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1.  HME HA JEKAPCTBEHHS [TPOAYKT lecamme. €5 7402 . 3006 2013
‘ Tbomiee e T
Benakcun 37,5 mg TBbpAK KalCyIH C YABDKEHO OCBOOOXKIABAHE S Lot

BenakcyH 75 mg TEBPAM KaNcylM ¢ yIBIXEHO OCROGOKAABaHE
Benaxcun 150 mg T8EpAM Kancym ¢ yIRDKEHO 0cB0oGOXKIABAHE

Velaxin 37,5 mg prolonged-release hard capsules
Velaxin 75 mg prolonged-release hard capsules
Velaxin 150 mg prolonged-release hard capsules

2, KAYECTBEH H KOJIMMECTBEH ChCTAB

Beaakcuu 37,5 mg TBRpOH KANCYAM ¢ YAB/DKESHO OCBOOOKIABAHE
37,5 mg sennadakcuH (venlafaxine) (kato 42,42 mg peHnadakcu xunpoxsopun / venlafaxine
. hydrochloride) BBE Besika TBBPLIA KaNiCyJia ¢ YABIKEHO 0CBOOOMKIABaHE,

BenaxcuH 75 mg TREDIH KancyJiM ¢ VIBDKEHO ocBoboxkaapane
75 mg pennadaxcun (venlafaxine) (kato 84,84 mg sennadakcun xunpoxnopun / venlafaxine
hydrochloride) PBR BCAKA TBBPAA KANCYNA ¢ YABIKEHO OCBODONIaBAHE.

Benakcun 150 mg TRBpAA KanCysu ¢ YALDKEHO 0cBoboXKaapane
150 mg Bennadaxcun (venlafaxine) (kato 169,68 mg senwnadakcun xunpoxnopun / venlafaxine
hydrochloride) BbB Besika TBBPIA KaICyAa ¢ yIbIKEHO 0CBOOOKIABaHE.

ToMomsu BelecTea ¢ U3BECTEH edeKT

Benakcuu 150 mg TBbpaM Kancynu ¢ yALDKEHO 0cBOOOKIaBaHe CHABPKAT 36 M HATPHH Ha Kancyna
(B, TouKxa 4.4),

3a MbJIHMA CNMCHK HA MOMOLIHHTE BEUIECTBA BHXKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA
. Tebpaa Kancyna ¢ YARDKEHO OCBOOOKIaBAHE

Benakcus 37,5 mg TERpIH Kanicyi ¢ YABDKEHO OcBOOOKIaBAHE

TebpaM xeNTaTHHORK KancynH pasMep 3 ¢ HEMPO3paduHa opamwkKesa K MPo3pausa Oe3LBETHA YACT, KOHTO
BkmouBar 109,55 mg oxpeHo-#&bnru o6suTH 1 Gen HeOOBHTH NeneTH. JIMaMeTHPBT Ha KanicynaTa €
mpubanzreano 18 mm.

Benakcun 75 mg TBBPOM KANCYNW ¢ VIBDKEHO OcBOGOXKAABAHE

Terpam sxenaTHHOBH KancyqH pasMep 2 ¢ HEMPO3PayYHA YE€PBEHA M NIPpO3pauHa Oe3LBETHa HaCT, KOMTO
Bratoysar 219,08 mg, oxpeno-skuaru o6BHTH M Geni HeoGBHTH NENeTH. JUaMeTHPET Ha KaNcyaTa €
opuSausHTeHO 18 min.

Benakcun 150 mg TRBpan Kancynu ¢ yARIKEHO 0cBOBOXK1apane
Tebpaw xenaTuHoBH KancynH pasmep OEL ¢ HenpospauHa depeeHa H Hpo3pauna Geanger

KOMTO BKMOYBaT 438,15 mg oxpeHo-KbITH OOBHTH H 0eTn neobsuTy nenetu. Jname
KancyJsaTa € npudnusnrento 18 mm.

4. KJIHHHYHH JAHHHU



4.1 TepanesTHYHH DOKA3AHRSA

Jleuenne Ha roieMH ACHPECHBHIA STIH3OAMN.

IIpenoTBparsraHe Ha PELMAHB HA TOIEMH JENPECHBHH €NU30AH.
Jleyenue Ha reHepaTH3MPAHO TPEBOKHO PA3CTPOMCTEO,
Jleyenue Ha COLIHAIIHO TPEBOXKHO Pa3CcTPOHCTRO.

JleweHne ha naHHuecko pascrpoiicTBo ¢ Wi Gea aropadobus.

4.2 J03HpOBKA H HAMHA HA NPHIOKEHHE

EOGH POBKA

Conemyu genpecweHH enMIONH

IIpenoprusanara HauanHa no3a BeHIA(aKCHH ¢ YIBDKEHO 0CBOGOXKAaBake e 75 mg, MPHEMaH BEAHBK
AHeBHO, [1allHeHTH, KOHTO He pearupar Ha HadajHaTa 03a OT 75 mg Ha JIeH Morar JIa ¢€ MOBIHANT OT
YBeRHYaBaHHA Ha 103aT2 0 JOCTHIaHe Ha MAKCHMAaNHAaTa A03a oT 375 mg Ha AeH. YBenHvueHnsTa Ha
103aTa MOTaT a OBIAT OCHINECTBABAHH Npe3 JBYCEAMHYHH WIH N10-A5/ITH HATepBalH. B cayyaii ue e
KITHHHYHO IOKA3aHO TIOPaIH TEKECTTa Ha CAMNTOMMTE, 103aTa MOXKe /A C¢ YBeJIMYaBa Mpe3 no-9eCTH
HHTEPEaNH OT BpeMe, KouTo ofade He Morat 1a OBAAT No-KPaTkH OT 4 AHH.

[Topanu pucka ot KO30-38BHCHME HeKENAHH PEAKIH, YBeINMaBaHeTO Ha 703aTa TpOBa ja ce
npeqipHeMa €IHHCTBEHO CIIe KIMHHYHA npeneHka (k. T. 4.4). Tpabea na ce napa Haii-HHCKaTa
edexTuBHA No3a.

[MaurenTnTe TpAOBA Na c€ eKyRaT B NPONRDKEHHE HA JOCTATLYCH MEPHOA OT BpeMe, 0GHKHOBEHO
HAKONKO MecCelia WIH No-Awiro. Jleuenuero Tpa6ea a ce npepasiyiexsa peIoBHO, B 3aBHCHMOCT OT
BCEKH OTAENIeH cy4ait. Jledenne ¢ Mo~AbITBI CPOK MOXKeE Ja € HOIXOMALIO CHIIO H 34 MPEAOTBPATABAHE
Ha peUMHB Ha ToJleMH nenpecasHu enuson (I'1E). B noeevero ciyyan, npenoprYBaHaTa 103a 3a
TIpeAOTEparaBaHe Ha peumane Ha I'JIE e crnata KATO NpHaraHaTa CpaMo HACTOALIMS €MH30,
AHTHIICTIpECHBHHTE AEKAPCTBEHH NMPOLYKTH TpAGBa /14 ce MPHEMAT B HPOALIKEHHE Ha Hali-Manko
IECT Mecella Cell HACTBHIBAHE HA PEMHCHA,

['enepanusppaHo TPEBOXKHO PA3CTPOHACTBO

Ipenroprusanara HavanHa 1032 BERNAGAKCHH ¢ YABDKEHO OcBOG0KIaBakE € 75 mg, TPHEMAH BeJHBXK
AHeeHO. TTalMeHTH, KOMTO He pearupaT Ha HAYATHATA 1032 OT 75 mg Ha JieH, MOTaT Ja ¢e TIOBIHAAT OT
YEENHYESHHA Ha f03aTa KO JOCTHIaHe Ha MAKCHMAanHATA 103a ot 225 mg AHEBHO. YRBEIHYCHUATA Ha
103aTa MOraT Jia ¢€ OCBIIECTBABAT NPe3 JBYCEAMHHYHHA WIIH NO-XBJITH HHTEPBAJH OT BpEME.

[Nopagu pucka ot J1030-38BMCHMH HEXXKEIaHH peaKilHH, YBeTHYaBaHEeTo Ha no3aTa TpAbsa fa ce
OpepHeMa eNHHCTREHO criel KIHHWYHA npetenka (Bik. 1. 4.4). Tpafra na ce nasa Hali-uuckata
eheKTHBHA H034.

[TaupenTnTe TPa6Ba Aa ce NIEKYBaT B IPOIBDKEHHE HA JOCTATHYEH MEPHOA OT BPEME, OBHKHOBEHO
HAKOJIKO Mecella WiIH [10-Iwiro. Jledetinero TpAOBa Aa ce npepasriexsa peaoBHO, 3BUCHMOCT OT
HHOHBHAYAIHHA CIy4ai.

Conmanna ¢obus
[IpenopbuBanaTa HaUAIHA 1033 BeHna(akcHH ¢ YIBDKeHo ocBobokaaBane e 75 mg, NpMeMaH BeAHbXK
AHeeHO. Hama fokasatencTsa, 4e [o-BHCOKHTE NO3H AOTIPHHACAT TIO-TONIAMa MOJI3a.

OGaue, npH OTHeNHH HalMEHTH, KOHTO He pearupat Ha ITbPBOHAYAIHATA 1034 OT 75 Mg Ha JeH, MOKe
Aa ce OOMUCITH yBeIM4aBaHe J0 AOCTHTaHe HA MaKCHMATHATa 103a oT 225 mg Ha feH. Yee

pennpHeMa €AHHCTECHO IS KIMHIWYHA npeuerka (Bx. T. 4.4). TpaGea na ce nae
e(heKTHEHA 103a.
[ManpenTure TpaGBa Aa ce NEKYBAT B IPOAB/DKEHHE HA AOCTATHYEH TIEPHOR OT Bpe
HSKONKO MeCella HITH No-Abaro, Jleyenuero Tpabea ia ce mpepasriiekis peaoBHO,
HHIHEHIYATHHA CIy4aii.



INannuecko pascTpolcTRO
IMpenopruBa ce no3a OT BeHnagakCHH ¢ yABL/DKEHO 0CBOGOKAaBaHe oT 37,5 mg AHEBHO A2 ce npHeMa B

OpOABIDKEHHE Ha 7 JAHH.

Bnocrencreue fosara cnensa ia ce yBequuM 10 75 mg Ha NeH. ITateHTH, KOHTO He pearHpaT Ha
APHEMAHATA 7034 OT 75 mg Ha ACH, MOTAT Aa ¢ NOBANAAT J00pe OT yBenuueHM Ha J03aTa J0
JMOCTHTaHe Ha MaKCHMaIHATA 103a OT 225 mg Ha JieH. YBelnHYeHHATa Ha J03aTa MOrar fa ce
OCHINECTBABAT Npe3 ABYCEAMHYHH WIH NO-ALIATH HHTEPBAIH OT BpEME.

[Mopans prcka 0T 1030-3aBHCHMH HEXXETAHH peakLHH, YBETHYaBAHETO Ha N03aTa Tpabsa J1a ce
MpeJnpHeMa €IHHCTBEHO e KTHHHYHA [IpeleHka (Bk. T. 4.4). TpaGea na ce naba Hali-HMCKATa
edeKkTHBHA 1034,

TNaumenTtyre TpaGBea fa ce IEKyBaT B NPOIBDKEHUE HA NOCTATHYEH IEPHOL OT BPEME, OBMKHOBEHO
HAKOJIKO MeCela WK No-ANIro. JleueHHero Tpa6Ba Ma ce npepasriiexia peaOBHO, B 3aBHCHMOCT OT
HHIHBHOYATHHA CIy4aii.

Crapuecka BE3pacT
He e Heo0xoauma Kopexnya Ha 103aTa BeHiadakcHH CaMO BB3 OCHOBA BB3PAcTTa HA NALMEHTA.

TpaGsa obade Aa ce mOAXOAM NPeANATHBO KbM JICUSHHETO Ha MALMEHTH B CTapUYecka BB3pacT (Harnp.,
3apafd BRIMOXKHOCTTA oT 6ROpedHo yBpekIaHe, NOTEHIHATHHTE TIPOMEHU B YYBCTBHTE/IHOCTTA H
aHHHTETa KBM HEBPOTPAHCMHTEPHTE, HACTBNEBANIH NpH OcTapsasaHe). TpabGea puHArK Aa ce npHIara
Hali-HHCKaTa edeKTHBHA 1033, 4 ChCTOAHHETO Ha NAlMEHTHTE TPIOBA BHUMATENHO J1a ce Habmonana,
KOraro e HeoOXoAMMO MOBHILABAHE HA J03aTA.

IIpemunaBare ot Apyra JiekapcTBeHa opma

NMauuenty, TexysahH ¢ TabneTky BennadakcHH ¢ He3adaBHo 0cBOGOKNABAHE, MOTAT Aa NPEMMHAT KBM
MPHEM Ha KancyiH BeHIadakCHH ¢ YALDKEHO 0cBoOOKIaBaHe, CHAbMKaIIH Hai-0lHakaTa
€KBHBAICHTHA JHepHa fo3a. HanpamMep, Tabnetkute BewnadakchH ¢ He3abaBHo ocBOGOK AaBane OT 37,5
mg IBa MBT! JHEBHO MOTAT /1A C& 3aMEHAT ¢ KancyTH BenladakcHR ¢ yABDKEHO OCBODOXKAaBaHE OT 75
mg BeIHbXK JHeBHO. MoOxXe ta ce HAJIOKaT HHIHEHAYATHHM KOPEKLIMH Ha J03aTa.

Heduampuuna nonvrayus

TpuioxeHHeTo Ha BeHTadaKCHH HE ce NPETOPHLYBA IPK ASLA H FOHOLIM,

KoHTponHpaH#uTe KIHHHYIHH H3NHTBAHAS, HPOBEASHH ¢ IELa W IOHOIIH ¢ rONIAMO AENPECHBHO
PA3CTPOHCTBO He ¢4 NOKa3aIH eHKAacHOCT M He MOJKPensT MPHIAraHeTo Ha BeHnadakCHH NPH Te3x
nanyedTH (Bik. TOUKH 4.4 1 4.8).

EdukacrocTra H 6€30nacHOCTTa Ha BeHIa(aKCHH MO OTHOIIEHHWE Ha APYrH MOKA3AHHA, MPOSBABALIN CE
NpH ACLa H IOHOWH o]l 1 8-roIMInHA BE2PACT HE C4 YCTAHOBEHH.

YepuoapobHo vepexkaane
[TpH nauueHTH ¢ 1eK0 H YMepeHo vepHoapobHO yBpexaare, o NPHHLMN Tpabea Aa ce obMucin

HamalaBaHe Ha ao3ara ¢ 50%. [Topany HHAMBHIyanHHTe BapHALKWH B KIMpPEHCa, 00ade, ¢ JKeTaTenHo
n03aTa 1a ¢€ ONpenacsa HHIMBHYATHO.

CritecTBYBAT OrpaHH4eHH NAHHH 2a MALHEHTH ¢ TEXKH yepHoapoOnu yepexaanna. [penopbusa ce
TIOBMILICHO BHHMaHHE H TpA0Ba 1a ce oOMMCIIH HaMansEaHe Ha Jo3arta ¢ noseue oT 50%.
MoTtennnanyara noma TpadBa na ce MpeLeHH cpAMO PHCKA TIPH NALKMEHTH ¢ TEXKO YepHOApoGHO
YBpEKIAHE.

BrOpeuHo yRpeknaHe
Boripeku de He € HeobXoMMa TPOMAHa B A03HPOBKATA NPH NIALMEHTH C [TIOMepy/iHA QHITPauHs

(GFR) mexay 30-70 ml/min, cnegea aa ce noaxoas BHUMATENHO. [Tpu naliMeHTH, KOHTO Ce
XEeMOHAaNIH3a M NaUHEHTH ¢ TexkH 060peunn yepexaanus (GFR <30 ml/min), mozata
Hamami ¢ 50%. Tlopany WHAHBHAYATHHTE BAPHALIMH HA KITHPBHCA MpH MOJ00HM naiy
KENATE/HO 03aTa [a Ce ONpeAeiid HHAHBHIYAIHO.

CHMIITOMM Ha OTHEMAaHe NPH MpeKbCBaHe HA JeUeHHETO ¢ BeHIadhakeHH




TpabBa na ce H36ATEa pA3KO NpeKECBAHE HA NeueHHeTo. IIpH Cnupane HA NeYeHneTo ¢ BeHadaKkCHH,
no3ata TpAbBa J1a ce HaMaJABa NIOCTENEHHO B NPOALIDKEHHE HA NIOHE ABE CEIMHIM, 38 A2 Ce HAMAJTH
PHCKA OT peakliMM Ha OTHeMaHe (BkK. ToukH 4.4 1 4.8). Brnpeku ToBa, NIEPHOALT OT BpEMeE, HEOOXOIHM
3a THTPHpAHE M CTENEHTa HA HaMa/IBAHe HA K03aTa, MOMKE Ja 3aBHCAT OT KOHKpeTHATA /103,
IPOABIDKHTENHOCTTA HA TEPANHATA H OTAENHHA NalkenT. IIpH HAKOH NAlHEHTH MOXKe 3 CE HAJIOXKH
NOCTENEHHO, MHOrO 6aBHO NpeKpaTABaHE Ha JEe4eHHETO B NPOIBL/DKEHHE HA MECSIH HIH noeeve. B
Cy4ail e BEIHMKHAT TPYAHO NOHOCHMM CHMITTOMM Clefl HAMIABAHE Ha JO3aTA WIH TIPH
NPeyCTAHOBARAHE HA IEYECHHETO, MOXKE Ja ce 0OMHACIN NoAHOBABAHe Ha MIPHEMa Ha MIPSIIHCBaHATA [0
MOMEHTa 03a. BriocneacTeHe, NEKapaT MOXKe Ia NPOIBJDKH Aa HAMANABA 103aT4, HO NMO-TIOCTENEHHO,

HauiH Ha npunokenKe
3a nepopanHO NPUIOKEHHE.

IIpenopbunrenHo ¢ KancymTe BeHnagaKkcHH ¢ YIB/DKEHO 0cBoGOKIaBaHe Aa GbIaT IPHEMaHH ¢
Xpana, NpHOJIH3UTEITHO IO €HO M CBLIO BpeMe BeekH neH. Kancyimure Tpabea na 6naat normsmany
LEenH ¢ Te4HoCT, Oes na ObaatT pa3feNann, CMauKBaHH, CAbBKBAHH HIH PA3TBAPSHH.

Kancynure peHnagakcun ¢ yanmieHo ocpobokaaBane chabpxat chepouam, KouTo GapHo
0cBOBOKAABAT TEKAPCTBEHOTO BELIECTBO B XPAaHOCMUNIATENHK TPakT. Hepa3sTeopHMaTa 9acT ot Te3u
ceponnu ce oTaens u Moxe Ja GbAe OTKpHTA BhB dereca.

4.3 IporuBonoKa3aHHA

*  CapbXYYBCTBHTEIHOCT KEM aKTHBHOTO BELLECTBO HIIH HSKOE OT [IOMOIIHHTE BELIECTBA, H30POSHH
B To4Ka 6.1.

*  Eaxospemennoro neueHue ¢ HeoOpaTHMH MOHOAMHHO-OKCHIA3HH (MAQ) nuxubutopu &
NPOTHBOMOKA3AaHO NOPaNy PHCKA OT CEPOTOHHHOR CHHAPOM, NIPHAPYXEH OT CHMOTOMH KaTo
8530yna, TPEMOP H XHIICPTEPMHUA.

He Tps6pa aa ce 3anoyra mspronauanio neyenme ¢ peHnadakcHH nose 14 THu criell NpeKkpaTaBane
Ha ne4yeHHeTo ¢ HeoOpaTiM MAQO nHxubHTOp.

IIpremsT Ha BeHadakcHH TpaGBa na 6bae NpeycTaHOBEH 38 MMHUMYM 7 JHH NPEIM 3aMoYBaHeTo
Ha neyeHHe ¢ HeoOpaTiM MAO unxuburop (Bx. Toukn 4.4 1 4.5).

44 CheusaaHA NpeaynpexIcHHR A NPeINa3HA MEPKH npu ynorpeda

Hpenosupane

[ammenTaTe Tpabea Aa OBAAT NOCEBETBAHH a He YNIOTPeOSBAT ANKOXO0J1, HMAKH IIPE/IBU/] HETOBHTE
etexts BBpxy LIHC u noteHunana 3a kKIMAWYHO BIOIHABAHE HA MCUXHATPHYHHA CHCTOSHMSA, KAKTO H
MOTEeHLIHAJIA 34 HEXETAHH B3AUMOJICHCTBHA C BeHNadakcHH, BKuogHTenHo notruekau LHC edexrn
(Bx. Touka 4.5). CrobmaBa ce 3a npeao3HpaHe ¢ BeHWIadakcuH NPEIUMHO B KOMOMHAIHA ¢ aKOXOJ
H/Wi# APYTH JIEKAPCTREHH NPOIYKTH, BKIKOYHTEIHO CIIyyaH ¢ (atanen u3xos (Bx. Touxa 4.9).
PeuenTure 3a Bennadakcus TpaGea na GBIAT 32 HAN-MANKOTO KOAWYECTBO OT NEKAPCTBEHUA NPOIYKT,

¢b00pazeHo ¢ NOAXOAANUINTE IPIDKH 32 NALHEHTa, 32 Ja C¢ HAMANH PUCKA OT MPEIo3upaHe {BHKTE TOUKA
4.9).

CamoybuiicTBO/CYMIIMIHA MUCITH HIH KAMHAYHO BIOIIARAHE
HenpecHsTa ce CBHp3Ba ¢ NOBHLIEH PUCK OT CYMUMIHM MHUCJTH, CAMOHAPaHABAHE U caMOYOHIiCTBO
(cebuTHA, CBBp3aHM CBC caMOyOHICTBO). PHCKBT ce 3al1a3Ba N0 HACTHNBAHE Ha 3HAYMMA peMHcHA. Thil
KaTo Npe3 MLPBHTE HAKOIIKO CEIMHLIH HITH IIOBEYE € BE3MOJKHO 12 He HACThIIM noio0peHke,
nanMeHTHTE TpSOBA Na ObAaT NOANOKEeHY HA BHUMaTENHO HabMOAEHHe A0 HACTHNIBAHETO HA
noaotpenue. Cnopea 00InA KTHHAYEH OIMMT, PUCKBT OT CaMOyBHiicTBO MOJXKe 13 ¢€ MOBHILH B
PaHHHTE €TarH Ha Bb3CTAHOBABAHETO.

JApyr# nCHXHAYHH 3200/19BaHNA, NPH KOHTO BeHnadakCHH Ce MPeantcaa, Chiilo MOT
CEBP34HHM C TIOBHIIEH PHCK OT CLOMTHA, CBBP3aHu Cbe caMoyOuiicTBo. OCBEH ToB
Morar Aa 6b4aT ChYETaHU € FONAMO ENPECHRHO pazcTpocTro. [IpH neueHue |;
NCHXHYHH Hapyllenus Tpa6pa na ObnaT cxbmoAapaHu CHIUTE NPEANASHH MEp
Ha NaUHEHTH € roJiAMO IEMPECHBHO Pa3CcTPOHCTRO.




H3BecTHO €, Ye NaIHEHTH ¢ aHaMHE3a 2a ChOMTHA, CBBP3aHH CBC CaMOyOMIACTBO, HIH TIOKA3BAIIH B
3HAYMTE/HA CTENESH CYHLHARH MHCJIH, MPEAH 3aN04BaHe Ha JICHUSHHETO, Ca HANOXKEHH Ha M0-BHCOK
PHCK OT CyWHHHH MHC/TH KM ONHTH 3a caMoyOuiicTeo 1 TpaGBa na Guaat eHuMaTeNHo Habmonasany
Mo BpeMe Ha NeueHneTo, Meta-aHanus Ha 1U1a11e00-KOHTPOAHPAHH KIHHHYHH H3IMTBAHHUS Ha
AHTHACTTPECAHTH IIPH Bb3PACTHH NALMEHTH ¢ NICHXHYHH Pa3CcTPOHCTBA TIOKA3Ba MOBHILEH PHCK OT
CYHLM/IHO NOBEJICHHE NPH NAlMEHTH NoJ 25-TONHIIHA Bh3pacT, JEKYBAHM ¢ AHTHACTIPECAHTH B
cpaBHeHHe ¢ mauebo.

Jleuennero TpadBa Ja ce CHOBTCTBA OT BHUMATEIHO HAGMIONEHHE HA NALMEHTHTE, OCOOEHO HA TE3H,
KOMTO Ca W3JIOXKEHM Ha BUCOK PHCK, 0cobeHO B HAYAHITE €Tany Ha JEYEHHETO M CTIe IPOMEHH B
nozure. [TaupeHTHTE (M o6rproKBaIITE TH JTHLA) TPAOBA Na 6bIaT NpeaynpeaeHH OTHOCHO
HeoOXoaMMocTTa OT HabMONEeH e 34 BCEKH NIPH3HAK HA KIIHHHMHO BJIOIIABAHE, CYHIMIHO NOBEACHHE
HIH MHCITH B HeOOHYaHHH IPOMEHH B NOBEAEHHETO, KAKTO H /ia OTHPCAT He3a0aBHO KOHCYITaLMA ¢
JIEKAp, aKO TAKHBA CHMITTOMH CBHILIECTBYEAT.

Henwarpyvna nomynaums
BenakcHH TBBPIH Kancylli ¢ YAb/DKeHO ocBoboX1aBaHe He TpAGBa Ja ¢e H3MO/3Ba 3a JIeUeHHEe HA Aena

H 1oHomM noZ 18-roauinHa pr3pacT. CBBP3aHO ¢he caMOyOHICTBO NoBEACHHE {ONHT 32 CaMOYOHICTBO
M CYHIHIHH MHCJiH) M BpaxaeOHOCT (MPEANMHO arpecHi, NOBeACHHE HA MPOTHRONOCTABAHE H MHAB) ca
Hai-4yecTo Haﬁmo,uasann np# KTHHHYHHTE H3TNIMTBAHHA CPE Jella H IOHOIIIH, JICKYBAHH ¢
aHTHACIPECAHTH B CPABHEHHE C Te3H, IEKYBaHH ¢ I1anebo. AKO Bb3 OCHOBA Ha KITHHHYHA
HeoO6X0AHMOCT Bee Nak O6n/e B3€TO pellieHude 3a IedeHHe, NalUMeHTET Tpabea 1a Oble CTPUKTHO
Ha6J'IIO,IlaBaH 38 NMOABa Ha CYHLMOAHH CHMIITOMH. Ocpen TOBA, JIHTICBAT IOENrocpOYdHH JaHHH 38
Oe30nacHOCT NPH Aena ¥ IOHOIIH BBB BPB3Ka © PACTEXka, Ch3PSBAHETO H KOTHHTHBHOTO H MOBEICHIECKO
pasBuTHE.

CepOoTOHMHOB CHHAPOM
KakTo 1 nipu ApyrH cepOTOHHHEPrHYAH CPEICTRA, TAKA M MIPH JIEYSHHETO ¢ BeHIadakcHH MOoxe Aa

HACTHIAT NOTEHLMAIHO JXHBOTO3ACTPAIIABAIIM PEAKLHH, TOACOHH HAa CEPOTOHMHOB CHHAPOM HJIH
HeBponenTHYeH MaJTHrHeH cusapoM (HMC) ocobeso npu enHOBPEMEHHOTO NIPHIIaraHe Ha ApyrH
CEPOTOHHHEPTHYHHM CpeACTBa (BKIIOYHTENHO TPHITTAHH, HHXMOMTOPH Ha 00paTHOTO 3aXBalllaHe Ha
CEPOTOHMHA, HHXHOHTOPH Ha 06paTHOTO 3aXBalliaHe HA HOpaApeHaNnuHa, aMpEeTaMHAHH, AT,
CHOYTpaMHH, XKBIT KauTapuoH [Hypericum perforatum), Gynpernopdus (unmm xomEGHHaumsTa My ©
HAJIOKCOH), (PEHTaHWN H aHAIIO3HTE MY, TpaManol, AeKcTpoMeTopdaH, TaeHTaA0), DETHAHHE, METAIOH
H [ICHTA301IMH), JISKapPCTBa, KOHTO Hapylapat MeTabonKu3mMa Ha CepOTOHHHA (KaTo MAQ uHxuGHTOpH,
Hanp. METHIIEHOBO CHHEOD), CBC CEPOTOHHHOBH MPEKYPCOPH (TaKMBaA KATO 3aMECTHTENINTE Ha
TpHIITOdaHa) HITH C AHTUIICHMXOTHI HIH JPYTH JONAMHHOBH AHTaroHMCTH (BX. TOUKH 4.3 v 4.5).

CumaroMuTe Ha CEPOTOHOHMHOBNS CHHIPOM BKIIOWBAT NPOMEHM B IICHXUYHHA cTaTyc (Hanp. BE30yaa,
XaTIOUMHALIAH, KOMa), HeCTAGHIHOCT HA BEreTATHBHATA HEPBHA CHCTEMa (Hanp. TAXWKapus, nabuiHo
KPBBHO HaJIATaHe, XHIIepTepMHS ), HEBPOMYCKY./IHH HapymeHus (Hanp. xuneppeduiexcua, nunca Ha
KOOPJIMHALMA) H/WAH CTOMAIIIHO-YPEBHH CHMITOMH (Hanp. rajieHe, OBPBINAHE, JHapHs).
CepoTOHHHOBHAT CHHIPOM B Hali-TexkaTa cu hopMa Moxke Ja Hanoa06ABa HEBPONENTHYEH MAJIHTHEH
cuapom (HMC), koiiTo BKIKOUMBA XMIIEpTEPMHA, MyCKyITHA PUTHIHOCT, BET€TATHBHA HECTaGHIHOCT ¢
BL3MOKHA OBbp3H konebaHus B )KH3HEHMTE MOKA3ATENH H IPOMEHH B ICHXHYHHA CTATYC.

TIpH KIHHHYHO ONIPABJAHO €JHOBPEMEHHO JIEUEHHE ¢ Benad)akCHH M IDYTH CPEACTBA, KOHTO MOTaT Aa
OKaKAT BIHAHHE BHPXY CEPOTOHHHEPrHYHHTE H/IITH JONAMHHEPrHYHITE HEBPOTPAHCMHTEPHH CHCTEMH
Ce MpenopLYBa BHAMATE/IHO HAGMOACHHE Ha IALMEHTa, 0c00eHO B HAYANOTO HA JIEISHHETO U NpH
NOBMINABAHE Ha Jl03aTa.

TTpH noao3upaH CEPOTOHHHOB CHHAPOM, TpAGBa Aa ce OGMHCIH HaMalaBaHe Ha 103aTa WIH
MPEKPaTABAHE HA TEPANHATA B 3ABUCHMOCT OT TEXKECTTA Ha CHMITTOMHTE.

EnHospemennara ynotpefa Ha BeHna(akcHH CbC CEPOTOHHHOBH TIPEKYPCOpH {KaT:
TpUNTO(aH) He Ce MpenopLyea.

JaKpHTOBrbAHA IIAYKOMA



IosBara na Munpuasa Moxe Ja Gbae CRBP3aHa C NPIICKEHHETO Ha Bernadakchy. [Ipenoprusa ce
MALHCHTH ¢ NIORHLICHO BETPEOYHO HANATrade HITH NAIMEHTH ¢ PHCK OT IOABA HA 3aKPHTOBIBIAHE
TNayKoMa (3aKpHTOBIBIHA Ii1aykoMa) 1a ObJAT NOATOXKEHH Ha CTPoro HabmoneHue.

KpbBHO Hajgarane

Hecto ce crobmasa 3a CBBP3aHO ¢ 032Ta MOBHIIABAHE HA KPHBHOTO HAIATAHE NpH ynoTpebara Ha
BennadakcuH. [Ipu HoCcTMAPKETHHIOBH POYYBAHHS, B HAKOH CIIYSaH ¢€ chobinaBa 3a PA3KO MOBHILICHO
KPBBHO HAJLIraHe, H3UCKBALIO CHEIIHO JIeyeHKe. BCHUKH nammeHTH Tpabea a ce noajarar Ha cTpor
CKPHHHHT 33 BUCOKO KPBBHO HANAraHe W NPeIBAPHTETHO CHINECTBYBALla XUNIEPTOHHS TP:#0Ba Aa 6nae
OBJIA/IAHA TIPETH 3a1I0YBaHe Ha jiedeHHeTo. KpbBHOTO Hanarane Tpsabea na ¢ce creau NEpUONMYHO, ciie]
3aMOYBAHETC Ha NeUeHHETO H Cle/l YBEMHYABAHHATA Ha Ao3uTe, Heobxonumo e oBHINEHO BHUMaHHe
NIPH NAHHEHTH, NIPH KOUTO CBINECTBYBALIO 3a00/MBaHe MOJKe /1A CE YCIIOKHH OT NOBHINABAHETO Ha
KPBBHOTO HanaraHe, HA[PHMEp NpH NAUHEHTH ¢ YBpe/eHa ChpaedHa GyHKIHS.

CepaeyHa yectora

Mosxe na HacTBIH yCKOPABaHE Ha CHPACYHATA HECTOTA, 0coBeHO MPH Mo-BHcokH To3u. Heobxonumo e
NOBHIHEHO BHHMAHHE IIPH NAIHEHTH, TPH KOHTO CBUICCTBYBAINO 3abonaBane Moxe Ja C€ YCIIOXKHH OT
YCKOPEHATA ChpAedHa AeHHOCT.

ChpReuno 3ab09BaHe M PACK OT APUTMHS

BennagakcuH He e 6in OLeHAB2H NPU NALMEHTH ChC CKOPOLIHA AHAMHE3 3a MH(bapKT Ha MHOKapaa
HIH Hectabunna anryHa. [lopanu ToBa, nekapcTBOTO TPAGBA Na ce Npunara ¢ TIOBHIIEHO BHUMAaHHE TIpH
noacOHH MAHHEHTH.

Tlpu nocTMapkeTHHIOBHS OMHT Ce cHOGIaABa 3a cly4au Ha yasmkeH QT-unrepnan, Torsade de Pointes
(TdP), xamepHa Taxukapaus 1 daTanHu CbpPACYHHA APUTMHUM NIpH yrioTpe6a Ha BennadaxchH, ocobeHo
IPH NPeJ03HpaHe, HIH MPH HALMEHTH ¢ IPYTH PHCKOBH (DaKkTOpH 3a yasokaBaHe Ha QT-
nurepeana/TdP. Tpatea na ce npelieny CHOTHOLICHHETO NON3a/PHCK TIPEIU 1A C& TIPEITTHINE
BEeHIaaKCHH Ha MATIHEHTH C MOBUILEH PHCK OT CEPHO3HA ChplIedHa apHTMHA HIH yabDkabaHe Ha QT-
HMHTEpBana (Bk. Touka 3.1).

KonBvicuu
IIpu nevenne ¢ BerwnadhakCHH MOFaT A2 HACTHIINT KOHBYJICHH. KakTo B BCHUKH octaHaH

aHTHAeNpecaHTH, BeHladakcun TpaGsa Na ObAe NpUIaraH ¢ MOBHIIEHO BHUMAHKE NPH MALMEHTH C
aHaMHe3a 33 KOHBY.JICHH, KaTo 110100HM naneHTH Tpa0Ba Ja 6eaaT BHUMATENHO HAOMIOIABaHH.
JleueHHeTo Tp6Ba na ¢e NPEyCTAaHOBH B ClIy4aii HA NPHCTHII.

Xunoyarpremus
[Tpu mpuem Ha BernaaKCHH MOTAT Aa HACTBIAT CITYYAH HA XMNOHATPHEMHA M/VIH CHHAPOM Ha

HeTIpaBiITHA CeKpeLua Ha aHTHAHypeTHdeH XxopMoH (SIADH). 3a ToBa ce crobliasa Hait-uecTo pu
XHIIOBOJIEMMYHH WM AE€XHAPAaTHPaHK NalHeHTH. [lalenTH B cTapyecka BL3pacT, MalHeHTH,
MpPHEMAIIH JHYPETHLH ¥ TIAIHEHTH C XHIIOBOJAEMHA C IpYTa reHesa MoKe J1a ¢a M3105KeHH Ha [O-BHCOK
PHCK OT NOAOOHO CHCTOSHHE.

AGHODMHO KBpBEHE
JlexapcTBeHHTE NPOMYKTH, HHXMOHpaI#K 00PATHOTO 3aXBAIHAHE HA CEPOTOHMHA MOTAT Ja JOBEAAT 4O
Hamasiena GyHKuua Ha TpoMGonuTHTe. CHOMTHATA HAa KbPBEHE, CBLP3aHH ¢ ynoTpeGara Ha SSRIs 1
SNRIs Bapupat oT eKkXHMO3H, XEMAaTOMH, CIHCTAKCHC U TIETEXUK A0 CTOMAHIHO-YPEBHH B
KHBOTO3ACTPALIARAIIA KPBROH3IHBH. PUCKST OT KPBBOH3NIHE MOXKE J1a Ce [OBHILH NPH MALIHEHTH,
npuemainy eeHnagakcut. Kaxro u octananire HHXHOHTOPH Ha 0OpaTHHS 3aXBaT Ha CEPOTOHHHA,
seradaxcun TpsGBa na ce MpHnara ¢ MOBHILEHO BHAMAHHE MPH NMALKEHTH, TTPEAPA3Ho
KbpBeHe, BKITFOYHTETHO MAHEHTH, NPHEMallld AHTHKOATYJIAHTH H HHXHOHTOPH Ha

Huxuburopute Ha 06paTHHA 3axBaT Ha cepoToHHHa/HHxubuTopute Ha o6paTHuA
cepotonuna H HopaapedanuHa (SSRIs/SNRIs) morat na yeenuuar pucka oT cie,
{®x. ToukH 4.6, 4.8).



CepyMeH xonecTepol
KJHHHYHO 3HAYHMH YBETHYEHHS Ha CEPYMHM XOJIECTEPOT Ca OTIYETeHH NpH 5,3% OT nallHeHTHTe,

nexyBaHM ¢ peHnadakcuH H nipu 0,0% o nalmeHTHTE Ha Maue5o IPH MHHHMYM TPHMECEUHH, IUTaueto
KOHTPOJNIHPAHH KITHHHYHH M3IHTBaHKA. IIpH QAenrocpouno neucHue TpaOpa a ce cNeAsT HHBATA BA
XOJIECTEPOJIA IO BPEME Ha JIEUEHHETO.

EnHORpEMEHHO NPHIOKEHHE C IeKAPCTRA 33 HAMABAHE HA TEJIECHOTO TErH0

besonacHOCTTa H pHKACHOCTTA Ha TepaNHATa ¢ BeHIaakCHH B KOMOHHALIHA C JleKapcTRa,
[IPEAW3BHKEAIINH HAMANABAHE Ha TCIICCHOTO TOINO, BKIIOYWTEITHO (beHTepMHH, HE Ca YCTaHOBCHM, He ce
NpernopbuBa eJHOBPEMEHHO NPHIATARE HAa BEHIAQaKCHH H JIeKapCTBa, NPeAH3BHKBAINH HaMaldBaHe Ha
TEASCHOTO Terno. BernadakeHH He € npegHa3HavYeH 38 HAMAIABAHE Ha TEJIECHOTO TEIJI0
CAMOCTOATENHO WIH B KOMOHHALMA ¢ APYTH MPOAYKTH.

Manpns/xpnomanns

MaHu/XHIOMAaHNA MOXKE 12 HACTBITH TIPH MAJIKa YACT OT NALHEHTHTE C HApyIIEHHA B HAaCTPOEHHETOD,
KOHTO Ca NPHEMAJIH aHTHACTIPECAHTH, BKIIIOUMTENHO BeHnadakcun. Kakto u npu apyrure
aHTHJETPecanTH, Bernadakcun TpAGBa 1a ce NpHiara ¢ BHHMaH#e NPH NIALMEHTH ¢ PaMIIHa
obpeMeHeHOCT WK aHAMHeza 3a GBITONAPHO Pa3CTPOMCTBO.

Arpecnd

Arpecus MOxe ia HACTBIIM PH MaTEK OOl NaleHTH, KOUTO ca IPHEMANH aHTH/ETIPECAHTH,
BKIIOUHTENHO Bernadakct. Topa ce chobIasa npH HAYANIOTO Ha JIGYCHAETO, TIPH MPOMSAHA B 1033Ta H
NpU TMPEYCTAHORABAHE HA NEYESHHETO.

KakTo n ocrananure aHTHAenpecanTH, BeHnadakcHH TpAGBa a ce MpHIara ¢ NOBHEIEHO BHHMAHHE MpH
NalHEHTH ¢ aHaMHE32 38 arPecHs.

IpeycTaHoBgBaHe Ha JICYEHHETO

Edextute npu npeycTaHOBARAHE HA IEYEHHETO C AHTHAENPECAHTH ¢a I06Gpe M3BECTHH M NOHAKOra Te3H
eeKTH MoraT 1a OBAAT NPONTHKATETHA K TeKKH. CaMoyOuicTBO/CYHLMAHH MHCITH H aTpecHs ca
HabnonaBaHK NpH MAMEHTH [0 BPEME HA MPOMEHH B PeXHMA Ha IOIHPaHe Ha BeHTadaKCHH,
BKJIIOYHTEITHO NO BpeMe Ha npeycraHobaBane. Ilopanyn Toea nareHTHTE TpA0Ba Na GbIAT BHUMATEIIHO
HaTIOaBaHH, KOTATo 103aTa € HAMAJIEHA HITH [0 BPeMe Ha IPeYCTaHOBABAHE (B, 10-TOpe B Touka 4.4
- CamoyOmiiCTRO/CYHIHIHH MHCITH MM KITHHWYHO BIIOLIABAHE H arpecks). CHMITOMHTE Ha OTHEMaHe
TNpH CIIHPAHE Ha NEUCHHETO Ca YeCTH, 0COOCHO, aKo JeYeHHEeTo OBAE NpeyCTaHOBEHO pazko (BK. T. 4.8).
[IpH KITMHHYHHE M3NMTBAHKS, HEXeNaHH ChOMTHA NIPH NPEYCTAHOBABAHE Ha JEYCHHETO (MOCTENEHHO
CHIDKaBaHEe Ha 103aTa H [IEPHO/A ¢/l TOBA) ¢ HabMmoaaBaT NpH 0Kko1o 31% OT maLmeHTHTE, TeKyBaHH
¢ Beradakcus U npu 17% ot naunenTHTE, NpHeMany naaueto.

PHCKET OT liposiBa Ha CUMITTOMH HAa OTHEMAHE MOXE /1a 3aBHCH OT HAKONKO (aKTOpa, BKIIOUUTENTHO
NPOIB/LKHTENHOCTTA H IO3HPOBKATA NIPH TEPAITHATA H CKOPOCTTA HA HAMAIISIBAHE Ha J103aTA.
3amManHOCT, CETHBHM HapylIeHHs (BKEOUYHTENHO NAPecTe3us), CMYIUECHHS Ha ChHY (BKHOUMTEHO
0e3ChHHE M HECTIOKOHHH CEHHINA), BE36YAa WK TPEBOXKHOCT, rajeHe W/HIH MOBPHIIAHE, TPEMOP,
rnapofoKe, HapYLIEHO 3peHHe M XHNEPTOHHS ca cpell Hal-yecTo chobmasanuTe peakuwu. To
NPHHLMN T¢3H CHMITTOMH C4 JISKH A0 YMEPEHH, HO MPH HAKOH MALMEHTH MOTAT d CTAHAT MHOTO
HHTEH3HBHH.

Te 0OMKHOBEHO HACTBIIBAT B PAMKHTE HA MBPBHTE HAKOJIKO JHM €/ PEYCTAHOBABAHE HA JICHEHHETO,
HO MHOTO PAAKO e ¢h00IIaBa 32 HACTBIIBAHETO HM NMPH NALMEHTH, KOMTO HEBOJIHO ¢a TIPOITYCHANH
n03a. I10 IPHHIMIL, Te3H CHMIITOMH ¢a CAMOOTPaHHYABALlH ce 1 OGHKHOBEHO OT3BY4YaBaT A0 2
CEAIMHLIH, BEIPEKH Y€ NPH HIKOM NALKEHTH Morat aa 6saaT mpoab/bkuTensy (2-3 Mecelia WM No-
ABIro). 3aToBa ce MpenopbYBa NOCTENICHHOTO CHIDKaBaHe Ha ApHeMAaHATa 103a BeHnadakcHH 1py
NpeYCTAHORABAHE HA JIEYEHHETO 3a MePHO/| OT HAKOJIKO CEIMHLIM HITH MeceL@, Criope

nauueHTa (8. T. 4.2). IIpH HAKOM NaLMEHTH NPEYCTAHOBABAHETO MOXKE 114 OTHEME M @Mﬂ ﬁ@aqg

Ry
Cexcyanua auchyHkups Q ‘

Hexuburopure Ha 06paTHOTO 3axBalaHe Ha CEPOTOHHH M HopaapeHanuH (SNRI
CHMITTOMH Ha CeKcyanHa AHCHYHKIMA (BXK. Touka 4.8). Uma chobuenrs 3a nuar
AUCGYHKIHA, IPH KOATO CUMITTOMMTE Ca NPOXDKWEIH BBIPEKH [IPEXbCBAHETO HA




AxaTHing/ ncuxoMoTopHo 6e300KoHCTEY
IIpanoxeHHeTO Ha BeHIaakCHH Ce CBBpP3Ba ¢ [10ABa HA AKATHIHA, XapAKTEPU3HPALLA CE ChC

CyOSKTHBHO HENPHATHO WIM NPHTECHUTEHO GE3MOKOMCTBO M HyX/la OT JeCTO ABHIKEHHE, APHAPYHKEHO
OT HECNOCOOHOCT Aa ce CTOH HenoABMKHO. ToBa € Hal-BEPOSTHO A4 HACTHLIH TIpe3 MbPRHTE HAKOIKO
CEIMHIM OT JieueHHeTo. [IpH NALHEHTH, KOWTO pasBHBAT NOAOGHN CHMITOMH, YBE/THYABAHE Ha J03aTa
Moxe Na 6bae HebmaronpuATHO.

Cyxora B yeTara

3a cyxoTa B ycrara ce chobmasa np 10% ot namueHnTuTe, Nexysanu ¢ BeHnadakcut. ToBa Moxe aa
YBEJIMYH PHCKA OT KapHec U NMAalHeHTHTe Tpa06Ba A2 ¢¢ HHYOPMHPAT 3a 3HAYEHHETO Ha JAEHTATHATA
XHTHEHA.

Junabet

IIpn nanwenTH ¢ auaber, nevenneTo cbe SSRI Wiy BeHnagakcHH Moxe f1a MOBJHAE THKEMHYHUA
KOHTpoN. Bb3moxHO € ia ce Hanoxu Ja 6bOaT KOPATHPAHH NO3HUTE Ha HHCY/IHHA H/HIIH IEPOPATHUTE
aHTHHAOEeTHH cpencTha.

B3aumoneicTBIg nekapeTBO-naGopaTOPHE TECTOBE
ITpy nauwenTy, npHeMaly BewIadakchH ce cbo01IARa 33 QANIIHBO HONOKMTEIHH HMYHOIOTHYHH

CKPHHHHI H3CNie/\BaHHs HA YPUHATA, 33 onpenenaHe Ha Gentinnaud (PCP) H ampeTaMHH, KoeTo ce
ABJDKH Ha JIHIICATa Ha CIEHGHYHOCT Ha TecToBeTe. DaNIIMBO MONOKHTENHH Pe3yITaTH MOTAT J1a Ce
0YaKBaT HAKONIKO JHH CTIE/ NMPeKpaTsIBaHe Ha TepanuaTa ¢ BeHnadakcu. BeHnadgakcHe Moxke aa ce
pasmian oF PCP v amderamun 4pe3 noTeLpskaaBallii TECTOBE, KATO HANPHMEP TEIHA XpOMaTorpadus/
Mac-CNeKTPOMETpHS,

Harpwuii

Benakcuu 37.5 mg u 75 mg TEBPAH KANCYIM ¢ YARLKEHO 0CBOGOKIABAHE ChIBPA [0-MATKO OT

1 mmol Hatpuit (23 mg) Ha Kancyna, T.e. MO CHIECTBO HE ChIBLPXKA HATPHI.

Benakcun 150 mg TeEpay Kancymu ¢ yanmkeHo ocBoGOMKIaBaHE Chabpxa 36 mg HaTpHii Ha Kancya,
K0eTO ChOTBETCTBa Ha 1.8% oT nmpenopbusanus or C30 makcHManeH AHEEEH MPHEM HA HATPHI Ha JeH
33 BE3PACTHA.

4.5 BianmopeiicTBHe ¢ APYFH JeKApCTBeRH BPOIYKTH H APYra HopMH Ha BIaHMoaeiicTBHE

MonoaMuHo-ockunasuu (MAQ) unxuGuropu

Heobpamumu necenexmuenu MAO unxuGumopu

BennadakcHn se TpaGBa Aa ce M3nmon3pa B KoMOHHALMA ¢ HeoGpaTHMI HeceTeKTHREH MAQ
unxuburopu. He TpaOra aa ce 3ano4sa levenue ¢ BeHiadakchH none 14 gHu cien cnkpase Ha
Jle4eHHeTo ¢ HeoOpaTHM HecelekTHBeH MAQ uuxuburop. IpreMET Ha BertadakchH Tpabea na 6b1e
NpEYCTaHOBEH 3a HAl-MaNko 7 JHW NPEIM a Ce 3anoyHe NeueHHe ¢ HeobpaTum Hecenektusen MAQ
HHXHOHTOP (BXK. TOukM 4.3 1 4.4).

Obpamum, cenexmueen MAO-A unxubumop (moxnrobemud)

Hopaau pHCKa 0T CEpPOTOHHHOB CHHAPOM, KOMOHHAIINATA Ha BewnadakcHH ¢ o6paTHM H CENEeKTHBEH
MAQ uaxubHTOp, OT poza Ha MOKJIO0eMUN, He e mpenopbumTena, Cliel NeyeHue ¢ obpatum MAO
MHXHGHTOP, MOXe MepHOIBT Ha H3UaKBaHe Na € N0-KPaThK OT 14 Hu npeaH Ja ce 3alouHe JIeYeHHE ¢
sersadakcuH. [Ipenopbuba ce MPHEMBT Ha BeHIadakcHH qa Gbile NpeycTaHOBEH 3a NOHE 7 IHK Npeau
Aa ce 3anoune negenne ¢ obpatum MAQ uaxuburop (Bk. T. 4.4).

Obpamum, necenexmueen MAQ unxubumop (nunesonud)
AHTHOHOTHKST IHHE301HA € cnabo obpatuM H HecenexTnsen MAQ wmxuburop
NPEJNHCRA Ha NALHEHTH, KOHTO Ce JIEKYBaT ¢ BeAnadakcuH (BX. T. 4.4).

Texku Hexenanu peakuyu ce cp00IABAT MPH NALHEHTH, KOHTO CKOPO ¢a TpeyCYAk
MAQO uHXuGHTOp H ca 3aN09HANE Ja pMeMaT BeHnaakcHH, WK ca GHiH Ha Jidy
MpeyCTAHOBEHO MAJIKO PE/M Ja 3arnovHat npueM Ha MAO uaxuGurop. Teau pe
TPeMOp, MHOKJIOHYC, Auadopesa, rajeHe, NOBpPEIIAHEe, 3a4ePEIBAHE Ha JIMLETO,
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XHTICPTEPMHS C XAPAKTEPHCTHKH, HAMOA0OABANIA 31OKAYESCTBEH HEBPONCITTHYECH CHHAPOM, IIPHIIaAbLH
H CMEPT.

CepOTOHMHOB CHHAPOM
KaKTo u NpH ocTaHANHTE CEPOTOHHMHEPTHYHH CPEACTEA, CEPOTOHUHOB CHHAPOM — MOTEHLHATHO

MHBOTO3CTPALIABALIO CHCTOAHHE, MOJKE 12 HACTBITH IIPH JICUEHHE ¢ BeHTA(aKCHH, 0COBEHO MPH
€AHOBpEeMEHeH NPHEM Ha APYTH NeKAPCTBA, KOHTO MOTAT /I3 3aCETHAT CEPOTOHMHEPTHYHATA
HEBPOTPAHCMHTEPHA cHCTeMa (BIITFOUHTENHO TPHITTAHH, CeNIEKTHBHE HHXHOUTOPH Ha oOpaTHHA 3axBaT
Ha ceporonuHa (SSR1s), HHXuOHTOPH Ha 0OpaTHMA 3aXBAT HA CEPOTOHHH M HopazpeHanud (SNRIs),
aM(eTaMunu, THTHIA, cHGYTPaMHH, JXbIT KaHTapHOH [Hypericum perforatum]) 6ynpesopduu (wnu
KOMOHHALMATA MY C HAJIOKCOH), JEHTAHILT H HEFOBHTE AHAIO3H, TPAMAaON, leKcTpoMeTopdan,
TANeHTano, MeTHANH, METAAOH H TIEHTA30LHH ¢ JIEKAPCTBEHH MPOIYKTH, KOMTO HAPYINABAT
metabonH3Ma Ha cepoToHHHA (kato MAO uHxubUTOp, Hanp. METHIIEHOBO CHHEO), ¢ TIPEKYPCOPH Ha
CEePOTOHMHA (KATO TPUITO(AHOBH 3aMECTHTEIH) WK C AaHTHIICHXOTHIH KIIH JPYTH J0TIAMHUHOBH
aHTaroHACTH (BXK. Touk 4.3 1 4.4),

B ciy4aii ue eAHOBPEMEHHO iedeHHe ¢ BeHnadakCHH H APYTH aKTHBHM BEIIECTBA, KOMTO MOTAT Ja
HOBJIMAAT HA CePOTOHMHEPTHYHHTE W/HWIH OTIAMHHEPTHYHHTE HEBPOTPAHCMHUTEPHH CHCTEMH , €
KITMHAYHO 00OCHOBAHO, C€ MPENopb4Ba BHHMATEIHO HAGMOAEHUE Ha NallHenTa, ocoBeHo B Ha4anoTo
Hd JICYeHHeTO W NPH MOBHLUABAHE Ha J03HTe. EMHOBPEMEHHOTO NMPHIOKEHHE Ha BeHNADAKCHH Che
CEePOTOHHHOBH NPEKypcopH (KaTo TpHUNTogaHOBH 3aMECTHTE/IH) HE ce NPeNopbyBa (BXK. T. 4.4).

ITHC-axTupHH ¢YOCcTAHLIHE

PUCKDBT OT mpunaraHe Ha BeHnadakcHH B koMOuHauua ¢ gpyrd [THC-akTHBHH cyGcTaHImm He e
CHCTEMATHYHO OLeHeH. CNeOBATEeNHO CE NPEnopbyBa MOBHILCHO BHHMAHUE TIPH NIPHEM Ha
BeHnadakcuH B koMGunarma ¢ apyru LHC-akTHBHM cyGeTaHHM.

Eranon

TlaunenTare TpabBa na GpaaT CbBETBaHH Na He YNOTPeGABAT AIKOXOJ, KATO C& HMAT PEJRH] HETOBHTE
eexrr Bpxy ITHC 1 BR3MOKHOCTTA 33 KIIMHHYHO BIIOIIABAHE HA TICHXHATPHYHH CHCTOAHHS, KAKTO H
BBE3MOKHOCTTA 34 HeONaronpuATHH B3aUMOCHCTBHA ¢ BernadakcuH, BKMOUMTenHO notuckaiu 1THC
edexTn.

.HeKaQCTBCHH OPOAVKTH, KOHTO YABTKABAT QT HHTCPBalla

PucksT oT yneiokasane Ha QTc MHTepRana W/wiH oT Kamepuy apurmun (Hanp. TdP) ce nosminasa npu
€IHOBPEMEHHO MPHJIOKEHHE HA APYTH NEKAPCTBEHH MPOAYKTH, KOHTO yAbDKagaT QTc uHTepBana.
EanoBpeMeHHOTO NpHIOKEHHE HA TE3H JIeKapCTBEHH MPOIYKTH TPAOBEA Ma ce u3barsa (Bxk. T. 4.4).

ChOTBETHHTE KIACORE Ca:

. knac [A v Il anTnapyT™HL# (Hanp. XHHHOMH, aMHOLAPOH, COTANION, AO(ETHIH)
HAKOH aHTHIICHXOTHLIH (HAIpP. THOPUA3HH)

HAKOH MAKPOITHIH (Hanp. epHTPOMHIIUH)

HAKOM aHTHXHMCTAMMHM

HAKOH XHHONOHOBH aHTHOAKTEPHANTHH CpeACTBa (Hanp. MOKCH(IOKCALIMH)

CIHCBKBLT MO-TOPE He € M3YEpIaTeNieH H ynoTpebaTa Ha ApyTH 1eKapcTBEHH NPOIYKTH, 38 KOHTO €
H3BECTHO, Y€ 3HAYUTENHO yAbukaeaT QT-uHTepBana, TpaOsa aa ce H3dAraa.

CKT Ha TH NCKAPCTREHH NPOAYKTH BE BCHIaQaKkcHH

Kemoxonazon (unxubumop rna CYP3A44)
(apmaKkOKHHeTHHHO NIpOyYBaHe ¢ KeToKoHa3on ripH Obp3r (EM) H GapHH MeTabous
CYP2D6 noxasea no-sucoka ctoiitoct Ha AUC 2a sBernadakcus (ceorBeTHO 70%

6apnu Metabommzaropu Ha CYP2D6) u O-aesmeTHIBeHNadakcul (choteeTHO 33%
Gashu metabonusuropu na CYP2D6) cen npeanucaane Ha keTokonason. Ennoep
Ha CYP3A4 unaxubutopu (Hanp. atazaHaBHp, KIADHTOMHUHH, HHIHHABHP, HTPAKOH
N03aKOHa30]1, KETOKOHA30J1, HeN(pHHABHDP, PHTOHARMP, CAKBMHARHP, TEJIHTPOMHLEHH)



MOXKE J1a IOBMLIM HHBATA Ha Berwnadakcun u O-gesmeriiennadakcin. [lopagu Tora ce npenopbyupa
NOBHIICHO BHUMAHHE, aKO TePANHATA HA MAlHEHTA BKIIOYBA ¢JHOBpeMEHEH npHem Ha CYP3A4
HHXHOMTOD M BeHIadhaKCHH.

€KT OT BEHTA(aKCHH BLPX H JIeKapCTBEHH KTH

Jlumuii
Moske fa HACTBIH CEPOTOHHHOB CHHAPOM PY ENHOBPEMEHHA YNoTpeba Ha BeHnadakchH U IMTHIA (BXK.
CepOTOHHHOB CHHAPOM),

Huazenam

Bennadakcun ve oka3pa BIMAHHE BBPXY GapMaKOKHHETHKATA H (apMAKOAHHAMHKATA Ha AHA3ETIAM H
HErOBUS aKTHBEH METabONHT - nesmeTwiAHa3enaM. Hama naruu iuazenam na sacara
(bapMakoxuHeTHKATA Ha BeHyadakcHH win Ha O-nesmetunpernadarcun. He e m3BecTHO obave manu
ChIIECTRBYBA (HapMAKOKMHETHHHO W/HITH (papMaKoJHHAMHYHO B3AHMOZEHCTBHE C IPYrH
6eH3onnazenyHH.

Hwunpamun

Bennadakcun He 3acara gpapMakokHHeTHKaTa HA HMHNpamuHa o 2-OH-umunpamun. OtamTa ce
3aBHCHMO OT 103aTa YBelTHUeHHe HA CTOMHOCTTa Ha AUC 3a 2-OH-aesunpamus ¢ 2,5 1o 4,5 nuTu npu
TIpHEM Ha BeHIadakcul 75 mg 10 150 mg nrepHo. HMunpaM#H He Bause REPXY (apMakoKHHETHKATA
Ha seHnadaxkcHd ¥ O-ne3meriBennadakcud. KnuHuuHATa 3HAYMMOCT Ha TOBA B3aHMOICIHCTBHE HE €
u3pecTHa. HeoGxomHMo € noBHINEHO BHUMAHHE NIPH eNHOBPEMEHHO NPEANTHCEaHe Ha BeHIa(akcuH u
HMUITPAMHH.

Xanonepudon

DapMaKOKMHETHYHO NPOYYBaHe C XaNonepruao nokasea 42% HamaneHHe Ha oSuma nepopaneH
KITHPBHE, 70% yBearuenne Ha croiHoctTa Ha AUC, 88% yReanuenue Ha Cuax, HO Ge3 NMpOMAHA Ha
NIOMYXKHBOTA Ha xanonepuaon. Tosa TpaGpa aa ce B3eMe 1o BHUMAHHE NIPH MALMEHTH, J€KYBaHH
€IHOBPEMEHHO ¢ XaloNnepuxon H seHnadaxcuH. KnHHMYHATAa 3HAYHMOCT Ha NIOAOOHO P3aHMOACHCTBHE
HE € H3BECTHA.

Pucnepucon

Beunagakcun ysennuapa AUC-CTORHOCTT Ha pHCTIEpHIOHa ¢ 50%, HO He IIPOMEHSA B 3HAYHTENHA
CcTeneH apmakOKMHETHYHHS TPOQHI Ha oOWIATA AKTHBHA YacT (PHCTIEPHAOH TUIIOC 9-
XUAPOKCHpHCnepuaoH). Knunuunarta 3HaUMMOCT Ha nono6Ho B3aHMOJIEHCTBHE He € W3BECTHA.

Memonponon

EnnoBpeMeHHOTO Npuiarane Ha BennadakcHH M METONPOIION BEPXY 3APaBH J06POBOIIIH B PAMKHTE Ha
(hapMakOKMHETHYHO NpoyUBaHe Ha B3AHMOJEHCTBHETO MY ABATA IEKAPCTBEHH TIPOAYKTa BOIH IO
YBENHMICHHE Ha IUTA3MCHUTE KOHUEHTPALIHK Ha MeTonposion ¢ okono 30-40%, Ge3 aa ce mpoMeHsT
NTa3MEHHTE KOHLEHTPALMH Ha HErOBUSA akTHBCH MeTabouT, anda-xuapokcuMeTonponon.
KnuAWYHOTO 3HaueHHe Ha MoAo0Ha HAXO/Ka 23 HALHEHTH C XHIIEPTOHMA He € H3BeCTHO. MeTonponon
HE NPOMEHs PapMaKOKMHETHYHHA PO Ha BerTadakCHH HITH HEroBUd aKTHBEH MeTaboIHT, O-
AezMeTHABeTadakcHH. C MOBHINEHO BHUMaHKE TPAOBA [1a ce TTOAXO0KIA KbM €IHOBPEMEHHOTO
BKIOYBaHE Ha BeHIahakCHH B METOTIPOJIOJ,

Huounasup
DapMaKOKHHETHYHO 1IPOyYBaHe ¢ MHIWHABHD MoKa3sa 28% HaMaleHHe Ha cToliHocTTa Ha AUC 1 36%
HamaJieHue Ha Crax HA HHIWHaBUP. MHAKMHABMD He MOB/HABA (PAPMAKOKMHETHKATA HA BEHIL

Jexapcmeaa, koumo ce memaboruzupam om uzoexzumume na yumoxpom P450
In vivo npoyuBaHKA NOKa3BAT, Ye¢ BeHIapakCHH € CPABHMTENHO C/1a0 HHXHOHTOP
Bennadakcun ve maxuGupa CYP3A4 (annpazonam i kapbamazemnn), CYP1A2 (
(tonb6ytamug) win CYP2C19 (anazenam).
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Ilepopannu konmpayenmusu

TIpn nocTMapkeTHHIOBKS ONMMT UMa CHOCILIEHHA 3a CIIyHad HA HeXenaHa OPEeMEHHOCT NPH MAIHEHTKH,
KOMTO Ca NPHeMAH NepOopaJTHH KOHTPALENTHRH, A0KATO ca Ha JiedeHHe ¢ Bernadakcun. HaMa scHu
AOKa3aTeTICTBA, Y€ TE3H CIIY4ad Ca B PE3YITar OT JIeKapCTBEHO B3auMoAeticTBue ¢ BeHnadakcuH. He e
MPOBEKIAHO H3NHTBAHE 3a B3AHMO/ICHCTBHE ¢ XOPMOHAIHH KOHTPALIETITHBH,

4.6 ®epruaureT, GpeMeHHOCT B KbpMeHe

Bpemetnoct

Hsma aftekBaTHH TaHHH 32 MPHIOKEHHETO HA BeHnadakcHH npH GPeMeHHH JKEHM.

ITpoy4sanus BEpPXy HKHBOTHM IIOKA3BAT PENPOTYKTHBHA TOKCHYHOCT (BXK. T. 5.3). [ToTeHupanHusT PHCK
38 XOpara He e u3BecTeH. Bennadakcun Tpabea fa ce H3NKCBA Ha GpeMEHHY JeHH EMHHCTBEHO, 2KO C6
O9aKkBa NON3HTE 4 HAMXBEPIAT BCIKAKER CBEHTYANIEH PHCK.

KakTto ¥ npu octananute HHXHOHTOPH Ha 0GpaTHUs 3axBar Ha ceporonuHa (SSRIs/SNRIs),
CHMITTOMHTE MPH MPEYCTAHOBABAHE HA ICYEHHETO MOTaT A HACTEIAT Y HOBOPOAEHOTO, 4KO
BennadakcHH ce ynoTpeGapa MaIKo IPEAH paxaaHeTo. HAKOH HOBOPOACHH ¢ eKCTIO3HIIMA Ha
Ber/Ia(akcHH B Kpas Ha TPETHA TPHMECTBD Pa3sBHBAT YCIIOKHEHMS, H3MCKBAIM XPaHEHe npes TpuOa,
PECHpPaTOPHO MOATLPXKAHE WIH NPOXB/DKMTENHA XocnuTani3auus. [lono6Hu yenoxHeHHa Morar na
BB3IHHMKHAT BEJHATa CleA paXkIaHeTo.

JlaHHHTE OT eMMAEMUONOTrHYHKTE NPOYYBAHKS ca TIOKA3any, Ye NprIckeHHeTo Ha SSRIs ro Bpeme Ha
6pemeHHOCT, ocobeHO B Kpas Ha GPeMEHHOCTTA, MOXKE A YBE/IHYH PHCKA OT NepCHCTHPAILA TTyJIMOHA
Ha XHNEPTOHHA y HOBOPOAEHOTO (persistent pulmonary hypertension in the newborn, PPHN). Maxap ue
HAME NPOYIBAHHA, KOHTO 14 H3C/IeABAT B3aumoBph3kara Ha PPHN ¢ negenmero ¢ SNRI, Tosu
NOTCHUMATICH PUCK HE MOXe Ja Ohlie H3KIOYEH MPH NPIIOKEHHETO Ha BeHTagaKcHH, KaTo ce HMa
NpeABHI MEXAHH3MBT Ha AcHCTBHE (NMOTHCKaHe HA 0OPaTHHA 3aXBAT Ha CEPOTOHHHA).

CrenHure cHMMIITOMHE MOraT 1a ce HaG/ToIaBaT PH HOBOPO/EHH, ako MaiikaTa e npuemana SSRI/SNRI
B Kpas Ha GpeMeHHOCTTa: pa3sApasHHTETHOCT, TPEMOD, XHNIOTOHHKS, YTIOPHT [11aY, H 3aTPyAHEHHS NPH
Cy4eHe WM CMYIIEHHS Ha CHHA.

Te3n cHMITOMH MOTAT AA C& ABKAT WIH Ha CEPOTOHMHEPTUYHITE eeKTH WIH ¢a eKCTIO3ALIMOHHH
CUMITTOMH. B roBedeTo ciydan Te ce NpoABABAT HEMOCPEACTBEHO CEA WM B paMKHTe Ha 24 uaca cnen
pakIaHeTo.

JaHHuTe o1 HabTroneHKATa MOKA3BAT MOBHLIEH PHCK (MO-MATKO OT 2 ITLTH) OT CEAPONHIEH
KPBBOH3/HEB Npu ekcnozuiws Ha SSRI/SNRI B pamkuTe Ha Meceua npey pasknaHeTo (BK. TOYKH 4.4,
4.8).

Kupmene
Bennagakcun n HerosuaT akTHBeH MeTaGonut, O-Ae3MeTwIBeHNadaKCHH, CE OTICIIT B KbpMaTa. MMa

IOCTMapPKETHHIOBH ChOOIIEHHS 32 KbPMAYETa, KOUTO TIIAYAT, H3MKTEAT pasapasHeHHe M HMAT
aGHopMHeH Mofies Ha Goapoct 1 cbl. CHING Taxa € ChoO1aralo, Y& CHMITOMUTE, CEBP3aHH C
NexapcTBOTO BeHnadaKCHH OT3BYYaBaT NPH MPEKpaTaBaHe Ha kepMmenetTo. He Moxke a ce M3KMOUH
pHCK 33 KepMadeTo. [lopagy ToBa TpaGaa a ce B3eMe pelieHHe 3a MPOAb/DKaBaHe/NPEYCTAHOBIRAHE HA
Ne4eHHETO ¢ BenakcHH TBBHPAM KancyH ¢ YABDKEHO 0cBOGOXKAARAHE, KATO Ce B3EMAT Ipe/IBHIL
1o/3aTa OT KEPMEHETO 33 J€TETO M MOj13aTa OT TepanuaTta ¢ Benakeus TBbpaM KancynH ¢ yaBIDKEHO
OCBOOOKIABAHE 34 KEHATa.

DepTUnuTeT
ITIpn mpoyuBaHe, TpH KOETO M MBIKKH M XKEHCKH ILTBXOBE ¢a GuiH €KCno3HpaHu Ha O-

Ie3MeTHIIBeHIadakcHH, € Habmonasay nownkeH QeprrnnTer. KnnandHOTO 3Ha49eH
MpPH XOpa He € W3BECTHO (BK. TOuKa 5.3).

4.7 Edextn Bpxy cniocobHoCTTa 32 Wodnpane u paboTa ¢ Mamuann
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Bceeku neuxoakThBeH JIEKapCTBEH NMPOMYKT MOsKe Jia NONPEdH HA CocODHOCTTA 3a NpelieHKa,
MHCJICHETO M BHUTATENHHTE YMeHus. [lopanu ToBa, BeekH MALMEHT, KOATO npHeMa seHnadakciy,
TpabBa Na Oble mpeaynpeneH 3a criocobHOCTTa cd Aa modupa WK Ja 60paBH ¢ ONACHH MAIIMHH.
4.8 Hexeann AexapcTBeHH Peakmuu
Pealome Ha npoduna Ha GezomacHocT

Hesxenanwre peakiu chobiiaBany KaTo MHOTO 9ecTH (>1/10) HpH KIHHIYHHTE NpOyYBAHHMA ca:
ranene, CyxoTa B yCTaTa, MaBobo/IHE U U3NOTARaHE (BITIOYHTENHO HOLIHO K3MOTABAHE).

TabmueH cnACHK HA HEXENAHUTE JEKADCTEEHE PEaKLIMH
Hexenanwure peakunH ca m36poeHH No-101Ty IO CACTEMO-OPraHHH KIACOBE, KATETOPHH Ha 4eCTOTATa H

10 HaMAIABAY PEA HA MEHLUMHCKA CCPHOZHOCT B PAMKHTE Ha BCAKA KaTEropHA 4eCTOTH.

Yectorara ce onpenens kato: MHOro Yectd (>1/10), vectn (>1/100 no <1/10), geuectu >1/1 000 xo
<1/100), penxu (=1/10 000 to <1/1 000), muoro peaxu (<1/10 000), c HeuspecTHa yecTOTa (OT
HaJIHYHUTE JaHHH HE MOKe a ObJie HanpaBeHa OLIEHKA HA 4eCTOTaTa).

Tenecna Mpuoro Yeern Heuecrn Penxn Mnoro C nren3BecTHa
CHCTEMA YecTH _peaku 4eCcTOTA
Hapymenus Arpanyno- | Tpomboun-
Ha KPBBTA H UTo3a¥, TOTICHHA
aumMbHaTa ATIaCTHYHA
CHCTEMA aHeMHs*,
[aHimTONE-
Haa¥*,
HEYTpone-
uug*
Hapywenus Anadunak-
HA HMYHHaTa THYHA
CHCTeMa peakiua
Hapymrenua Cunppom Ha | TToBHIIeHH
Ha ¢HARO0~ Hea/IeKBaTHA | HHBA Ha
KPHHHATA CeKpelii Ha | MPONAaKTHH B
CHCTEMA aHTHAMYpe- | KpBBTa*
THYHHA
XOPMOH
(CHCAX)
Hapywerus Hamanen | Xwuro-
Ha MeTalo- aneTHT HaTpHeMHs
M3Ma H
XDaHEHETo
[euxuunn BeacoHue Cheroanuwe | Manna, Jdenup CyvumaHa
HapyIneHHs Ha 0OBpKa- | XHIIOMaHwuy, HIeauus 1
HOCTY, XamolHHa- ToBegeHHe™,
aenepco- | uum, arpecus®
HaJM3a- lepeanusa-
uma*, 1M,
naToNo- naToJoru-
THYHH YeH opra-
ChHHLIA, 3BM,
HEepBHOCT, | OpykcH-
HaManeso | 3nMm¥, §
nubuao anaThg =/ /
=
B Iy
\ 1?2_.\\{ Bl __/'{*v%///
N gi':e* o
\\\;\i}w‘i‘:’/ ¢
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Tenecna Mnuoro Yecrn HeqecTn Penkn Mnoro C BeH3BecTHA
CHCTeMA JeCTH _peaks 9ecToTa
Hapywenus | I'naBoGo- Axaru- CuHEkonm, Herponen- TapaueHa
Ha HepBHaTa | mue™®, 3un¥, MUOKJIOHYC, | THUeH Manu- | gUCKHHe-
CHCTEMa 3aMagHOCT, | TPeMop, HapY1LIeHo rHEH CHH- 3uA*
ceaaums napecre- paBHOBe- JIpoM
3HA, cue*, (HMCQC)*,
XHmep- OHCKH-~ CEPOTOHMU-
TOHHS, He3usg* HOB CHH-
JHCTEY3HA IpoM*, KOH-
BYJICHH,
JUCTOHMA®
Hapymenus 3purennu 3akpHTo-
Ha OYHTe Hapyile- BIBJIHA
HHA, Hapy- rlraykomMa
IEHa aKo-
Moxauns,
BKIIOYH-
TeJTHO 3a-
MBTACHO
3peHHEe,
MHaJpHaza
Hapymensn Tunuryc* BeptHro
Ha YXOTO H
nabHpHHTa
Crpaeunu Taxukap- Torsades de Crpec xapawo-
HapyIIeHHA s, Pointes*, MHOMATHA
najmMra- KaMepHa (Takoiy6o
mau* TaxXMKap- KapAHO-
aua*, MHOTIATHA ) *
KaMepHO
MBXIEHE,
YABILAKEH
QT
HHTEpBaa Ha
eNgKTPOKap-
auorpama
Craorn Xgmepro- | Oprocta-
HapylLIeHHd HMA, TOINH | THYHA XHIIO-
BR/JIHH) TOHHA,
XUIEPTO-
HHS*
Pecnmparop- Jlucnues*, Huteperu-
HH, TPBAHH H Opo3sBaHe HATHA
MeHa- Genoapobna
CTHHAITHH Gonect™,
HapyLIeHns 6enoapobna
e03HHODK-
msg*
CroMamno- | agene, Huapus*, | CromawHo- | IlaHkpea-
YpeBHH CYX0Ta B AOBDPBINA- | YPERHO THT*
HapyIleHHA | ycTarta, HE KbpBeHe*
3afnex
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Tenecna Munuoro YeeTn Hegectn Penxn Mnoro C Hem3BecTHA
cHCTEMA YeCTH PeaAKH YecToTa
Xemnaro- Orxnonennn | Xenatut*
GunuapHH B pe3yNTa-
Hapy LICHUA THTE OT
4epHoApo6-
HHTE (YHK-
LMOHATHH
TecToBe*
Hapywerna | Xunepxu- Obpue, Vpruka- Cunnpom Ha
Ha KJKaTa B | Apo3a* npypHTyc* | pus*, CrupbHC-
MOJKOKHATE | (BKIFOUH- anonetma*, | JGroucsR*,
ThEKAH TeJHO HOLI- EKXHMO34, TOKCHYHA
HH H3MO0TA- aHrvoenem®, | emigepman-
BaHHA)* PEakUHH Ha | Ha HEKPO-
CBPLXUYB- u3a*, epu-
CTBHTENTHOCT | TeMa MYJITH-
KBM dopme*
CBETJIHHA
Hapymenus Xunep- Paboomuo-
Ha TOHHA nuza*
MYCKYJTHO-
CKeJIeTHATA
CHCTEMA H
CheAHHHTEN-
HATA THKaH
Hapymenus Yecro Y puHapHa
Ha YPHHHpPa- | UHKOHTH-
OBOpenuTe 4 He, 380bp- | HEHUHA
MHKOYHHTE ’kaHe Ha
IbTHINA ypHHa, 110~
nakuypus*
Hapy1uenig MeHopa- CepOHIeH
Ha rua*, me- KPBBOH3NIHE"
BB3NPOU3BO- Tpoparus™*,
AWTE/IHATA €PEeKTHIIH
CHCTEME H nHCQyHK-
rspaarta Ha’,
HapylleHa
eAKyna-
s’
O0wH Ymopa, Knpeene
HAPYLICHHA acTeHus, OT JIHFaBU-
U epeKTH Ha BrpucaHe* uute*
MACTOTO Ha

TIPUNOKEHNE
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Teaecna Muoro YecTnn Heuaecrn Peakn Muoro C mensBecTHA
CHCTEMA qeCTH peaKn qecToTa

Hacnensa- ToBuie- YaeimkeHo
HHUA HHE Ha BpeMe Ha
TETTOTO, KspBeHe*
TIOHKDKE-
HHE Ha
TErJoTo,
MOBHIIE-
HHE HA
CTOHHO-
CTUTE Ha
XOnecTe-
ponB
KPBBTa

*HJIP, uaeHTHOMIMpaHH cliell ycKaHe Ha Na3apa

*Crobiasa ce 3a C/Tydau Ha CyMUMIHHM MHCJIH H CYMUMIHO NIOBEIEHHE M0 BPEME HA JIEUEHHETO C
BeH/1a()akCHH WM B HAYaNHWA NEPUOL, CICIBAIL IPEKLCBAHETO HA TepamHATa (Bx. T. 4.4).

SBinxre 1. 4.4

*IIpu OOI1NH KAMHMYHH H3HTBAHHA, YECTOTATa Ha riiaBoGoIMeTo MpH BeriadakcuH 1 npy mwiane6o ca
nofoGHH.

"Topa cxbutre € c1o0meno 3a TepaneBTHYHK Kiac Ha SSRIs/SNRIs (k. Touku 4.4, 4.6).

Ilpevcranorgeate Ha Je4eHNETO

Hpeycranosasaketo Ha neueHHeTo ¢ BeHnadakcHH (0Co6eHO, KOraTo ¢ pA3Ko) YECTO BOXH 0
CHMIOTOMH Ha OTHEMAHE.

3aMaAHOCT, CETHBHE CMYIIEHHA (BITIOYHTE/IHO NapecTesHs), CMYILEHHS Ha ChHS (BKITIOYHTEITHO
Ge3chHHE H HECTIOKOHHH CHHHING), BB30Y/1a HAH TPEBOIKHOCT, FAfEHE H/HWITH NIOBPhLIAHE, TPEMOP,
BEPTHUIO, rnaroboIHe, TPHNEH CHHAPOM, HAPYLIEHO 3PSHHE H XHIIEPTOHUS ¢4 Hali-4ecTo chob1uaBanmTe
peakitin. 10 IPMHLWI Te3H CHCTOAHMS Ca JIEKH JIO CPEIHH M ca CAMOOTPAHHYABALLM C€; MPH HAKOH
nauienTy obave, Te MOraT a GBAAT TEKKH W/HIH TPOABILKHTENHH. 3aTOBA C€ TIPETIOPLHBA, KOTETO
JEYEHHETO ¢ BeHnadakCHH Bede He ¢ HeoOXO0IMMO, 03aTa [IOCTETIEHHO JIa C& HAMANSBA, BBIPeKkH ToBa,
pH HAKOW NALKMEHTH ce Habmoara NOBULICHA ArPEeCHA H CYMLMAHM MHC/IH, KOTATO J03aTa Ce HAMAITH
HJTH MO BpeMe Ha NpeyCTaHOBsiBaHe Ha JedeHHeTo (Bx. TOuKH 4.2 u 4 4).

IleanaTpuyHa DOMyIalls
o npuHumn, NPOGUIBT Ha HEKETAHHTE Peakilii Ha BeH1adakchH (MPM ITaLEe60-KOHTPOTMPaHH

KIMHHYHH H3NUTBAHHA) [IPH Aena M FOHOMIHM {Ha BE3pacT MeKAY 6 u 17 roquHn) € noao6eH Ha To3u,
YCTaHOBEH NpH BB3pacTHHTE. KakTo M mpy BB3pacTHHTE ce HabmoaBa HAMAJIEH aNETHT, MIOHIKABaHE
Ha TEJIECHOTO TerVI0, OBHIIEHO KPBHBHO HALATAHE W YBEMHYCH CepyMeH XOMecTepon (Bixk. T. 4.4),

IIpu neaMaTpHYIHHTE KIMHMYHK H3MTHTBAHWA Ce HaGmonaBa HeXENaHaTa PeakLys ,,CyHILHIHA
yaeaund”. HapacTsar i cro0IIeHHATA 32 BpaXAeOHOCT, 0COGEHO NpH rojIIMO JIENPECHBHO
pa3cTPOHCTBO, CAMOHApAHABAHE,

Io-cniennaiHo, cienHKTE HEXKENAHH PEAKITHH ce HaG/II01ABAT NPH NeAHATPHIHH NALMEHTH: KOPEMHa
Bonka, BE30yaa, AUCNENCHS, SKXHMO3H, €MHCTAKCHC H MHAIITHA.

CrofmaBane KA NOACIMPARY AEKEIANN PEAKTHH
CooGLIaBaHETO Ha NONO3UPAHH HENENIAHH PEaKlIMK ClIe]l paspelIaBake 3a yoTpe0a Ha JIeKapCTREHHA
HPOIYKT ¢ BaxkHo. ToBa M03BONABA 1a NPOTBIDKH HAGMIONEHHETO HA CHOTHOLIEHHETO TION3
NEKAPCTBCHHA TIPOAYKT. OT MeAMITHHCKHTE CNIEHMATHCTH Ce H3HCKBA Aa choOniapar B

nexapcTeara, yn. ,.Jiaman I'pyes” Ne 8, 1303 Codpus, ren.: +35928903417, yebe

49 Hpeaosupane
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TlocTMapkeTHHIrOBHTE MPOYYBAHHKS I0KA3BAT, Y€ IPEAO3RPAHETO Ha BerTadakcun ce Habmonasa
MPeHMHO B KOMOHHALHA ¢ ANKOXOM W/TH JPYTH JEKAPCTBEHH NPOIYKTH, BIITIOYHTETHO CTy4aH ¢
daranen msxon. Hafi-uecto cro6maBaHuTe CHMITOMH NIPH TIpel03HPAKE BIUTIOYBAT: TAXHKAPANA,
TIPOMEHH B HHBOTO Ha Ch3HaHKe (BapHpaIiH OT CHHAMBOCT JO KOMR), MHIPHA3a, KOHBYJICHH H
noBphiaKe. Jipyry cpobmapani CHMITOMH BIUTFOUBAT eIeKTPOKAPAAOrpadcKy H3MeHeHus (Hamp,
yawmken QT unrepsan, 6eaper 6ok, yasmkes QRS [Bx. Touka 5.1]), kamepHa TaxuKapms,
Gpazukap/Hs, XHIIOTOHHA, CBETOBBPTEXK H CMEPT. CHMITOMH HA TEXKO OTPaBAHE MOTAT Aa Ce MOABAT
NpH BB3PACTHH Cllel MPHEM Ha NPUOTHIMTENHO 3 rpaMa BeHIadaKcHH.

B myGnukysanu peTpocnieKTHRHH NpOy4BaHus ce chobiUaBa, ye NpeJo3Hpane Ha BeHNadakcHH Moke
A3 ce CBBPIKE ¢ MOBHINCH PHCK OT (aTanen WIXOM B cpaBHeHne ¢ Habmonasanmua npu SSRI
AHTHAENPECAHTH, KOHTO 06aye € NMO-HUCHK B CPABHEHHE ¢ PHCKA NIPH TPHLMKIHIHATE AHTHACTIPECAHTH.
EnuaeMHoM0THIHKTE MpOyUBaHHA NOKA3BAT, Y€ NeKyBaHHMTE ¢ BEHIADaKCHH NALMEHTH UMAT 110-
rojiiMa 0GPEMEHEHOCT OT PHCK 33 CaMOYOHITCTBO B CpaBHEHHE ¢ NALMEHTHTE, NeKyBahu che SSRI
CrerneHTa, 10 KOATO yCTAHOBABAHETO HA NIOBHILEH PHCK OT (aTaneH H3XoM Mosxke aa GbIe npunucasa
Ha TOKCHYHOCTTA Ha BEHIA()aKCHH B IPEKOMEPHA 1033, N0 OTHOIICHHE Ha HAKOH XapaKTePHCTHKHA Ha
NeKyBaHHTE ¢ BeHTaQaKCHH NALIHEHTH, He € ACHa,

Ipenopb4BaHo JeueHHe

TexK0oTO OTpaBsHe MOKE 1a HIHCKBA KOMILIEKCHO CIEWIHO JiedeHue H Habmionenue. ClieioBaTenHo, B
cydalf Ha CBMHEHKE 32 MPeJo3MpaKe, BKIOYBAIIO BeHIadakcHH, ¢e npenophysa He3abaBHO [a ce
CBBPIKETE CHC CISLHANHCT WIH KITHHHKA 1O TOKCHKOIOTHS,

Ipenopbusat ce 061K NONTBLPKAMH H CHMITOMATHYHH MEPKH; CHPACYHMAT PUTHM TpsGBa fa Gbae
CTIEACH, a MHIHEHHUTe oKa3aTeNnH Ja GbaaT nabmonaraHH. Ako CHIIECTBYB2 PHCK OT ACTMPALHs, He Ce
Npenopryea Aa ce NpeAU3BHKBA NOBPbINaHe. Moxke Na e Heo0X0nMMa CTOMANIHA IIPOMMBKA, aKO Ce
H3BBPHIBA CKOPO CIIE/| IOEMAHETO WM IIPH CHMITOMATHYHYM nanHeHTH. BrouysaHeTo Ha akTiBeH
BLIJICH CBIINO MOXeE Aa OrpaHn4# a6copGHpaHeTo Ha AKTHBHOTO BeLECTBO. Manko BeposTHO

NpHHY JUTETHATA Uy pe3a, AHAH3a, XeMoniepdy3ua H oOMeHHa TpaHcdy3ng aa Gpaar ot nionsa. He e
M3BECTEH CrelndHYeH aHTHAOT Ha BeHNa(aKCHH.

5, P®APMAKOJOIAYHH CBOMCTBA
5.1 PapMaKoARHAMHYHH CBOACTBA

dapMmakoTepanesTHdHa rpyna: IlcuxoaHanenT iy, aHTHACTIPECAHTH, JPYTH AHTHJAETIPECAHTH,
ATC xon: NOBA X16

Mexanu3rM Ha aelicTere
CwmaTa ce, 4e MEXaHU3MBT HA AHTHACTIPECHBHOTO AeHiCTBHE Ha BeHIAQAKCHH PH XOPATa € CEBP3aH ¢
NOTEHLMPAHETO Ha HEBPOTPAHCMHTEPHATA NEHHOCT Ha LIEHTPAHATa HEPBHA CHCTEMA.
[IpeAKAMHMYHATE NpoyYBAHHA TTOKA3BAT, Ye BeHAA(QAKCHH M HETOBHAT OCHOBEH MeTtabonut O-
nesmeTunseradakcun (ODV) ca nAXHGUTOPH Ha 06GpaTHHA 3aXBAT HA CEPOTOHMHA H HOPAZIPEHAIHHA
H claby MHXMGUTOPH Ha O0paTHHM 3aXBaT HA NONIaMHHA. Bernahakcun u O-neamernnsennadakcun
HaMansaBaT P-aApeHeprudHaTa peakiis NpH XKHUBOTHH, KAKTO cnell €THOKPATHA 033, TAKA H ClIen
XPOHHYHO NIpHNokenue. BeHnadakcHH U HeroBUAT OCHOBEH MeTA0OMMT UMaT cXomHo NelicTBHE Mo
OTHOIICHHE Ha O6PATHHA HEBPOTPAHCMHUTEPEH 3AXBAT U CRLP3BAHETO C PELIENTOPHTE.

Bennadakenn dakTiuecky HaMa aGHHHTET IPH IUTEXOBE KBM MOTBYHH MYCKAPHHOBH, XHCTAMHHOBH
(H1) vnn al-ampenepriayHy pelenTopH in vitro. PapMakonOrHYHATa aKTHBHOCT MO OTHOLICHHE HA Te2H
PELETITOPH MoXe Aa ObAe CBbP3aHa ¢ pasiduHy CTPAHHYHH eheKTH HAOOAaBany NpH OPyTH
AHTUICTIPECAHTH, KATO aHTHXOMHHEPIUYHH, CENaTHBHH H ChPAe4HO-CHAORH. BeHnadax
MoHOaMHUHO-okcHAa3Ha (MAQO) HHXHOHTOpHA aKTHBHOCT.

Cropen naHuu ot in vitro npoy4Banus, BeH1aakcHH € NPAKTHUECKH JIHIIEH OT ad
ONHATHH HITH GEH30HA3CTIHHOBH PELIENTOPH.

Kannnuna edukacHoeT ¥ Ge30macHOCT
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lonemu nenpecHpHH enuzonH
Eduxacroctra a Bennadakcht ¢ He3abaBHO ocBOGONAABAHE NIPH JIEUEHHETO HA FONEMH J€PeCHBHY

€II30/TH & NEMOHCTPUPAHA OT NeT NBORHN-CIICTH, TWiaLie00-KOHTPONMpPAHHE, KPATKOCPOYHH H3MHTBAHIA
¢ MPOARDKATENHOCT OT 4 710 6 ceAMHIH, 3a no3n A0 375 mg/nen. EduxactocTra Ha BeHnadakcHH ¢
YABIDKEHO 0CBOGOXK(aBaHe NPH JICYEHHETO Ha NOJIEMH NIENPECHBHH EMTH30JH € YCTAHOREHA IPH JIBE
TWIane50-KOHTPOTHPAaHH, KPATKOCPOYHH H3C/IEABAHMA C POTRDKHTENHOCT 8 M 12 ceMMLM, KOHTO
BKJTHOYBAT AO3M, BApHpailH oT 75 7o 225 mg/ren.

B e1HO No-IBAroCpoUHo HicaenBaHe, BE3PaCTHH aMOyIaTOPHH NIALMEHTH, KOHTO Ca C6 NORTHAH IIpes
8-ceIMU4HO OTBOPEHO HINKTBAHE HA BEHNA(AKCHH ¢ YABIDKEHO ocRoGoxaasaHe (75, 150 unu 225 mg),
¢a PAHIOMH3HPaHH € LN NPOARIKABAHE Ha TIPHEMA Ha ChIIATa 1032 BEHIAMAKCHH ¢ YITRDKEHO
ocBoboKaBake WIH Mnaue6o, 3a NEPHOA 10 26 CeAMMLM, NIPe3 KOUTO ce CNENIK 33 PELHUIHE.

BB BTOpO, I0-AB1IrocpouHo M3cnenBaue, ebukacHOCTTa Ha BeHnadakcHH 3a NpeBeHLMS HA
PELHHMBHPAIIH ASIIPECHBHH SITH30AH Mpe3 12-MeceueH NepHo/ € YCTaHOBeHa IpH ruiaLe6o-
KOHTPONMPAHO, BOAHO-CINO KIMHWMAO WINMTBAHE IPH EB3pacTHH aMOyNaTopHH NauMeHTH ¢
PELMAHBUPALUM TONEMH [IETIPECHBHH €NU30H, KOUTO €4 Ce NORIAAIH OT JeYEeHUETO ¢ BeHnadakcHH
(100 no 200 mg/neH, npremMaHy 1Ba ITHTH NHEBHO) [IPH NOCIEHHS JENPECHBEH EMH30L.

[eHepanu3upaHo TPEBOXKHO PA3CTPONCTBO

E¢uxacHocTTa Ha BeriahakeHH - KAICyNH ¢ yADKEHO 0CBOOOKAABAHE [IPH JIEICHHETO Ha
FeHEPATH3HPaHO TPEBOXKHO pascTpoiicTo (I'TP) ¢ yeraHoBena Ha 6a3ara Ha Ape 8-ceaMuuHH, nianeGo-
KOHTPOIUPAHH M3NUTRaHHA ¢ GHKCHpaHa fo03a (75 1o 225 mg/nen), enHo 6-MeceuHo, wiane6o-
KOHTPOHPAHO H3CenBaHe ¢ duxcHpana 1o3a (75 no 225 me/nen), ¥ eano 6-mecevHo, nnaneSo-
KOHTPONHMPAHO H3CNe[BaHe ¢ HedHKcupaHa nosa (37,5, 75 u 150 mg/neH) npu BB3pacTHH aMGyIaTOpHH
NalHEHTH.

Borpexu 9¢ uma pauns 3a no-1o0bp edekT B cpaskenne ¢ wianebo npu nHesHa 103a ot 37,5 mg, T4 He
€ TOARKOBa ed)mcacﬂa, KOJIKOTO MMO-BHCOKHUTE JO3H.

Conmanua $oGua

EdukacHocTTa Ha BeHnagakcHH - KaNCyJH ¢ YARDKEHO 0CBOGOKIABAHE TIPH JIE4CHHETO Ha COLIMANIHA
¢obus ce ycraHopsEa Ha Gaszata Ha YeTHPH JBOHHO-CIENH, BKITIOYBALIO NApaNeTHi rpynH, 12-
CeAMHYHH, MHOTOLIEHTPOBH, MNale50-KOHTPOTHPAHH TIPOYYBAHHA ¢ HEGHKCHPAHH JO3M U €IHO,
ABOMHO-CIIANIO, BKIIOYBALIO NAPANIETHH IPYIH, 6-MECesHO, IIane60-KOHTPOHPaHO H3C/IeABaHe TIPH
BE3PACTHH aMOY1aTOPHH MauueHTH. IlaupeHTHTe Ca IpUeManu THesHw AO3W Rapupaiw o 75 1o 225
mg.

Hama nannu 3a no-sucoka edukacHoCT NpH rpymaTa, ipuematna ao3u ot 150 10 225 mg Ha aeH B
CpaBHEHWE C Ipynara, npueMaiia 031 o1 73 mg Ha NeH NPH 6-MeCEUHOTO POyYBAHE.

[Mannuecko pazcTpoAcTBO
Ed¥KacHoCTTa Ha BeHTadakCHH - KANCYJH ¢ YAWIKEHO 0cBOGOXK/IaBAHE [IPH JIEYSHHETO HA MAHWYECKO

PasCTPOHCTBO ce YCTaHOBABA Ha 6a3aTa Ha JIBE JBOIMHO-ClIenH, 12-ceAMHYHH, MHOTOLIEHTPOBH,
TiaLe60-KOHTPOTHPAHH MPOYUBAHHS, B KOHTO ¢4 BKIIOYEHH Bh3PacTHH aMOY/TaTOPHH TalMeHTH,
CTpajaly OT NaHHYECKO pascTPOHCTBO WM aropadobua. IIspeonavanHaTa 1032 IPM NPOYYBAHKATA 33
TIAHIIECKO pascTpolcTeo e 37,5 mg/nen 3a 7 auu. Criel TOBa NalMEHTHTE ca TIOAYYABAIH (HKCHpaHH
AO34 OT 75 win 150 mg AHeBHO MPH €AHOTO NPOYYBaHE U 75 WK 225 mg AHERHO B APYTOTO
IpoyYRaHe.

EduxacHOCTTa e yCTaHOBEHA H NPH €HO NBITOCPOIHO TBOHHO-CIIANO, IWIale60-KOHTPONMPAHO,
BEIOUBAILO MAPAICIIHY TPY NN H3CIeIBate Ha ABIATOCPOYHATA 5e30NacHOCT, ePeKTHBHOCT H NPEBEHLIHA
CNPAMO PEUMIME NPH BL3PACTHH aMOYJIATOPHH NALIMEHTH, KOMTO Ca Ce NOBIHIH OT JICUeHHE,
HEKOHTponHpaHo ¢ ninaneto. IanenTyTe NPOABINKABAT NPHEMa Ha CHIIATA 103 BEHTaAKCHH -
KallCyIH ¢ YABDKEHO ocBoDOaBaHe, KOSTO ca IPHEMaJTH H B Kpas Ha (a3arta Ha JICUeHUETO Ge3
nnauebo koutpon (75, 150 wmk 225 mg).

Enexrpodussonorns Ha cuplieTo
B elHo crieunanHo rofsamo npoyusane 3a QTc npu 3apaBy MHAMBHIH Beunacbalccmi‘
KIMHHYHO 3HAYHMA CTETIeH Ha y/rb/DkaBane Ha QT HHTepBana npy NpunoKeHne Ha §

Aoza ot 450 mg aHeBHO (AaneHa KaTo 225 mg ABa HHTH FHEBHO).
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B nocrmapkerunrosn npoydsanus ca SIIn JOKNAABAHM CTy4aH Ha YARWDKABAHE Ha QTc/TdP u
KaMepHAa apHTMHA 0CO0EHO IIPK NPeOINPAKE HIH NPH NALHEHTH C APYTA PUCKOBH (GaKTOPH 38
yabskaBaHe Ha QTc/TdP (Bx. Touku 4.4, 4.8 u 4.9).

5.2 DapmMaKOKHEETHYRE CROHCTBA

Bennagakcun ce MeTaGonusupa B ronsma cTened, NPeIHMHO 10 AKTHBHHA metabonur, O-
AeameTwiBennadaxcun (ODV), Cpennure + SD nnasmess nomy>xusotu Ha Beriadakcus 1 ODV ca
CBOTBETHO 512 waca 1142 uaca. KonueHTpauwmte Ha sernadaxcur 1 ODV B cTabWiHO cheTOAHHE e
AOCTUraT B paMKHTe Ha 3 IHH OT 3aI104BAHE Ha TEPANHA ¢ MHOTOKPATEH IIepopateH IPHEM.
Bennadakcud 1 ODV noxassar iMHeHHA KMHETHKA B pAaMKHTe Ha JI03H, BAPHpaLDM OT 75 mg 1o 450 mg
JHEBHO.

Abcopbups

Haii-manko 92% oT enHoxpaTHaTa 103a BeruladyakcHH TIpUeTa Npes yeTata ce abeopbupa. AGComoTHATa
6HoHANHIHOCT Ha BeHIadakcHH € oT 40% Io 45% nopaau mpecucTeMuus MetabonuasM. Cnen
npuoxkeHue Ha Benakcit ¢ neaabasHo 0crOGOMKIABAHE, BBPXOBH [U123MEHH KOHHEHTPALHH Ha
BeH/IaQakciH M HeroBHs akTHBeH Metabonut ODV ce NOCTHTaT B pAMKHTE Ha NPHGITH3MTENHO 2 H
CboTBeTHO 3 vaca. Cnep npunoxente Ha Benaxkcus ¢ yawmxeno ocoboKaasane, BBPXOBH MNA3MEHH
KOHLIEHTPALHM Ha BeHTa(haKCHH H Heroeus akTHBeH Metabonur ODV ce nmocTurar B paMKHTe Ha
npubimasnTenHo 5,5 u croTBeTHO 9 Yaca. Ipu Nprnarate Ha paBHU J03H BeHTahaKCHH Hox dopmata Ha
Tabnetxa ¢ He3abarHO OCBOGOKIABAHE WM Ha KaNCy/a © YILIDKGHO 0cBoDOK1aBaHE, Kancynara ¢
YABIDKEHO OCBODOKNaBAHE OCHTYpPABA NI0-0ABEH TEMII, HO CHILATA CTEMNEH Ha aGcopBLIA KaTo TIpH Ta3u
Ha TabneTkaTa ¢ He3abarHO ocBOGOMIaBaHe. XpaHaTa He OKa3Ba BIMAHKE BHPXY GHOHATHYHOCTTA HA
sennadaxchy u ODV,

PasnpenencHne

Bennabakcun 1 ODV, B TepaneBTHYHN KOHLIEHTPALHH, ¢2 MEHHHMAIHO CBBP3aHH ¢ YOBEIIKHTE
TUTa3MEHH MPOTeHHH (27% U pecnekTHBHO, 30%). O6GeMbT Ha pasnpesencHHe 3a BeHIapaKCHH B
cTabWIHO ChCTOSHHE € 4,4+1,6 L/kg cnien MHTpaBeHO3HO NPHIOkKEHVE.

buorpancdopmanus

Bennagakcun ce MetaGomu3upa B ronama CTENeH B YepHUA Apod. In vitro W in vivo MacHenBaMus
MOKA3BAT Ye BeH/Ia(akcHH NOANEKH Ha GHOTPaHC(OPMAHS IO HETOBHSA OCHOBEH AKTHBEH MeTal0IHT,
ODV - nponec, katamuzipad ot CYP2D6. In vitro W in vivo M3cieNBaHMs NOKA3BAT, Y& BeHJadakcHH ce
MeTabonH3Kpa 10 BTOPOCTENEHeH, Mo-¢iabo akTueeH MeTaGoauT N-peameTrnBewadgakcuH - npouec,
katanusdpad ot CYP3A4. In vitro u in vivo H3cneIBaHus NOKa3BaT, ye BentadakcHH € cnab
nexuburop na CYP2D6. Bennadakcun ne unxubupa CYP1A2, CYP2CY, wim CYP3A4.

EnumunHpane
BeHnnahakchH u HeroBuTe METabO/IMTH EKCKPETHPAT NpeIHMHO 9pes 6GuOpeltTe.

Oxone 87% ot no3ara eeHiadakCHH ce YCTaHOBSBA B YpHHata cren 48 uaca karto HENpPOMEHEH
BeHTIa(akcHH (5%), Hecerpsan ODV (29%), cebpsan ODV (26%) Wi 1pyTH BTOPOCTENEHHH
MetabomuTH (27%).

Cpennure £ SD nnasMenn KIHpBHCH B cTAGHITHO CHCTOSHHUE HA BeHNadakcHH 1 ODV ca 1,3+0,6
L/h/kg n pecnexrusHo, 0,4+0,2 L/h/kg.

CreuyanHH nonyaaitiy
Bvspacm u non
Br3pactra H nona Ha cy6eKTa He BAHAST 3HAYATEIHO Ha GApMaKOKHHETHKATA Ha peHnadaxcHu g ODV,

CYP2D6 6vpsu/basnu memaboruzamopu
IInasmeruTe KOHNEHTpaLMK Ha BeHiadakcHu ca no-sucokd npe CYP2D6 Gapuau
OTKOJIKOTO IpH 6bpau meTaGomuzaTopu. Thit kato obmara excrosumms (AUC) Ha
€ cxoaHa NpH Gbp3uTe 1 6aBHE MeTaboNH3ATOPH, He € HEOGXOTHMO Aa CE YCTAHOR
PEKHMH Ha TIPHEM Ha ZIO3MTE 33 TE3H JBE IPYIM.
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Yeproopobro yepescdane

Ipu unnweran kiac A (nexo yepHOAPoGHO YBpexkaare) H Kiac B (cpemHo yepHOApoSHO YBpeKaaHe)
no Child-Pugh, nomyxusotute Ha Bernadaxcun 1 ODV ce yALIDKABAT B CPABHEHHE ChC 3ApaBH
uHAuBHH. OCIMAT nepopanieH KIMPHHC H Ha BernadakcuH, U Ha ODV e nonmxken. OTueTeHa e
FOJIAMA CTENEH HA BAPHPAHE MEXIY PATIMYHATE HHAMBKHIY. CHINECTBYBAT OrPAHMUCHH JIAHHM 33
NALMEHTH ¢ TEXKH YepHOAPoOHM yRpexkaaHua (Bx. 1. 4.2),

Evbpeuno yspescoane

Ilpy naryenTH Ha AKaTM3a ETHMHHALHOHHHAT NOMYKUBOT Ha BEHNADAKCHH € YIBIBKEH ¢ 0KoNo 180%,
4 KIIMPBHCBT C€ MOHIDKABA ¢ OKOMO 57% B CPaBHEHHE CBC 31pPaBH UHAHBHIH, TOKATO
CITHMUHALMOHHUAT HOMYXHUBOT Ha ODV ce yntsikaBa ¢ okono 142%, a KIHPLHCHT ce NOHHKABA C
okono 56%. Heobxomumo e na ce KopUrupar Jo3uTe Ha MALMENTH C TeXKU OLOpeTHU YBpEeXAAHHA H
TIPH HALMEHTH, HYyKAACUIH CE OT XeMoaHanu3a (Bx. 1. 4.2).

53 Iipepxnannann panHy 2a Ge3onacHoCT

WznuTBanmaTa Ha BeHIA(haKCUH NPH IUTbXOBE ¥ MHIIKH HE CBUETENICTEAT 34 KaHIEpOTeHe3a.
BennadakchH He ce NpoABRSRA KATO MyTATEHEH B LIMPOK CIIEKTBP OT int Vilro H if vivo M3NHTBaHKA.

Tpys uzcrienBaHHATa BHPXY KHBOTHH BB BPB3KA C PENPOLYKTHBHATA TOKCHYHOCT € YCTAHOBEHO, 4e
TIPH [UTLXOBETE Ce HaG/oAaBA HAMATICHO TETVIO HA HOBOPOAEHOTO, NIOBHIUABaHE HA GPOS MEPTBO
POACHH IUTHXOBE M MOBHILIABAHE HA CMBPTHOCTTA Cpell HOBOPOLEHKTE Mpe3 ITbPBHTE S5 THH Ha
nakrauusTa. Ipuannata 3a nogo6Ha cMBPTHOCT e HenaBecTHa. Tesd peakunu ce Habmoaasart npa 30
mg/kg/neH, KOETo NpeRNINaBa 4 METH THEBHATA 1034, IPUEMaHa OT xopa - 375 mg rernadakcun (Ha
basa mg/kg). Jloata, K0ATO He NPEIM3BAKBA PEAKLMH NIPH TE3H NpOY4BaHua, € 1,3 muTH Haj Jq03aTa,
npHiaraHa np xopa. [[oTeHuHa HHAT pHCK NPH XOPATa He € H3BeCTEH.

HamaneHa penponykrtusna cnocoGHocT € HabMoaaBaHa NpH MPOYHBAHe, B PAMKHTE Ha KOETO MBKKH H
KEHCKH MIBX0BE ca TperHpanu ¢ ODV. TlpH Toea nevenne nosara e npeprasana NpHOAH3HTEIHO |
A0 2 nbTH A03aTa Ha BeHnadakcHH oT 375 mg/neH, npunarasa npy xopa. 3HaueHHeTO Ha MOAOGHO
OTKPHTHE 3a XOpaTa He € ACHO.

6. PAPMAHEBTHYHHU JAHHHA
6.1 CnHcbK HA TOMOMEATE BeNeCTBA

Benaxcan 37,5 mg TBbpAH KANCY/IH ¢ YIB/BKEHO OCBOGOKAABARE
HETy/103a, MHKPOKPHCTATHA

HaTpHEB XJIOpU

ETIWIHETYJIOA

TaJIKk MHKPOHH3HPAH

JMMETHKOH

KaJIHER XJIOPHI

KOTIOBHIIOH

CHIHLIMER JHOKCHI KOMoHAeH Ge3BoaeH

KCAHTAaHOBa r'yMa

IKBIT KeseseH okeny (E172)

Kancynna o6eneka: CONI-SNAP-3 TBbp/a sKelaTHHOBA Kancyia
JKenatuH, xwuit xenesed okcua (E172), numurokapmun (E172), eputposns (E127), TuTaHo,
(E171).

Besaxkcnn 75 mg TELPAH KANCYJIH ¢ YAB/KEHO 0CBOGOXKIABAHE

LETYyN103a MHKPOKPHCTAIHA Z T ,
HATPHER XJIOPH], 2 Ry
€THITHENY 1032 N ﬁé‘.!/
TANK s

R Ty . Gv}=\\
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AMMETHKOH
KaJlHeB XJIOpHA

KOHOBHAOH

CHIIMIHEE JHOKCHA KOJIOHAeH Ge3BoieH

KCaHTaHOBA r'yMa

XBIT keNe3seH okcua (E172).

Kancynna o6snpka: CONI-SNAP-2 TRBpaa *enaTuHOBa Kancyna

Kenatun, xbnt xeneser oxcua (E172), uepren senezen okcua (E172), THTAHOB AHOKCHA (E171).
Benakcan 150 mg Tenpay Kancyan ¢ yapaaKeHo ocBofoxIaBane

LeJTy;103a MHKPOKPHCTAIHE

HaTPHEB XJIOpH]

CTHILETYI03a

TaJIK, MBKPOHH3ZHPAH

JAUMETHKOH

KaJIHEB XJIOPHI

KOMOBHIIOH

CHIIMLHEE JHOKCHA KOJIOHOEH Be3roneH

KCAHTAHOBA T'yMa

KBIIT JKeJe3eH okcua (E172).

Kancynua o5supka: CONI-SNAP-OEL TBbpaa xeaTHHOBA KANCY/a

HKenatuH, ket xenesen okcun (E172), uepbet xenezen okcnn (E172), THTaHOB AHOKCHN (E171).

6.2 HecuEMecTaMocTH

Henpunoxumo.

6.3 Cpox na roagnoct

5 ropunu

6.4 CnenHaHA yeT0BHE HA ChXpaHenHe

Jla ce cexpanaBa mog 30°C B OpHrHHATHATA ONIAKOBKA, 32 /1 C€ IPEATNA3H OT BIara.

6.5 Bua H chIbpKAHME HA OHAKOBKATA

Benakcnn 37,5 mg TBEpAA KaNCyan ¢ yan/BkeRo ocBoGoMaABAHE
28, 30 unu 56 kancysu e 6auctep ot PVC/PVAC//anmymunneso oo 1 BBHIIHA KapTOHEHA KyTHA.

Benakcun 75 mg TRBpAN KAACYIH ¢ YALIDKEHO 0cBOGOKAABAHE
28, 30 unu 56 xancymm B Gnuctep ot PVC/PVAC//amyMunueso honmo U BLHIIHA KapTOHEHa KyTHS.

Besiakcnn 150 mg TBLPAN KANCY/IH € YAB/DKEHO 0CBOG0OXKIaBAHE
28, 30 unu 56 xancymu B Gavctep or PVC/PVAC//anymunneBo honuo W BbHIIHA KapTOHEHa KyTHA.

6.6 Cnenuannu npeana3ny MepKn HpPH HIXBLPJISHE H paGoTa

Hsma cnenmaniu H3HMCKBaHHS.

CBOTECTCTBHE C MCCTHHTE H3HCKBAHHA.

7. IIPHTEXATEJ HA PABPEIIEHMETO 3A YIIOTPEEA

Egis Pharmaceuticals PLC
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1106 Budapest, Kereszturi tit 30-38.

VYurapug

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Benaxcun 37,5 mg TBBpAN Kancynu ¢ yAbIDkeHO 0cBoGOaaBane: Per. Ne: 20070054

Benakcun 75 mg TBLpAM Kancyid ¢ yakiDkeno oceoboxaapane:  Per, Ne: 20070055
Benakcuu 150 mg TBBpAM Kancynu ¢ yabmkeno ocBoGoxaarane; Per. No: 20070056

9. AATA HA ITBPBO PA3PEIIABAHE/ MOJHOBSIBAHE HA PAIPEIMIEHHETO 3A
YNNIOTPEBA

Hata na mepBo paspemasaHe 3a yrnotpeba: 13.07.2007 r.
Jara Ha nocnegHo nogHoBsBaKe: 29.05.2015 .

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

Anpun, 2023 r.
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