBalll CEPOTOHHHOB CHHAPOM, 0COOEHO NpH CHITBTCTBALLA
ynotpeda Ha Apyrd CpeacTBa, KOMTO MOraT Aa MOBJAHAAT CEPOTOHHHEPrHYHATA HEBPOTPAHCMHUTEpHA
cucTema (BKmouHTENHO TpunTtady, SSRI cpeacrsa, SNRI cpeactea, TPHUMKINYHH AaHTHASNPECAHTH,
ampeTaMUHY, NUTHHA, cCUOYTpaMUH, XXBIT KaHTapuoH [Hypericum perforatum], onnonau [Hanp.
OynpeHopdHH, deHTaHH H HETOBHTE aHAN03M, TPamaao, AekcTpomeropdaH, TaNeHTaqol, NETHANH,
METAaI0H U NEHTA30LMH]), C NEKapCTBEHH NPOIYKTH, KOWTO yBpeaaT Metaboin3mMa Ha CepoTOHHHA
(kato MAQOH, HanpuMep METHNEHOBO CHHBO), HITH C NIPEKYPCOPH HA CEPOTOHHHA (KaTo
TpUNTO(haHOBU J00ABKH), C AaHTUNCHXOTHLH WK APYTH TONAMHHOBH AHTArOHKCTH {B3K. TOUkU 4.3 H

4.4).

[Tpn knuHKHYHA HEODXOAMMOCT CHITBTCTBALLO NedeHHe Ha BeHnnadakcHH ¢ SSRI cpeacteo, SNRI
CPEACTBO WM CEPOTOHHHOB PELENTOPEH aroHUCT (TPUMNTAH), C€ NPEnoOpPbUYBa BHUMATENHO MPOC/IEAABAHE
Ha naudeHTa, 0COOEHO NO BpeMe Ha 3ano4BaHe Ha JICYCHHETO WIIW Ha NMOBHILABaHe Ha no3uTe. He ce
Mpenopb4Ba CbMILTCTBALIATA YnoTpeda Ha BeHNahaKCHH ChC CEPOTOHHHOBH NPEKYPCOPH (KaTo
TpunTodaHoBH A00aBKH) (BXkK. TOUKa 4.4).

HHHC-akTHBHH BELIECTBA

PuckbT oT ynorpeba Ha BennadakcuH ¢ apyru LIHC-akTuBHM BelecTBa HE € CUCTEMHO OLIEHABAH.
CneaoeaTeflHO C€ NpENnopbYBa NOBUILIEHO BHUMAHHME, KOFaTO BeHI1aGaKCHH ce npHeMa B KoMOHHaUMA C
apyru LIHC-akTHBHH BellecTBa.

ETadon

[lanuenture TpsOBa Aa 6bAAT CHBETBAHM Aa HE YNOTPEOABAT anKOXO, peABU] HEroBOTO Bb3ACHCTBHE
BbpXy LIHC 4 BepoATHOCTTa OT KNHHHYHO BRITOMABAHE HA NCHXUYHOTO ChCTOAHUE, KAKTO U BEPOATHOCTTA
338 HEXENAHU B3AUMOJEHCTBHA C BEHJIAQAKCHH, BKNIOYHTENHO edekTH Ha noTuckane Ha [IHC.

L REKARS 2R
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EaHOBpeMEHHOTO NPHIIOKEHHE HA TE3H JIEKAPCTBEHU NMPOAYKTH TpabBa aa ce u3darea (B Touka 4.4).

OtHacs A0 cneaHKuTe Knacose:

- knac la u HI aHTHapuTMHLUKM (HANPHMEP XHHHIWH, AMHOJAPOH, COTAI0N, AODETUAN)

- HAKOH AHTHMCUXOTHUH (HANpUMEP THOPHAA3HH)

- HAKOW MAaKpOIUAH (HanpuMep CPUTPOMHLIMH)

- HAKOH AHTHXHCTAMHHH

- HAKOH XHHONOHOBH AaHTHOMOTHLM (HanprUMep MOKCH(IIOKCALIHH)

[ 'OpHHUAT CMUCHK HE € U3uepnaresieH U Apyry IEKapCTBEHH MPOIYKTH, 3a KOUTO € H3BECTHO, Ye
3HaunTenHo yeenuuasar QT uHTepBana, TpsadBa aa ce U30Araar.

EdekT Ha Apyru feKapcTBEHU NPOAYKTH BbPXY BEHNA(PaKCHH

Kemoxonazon (unxubumop na CYP3A4)

Eano dpapmakokMHETHYHO NpoyyBaHe ¢ keTokoHa3on npu CYP2D6 ekctensusHu (EM) 1 nown
mMeTabonunzaropu (JIM) noka3sa, ue NPUNOKEHHETO HA KETOKOHA301 BoaH 10 no-rojasma AUC 3a
eHnadakcHH (70% u 21% cvoreerHo npu nkuara CYP2D6 JIM u EM) u 3a O-pe3meruneerHnadakcux
(33% u 23% cvotsetHo npu nuuara CYP2D6 JIM u EM). CenbreTBalnara ynorpeba Ha CYP3 A4
HHXUOUTOPH (Hanp. aTazaHaBUp, KIAPHTPOMHLUHKH, MHHAHHABHP, HTPAKOHA301, BOPUKOHA30JI,
MO3aKoHAa307, KETOKOHA30/1, HeJIPUHABHP, PUTOHABHP, CAKBHHABHP, TENUTPOMHUHH) H BeHNapaKCHH
MO3Ke A2 MOBHUUIM HMUBATa Ha BeHnadakcuH u O-ae3MmeriiiBennadakcuH. 3aToBa ce Npenopbysa
Mpeana3sMBOCT, AKO TEpanUaTa Ha MauMeHTa BKIovBa HHXHOUTOp Ha CYP3A4 n Bennadakcuu

COHOBPEMCHHO.

Edext Ha BenaadakCuH BbPXY APYIH J€KAPCTBEHH NPOAYKTH

Jexapcmeaa, memaboauzuparnu om yumoxpom P430 uszoenzumu

In vitro npoyuBaHua NokKa3sear, 4e seHnadaxkcuH e cnab uuxuburop Ha CYP2D6. Bennadakcyn He
uHxuOupa CYP3 A4 (annpaszonam u kapdamazenuH), CYPIA2 (kodeun) u CYP2C9 (TonbyramMuH) Hnu
CYP2C19 (anazenam) in vivo

JTumuti
[Tpu cenbTeTBalIa ynoTpeba Ha BeHnadaKCHUH C IMTHA MOXKE Aa HACTBMHU CEPOTOHUHOB CHHAPOM (BX.

“CepoOTOHMHOB CHHAPOM™).

Huazenam
BennadakcuH HAMa HUKAKBH e(deKTH BbpXY (hapMaKOKMHETHKAaTa U (papMakoAMHAMHKATA HA JUA3€nam u

HEroBHsa aKTHBEH MeTa0ONHT ae3meTaavasenam. Jlasenam uirnexaa He NOBIHABA
(hapMaKOKMHETHKATa HUTO Ha BeHAadakCKHH, HUTO Ha O-ae3meTuneeHnadakcuH. He e usBectHo nanu
ChLUECTBYBA (PapMaKOKMHETHYHO W/ UIH (papMaKOAHHAMHMYHO B3aUMOACHCTBHE ¢ APYrH OEH30AKAZENUHH.

Hmunpamun

BennadakcuH He nOBIHABA PapMAKOKMHETHKATA HA UMUNpamMuH U 2-OH-umunpamux. Mma
no3o3aBdcumo nopuieHue Ha AUC 3a 2-OH-ae3unpamud ¢ 2,5 no 4,5 by, Koraro ce npunarat 75 mg
no 150 mg sennadakcun aHeBHo. UMunpaMud He nosiusaea papMakoKHHeTUKATa HA BeHnadakcuH U O-
JesMeTusisernagakcul. He e H3BeCTHO KIMHHYHOTO 3HAYEHHUE HA TOBa B3auMoaeHcTeue. Tpadea na ce
NOAXOXAa ¢ NOBUIHEHO BHHMAHHENPH CbBMECTHOTO MPUIOKEHHE Ha BeHNA(aKCHH H HMHITPAMUH.

Xanonepuoon
EnHo $hapMaKkOKHHETHYHO MPOYYBAHE C XaAONEPHAON NoKa3sa 42% MOHKEHHE Ha O0LLUMs nepopasieH
kupbHE, 70% nosuienne Ha AUC, 88% nosuiienne na Cmax, HO HE MOKa3Ba HUKaKBa NPOMAHE

MNoJyXKHBOTA Ha XaJIONCPHIOI. ToBa TPHGBa Aa C€ HMa NpCiBri NpH NMAUUCHTHUTC, JICKYBAHH C. "rr_k'u_, e g
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Bennagaxkcun nosuinasa AUC Ha pucnepuaoH ¢ 50%, HO He nmpoMeHs 3HaYMMO hapMaKOKHHETHYHUS
npodun Ha oduwiaTa AKTHBHA 4acT (pUCNIEPHUIOH MIKOC 9-xHuapokcupHenepuaoH). He e uisecTHo
KJIMHMYHOTO 3HAYEHHE HA TOBA B3aHMOIEHCTBHE.

Memonpo.ion

EnHoBpeMEHHOTO NpUNoxKeHHe Ha BeHNagakCHH ¥ METONPONOJ Ha 3ApaBH A00POBOILH MPH €AHO
MpOy4BaHe 3a (PaPMAKOKHHETHYHO B3aMMOACHCTBHE 3a ABATA NEKAPCTBEHH NMPOIYKTA BOAH A0
MOBULLEHHE HA MJIA3MEHHUTE KOHLUEHTpaLKUHU Ha MeTonponon ¢ npubauszutenno 30-40%, 6e3 na npoMens
MJ1a3MEHUTE KOHLIEHTPALHH Ha HEMOBHA aKTHBEH METADOIHT -XHAPOKCHMETONpoaosi. He € u3BecTHo
KIHHWYHOTO 3HA4Y€HHE HA Ta3H HaX0JKa NPH NAUHMEHTH ¢ XUNEPTOHHA. MeTonponon He npomens
(PapMakOKHHETHUYHHA Npogun Ha BeHNa(aKCHH UK HA AKTHBHHA MY MeTabonut O-
nesmeTHaBeHNadakcHH. TpaOBa aa ce noaxoxaa npeanasvBO NPy ¢ IHOBPEMEHHOTO NPANONKEHHE HA
BeHNa(aKCHH U METOMPOJION.

Huounasup

Enno apMakokMHETHUHO NpOy4BaHe ¢ HHAUHABUP Noka3ea 28% noHwxkenune Ha AUC n 36%
MOHKWXKEHHE HA Crax 33 HHAHHABUP. MHANHABHD He NOBIMABA (papMaKOKHHETHKATa Ha BeHnadakcHH U O-
nezMetnaseHnadakcuH. He € W3BeCTHO KNHHHYHOTO 3HA4YE€HHE HA TOBA B3aUMOAEHCTBHE.

Opannu xonmpayenmugu

[1pu nocT-MapKeTHHIOBHS ONMT € HaONIOAABaAHO HACTLNBAHE Ha HEXeEN1aHa OpeMeHHOCT NMPH XKEHH,
npyueMallle OpajdHH KOHTPALENTHBH, MO BPEME HA eUeHHE ¢ BeHiadakcuH. Hama sicHO nokazarencTso, ye
HAaCTBLNBAHETO HA Te3H DPEMEHHOCTH € pe3ynTar OT B3auMmoaciHcTaue ¢ BeHnadakcuH. He ca
OCBLUECTBEHH NPOYUBAHUSA 32 B3aUMOACHCTBHA C XOPMOHA/IHH KOHTPALIENITUBH,

4.6 @epTHAETHTE, OpeMEnHOCT A KbLPMEHE

bpeMeHHOoCT

Hama nocrathbyHo AaHHM 3a ynorpebaTta Ha BeH1aQakCHH Npy OpeMEHHH KEHH.

[IpoyuBaHHATa NPH )KUBOTHH NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT {(BXK. Touka 5.3). [ToteHuuanuusaT
PHMCK TNPH Xopa He € u3BecTeH. Bennadakcun TpabBa Aa ce npunara Ha OpeMeHHH XEeHH CaMo, aKko
OYAKBAHHTE MNOJI3H NPEBHLLABAT BCUHKH BB3MOXHH PHCKOBE.

ObcepraLMOHHUTE AaHHH MOKA3BAT NOBULLEH PHUCK (MO-MANKO OT 2 MbTH) OT NOCNAEPOAORO
KpbBOTEYEHHE cieh ekeno3uuna Ha SSRI/SNRI B pamkuTe Ha nocneaHua Mecel NpeAn pakJaHETO {BiXK.
TOYKH 4.4 u 4.8).

KakTo u npu apyru vHxubuTOopH Ha 00paTHOTO 3axBaiaHe Ha cepoToHHHa (SSRI/SNRI), Morar aa ce
MOABAT CHMNTOMH HA OTHEMAHETO NMPH HOBOPOACHHTE, aKO BeHIahaKCHH € H3MOA3BaH A0 WIH MAJIKO
npeau paxaaneTo. Hakon HOBOpOZEHH, HINMOKEHH HA BEHIA(PAKCHH KbCHO AIPE3 TPETUS TPUMECTED,
Pa3BHUBAT YCAOXKHEHHUA, HaNaraly XxpaHeHe npe3 COHAa, AMXATe/Ha NOAAPBIKKA WK NPOAL/IKUTEIHA
XOoCnUTaNU3auMa. TakuBa yClOKHEHUA MOTaT f1a C€ MOMY4aT BEOHAra cliefl paxJaHeTo.

JaHHUTE OT ENHACMHONOTHYHUTE NPOYYBAHHA MOKa3BaT, Y€ NPUIOKEHHETO HA HHXHOHTOPH Ha
0OpaTHOTO MoeMaHe Ha CEPOTOHHHA MO BpeMe Ha OpeMeHHOCT, ocobeHo B HanpeaHana GpeMeHHOCT, 6u
MOIJI0 Ja NMOBHIIIM PUCKA OT Pa3BUTHE HA MEPCUCTHPALIA NYIMOHANTHA XUNEPTOHUA NPH HOBOPOEHOTO
(PPHN). Benpexu ue nocera HUTO eHO NpoyuBaHe He WacnaeaBa Bpb3kaTta Mexay PPHN u nedennero ¢
HHXHOHTOPH Ha 0OPATHOTO NoeMaHe Ha cepoTOHHHA M HopaapeHanyHa (SNRI), To3u noTeHumnanex puck

HEe MOe J1a §bae U3KITI0YEH HAMBJIHO MPH JIeYeHHE ¢ BeHNaaKCHH, KAaTO ¢e UMaT npeaBua MEXaH) TE
Ha JeHCTBHE HA JIEKAapCTBOTO (MHXUOUpaHEe Ha OOPAaTHOTO NOEMaHe Ha CEPOTOHMHA). *' ,ﬂ.E K A.ﬂr;r AN
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Te3n cUMMITOMY MOTaT a C€ Ab/AXKAT WJIH HA CEPOTOHHHEPIrHYHHN €PEKTH HITH HA EKCMO3HLNA. B
NOBEYETO CJYYAH TE3H yCAmKHeHUd ce Habnoaasat HezabaBHO WM B paMKkuTe Ha 24 vaca cien

paXKAaHETO.

Kbpmene

BennagakcHH ¥ HeroBuaT aktieeH MeTabonuT O-ae3MeTunBeHNadakCHH Ce EKCKPETUPAT B KbpMara.
MMa nocT-MapKeTHHIOBH CbOOLLIEHHA 332 KbpMAYETaTa, KOUTO Ca Nilakany, Ouau ca pa3apa3sHHTENHH H ca
MMaNH HapylweHus Ha CbHA. Cliea cnupaHe Ha KbPMEHETO ca OMAM ChOOLABAHK CUMIITOMH, KOHTO HMAT
Bpb3Ka CbC CTHPAHETO HAa NEKAPCTBOTO BeHNathaKCHH. He MoXe Ja ce H3KJIIOYH PHCK 33 KbpMaueTo.
3aToBa TpabBa Aa ce BIEME PELICHHE 3a NPOAb/LKaBaHe/ClMpaHe Ha KbpPMEHETO WM 34
MpoAb/KaBaHe/CNMHpaHe Ha TepanuaTa ¢ ANBEHTa, KaTo C€ UMa NPEABU/ MON3aTa 38 AETETO OT
KbPMEHETO M M013aTa 3a deHaTa OT NEUEHHETO C ANBEHTA.

DeprunuTeT

[Tpu npoyuBaHe, NPU KOETO U MBKKH M XKEHCKH ILUTbXOBE ca OHNIM eKCo3upaHH Ha O-
aecMeTHIBeHnadakcHH, € HabmoaaBaH NOHWXEH PepTHINTET. KIIMHUYHOTO 3HaYEHHE HA Ta3H HaxXo4Ka

pU XOpa HE € U3BECTHO (BXK. TOUKa 5.3).
4.7 EdexTH BbpXYy cnocobHocTTa 332 MOPHpaHE H paboTa ¢ MAIIHHH

Bcexn NCHX0AKTHBEH JIEKAPCTBEH NMPOAYKT MOXKE A2 HAPYLIH NPELUSHKATA, MUCIEHETO M MOTOPHHUTE
yMeHHA. 3aTOBa BCHUKH NMALMEHTH, NpHemallu BeHnagakcHH, Tpabea ga ObAAT npeaynpeneHH 3a
etheKTUTE BLPXY CMOCOOHOCTTA MM Aa LWo@HpaT U Ja padoTAT ¢ ONAaCHH MALLHHH.

4.8 HexelaHH JIEKAPCTRBEHH PEAKIHH

O6o61uasane Ha npodrna Ha He3onacHoCT
Hexenanu peakunu cbo0liaBaHd KaTo MHOro YyecTd (>1/10) npu KiiMHHYHHTE NPOYUYBAHHUA Ca raaeHe,
CYXOTa B ycTaTa, rMapobonue v noteHe (BKIIOYHTETHO HOLUHHA U3NOTABAHHA).

TabaunueH cnUCHK HA HEXKENAHHUTE NEKAPCTBEHH PEaKLIMH
HexxenaHure peakuuu ca H30poeHH no-1oay no CUCTEMO-OPraHeH Kilac, 4eCTOTa KATEropus U HH3XOAL
pej MO OTHOLUEHHE HA TAXHATA CEPHO3HOCT BbB BCAKA KaTErOpHA MO YECTOTA.

YecroTure ca aeprHUpaHy KaTo: MHOro dectH (=1/10), dectu (=1/100 no <1/10), veuectu (=1/1000 oo
<1/100), peaxu (=1/10000 po <1/1000), mHoro peaku (<1/10000) unu ¢ HenzpsecTHa yecToTa (OT
HANHYHUTE JAHHHK HE MOXe Ja Obae HANpaBeHa OLIEHKA).

Cucrema Ha MHoro Yecru HeuecTH Peaxu Msoro peakl | C HeH3BeCTHA
OpraHuima YeCTH 4eCTOTA
Hapyvwenun na ArpanyaounTosa*t TpomOoOUHTO-
KpbeHAMa u ANIacTHYHA neHus*
AuMpnama aHeMMa*,
cucmema [TAHLKATONCHUAY,
HEYTPONEHUA*
Hapywenun na AHajdunakruy-
uMyHnama Ha peakuHs®
cucmema
Hapyiuenus na HeaaekpatHa YBenduapaHe | -~ EKAP TN
eHOOKpUHHama CEKpeLHa Ha Ha o0 n_ ___MC 7%
cucmema AHTHIHYPETUYEH | MPONaKTHHA 134.-;‘-'54 el e
XOPMOH* KpbBTA* = 7 e
Memaboaumnu [lonnxeH XHNOHATPHEMHA N
HADYUEHUA U aneTuT -




CucTtema Ha Mnuoro HecTH Heuectn Peaxn Muoro peaku | C HenspecTHA
OpraHHIMa YecTH HYeCTOTA
Hapviuenus na
XDAHEHEMO
lTeuxuampuunu | belcbHue CbCcTOAHHE HA | MaHusa, XunoMaHua, Henupuym® Cyuunana
HApYUWenust obbpkaHocT®, | XajNKOUHHALKH, MAeains H
ACNEpCOHANM- | Aepeanu3aling, CYHULIHIHO
3attna . NaTOJOFHUYCH OPrasbM, [OBEACHHUE?,
NnaToIOrHUHH OpyKCHIBM , anatus arpecus®
ChHHUINA,
HEPBHOCT,
MMOHHXEHO
nubu1o0,
Bb30Yaa*,
AHODra3M UK
Hapywernua na [ naBobonue*c, | Akarasna*, CHHKON, MHOKIOHYC, HespoaenTu- TapauBHa
Hepsrama 3aMasHOCT, TpeMop, HAPYLLICHO paBHOBECHE®, | YCH JUCKHHE3INA*
cucmema ceaauuUs rapecTesus, abHOpMHA KOOpAMHAUUS*| MATMrHEH CHHApPO|
AUCTeYy31d JAUCKHHEe3us* (HMC)*,
CEPOTOHMHOB
CHHApPOM™,
KOHBY JICHH,
NACTOHHS"
Hapywenun na 3pHTEIIHH 3aKpHUTOLIb/IHA
3PeHULMO Hapy LWECHMUA, rnaykoma*
HapyuleHa
RKOMO/1atIu1,
BKJHOYHUTENHO
3aMBIJICHO
3PCHHE,
MHApHasa
Hapywenun na TrHUTYC* Bepruro
YXOMOo U
Aabupunma
Hapywenusn na Taxukapau4, Torsade de Crpecosa
CopOeHO- nainurauxn® Pointes®, KapAHOMHO-
cvoosama KaAMEpHa NaTHA
cucmema TaXHMKapaMA. (takotsubo
KaMEpPHO KapIHo-
MBHKACHE, MUOIZTHA *
yAbMKARAHE Ha
QT unTeprana
Ha EKI™*
Cwoosu XHNEPTOHHUA, Opracratuyua
HAPYIEHUR ['Opetun BLIIHK | XHITOTOHHSA,
XHUITOTOHUA
Huxamennu, Aucnues*, MHTEpCTHHANTHA
MOPAKATHU U NpoO3ABAHE 6enoapoGHa
Meodua- boaect*.
CMUHARRU besoapobua
HapPYUeHuA eo3uHopUNHA*
Hapyuwenus na [ageHe, Hduapus*, [ aCTPOMHTECTHHANHO [laHkpeaTuT*
XparocmMuaa- CYyXOTa 8 [IeBPbLUAHE KbpBeHE*
menHa YCTATA,
3anek
Xenamo- AODHOpPMHU MOKa3aHuA Ha| Xenatut* .
buruapHu 4epHOApOOHH TecTOBC™®

HAPYIdeRUR




CHceTema HA Muoro YecTH HevyecTH Peaku Muoro peakn | C HenzBecTHA
OpraHHi3ImMa YeCcTH YecToTa
Hapvuwenus na Xunepxuaposuc| Obdpus, Yprukapus*. anoneuns®.| CHHAPOM Ha
xoxcama u { BXTHOYHTCIHO | NpypHTYC® CKXHMO3H aHMHOCICM ™. Stcvens-]uhnsun*.r
NoOOKOXCHAMa HOLWHH peakuuK Ha poTo- TOKCHYHA
MBKaM H3noTABaAHUS™ ) UYBCTBUTEIHOCT enuacpmaiia
HEXpO.143a*,
epHTEMA
MYy ITHHOopMe*
Hapvwenus na XUNCPTOHHUR Pabaomuoanza*
MYCKVAHO-
cKeremuama u
CheouHUMeNHa-
ma MmuKau
Hapyvwenun na 3arpyaHeHo MHKOHTHHEHUHS
bvopeyume u YPHHHpaHE, Ha YpHHa
RUKONHUME 3a0PbXKKa HA
nemuLya YPHHA,
nofakuypus®
Hapvuenus na MeHoparus®*, Ilocnepoaoso
PenPoOYKmusHa- MeTpoparus™, KpbBOTEUEHMES
ma cucmemda CPEKTHIHA
INCPYHKLHA,
HapyuleHa
CAKY JaUHA
Obwu napyuienus YMopa, KpbBOK3NUB Ha
HapYUIeHUR HA ACTCHRA, nMraBpLara*
MACMOMO Ha CTYEHH
RPUAONCRHUE TPbOKU*
Hzcreosarnun [ToBHiuaBaHe Y AbKEHO
HA TErnoTo, BPEME Ha
HaMaISBaHE HA KbpBEHE*
TErnoTo,
NOBHILIEHH
HHBA HA
XQJIECTEPON B
KPbBTa

*HPJI uneHTHdrunparn cnea myCKaHETO Ha nasapa
*a Cnyuam Ha CYHMUKMIHA HaeauMa H CYHMLMAHO NOBeReHHe ce chODIlaBaT No BpeMe Ha TepanuaTa ¢

BeHJ1a(haKCHH WK PAHO CeA CNUPAHE Ha JeUeHUeTo (BK. Touka 4.4).

**b Bux Touka 4.4
**%c [Ipy cOOpHHU KAHHRUYHM NMPOYHBAHHMA, NOYBATA HA rnasodonue npu BennadakcHH U nauedo €

CXOJHa.

1Tosa cL6uTHE e choblasano 3a knaca nekapersa SSRI/SNRI (Bx. Touku 4.4 v 4.6).

[IpekpaTsiBaHe Ha JIeHEHHETO
CnupaHeTo Ha BeHnagakcHH (0CODEHO KOraTo € BHe3arnHo ) OOMKHOBEHO BOAH 40 CHMNTOMH Ha

oTHeMaHe. Hali-uecTo ¢boOUWAaBaHUTE peakLUM ¢a 3aMasHOCT, CCTUBHH HapYLleHHUA (BKIIOUYHTERHO
NapecTe3us ), HAPYLEHHUA Ha CbHA (BKJIKOYHTENHO O€3ChbHUE W HanperHaTu CbHULIA), Bb3Oyaa wiu

TPEBOMKHOCT, raIeHE WKWK NOBPbLIAHE, TPEMOP, rnapodosue, rpunonoaodeH CHHAPOM, 3pUTENHH
HapyLWEHKA ¥ XHUNepToHUa. OOUKHOBEHO Te3H CHLOHUTHS ca NEKH N0 YMEPEHH U Ca CaMOOrpaHHUYaBalily ce,
HO NpPY HAKOM MAUMUECHTH TE€ MOrar A2 Ca TeXKKH /WM Mo-NpoAbKUTENHU. 3aTOBA CE MPENophHBa,
KOraToO JICYEHUETO ¢ BEHIAPaKCHH HE € HeoOX0AHMO NOBeYe, 1a Ce H3BBLPLUIM CMUPAHE Ype3 MOCTENMEHHO
noHW>kapaHe Ha go3ata. [lpu HAkoM nauueHTH obaue ce NOABABAT TEXKKA arpecus U CyHUMIHA WAcalus

MpH HaMaNsgBaHe Ha A03aTa WIH NO BpeMe Ha CNYPAHE HA NeYEHUETO (BX. TOUKH 4.2 1 4.4).

IleauaTpyuHa nonynaius

Kato uano npodgunsT Ha HeXKenaHuTe peakuuu Ha BeHnadakcul (npu maauebo KOHTpﬂJ'alaHH'{'B’ SEE - IANY
“*'m.__ 3 BN
KJUHUYHU NPOYyUBaAHHA) NPH A€UA W FOHOWH (Ha BB3pacT 6 40 17) e cxoleH ¢ Haﬁnmnaﬂaﬂm upu f.‘\ ;\\
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KPbBHO HANATaHE H NOBHLUEH CEPYMEH xofiecTepon (BXK. Touka 4.4).

[Ipu KTMHUYHUTE MPOYUYBAHHA C AeLa ce Ha0M01aBa HeXKelaHaTa peakLiMa CYHUMAHa naeauus. Uma
CbLIO BCE MOBEUE CHOOLWECHHA 3a BpaxkaeOHOCT U, 0coBEeHO MpK ro/IaMo AEMpPeCcHBHO pa3CTPONHCTBO, 3a
caMOHapaHABaHe.

[To-cneumnanHo npu aeuna ce HabIKOAABAT CIEAHUTE HEXKEJIAHU peaKlWH. KopeMHa 60J1ka,
AKUTHUPAHOCT, AUCTIETICHA, €KXMMO34a, EMUCTAKCHC M MHAJITHA.

CrobluaBaHe Ha NOAO3IWPAHH HEXENaHH PEeaKIIHU
Cbo6LuaBaHeTO Ha NOAO3MPAHH HEKENAHM PEakLUMH Clledl pa3pellaBaHe 3a ynotpeba Ha neKapcTBEH

MPOAYKT € BaXKHO. TOBa NO3BOAABA Aa NPOABIKH HADNIOAEHUETO HA CHOTHOLLUEHHETO NON3a/PHCK 3a
JIeKapCTBEHHUA NPOAYKT. OT MEAHLUMHCKHTE CMEeUMATHCTH CE U3MCKBA Aa CbOOLIABAT BCAKA NOAO3IHPaAHa
HEeXeNnaHa peakumsa upes

H3nbaHuTeHa areHumsa no JiekapcTeara

ya. ,,JJamsH ['pyes” No 8

1303 Codus

Ten.: +359 2 8903417
yeOcaiiT: www.bda.bg

4.9 peaosupane

CHUMIITOMH

[Ipy nocTMapkeTHHIOBHA ONMT NPEAO3IUPAHETO ¢ BEHAA(aKCHH ce cbobillara rnaBHO B KOMOHHALHMA C
aJ1IKOXOJ1 W/WIH APYTH JIEKApPCTBEHH NPOAYKTH, BKIIOUHTENHO CiydaH ¢ aeTtainenr uixoa. Hai-uecto
cboOLIaBaHUTE CLOMTHA NpH Npeao3npaHe BKIKOUBAT TAXUKAPANA, KOJIMYECTBEHH NIPOMEHH Ha
Ch3HAHHETO (BAPUPALUH OT COMHOJIEHTHOCT 10 KOMa), MHIpHa3a, KOHBYNCHA H nospbliaue. Jpyru
cboOLaBaHK ChOMTHA BKITIOUBAT efleKTpokaparnorpadcky npoMeHd (Hanp. yawnkaraHe Ha QT
HHTepBaia, Oeapen Onok, yab/pkasaHe Ha QRS komnnekca [Bxk. Touka 5.1]), BeHTpUKynapHa
Taxukapaus, Opaaukapans, XUAOTOHUA, XUTIOMTUKEMHSA, CBETOBBPTEK M CMBPTHH CliydaH. TexkKH
CHMNTOMM Ha OTPaBfHE MOraT 13 Bb3HHKHAT NPH Bb3PACTHH CJICA NpUEM Ha NpUOIH3KTEAHO 3 rpama
BCHJ1a(daKCHUH,

[lyOnuKkyBaHUTE pETPOCNEKTUBHHU MPOYyHBaHHUA CHOOLIABAT, Y€ NPEHO3HPAHETO HA BEHAAa(paKCHH MOXe Aa
€ CBbP3aHO C MOBHLUIEH PUCK OT (aTaleH U3X0 B CpaBHEHUE ¢ HaboaaBaHOTO npu NpoaAyKTH Ha SSRI
aHTUACMPECAHTH, HO MO-HHUCHK OT TO3H 38 TPHLHKIMYHUTE aHTUACTIPECAHTH.

EnuaemMHoAOrHYHHUTE NPOYYBAHHA NOKA3BAT, YE JICKYBAHUTE ¢ BEHIA(aKCHH NAUMEHTH UMAT MOBEYE
PUCKOBH (paKTOPH 3a CyruUM, OTKOJIKOTO nauneHTHTe Ha SSRI. He e acHO no kakBa cTened HaxoakaTta 3a
IOBULLIEH PHUCK OT (paTaneH u3xo Moxke Ja Obae npunucaHa Ha TOKCUYHOCTTA Ha BeHIagakCHH NpH
Mpeao3HpaHe B CPABHEHHUE C HAKOH XapaKTEPUCTHKH HA NaUKMEHTHTE, NEKYBaHH C BEHIa(aKCHH.
[IpenopbunTENHO NEYEHHE

TeXKOTO OTpaBfHE MOXKE [a U3IKCKBA KOMILIEKCHO CNELIHO jic4eHUE U HabmoaeHune. ChenosaresiHo, B
cilyyail Ha CbMHeHHe 32 Npeao3upaHe, BIIIOYBAILO BeHIa(aKCHH, Ce npenopbyuBa He3abaBHO 1A ce
cBbpxeTe ¢ HaunoHaneH HHQOPMAaLMOHEH LUEHTBP MO TOKCHKONIOTUA KbM Y HUBEPCHTETCKA
MHOronpogHiHa OoJHHLA 32 aKTHBHO NIeueHHE U cneliHa meauuuHa ,,H. .. IMuporos®.

[IpenopbyBat ce oOUIM NoAABpAKALM U CUMIITOMATHYHHU MEPKH, KaTo TpAOBa Aa ce npocneassaT
CbPACYHHUA PHTHM U KHIHEHUTE NOKA3ATEAA. AKO UMA PUCK OT acliMpalui, He ce MpenopLYBa
HMHAYUWpaHE HA nospbulaHe. CToOMaLIHATA NPOMUBKA MOXKE a € NOKa3aHa, ako ¢€ H3BbPLUK cmm
AOTBLIAHETO UTH NPH CUMIITOMATHYHU NaureHTH. [IpunoxkeHueTo Ha aKTHBEH BBITIEH Mﬂ*ﬁ’cw&iﬁﬁf M
orpaHuuu abcopOuuaTa Ha aKTUBHOTO BewleCTBO. Manko BepoaTHO ¢ ¢gopcupaHaTa ﬂuypea ﬁaﬂ" 33‘[3,
xemonepdysuata 1 0OMEHHOTO KpbBONpearBade Aa 6baar oT nonza. He ca u3BecTHH Huualc&l?
cneUnPUUHH aHTHAOTY 32 BEHNA(PaKCHH.




5. @®APMAKOJOrMYHU CBOUCTBA
5.1 PapMakoIHHAMHYHH CBOHCTBA
®apmakoTtepanesTHyHa rpyna: [lcuxoananentyun, apyru antuaenpecanti — ATC koa: NO6AX16.

MexaHH3bM HA JeHCTBUE

CuuTa ce, 4e MEXAHU3MBT Ha AHTHACMPECAHTHOTO ACHCTBHE HAa BeHNAadaKCHH NPH X0Pa € CBLP3aH ¢
NOTCHLMPAHETO HA HEBPOTPAHCMHTEPHA AKTHBHOCT B LEHTPAHATA HEPBHA CHCTEMA.
[lpeaAKNUHUYHKTE NPOYUBAHUSA NOKA3BAT, Y€ BEHJA(PAKCUH U TJIABHUAT MY METaOOIUT
O-naesmernnsennagdarkcud (OB) ca HHXHOWTOpPH Ha OOpPaTHOTO 3aXBalllaHe HA CEPOTOHHHA U
HopaapeHanrHa. BennadaxcuH cbuo HHxHOHpa cnabo 10MaMMHOBOTO 3axBailaHe. Bennagakcuu u
HEMOBHUAT AKTHBEH META0OJIHT MOHMKABAT B-aApEHEPrUYHUTE OTTOBOPHU KAaKTO NMPH OCTPO (€AHHHYHA
103a), TaKka U NpHU XPOHUYHO npunoxkenue. Bennadakcun u OJIB ca MHOro ¢X0AHH MO OTHOWEHKE Ha
TAXHOTO LATOCTHO AeHCTBHE BhPXY ODPAaTHOTO 3aXBALUAHE HA HEBPOTPAHCMHUTEPH H CBLP3BAHETO KbM

peLenTopH.

BennagaxcuH Ha npakTuka HAMa HUKaKbB aQUHUTET in vitro KbM MYCKaPHHOBHUTE, XOJIMHEPrHYHUTE,
H1-xucraMUHepruuyHuTe Win al-agpeHepruyHuTe peluenTopH OT MO3bK Ha MIbX. PapMakoJIOrHYHOTO
NEHCTBHE BBPXY TE3H PELENTOPH MOXKE A € CBBP3aHO C Pa3iMUHH HeXKeNaHU peakuuu, HabsoaaBaHu
Npyu APYTH aHTUAENPECAHTHH JIEKAPCTBEHH MPOAYKTH, KATO aHTHXONHHEPrHUHY, CEAATUBHH H CbpIAEYHO-
ChJIOBH HEXKEIAHH PeakLMH.

BeHnnadaxcun He npurexara HHXHOUTOPHO JeicTBHE BbPXY MOHOaMHHooKkcuaasaTa (MAO).

In vitro npoy4BaHHATa NOKa3BarT, Ye BeHnagakcHH Ha NPAKTHKA HE NPHTEXaBa HHKAKbB aQUHHUTET KbM
onuaTHYA ¥ OEH30AHA3ENIHHOBU PELIENTOPH.

KnnHuuHa edHakCHOCT H Be30nacHOCT

I'onemu oenpecusnu enuzo0u

EduxacHoctra Ha BeHnadakcuH ¢ HezabaBHO 0cBODOXKAABaHE KATO NIeHEHHE HA MOJIEMH ACNIPECHBHH
€MU301H € 10Ka3aHAa NPHU NET paHIOMH3UPaHH, IBOHHO-CAenH, riauedo KOHTPONIHpaHH, KPaTKOCPOYHH
NPOYYBaHHA ¢ NPOAL/DKHTENHOCT OT 4 10 6 ceaMMuY 3a A034 a0 375 mg/men.

EdukacHocTTa Ha BeHMadaKCUH ¢ yABHKEHO 0cB000KAABAHE KATO JIEHEHHE HA TOJIEMH JEMPECHBHH
€MH30/M € YCTAHOBEHA NpPH ABe M1auedo KOHTPONHPAHH KPATKOCPOUHH NPOYUYBAHHS ¢ NPOABIKHTETHOCT
oT 8 # 12 ceaMuuH, KOMTO BKIIO4BAT OOXBAT Ha AO3HUTE OT 75 A0 225 mg/neH.

[lpy eaHO NO-ABArOCPOUHHO NMpOYyUBaHE aMOYNaTOPHUTE Bb3PACTHHU MALIMEHTH, KOUTO Ca ¢e NOBIIHAIH 10
BpEME Ha €QHO 8-CEAMHYHO OTKPHTO NPOYUBAHE Ha BEHNA(AKCHH ¢ yabIkeHO ocBoboxaasaune (75, 150

uin 225 mg), ca paHAOMH3UPAHH Aa NPOABLIDKAT CBOATA 40332 BEHIA(PAKCHH C YAB/LKEHO OCBOOOXK/1aBaHe
uau Ha naauebo 3a MakcuMyM 26 ceaMHUM HaOMOaEHHUE 3a pEUUIUB.

[1pu €aHO BTOPO NO-ABATOCPOYHO NpOyUYRaHe epUKACHOCTTA Ha BeHJ1adaKCHUH 3a NPeBEeHLHA Ha
pEUHOHBUPALUV ACTIPECHBHYU E€MU30AH 3a | 2-MeceueH NepHoa € YCTaHOBEHA MPH eAHo nnauedo
KOHTPOJIHPaHO, ABOHHO-C/IANO KIWHUYHO U3NUTBAHE NPH Bb3PACTHH aMOYIaTOPHH NMALHEHTH C
pELHAMBHPALLH FONEMH NENPECHBHHU €MU30OH, KOMTO Ca CE€ MOBJIUAIH OT NedeHHe ¢ BeHaadakcuH (100
a0 200 mg/neH, Nno cxeMa ¢ NpUEM ABa [TbTH HAa ACH) Ha MOCAEAHUS ENH30 HA JCNpecHs.
{ enepanuzupano mpegoiCHO pacmpoucmeo "
EdukacHocTTa Ha BeHIaakCHH Kancyau ¢ yAbKeHO 0cBoOOXKAaBaHe, TBbPAHU KaTo neqeﬂuév‘s% g }204 \
reHepanu3upaHo TpesoxHo pascrporctso (I'TP) e ycraHoseHsa npu ape 8-ceiMHUHM, nna;xeﬁo e
KOHTPOJIMPaHH NPOYUBAHUA C PUKCHPaHK 1034 (75 10 225 mg/aeH), eaHO 6-MeceUHo;: m\;ﬂuﬁ 4
KOHTPOJIMpaHO NpoyuBaHe ¢ GUKCHpaHu 103K (75 A0 225 mg/aeH) u eaHo 6-MeceyHo, n.ﬂaueﬁb ,
KOHTPOJIUPaHO NpoyUBaHe ¢ NpoMsaHa Ha do3uTe (37,3, 75 u 150 mg/nen) npu Bbapacmu auﬁynampﬂu -
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MaLUCHTH.

Buripeku ve uMa ChLO A0KA3aTENCTBA 32 NPEAUMCTBOTO Ha ao3ara oT 37,5 mg/aeH npea mnauebo, T4 He
€ TOIKOBA NOCTOAHHO e()eKTHBHA KAKTO NMO-BUCOKUTE Q03H.

CoyuaiHo mpegoXdCHO pazcmpoucmao

EdukacHocTra Ha BeH1adakCHH KarncyJ/id ¢ yAbKEHO OCBOOOXK1aBaHe, TBbPAH KAaTO JIeHEHHE 3a
COLMA/THO TPEBOXKHO Pa3CTPOHCTBO € YCTAHOBEHA IIPH YETHPH ABOMHO-CNENH, NAPANENHOTPYIOBH, 12-
CeJIMHYHHY, MHOTOUESHTPOBH, NAaUEOO KOHTPONUPAHH NPOYHBAHHA C NPOMAHA HA A03aTa W [PU €AHO
ABOIHO-CAN0, RAPAEIHOTPYNOBO, 6-MeCEYEHO, I1aUed0 KOHTPONUPAHO, NPOYHBAHE C
(PMKCHPaHH/MIPOMEHIHUBH 103U NpH aMOynaTOpHH Bb3pacTHH NauneHTH. [launernTure nonyuyasaTt no34 B
rpaHuunTe ot 75 10 225 mg/neH. Jluncear noka3atencTsa 3a No-roismMa epeKTUBHOCT NPH rpynaTa ot
150 no 225 mg/neH B cpaBHEHHE ¢ rpynarta Ha 75 mg/aeH npu 6-MeceyHoTo NpoyyYBaHe.

Hanuvecko pazcmpoucmeo

EdukacHocTTa Ha BeHNadakCHH Karcysu ¢ YAbMKEHO 0CBODOXKAABAHE, TBLPAH KAaTO JEHEHHE 3
NaHHYECKO Pa3CTPOACTBO € YCTAHOBEHA NPH ABe ABOWHO-CNENYU, | 2-CEAMUYHH, MHOTOUCHTPORH,
naauebo KOHTPONHPAHH NPOYUYBAHUA NPH Bb3PacTHH amMOyNnaTOpHW NaUMEHTH ¢ NAHHUECKO
pascTpoHcTBO ¢ unu 6e3 aropagobua. Havannata 103a npy Npoy4BaHMATA C MaHHYECKO Pa3CTPOHCTBO €
37,5 mg/neH 3a 7 auw. Cnea ToBa NaLMEHTUTE NoNy4asat pukcHpadu no3u ot 75 unu 150 mg/nen npu
€JHO Npoy4BaHe U 75 WM 225 mg/aeH npu ApyroTo npoyusaHe.

EdHKacHOCTTa € YCTAHOBEHA CHUIO NPH €IHO ABJTOCPOHHO, ABOWHO-CIIANO, M1anedo KOHTPOIHPaHO,
napajeJHOrpyfnoeo NpOy4BaHe Ha AbJArOCPOHHHUTE DE30NaCHOCT, EPHKACHOCT H NPEBEHLIHA HA
PELMAHBUTE NPH Bb3paCTHH aMOYyNaTPOHH MALUKUEHTH, KOUTO Ca CE€ NOBIHANHOT OTKPHTOTO NEUCHHE.
[TauneHTHTE NPOABL/KABAT 4a MONYYaBaT ChlaTa 4032 OT BeHIadaKCHH € YABIDKEHO 0cBOOOXKAaBaHE,
KOATO Ca NPUENH B Kpas Ha oTkpuTtaTa ¢a3sa (75, 150 nnu 225 mg).

Cupoeuna erexkmpo@usuonorus

B cneunannsupano 3aanndoueno npoyusane 3a QTc npu 3apasu noOpososuM, BEHNaPakCHH He
yabokasa QT uHTEpBana B KIIMHHYHO 3HAYXMa CTENEeH NPy NO-BUCOKA OT TeparieBTHYHAaTa no3a or 450
mg/neH (npuemMaHy kato 225 mg asa NbTH AHEBHO).

BsnpekH TOBa B MOCTMaPKETHHIOBUA NEPUOA Ce cboOLUaBa 3a cnyvad Ha yasikaeaHe Ha QTce/TdP u
KaMepHa apuTMHA, 0COOEHO B ClTy4yaHn Ha NPEAO3UPAaHE KIH NP NAUMEHTH ¢ APYrH PHCKOBH (PakTopH 32
yabpkaBaHe Ha QTe/TdP (Bx. Touka 4.4, 4.8 1 4.9).

5.2 PapmMakoOKHHeTHYHH CBOHCTBa

Bennagakcuu ce MeTabonusupa B ronsiMa creneH OCHOBHO A0 aKTUBHHS MeTabonuT
O-neametuneennadaxcuu (OJB). Cpeanuar £ CO nna3meH nonyxUBoT Ha BeHnagaxkcuH U OJIB e
CHOTBETHO 512 uyaca 4 11+2 yaca. PaBHOBECHHTE KOHUEHTpaUHK Ha BeHnadakcHH U OJIB ce nocturar B
paMKUTE Ha 3 IHH OT NEPOpanHa Tepanus ¢ MHOrOKpaTHO npunoxeHue. Bennadaxcuu u OB noka3ssar
NWHENHHA KMHETHKA Haa Ao30BUA oOxBaT ot 75 mg ao 450 mg/aex.

AbcopOuus

[Tone 92% ot BennadakcuH ce abcopOupar cnea eIMHUYHA NepopaliHa 203a OT BeHNadakCcHH ¢
He3abaBHO ocBoOoXnaBaHe. AOcomoTHaTa OHoHanHuHOCT € 40% no 45% nopaau NpecUCTEMHUA
merabonuabm. Cliea NpuaokeHue Ha BeHnadgakcud ¢ He3abaBHO O0CBOOOK1aBaHE NUKOBHTE [TA3MEHH
KOHLIEHTpaudH Ha BeHnadgakcud 4 OB HacTbneat 3a ¢hOTBETHO 2 M 3 yaca. Criel NpHUIOKEHHETO Ha
BeHNa(haKCHH KafnCy/H € YALDKEHO OCBOOMKAaBAHE, TBbPAA NMUKOBUTE IU1a3MEHH KOHUEHTpaLHH AE ™
pennagaxkcuH U OJIB ce nocTvrar B paMkuTe Ha CHOTBETHO 5,5 4aca U 9 yaca. Koraro ce npuﬂaraf‘ *t" “f“@
e/IHAKBM JHEBHHU A03M OT BeH1adakcuH, 6uno kato tabaerka ¢ HezabaBHO ocnoﬁomﬂaﬂane nmﬁ L
KarncyJja ¢ yawiKeHo ocBobOaaBaHe, Kancynara ¢ yab/JLKeHO ocBoboXaasaHe ocnrypﬂe,a [0-H ﬁf L
ckopocT Ha abcopbums, HO ¢bLIaTa ctened Ha abcopbuus B cpaBHeHUe ¢ TabneTkara ¢ Heaaﬁghu ¥
ocsoboxkaaBaHe. XpaHaTa He NoBnuara OMoHanuuyHOCTTa Ha BewnadakcuH v OJIB. S
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Paznpenenenue

Bernagakcuu v OJIB B TepaneBTHUHH KOHUEHTPAUUHK CE€ CBBLP3BAT B MHHUMAJIHA CTENEH C YOBELLKUTE
nnasmMeHH 0enTbuM (¢boTBETHO 27% 1 30%). O6embT Ha paznpeneneHre Ha BeHNa(PaKCHH B paBHOBECHO
cheTOsHME € 4,4+1,6 L/kg cnen MHTpaBeHO3HO NPHIAOKEHHE.

buoTpaHchopmaLu

BennadakcuH npeTbpnasa 3HauuTeHO MeTaboau3upaHe B uepHua apo6. In vitro W in vivo npoyuBaHuATa
NOKa3Bar, ye BeHnadakcHH nperbprnasa OuoTpaHchopMaLMg 10 HETOBUS r1aBEH AaKTUBEH MeTaboUT
OB ot CYP2Dé. In vitro v in vivo npoy4BaHHsTa NOKa3BaT, 4e BeHAadakCHH ce MeTabonn3upa no
BTOPOCTEMEHEH Mo-Manko akTuseH metabonut N-aesmerunsennadakcu ot CYP3 A4, In vitro v in vivo

Npoy4BaHHUATA NOKa3BaT, Ye BeHnadakchH ¢ cnad nuxndbutop Ha CYP2D6. Bennadakcun He HHxuOHpa
CYPIA2, CYP2C9 unu CYP3AA4.

EauMuHKpaHe

BennadakchH v HEroBHTE METAOOAUTH CE EKCKPETHPAT OCHOBHO npe3 6nbpeuuTe. [Mpubnusurento 87%
OT 103aTa Ha BeHNAa(aKCHH Ce OTAENS C YPHHATa B PAMKHUTE Ha 48 uaca KaTo HenpoMeHeH BeHnadakcHH
(5%), HekoHtorupaH OJIB (29%), kouorupan OB (26%) nwiu Apyru BTOPOCTENEHHH HEAKTHBHH
MeTabonuTH (27%). Cpeanuar £ CO nnasMeH KIHPBHC B PaBHOBECHO ChCTOAHHE 38 BEHIAaKCHH U
OB e cvoreetHo 1,3+0,6 L/uac/kg n 0,4+0,2 L/yac/kg.

Cneunanyy rpynu

Bw3pacm u non
Bb3pacTTa M nOJIbT HAa MALKMEHTHTE HE NMOBAWABAT 3HAYHMO (PapMaKOKHHETHKATA Ha BeH1a(aKCHH N

O/IB.

CYP2D6 excmenzusnuw/rowu memaboauzamopu

[lnazMeHHTE KOHLUEHTPALMH Ha BeHNadakcHH ca no-Bucokd npu CYP2D6 oum merabonuzaropu,
OTKOJIKOTO NPH €KCTEH3UBHHTE MeTabonusaTopH. Toi kaTo obluara ekcnozuuns (AUC) na sennadakcuu
n O/IB € cxoaHa npH N0WH ¥ eKCTEH3UBHU MeTabONM3aTOPH, HAMA HeOOX0ANMOCT OT pPasxiMYHH NO30BH
CXEMH 3a Te3U ABE IPYIH.

Yeproopobro yapexcoane

[Mpn naumentyn ¢ Child-Pugh knac A (neko yepHoapoGHo yepexaaune) u Child-Pugh knac B (ymepeno
YepHOAPOOHO yBpeXaaHe) nony»HBOTLT Ha BeHnadakcHH 1 OJIB e yan/keH B CpaBHEHHE ¢ HOPMATTHH
nuua. [epopanHusaT KNHpBHC KaKTO Ha BeHaadakcuH, Taka U Ha OJIB e HamaneH. OTkpuBa ce ronama
CTETIEH HA BApHAOHNHOCT MEXKAY OTACNHUTE HHAMBHAW. UMa OrpaHMuYeHH JaHHH NPK NAUMEHTH ¢ TEXKO
YyepHOOpoOHO yBpexaane (Bx. Touka 4.2).

bvbpeuno yepeocoane

[Mpu AMANU3HH NAUMEHTH €TMMUHALMOHHHUAT NONYXHBOT Ha BeHAahaKCHH € yaAbakKeH ¢ okono 180%, a
KIIHPBHCBT € MOHWXKEH C OK010 57% B CpaBHEHHE ¢ HOPMAJIHM JIMLA, AOKATO €TUMHHALIHOHHUAT
nonyxuBoT Ha O/1B € yabmkeH ¢ okono 142%, a KTUPBHCHT — NOHWKEH ¢ okono 56%. Heobxoaumu ca
KOpEeKLUMH Ha A03aTa MPH NALHEHTH C TEXKO ObOpeuHo yBpexKaaHe M NpH NaUHEHTH, HA KOMTO CE Hanara
Xemoavaiimsa (Bx. Touka 4.2).

5.3 TlpeikauHUYHH JaHHH 33 Ge30macHOCT T Ak,
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[IpoyuBaHuATa c BeHNadaKCUH NMPH MNBXOBE H MHUIKH HE MOKA3BAT JaHHH 3a KapuHHDFEHHGQI g TN

BennagakcvH He € MyTareHeH npu WKPOK HabOp OT i Vitro 1 in vivo u3ciaeaBaHus.

|
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[IpoyuBaHuaTa 3a penpoayYKTHBHA TOKCUYHOCT NPH JXUBOTHH MOKA3BAT NOHMXKEHO TENNIO HA © .




HOBOPOAEHHUTE NPH MUIBXOBE, NOBULLIEHUE HA 4ECTOTATA HA MBPTBOPOASHH M NOBUIIEHA CMBPTHOCT Cpel
HOBOPOAEHUTE NPE3 MbPBUTE 5 AHHU OT KbpMeHeTO. [IpyrHaTa 3a Te3d CMBPTHH CYUYaH HE € H3BECTHA.
Te3un edextd HacTuneaT Npu 30 mg/kg/aeH, kKoeTo € 4 NbTH NOBEHE OT AHEBHATA 1034 NPH XOpa OT

375 mg BennadakcuH (Ha ocHoBa mg/kg). [losara 6e3 edpexT 3a T€3U HAXOAKH € |,3 MbTH NO- BUCOKA OT
no3ara 3a xopa. [loTeHUHATHHUAT pUCK NPH XOpa HE € H3BECTEH.

Habnloaaea ce noHnxkeH GepTUAHTET NPH €IHO NMPOYUYBAHE, MPH KOETO KAKTO MBIKKH, TAKA H HEHCKH
nabXxoBe ca Ounu excnosupanu Ha O/IB. Tasu ekcno3nuua e Ouna npubnuzurenno 1 1o 2 nbTH No-
BMCOKA OT [J03aTa Ha BEHNa(aKkCHH NpH Xopa oT 375 mg/aeH. 3Ha4eHUETO HA Ta3K HAXOAKA MPH XOpa He
€ H3BECTHO.

6. GAPMAIIEBTHYHHA TAHHH
6.1 CnHchbk HA TOMOIHMTE BellleCTBA

ChabpKaHHe Ha KarncyJara:

Tank

Hubyruncedakar

[loBuaoHn K 30

XHAPOKCHNpoONWILEayno3a

Erunuenynosa

3axapHu cepH (3axapo3a, UAPEBHYHO HHLLECTE)

Kancynna oosuBka (37.5 mg):

Ta0:

XKenaTuH

Turanos auokcun (E171)
Kanaue:

KeneseH okcun, depsen (E172)
Tutanos anokcua (E171)
Xenatus

Kancyna obsuska (75 mg):

Tano/kanaue:

XKenesen oxkcua, uepse (E172)
HKenatu

Turauor nuokcua (E171)
KeneseH okcua, xwuat (E172)

KancyaHa o6suBka (150 mg):
Tano/kanaue:

Kenesen okcua, yepeeH (E172)
Kenatun

Tutasos anokcun (E171)
KeneseH okcua, xwat (E172)
6.2 HecLBMECTHMOCTH
Henpunoxumo.

6.3 Cpox Ha rognocr

3 rOAWHH

6.4 CoeuHa/ HM YCJI0BHA HA ChXPAHCHHE




To3u nekapcTBEH NPOAYKT HE M3UCKBA CMEUMAIHHA YCI0OBUS 3a CbXPAHEHHUE.,

6.5 JlaHHH 32 ONAKOBKATA

baucrep (AI/PVC/PVAC-donauo): 10, 14, 20, 28, 30, 50,98, 100 1 100 X | TBbpAM KANCyau ¢ YIABIKEHO
OCBOOOK/1aBaHe, B KYTHA.

HDPE konTeiHep, nosmnponuieHoBa kanayka Ha BUHT: 50, 100 u 250 TBbpAHM KancCyJiu ¢ YABIHKEHO
OCBOOOK/1aBaHe, B KYTHA.
He BCHUKK BUAOBE ONAKOBKH MOrar ja ObAaT NnycHaTH Ha nasapa.

6.6 Cpneuna/iHu npeaAnasHH MepPKH NMPH H3XBbpJ/IsiHE

Hama crneumaiHu M3MCKBAHUA.

Te [IPUTEKATEJI HA PABPEIHEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CiioBeHusl

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Per. Ne: 20080057 - AnenTa 37,5 mg
Per. Ne: 20080058 - Anenra 75 mg
Per. Ne: 20080059 - AnBenra 150 mg

2 JATA HA ITbPBO PASPEHIABAHE/INIOJHOBABAHE HA PASPEHIEHHETO 3A
YINIOTPEBA

JlaTa Ha nbpBO pa3spewaane: 16.04.2008
Jlara Ha nocaeaHo noaHoBsaBaHe: 06.12.201 1

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
22 Mai 2025

[ToapobHa uudbopMaLMs 3a TO3M JIeKapCTBEH MPOAYKT € NpeaocTaBeHa Ha yebcaiita Ha U3nmbinHuTenHa
Arenuus no Jlekapcrara (MAJI) http://www.bda.bg.



