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1. UME HA IEKAPCTBEHHUSA NMPOAYKT

BenaxcuH 37,5 mg TBBbpAK Kancyiu ¢ yabNKeHO 0CBODOX1aBaHe
Benakcun 75 mg TBBPAM KANCYMM ¢ YABKEHO OCBOOOXKAaBaHE
Benakcun 150 mg Tebpay Kancynu ¢ yabmkeHo ocsoboxaaBaHe

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

2. KAYECTBEH U KOJIMUMECTBEH ChCTAB

BenakcuH 37,5 mg T8bpAM KANCYU € YABLIMEHO OCcBODOKAABAHE
37,5 mg sennadakcHH (venlafaxine) (kato 42,42 mg BeunadakcuH xuapoxnopui / venlafaxine
hyvdrochloride) BbB BCAKA TBbPAA Kancyna ¢ yabaxeHo ocBoboxaaBaHe.

Benakcud 75 mg TBLPAM KANCyJIv ¢ YABIKEHO OCBODOXKAARAHE
75 mg seunadaxcut (venlafaxine) (karo 84,84 mg senHnadakcuH xuapoxnopua / venlafaxine
hydrochloride) BLB BCAiKA TBbPAA Kancyna ¢ yabaxkeHo oceoboxaanaHe.

Benakcud 150 mg TBbpAK KAOCYJU C YABIKEHO OCBODOKAARAHE
150 mg seunagaxcuH (venlafaxine) (karo 169,68 mg BeHnahakcHy xpuapoxyopua / venlafaxine
hydrochloride) BB BCAKA TBBPJIA KAIcyia ¢ yAbJxeHO 0cBOOOXK 1aBaHeE.

[ToMOLIHM BELWIECTBA C M3BECTEH EEKT

Benakcud 150 mg TBBPAM KANCYNH C YABIKEHO 0cBOOOKAABAHE ChABPXKAT 36 MI HATPUH HA Karficya
(BX. TOUKa 4.4),

3a MbAHMA CIUCHK HA NOMOLIHNTE BEUIECTBA BHXKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA

Tebpaa Kancyna ¢ yaLIXeHO OcBobOX naBaHe

Benakcut 37,5 mg TBbpAM KAniCyad ¢ YABIMKEHO OCBOOOXKI1aBaAHE
TRbpAY KETATUHOBY KallCyay pasMep 3 ¢ Henpo3payHa OpaH)KeBa U Npo3payHa Oe3UBeTHA YacT, KOUTO
BkatouBat 109,55 mg oxpeHO-xbaATH 00BUTH U Benu HEOOBUTU nelieTH. JuaMeTspbT Ha Kancyrara e

npudnuaurento 18 mm.

BesiakcuH 75 mg TBbPAM KANCYAH € YIBJKEHO ocBofoXK1aBaHe
TBbPAM KEJATHHOBM KATCYJIM PA3MEP 2 C HEMPO3pauHa Y€PBEHA Y Npo3payHa 0e3UBEeTHA YacT, KOWTO
Bkaoysar 219,08 mg, oxXpeHO-%KBaTH 0OBUTH U Benu HeoOBUTH nesteT. JlnaMeTspbT Ha Karcynara e

npubnuszuTesHo 18 mm.

Benakcul 150 mg TBBpAM KANCYJIU € YABDKEHO 0CBODOX 1ABAHE
Tebpan KenaTHHOBH karicynu paimep OEL ¢ Henpo3spayHa yepBeHa v npo3padyHa 0e3UBETHA HacT,

KOUTO BKITIOYBAT 438,15 mg oxpeHo-xbilTH 00BHTH ¥ Denn HeOOBUTH nenetTu. JJHaMeTsLpbT Ha
kancynara e npubnusntenHo 18 mm.
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4.1 TepaneBTHYHH NOKAIAHUS

JleyeHue Ha roeMu NENPecUBHH erU30aM.

[TpenoTBpaTsiBaHe HA PELUMAMB HA MOJIEMH AEMPECHUBHU €TIM30AM.
Jleuenue Ha reHepanu3MpaHo TPEBOXKHO PA3ICTPOHCTBO.
JleyeHue Ha COLHAIHO TPEBOXHO pasCTPOHUCTBO.

JleueHue HA NAHUYECKO Pa3CTPOHCTBO ¢ uny 6e3 aropagodus.

4.2 03 poBKA M HAYHH HA NPHJI0KEHUE

Jo3upoBka

[‘onemMu genpecuBHU enu3oau

[MpenopsuBaHaTa HauafHa 1032 BeHNadaKCHH C YABHKEHO 0CBODOXKAABAHE € 75 mg, npHemMaH BEAHbX
AHEeBHO. [TauMeHTH, KOUTO HE pearypaT Ha HavajiHaTa 403a OT 75 mg Ha JieH MOraT aa ce NOBAUSAT OT
yBE/IMYABAHMA HA 103aTa A0 A0CTHIraHe Ha MaKCUMallHaTa 103a OT 375 mg Ha A€H. Y BEJIMYCHHATA HA
A03aTa MOraT 1a ObJaT OCbLIECTBABAaHK NP3 ABYCEAMHUYHHU HIM NO-AbATYM HHTEPBaNU. B cayuai ue ¢
KJIMHUYHO NOKA3aHO NOPanau TEXECTTa HA CUMITTOMUTE, 1034Ta MOXKE /14 C€ YBEIMUABA MPE3 NO-4ECTH
WHTEPBANH OT Bpeme, KOWTO 00aue He morat /1a HbaaT no-KpaTky OT 4 AHM.

[opaau pycka OT 4030-3aBUCHMMH HeXenaHu peaklny, yBelMuaBaHeTo Ha Jo03aTa Tpabsa na ce
npeanpueMa eAMHCTBEHO Cilell KIMHWYHA npeleHka (Bx. T. 4.4). TpaOBa aa ce 1aBa HaW-HUCKATA
epeKTUBHA 1034,

[TauveHTHTEe TPAOBA N1a Ce JIeKYBaT B NPOABIKEHHE HA JOCTATbYEH MEPHO/ OT BpeEME, OOUKHOBEHO
HAKOJIKO Mecela WK Mo-ALiaro. Jleuennero Tpsbpa na ce npepasrnexia pe1osHo, B 3aBUCUMOCT OT
BCEKH OTAeNeH ciyyail. JleueHue ¢ no-auasr CPOK MOXE Ja € NOAXOAALLO ChULO 1 38 NPeoTBpaTABaHe
Ha peuunaMB Ha roaemu genpecusnu ennsonu (I JIE). B noseueto cnyyau, npenopbusBaHarta A03a 3a
npeaoTspaTsaBaHe Ha peunaus Ha ['/IE e cbiliaTa kaTo npunaraHara CripiMo HacTOALMA €130,
AHTHAETIPECUBHUTE JIEKAPCTBEHU NpoAYKTH TPsOBa A2 ce pUEMAT B NPOALIKEHHE Ha HAH-MANIKO
liIeCT MECeLa C/IeA HACTBLIIBAHE HA PEMUCHAR.

[eHepanu3npaHo TPEBOXKHO PascTPOHCTBO

[TpenopruBaHaTa HauanHa 0033 BeHNadakCHH ¢ yaAbDKEHO ocBoOOKAaBaHe € 75 mg, NpHEeMaH BEAHDXK
nHeBHO. [TauneHTH, KOUTO HE peardpar Ha HavyajHaTa a03a OT 75 mg Ha AcH, MOraT [a Ce NMOBJUSAAT OT
yBEJIMUEHUS Ha 103aTa 10 A0CTUIraHe Ha MaKCMMAatHaTa 1032 OT 225 mg AHEeBHO. Y BeIHUEHHUATA Ha
103aTa MOraT a ¢€ OChLIECTBABAT NPe3 ABYCEAMUUYHN UNH NMO-ALATY UHTEPBANY OT BpPEME,

[Topaau pucKa OT 4030-3aBUCHMU HEXENTAHKW peaklinu, yBEIMUaBaHeTo Ha fo3aTta TpadBa aa ce
rnpeaAnprHemMa eIMHCTBEHO Chel KJIMHUYHA ripeueHka (Bx. 1. 4.4). Tpadsa na ce naBa HaH-HUCKATA
ed)eKTHUBHA 1034,

[TauneHTHTE TPAOBA 1a CE NEKYBAT B MPOABIKEHHE HA JOCTATBYUEH NEpUOA OT Bpeme, OOMKHOBEHO
HAKOJIKO Mecela Uiy no-abnro. JleueHvero TpabBa aa ce npepasrnexia peaoBHo, 3aBHCUMOCT OT

WHAUBUAYATHUA Cyyan,

Counanna gobus
[IpenopbuBaHaTa HavanHa 103a BeHaahakCeHH C© YabIDKEHO 0CBODOKAaBaKe € 75 mg, NPUEMAH BEAHBXK
nHeBHO. HAma nokazarenctea, 4ye ro-BUCOKHUTE J03M AOTIPHHACAT NO-roaama nosa.

O0aue, npu OTACIHM NALUEHTH, KOMTO HE pearupar Ha NbpBOHAYaHaTa 103a OT 75 mg Ha AeH, MOXE
na ce obmucnu ysenduasaHe A0 JOCTHIaHe Ha MakCHManHara 103a oT 225 mg Ha AeH. Y BejmyeHusaTa
Ha 403aTa MOraT 1a ¢€ OCbLUISCTBSBAT NPE3 ABYCEAMUUHNK WY NO-ABATH HHTEPBal OT BpeEME.
[lopaayu pucka OT 0O30-3aBUCUMHM HEXEAaHN PeaKUWK, yBENMHaBaHETO Ha Ao3arta TpsAbBa aa ce
npeanpyeMa eqIMHCTBEHO CNEA KNMHUYHA npeueHka (BX. T. 4.4). Tpadsa na ce naBa Hait-yYuexE
epeKTUBHA 1034a. )
[TauneHTHTe TPAOBA Ja CE€ NEKYBAT B NPOABLAKEHHUE HA NOCTATHUEH NMEPHOA OT BpEME, QR¥
HAKONKO MECela WiIN No-Ibaro. JleyeHneto TpabBa na ce npepasriiexia penosHo, B FHEC Ml
MHAMBUAYATHUA Cyvuail. % 4
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[laHKWuyecko pa3CTPONCTBO
[TpenopbuBa ce A03a OT BeHJahakCHH ¢ yab/bkeHo ocpoboxaasaHe ot 37,5 mg AHEBHO 1a Ce NpHeMa B

NPOALJIKEHUE HA 7 [AHU.

Briocneacteue no3ara ciaeaBa Aa ce yBeaudd 10 75 mg Ha sneH. [laliMeHTH, KOUTO He pearupar Ha
npueManara 403a OT 75 mg Ha AeH, MOraT 2a ce NOBNUAAT A00pe OT yBEIMUeHMs Ha 103aTa 10
OOCTHraHe Ha MaKCUManHaTa 1033 OT 225 mg Ha fieH. YBenUueHWATa Ha A03aTa Morar fia ce
OCBILUECTBABAT Npe3 ABYCEAMHUYHMW UK NO-AbJrd UHTEPBaNK OT BPEME.

[Mopaan pucKa OT A030-3aBHCHUMHK HEXENaHW peakllvu, yBelM4aBaHeTo Ha go3aTa TpsbBa na ce
npeanpueMa eAMHCTBEHO Cel KIWHUUHA npelenka (8x. T. 4.4). Tpsadsa 12 ce n1aBa Hak-HUCKaTa
eQeKTUBHA N03a.

[ManueHTUTe TPAOBA N2 C€ JIeKYBAT B NPOABJIKEHME Ha JOCTATLUEH NEPHOA OT Bpeme, OOHKHOBEHO
HAKONKO Mecella Wiax No-abvare. JleyeHHeTo TpadBa aa ¢ce npepasriexia peAoBHO, B 3aBUCUMOCT OT
WHAWBUAYANHUS Cayyai.

Crapyecka BL3pacT

He e HeoOxoaHMa KOpeKLMA Ha A03aTa BeHNnadakCHH CaMO Bb3 OCHOBA Bb3PACTTa Ha NatMeHTa.
TpsbBa obaue na ce NOAXOAM NPeana3NUBo KbM JIEHSHHUETO Ha NaLMEHRTH B CTapUecka Bb3pacT (Harp.,
3apajli Bb3MOXKHOCTTA OT ObOpeyHo yBpexaaHe, NOTEKUNATHUTE NIPOMEHRH B UYBCTBHUTEHOCTTA K
aMHUTETA KbM HEBPOTPAHCMUTEPHTE, HACTHITBALLM NpH ocTapasaHe). TpsabBa BUHAM & Ce npHnara
Hali-HKCKaTa eEeKTUBHA 4033, 2 CbCTOSHMETO Ha NauMeHTUTe TpPsihBa BHHMMATENIHO fa ce Habnioaasa,

korato € HeoOXoAMMO NoBULLABAHE Ha [03aTa.

[IpemHHaBaHE QT Apyra nekapcTpeHa gpopma

[TauveHTH, nexysadu ¢ TabneTky seHnadakcuH ¢ HezabasHO OCcBODOMKAaBaHe, MOraT Aa NPEMHHAT KbM
pyMeM Ha Kancyiu BeHNapakcuH ¢ yabIKeHO ocBoOMKAaBaHE, ChaAbpXKalK Hal-6nun3kara
eKBMBaleHTHa AHeBHa n03a. Hanpumep, Tabnetkure BennadakcHH ¢ HezabaBHO ocBoOOWAaBaHe OT 37,5
Mg /1Ba ITbTH JHEBHO MOTAT Ja C& 3aMEHSAT C Kancyu BeHnadakcyH ¢ yabixeHo oceobomaaBane ot 75
Mg BEAHDBLX AHEBHO. MOXe 12 ¢ HANOXAT HHANBUAYAITHY KOPEeKLUW Ha do3aTa.

IHeduampuuna nonviayus

[TpunoxeHWeTo Ha BeHNadakChH He ce NpenopbUBa NMpy A€Ua W IOHOLLH,

KOHTpONUPAHUTE KNTHHUYHY U3IIUTBAHUA, NPOBELEHH € Jeua U KOHOIUH C roNsiMo AeNpPeCHBHO
pa3CTPONCTBO HE ca Nokasaln epUKacHOCT W He MOAKPENST NPUIaraHeTo Ha BEHNAQaKCUH npu Te3un

nauveHTy (Bx. Toukn 4.4 u 4.8).

EdbuxkacHocTTa ¥ 6€30NnacHOCTTa Ha BeHNa(hakCHH 110 OTHOUIEHWE HA APYTH NOKa3aHMs, [PoABEBalln ce
Npy Aeua v IHOWHM 1104 18-roaMiiHa BL3pacT He ca YCTAHOBEHM,

HepHoapoOHO yBpexaaHe

[Tpy naUMEHTH C IEKO U YMEPEHO HEPHOAPOOHO yBpEXKAaHe, No NPUHUKI TpsOBa Aa ce oOMuUCaH
HamansasaHe Ha aozara ¢ 30%. [Nopaan HHAWBUAYANTHUTE BapyMauMu B KIKMPLHCE, obade, € XMEenaTeHo
A03aTa Aa ce onpeaens HHAXBHYATHO.

ChbLUeCTBYBAT OrpaHH4eH! JaHHH 3a NAalLMeHTH ¢ TEXKY HepHoApobHu yBpexaanus. [lpenopuuna ce
NOBHUILIEHO BHUMaHUE U TpaOBa aa ce oOMUCH RaMansaBaHe Ha fJ03ata ¢ nosede ot 50%.
[ToreHuManHaTa nos3a Tpabsa aa ce NpeLeH CrpsMo PUCKaA MPH NALIKEHTH C TEXKO 4epHOAPOOHO
yBpexaaHe.

buOpeuHo yBpexaaHe

Bonpeku ue He € HeoOX0aKMMa NPOMSIHA B JO3MPOBKATA [TPU NALKUEHTH ¢ FAOMepYJiHa pUATpauus
(GFR) Mexay 30-70 ml/min, creasa na ce noaxoAu BHUMaTeNHO. [1py NaukeHTH, KOUTO Ce HYXIaAT OT
XEMOANANM3a U NALUKERTH C Texku 6bOpeunn yapexaanus (GFR <30 ml/min), nozara Tpabsa na ce

AKEJIATCITHO 003aTd Aad CC ONpeac/ia HHOAWBUAYAITHO.

CUMIITOMH HQ OTHEMaEHE [MpH TMPEKBLCBAHE Hd NCHCHUHETO C BEHJTHd_JE'lKCHH




TpsOBa na ce u3barsa pa3ko npekbeBaHe Ha neveHueTo. [1py crnupaHe Ha eYeHHeTo ¢ BEHNA(aKCHH,
ao3arta TpaOBa Aa e HAMaJIsiBa MOCTENEHHO B MPOAbLIKEHUE HA NOHE ABE CEAMHLIH, 3a fa CE HAMaNN
PUCKa OT peakLMM Ha OTHeMaHe (Bx. Touku 4.4 n 4.8). Bruripexku ToBa, neprobT OT BpeMe, HeOOX0ANM
33 TUTPHPAHE U CTENEHTA HA HAMATIRBAHE HA J103aTa, MOXE Aa 3aBHCAT OT KOHKPETHATA 1034,
MPOILDKUTENHOCTTA Ha TEPAlMATa U OTACTHUS NALUEHT. [IPH HAKOMW NALKEHTH MOXKE 4a CE HAIIOKU
MOCTENeHHO, MHOIo DABHO NpEeKpaTABaHE HA AEHCHUETO B NPOIbMXKEHUE HA Mecelr Wiy rnoseue. B
CNy4yait ye PL3HUKHAT TPYAHO MOHOCHMMHU CUMITTOMHU CNEA HAMANISBAHE HA 103aTa UIIH [1PH
NPeyCTAHOBABAHE HA IEUYEHHUETO, MOXKeE 1a ce OOMUCK MTOIHOBABAHE HA MPUEMa Ha NPEeANUCBAHATA 10
MOMEHTA A03a. BnocneacTBue, nexkapaT MOXe d NpoAb/XKM 1a HaManspa 103aTa, HO 1O-[MOCTENEHHO.

HaynH Ha NpUITIOKEHHE

3a NEpOpanHoO NPUIOKEHUE.

[MpenopLYUTENHO € KancyauTe BeHsiadakcuH ¢ yabKeHO 0cBoOoxkaaBaHe 1a 6b4aT NPHEMAHH C
XpaHa, NPUOAUIUTENTHO 1O eHO U CbH10 Bpeme Bceky aeH. Kancynure Tpabea na 6baat nornsuiaHu

el ¢ TEYHOCT, 0e3 ta 6baar pasnensiHu, CMaUKBAHKM, CALBKBAHY MIIHM PA3TBAPHHH.

Kancynure seHAadaKCHH ¢ YALAKEHO OCBOOMKAaBAHE ChbALPKAT cheponsm, KouTo 0aBHO
0cBOOOKAABAT IEKAPCTBEHOTO BEUIECTBO B XpaHOCMUNATeNIHMA TpakT. HepasTeopuMaTa 4acT OT Te3y
cheponay ce oTnena v moxe aa Onre oTkpuTa BLB deleca.

4.3 [IpOoTHBONOKA3aHUA

e (CBpPBbXUYBCTBUTEIHOCT KbM AKTHBHOTO BELLECTBO MM HAKOE OT NOMOLUHUTE BELIECTBA, U30POEH!
B TOYKa 0.1,

» EIHOBpeMEHHOTO NeueHue ¢ HeoOPATUMH MOHOAMUHO-OKCUAA3HY (MAQ) uuxnburopu e
MPOTHBOMNOKA3aHO NOPaaAN pUCKa OT CEPOTOHHHOB CHHAPOM, NTPUAPYIKEH OT CUMIITOMH KaTo
Bb30ya, TPEMOP U XHUIIEPTEPMHUS.

He TpsbBa aa ce 3ano4sa NbPRBOHAYANHO JICUEHUE ¢ BEHAAMAKCHH NOoHe 14 nHY cnex npexkpaTasaHe
Ha JieyeHHETO ¢ Heobpatum MAO uuxuduTOP.

[IpeMBbT Ha BeHnagaxkcuH Tpsabea ga Obae NPEyCTAHOBEH 38 MUHUMYM 7 JHM Npeiu 3aMo4uBaHeTO
Ha fieueHue ¢ HeoOpaThM MAQO nHxHOUTOP (BXxK. TOUKK 4.4 1 4.5),

4.4 Cneuua/iHy npeaynpex/ieHns M rpeanaiiyd mepxKuy npu ynorpeda

[lpeno3upane

[lanvenTHTe Tpabea na 6baaT NOCHBETBAHYM Aa He ynoTpeOsBaT ankoxos, UMaitky npeaBna HEroBHTe
etexTH BepXy LIHC v noTeHunana 3a KAMHKWUYHO BIOLIABAHE Ha NICUXHATPUYHU ChCTOAHMUA, KAKTO U
MOTEHLMANA 33 HEXXeNaHH B3aUMOACHCTBUA ¢ BeHaadakcyH, BkaounTento noruckawm LIHC edextu
(Bx. Touka 4.5). Crod1uana ce 3a npeao3upaHe ¢ BeHnadakCcuH NpeauMHO B KOMOHHALIMA € aTKOXON

W/ WKW Apyry 1eKapCTBEHH MMPOAYKTH, BKAKOUWTENHO clyuyaun ¢ gataneH uixoa (Bx. Touka 4.9).
PeuentrTe 3a BeHnadakcyy Tpsadea na 6baaT 3a Hal-MaJIKOTO KOJIMYECTBO OT JIEKAPCTBEHNS NPOAYKT,
CBHOOPpa3eHO € NMOAXOLALIMTE IPHXKH 32 NALIMEHTA, 3a Aa CE€ HaMaJlk PUCKa OT Npeno3upaHe (BUIKTE TOUKA

4.9).

CamMoyQOUIACTBO/CYHUMAHN MHUCIW WJIM KTMHHYHO BAOLLIABAHE
Henpecusara ce ¢cBbp3Ba € NOBULLEH PUCK OT CYULIMIAHM MUCIIH, CaMOHapaHaBaHe ¥ caMOyOUACTBO
(cbOUTHA, CBBP3aHH CbC CaMOyOHHCTBO). PUCKDBT ce 3ana3ra 10 HACTLNBAHE Ha 3HaYUMa PEMUCHA. Tbil
KATO 1Pe3 IMbPBUTE HAKOMKO CEAMHULUM Uiy MOBEYE € Bb3MOMXHO Aa HE HacTbiK noaobpeHKe,
nauMeHTHTe TpabBa A2 ObAAT NOANOKEHU Ha BHUMATENHO HADNIOAEHYE 1O HACTLITBAHETO Ha
noaodpenue. Cnopen OOLUMA KNUHUYER OINKUT, PUCKBT OT CaMOYOUHCTBO MOXE 1a C€ NOBULLIY B
PAHHWUTE €TAny Ha Bb3CTAHOBABAHETO.

Jpyru ncuxuuHu 3a00NsaBaHus, NPY KOUTO BeHNadhakCUH ce npeanucea, cbule MoraTt aa 0b
CBbP3aHH C MOBULIEH PUCK OT CLOUTUSA, CBBP3aHU CbC camoyOuicTBO, OCBEH TOBa TE3u 3
morat aa 6baar chueTaHu ¢ FOAAMO QeNPECUBHO pa3cTpoHCTBO. I'1pu neyeHne Ha nauu
MCUXMYHKU HapyLIeHHs TpadBa 4a ObaaT cbOnKoaaBaHy ChUIUTE NMPEANa3HH MEPKH, Ka
Ha MALKUEHTH ¢ rOJIMO AETIPECHBHO Pa3CTPONCTRO.




M3RecTHO €, Ye NauMeHTH C aHaMHe3a 3a ChOMTHSA, CBbP3aHH CbC CaMOYyOHICTBO, Uil NoKa3Bally B
3HAYMTENHA CTENEH CYUUMAHY MUCTH, IPEQU 3aNOUBAHE HA ICUEHHETO, Ca U3JTOKEHH HA [TO-BUCOK
PUCK OT CYMUMWIHU MUCITH HITH OMUTU 3a caMoyOHiAcTBO U TpsaGBa a ObaaT BHUMATENHO HAOOAaBAHN
o BpeEMe Ha JieueHneTo. MeTta-aHanuns Ha nnanedo-KOHTPOAUPAHH KIMHHUYHH H3MIHTBAHWA Ha
AHTHAENPECAHTH NPY Bb3PaCTHH MAUMEHTH C NCUXUUHN pa3CTPOHCTBA NOKA3BE [TOBULIEH PUCK OT
CYMLM/JHO NOBeAEHHUE NPH NALMEHTH NO4 25-rOAULIHA Bb3PACT, NEKYBAHHU C aHTUACNPECAHTH B
cpaBHeHue ¢ rnauedo.

Jleuenmnero Tpabsa aa ce cbNBLTCTBA OT BHUMATERHO HAGMIOAEHHE HA MNAUMEHTHUTE, OCODEHO HA TE3H,
KOWTO €2 M3JIOKEHHU HAa BUCOK PUCK, OCOOEHO B HAYANHHUTE €Tanu Ha €UYEHUETO U Cel NPOMEHH B
aozute. [Mauunenture (M oOrpmxBalLdTe rv 1rua) Tpsbsa aa ObAaT npeaynpeaeH OTHOCHO
HeoOxoaMMOCTTa OT Hab10AEHHE 3a BCEKK NTPU3HAK HA KAMHHWYHO BJIOWIABaHE, CYHUHIHO NOBEACHHUE
WK MUCITH K HEOOUYAHHY MPOMEHHU B NOBEASHUETO, KAKTO U Aa NMOTBPCAT HE3aDaBHO KOHCYITAUUA C
neKap, ako TaKMBa CUMIITOMU ChLUECTBYBAT.

[MeanaTpuyHa nonynau1s

Benakcun TBBPAM Kancynu ¢ yaAbIKeHO ocBoboxaaBaHe He TpadBa Aa ce€ M3no/3Ba 3a jIeHeHHe Ha neLa
W 1oHoW K noa | 8-roauiuna Bh3pact. CBbp3aHo ¢he camoyduiicTBo noseaeHue (onuT 3a caMoybuicTBo
W CYMLMIHY MUCIH) U BpaKAeOHOCT (NMpeanuMHO arpecus, NoBeeHHe Ha NpOTUBONOCTABAHE U THAB) Ca
Hai-yecTO HaONIOAABAHM IPU KIMHUUHUTE U3MUTBAHUS CPEN JAELA W HOHOLUH, JIEKYBAHU C
aHTHUNENPECAHTH B CPABHEHHWE C TE3H, IEKYBAHM ¢ niaLebo. AKO Bb3 OCHOBA Ha KJIHHHYHA
HeoOXOoAMMOCT BCe nak Obae B3eTO peLUeHHUE 3a ICUEHUE, MaLUeHTLT TpabBa Aa ObAe CTPHKTHO
HabnrogasaH 3a MOsABA HA CYUMUMAHN CUMNOTOMU. OCBEH TOBA, TMIMCBAT OBLATOCPOUHH JaHHY 3a
6e30MacHOCT Mpu A€Ua W IOHOUIM BbB BPb3Ka € pacTexa, Cb3pABAHETO M KOTHUTUBHOTO W ITOBEAEHYECKO

pa3BUTHE.

CepOoTOHUHOB CUHAPOM

KakTo 1 npy ApYyry CEPOTOHUHEPTUYHM CPEACTBA, TAKA U NIPU IEYEHHUETO C BeHNaPaKCHH MOXE na
HACTBLITAT MOTEHLMAJTHO K MBOTO3acCTpallaBalli peakumn, NoA00HHW Ha CEPOTOHHMHOB CHHAPOM W
HeBponenTuueH mManurdeH cuiapom (HMC) ocobeHo apy eAHOBPEMEHHOTO NPHIIAraHe Ha Apyru
CEPOTOHUHEPrUUYHM CpeacTsa (BKIKOUUTERHO TPUNTAHU, HHXUOUTOPK Ha 00paTHOTO 3axBallaHe Ha
ceporoHrHa (SSRIs), mHxHOUTOpK Ha 0OpaTHOTO 3axBaltane Ha HopaapeHainHa (SNRIs),
TPHUHUKIMYHY aHTUAENPECAHTH, aM(peTaMKHH, THTHH, CHOYTPAMUH, WbNT KAHTAPHOH [ Hypericum
perforatum), onwouan [Hanp. OynpeHopduH (a1 KoMOMHALKMATA MY C HANOKCOH), (PEHTAHUI U
aHano3uTe MY, TpaMalof, AeKkcTpomeTopdaH, TaneHTanon, NETHANH, METAI0H M NEHTA30LMH]).
neKapcTsa, KOMTO HapyliaBaT MeTabosin3Ma Ha cepoToHUHA (kaTo MAQO MEXHBuUTOpK, HAND.
METHJIEHOBO CHUHBO), CbC CEPOTOHMHOBH NPEKYPCOPH (TaKHBa KATO 3aMECTUTENUTE HA TPUNTOQAEHA) UK
C AHTUTNICHXOTHMLM WIH APYrH 10NAMWHOBH aHTaroHUCTH (Bx. TOUKK 4.3 1 4.5).

CUMNTOMUTE Ha CEPOTOHOHMHOBHMA CHHAPOM BKJIKOUBAT NIPOMEHU B MCUXUYHHA CTATYC (Hanp. Bb30yAa,
XAJIOLMHALIMMY, KOMa), HECTADMNHOCT Ha BEreTaTHBHATa HEPBHA cucTeMa (Hanp. Taxuxapaus, JabUMHO
KPBBHO HANAMaHe, XUIIEPTEPMHUS ), HEBPOMYCKYJIHY HapylueHua (Hanp. xuneppednekcus, Jnrnca Ha
KOOpPAWHALIAA) U/WAK CTOMALIHO-YPEBHU CYMITTOMHM (Hanp. rageHe, NoBpLUIaHE, AHAPH),
CepOTOHWHOBUAT CHHAPOM B Hal-TexKaTa Cv (PopMa MOMKeE 1a HanoAobs8a HEBPOENTHYEH MalIMrHEH
cuHapom (HMC), kolTO BKIIOUYBA XUNTEPTEPMUSA, MYCKYIHA PUIHIHOCT, BEreTaTHBHA HECTAOUIHOCT €
Bb3IMOKHM ObpP3U KonebGaHus B HU3HEHUTE NOKA3ATENM U IPOMEHM B NCUXUUIHUS CTATYC.

[Mpy KAUHUYHO ONPaBAAHO EAHOBPEMEHHO JedeHne ¢ BernadakcHH ¥ Apyry CpeACTBa, KOMTO MOraT Aa
OKaXAaT BIIMAHUE BbPXY CEPOTOHHUHEPrHUHUTE W/ KU JONAMUHEPTUHYHUTE HEBPOTPAHCMHUTEPHNU CUCTEMM
ce npenopbuyBa BHUMaTENHO HabntoaeHUue Ha naurMeHTa, oco0eH0 B HAHANOTO HA JIEYEHHUETO U NPHU
[MOBHIIABAHE HA [103aTa.

Mpu nono3upaH CEPOTOHMHOB CUHAPOM, TpaOBa 1a ce OOMHUCIM HAMAIABAKE HA 1034Ta UK
[IpeKpaTsBaHe Ha TEparnuaTa B 3aBUCUMOCT OT TEXECTTA Ha CHMITTOMUTE,

EaHospemennaTa ynotpeda Ha BeHnadakcuH CbC CEPOTOHUHOBU NPEKYPCOPH (KaTo I
TPUIITOMAH) HE CE NPENOoPbLYBA.

3aKpUTOBLIBJIHA F1ayKoMa




[TosBaTta Ha MuUApHa3a MOXeE Na Obie CBLbp3aHa ¢ NPUIIOKEHUETO Ha BeHnadakcuH. [Ipenopsusa ce
MAalLKEHTH € NTOBULLEHO BbTPEOYHO HAJSAIAHE WiIH NAUMEHTH C PUCK OT NOSBA HA 3aKPUTOBILJIHA
rnaykoma (3aKpHUTOBIbAHA rnaykoma) na ObaaT noanoKeHM Ha CTPoro HabnoaeHu e,

KpbBHO HaNsATraHe

UecTo ce chobu1aBa 3a CELP3aHO ¢ 103aTa NOBHIIABAHE HA KPBBHOTO HansraHe npu ynorpebdara Ha
seHsnadakcuH. [1py nocTMapKeTHHIOBY NpOyUuBaHKA, B HAKOK Ciiyday ce cbo0LlaBa 338 pA3KO NOBHUILEHO
KPBBHO HANAraHe, U3UCKBALLO CrieliHO neveHne. Beuuku naumentH tpsabBsa Aa ce rnoanarar Ha cTpor
CKPMHMHF 32 BUCOKO KPbBHO HANATAHE U NPEeABAPUTESHO ChUIECTBYBAlIA XHUNEepTOHUS TpabBa Aa Obae
OBNafigHa NPEAM 3aroUYBaHe Ha neyeHneTo. KpsBHOTO HansiraHe TpadBa aa ce cineau nepuosmMyHo, cnei
3a7I0YBaHEeTO Ha JIEYEHHUETO U CJle]l yBENWUYaBauuaTa Ha 103uTe. HeobxoaumMo e MoBULIEHO BHUMAHHE
NpH MaLMEHTH, NPU KOUTO CbILUECTRYBAUIO 3a00198aHE MOKE 114 Ce YCIOXKHHM OT NOBHIUABAHETO Ha
KPbBHOTO HANATAHE, HANPUMED NIPU NALMERTH C YBpeaeHA CbPICUYHA QYHKUMA.

ChbpaeuHa yecrora
Mose Ja HACTbIIW YCKOPABAHE Ha ChpAEUHATa 4ecToTa. OCODEHO NpKU 10-BUCOKH 103K, Heobxoaumo e

MNOBHILIEHO BHUMAHUE MPY NALMEHTH, ITPHU KOUTO CbILECTBY BALILO 3aD0/SBaHE MOKE 1a €€ YCROKHU OT
ycKopeHara cbpaeyuHa AeNHOCT,

CobpaeuHo 3abonsiBaHe M PUCK OT apUTMUSA

Bennadakcun He e Oun oLUEeHsBaH Npu MaUMEHTH CbC CKOPOLIHA aHaMHe3a 38 KHGAPKT Ha MyoKapaa
wiu HectabunHa aHruua. I'lopaay ToBa, NeKapcTBOTO TpA0Ba Aa CE Npusiiara ¢ NOBULIEHO BHUMAHHUE NpH
NOJAOOHU NALMEHTH.

[Tp# noCcTMapKETUHIOBUA ONUT ce chobulana 3a cnyuyan Ha yabsinkeH QT-untepsan, Torsade de Pointes
(TdP), kamepHa Taxuxapaus 1 GhaTtajiHK ChPACHHH aPUTMUM NpH ynoTpeda Ha BeHnaPpakcrH, ocobeHo
Mpy Npeao3npaHe, Uian Npy NaureHTy ¢ ApYru pucKOBU PaxkTopH 3a yabnxasaHe Ha QT-
uHTepBana/ TdP. TpabBa na ce npeueHy ChOTHOUIEHUETO NON3a/PUCK NPEeay da ce Npeanuile
BEHJa(aKCHH Ha MALUEHTH C IOBKILEH PUCK OT CEPUO3HA ChpPAEUHA apUTMUS UK yAbibxkaBaHe Ha QT -
nHTepBana (Bx. ToHka 5.1).

KOHBYJICHHU
[Mpu neueHue ¢ BeHnadakCHH MOraT Ja HaCTbIIAT KOHBYJICHU. KakTo ¥ BCUYKU OCTaHANK

AHTWAEINPECaHTH, BeHNagakCuH TpabBa na 6bae npuaarad ¢ NOBULIEHO BHUMAKHE [IPH NALMEHTH €
aHaMHe3a 32 KOHBYJICHY, KaTo noAoOHU NalMeHTH TpabBa na ObAaT BHUMATENHO HA0NI0AaBAHH.
JlevenueTto TpsaOBa a c€ NPeyCTAHOBM B CAyUal Ha NPUCTBI.

XHUIOHATPUEMHUA
[Tpr nprem Ha BeHNaMakCHH MOTaT Ja HACThNAT CAYYaW HA XUIIOHATPUEMUA U/ UK CHHIPOM Ha

HEMNpPaBHIHA CEKPELIMA Ha aHTUanypeTHueH xopMmoH (SIADH). 3a Tosa ce cbobulasa Hal-uecTO NpH
XUITOBONEMUYUHM UK AEXWUAPATUPAHN MTAUMEHTHU. [1auMeHTH B cTapuecka Bb3pacT, NaUHEHTH,
npuemMallyd ANy peTHUN K MalUeHTH C XUIIOBONEMUMA ¢ APYra reHe3a MOXKE Jd ¢a U3NIOKEHW Ha NO-BHCOK
PHUCK OT NOAOOHO ChCTORKHE.,

AOHOPMHO KbPBEHE
JlekapcreeHHTe NPOAYKTH, MHXHOMpallM o0paTHOTO 3axBalllaHE HA CEPOTOHKHA MOrat Ja A0BedaTt Ao
HamaneHa QyHKUus Ha TpomOounTuTe, CHOUTHATE HA KLPBEHE, CBLP3aHU ¢ ynotpedara Ha SSRIs v
SNRIs BapupaT OT eXXHUMO3H, XEMAaTOMH, EMTUCTAKCUC U TIETEXHUM 10 CTOMALLHO-HYPEBHU U
YKMBOTO3aCTpallaBall¥ KPbBOU3NTHBHA., PHCKBT OT KPBBOM3IMB MOXKE [1a C€ NOBULLINK I1PU NALHEHTH,
npuemaluy seHnagaxcud. Kakto ¥ octaHanute HHXHOUTOPU HA OOpATHHUA 3aXBAT HA CEPOTOHMHA,
peHnagakcuH TpabRa Aa ce npuiara ¢ MOBULEHO BHUMAHMWE TIPH NALUWEHTH, NPEeAPa3NOIOKEHN KbM
KbPBEHE, BKIIIOYUTENHO MALUMEHTH, NPHEMAILM aHTUKOATYTAHTH ¥ HHXHUOUTOPH Ha TpoMbouy

MuxuOuropuTe Ha 00paTHHA 3aXBaT Ha cepoToHUHA/MIHXNOuTOpUTE HA 0OpaTHUS 3axB
cepoTOHMHa ¥ HopaapenanuHa (SSRIs/SNRIs) morar aa yseanuar pucka ot cieapoan
(BX. TOUKH 4.6, 4.8).



CepyMeH XOnecTepon

KAMHUYHO 3HAYMMM YBETHUEHHS HA CCPYMHUS XONECTEPOII ca aTdeTeHu npu 5.3% oT nauneHTuTe,
nexysauny ¢ seHnadaxkcry U 1py 0,0% oT naurenTuTe Ha nnauebo Npu MUHUMYM TpUMeCceuHH, nnauedo
KOHTPOJHPAHH KAMHUYHK u3nuTBaHus. [1pu AbarocpouHo neyerue TpsOBa aa ce CeasT HUBaTa Ha
XOJIecTepona Mo BpeMe Ha JIEHEHHUETO.

EnHOBpEMEHHO NPUIDKEHHE € JIeKapCTBa 38 HaMansBaHe HA TEJAECHOTO TEra0

Be3onacHocTTa ¥ e(PMKACHOCTTA Ha TepanuATa ¢ BeHnadaKkCuH B KOMOMHAUNS € IEKAPCTBA,
NPEeAHN3BUKBALLM HAMAJIABAHE HA TEJNIECHOTO TEMJI0, BKJIIIOUUTESTHO (PEHTEPMUH, HE Ca YCTaHOBEHU. He ce
npenopbuBa €IHOBPEMEHHO NpuUiaraHe Ha BeHnadakCcrH M 1EKapeTBa, NPeAn3BrKBALIY HAMAIABAHE Ha
TenecHOTO Terno. BennadakcuH He e npenHa3HayeH 3a HAMaABaHe Ha TeAECHOTO TErNo
CaMOCTORTENHO UNY B KOMOMHALIMA C APYTU [TPORYKTH.

MaHus/XunoMaHus

MaHHA/XUNOMAaHUA MOXKE Ja HACTbLINHK NPH MANKa YacT OF NAaUMEHTHTE ¢ HAPYIUECHMH B HACTPOEHUETO,
KOWTO Ca MpUHeManM AHTHASNPECAHTH, BKIKOYUTENHO BeHnapakcuH. Kakro 1 npy Apyrure
aHTUaenpecaHTH, BeHnadakcuH Tpabea 1a ce npuiara ¢ BHUMaHKWE IIpY nauMeHTy ¢ hamunHa
OOpeMEHEHOCT WM aHaMHE3a 3a OUNONAPHO pa3CTPOHCTBO.

Arpecus

ATpecHs MOXE 12 HACTBIK NPY MaTbK OPOi NauneHTH, KOUTO Ca NPUEMAlH aHTHAEIPECAHTH,
BKJIKOUWTEJIHO BeHNMagakcuH. Toa ce cholblllaBa NPy HAYAIOTO Ha JIEUEHUETO, MPHU NPOMSAHA B 1034Ta U
PK IIPEeYyCTAHOBABAHE HA JIEUEHUETO.

KakTo ¥ ocTaHanuTe aHTHASNPECAHTH, BeHNahakcHH TpAOBa Aa ce npunara ¢ NOBUILIEHO BHUMAaHHUE NPY

NaurUeHTH ¢ aHAMHE3a 3a dIrpeCus.

[IpeycTaHOBSIBAHE Ha JIEYEHUETO

EdexTuTe Nnpy nNpeycTaHOBABAHE HA JIGYEHUETO C aHTHAENPECAHTH ca 100Pe W3IBECTHU U MOHAKOra TE3y
ecekTH MoraT Aa ObAAT NPOALIHKUTENHU K TexkU. CamMoyOHRCTBO/CYNUMAHK MUCIHN K Arpecus Ca
HaONMlonaBaHy NpH NMalMeHTH 110 BpeMe Ha NPOMEHH B PEXHUMA Ha A03MpaHe Ha BeHNathakCHH,
BKJIEOMHUTENIHO MO BPEME Ha npeycraHoBasaHe. [1opaau Tora nauueHTHTE TpsOBa Aa ObaaT BHUMATENHO
HabnionaBaHy, KOraTo Jo3ara € HaMaJleHa UM MO BPEME HA NpeycTaHOBABaHe (BK. No-rope B To4ka 4.4
- CaMoyOHMHCTBO/CY MUMAHKM MUCTTH UJTM KITMHWYHO BROWAaBaHe U arpecust). CUMIITOMUTE Ha OTHEMaHe
[pY CIIMPAHE HA NEUYEHKETO €A YECTH, OCODEHO, aKo NeueHHeTo Oble NPeyCcTaHOBEHO PA3KO (Bx. T. 4.8).
[Ipy KNMHUYHK U3MUTBAHUA, HEXKEAHHW CbOUTHA NPU APEYCTAHOBABAHE Ha JIEUEHUETO (MTOCTENEHHO
CHMXABAHE Ha j103aTa ¥ nepHoaa cjie ToBa) ce HabnrwoaaeaT npH okoso 3 1% OT NaLUMEHTUTE, NexyBaHH
c Bennadaxkcul ¥ npy 17% oT nauneHTuTe, npuemMauiy nnauedo.

PUCKDBT OT NposABa Ha CUMIITTOMM HA OTHEMAHE MOMKE Aa 3aBUCH OT HAKOJKO PAKTOPA. BKIKHYUTENHO
NMPOALHKUTENHOCTTA M A03UPOBKATA NPY TEPANMHATA U CKOPOCTTA HA HAMAJIABAHE HA 103aTA.
3aMasHOCT, CETMRHM HApYLUEHUS ( BKIIKOUUTEIHO NapecTe3ns), CMYLLIEHUA HA CbHSA (BKIKOYUTENHO
0e3ChHHME M HECTIOKOMHU CbHHLLA), Bb30Yyaa WK TPEBOXKHOCT, FAACHE U/ WU NMOBPLIUAHE, TPEMOD,
rnaBofoNine, HAPYLUEHO 3pEHUE K XUNEPTOHUA €A Cpel HAH-4eCTO ChoOLWaBaHUTe peakurH, [o
NPUHUKN TE3X CUMIITOMH €a JIEKHU 10 YMEPEHH, HO NPY HAKOW NAaUMEHTH MOTaT Aa CTaHaT MHOTO
WHTEH3MBHH,

Te OOMKHOBEHO HACTLMBAT B PAMKUTE HA MbPBUTE HAKOJIKO AHK CNEA NPeyCcTaHOBABAHE Ha JIEYEHHETO,
HO MHOTO PAAKO C€ CboDL1aBa 3a HACTBIIBAHETO UM NPH NALMEHTH, KOUTO HEBOMHO Ca MPONYCHAH
no3a. ['lo npyHUKN, TE€3X CHMIITOMH Ca CAMOOIpPaHU4aBaLlv ceé U OOMKHOBEHO OT3By4aBaT A0 2
CEeAMULH, BBNPEKH Ue MPHU HAKOW MaureHTH Morar aa ObaaTt npoab/IKATENHY (2-3 Mecella WK No-
IBAro). 3aTOBA C€ NPENnOPbUBA NOCTENEHHOTO CHUKABAHE Ha NMPHEeMaHaTa /103a BeHaadaKkCHH NpH
NpeycTaHOBABAHE HA NEYEHUETO 3a NEPHOA OT HAKOIIKO CEAMMUM WU MECEeLla, CIIOped HY>KAHUTE Ha
naumeHTa (Bx. T. 4.2). Ilpy HAKOMU NMaUMEHTH NPEeYCTAHOBABAHETO MOXE [1a OTHEME MECELU U

CekcyanHa AMCPYHKLNS
MHXnOnTOpHUTE HA OOpaTHOTO 3axBawlaHe Ha cepoTOHUH M HopaapeHanyH (SNRIis) m




ARETHU3NA/ ICUXOMOTOPHO DE3NOKOACTBO

[TpunoxeHyveTo Ha BeHaadakCHH ce CBbP3BA C NOsBA HA AKATU3USA, XapaKTepH3npalla ¢e Cbe
CYOEKTUBHO HENPHUATHO HIIH NPUTECHUTEAHO DE3NOKOHCTBO U HYXa OT YECTO ABNKEHUE, NPHAPYKEHO
OT HECMOCOOHOCT Aa €& CTOW HENOABUXKHO. ToBa € HAW-BEPOATHO A2 HACTBLNU INPe3 ITbPBUTE HAKOJKO
ceAMMKUM OT neueHueTo. [1py nalMeHTH, KOUTO pa3BuBaT MOAOOHH CUMNTOMM, YBETUYABAHE HA 103aTa
MOXe aa 6bae HebnaronpHaTHO.

Cyxora B ycrara
3a cyxoTa B ycTaTta ce ckobuiasa npu 10% OT nauMeHTHTE, NeKyBaHH C BeHNadakcHH, ToBa MOXKE 1a
yBEJIMUH PUCKA OT Kapuec 1 nauueHture Tpsdsa ga ce HHOOPMHUPAT 3a 3HAYEHWETO HA JCHTaHATA

XHMI'UCHA.

Auaber
ITpu naumeHTH ¢ anadber, neyeHueTo cbe SSRI WK BeHaapaKCUH MOXE 1a NOBIHUAC MNTHKEMUUHUS

KOHTpoN. BbaMOoxHO € Ja ce Hanoxu ga ObaaT KopHrupaHi A03UTe Ha MHCYUMHA W/ MAHW NEPOPaNHHTE
aHTUOHADECTHU CPEACTBA.

BrauMoae#cTBUsA 1IEKAPCTBO-1200paTOPHU TECTORE
[Tpy nauneHTH, NpUeMall BeHaahakcl ce cpodiasa 3a GanlliuBOo NOJTONHTENHH UMYHONOTHYHH

CKPHMHUWHT U3C/leBaHMA Ha YpHHATa, 3a onpeaensHe Ha peHunknnant (PCP) v am@eramun, koeto ce
AbJDKH HA AUncata Ha crneunduuHocT Ha Tectosete. QanlunvBo NONOKUTERHW PE3YNTaTH MOTAT [1a C¢
OYaKBAT HAKOJIKO IHU C1e/l NpeKpaTABaHe Ha TepanuaTa ¢ BeHnadgakcuH. Bennadakcua Moxe aa ce
paznuuy ot PCP u aMdeTamMHH ypes NOTBbPIKIABALIY TECTOBE, KATO HaNpUMEpP TeYHa XpoMarorpagus/
Mac-CMEeKTPOMETPHA.

Hatpuil

Benakcuu 37.5 mg v 75 mg TBBLPAK Kancynu ¢ yALIKEHO 0CBOOOXKAaBAHE CbAbPXKa NO-MANKO OT

| mmol HaTpuii (23 mg) Ha Karncyna, T.e. N0 CbLUECTBO HE ChAbLPKA HATPUH.

Benaxkcuu 150 mg Tebpau Kancynu ¢ yabikeHo ocsoboxknaBase cbabpka 36 mg HaTPHH Ha Kancyna,
koeTo choTBeTcTBa Ha |1.8% ot npenopbusanua oT C30 MakcuMalieH IHEBEH NTpUeM Ha HaTpUil Ha AeH

3a Bb3PACTHH.

4,5 BiaumoneiicTBue € APy JJEKAPCTBEHH NPOAYKTH H JIPYrH QOPMH HA BIaUMOJeRCTEHE

MoHoamMuHo-ockuaa3HH (MAQ) HHxuOuTOpH

Heobpamunu necerexmugriu MAQO unxubumopu

BeHniadakcuH He TpabBa Aa ce U3non3sa B KoMOMHauUs ¢ HeoOpaTUMK HecenekTUBHH MAOQO
HHXKHOUTOpH. He Tpadea na ce 3anoysa nedeHue ¢ BeHnagakcuH noHe 14 AHU cnea cnupaHe Ha
neueHueTo ¢ HeobpaTuM HecenekTueeH MAQO nuxudutop. [NpuembT Ha BeHnadakcuH TpsdOBa na Obae
NpeycTaHOBEH 3& Hall-Manko 7 AHK npeau aa ce 3anouHe neueHue ¢ Heobpartum Hecenexkturedr MAO
WHXHOUTOpP (BXK. TOukK 4.3 u 4.4),

Obpamum, cerekmuaen MAO-A unxubumop (Mori106erud)

[Topaan puCKa OT CEPOTOHMHOB CHHAPOM, KOMOMHAUMATE HA BEHNA(aKCKH ¢ 00paTUM M CENEKTHBEH
MAQO uHxubutop, oT poga Ha MOkoGemua, He e npenopbunTenta. Cnea nevexnue ¢ odbparum MAQ
HHXKHOMTOpP, MOXE NMEPHUOABT HA W3YaKBaHE A2 € NO-KpaThK OT |4 AHKM npeay [a ce 3anOUHE JIEHEHHE C
pennadakcud. [Npenopbupa ce npueMbT Ha BeHladakcHH Aa Obae npeycTaHOBEH 3a NOHE 7 AHY rpeau
na ce zanouHe neyenue ¢ obpatum MAQ unxubuTop (BXK. T. 4.4).

Obpamum, necerexmueen MAO unxubumop (1unezoud)
AHTHONOTHKBT NHHE3oauA e cnabo obpatum 1 HecenexkTHBeH MAQ HHXUOUTOD 1 He TpsiOB
NPeANUCBa Ha NMalMEHTH, KOMTO ce leKyBaT ¢ BeHnacdakcuH (Bx. T. 4.4).
Tex KW HewenaHW peaklru ce cboblanaTt Npyu MauMeHTH, KOUTO CKOPO ca NPeyCcTaHoB

nNpeycTaHOBEHO MANKO Npeay Aa 3anovHar npuem Ha MAQO uaxuburtop. Tean peaxuu
TPEMOp, MHOKIIOHYC, AMadopesa. raaeHe, NoBpbLlLAHE, 3aUEPBABaHEe Ha JIMLETO, 3aMas




XUMNEPTEPMHA ¢ XaPAKTEPUCTHKH, HAMOA00ABALLM 310KaYECTBEH HEBPONENTHUEH CHHAPOM, NPUNAAhLK
H CMBDT.

CepOTOHHHOB CHHADOM

KaxTo ¥ npH oCTaHAIUTE CEPOTOHUHEPIUYHY CPEACTBA, CEPOTOHUHOB CHHAPOM — NOTEHUHAIHO
»XHBOTO3aCTPAILABALLO CbCTORHUE, MOXE 1@ HACTBLIIN MNPH NIEYEHUE ¢ BeHnadakCuH, 0CODEHO rpu
eHOBPEMEHEH TPHUEM Ha APYIH JIeKapCTBa, KOUTO MOI'AT a 3aCerHaT CEpOTOHUHEPrUUHaTa
HEBPOTPAHCMHUTEPHA CUCTEMA (BKIIIOMHTENHO TPUNTAHKU, CEIEKTUBHY HHXWOUTOPH Ha 0DpaTHUs 3axBaT
Ha cepoToHuHa (SSRIs), nuxnburopu Ha o6paTHHS 3aXBaT HA CEPOTOHMH W HopaapeHannH (SNRIs),
TPUUHKINYHKY AHTHAENPECAHTH, aMpeTaMuHy, TUTHH, CuOYTPaMHH, XbIT KAHTAPHOR [Hypericum
perforatum], onuonau [Hanp. 6ynpeHopdpuH (MK KOMOMHALMATA MY C HANTOKCOH), PEHTAHUN U
HEeroBUTE aHANO3M, TPaMaaon, AeKCTpoMeTopdaH, TANEHTaR0, NETUAWH, METAAOH U NEHTA30LKH]), C
JIEKAPCTBEHH NPOAYKTH, KOUTO HapywasaT Metadonu3ima Ha cepoToHuHa (kato MAO unxuburop,
HaMp. METHIIEHOBO CUHbBO), C NPEKYPCOPH HA CEPOTOHKHE (KAaTO TPHNTOPAHOBY 3aMECTUTENN) UITK C
AHTUTNICUXOTHLIM WK APYTH AOTIAMWHOBH @HTArOHUCTH (B, TOUKH 4.3 # 4.4).

B cnyuail ue eAHOBPEMEHHO NEUYEHUE ¢ BEHNa(PAKCUH U APYTH aKTHBHHM BEWIECTBA, KOMTO MOrar za
MOBIUART HA CEPOTOHUHEPTUYHUTE W/KH JONAMUHEPITUUHUTE HEBPOTPAHCMUTEPHH CUCTEMH |, €
KIMHWUHO 000OCHOBAHO, CE NPEnopbYBa BHUMATENHO HalMOAEHHE Ha nauMeHTa, OCOOEHO B HAYal0TO
Ha IeYEHHUETO U NpPW NOBHLIaBaHe Ha A03UTEe. EAHOBpEeMEHHOTO NPHJIOKEHUE HA BEHTA(aAKCHH ChC
CEPOTOHMHOBRU NpexkypcopH (Kato TpunTtodaHOBU 3aMECTHTEIIH) HE ce npenopbusa (8X. T. 4.4).

LIHC-akTnBHM CYOCTAHUMY

PuckbT OT NpunaraHe Ha senaadakcuu B komOuHauns ¢ apyru LUHC-akTushu cybcraHumim He €
cUCTEMaTHUHO oueHeH. CnenoBaTenHo ¢e NpenopbyBa MOBUUIEHO BHUMAHKME NPU ITPHEM Ha
BeHnagakcuH B komOuHauusa ¢ apyru LIHC-akTrBHu cybctanumm.

ETanon

[MaunentuTe TpuOBa A2 ObAaT chBeTBAHU A2 He YNOTpeDABaT afkOX0N, KaTo ¢€ UMaT NPEABUR HErOBUTE
edpekTH BbpXy LIHC ¥ Bb3MOXKHOCTTA 38 KAMHUUHO BIOLIABAHE HA NCUXUATPUYHU CHCTORHHA, KAKTO M
Bb3MOMHOCTTA 38 HEONArONPUATHH B3aMOCHCTBUA ¢ BEHNa(aKkCuH, BkAoUMTeNHO noTuckawM LIHC
ehexTH.

JlekapcTBEHM NPOAYKTH, KOUTO yabakasar QT uHrepeana

PuckbT OT yab/kaBaHe Ha QTc unTepeana w/vuny ot kamepHy aputMuiu (Hanp. TdP) ce nosuwaga npu
e/IHOBPEMEHHO NMPUJTOKEHNE HA APYTH JIEKAPCTBEHUW NPOAYKTH, KOUTO yabinkasaT QT¢ uHTepBana.
ENHOBpPEMEHHOTO MPHUIIOKEHHE HA TE3M JIEKAPCTBEHK NPOAYKTH TpadBa aa ce u3baArsa (Bx. T. 4.4).

C1LOTBEeTHUTE KNacoBe ca:

. knac 1A u [l anTapuTMuun (Hanp. XMHUAKH, aMHOAAPOH, COTaN0, A0DETHIUA)
. HAKOH @HTHUNCUXOTHUUM (HANIP. THOPHIA3HH)

. HAKOW MaKpoOJIKAY (Hanp. epUTPOMULIMH)

. HAKOW aHTHUXUCTaMMHU

. HAKOM XUHOJOHOBY aHTUbaKTepHanHy CpeaCcTRa (HAMpP. MOKCHMPNOKCALIH)

CnuchKBLT NO-rope He € u3yeprnareneH 1 ynotpedara Ha APyry N€KapCTBEHH NPOLAYKTH, 32 KOUTO €
H3BECTHO, Y€ 3HAYMTEIHO yabmkaBaT QT-uHTepsana, Tpadsa na ce nidsarsa.

EtiJE}ET Ha APVIY NCKAPCTBCHU TPOAYKTH BbPXY BCHJIAQdKCHH

Kemaoxounazon (unxubumop na CYP3A44)
MDapMakOKMHETHYHO NPOy4BaHe ¢ KETOKOHa30m npH Obp3n (EM) n Gasuu meTabonuszatopy (Pt
CYP2D6 nokassa no-sucoka croiiHocT Ha AUC 3a BernadaxcuH (cboTBeTHO 70% ¢ 2]
Gapuu MeTabonuzuropu Ha CYP2D6) 1 O-ae3mMeTunBeHnadakcut (CboTBeTHO 33% U / ool
O0asHy MeTabonuzutopu Ha CYP2D6) cnen npeanucsaHe HA KETOKOHA30. EAHOBpeMiyHife

Ha CYP3A4 uuxubuntopn (Hanp. atazaHaBup, KIapuTOMULMH, HHAWHABUP, MTPAKOHE "
r103aK0HAa30/, KETOKOHA30J1, HEMIDUHABHUD, PUTOHABUP, CAKBHHABUD, TENUTPOMULIMH ) i}




MOM(€ 11a MOBUILK HUBATa Ha BeHnadakcuH ¥ O-aeaMerunseHnadakcui. [lopaay ToBa ce npenopbysa
NOBUILIEHO BHUMAHHE, aKO TEPANUATA HA NalMeHTa BKAIOUBa eAHoBRpeMeHeH fpuem Ha CYP3A4

HHXUOUTOP M BEHNA]aKCHH.

EdexT oT BeHnahakCHH BbPXY APYIY JEKAPCTBEHW NPOAYKTH

Slumuii
Moke 1a HAaCTbIM CEPOTOHUHOB CUHAPOM MPH e/lHoBpeMeHHa yroTpeda Ha seHnagakcu ¥ TUTHH (BXK.

CEpPOTOHWHOB CHHJIPOM ).

Huazenam

BennadakcHH He OKa3Ba BIUAHHE PbpXY (HapMakOKMHETHKATE W hapMakOoMHAMUKATA Ha J1A3ernam U
HEMOBUA aKTHBEH METADONMT -~ A€3METHNAMA3eNaM. HsiMa JaHHY Ana3enaM [a 3acara
hapMakoKHHeTHKATa Ha BeHnadakcuH unu Ha O-ae3MerunseHnagakcuH. He € uzsectHo obaye nanu
ChlecTBYBa (hapMaKOKHHETHYHO M/WiIK (hapMaKOoAHHAMHYHO B3aMMOAECTBUE C APYTH

OeH3oaMa3eNnUHH.

Huunparun
Bennatakcut He 3acara apMakOKHMHeTHKaTa Ha uMunpamuxa ¥ 2-OH-umunpamud. Otuura ce

3aBUCHUMO OT Jl03aTa yBeanveHnue Ha ctoiHoctTa HAa AUC 3a 2-OH-zge3unpamut ¢ 2,5 1o 4,5 nuTH npu
npueM Ha BeHnadakcud 75 mg 1o 150 mg aHesHo. MMunpamuH He Bausie BbPXY (PapMAKOKHHETHKATA
Ha BeHaadakcud ¥ O-ne3meTunBeHnadakcud. KnMHHYHATA 3HAYUMOCT Ha TOBA B3aUMOAECHCTBUE HE €
nisectTHa. HeobxoauMO € NoBUIIIEHO BHUMAHHWE NPH €AHOBPEMEHHO NPEANUCBAHE HA BEHNadakcnH 1

HMHNPaMUH.,

Xaronepuoon

DapMaKOKMHETHYHO IIPOYYBAHE € Xanonepuaon rnokassa 42% HamaneHue Ha oduus nepopaieH
knupbHe, 70% yBenuueHue Ha cToiiHocTTa HAa AUC, 88% yBenuueHue Ha Cuax, HO D€3 NpOMAHA Ha
MONYXUBOTa Ha xayonepuaon. Tosa Tpsabsa fa ce BIEME NOA BHUMAHWE NPU NALUMEHTH, NEKYBAHM
e/ITHOBPEMEHHO C Xanorepyaon ¥ sennadaxcuH, Knunyuuxara 3HauuMocT Ha noaobHo B3auMoneicrame

HC € U3BECTHA.

Pucnepuoon

BeunadakcuH yeennuasa AUC-cToitHOCTTa Ha pyucnepuacHa ¢ 50%, HO He NPOMEHS B 3HAYUTEHA
cTeneH papMakOKMHETHUHUSA Npodua Ha oblara akTHBHA YacT (PUCNEPHUIOH TUOC 9-
XUOPOKCHPpHCTIEpUIOH). KnnuanyHaTa 3HauMMOCT Ha NOACOHO B3aMMOACHCTBHE HE € U3BECTHA.

Memonponon
ENHOBPEMEHHOTO NpuaraHe Ha BeHnagakcuH ¥ METONPONON BbpXy 34pasyu A00pOBOJILHY B paMKUTE Ha

(hapMaKOKMHETUMHO NIPOYHBAHE Ha B3aMMOAEHCTBHUETO MEXAY ABATa JIEKapCTBEHU NMPOAYKTA BOAH A0
yBeNUUEHUE Ha TJIA3MEHUTE KOHUEHTPAaLKMH Ha MeTonpoaon ¢ okono 30-40%, Oe3 aa ce NpoOMEHAT
niasMeHuTe KOHUEHTPALUMKM HA HErOBUSA aKTUBEH MeTAaCoaNT, anda-XuApOKCUMETOMPONoN,
KnuHuuHOTO 3HaueHUe Ha rnozao0Ha HaXO/Ka 3a NMaLMEHTH C XUNEPTOHUSA He € W3BECTHO. Meronponon
HE MPOMEHA hAPMAKOKMHETUUHUS NpothKui Ha BeHnahaKCHUH WM HErOBUA akTHBEH meTaboauT, O-
nesmerunpernadakcrt. C noBpMILEHO BHUMaHVe TpadBa 1a ce NoAxX0XAa KbM €HOBPEMEHHOTO
BKJIOUBAHE HA BEH/Ia(aKCUH U METONPONON.

Auounasup
MdapMaKOKHHETUHIHO NPOyUBaHe C HHAXHABRUD noka3lBa 28% HamaneHnue Ha ctorHocTTa HA AUC 1 36%

HamaneHHe Ha Cmax Ha HHAMHABUD. MHAHHABYD He noBIMABA GapMAKOKHMHETHKATA HA BEHNA(AKCUH Y
O-pe3meTnsennadakcyt. KinHuuHaTa 3Ha4MMOCT Ha NOAOOHQ B3aUMOACHCTBHE HE € H3BECTHA.

Mexapcmaa, koumo ce memabo iuzupam om usoensuMume na yumoxpoy P430
In vivo npoyuBaHusi NOKa3Bar, 4e BeHNahakCHH ¢ CPABHUTENHO cnad HHXHOUTOP Ha
BeHnatakcuH He nHxubupa CYP3A4 (annpaszonam u kapbamaszenun), CYPIAZ (ka
(tonbyramun) umu CYP2C19 (anazenam).
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[Tepoparviu konmpayenmueu

[Tpy NocTMapKETHHIOBUS ONAT UMa CbOOLLEHHWA 33 C/lyYan Ha HEXenaHa OPeMEHHOCT NpH MALUMEHTKH,
KOMTO ca MPUEMANH NEPOPATHM KOHTPALENTUBY, JOKATO Ca Ha jieYeHHe C BeHaadakcH, Hama acHu
J0Ka3aTe/ICTBA, Y€ TEIM C/IYUaH €4 B Pe3yNTar OT NEKAPCTBEHO B3aUMoaeicTBHE ¢ BeHnadakcHH. He e

MPOBEXAAHO U3MUTBAHE 32 B3aUMOAEHCTBHE C XOPMOHATHI KOHTPAUEITHBH,
4.6 MepTHaNTET, OPEMEHHOCT W KbpMEHe

bpeMeHHOCT
HsaMa agexBaTHU OAHHH 32 MPUITIOKEHUETO Ha BeHadakCHH Npy OpeMEeHHH XKEHU.

[MpoyuBaHus BbPXY XUBOTHM NOKA3BAT PENPOLYKTUBHA TOKCHUHOCT (BX. T. 5.3). [loTeHUHANHUAT PUCK
3a XopaTa He e u3BecTeH. Bennadakcuu Tpsbsa aa ce U31IMCBA HA OpEMEHHM XEHU €IMHCTBEHO, aKo Ce
OuakBa NOJ3UTE 13 HAAXBLPJIAT BCAKAKLE CBEHTYANEH PHCK.

KakTo W npu ocraHanute MHXUOMTOPHU Ha 0OpaTHMsA 3axsar Ha cepoToHrHa (SSRIs/SNRIs),
CUMIITOMHUTE NPH NPEYCTAHOBABAHE HA MEYEHKUETO MOTAT J1a HAaCTLIIAT Y HOBOPOJAGHOTO, aKo
seradakcuH ce ynotpedsasa MasKko npeay paxaaHeTo. HIKou HOBOpOAeHH C €KCro3HUHS Ha
seHsia)akCHH B KPasl Ha TPETUR TPUMECTBHP pa3BUBAT YCIOKHEHHSA, K3UCKBALLM XpAHEHE npe3 Tphoa,
PECNUPATOPHO NOALBPAAHE UITH NIPOABILKUTENNE XocnuTain3auus. 1 1onoOHu yCroxHeHHs MoraT jaa

BL3HUKHAT BEAHArA CJICl DaAKIdHCTO.

JlaHHUTE OT enUIeMHONOTHUHUTE NIPOYYBaHHA ¢a NOKa3any, Ye npunoxeHueto Ha SSRIs no speme Ha
OpeMeHHOCT, ocobeHO B Kpast Ha OpeMEeHHOCTTa, MOXe Ja YBEHYM pUCKa OT NEPCUCTHpALLE Ny IMOHAN
Ha XMMEPTOHMUA Y HOBOpoaeHOTO {persistent pulmonary hypertension in the newborn, PPHN). Makap ue
HAMA [IPOYUBAHHUA, KOUTO Aa n3cnearar B3auMoBpbikara Ha PPHN ¢ neuennero ¢ SNRI, To3u
NOTEHLUHUANEH PUCK HE MOXKE Aa ObAe WIKJIIOYEH fPY MPUIOKEHUETO Ha BEHIA(aKCUH, KaTO CEe UMa
MpeNBHI MEXAHN3MbT Ha AeicTBMe {NoTHCcKaHe Ha oOpaTHHUA 3aXBaT Ha CEPOTOHKHHA),

CrneaHuTe CHMIITOMM MOrar aa ce HabnoaaBaT npy HOBOPOAEHH, ako maiikara e npuemana SSRI/SNRI
B Kpas Ha 6peMeHHOCTTa: pa3ipa3HUTENHOCT, TPEMOD, XUIIOTOHHS, YIIOPHUT Njad, 1 3aTPyaHEHUS NPH
CY4EHE UJIM CMYLLIEHUS Ha CbHH.

Te3u cUMITTOMHK MOTAT £ia C& ABIKAT UK HA CEPOTOHUHEPIrUHHUTE €PEKTH MY €A EKCITOIULIHOHHN
CHUMMNTOMM. B MOBEYETO Cliyuaud Te ce NposiBABaT HENOCPEACTBCHO CAEA UAKM B paMKHTE Ha 24 yaca ciel
DAX/1AHETO.

HanHuTe oT HaOMIOACHUATA NTOKA3BAT NOBHUILLIEH PUCK (MTO-MANKO OT 2 IIBTH) OT CNeapoanieH
KpbBOM3NHKB Npy excnozuuus Ha SSRI/SNRI B pamkuTe Ha Mecelia npeny paxaaHeTo (BXK. TOUKH 4.4,
4.8).

KbpMeHe

BennahakcHH M HETOBUAT akTuBeH MeTabonuT, O-Ae3ameTiIBEN1a(aKCHH, ce OTAENAT B KhpMaTa. Mma
NOCTMAaPKETHHIOBYU CbOOUIEHNS 33 KbpMaueTa, KOMTO MNavyaT, M3NUTBAT pa3apa3HeHHE U UMaT
abHOpMHEH Moaen Ha BoapocT U cbH. Chbllo Taka € ChoOLaBAHO, HE CUMITTOMUTE, CBbP3aHH €
NeKapcTBOTO BeHNa(akCUH OT3BYUaBaT Npu NpekparsBaHe Ha KbPMEHETO, He MOXe aa Ce M3KITHOYH
PHCK 3a KbpMaueTo, [Topanu ToBa TpadBa na ce B3eMe pellieHHe 32 NPOoAbKaBaHe/MPeyCTaHOBABAHE Ha
neyeHUeTo ¢ Benakciu TBbpPAM Kancynu ¢ yabIKEHO 0OCBOOOKAABAHE, KATO CE B3EMAT NPEABUA
NoJi3aTa OT KbPMEHETO 3a JEeTEeTO ¥ Non3ata OT TepanuaTa ¢ Benakcud TBLPAM Kancyiu ¢ YAbIXKEHO

ocBOOOKaaBaHE 34 KeHaTa.

DepTUAUTET
[Mpn npoyuBaHe, NPH KOETO U MBIKKU 1 XEHCKK NABXOBE ca Onnn ekcrno3npadun Ha O-

ne3MeTunseHnadakcHy, € HabntoaaBaH NOHUkeH PepTranteT. KANHUYHOTO 3HAUEHHME Ha Ta3n Hax0AKa
NpH XOpa HE € M3IBECTHO (BX. TOUKa 5.3). -

4,7 EdexT BbpXy cnocobHocTTa 38 W1ohupaHe u pabora ¢ manivHu
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Bceky NCMX0aKTHREH NEKApCTBEH NPpOAYKT MOXKE J1a IMTONPEYH HA cnocobHOCTTa 34 MPpEUCHKA,

MUCJIEHETO Y NBUraTenHUTE ymenus. [Topaau ToBa, BCEKW NaLMEHT, KOHTO nprema BeHIa(akcHH,
Tpsibsa na 6bae npeaynpeaeH 3a cnocobHoCTTa CU aa wohrpa i aa Oopasy ¢ ONacHK MallMHU.

4.8 Hexcenanu JekapcrBeHd peaKumnu

Pe3rome Ha_npoduna Ha He30nacHOCT

Hexenanurte peakunu cbobltaBaiu kato MHoro yectu (>1/10) npy KNMHUYHKUTE NPOYUBaAHUS Ca:
rajileHe, CyxoTa B ycrara, rnaeodosine ¥ U3noTaBaHe (BKIKUHTENIHO HOLLHO H3MOTABAHE).

TabauueH CIUCHK HA HEXKENAHUTE JIEKAPCTBEHHU peaKuuy

HexenaHyte peakumu ca u3dpoeHy no-ao0y no CUCTEMO-OPraHHU KNacoBse, KaTerOpHy Ha 4eCToTaTa 1
No HaManABall pea Ha MeAHLUMHCKA CEPHO3HOCT B PAMKHTE Ha BCAKA KaTEropus YECTOTH.

YecToTata ce onpeaens kato: MHoro uectu (>1/10), uectn (=1/100 no <1/10), nveuectu (=1/1 000 10
<1/100), peaxu (=1/10 000 to <1/1 000), mroro peaku (<1/10 000), c Hen3BeCTHA YECTOTA (OT
HalTMYHUTE JaHHK HE MOXe na Obe HanpaBeHa OLEHKA Ha YECTOTATA).
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TenecHa Muoro YecTH HeuecTH Peaku MHoro C Hen3IBeCcTHA
cCHCTEemMA YECTH peaKH 4ecToTa
Hapywenusa ArpaHyno- TpoMbouLu-
HA KpbLBTa U LIMTO3a*, TOMEHUS
nUMpHaTa arnjacTUyHa
cucTema aHemMua™,
[Mawuurone-
HHUsa*,
HeyTpone-
Hus*
HapyiueHns Anaduniak-
Ha UMYHHATa TUYHA
CUCTEMA peaKLus
Hapywenus CuHapom Ha | [loBuLueHu
Ha €HRO- HeaJeKBaTHa | HYMBA Ha
KpHHHaTa CEeKpeUUsi HA | IIPONAKTHH B
CUCTEMA AHTHAMYpe- | KpbBTa®*
TUUHHSR
XOPMOH
(CHCAX)
Hapywenvs HamaneH Xuno-
Ha meTabo- aneTuT HATPUEMUS
¥3Ma U
XpaHEHeTo
[TcuxHuHH be3cbHue Crctosuue | MaHus, Henup CyunnaHa
HApPY LICHNH Ha o6BbpKa- | XMNOMAHKA, uiaeauus v
HOCT™, XaJIHOIIMHA- noBeneHue’™*,
nenepco- LKW, arpecus®
Hanu3a- Aepeainia-
A *, 1118,
MaToNo- naTonory-
FMYHHN YeH opra-
CbhHUILA, LM,
HEPBHOCT, | BpykcH-
HaMalleHO | 3bM*,
nMouao ANATHS




Tenecua Muoro YeeTH HeuecTu Penxu Muoro C HeusBecTHA
CHCTEMA YeCTH peiKH 4ecToTAa
Hapywenus | I'nasobo- Akartu- Cuukorn, Hesposen- TapausHa
Ha HepBHaTa | nue*’, 3ua*, MUOKIOHYC, | THYEH Manu- | AUCKUHE-
CUCTEME 3aManHOCT, | TpeMop, HApYLUEHO 'HEH CUH- 3un*
ceaaumns rnapecre- paBHOBE- IpOM
3UA, cue*, (HMC)*,
Xunep- AUCKH- CEPOTOHMK-
TOHHS, He3us* HOB CHH-
AUCTrey3ns ApOM™, KOH-
BYJICUHU,
NUCTOHUS ™
Hapyluerns 3PUTENHH 3aKpuUTo-
Ha QUUTE Hapyle- bIbJIHA
MU, HApY- rrayxoma
LLIeHA KO-
MOAALMA,
BKJTHOUH-
TEHHO 3a-
MBTIEHO
IpeHUe,
MHUaapHasza
HapyiueHus THHUTYC* Bepruro
Ha YXOTO W
nabKHpHUHTA )
ChbpAcyHH Taxukap- Torsades de Crpec kapano-
HapyLleHHUS ans, Pointes*, MHONATHA
ManruTa- KaMepHa (Takouybo
uu* TaxuKap- Kapauo-
aua*, MHOMNaTHs )™
KaMepHO
MDBXKIEHE,
YABJDKEH
QT
MHTEPBAJT HA
efeKTpoKap- ;
Auorpama :
Conosu Xunepro- | Oprocra- r
HapyLUEeHHUA HHA, TOIIIM | THYHA XUI1O- i
BhIIHU) TOHMA,
XHUIEePTO-
HUA*
Pecninparop- ucnues™, MuTepcTi-
HY, IPBAHU U [Mpo3sBaHe FIZEDF:
Meana- benoapobra
CTUHANHY bonecr™,
HapyLLEeHUsA oenoapodHa
e03uHOG U~
nus*
Cromawino- | ["aseHe, Jluapusa®*, CromawHo- | IlaHkpea-
HUpeBHU CyXO0Ta B NOBPBLLUA- | YPEBHO T™MT*
HAPylIEHHUS ycTara, He KbpBeHe™
3aneK
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TenecHa Muoro Yectn Heuectn Peaxwu M#oro C Hen3necTHa
CHCTEMA YeCTH _peaxkm YecToTa
XenaTto- OrxnoHenua | Xenatut*
OunnapHu B pe3yJiTa-
HapylleHWA TUTE OT
uepHOAPOO-
HUTE PYHK-
LLHOHAJTHU
TecToBE*
Hapywenus | Xunepxu- O6pus, Ypruka- CUHApPOM Ha
HAa Koara i | apoza* NpypuTYC* | puar, CTHBbHC-
noakoXHara | {BKIo4u- anoneums*, | JI>KOHCBHY*,
ThKaH TENHO HOLL- EKXHMO34, TOKCHUYHa
HU U3NOTA- aHrnoenemM*, | envaepmarn-
BaHUs)* peakuuu Ha | Ha HEKpPO-
CBPbXYYB- nu3a*, ¢pu-
CTBUTENHOCT | TeMa MYNTH-
KBbM dbopme*
CBETIINHA
HapyuieHus Xunep- Pa6nomuo-
Ha TOHMSA nu3a*
MYCKYJIHO-
CKENeTHaTa
cucTeMa M
CheAMHUTEN-
HaTa ThKaH
HapylueHus YecTo YpHHapHa
Ha YPUHUpa- UHKOHTHU-
OBLOpeunTe U He, 3abp- | HEHLHA '
NUKOUYHUTE MaHE Ha |
NbTUILA ypHHa, 1o- |
nakuwypus*
Hapywenus MeHopa- CNEAPOANSIEH
Ha rus*, Me- KPDbBOM3UB'
Bb3NPOU3BO- Tpoparus®,
AWUTENHATa EPEKTHIIHA
cucTemMa U anchyHk-
rbpaara uus®, |
HapyllUeHa
CAKYNa-
Lus°
O0wi YMopa, KbpeeHe
Hapy lLEeHUS aCTeHUA, OT JIMraBu-
W e(DeKTH Ha BTpUCaHe™ uuTe™
MSICTOTO Ha
NPUNOKEHHUE
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TenecHa Vinoro YeeTn Heuectn Peakwu Muoro C HeniBecTHA
cucTeMa JecTH peaxy 4yecToTa
Hicnenpa- [loBuue- Y NbIeHO

HUSA HUEe HA BpeMe Ha
TErnoTo, KbpBeHe*
NOHUXKE-
HHE Ha
TErN0TO,
noBuuie-
HUE Ha
CTOHHO-
CTUTE Ha
XonecTe-
pON B
KpbLBTA

*HJIP, uaeHTHdHUKMpaHU ¢Nea NYCKAHE Ha nazapa
*Chobluana ce 3a Cy4an Ha CYMLIMIHK MHUCIY U CYHLIMAHO NOBEAEHHE MO BPEME Ha JIEHEHUETO €
peHadaKCHH WY B HAYANHHUS NEpUOA. ChelBall NPeKbCBAHeTO Ha TepanusTa (Bx. T. 4.4).

‘Buxre T. 4.4
*TIpH oO1WKM KNUHNYHYU U3NUTBAHUA, YECTOTAaTa HA rinasobonuero npH BeHnadakcHH U Npu nnauedo ca

noaooHu,
"ToBa cvbuTHe e crolLIEHO 32 TepanesTUUHWA Knac Ha SSRIS/SNRIs (Bx. Touky 4.4, 4.6).

[IpeycraHOBABAHE HAa NEYEHUETO

[TpeycTaHOBABAHETO Ha NeHeHeTo ¢ BeHnadakcHH (0cobeHO, KOraTo € pA3Ko) YECTO BOAM A0
CUMIITOMH Ha OTHEMAHE,

3aMasHOCT, CETUBHHU CMYLLIEHUA ( BKTHOUUTEIHO NapecTe3ns), CMyLEHH Ha ChHA (BKIJIKOUHUTENTHO
He3cbHUE U HECMOKONHY ChHUIIA), BB30OYIA MIIH TPEBOXKHOCT, radeHe W/HNKU noBpbilIaHe, TPEMop,
BEPTUTro, rnaBobonune, rpUneH CUHAPOM, HapYLIEHO 3PEHHE K XUIIEPTOHWA €A HaH-ueCcTo CbODUIaBAHUTE
peakuuy. [To npHHLKNI T€3U CLCTOAHUA C€a NEKM A0 CPeRHU WU €A CAMOOrpaHMyaBatili ¢e; NP1 HAKOU
nauneHTH obaye, Te MoraT aa O6bLAAT TEKKHU U/ UK NPOALIMIKUTENHA. 34TOBA CE NPENopbuba, KOrarto
neyeHUeTo ¢ BeHJiahakCUH Beue He e HeoOXOAMMO, 103aTa NOCTENEHHO Ad C€ HaMansaea. Benpexku Tosa.
NPpY HAKOW NMAUMEHTH c€ HAbNoAaBa NOBHILIEHA arpecus ¥ CY MUMAHNY MUCIIM, KOraTo J03aTta Ceé HaMaiu
WY NO BpEME Ha MPeyCTAHOBABAHE Ha NeUYeHUeTOo (BX. TOUku 4.2 1 4.4).

[leavarpuuyHa nonynaums

[1o nprHUKN, NTPOPUIBT HA HEXKENAHNTE PeaKUury Ha BeHNapakcHH (nMpy N1aueto-KOHTpONHpaHu
KIMHUYHM W3INUTBAHKUS) NPH AE1la U FOHOLWIK (HA Bb3pacT Mexay 6 U |7 roanHu) € noao0eH Ha TO3H,
YCTAHOBEH MpPH BB3pacTHUTe. KaKTOo M rpu Bh3pacTHUTE ce HabN10AaBa HAMANIEH aneTHT, NOHMIKABaAHE
Ha TEJNEeCHOTO TerJjQ, NOBKILUCHO KPBLBHO HANANAHE U YBEJIUUEH CepyMeH xonecrepon (Bx. 1. 4.4).

[Tpy neanaTpuuLKUTE KIIMHUYHY HU3NUTBaHUA ce HaDhtolaBa HewenaHara peakuus ,,cymuuiHa
uneauus*. HapacreaT u cbobLIEHHsATA 3@ BpaxAeOHOCT, OCOOEHO NPH roNaMo AeNpPeCUBHO
pa3CcTPOHCTRO, CAMOHapaHsiBaHe.

[To-cneunanyo, ClIeAHUTE HeXenaHn peakuMy ce HabNoAaBaT Npu NeanaTpUiHH NauHEeHTH: KOPEeMHa
bosnka, 8b30yna, AUCAENCUst, EKXMMO3H, EMUCTAKCHC U MUAJNITHA,

Cobo0LiaBaHe HA NOAOIMPAHH HEXEJTAHU peaKLHK
Cbo6lilaBaHeTO Ha NOAO3MPaHM HEXETAHW PeaklMy Clie/l paspellasaHe 3a ynorpeba Ha 1eKapcTeeHus
NPOAYKT € Ba)KHO. TOBa NO3BOJIABA J1a NPOLLINKH HAOIHOACHUETO HA CHOTHOLUEHUETO N0J3a/PUCK 32

NEKapcTBeHUs Npoaykr. Or MEAHMUMHCKHATE CNELIMATHCTH C€ U3MCKBA 12 cbOoOLaBaT BCaka nojo3y

4.9 [Ipeao3upane
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[ToCTMAapKETUHIOBUTE NPOYUYBaHUS TIOKA3BAT, Y€ MPEAOIUPAHETO Ha BeHnaaKCuH ce Hab101aBa
MPearMHO B KOMOWHALMA ¢ aNKOX0A W/KUAU APYTH JEKAPCTBCHY NPOAYKTH, BKIIOUHNTEIHO ClTy4aH ¢
daTtaneH uixoa. Hal-uecto crolbuiaBaHMTE CUMIITOMHU NPH NPERO3UPAHE BKIKOUYBAT: TAXHKAPAHS,
NPOMEHU B HHBOTO HA Ch3HaHHWe (BapUPALLM OT CLHAUBOCT 1O KOMa), MUAPHA3a, KOHBYACHH M
nospbluare. Jpyru cbofliaBaHi CHMITOMM BKAKOUWBAT ENEKTPOKAPAHOrpaPCKy M3MEHEHUS (Harp.
yabioked QT unrepsan, 6eapen 6ok, yabmxen QRS [Bx. Touka 5.1]), kKAMEpHa TaxuKapaua,
Opanuxapaus, XMNOTOHUS, XUTTOTJIUKEMHSA, CBETOBLPTEX M CMbPT. CHUMNTOMH Ha TEXKO OTpaBsaHe
MOraT Ja ce NOABAT NPH BB3PaCTHH CNe/l pyeM Ha npuban3uTenHo 3 rpama seHnagaxcHH.

B ny6auKyBaHH peTPOCNEKTUBHY NPOY4YBaH1s ce cbobluana, ue npeao3Mpare Ha BeHNA(akCHH MOXKE
1a Ce CBBbpXe ¢ NMOBUILEH PUCK OT daTasieH U3X0A B cpaBHeHHe ¢ HabntogaBaHusa npy SSRI
aHTUAENpecaHTH, KONTO obaue € Mo-HUCHK B CPaBHEHME C PHUCKA NPU TPHUMKIHYHUTE AHTHIENPECAHTH.
Eny1eMHUONOriYHHTE NPOYYRAHMA N10KA3BAT, Ue JIEKYBaHHUTE ¢ BeHNaaKCHH MauueHTH WMAT [10-
ronsiMa oOpemMeHeHOCT OT PUCK 3a caMOyOHUACTBO B CpaBHEHME C NALMEHTUTE, IEKYBaHHU ¢bC SSRI
CreneHTa, A0 KOATO YCTAHOBSBAHETO HA NOBHUILEH PUCK OT (paTaiieH M3x04 Moxke 1a Ob/ie npunucaHa
Ha TOKCMYHOCTTA Ha BEeH.1adaKCHH B NPEKOMEpPHA A03a, [0 OTHOLLIEHWE Ha HIKOM XapaKTepUCTHKH Ha
NeKyBaHUTE ¢ BeHnahaKCHH NauneHTH, He € ACHA,

[ IpenopbUuBaHO JIeHEHHE

TexkKOTO OTPaBAHE MOXeE /1a MIUCKBA KOMIIJIEKCHO CNEWHO JeueHne u Habmoaexune. Cneaosaresivo, 8
cnyuyad Ha CbMHEHME 3a Npeao3upaHe, BKAYBAlO BeHNaghakcHH, Ce Npenopbysa He3adbasHo la ce
CBbPXKETE CbC CMELMATUCT HIIH KIIMHUKA MO TOKCHKOIOI 1.

[Tpenopbusar ce oOLM NOAALPKAULM M CHMITOMAaTHUHU MEPKH; CbPAEUHUAT pUTbM TpAOBa na 6bae
CleneH, a JKU3HEHUTE NoKa3aTesu aa ObaaT HabmoaaBaHi. AKO CbILUECTBYBA PUCK OT acnupalus, HeE ce
NnpenopbUBa Aa c¢ NPEeaAn3BUKBa NOBPLLiaHe. Moxe aa e HeoOXxoauMa CTOMaLHA TPOMHUBKA, aKko ce
H3BBLPLIBA CKOPO CNIE]l NOEMAHETO MM NPH CUMIITOMATHUHK NMaLKeHTH. BKalouBaHeTo Ha akTUBeH
BbrfleH Cbhlllo MOXE fa orpaHuyn abcopbupaHeTo Ha AKTUBHOTO BELLECTBO. Masiko BEpPOATHO
NPUHyLHTENHATa AMype3a, AMannsa, xemonephysua ¥ 0bMeHHd Tpanchy3us na 6baat ot nonsa. He e
M3BECTEH crelinUUEH aHTUAOT Ha BeHNAahaKCHH.

5. GAPMAKOJOI'M4YHU CBONCTBA
5.1 GapmMaKoIHHAMHYHU CBOHCTRA

GapmakorepaneBTHYHA rpyna: [ IcHxoaHanenTulu, aHTHACTPECAHTH, APYTrY aHTHUAENPECAHTH,
ATC kon: NOGA X16

MexaHnibM Ha ACHCTBHE
CmMsTa ce, e MEXaHU3IMBT Ha aHTHACTIPECHBHOTO AEHCTBHE HA BeHAA(aKCHH NPY XOpaTa € CBbP3aH ¢
NOTEHUMPAHETO Ha HEBPOTPAHCMHUTEPHATA ICHHOCT HA LEHTpANHaTa HEPBHA CUCTEMA.
[TpeIKAMHUUHKTE NPOYUBAHMA NOKA3BAT, Ye BEHNAQAKCHH U HEFOBUAT OCHOBEH MeTabonut O-
aexMetunBernagpakcud (ODV) ca nuxnbutopn Ha oOpaTHUS 3aXBaT Ha CEPOTOHMHA K HOpaApeHaIuHa
U cnabu uHxubUTOpH Ha obpaTHMA 3axBaT Ha AonamuHa. Bennadakcuy v O-pe3mMerunBeHnadakcHH
HamansaeaT P-anpeHepruyHaTa peakuns rnpu KUBOTHH, KaKTO ClleA eAHOKpaTHA 4033, TaKa Y el
XPOHHUUHO MpUIokeHNe. BennadhakcHH U HErOBHUAT OCHOBEH MeTabONKT MMAT CXOAHO AEHCTBUE MO
OTHOLIEHKE Ha 0OpaTHUA HEBPOTPAHCMUTEPEH 3aXBAT M CEBLP3BAHETO C PEUENTOPUTE.

Bennacdakcud hakTruecku HimMa adMHUTET MPU LTbXOBE KbM MOIbYHU MYCKAPUHOBH, XUCTAMUHOBH
(H1) unu ol -agpeHepruyuHy peuenTopy in vitro, DapmakonoruyHara akTUBHOCT [0 OTHOLLEHHUE Ha Te3M
peLenTopy Moxe Ja 0bae CBbp3aHa ¢ pasavyHU CTPAaHUYHH €PEKTH HAQIIOAABaHM NTPHU APy
aHTWAENPECAHTH, KAaTO aHTHXONUHEPIrHYHHW, CEAATUBHU K ChPACUHO-CH/10BU. Bennadaxkcur Hsama
MOHOaMKHo-okcKuaazHa (MAQ) nuxnbuTopHa aKTUBHOCT.
Criopes AaHHM OT In Vitro Npoy4YBaHUA, BEHIA(aKCUH € NPAKTHYECKH JTIUWEH OT abUHKT
ONUaTHK UK OEH30AMA3ETINHOBYH PEUEIITOPH.

KnrHuyHa epUMKACHOCT M Be30nacHoCT
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[‘oneMy genpecvBHU €NU30AHM
EdMkacHOCTTa Ha BeHaadakcHH ¢ He3abaBHO OCBOOOKAABAHE NPY JIEHEHUETO HA T'OAEMU ICMIPECUBHM

enu300M € JEMOHCTPpUpaHa OT neT ABOHHU-cnenu, nnauedo-KOHTPoNpaHu, KPaTKOCPOUHN U3IIHUTBARUA
C MPOaLIKHTENHOCT OT 4 10 6 ceamuun, 3a 1o3u A0 375 mg/neH. EPuxkacHocrra Ha BeHnadhakcHH ¢
YIBIDKEHO OCBODOKAaBaHE NPU JICUECHHUETO HA roJIeMU JIENPECUBHHK €NIM304H € YCTAHOBEHA NpU 1BE
n1auebo-KOHTPOJINPaHH, KPAaTKOCPOUHH H3CNEABAHUS C NMPOABIKHTENHOCT 8 U 12 CeAMHLIH, KOUTO
BKJIKOUYBAT A03H, Bapupaluu oT 75 1o 225 mg/aeH.

B enHO NMO-ABJAroCpoOYHO U3CIEABAHE, BL3PaCcTHY aMOyNaTOPHH NauMEHTH, KOUTO €& C€ MOBMNM Npel
8-CeAMMUYHO OTBOPEHO W3MUTBAHE HA BeHNadakcuH ¢ yALmKeHo ocsoboxaasaHe (75, 150 nan 225 mg),
ca paHIOMH3UPAHY C LN NPOABIKABAHE HA [IPUEMA Ha ChLIATA 1032 BEHNAMAKCHH C YOB/IKEHO
ocsoboxaaBaHe Uiy naauedo, 2a nepuoa Ao 26 ceAMULIH, NTpe3 KONTO Ce CieaH 3a peUHIHB.

B1B BTOPO, MO-ABJATOCPOUHO HM3cNeABaHe, eDHKAaCHOCTTA HAa BEHNA(AaKCHH 33 NPEBEHUMA Ha
peLINBUPALLM JeNPeCcCHBHY enn3oaur nped | 2-meceden nepyosl € ycraHoseHa npu nnauedo-
KOHTPOAUPAHO, ABOAHO-CIANO KTMHWYHO M3MTWTBAHE NPH Bb3pacTHX amMOyNaToOpHK NAUKUEHTH C
peUMaMBHpaLLY TONeMH AEeTIPECUBHH €NN30AK, KOUMTO €a €€ NOBAUAIMN OT NEUEHUETO ¢ BeHnadakcuH
(100 no 200 mg/neH, npremMaHun ABA MbTH AHEBHO) MIPY MOCAEAHMUSA ACMPECHBEH €ITH30A.

[eHepalu3vpaHO TPEBOXHO PA3CTPONUCTEO

EdhukacHoCTTa Ha BEHAAGAKCHH - KANCYNU € YIbMKEHO OCBODOMK AaBaHe NPK JICHEHUETO Ha
rEHEPANM3NPaHOo TPeBOXHO pasctpoiicTso (I TP) e yctanoseHa Ha Oa3ara Ha aBe 8-CeAMHYHM, nnhauebo-
KOHTPONUPAHHU W3NUTBaHUA ¢ huxcUupana nosa (75 1o 225 mg/aen), eaHo 6-meceyHo, nnauedo-
KOHTPOAXpaHO Hicneasane ¢ pukcupana ao3a (75 no 225 mg/aeH). v eano 6-meceuHo, nnaunedo-
KOHTPONUPaHO u3cneapare ¢ Hepukcrpana no3a (37,5, 75 v 150 mg/nen) npu Bb3pacTHu amOynaTopHy
MnaLHeHTH.

Biurpeku ye uMa oaHHM 33 No-100bp ehexT B cpaBHEHUE ¢ naauedo npy AHEBHa 1034 oT 37,5 mg, TH He
€ TOJIKOBA €(PUKACHA, KONKOTO NO-BUCOKHUTE 403U,

Coumanna gpobus

EdukacHocTTa Ha BeHAadakCHH - Kancynu ¢ yablKeHO 0CBOOOMAaBAHE NPH JICYEHHUETO HA COLMANHA
pobud ce ycraHOBABA Ha 0a3aTa Ha YeTHPH NABOMHO-CNENH, BKOUBALUO NapaieaHy rpynu. 12-
CeAMHWUYHH, MHOMOLIEHTPOBH, NNauebo-KOHTPOIKMPaH! NPOyUBaHUs ¢ HEDUKCUPAHU 1031 W €4HO,
ABOMHO-CASINO, BKIKOUYBALIO NapanefnHy rpymnu, 6-mMecedyHo, nnauebo-KOHTPONUpPaHO U3caeBaHe Npy
Bb3PacTHM aMOynaTopHH nauyenTy, MNaurenture ca npremMany JHEBHU 1031 Bapupalin oT 75 0o 223
mg.

HsamMa naHHM 3a rno-BMCOKa €PUKACHOCT NpH rpynara, npuemadla g1o3um ot 150 10 225 mg Ha oeH B
CpaBHEHME ¢ rpynara, pyuemMalila ao34 oT 75 mg Ha A€H NPY 6-MECeHHOTO NpoyUuBaHe.

[TaHnuecko pa3cTpoicTBO
EduxkacHocTTa Ha BeHnadakCHH - KANcy/iu ¢ yALMKEHO OCBOOOKAABAHE NPH JICUCHUETO HA NAHUYECKO

pa3cTPOHCTBO Ce yCTaHOBABA Ha Da3ara Ha ABE ABOUHO-CIENH, | 2-cEAMUYHH, MHOMOLEHTPORY,
nnauebo-KOHTPONUPAHK NPOYUYBAHMS, B KOUTO €& BK/IHOUYEHH BB3PACTHY amOynaTOpHU NauueHTH,
cTpajalilM OT NAHUYECKO Pas3cTPONCTBO UK aropadodus. [TbpBOHavanHara 103a NpU NPOyYBaHUATE 32
naHudecko pasctpofictBo € 37,5 mg/nen 3a 7 nuu. Crej ToBa NaUMeHTUTE ca ronyyasanyd pUKCUpaHy
no3u ot 75 uau 150 mg aAHeBHO NpHM €AHOTO NPOyYBAHE U 75 UMK 225 mg AHEBHO B ApYTOTO
NpOy4BaHe.

EduxacHocTTa € YCTAHOBEHA U NPU €AHO ABATOCPOUHO ABOHHO-CNANO, MIALE00-KOHTPOIMPAHO,
BKJTKOYBALLIO NTApaNieIHy rPynu U3CAeaBaHE HA AbrocpoyHaTa 6e3onacHocT, ePpeKTHBHOCT ¥ NpeBeHLUMS
CIIPAMO PEeLIMANB TIPH Bb3pacTHHU aMOynaTOpHM NauMeHTH, KOUTO €a Ce NOBNUIN OT leHeHue,
HEKOHTPONUpaKo ¢ muaueto. [MaureHTrTe NpoabIKaBaT NpyUeMa Ha ChbllaTa 403a BeHJapaKkCUH -
Karcyau ¢ yIbMKEHO 0CBODOXKAABAHE, KOATO Ca NpHeMalii M B Kpasi Ha ¢a3aTta Ha JieueHHeTo 0e3
rnaueto kontpoa (73, 150 unn 225 mg).

EnexTpodiu3n0aIorua Ha ChpueTo
B enHo cneunanyo rondmo npoyusaHe 3a QTc npu 3apaBu MHAMBHAM BeHNAadaKCUH H

KNHHUYHO 3HAUMMa CTeNeH Ha yabaxkaeaHe Ha QT uHTepBana npy NpuioXeHUe Ha H
no3a oT 450 mg aHeBHO (1aneHa KATO 225 mg ABa NbTH AHEBHO).
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B nocTMapKeTUHIOBH NMPOyYBaHUA ca OuNtKM A0K/1a/1BaHK Cliyuan Ha yabixkasaHe Ha QTc/TdP u
KaMmepHa apuTMHR 0cobeHO Npy Npeao3upaHe MW NPY NALMEHTH C IpYTH PUCKOBH (PaKTopH 34
yabsaxkasane Ha QTc/TdP (Bx. Touku 4.4, 4.8 1 4.9).

5.2 dMapMaKOKHHETHHHM CBOMCTBA

BennagaxcuH ce Metabonu3una B rossiMa cTeneH, npeadMHo 10 akTuBHUA metabonut, O-
neamerunsennadakcuu (ODV). Cpeanure £ SD nnazMeHu noAyKUBOTH Ha Bennagpaxcud v ODV ca
cboTBeTHO 542 yaca v 1 1+2 yaca. KoHuentpauuute Ha seHnadakcut u ODV B ctabunHo cbeTosiHMe ce
JIOCTUI'aT B pAMKHTE Ha 3 JIHY OT 3anQo4BaHe Ha TEPANUA ¢ MHOMOKPATEH NEPOPANEH NPUEM.
Bennagaxcrs 1 ODV noka3sar iMHelWHA KMHETUKA B PAMKWATE Ha A03M, Bapupawy ot 75 mg no 450 mg

OJHCBHO.

ADcopOLuH

Hait-manko 92% or eiHOKpaTHatTa 103a BeHaadhakCHH npyeTa npes yerarta ¢e abcopbupa. AbcomoTHara
6HoHanMyHOCT HA BenJadakcui € oT 40% no 45% nopaau npecucreMHus MetadbonninM. Cnea
npunoxeHue Ha BenakcyH ¢ HeaabasHO ocBODOXAaBaHe, BbPXOBY [Jia3MEHH KOHUEHTPALHY Ha
BeH1aaAKCHH ¥ Heroeus aktveeH merabonut QDV ce nocTurar 8 pamxute Ha NpubAU3UTENHO 2 W
CBOTBETHO 3 uaca. Cnen npunoxeHne Ha BenakcuH ¢ yAbIKEHO 0CBODOXKAaBAHE, BLPXOBH NIA3MEHH
KOHUEHTpALUKMK Ha BeHnadakCcHH U Herosua aktueen metabonur ODV ce nocrurar B paMKUTE Ha
npuban3uTenHo 5,5 u cvorseTHo 9 waca. [lpy npunaraHe Ha paBHU 403K BeHnaakCHH NoA PopmMaTta Ha
TabneTka ¢ He3abaBHO OCBODMKAABAHE UNTK HA Karcyia ¢ Yab/XKeHO 0cBoDOXKaaBaHe, Kancynara c
yabikeHo oceoboxcnaBaHe ocurypasa no-6ageH TeMn, HO cblliaTa cTeneH Ha abcopbuns xaTo nNpy Tau
Ha TabneTkara ¢ He3abaBHO OCBODOXKAaBaHe, XpaHaTa HE OKA3BA BAUSHUE BbPXY OMOHANHHHOCTTA Ha

geHnadakcuy u ODV,

PasnpeaeneHue
Beunadaxkcun 1 ODV, B TepaneBTHYHY KOHUEHTPALKUK, C& MUHUMAJIHO CBbP3aHH C YOBEUIKUTE

nnasmeHy npoteutn (27% u pecnextuBHo, 30%). O6eMbT Ha pasnpeneseHye 3a BeHnapakcuH B
crabunHo cucTosiHue € 4,4+ 1,6 L/kg cneq UHTpaBeHO3HO NPUIIOKEHHE.

buotpaHc@opmaLms

Beunadakcun ce meTadonn3upa B ronsiMa cTeneH B YepHUs apo0. Jr vitra W in vivo U3cneaBaHus
MOKa3BaT Yye BeHadakCHH roanexu Ha GuotpadHchopMauus 40 HEFrOBUA OCHOBEH aKTUBEH MeTaboINT,
ODYV - npouec, katanusupan ot CYP2D6. In vitro v in vivo nacneasaHua noxKassar, He BeHnadakcHH ce
MeTabosin3npa A0 BTOpOCTENEHEH, no-cnabo aktuseHd meradonut N-aesMeTunBeHnadgakcuH - npouec,

katanu3zupal or CYP3A4, In vitro v in vivo u3cnenpadua noxaisar, 4e BeHnadakcuH e cnab
nexuouTop Ha CYP2D6. Bennadaxcu He nHxuOupa CYPI A2, CYP2C9, unu CYP3 A4,

EnuMuHKupaHde

BennadakcnH # Heroeute MetabonnTH eKCKpeTHpaT npeAMMHo upes 6nbpeluTe,

Oxono 87% ot Ao3ara BeHnadakCHH ce YCTAHOBABA B YpUHATa cnen 48 uaca KaTo HENPOMEHEH
seHnacdakcul (5%), necebpiad ODV (29%), cebpiad ODV (26%) unu apyru BTOPOCTENEHHH
meTabonuTty (27%).

Cpennure £ SD nna3MeBn KNKHPbHCH B cTAOUAHO CheTOsIHME HA BeHnadakcuy u ODV ca 1,3+0,6
L/h/kg u pecnextusHo, 0,4+0,2 L/h/kg.

CrneuManHy Nonyaauuy
Bw3pacm u nox
Bbt3pactTa ¥ nosna Ha cybexTa He BNMAAT 3HAYMTENHO Ha (hapMaKoKHHeTUKaTa Ha BeHnadaxci u ODV,

CYP2D6 6vp3w/basnu memabonauzamopu
[Tna3zMeHWTe KOHUEHTpaLMM Ha BeHjiadakcuH ca no-Bucoku npu CYP2D6 bashu meTa
OTKONKOTO NpH Obp3u MeTabonuzatopu. ToHi karo obuiara ekcroznumsa (AUC) Ha ge
€ ¢xo/Ha npu Obp3uTe U 6aBHK MeTaboNK3aTOPH, He € HEODXOAUMO Ja Ce YCTaHOBS
peKMMHU Ha MPUEM Ha I03UTE 32 T€3H ABE IPyIH,
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Yeproopobro yapescoane

[Tpyu vHAMBUAK Knac A (neko yepHoapoOHO yBpexaaHe) U knac B (cpeano 4epHoapobHO yBpexaaHe)
no Child-Pugh, nonyxusorute Ha Bexnadakeut ¥ QODV ce yabixKaBaT B CpaBHEHKWE CbC 34paBH
nHanBuau. OOINAT nepopaneH KNUPbLHC X Ha Bennadakckud, 1 Ha ODV e nonmxeH. OtueTeHa ¢
rofisMa CTErNeH Ha BapupaHe Mexay paznuuHnTe MHAUBKIN. ChUIECTBYBRAT OrpaHHUYEHH TaHHM 3a
NaLMKEHTH ¢ TEXKKH YepHOAPOOHH yBpexkaaHus (Bx. T. 4.2).

brubpeuno yapexcoane

[1py nauuneHTy Ha ANaAIK3A SIMMUHALMOHHUAT NONYXKHUBOT Ha BeHNadaKCHH € yAbxeH ¢ okono 18(0%,
2 KIMPBHCBLT CE€ MMOHUXKAaBa € OKOJIO 57% B CpaBHEHHE CbC 3ApPAaBH HHIAMBHIH, JOKATO
eNUMUHaUHOHRUAT nonyXuBoT Ha ODV ce yabaxasa ¢ 0xono 142%, a KnUpBHCHT Ce NOHMKABA C
0K010 56%. Heob6x0auMO € Aa ce KOPUTHUPAT J103MTe Ha MaUHEHTH C TeXKHU ObOpeuHy yBpEeXIaHus U
NP NAUMEHTH, HYXAa€UH CE OT XeMoauannsa {(Bx. 1. 4.2).

5.3 [IpeaxnuHUYHU AaHHHK 33 De3onacHoOCT

MinuTBakuaTa Ha BeHIaakCHH NP NALXOBE U MULLIKKA HE CBMAETEJICTBAT 33 KAHLIEpOreHesa.
BeunadakcuH He ce NMposBABa KaTO MyTareHeH B UIMPOK CIEKTLD OT in Vitro W in vivo U3NUTBAHHUA.

[Tpu nacnenBaHUATa BbPXY KUBOTHU BbB BPb3KA C PENPOAYKTUBHATA TOKCHYHOCT € YCTAaHOBEHO, Ue
MPH TJTHXOBETE ce HabnvaaBa HaMalleHO TEM10 Ha HOBOPOAEHOTO, NOBHLIABAHE HA DpOd MbPTBO
pOAEHHK MIBLXOBE M MOBUILABAHE H& CMbPTHOCTTA CPel HOBOPOAEHUTE NPe3 MbPBUTE 5 AHM HA
naktauusTa. [IpMurHaTa 3a noaobHa CMBLPTHOCT € HeW3BECTHA. Te3n peakuru ce Habmonaear npu 30
mg/kg/neH, KoeTo NpeBKLuaBa 4 NbTH AHEBHATA 1032, NPUeMaHa oT xopa - 375 mg BennadakcuH (Ha
6aza mg/kg). Jlozara, KOATO HE NpeAW3BMKBA PCaKUMU NPU TE3W NpoyuBanus, € 1,3 rmbTH Hal 103aTa,
npunaraHa npy xopa. [IoTEHUHANHUAT PUCK MTPU XOPAaTa HE € H3BECTEH.

HamaneHa penpoaykThBHa cnocoOHOCT € HabnioaaBaHa npy Npoy4BaHe, B PAMKHTE Ha KOETO MbXKH K
YKEHCKU NirbxoBe ca Tpetupann ¢ ODV. Ipu ToBa neyeHne aosara e ripesuitasana npudiIu3uTenHo |
A0 2 TbTH l03aTa Ha BeHnagakCcHH oT 373 mg/ael, npunarada npu xopa. 3HaueHUeTo Ha NOAOOHO
OTKPUTHE 3a XOpaTa He € ACHO.

6. OAPMALUEBTHYHHU JAHHH

6.1 CnUCcBLK HA NOMOLLHUTE BellecTBA

Benakcuu 37,5 mg TBbpAN Kancyau ¢ yab/akeno ocsoboxaasane
LEenyno3a, MUKPOKPHUCTAIIHA

HaTpUEB XNOPHAI

CTHUNLENYNO32

TaNK MUKPOHU3UPAH

AUMETHKOH

KaJIMEB XJIOpua

KOITOBH10H

CUNMLIMEB JUOKCH KOAOUAEH 6e3BOAEeH

KCAHTAHOBA ryma

#bIT xkenmesend okcua (E172)

Kancynna oboeueka: CONI-SNAP-3 tBwphna xenatvHoBa Kancyna
XKenatuy, xbat xenesen okeun (E172), unaurokapmuH (E172), eputposun (E127), TUTAHOB AMOKCHA
(E171). -

Benakcun 75 mg TBBLpAU KANCYJH € yALIKEHO 0¢cBOOOXK1aBaHe
Ley103a MUKPOKpUCTaNHa

HaTpHEB XJIOPHA

eTHILENYNo3a

TaJK
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AWMCTHKOH

KaJTUERB XJODHUA

KOTMOBHUIOH

CHJAULUNEB AHOKCHUA KOJIOHUICH bezroneH
KCAHTAHOBd I'yMa

WbJIT WKeneseH okeua (E172).
KancynHa obsuska: CONI-SNAP-2 Tebpaa xxenarnHosa Kancyna
XenaTuH, xbat xenesen oxkeun (E172), uepsed xenezed oxkcua (E172), tutanos amoxkeun (E171).

Besakcun 150 mg TBbpaM Kancyau ¢ yabJKeHO ocBODOXKAaBaHE
Lenyno3a MHKPOKpUCTaIHa

HaTpHUEB XJIOPHI

eTUNLEeNyJ03a

TaJIK, MUKPOHH3INPAH

AUMETHKOH

KAITMEB XJ0PUI

KOMOBUAOH

CUIIKMLIMEB AMOKCHA KoNonaeH Ge3BoaeH

KCaHTaHOBa ryma

KbAT WenezeH okeua (E172).

Kancynua obsuska: CONI-SNAP-OEL t8bpna xenaTnHoBa Kancyna
HenatruH, xbaT xkeneseH okeua (E172), uepseH xenezen okcua (E172), turanos auokenn (E171).

6.2 HechbBMecTHMOCTH

Hernpuioxumo.

6.3 Cpok Ha rogHocy

3 rOANHU

6.4 Crneunajiiy yCJI0BMH HA CbXpaHeHHe

Ha ce chxpanspa noa 30°C B opuruHanHaTa onakoska, 3a aa e NpeanasM oT Brara.

6.5 Bua u cbiabpKaHHe HA ONAKOBKaTa

Beanakcenn 37,5 mg TBLpaH Kancyu ¢ yab/mKeHo ocB0oboKaaBane
28, 30 unu 56 kancynu B 6auctep ot PVC/PVdAC//anymuuneBo ponro 1 BLHIIHA KAPTOHEHA KyTHS.

BenakcuH 75 mg TBBPAN KaNCy/aH ¢ yab/HKEHO 0cB8000KAaBaHE
28, 30 unu 56 kancynu B 6nuctep ot PVC/PVAC//anyMuuueBo Gonuo 1 BbHUIHA KAPTOHEHA KYTHA.

Benaxkcun 150 mg TBbpAM KANCYJIH ¢ YALAAEHO 0cBo0OXAABaHE
28, 30 unu 56 xancynu B 6nuctep ot PVC/PVAC//anyMuHueBO PONMHO M BLHILHA KAPTOHEHA KYTHA.,

6.6 Cneunannu npeana3sy MepKHy NpH U3XBLPJsiHe # paboTa

Hsama crieuyansy W3UMCKBaHUA,

Hen3noa3BaHUAT NEKAPCTBCH NPOAYKT WK OTIMAABYHHUTE MATCPHAH OT HETO Tpﬂﬁﬂﬂ Ia CC U3XBLRDOMATL B
ChOTBCTCTBNE € MECCTHHUTC H3MCKBAHMWA,

7. MPUTEXATEJI HA PABPELHUEHHETO 3A YIIOTPEBA

Egis Pharmaceuticals PLC
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1106 Budapest, Keresztar: ut 30-38.
YHrapus

8. HOMEP(A) HA PAJPEIIEHUETO 3A YIIOTPEBA

BenaxcuH 37,5 mg TBbPAM Kancynu ¢ yabmieHo ocsoboxkaasane: Per. Ne: 20070054
Benaxcud 75 mg T8bpAM Kancynu ¢ yabmkeHno oceoboxaasane: Per. Ne: 20070035
Benaxcuy 150 mg TBbpau Kancyau ¢ yabhxeHo ocsoboxnasane: Per. Ne: 20070056

9. JATA HA MbPBO PA3PEILLUABAHE/ IOAHOBABAHE HA PASPEIUEHHWETO 3A
YINTOTPEBA

JaTa Ha nbpBO pa3zpeitasane 3a ynotpebda: 13.07.2007 r.
Jlata Ha nocneano noaHosspaHe: 29.05.2015 r.

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

CentemBpu, 2024 r.
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