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; KDAMKS YaDaxmepuCInuKa Ha npogykma  [1pousoxerye 1
E®EKTHH ER 75 mg Tebpau Kancyau ¢ yasmkeHo oceobo (JlaBae C)? 2060390 ,/%8S
EFECTIN ER 75 mg prolonged-release capsules, hard ru.w, 2. Ne
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2. KAYECTBEH H KOJIHYECTBEH ChCTAB

EGEKTHH ER 75 mg:

Beaka Tepp/a Kancyna ¢ yasmkeHo ocBo0oXaaBaHe chabpxa 84,85 mg sennadakcus (venlafaxine)
KaTo BeHTaakCHHOB XHAPOXIIOpHI, EKBHMBAJICHTEH Ha 75 mg BernadakcuH 6aza.

EDEKTHH ER 150 mg:
Beska Tebpaa kancyna ¢ yabmkeHo ofBoboxaaBaHe chabpxa 169,7 mg BensiadakcHh (venlafaxine)

KaTo BEHJIa(PaKCHHOB XUAPOXJIOPH, ekBUBaieHTeH Ha 150 mg Bennadakcuu Gaza.

3a MBJAHUA CIUCHK HAa NOMOLIHHTE BellleCTBa BHXTe Touka 6.1.

3. JEKAPCTBEHA ®OPMA

Kancyna ¢ yasmkeHo ocBoboxaaBaHe, TBLPAA.

E®EKTUH ER 75 mg:

TBbpaa xenatnHoBa kancyna pasMep 1 (19,4 mm x 6,91 mm), ¢ Henpo3paueH NPACKOBEH LUBAT, C
HAAMKC BBPXY KANCYIUTE OT YepBeHO MAcTHNO “W” y “75”,

EOEKTHH ER 150 mg:

Tebpaa xenatHHOBa Kancyna pasmep 0 (23,5 mm x 7,65 mm), ¢ Henpo3paueH TBMHOOPAH)KEB LBST, C
HaJIMKC BbPXY Kancyaure ot 0ano mactmio “W” u “150”.

4, K/HHNYHHU JAHHH

4.1 TepaneBTHYHHR NOKA3AHHA

JleyeHune Ha ronemMu genpecHBHU EMU3OIH.

3a npeReHLIHA HA PeLUMIHB HA FOJIEMH NENPECHBHY €MU30IH.
JleueHne Ha FeHEPATU3UPAHO TPEBOXKHO PA3CTPOHCTBO.

JleueHne Ha COUMANIHO TPEBOKHO PA3CTPOHCTRO.

JleueHHe Ha NaHNMYECKO pa3cTPOICTBO, CbC HITH Ge3 aropadodus.

4.2 Jlo3HpOBKA H HAYHH HA NPHAOKEHHE

g{BH pOBKA

[oneMu ienNpecUBHHU €NMH30AH

[IpenopruBanaTa HayalHa JO3HPOBKA Ha BEHJIA(AKCHH ¢ YABLIKEHO OCBOOOXKAaBaHE
BEAHBXK AHEBHO. ITallMeHTHTE, KOMTO HE OTTOBAPAT HA HAYaJIHATA 034 OT 75 mg/aeH,
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nos3a OT MOBULICHHWA Ha J03aTa X0 MaKCHMaHa a03a oT 375 mg/neH. [lopuieHnATa Ha 103UPOBKATa
MOTAaT Ja C€ M3BBLPILUBAT HA UHTEPBATH OT 2 C€AMHLH WM noseue, [lpy KIMHHYHA HEOOXOAUMOCT

nopaan TECCTTa Ha CUMIITOMUTC NOBHUHLUCHUATA HA A103aTa MOraT Aa €€ W3BbPLIBAT HA HO-HCCTH
HHTCPBAJIK, HO HC MNO-KPaTKH OT 4 HHK,

Hopa,uu PHUCKA OT A0303aBHCUMH HEXKENAHH pEAKUHH NOBUHIUCHHUATA HA JO3HUTC TPFIGBH Ja CC

W3BBPLUBAT €IMHCTBEHO CAE KIIMHHYHA NpeucHKa (BxK. Touka 4.4). Tpabea fa ce noabpxa Hau-
HUCKATA €eKTHBHA N03a.

IlaimenTnTe TpadBa 1a ce JIeKyBaT 3a J0CTaTb4€H NEPHOI OT BpeMe, OOMKHOBEHO HAKOJIKO Mecela
HAu ToBeye. JleuenueTo TpabBa qa ce npeoueHsBa peAOBHO 3a BCEKH oTaeneH cnyydaH, llo-

ABLATOCPOUHOTO NEHEHHE MOXKE CBLUO 1A € NOAXOAALLO 3a [IPEBEHLMS HA PELMIUB HA I'O/1IEMH
aenpecuHy ennizoau (I'JIE). B noeeueTo cnyuan, npenopbusaHaTa 103a 3a NpeBeHUHA HAa pelnauBa
Ha [ JIE e cbliata, kaTo U3no;13BaHaTa o BpeMe HAa HACTOSLUMA €T30,

AHTHAENPECHBHUTE JIEKAPCTBEHHU MPOAYKTH TPAORA 1A C€ NPOIBJBKAT 3a MOHE LUECT MECELA CJ1eq
pPEMHCHSATA.

[ eHepaM3MpaHO TPEBOXKHO Pa3CTPOHCTBO

[IpenopbuBaHaTa HauallHa 1034 3a BeHjahakCHH ¢ YabhkeHo oceobokaaBase € 75 mg, JaBaHH
BEHBXK AHEBHO. 3@ NaLMEHTUTE, KOMTO HE OTTOBAPST HA HauanHata A03a OT 75 mg/aeH, MorarT 1a ca
OT MNOJi3a MNOBUILIEHHS HA 103aTa 10 MaKCUManHa n103a ot 225 mg/aeH. [loByulenHaTa Ha n03aTa MOTaT
lla Ce NPABAT NPE3 UHTEPBANY OT 2 CEAMHLM WK MOBEYL.

[Mopaaun pucka oT 10303aBUCUMU HEXKE1aHH peaKkl|H, MOBULIEHHMTA HA A03aTa TpAdBa da ce nNpaBAT
CaMo clieq KIMHHYHA oleHKa (Bx. Touka 4.4). Tpabsa aa ce nosabpika HaH-HHCKATa ePEKTHBHA 1034,

[laupeHTHTE TpAOBa Na ObAAT AEKYBaHH 3a 10CTATLYCH NMEPHOA OT BpeMe, OOMKHOBEHO HAKOIKO
Mecena uin noeeue. JleuenneTo TpsaOBa Ja ce MpeoLieHABa PeIOBHO 32 BCEKH OTAE/EH CayuaH.

CouUnanHO TPEBOHKHO Pa3CTPONCTRO

[IpenopbuBanaTa 103a 3a BeHnadakCHH ¢ yab.1XKEHO 0cBOOOXK IaBaHE € 75 mg, 1aBaHH BEHDBXK
AHeBHO. HAMa HUKaKBH J0Ka3aTe/IcTBa, Y€ NO-BUCOKHTE A03H MOraT Aa AOBeaaT 10 AONB.IHUTCIHA
nomnia.

Bbnpexu TOBa NMPU OTACNHH MALHUEHTH, KOHTO HE OTIOBApAT Ha HavaaHKTe 75 mg/aeH, Morar ja ce
UMaT NpeaBua NOBULLIEHHA 10 MaKCHManHa a03a ot 225 mg/aeH. [loBulueHusaTa Ha ao3aTta MOrart jaa
CE€ MpaBAT HA UHTEPBAIKU OT 2 CEAMHULH UITH MNOBEYE.

[Topanm pucka OT 10303aBUCHMH HeXKelaHHM peaKkunH, MOBUILEHHATA Ha A03aTa TpaOBa Ja ce nNpaBaT
camo ciiel KIMHHYHA npeueHka (Bx. Touxa 4.4). TpsaOsa aa ce moaabpka Hail-HUCKaTa ePeKTHBHA

A034.

[TaureHTHTE TpROBA Na Ce JIEKYBAT 4OCTATBYEH NEPUO OT BpeEME, OOMKHOBEHO HAKOJIKO MECeLa U.IH
noseye. JlewueHuero TpadBa aa ce npeolieHABA peIOBHO 3a BCEKH OTAE/IEH CITyUaH.

[TaHWYECKO pascTPONHCTRO

[Ipenopbusa ce no3ara ot 37,5 mg/neH BeHnadakCHH ¢ yIbIKEHO 0CBOOOKIaBaHS
7 aHy. Cnen ToBa 103upoRrkaTa Tpadsa aa ce nopuuiaga Ao 75 mg/ned. lanveHy
OTrOBapsT HA 103aTa OT 75 m@/aeH, MOrar aa MMar 1oJi3a OT NOBHILUEHHA HA ;1
no3a ot 225 mg/aeH. [loprueHusTa Ha 103MpOBKATa MOTaT Ja ce NpaBAT Ha UK

HAHM TTOBEYE.



CaMO CAel KIMHUYHA npeueHka (Bx. Touka 4.4). Tpadsa aa ce noaabpska Hal-HUCKATa e(PeKTUBRHA
1034,

[MaunenTure TpsibBa Aa ce NeKYBAT AOCTATHYEH MEPHO OT BpeMe, OOMKHOBEHO HAKOJIKO MECELA HITH
noseue. JleueHueTo TpaOBa 1a ce NpeoLEHABA PEIOBHO 3a BCEKH OTAENEH Cly4a,

[laliMeHTH B cTapyecka Bb3pacT

HHKaKBH CNELIHANHK KOPEKUHH Ha A03aTa HA BEHNA(aKCHH HE CE CUHTAT 3a HEODXOAMMH Bb3 OCHOBA
CaMO Ha Bb3pacTTa Ha NauveHTa. Burpeku Tora odbaue, TpadRa Aa ce 1oaxoxaa npeanas3jimeo npu
NIEYEHHETO Ha XOpa B CTapHecka Bb3pacT (Hanp. nopajau Bb3MOKHOCTTA 3a ObOpevHa He0CTaTbUHOCT
W MOTCHLHAITHHTE TIPOMEHHU B YUYBCTBUTEJIHOCTTA U aPMHUTETA KbM HEBPOTPAHCMHTEPH, HACTBIIBALLH
ChC cTapeeHeTo). Bunaru Tpadea na ce n3non3sa Hai-HHUCKaTa ePEKTHBHA 1033 MU NALHEHTUTE TPAOBA
Ja Ce NMpocC/eAsBaT BHUMATETHO, KOraTo ¢€ Hanara MoBHUILUEHHE Ha J03aTa.

[leavaTpuyuHa nonynanus

BeHnagakcHH He ce npenopbusa 3a ynotpeba npu Jeua U KHOLIM.

KonTponpanure IGIMHHYHU NPOYYBAHUSA NIPH AELA U FOHOLLIM C TOJIAMO JENPECHBHO Pa3CTPOHCTBO He
NOKa3BaT HUKAKBA €PUKACHOCT U HE MNOJKPENAT ynoTpedara Ha BeHIa(akCUH NPH TE3W NaLMEHTH
(BaK. TOUKH 4.4 1 4.8).

besonacHocTTa U ehHMKacHOCTTA Ha BEHAA(AKCHH 3a OCTAHANKHTE NOKAa3aHHWS MPH /e1la ¥ FOHOLLIM Ha
Bb3pacT noa 18 roanHu He ca ycTaHOBEHH.

[lauueHTH ¢ UepHOAPODHO YBPEKIAHE

[[py nauMeHTHTE € JIEKO 10 YMEPEHO UepHOAPOOHO yBpeXIaHe 10 NpaBu;10 TpabBa 1a ce UMa
nmpeasua S0% noHwxeHWe Ha f03aTa. Beripexy ToBa obaue, nopaau papuabHIIHOCTTA B KIIMPBHCA
MEXKAY OTACTHWTE HHAWBHIN, MOXKE 1A € e 1ATETHO 1a ¢€ HHAUBUAYyaHU31Mpa A03UPOBKaTa.

MMa orpasHHyYeHH JaHHHU NPH NAUHCHTH C TEXKKO YepHOApoOHO yBpexaHe. [IpenopkyBa ce BHUMaHHE
[pH TE3M NMaUKMeHTH, KaTo TpaOBa a ce MMa NnpeaBna NOHW)KaBaHe Ha Jo3aTta ¢ noeeue oT S0%.
TpsadBa na ce npeueHW NOTEHUHAIHATA M10J13a CNPSAMO PHCKA TNPH JIEYUEHHETO Ha MALUMEHTH € TEXKKO
4EPHOAPOOHO yBpeXKaaHeE.

[lauyedTH ¢ 6BOpeuHo yBpexaaHe

Brrnpexky ye He € HeoOXoMMa HHKAKBa MPOMSIHA B JO3HPOBKATA 34 MALMEHTH CHC CTENEH HA
rnoMepynna ¢puarpauns (glomerular filtration rate, GFR)) mexay 30-70 ml/min, npenopbuea ce
MOBHUIEHO BHAMAHKE. 3a NAUNEHTHTE, NPH KOMTO CE HA'lara XeMOo1KMasibza, U NpU MauueHTHTE C
Tex KO ObOpeuHo yBpexkaaHe (GFR <30 ml/min), nosata Tpadea aa ce noHuxku ¢ 50%. [Nopaan
HHAMBUAYANHATA BapHabHUAHOCT B KIIMPBHCA NPH TE3W NMaLHEeHTH, MOXE /14 € JKejlaTesHO jla ce
HHAMBHAYANTH3Hpa A03UPOBKATA.

CHMNTOMH Ha OTHeMaHe, HabNio/1aBaHU TIPH CTNIMpPAHE HAa BeHIaaKCHH

BuesanHoto cnupaHe Tpadea na ce uzdarea. Koraro neyeHnero ¢ BeHMadaKcHH ce Cnupa, 103aTa
TpaAOBa fa ce NOHMKABA MOCTENEHHO 3a MEPUOA OT (IOHE €1Ha /10 /1B€ CeIMULH, 33 [a Ce HaMaJIH
PHCKBT OT pPEaKLMK Ha OTHemMaHE (BXK. TOUKU 4.4 U 4.8). Bbrpexy ToBa BpEMEBHAT /;: S '
He00X0AHM 3a NMOHWMKABAHE Ha [103aTa, KAKTO KW KOJIMUECTBOTO, ¢ KOETO ao3aTa ce Oy

[a 3aBUCAT OT IOJIEMHUHATA Ha J103aTa, MPOAb/IKHTETHOCTTA Ha JIEYEHHETO U OT O r{’ e
[Tpr HAKOW MaLIMEHTH MpeKpaTABaHE Ha JICHCHUETO MOME Aa C& M3BRbPLLIH M0-1104 é'? S
OT MECEUH WU JOPH MO-AbIro. AKO Bb3HMKHAT HEMOHOCHMH CHMITOMM Crell NbAkKAHaryg
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WJid T1IpH CITHpAHE Ha JCUEHUETO, TOaBa Ja €€ UMa 1IPeiBUa BL30OHOBABAHE HA % 2201
TOB& A03a. Cnea ToBa JICKAPAT MOXKE Jda MNPOIbLAXKH Ja NOHHAKAaBa 1034aTa, HO 1O~




HauuH Ha npunokeHUe

3a nepopanHo npUIoKeEHME.

[IpenopbBa ce BEHIahaKCHH KaNCy.1H ¢ YAb/IKEHO OCBODOKIAaBAHE Ja CE NPHEMAT C XpaHa,
NPHOJIM3HUTEHO M0 €IHO U CBILO BpeMe BCekH aed. Kancyaute Tpabsa na ce nornbLuaT LEIH ¢
TEYHOCT W He TPAOBa fa ce pazeniaT, CMAuKBar, 1bBYaT UK pasTBapaT.

[MaunenTHTE, NEKyBaHK ¢ BewnagakcuH Tab.1eTkH ¢ HezabaBHO O0cBOBOXIaBaHe, MOraT 1a NpeMUHAT
Ha BEHNA(PaKCHH Kancyiu ¢ YAbKEHO 0cBOOMK IaBaHE HA Hal-OJIM3KaTa eKBHBAIEHTHA JHEBHA
no3upoBka. Hanpumep, serwadaxkcui tabnerku ¢ HezabarHO ocroboxaaBae 37,5 mg ABa NuTH
AHEBHO MOTAT Ja Ce 3aMEHAT ¢ BeHNa(aKCHH Kalncyau ¢ YAbkeHo ocBoboxaaBaHe 75 mg BeAHBK
AHeBHO. Moxe ja ca HeoOXOIHMU HHIMBHAYATHU KOPEKLIMK B 103UPOBKATa,

BennadakcuH kancyau ¢ yabbKeHO 0cBOOOKAABAHE ChAbLPKAT MUKPOCHEPH, KOHTO 0CBOOOKAaBAT
AKTHBHOTO BELUECTBO OABHO B XpaHOCMUITATENHUA TpakT. HepastBopumMara yacT oT Te3u MUukpochepH
CC¢ CIMMHHHPA W MOXKe Ja € OTKpHE BLB (eleca.

4.3 IlporuBonoxkazanns

CBPBXYYBCTBUTETHOCT KbM @KTHBHOTO BELLECTBO HITH KbM HAKOH OT MOMOUIHHWTE BELLECTBA,
130poeHH B Touka 6.1.

ChrbTCTBaLLO NeveHue ¢ HeoOpaTHMK HHXHOMTOpPK Ha MoHoaMKHookeHaaszata (MAOH) e
NPOTUBOMNOKA3aHO, NOPa1H PHCKA OT CEPOTOHHHOB CHHAPOM ChC CHMIITOMH KATO Bb30yaa, TPEMOp U
xuneprepmus. BennagakcuH He TpabBa na ce 3anousa node 14 JHU A€ CTIUPAHE HA JIRUEHHETO C
HeobpaTum MAQOH.

Bennacdaxcu TpsabBa na ce cripe noHe 7 AHW Npeny 3ano4vsaHe Ha .leueHHe ¢ Heobpatum MAOHU (Bixk.
TOukH 4.4 1 4.5).

4.4 Chnennajnd npeaynpexJieHus H npeanaiHd MepKH NpH ynorpeba

[Ipenozupane

[Nlaurenture Tpadra na 6baaT chHBETBAHM J1a HE YNIOTPEGABAT ANKOXON, MIPEJABHA HEFOBOTO
Bb3acHcTeHe BBPXY LIHC v BeposTHOCTTA OT KIMHHYHO B.10OLIABAHE HA NMCHXHYHOTO ChCTOSAHHUE KAKTO
H BEpPOATHOCTTA 3a HEXKENAHW B3aUMOACHCTBUA ¢ BeHNa(paKCHH, BKIOHYUTEHO ePeKTH HA MOTHCKAHE
Ha LIHC (touka 4.5). Cvobuiara ce 3a npeao3upaHe ¢ BeHnagakcHH NpeJuMHO B KOMOUHalIns ¢
a/1IKOXOM HW/MJTH JPYTH IEKapCTBEHH NPOAYKTH, BKIIOUMTEHO CIIyYad ¢ JeTaneH u3xon (touxa 4.9).

B peuenTute BeHnadakcHH TpsAOBa 13 ¢ce M3MKUCBa B HAH-MAIKOTO KOJIHUECTBO, KOETO € CHIIOCTABUMO
C MPaBUJIHOTO JICYEHHE HA NALIMEHTA, 3a /Ia CE HAMAK PHCKBT OT npeao3upane (Brxre 4.9).

CamMOyOUHRCTBO/CYULIMAHN MUC/IA MAH BAOIIABAHE HA KIMHUYHOTO CHCTOSHHE

JlenpecusiTa € CBbP3aHa ¢ MOBHUIEH PHCK OT CYHMLHIHH MHCJIH, CKTOHHOCT KBM CAMOHAPAHABAHE U
CaMOyOUHCTBO (CYMLMAHO-HacoYeHH ChOHTHA). To31 pUCK Mpoab/pKaBa A0 HACTHIBAHE Ha
3HAUMTENTHO noaodpenne. Thii kaTo N0A0OPEHHETO MOXKE Ja HE HACTHIM Npe3 MbPBUTE HAKQIKO
CEIMMLIH OT JICHCHHETO WK CJIE TOBa, MaUMEHTHTE TpAOBA Ja ce NpoCneasaBar BHH 19

HAacTBIBAHE Ha TakOBa noaodpeHne. OOMYAHHUAT KIHMHHUYEH OIKT 110Ka3Ba, Y& pUPHL

CaMOYOMHCTBO MOXE Aa C€ NOBHLIK B HAYAIHWTE €TanM OT Bb3CTAHOBABAHETO. §

Y
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Jpyru NCUXUATPUYHH CBCTOAHMA, 32 KOUTO Ce TIPeANKCBa BeHadhakCHH, MOTaT Hﬁl T8’
C MOBHIIEH PHCK OT CYMLUIHO-HACOMEHH CBOUTHA. OCBEH TOBA TE3HM CbCTOAHHUA (ﬁg e
KOMOpPOHIHHW Ha FOAMOTC AENPECHBHO pazcTpoicTBO. CNea0BaTENHO, CHLIMTE NPRL H@H@eplim‘_ﬁ /-



CBHO,1101aBaHM NMPH JIEYEHHETO HA MALUEHTH € rO19M0 JAENPECHBHO Pa3CTPOICTBO, TpadBa 1a ce
cbH0/1101aBaT, KOraTo ce J1eKyBaT NaLMEHTH ¢ APYTH NCUXHATPHYHH pa3cTpoiicTea.

[NauneHTH ¢ aHaMHe3a 32 CYMUMAHO-HACOYEHH ChOMTHSA WK TAKKUBA, NIPOABABALLM 3HAYMUTEIHA CTENEH
Ha CyMLUHAHH HAMEPSHHKA NMPEM 3aMI04BaHEe HA NEUCHHETO, € HIBECTHO, Y€ ¢a C MO-BUCOK PHCK OT
CYHUHAHHA MUCJTH HJIM CYHLIHAHM ONMUTH, U Tpadea na ObaaT BHUMATEIHO HAONKOAaBaHH No BpEME Ha
nevyeHneto. Mera-aHanuz Ha n1auebo-KOHTPOIHUPAHHTE KIIMHUYHH IPOYUBAHMS ¢ AHTHAENPECAHTH
NPH BB3PACTHHA MAUKEHTH C NCHXHATPHYHH HAPYLIEHHS NOKA3Ba MOBHUIUEH PUCK OT CYHLIH/IHO
MOBEAEHHUE NMPH AHTHACTIPECAHTHTE B CPABHEHHWE C M.1auedo, NpH MALMEHTH MO 25 roanHH.

JlekapcTBenaTa Tepanus TpsGBa 1a ce ChbMbTCTBA OT BHUMATENHO HabNI0AEHHE Ha NAUHEHTHTE H [10-
CNELHANHO HA TE3U C BUCOK PHCK, OCODEHO B HAYA.TOTO HA JIEUEHUETO W NP NOCAEABALIH [TPOMEHH B
nosuposkara. [lauvenTnre (M OkazBauMTe rpykM 3a NaLKUEHTHTE) TPAOBa Aa ObAaT NpeaynpeAeHy 3a
Hy)KIaTa OT Hab/IIoAeHHE 32 €BEHTYANIHO KIIMHUYHO BJIOLIABAHE, CYHLIMIHO NIOBEAEHHE MITH MHCITH U
HeOoOHYalHH NPOMEHH B NOBEAEHHETO H TPAGBA He3abaBHO [1a MOTLPCAT MEAHLHHCKA MOMOIIL, aKO Ca
HaTULIE TE3U CUMITTOMM.,

[leanarpuuna nonynauus

EOEKTHH ER e Tpadea 1a ce u3mo.i3Ba npy neUeHKe Ha 1€a W FOHOWM Ha Bb3pacT nod 18 roamxu.
Cynunaso nopegeHue (CYHLUMIHU OMTUTH W CYULIMAHKW MUCIH) U BpakaebHocT (npeobnaaasauio
arpecus, ONO3HLIMOHHO NOBEACHME KU THAB) ce Hab/1101aBaT MO-YECTO B KIUMHUUHUATE NPOYyUYBaHHs Cpel
A€UA H FOHOIIH, JICKYBAHH C aHTH/IETIPECAHTH, B CPABHEHHE C TE3M, MpHemMally niauedo. AKo Bb3
OCHOBA Ha KJIHHHYHWTE HYXK/H, HE3aBUCHMO OT TOBA, CE B3CME PCUICHUE 3a NeUeHHE, TaLUEHTBT
TpsbBa na ce HabaoaaBa BHUMATENHO 3a NOABATA HA CYHLUMIHH CUMITTOMH, OCBEH TOBa JIMIICBAT
IJaHHH 33 ABbJArOCpoOYHaTa OE30MacHOCT NP ASUA W FOHOLLH MO OTHOLUCHMUE HA pacTeXka, Cb3pABAHETO U
KOrHUTHBHOTO M MOBEAEHUYECKO pa3BUTHE.

CepOTOHMHOB CHHJIPOM

KakTo W npH Apyru CepOTOHHHEPrHYHMU CPEICTBA, NPH JIEYEHHETO ¢ BeHNadaKCHH MOXKE 18 HACTBITH

CCPOTOHHHORB CHHpPOM, NOTEHLHAJIHO AHUBOTO3ACTPaIABALIO CBCTOAHHE, ocobeHo NpH CBITBTCTBALA
}’HGTPESH Ha ApYIrd BCUWECTBA, KOUTO MOTaT Ja NOB/IHAAT CCPOTOHHHEPrHiHaTa HeBpPOTPaAaHCMHTEPHA

CHCTEMA (BKIIOYHUTENHO TPUNTAHH, CEAEKTHBHH HHXHUOMTOPH HA 0OPATHOTO 3aXBalllaHe HA CEPOTOHMUH
(SSRI), uaxuburopu Ha o6paTHOTO 3aXBallaHe Ha CepOTOHKH M HopennHedpuH (SNRI},
TPUUHKIHYHH AHTH/1ENPECAHTH, aM(PETAMHHHM, IWTHIA, cUOYTpaMUH, 5KBIT KAHTApHOH (Hypericum
perforatum), onuonan [Hanp. 6ynpeHopduH, GEHTAHWN M AaHAJIO3UTE MY, TpaMano.,
aekcTpoMeTopdan, TaneHTaaos, NETHAWH, METAA0H H NEHTA30LKH]), 1€KapCTBA, KOUTO HAPYLIABaT
MeTaboIM3Ma Ha cepoTORUHA (kaTo MAOH, Hanp. METUIEHOBO CHHBO), CEPOTOHHHOBH NPEKYPCOPH

(kaTo TpHNTOPaHOBH 100aBKH) WIlH ¢ AHTHIICUXOTHLIK MW APYTH JONaMHUHOBH aHTArOHUCTH (BXK.
Toukn 4.3 1 4.5).

CHMATOMHTE Ha CEPOTOHWHOBUS CHHIPOM MOTAT J1a BKJIIOUYBAT IPOMEHH B ICHXMUHHKA cTAaTyC (Hanp.
B:30yAa, XaMOUMHALHH, KOMA), aBTOHOMHA HECTAGUIHOCT (HaMp. TaXxHKapAHa, HECTAOUITHO KPBLBHO
HANATaHe, XHIIEPTEPMHS), HEBPOMYCKYTHH HapylueHHs (Hanp. xuneppe@AeKCHs, HEKOOPAHHHPAHOCT)
H/WAM CTOMAUIHO-YPEBHY CUMIITOMM (HANp. rajicHe, NMoBpbLIAHE, JHAPH).

CepOTOHHHOBMAT CUHAPOM B Hal-Te)KaTa cH GpopMa MOKe J1a IIPWIHYA Ha 310KAYECTBEH
HEBpONEeNTHUYCH CHHAPOM (3MC), KOUTO BKJIHOUYBA XUTIEPTEPMHUS, MYCKY/THA PUTHAHOCT, ABTOHOMHA
HEeCTAOUIHOCT C Bb3MOXKHH ObP3H NPOMEHH B KU3IHEHHTE NOKA3aTENId U MEHTATHHA CTATYC.

[IpH €AHOBPEMEHHOTO JleUeHHe ¢ BeHIa(DaKCHH W JAPYTH NPOAYKTH, KOUTO MOrar Aa 1o

KJIHHHWYHO DGOCHGBB,HO, CE IPEropLyBa BHUMATEIHO Hﬂﬁﬂl‘ﬂﬂEHHe HAa NauUUCHTHT
Ha'a10ToO Ha TepaluiaTa W IpH NnNoByulaBaHS Ha AO3HPOBKATA.

ENHOBPEMEHHHSAT MPHEM Ha BeH/1ahaKCHH M MPEKYPCOPH Ha CepOTOHHHA (KaTo
TPUITTO(aH) He C€ NPenopbYBa.



TecHObIbAHA MTIAYKOME

B®B BpBb3Ka ¢ ynoTpebaTa Ha BeHnadakcHH MOXKe 1a HacThNHM MuapKasa. [IpenopbuBa ce MauueHTHTE
C [IOBHUIUEHO BBTPEOUHO HAIATAHE WK MALMEHTUTE C PUCK OT OCTPa TECHOBI'BHA TNIayKOMa
(3aKpUTOBIbIIHA IT1aYKOMA) 1a ¢ce HaOMoaaBaT BHUMATEIHO.

KpBbEHO HaIAraHe

J10303aBUCUMH MOBUILIEHUA Ha KPbBHOTO HaNAraHe ce cboOmasar 4ecto ¢ reHnadakcuH. B Hiakou
Ciy4aH IPH MOCTMAPKETHHIOBHSA ONMKT ¢& ChO0LaRa 3a CHIIHO NMOBHLIEHO KPLBHO HANAraHe, Hajlaraulo
He3abaBHO sieueHue. BeHuku nayuenTu tpatea aa 6baaT BHUMMATENHO NMOIOMKEHU Ha CKPHHUHT 32
BHCOKQ KpPbBHO HajtArade. ChuleCTBYBALLLATA XKUITEPTOHUA TPAORA 1a C€ KOHTPOJIHpaA NMPEAd 3aMoYyBaHe
Ha JeyeHHueTo. KpuBHOTO Hansrade TpsOBa aa ce cieau NEPUOANYHO, CIIE] 3alO4BaHE Ha NEUCHHETO,
M CJiell yBeJIMYaBaHe Ha jo3uTte. | pAbGea na ce Moaxoxk/a ¢ BHUMaHHE NMPH MALUMEHTH, YHHETO OCHOBHO
3a00/1IBAHE MOXKE J1a C€ KOMNPOMETHUPA OT MNOBUILEHOTO KPBEHO HansraHe, Harnp. TakiBa ¢ HapylieHa
Chpac4Ha PyHKIHA.

Chbp/ieyHa YecToTa

Morat fAa HACTBHIIAT [TOBUILIEHHS Ha ChPACYHATA 4eCTOTa, 0COOEHO MPpH MO-BUCOKH A03H. Tpadsa na ce
MOAXOX/A C FIOBUILEHO BHHMAHME MPH NALHEHTH, YUUTO OCHOBHH 3a004BaHKA MOrar ja ce
KOMINIPOMETHPAT OT FAOBHILIEHATA ChpeuHa YECTOTA.

CoplieuHo 3abonaBaHe ¥ pUCK OT apUTMHS

BennacdakcuH He € OLIEHABaH NPH NAlUEHTH ¢ AHAMHE3A 3a CKOpO NMpekapaH MUOKApAEH HH(APKT HilK
HeCcTaOMWITHO chpAedHO 3adonseraHe. 3aToBa TOM TpAOBa /1a ce M3NO0/I3Ra ¢ BHHMAHWE IPH TE3H
MALUHEHTH.

B nocTMapKkeTHHIOBHA ONUT e ChoOLIABA 3a C1yuau Ha yasmkasaHe Ha QTc unreppana, Torsade de
Pointes (TdP), kamepHa TaxMkapays H GaTaiHy ChpACHHM apUTMUH MPpK ynoTpedaTa Ha
persiadakcut, 0coOEHO B CIyyad Ha NpeJo3HpaHe WM NPH NMalMeHTH ¢ APYTH PUCKOBH (hakTopu 3a
yab/mkasaHe Ha QTc uaTepBana/TdP. Ilpeau npeanuceaHeTo Ha BEHAA(PAKCUH Ha MALMEHTH C BUCOK
PHUCK OT CEpPMO3HA ChpiSYHA aPHTMHs MNH yabkasauwe Ha QTc mHTepBana TpAOBa Ja ce B3EME
MpeABRKA CHOTHOLLIEHHETO MEMY PUCKOBETE U MON3HTe (BXK. Touka 5.1).

[ BspuoBe

[1pu Tepanua ¢ BeHstadhakcH MOTAT Aa HACTHAAT rbpYoBe. KaKTO BCHUKH aHTHAENPECAHTH, TaKa H
BeHNadakcyH TpAORA Aa ce Npufiara ¢ BHUMaHWe Npy MalHEHTH ¢ aHaAMHeE3a 3a MPYOBE, a
3aCErHATUTE MALMEHTH TpAOBa /1a ce nNpocieaaBaT BHUMATENHO. JleueHueTo TpabBa a ce crpe npy
BCEKH MMALHEHT, KOWTO pa3BHC NpHNIaAbLIH.

XUIIOHATPHEMHA

[1pn neuenue ¢ peHnadrakCHH MOrat Aa HACTHLOAT CYYaH Ha XUITOHATPUEMHS W/ HIIN CHHJIPOM Ha
HeaAeKBATHA CEKpPELIMs Ha aHTHHypeTHUeH xopMoH (Syndrome of Inappropriate Antidiuretic
Hormone, SIADH). Tosa ce ¢chobuaBa Hail-4ecTO MPYU XUIIOBOJIEMHUYHH HIIM AEXHAPATHPAHU
nauMeHTy. [launenTture B crapyecka BL3PACT, MAUMEHTHTE, NpUEMallld AMYPETHLH, H NALMEHTHUTE,

I1aToa0ru4yHO KbPBCHC

JlekapcTBeHUTE NPOAYKTH, KOUWTO HHXHOUpAT 00paTHOTO 3axBalllaHe Ha CEPOT
DOBEAAT OO NOHWXKABaHE HA PYHKUKATa HA TpoMOouuTHTe. Cy4auTe Ha KbpBe
yrioTpeba Ha SSRI u SNRI, BapHpaT oT eKXHMO3H4, XEMaTOMH, EMHCTAKCHC H €



OT CTOMALIHO-YPEBHHS TPAKT YW XKHMBOTO3ACTpataBaim Kpbeoranueu. SSRI/SNRI, exntounrtento
BCHJIa(aKCHH, MOTaT Ja YBE/1M4aT PHCKA OT MOCJIePOAOB KPbBOHU3IHB {BXK. TOUKH 4.6 1 4.8). PuckbT
OT KPbBOH3IIHBH MOXKE 1A € NOBULIEH NPH MaLMEHTUTE, NpUemauly BeHnadakcH. Kakto npu
OCTaHAJIMTE HHXUOMTOPH Ha OOPATHOTO 3axBalliaHe Ha CEPOTOHMH, Taka W BeHaaakCHH TpsadBa 1a ce
M3MON3BA ¢ BHHMAHUE TIPH NMALHEHTH, Npeapa3noNokKeHH KbM KbPBEHE, BKIIKOYHTEIHO NpH NMalHEHTH
Ha AHTUKOAary/laHTH ¥ Ha HHXWOUTOPHU Ha TPOMOOLIMTHATA arperaLms.

CepyMeH X0ecTepo;]

HOKYMEHTHPAHH €a KIWHWYHO 3HAYUMH NMOBUILIEHMA HA CEPYMHHA XOJeCTepon npu 5,3% ot
NeKyBaHHUTe ¢ BeH.1adakcun naurenTd v npu 0,0% ot nonyuaBanuTe nnauedo nauMeHTH 3a MnoHe
3 Meceua B mnauedo-KOHTPOIIMPaHU KIMHHYHHU npoyuBaHus. MsMepsaHe Ha HHBAaTa Ha CepyMHUA
XonecTepos TpAOdBa Aa ¢€ UMa TNpeJIRKU/ MPU JIbITOCPOUHO JIEUEHHE.

CBBMECTHO NPpHIAOKCHHUE C JICKAPCTBA 34 IMOHHXKABAHE HA TCJCCHOTO TENO

be3onacHocTTa ¥ epUKacCHOCTTA HA TepanuaTa ¢ BeHaadakCHH B KOMOHHALIUA ¢ JIEKAPCTBEHH
MPOAYKTH 3a MIOHUKABRAHE Ha TErJI0TO, BKIKUKTENHO (heHTEPMHUH, HE Ca YCTAHOBEHH. He ce
NMPenopBYBa CHBMECTHOTO [IPUIOKEHHE HA BEHNA(AKCHH M JIEKapCTBa 3a NOHWXKABAHE Ha TEJIECHOTO
Terno. BeHnagakcHH He € NOKa3aH 3a NMOHWXABRAHE Ha TEr:10TO, KATO CAMOCTOATETHO NEUEHHE HIH B
KOMOMHAUMA ¢ APYTH NMPOAYKTH.

MaHus/XxUunomManus

Ilpn Majika 4acT OT NAUMEHTUTE C Pa3CTPOMCTBA HA HACTPOEHHUETO, KOUTO Ca NosTy4YaBau
AHTHIETIPECAHTH, BIJIIOUHTEIHO BeHNa(haKCHH, MOXKeE J1a HACTHNKW MaHUA/XHNMoMaHHUs. Kakto v apyri
AHTHIECNIPECaHTH, BeHNadakcHH TpaOBa Ja ce M3NoJI3Ba ¢ BHUMAHHUE MPH NMALUEHTH C aHAMHE3a UM
(hamMuIIHA aHAMHE3a 33 OUNONAPHO Pa3cTPOKCTRO.

Arpecus

an HAKOH MMALHEHTH, KOHTO €a NoJiy4aBaTn aHTHAENPECAHTH, BKNKOYHUTE/IHO BEHJ'[&CI]HI{CHH, MOKE Jdd
HACTBIIH arpcCcHi. Togra ce crobuiaBa MNpy 3andoYyBaHe, MpomMAaHa Ha 403aTa W CTIHpAaHE HA [1CHCHHUETO.

Kakro ¥ ApyrH aHTHAenpecaHTH, BeHnadakcuH TpadBa Ja ce H3NoJ3Ba ¢ BHUMaHHE NPH MaLHEHTH C
aHaMHE3a 3a arpecHs.

CﬂHﬁiHﬂ Hd JICYCHUETO

Jlobpe uzpectHy ca eheKTUTE OT CIIKPAHE HA JIEYEHHETO C AHTHAETIPECAHTH U NOHAKOra TE€3U eeKTH
MOKE /1a ca MPOOBIKUTENHH K TeKH. CaMoyOUHCTBO/CYHIIMAHU MUCIIY U arpecus ca Hab.110/1aBaHu
fIPY MALMEHTH NO BPEME HA NPOMEHM HA CXEMaTa Ha NPUEMaHe Ha BeH1aaKCHH, BKTIOUUTEITHO [10
BpEME Ha crnivpaHe Ha fedeHuero. [lopagu Tora nauneHTuTe Tpadea na ce Had 1l0RaBaT BHUMATETHO
[(PH HAMAISBAHE Ha A03aTa UK APH NPEKPATABaHE Ha JIEHCHHUETO (BHXKTE NO-rope B Tovka 4.4 -
.,CaMOoyOHHCTBO/CYHLIMAHK MUCITH WSTH BIOLLIABAHE HA KIIMHUYHOTO CBCTOAHHE™ M Arpecus’™). HecTH
ca CUMNITOMUTE HA OTHEMAaHE, KOraTo ce CNMpa JeuyeHHeTo, 0CO0EHO aKO CNUPAHETO € BHE3AMHO (BXK.
Touka 4.8). B KnMHUYHH MpOyUBaHKA HEKENAHKMTE peakiiiu, HabNoaaBaHH NMpH CNHPaHe Ha
IEYEHHUETO (MTOCTENEHHO CIHUpaHE M ¢lie]] NOCTENEHHOTO CHpaHe), HACTBNBAT NPH MPUOIHIHTENHO
31% OT NauUHEeHTHTE, NeKyBaHH ¢ BeHnadakcuH, W npd 17% oT nauneHTHTE, Npuemallu nnanedo.

PHCKBT OT CHMIITOMH Ha OTHEMAHE MOJKE /18 3aBUCH OT HAKONKO (haKTopa, BILTHOUYHTENHO
NpPOALKMTEIHOCTTA Y A03aTa Ha IEHEHHE U CTEMEHTA Ha MOoHW»XKaBaHe Ha ao3arta. H 99
CbOOLLABAHMTE PEAKLIMM €A 3aMASHOCT, CCTUBHM HapYLIEHUS (BKIIOYUTETHO Napec / ), A
Ha CbHA (BKJIKOYHTETHO Oe3CbHHE H MHTEH3MBHO ChHYBaHe), Bb30yaa WM Tpeso q§ AP
NOBPBIUAHE, TPEMOP, MNIAaBOOOIHE, IPUTETTHH HAPYLUEHUA U XHIIEPTOHUA. OOHKHC e R
ca JIEKH A0 YMEPEHHU, KaTo obaue npy HAKOW NAUMEHTH MOTAT Aa OB/1aT TEXKKH No % £
OGHKHOBEHO HACTBIIBAT B PAMKMTE Ha [TbPBHTE HAKOIKO AHH OT CITHPAHETO Ha NedyHEERD; it




MHOIO pefikk ChOOLIEHHUs HA TAKMBA CUMITOMH NPH MALMEHTH, KOUTO Ca NMpoNyCcHalH 1034 o
HEBHUMaHMe. | 1o MpuHUMIT Tean cuMNTOMM ca caMoorpaH1yaBalll ce i OOMKHOBEHO OTLIYMSIBAT B
PAMKMTE Ha 2 CEIMMLIM, BBIPEKH Ue NPH HAKOH XOpa MOTAT Ja ca No-NpoabKUTeTHM (2-3 Meceua
HJIH TOBeYe). 3aTOBA € NPENOPLUYUTERHO 103aTa Ha BeH.1ad)aKCHH Aa Ce NMOHHKABA NOCTENEHHO MPH
CIIHpAHE Ha JIEYEHHUETO 3a NEPHOA OT HAKOJIKO CEAMMLUMN HIIKM MeCela, CITopel HYKIMTE Ha NMalKUEeHTa
(Bx. Touka 4.2). [px HAKOH MALMEHTH MOXeE Ja ¢a HEODOXOAMMH MECELM HITH MO-ABIBI NEPHOA OT
BpeMme.

CekcvanHa aucd yHKLUS

MnxubutoprTe Ha oOpaTHOTO 3axXBallaHe Ha cepOoTOHHMH M HopernMHedprH (SNRI) Morat na npHYHHAT
CHMITTOMH Ha CeKCyatHa JMcdhyHKUUA (BA. Touka 4.8). Mma cboblueHns 3a npoas/KUTEHA
ceKcyasiHa AMCHYHKUMA, TPH KOATO CHMIITOMHUTE NPOIb/DKABAT BLIIPEKH NPEKbCBAHETO HA NPHUEMA HA

SNRI.

AKaTH3IUA/TICUXOMOTOPHO HECMOKONCTBO

Ynorpebarta Ha BeHnadakcilH € CBbp3aHa C pa3BUTHE Ha AKATH3WA, XapaKTEepH3HPalla Ce Cbe
CYOEKTHBHO HENPHUATHO MITH H3TOLIABALLIO HECNOKOWCTBO M HEOOXOIHMOCT OT YECTO JABHKEHHE,
CBIPOBOAEHA OT HECMOCOOHOCT Aa C& CTOM CNOKOWHO B CEIHAI0 WM U3NPaBeHO MonoKeHHe. Tora
HACTDBIBA HAK-YECTO B PAMKHUTE Ha ITbPBHTE HAKOJIKO CE/IMULIM OT JleueHneTo. I1pu naunerture,
KOWTO pa3BUBAT T¢3H CUMITTOMHM, MOBULLIABAHETO Ha J03aTa MOXKE 1a € YBPEKIaIllo.

Cyxora B ycTara

Cyxora B ycrara ce choOwana npu 10% oT nauneHTHTE, NIEKYBaHM ¢ BeHnadakcHH, ToBa Moxke J1a
MOBHLUK PHUCKA OT Kapuec U nauueHTuTe TpadBa Ja ce yBEIOMSABAT 3a 3HAHEHHETO HA XMIMEeHATA Ha
ILOUTE.

Huaber

IIpu naunenTn ¢ anader, neueHneto cbe SSRI MK BeHnahakcuH Moxke Aa NOBAHAE MNTUKEMHAYHUS
KOHTpoJ1. [lo3upoBKaTa Ha HHCY/IMHA M/WJTK NEPOPATHUTE aHTHAKAOETHH JleKapCcTBa MOJKE Ja MMa
HY>Xa OT KOPUTUpaHe.

B3anmogencTBus ¢ 1abopaTopHy TECTOBE 3a HAPKOTHIIM

[Ip naunenTrre, npuemaliy seHnadakcuH, ce cboOLIaBA 3a PaTLUIMBO-TOJ0KUTEIHH PE3YIITATH OT
MMYHOJIOTHYHH CKPHHHHIOBH TECTOBE HAa YpHHA 3a (PEHLMKIUAWH U amperaMmuH. ToBa ce Ab/KU Ha
JITMCATA HA CIIELM(MUYHOCT Ha CKPHHUHTOBUTE TecToBe. DanlliMBO MOMOKHTEIHY PEIYITATH OT TECTa
MOTaT [Ja C€ O4aKBaT B NMPOABLLKEHHE HA HAKOJIKO JHH CIC] MPEKpaATABaAHe HA JICUSHHETO ¢
BeHsiagakcud. [loTebpkaaBalmm TecToBe, KaTO HANPUMeEp ra3oBa xpoMarorpagus/
MacCCMEKTPOMETPHA, e OTJIUYAT BeHJaPaKkCUH OT PeHUMKAUAHH U aMPEeTaMHH.

CrabpKaHHWE HA HATPHHA

EDEKTHH ER 150 mg cvabpxa no-manko ot 1 mmol HaTpHii (23 mg) Ha kancy/ia, T.e. MOXe J1a ce
Kake, Ye NMPakTHYECKK HE CbAbprKa HATPHA,

4.5 BsanmmoaedcTBHE ¢ APYTH JeKAPCTBEHH NPOAYKTH H APYTH GOPMH HA BauMoaeHCcTBHE

Muxubutopu Ha MoHoaMHHOOKCH1a3aTa (MAQOH)

Heobpamumu, necenexmusuu MAOH
BennagakcuH He Tpadea 1a ce W3noaI3sa B KOMOMHALIMA ¢ HeoOpaTHMH Hecee
Jleuenne ¢ BeHnagakcuH He TpabBa Aa ce 3anousa noHe 14 aAHM ciiea cnypaHe




HeoOpaTuMK HecenexkTeHM MAOH. Jleuenuneto ¢ BennadakcuH Tpadea aa ce cnpe NoHe 7 AHM NMpeau
3aM04BaHE Ha JIeUeHHE C HeoOpaTuMH HeceneKTHBHU MAOMH (Bx. Touxu 4.3 u 4.4).

Obpamumv cerexmueen unxubumop na MAO-A (voxiobemud)

[Topaan pucka OT CepOTOHMHOB CHHAPOM KOMOMHALIMATA OT BEH1a(aKCHH ¢ OOpaTUM H CEJIEKTHBEH
MAOMH, karo Moknobemna, He ce npenopbysa. Cnea neuenue ¢ o6paTUM HHXUEUTOP HAa MAO moske
Aa CC H3I0/3Ba NMEPLUOA HA OTHEMaHe, NO-KPaThK OT 14 JHHU, Npean Aa C€ 3aMnouHe JIeUEHHE C
BeHNnadakcuH. [Ipenopbusa ce BeHadakcHH Aa ce cripe Hail-Manko 7 IHH NpeaM 3arnoypaHe Ha
neyenue ¢ obparum MAOHU (Bxk. Touka 4.4).

Obpamumu necerexmusnu MAOH (1unezoaud)
AHTHOMOTHKBT JIMHE3011A € cnal, oBpaTum 1 HecenekTuseH MAOM u He TpsaGBa Ja ce 1aBa Ha
MALIUEHTHTE, JIEKYBAHU C BeHNadakcHH (B, Touka 4.4).

ChO0LIABAT C& TEXKKH HEXKENAHH PEaKLiMi NPH NAaLMEHTH, NMPY KOMTO HACKOPO € DKo cnpsHo
nedeHneTo ¢ MAOM u e 3anounat Bennadakcvi, HAK HACKOPO € GHITa CIIPSAHA TePaITHsITa ¢
BeHJIa(hakCHH, Tipein 3anousade Ha MAOW. Tesu peakuMu BKAKOYBAT TPEMOP, MHOKIOHYC,
anadopesa, raieHe, NOBPbIUAHE, 3aUEPBIABAHE, 3aAMASHOCT U XHIIEPTEPMHSA ¢ MPUIHALM,
HarnoAoOABaLIK 3n10Kka4ecTBEH HeBpoJienTHUeH cuuapomM (3HC), repuose u cMBpT.

CepOTOHHHOB CHHAPOM

KaKTo W pU OCTAHAIATE CEPOTOHUHEPrUYHY CPEICTBA, TAKA W NPH J1IEYEHHETO ¢ BEHNAaKCHH MOXe
4a HACTbMK CCPOTOHHHOB CHHAPOM - NOTEHUHATHO KHWBUTO3ACTPALLABAIO CbCTOAHHE, OCODEHO 11PH
ChITBTCTBALLA YNOTPEOA Ha APYTH CPeACTBA, KOUTO MOraT da MOB/IMSIAT CEPOTOHHHEPrHUHaTa
HCBPOTPAHCMHUTEPHA CHCTEMA (BKIIFOUHTENHO TpHIiTaHu, SSRI, SNRI, TpHUHKNHYHHA AHTUAETNIPECAHTH,
aM(peTaMHHH, JTUTHH, CHOYTPAMHH, HBIT KaHTapuoH (FHypericum perforatum)), onuonau [Hanp.,
OYNpeHOpMHUH, (PEHTAHUI ¥ AHANO3UTE MY, TPaMa10:1, IeKCTpoMeTopdan, TaneHTaa0.1, NETHIAUH U
[MEHTa30UMH]) € JIEKAPCTBEHHU NPOIVKTH, KOWTO VBPEXKAaT MeTaboIM3Ma Ha CepoTOHMHA (KaTo
HanpuMep MAOM, Hanp. MeTHUAEHOBO CUHBO), C MPEKYPCOPH Ha CEpPOTOHHHA (KATO TPHATOPAHORH
[00ABKH) MITH C AHTUINCHXOTHUHN HIM JPYCH J0NAMHHOBH AHTACOHUCTH (BX. TOUKH 4.3 1 4.4).

[Ipn KnHKHYHA HEOOXO0AUMOCT OT CBITHTCTBALUO JieyeHHE ¢ BeHnadakcud 1 SSRI, SNRI unu
CEPOTOHHHOB PELETITOPEH arOHUCT (TPHIITAH}, CE€ NPenopbyBa BHUMATEIIHO NPOC/ieAaBaHe Ha
MalueHTa, oCoOEHO MO BpeMe Ha 3aroyBaHe Ha JleYeHHEeTO H NPH NoBHIaBaHe Ha ao3ute. He ce
npenopp4Ba CbNbTCTBALUATA yNoTpeda Ha BeH1a(aKCHH ChC CEPOTOHHHOBU NPEKYPCOPH (KaTo
TpunToQaHoBu 100aBKH) (BxkK. TOuKa 4.4).

LIHC-axkTHBHH BelllecTRA

PucksT OT ynorpeba Ha BeHnadakcut ¢ apyru LHIHC-akTHBHY BelECTBA HE € CUCTEMHO OLEHSABAH.
CriegoBaTeIHO Ce IPenopbYBa MOBUILIEHO BHUMAHHE, KOraTo BeHJadakCHH ce npueMa B KoMOMHauus
¢ apyru LJHC-axTHBHH BewecTea.

ETadon

[lannenTuTe TpabBa 1a ObAAT CHLBETBAHU Aa HE YNOTPeDABAT A11KOXO:1, [TPEABH]] HEMOBOTO
Bb3AcHCTBHE BLpXY LIHC W BeposTHOCTTAa OT KAMHMYHO BJIOLLABAHE HA MCUXHYHOTO CHCTOAHHUE, KAKTO

M BEPOATHOCTTA 34 HEXKENAHU B3aMMOJIENCTBHA ¢ BeHnadakCHH, BKITIOMHTENHO eeKTH Ha [MOTHCKAHE
Ha [JHC.
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JlekapcTsa, yvabmkasaiuy QT unrepBana

PUCKBT OT yabskaeane Ha QTc untepeana n/unu xamepHu aputmuu (Hanp. Torsade de Pointes) ce
NOBHILABA NPH €IHOBPEMEHHATA yNnoTpeda Ha ApYTH JIEKAPCTBEHH MPOAYKTH, YAbxaratin QTc

MHTepBana. EaAHoBpeMeHHOTO Npuiarade Ha TakUBa 1€KAPCTBEHM NPOAYKTH TpAOBa fa ce u3bsaraa
(BMK TOUKa 4.4).

CHOTBETHUTE KJ1aCOBE BKIIOUBAT:
e kJjac la u III aHTHAPUTMHUYHK flekapcTBa (HAM. XMHWIKH, AMHOAAPOH, COTAN0N, N10(GETHIHA)
® HAKOW aHTHNCUXOTHUM (HAIp. THOPH1A3HH)
®  HAKOH MaKpOJHAH (HaNp. ePUTPOMHLIMH)
®  HAKOH GaHTHXUCTAMMHH
¢ HAKOHM XHHOJOHOBH GaHTUOMOTHLIM (Hanp. MOKCHGNOKCALIMH).

["OpHHUAT CNUCEHK HE € U3yepnaTeseH 1 e HeoGX01MMO 14 ¢€ U30ATBAT M APYIH JIEKAPCTBEHH MPOIYKTH,
33 KOUTO € H3BECTHO, Y€ 3Ha4UMMO nosuwarat QT uHrepBana.

EdexT na Apyru nekapcTBeHW NPOAYKTH BbPXY BeH.1aQaKCHH

Kemoxouazoa (unxubumop na CYP3A44)

DapMaKkOKWHETHYHO NpoyuBaHe ¢ ketokoHason npu CYP2D6 ekcrensneuy (EM) u Gapuu
MeTabonnzatopu (BM) nokasea, ye NpUAGKEHHETO HA KETOKOH230J1 BOAM 10 no-ronama AUC 3a
BeHnadakcuH (70% u 21% cboreerHo npu nuuata CYP2D6 BM u EM) u 3a
O-pesmetnnsennadakcut (33% u 23% cvotBeTHo npu Muara CYP2D6 BM u EM). ConbreTBatuara
ynotpeba Ha CYP3A4 unuxuburopu (Hanp. atazaHaBUP, KIIAPUTPOMHLIUH, HHIAHHABUD, HTPAKOHA30/,
BOPHKOHA30J1, M03aKOHA30J1, KETOKOHAa301, He.1MHHABUP, PUTOHABHP, CAKBMHABUP, TEIUTPOMHUHH) H
BEHJIAQAKCHH MOJXKE J1a MOBHLLIM HUBATA HA BeHnadakcuH v O-ne3merunsennagakcuy. 3aTona ce
NpenopsyBa BHUMaHHe, aKO TepanuiaTa Ha naluveHrta skioysa HHxubutop Ha CYP3A4 u
BeHNa(paKCUH €AHOBPEMEHHO.

Edext Ha RenadakcHH BLPXY APYLH AEKAPCTBEHN MPOAYKTH

Humuii

Ipu cveabTCTBaLIA YNIOTpeba Ha BeH:1ahaKCHE C TUTHI MOXeE 1a HACTBNH CEPOTOHHHOB CUHIPOM (BIK.
"CepoTOHUHOB cHHApOM'').

Huazenaw

Beunadaxcun HiMa HUKaKBY edekTH BupXY hapMakoKHHETHKATA H apMakoJHHAMHKATA Ha
AHa3eriaM H HeroOBHA aKTHBEH MeTaOONHT Ae3MeTH.IAMAa3enaM. Jluazenam H3rnex;1a He NoB/IHABA
(apMaKOKMHETHKATA HUTO Ha BeHnadakcun, HUTo Ha O-aeameTunbeHnadakcud. He e uzgecTHo nanu
CHLUECTBYBA (PaPMAKOKHHETHUYHO /KM PapMaKOIHHAMHYHO B3aUMOACHCTBHE C APYTH
OEeH30,1Ma3eNHHH.

Hyvunpamun
BennadakcuH He noBnusea hapMaKkOKMHETHKATA Ha UMHUNPaMuH U 2-OH-nmunpamun. Uma
A0303aBUCHMO noBullierre Ha AUC 3a 2-OH-ae3unpamun ¢ 2,5 1o 4,5 neTH, KOraTto ce npu.iarat

75 mg no 150 mg Bennadakcuu AHesHO. MMUnpamuH He NoBMsaBa papMaKOKHHETHKATA Ha
BeHadakcuH U O-nesMeTnnBednadakcui. He € H3BECTHO KIHHUYHOTO 3Ha4YE€HHE Ha TOBA
B3alMOaeHCcTBHE. TpsOBa 1a ce Moaxox/aa ¢ NOBULIEHO BHUMAHHE TIPH ChBMECTHOTO MPHUJIOKEHHE Ha
BEH.1aPaKCHH U UMHIIPAMHH.

Xaaonepuoon
PapMaKOKHHETHHHO NPOYYBAHE ¢ XaNonepuao nokassa 42% MmoHUXKEHHE HA O
KiupeHe, 70% nosutienne Ha AUC, 88% nosuinenme Ha Ciax, HO HE MOKa3Ba
MOJIyKHBOTA Ha Xasonepuaos. Toea TpabBa 1a ce MMa NpeaBH MPH NALIMEHTH

Xanonepuiaon U BEHII&(})&B:CHH eIHOBpeMEHHO. He e U3ReCTHO KJIMHWYHOTO 3HAY
B3aUMOJeHCTBHE,
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Pucnepuoon

Bennagaxcun nosuwasa AUC na pucnepuaon ¢ 50%, HO He NMpOMeHs 3HAYUMO (papMaKOKHHETHYHHS
npodu Ha o0LaTa aKTHBHA YacT (PHCIIEPHIOH MKOC 9-XHUAPOKCHpPHCNEPHIOH). He e nasecTHO
KIWHRYHOTO 3HAYEHHE HA TOBA B3aMMOACHCTBHE.

Memonponon

EQHOBpPEMEHHOTO NpUIIOKEHHUE Ha BeHNadhaKCHH M METOMPOJION Ha 3ApaBy J00POBOILM NPH EAHO
Mpoy4BaHe 3a PapMaKOKMHETHYHO B3aMMOEHCTBHE 3a JBATA JIEKAPCTBEHH NPOAYKTA BOAH A0
MOBULIEHHWE Ha I,1a3MEHUTE KOHLEHTPAUMH Ha MeTonpoioa ¢ npudauzurenno 30-40%, 0e3 aa
MPOMEHA IUIa3MEHNTE KOHUEHTPALHMH Ha HEMOBHA aKTHBEH METAbONUT a-XHapokcumeTonpo.aon. He e
H3BECTHO KITMHHHYHOTO 3HAYEHUE Ha Ta3H HAXOJKA NpH MalMEHTH C XUTNIEPTOHUA. MeTOonpo.101 He
MPOMEHA PAPMAKOKHHETHYHHUA MPOodMi HA BEHIaPaKCHH WK HA aKTHBHHUS MY MeTa0OIHT
O-ae3mernnsennadakciH. TpaOBa aa ce NOAX0X,1a NPeAna3inBo MPH €JHOBPEMEHHOTO NPHIIOKEHHE
Ha BeHJ1a()aKCHH U METONPOJION.

Huounasup

DapmMakOKHHETHYHO NPOYUYBaHE ¢ HHAHHABHP nokaszsa 28% nonmkenre Ha AUC 1 36% noHnxeHue
Ha Cinax 3a HHAWHAaBUP. UHAMHaBHp He NOBNHABA dapMaKOKMHETHKATA HA BEHNAPaKCHH H
O-ae3meTunBeR1adakcud. He e W3BecTHO KIMHMYHOTO 3HaUEHHE Ha TOBA B3aMMOJEHCTBUE.

Jlexkapcmea, xkoumo ce Memaboausupam om yumoxpox P4350 uzoensuvu
IlpoyuBanms in vive noxka3sart, ye BeHTahaKCHH € OTHOCHTENHO cab naxubuTop Ha CYP2D6.

Bennagaxcun He uHxubupa in vivo CYP3A4 (annpaszonam v kapSamazenuH), CYP1 A2 (kodierH)
CYP2C9 (tonbytamun) vnn CYP2C19 (nuaszenam).

HHepopainu konmpayenmugu

B nocTMapkeTHHIOBHsS ONUT ce chOOIIaBa 32 HETUTAHWpaHa BpeMeHHOCT NPH JinLa, NpHeMalily
NEPOPATHU KOHTPALENTHBH MO BpeME Ha JieyeHUe ¢ BeHnadaxcHH. HaMa ACHHU 10Ka3zaTecTBa, ue
OpeMEHHOCTHTE ¢e Ib/DKAT Ha B3aUMOeHCTBHE ¢ BeHNnadakcHH. He e mpoBexaaHo npoyuBaHe 3a
B3aUMOJEHCTBHE C XOPMOHAIHU KOHTpaLIeNTHBH.

4.6 DepTHAMTET, OPEeMEHHOCT H KbpPMEHe

bpeMeHHOCT

Hsama 10CTaTh4HO AaHHM 3a ynoTpedara Ha BeHNA(PaKCHH NpH OpeMEHHH KEHH.

[IpoyuBaHWATa NPH )XHBOTHH NMOKA3BAT PENMPOAYKTHBHA TOKCHHHOCT (BX. Touka 5.3). [ToTeHUMaIHHAT
PHCK NpH XOpa He € u3BecTeH. Benaagakceud Tpadea na ce npunara Ha OpeMEHHH XKEHHU, CaMO aKo
QUYAKBAHHTE MOJI3H MPEBHILIABAT BCHUYKH Bb3MOXHH PUCKOBE,

Kakto ¥ npH Apyrd uHxubutopu Ha oOpaTHOTO 3axBalade Ha cepotoHuH (SSRI/SNRI), mMorart 1a ce
NOABAT CUMNTOMH Ha OTHEMAHE MPU HOBOPOAEHUTE, aKO BeHnathakCHH € H3N03BaH A0 HITH MAIKO
Apead paxaaHeTo. Hakon HoBopoaeHH, H3NoKeHU Ha BeHnadakCHH KBCHO Npe3 TPETHS TPUMECTHP,
Pa3BMBaT YCJAO)KHEHHA, Hanaratll XpaHeHe Npe3 CoHa, AMXAaTENHA NOAIPEKKA WK NPOABLIKHTEIHA
xocnuranuzaums. TaknBa ycloKHeHMs MOTart J1a ¢€ NojAy4aT BEAHAra clie/l MPHI0KEHHETO.

ObcepBallMOHHUTE 1aHHU NOKA3BAT MOBHILEH PUCK (0-MAJIKO OT 2 IBTH) OT MOCIEPOAOB KPbBOH31HB

cien ekcnosrumg Ha SSRI/SNRI 8 pamxuTe Ha nocsieHHA Mecel MPear paKIaHeTo (Bx. TOUKHA 4.4 1
4.8).

EnuaeMuonoruuHuTe JaHHU npeanonarart, ye ynorpedara Ha SSRI o speme Ha
CTICLIMATTHO B HAMpPEinana OpeMEHHOCT MOKe A MOBULLNW PHCKA OT NEPCUCTHPA
XHnepToHua Ha HoopoAeHoTo (ITITXH). BbhripekH, 4e He ca npoBeACHH M3NKUTR
H3cnenBaT Bpb3kaTta Mexay noseara Ha [II1XH v neyenuero ¢ SNRI, norenuu
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ynotpedara Ha BeHIa(akCuH He Moxe jJa Obe H3KNOUEH, KAaTO CE UMA NPEABHI CXOAHMAT
MEXaHH3IBM HA JE€HCTBHe (MHXHOUpaHe Ha oDpaTHOTO 3aXBalliaHe Ha CEPOTOHMHA).

Morar na ce nabatonaear cieaHUTE CHMITTOMM NPH HOBOPOJEHH, AKO MaMKaTa € K3N013BAA
SSRI/SNRI B kbcHa GpeMeHHOCT: pa3apasHUTEIHOCT, TPEMOP, XHITOTOHKA, MEPCHCTHpALL N1ay 1
3aTPYAHEHO CYyUCHE HJIH ChbH. [e3M CHMNTOMM MOTaT Ja ¢e€ Ab/DKAT UM Ha CEPOTOHMHEPrHUHUTE
eEKTH, HIIK HA EKCMIO3ULHATA. B noBeyeTo Cilyuam Te3n yeaoxkHeHHs ce HabmoaaBat He3abaBHO KITH
B PAMKHTE Ha 24 yaca ¢l paxkAaHeTo.

KtpMeHe

BennaakcHH M HEroBUAT akTHMBeH MeTabonut O-ae3meThIBeHIa(haKCHH Ce EKCKPETHPAT B KhpMara.
Mma nocrMapkeTHHIroBY cho0blleHUA 3a KbpMayeTa, NpH KOUTO ¢e Habnwaasa naad,
pa3ApasHUTEAHOCT H HapyLUEeHUA B peskUMa Ha ¢bH. CboOLIaBa C€ 3a CHMNITOMH, CBOTBETCTBALLNA HA
NMPEKpaTABaHE HA JICYCHHETO ¢ BeHNIA(AKCHH, Clel ClinpaHe Ha KbpMEHETO, He Moxe 1a ce M3KioyH
PHCK 3a KbpMaueTo. 3aToBa TpAOBa /1a ce B3eMe pelleHHE 3a NPOJBIKABAHE/CMHPAHe HA KbPMEHETO
WIH 3a NpoAb/bkaBaHe/cnupane Ha Tepanuata ¢ EQEKTHUH ER, karo ce uma npeasua noasara 3a
ACTETO OT KbPMEHETO K NOJ13aTa 3a »eHaTa oT JiedyeHneto ¢ E@EKTHH ER.

DepTUANTET

B npovyuBane, NpH KOETO U MBbXKKH, M JKEHCKH [L1bXOBE ca OMIIU U310KEHU HA
O-pecMeTunBeHIadakcuH, € HabnwaaBaH NoHWKEH depTHanTeT, KIMHUUHOTO 3HAHeHME Ha Ta3H

Haxo4Ka NMpH Xopa He € W3BECTHO (BX. TouKa 5.3).

4.7 EdexTi BLpXy cnocobHocTTa 32 o HpaHe H padoTa ¢ MAILIMHH

Bceku NCHXO0aKTHBEH JIeKAPCTBEH APOAYKT MOXKe 1a HapYLIH ApeLeHKaTa, MUCIIEHETO U MOTOPHUTE
YMEHHS. 3aTOBA BCHUKH MALHEHTH, MpHEMallUY BeHnadakcHH, TpsOBa aa 6vaaT npeaynpeaeHHu 3a

ePEeKTHTE BbpXy COCOOHOCTTA UM da wodHpaT v 2a paloTAT ¢ ONacHW MallHHH.

4.8 HekeaaHH NeKaPCTBEHH PeaKIHA

PestoMe Ha npoduaa 3a HezonacHocT

MHOT0 YecTHTe HEXKETaHH JIEKapCTBEHM peakurH (>1/10), cbo0luaBaHy B KIIHHHYHHUTE NPOYYBaHHUA,
ca rajicHe, CyxoTa B YCTara, Iri1aBodonue U U3NnoTasaHe (BKIIOMUTENHO HOLHK H3NOTABaHUA).

TabnrueH cOMCHK HA HEXETAHWUTE IEKAPCTBEHH PEAKLHM

Hexenanute peakunu ca u30poeHU no-1o0y 0 CHCTEMO-OpraHeH KJIac H YeCTOTa, B HU3XOIA1ll pel
IO OTHOLUEHHUE HA TAXHATA CEPHO3HOCT BB BCAKA KAaTEropus o YeCToTa.

Hecrtotute ca neMHUpaHM KaTo: MHOTO YecTH (21/10), vectu (21/100 pno <1/10), Heuectn (=1/1 000

0o <1/100), peaku (=1/10 000 no <1/1 000), mHoro peaku (<1/10 000), ¢ HeHuzBecTHA HecTOTA (OT
HANUHYHUTE NaHHH He MOXeE 1a Obae HanpaBeHa OLEHKA).

Cuctemo- Muoro YecTH HeudecTn Peaxu MHoro peakn | C
OpraHeH Kiaac YeCTH HEH3IBECTHA |
4eCTOTAa

HapyweHnus na ArpaHyno- TpombouuTo-
KpbBTa M iMTO3a*, neHus ™
NHM{HaTa aru1acTH4HA
CHCTEMA aHeMun*,

[1AHILIHTO-

NEHUAT,

HEYTpOIe-

Hus*
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CHcTemo- Muoro YeeTn Heuectu Peakw Muoro peakn | C
OpraHeH Knac YeCTH HeH3BeCTHA
4eCTOTA
HapyuwieHus Ha AHadu-
UMYHHaTa NAKTHYHA
CHCTEMA peaxuus*
Hapyuienns Ha HeaaexsaT- | [louwen
€HIOKPHHHATA Ha CEKpeLMs | TPOJIAKTHH B
CHUCTEMA Ha KpbBTa*
AHTHOHYDE- |
TUUECH |
XOpPMOH*
HapyilueHus Ha [lonuxeH XHUNOHATPH-
MeTabonuima u ANeTHUT emMuna’*
XPAHEHETO
[TcuxuyHuU be3cbHue ObbpkBa- Mahus, Ienup* CyHnuuana
HapylLeHHA He*, XHTTOMaHHA, HieaLus U
AEeNnepcoHa- | XajluMuHa- CYHLH.IHO
nu3auma ¥, LIMH, noseneHue’,
a0HOPMHH aepeanula- arpecnﬂh
CRHUAY, LM,
HEPBHOCT™, adHOpMeH
NOHUKEHO OpraisbM,
TMOMn a0, OpyKcH3sM™*
Bh30Oyvma*, , anaThs
AHOPra3MHA
Hapywenus Ha | I'naBobo- Axatvang*, | Cuukon, 310KavecT- TapausHa
HEpBHaTAa nue*<, TPEMOPp, MHOKIOHYC, | BEH JHCKHHe3us™*
CHCTEMaA 3aMasHOCT , | MAPECTE3Hf, | HApYUIEHO HEBPOIIEN-
ceaauMs AUCTECYINA paBHOBC- THHECH
cue¥, CUHIPOM
abHOPMHa (3HC)*,
KOOpAHHa- CEPOTOHU-
s *, HOB
AHCKHMHE- CHHApOM*,
3A* KOHBYJICHH,
TUCTOHUA ™
HapyuieHus Ha 3pUTENHO 3aKpHTO-
OUHTE yBpeXAaHe, bIbJAHA
aKkoMoa- rmaykoma®*
UHOHHY
Hapy LEHHKA,
BKITHOUMTE.I-
HO
3aMbIIEHO
3pEHUE,
MHIpHala
HapylueHHs Ha Tunnryc* CBETOBLPTEXK
YXOTO H
nadMpuHTa
ChbpreyHH Taxuxkap- Torsade de Crpec-
HapyLUeHHNA M4, pointes*, HHyLHpaHa
[ajinuTa- KaMepHa KapaHOMHOMa
umu* TaxMKap- -THS
aua*, (Takouydo
KaMepHH
¢$udpuna-
LIHH,
VIbIKEH
QT
UHTEPB&N
npu EKI™
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Cucremo- MHuoro Yecrn HeuectTn Peaxwu Muoro peakn | C
OpraHel Kiaac YeCTH HeH3BeCTHA
4eCTOTA
CpaoBH Xunepro- OpTtocTtatu-
HApYILIEHHS HHA, rOpeLly | 4Ha
BBJIHH XUNOTOHUA,
XUNOTOHUA™
PecriHpaTopHH, HUcnHes™, HMHuTepcTr-
rPbAHH H Npo3gBaHe A 1HA
MEIUaCTHHAIHH OenoapolHa
HapyLIeHHS 0o1ecT®,
OenoapodHa
CO3HHOQH-
aua*
CTOMaLLHO- ["'aneHe, Huapus*, Cromawno- | IlaHkpea-
YPEBHH CYXOTa B NOBPLILAHE | YpEBEH TUT*
HApPYILCHHS yCTara, KPbBOU3-
3aneK nup*
Xenaro- | AOHOpMHY Xenatur*
OUnUapHy . 4epHOIp0D-
HapyLIEHUA HU (PYHK-
LIHOHANHY
TECTORE™
Hapywenns Ha | Xunep- O6pus, YpriKa- CHHOIPOM Ha
KOXara U xyuagposa®, npypuryc* pust, Stevens-
NOAKOXKHATA (BKJMHOUH- anoneuus*, Johnson*,
ThKAaH TEJIHO EKXMMO3a, TOKCHYHA
HOLWHY aHrvoeaeM™®, | enunepmarlt-
H3MOTABA- peaKLMsa Ha | Ha HEKpO-
HHUA)* doTo- nuza*,
YYBCTBUTE/- | EpUTEMA
HOCT MYJITH-
dopme™
HapylueHusa Ha XHUNEPTOHYC PabaoOMHO-
MYCKY1HO- nun3a*
CKeJleTHAaTa
CHCTEMaA H
CbeAHHUTEHA-
Ta TbKaH
HapylueHus Ha 3atpyaHeHo | UHKOHTH-
OBOpeLHnTe U YPHHHUpAHe, | HEHLHA Ha
NMHKOUYHHTE pETEHUHA Ha | vpuHaTa™*
MbTHLLA YPHHa,
NoJaKH-
ypHa *
HapyieHus Ha MeHopa- [Tocaeponos
BB3NPOH3BOIU- Tus®, KPbBOH3] np*
TenHara METpOopa-
CUCTEMA H rus®,
rbpAaTa EPEKTHITHA
AHUCPYHK-
unﬂb,
HapyLiieHa
enmynaunnb
Ob14 YMopa,
HAPYLHEHHUSA U ACTEHHA,
e)eKTH Ha CTYAEHH
MACTOTO Ha TPbNKN™*
NIPUIONKEHHE
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Cucremo- Mmuoro YecTH HeuecTH Peaku Muoro peaku | C
OpPraHeH KJjac YeCTH HEH3IBECTHA
4eCcTOTA

Hicneapanug [TosuLIaBa- Y ABRIAKEHO
He Ha BpEME Ha
TETIOTO, KbpBeHE*
MOHUXKaBaHe
HAa TErjoTo
NOBHUICHHN
CTOHHOCTH
Ha
X0JecTepona

FHexkeNaHy IeKapCTBEHH PEAKUMK, ChODILEHH B NOCTMAPKETHHIOBHSA NEPHOL

a Cnyyau Ha CyMUKIHA HACAUUS M CYHUMAHO MOBEASHHE ce Cho0LUaBaT 110 BPEMe Ha TepanuaTa ¢ BeHaaakcuH 1y pato
Cnea CriMpaHe Ha JJeYeHHETo (BxX. Touka 4.4).

b Bx. Touka 4.4

¢ [Ipu 0000WIenH KIMHUYHH NPOYYRAHUA YECTOTATa Ha Tnapodo ke Npy BeHnagakcHl u naauedo ¢ cxXoaHa.

d Tosa ceOuTHE € crobLuasano 3a xnaca nexapersa SSRI/SNRI (k. ToukH 4.4 u 4.6).

CrnupaHne Ha JIEYeHHETO

Cnvpadero wa BeHnadakcHH (0cobeHo KoraTto e BHE3aMHO) OOMKHOBEHO BOAM A0 CUMITOMH Ha
OTHeMaHe, Hah-uecTo crobluapaHuTe peakury ca 3aMasiHOCT, CETUBHM HapYLUEHHA (BKIKUUTENHO
lapecTes3usi), HapyUIEeHUA Ha ChHA (BKITIOUUTENHO Oe3ChbHUE U MHTEH3UBHO CbHYBaHe), Bb30yiaa Wik
TPEBOXHOCT, FAICHE W/HUIK MOBPBLLLAHE, TPEMOP, CBETOBBLPTEXK, M1aBo00aHe, TPUNONOA00EH CHHIPOM,
3PUTENHH HaPYLUICHHUS U XHUNEePTOHHA. OOHKHOBEHO TE3H CHLOHTHA ca JCKH A0 YMEPEHU U Ca
CaMOOrpaHNYaBaily e, HO MPU HEKOW NAUMEHTHY TE MOTAT Ja Ca TEXKHU W/ HIIH NO-IIPOABILKHTE THH.
3aTOBA CE NPENOPbUBA, KOTATO JIEUSHHETO ¢ BeHiahakcuH He e HeoOX0aUMO noBeYe, ia ¢ H3BbPLUH
CIIMpaHe Ype3 NOCTENEHHO NoHMKapaHe Ha AozaTa. [1pu HakoM nauueHTH obade ce MoABABAT TEKKA
arpecud U CYMLIMIHA HAeallids IIPU HAMA1aBaHE HaA /103aTa MJTH 110 BpeME Ha CITHPAHE Ha JICUCHHETO
(B3%. TO4UKHK 4.2 1 4.4),

[lenaTpuuHa nonyiauus

Karto w10 npoMabT Ha HeXXelaHUTE peakLn Ha BeHnadakcHH (npy ruianedo-KoHTpOIUpaHNuTE
KIIHHUYHY NPOYYBAHHA) NMPH AeUa U I0HOWH (Ha Bb3pacT 6 10 17) € cxoeH ¢ Hab1oAaBaHUA TIPH
BEb3pacTHH. KakTo # npu Bb3pacTHMU, ce HabnoNaBaT MoHMKEH aneTUT, 23aryda Ha TErNO, MOBHILEHO
KPBBHO HAIATAHE W MOBHUILEH CEPYMEH Xonectepon (8. Touka 4.4).

Ipy KIMHHYHKTE NMPOYYBaHHS C Jlella ce HalsioaaBa He)KenaHaTa peakuus CyMLMIHa uaeauns. Mma
CBILO BCE MOBEUE ChOOIIEHHMS 3a BpaXAeOHOCT U, 0coDEeHO NpH roAsMO AEMPECHBHO PA3CTPONCTRO, 34
CaMOHapaHsBaHe,

[lo-cneumanHo npu aeua ce HaboaaBar Ce/IHUTE HEXENaHu peakuuu: KopeMmHa 6oJika, Bbp30yaa,
JUCIENCHS, €KXHMO34, ENHUCTAKCUC M MUANT U,

Cro0liaBaHe Ha NOAO3UPAHH HEXKEIAHHN peaKkLIHU

Cho0laBaHeTo Ha NOJO3UPAHU HeXENaHU Peaklivy CNe/l pa3pelliaBaHe 3a ynorpeda Ha JIeKapCTBEHHS
MPOAYKT € BaXKHO. ToBa No3BOAABA Aa NPOABIKH HAOMIOAEHHETO Ha CHOTHOUIEHHETO NMOJI3a/PUCK 34
NEKAPCTBEHHUA NPOAYKT. OT MEAHLMHCKHUTE CMNEUHATHCTH C€ H3UCKBA 1A ChOOLIaBaT BCAKA
NOAO3HPaHa HEXKENAHA peakUuus upes M3nmbnHuTenHa areHUus 1o sekapcTeara, yi. ,.Jdaman I'pyes™

Ne 8, 1303 Codus, ten.: +359 2 8903 417, yebeaiiT: www.bda.bg.

16




4.9 Ilpenosnpane

B nocTMapKkeTHHIoBUs OMMT Npeio3upaHe ¢ BeHMadakCHH ce ChodllaRa riaBHo B koMOUHaLUs C
alIKOXOJ1 W/HJIM JPYTH JIEKAPCTBEHH NPOAYKTH, BICTHOUMTEIHO CJIy4aH ¢ jieTaneH u3xoa. Hafi-uecTto

CHOOLUABAHUTE CHOUTHA NPHU NPeAO3HPaAHE BKJIIOUBAT TAXHKAPIMS, KONHYECTBEHH [TPOMEHH HA
Cb3HAHKETO {BAPHPALLK OT COMHONEHTHOCT 0 KOMa), MHApHa3a, KOHBY/ICHA W NoBpbluaHe. [IpyrH
chOOLABAHN CHOUTHA BIUTIOUBAT enekTpokapauorpadeku npomenu (Hanp. yabiakaeane Ha QT
WHTEpBana, beapeH 6ok, yabmkasaHe Ha QRS komnnexca [Bx. Touka 5.1]), BeHTpHKY1apHa
TaxyKapaHa, Opajukapaus, XMNOTOHHA, CBETOBbPTENH U CMBPTHH ciiydau. Texkkd CHMITOMH Ha
OTpaBsHE MOTaT a Bb3HUKHAT MPU Bb3PACTHH C1¢1 NPpUeM Ha NPHOIMBUTENHO 3 rpaMa BeHNa(haKCHH.

[IybanKyBaHHTE PETPOCNEKTUBHU NPOYYBAHWA CHOOLIABAT, Ye NIPEAO3IUPAHETO C BEHTadaKCHH MOXKe
13 € CBbP3aHO C NMOBUIIEH PUCK OT JIETalIeH M3X0 B cpaBHEeHHUE ¢ HabM101aBaHOTO NPH CENEKTHBHHTE
MHXUOUTOPH Ha 0OpaTHOTO 3axBalllaHe Ha cepoTtoHHRa (SSRI), HO NO-HHUCBK OT TO3U NPH
TPUUHKINYHHUTE aHTHAETIPECAHTH. EnnIeMHONOrHUHKTE NMPOYYBAHUA NOKA3BAT, Ye J1eKYBAHUTE C
BEH1a(paKCHH NAUMEHTH UMAT NoBede PUCKOBH DAKTOPHU 33 CYHLUMAHOCT B CpaBHEHHE C MALIMEHTUTE
Ha SSRI. He e acHo 10 KakBa cTeneH HaxoJaKaTa 3a MOBULIEH PUCK OT JleTalleH M3X0a MOxXe Aa Obae
MPHUITUCaHA Ha TOKCHYHOCTTA Ha BeHNaQaKCHH MpH Npeao3npaHe, B CPaBHEHHUE C HAKOH
XapAKTCPHCTHKH Ha MMALIMEHTUTE, JIEKYBAHH C BEH.1a()aKCHH.

[IpenoptuBaHo ACYEHHE

TexKoTO OTpaBsiHE MOXKE 12 H3UCKBA KOMILIEKCHO CHEWIHO JleueHHe U Habnmogenune. CrenosaTenHo, B
CJ1y4aH Ha CbMHEHHE 3a NPeNO3UpPaHe, BKIIOUBALLO BEHNA(aKCHH, C€ NpenopbuBa He3abaBHO Ja ce
CBbPIKETE C HALMOHANIEH HH(POPMALMOHEH LEHTBY MO TOKCUKOJIOT U,

[Tpenopbupar ce 00LIM NOANBPKALM H CBBP32HH CbC CUMNITOMHTE MEPKH, KaTo TpabBa 1a ce
[IPOCNECAABAT CHPJACUHHAT PUTBLM M XKUIHEHUTE NOKA3aTeIu. AKO HMa PHCK OT acnHUpauus, He ¢
npenopbs4Ba HHAYyLMpaHe Ha NoBpbuiaHe. CToMalIHATA MPOMUBKA MOXE Aa € N10Ka3aHa, ako c¢
U3BBPLUHN CKOPO ClTe/] MOTIBLIAHETO WIH NMPH NALMEHTH CbC CUMNTOMH. [IpUNOKEHHETO HA AKTHBEH
BbIJIEH MOXKE CBLIO 2a OrpaHU4M abcopOUMATA HAa aKTHBHOTO BELUECTBO. MaKo BEPOATHO €
(GopcHpaHaTa IMypesa, AManu3ara, xeMonepgysmara ¥ OGMeHHOTO KPBBONpennBaHe 1a 6baat oT
rnosi3a. He ca n3secTHH HUKAKBU cneudGMUHH aHTHAOTH 3a BEHAA(aKCHH.

5. ©OAPMAKOJOI'MYHU CBONCTBA

5.1 dapmakoaHHAMHYHH CBOACTBA
DapmakoTrepanesTuyHa rpyna: JApyru antuaenpecantd, ATC koa: NO6A X16

MexaHW3bLM Ha AeHCTBUE

Cunra ce, Ye MEXaHU3MBT Ha AHTUACNPECAHTHOTO JeHCTBHE Ha BEHMa(haKCHH MPH XOpa € CBbP3aH ¢
MOTEHUHPAHETO HA HEBPOTPAHCMHUTEPHA AKTHBHOCT B LIEHTPA.1HATa HEPBHA CUCTEMA.
[[peAKTMHHYHUTE NPOYUYBaHKHA NOKA3BAT, Y€ BeHna(pakCUH U rNaBHUAT MY MeTaboINT
O-pesmetwneennadakcud (OJIB) ca mHXUOUTOPH Ha OOPaTHOTO 3aXBallaHe HA CEPOTOHHH H
HopenHHedpuH, BennadakcHH ¢uio HHXHOHKpa cnabo JoMaMHHOBOTO 3axeaulaHe. BeHnnadaxcH v
HErOBUAT AKTUBEH MeTabOoMUT NOHWKABAT -a/IpeHEPIHYHHUTE OTTOBOPH, KAKTO NPpH OCTPO (€AMHHYHA
103a), TAKa W NMPU XPOHHUYHO NpuaokeHre. Bennadakcyun 1 OJ]B ca MHOTo CXOAHH N0 OTHOLIEHHE Ha
TAXHOTO HANOCTHO NEUCTBHE BLPXY OOPATHOTO 3aXBallaHE HA HERPOTPAHCMHUTEPH H CBBP3BAHETO KbM
PeLeNTOPHUTE.

BennagaxcuH Ha npakTHKa HAMA HHKaKbB aQUHUTET in VilFO KbM MYCKAPHHOBHTE, X(
H-XHCTaAMHUHEPTHYHUTE WK 1-aJpEHEPTUUHHTE PELIENTOPH OT MO3BK Ha MbX. Daf
AEHCTBHUE BbPXY TE3HU PELCTITOPH MOXKE j1a € CBBP3aHO C PA3NTHUHH HEXETAHH peatcu
NpA JpYTH AHTHACMIPECAHTHHU JI€KAPCTBEHU MPOJYKTH, KaTO aHTHXOTMHEPrHUHH, CEAl
ChpPACYHO-CbIOBH HEXEJIAHH PEAKLIUM.

oy
LR
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Bennagakcuy He npuTexkaBa MHXUOUTOPHO AeHCcTBHE BbPXY MoHOoaMHHOOKcHaa3aTa (MAQ).

In vitro Ipoy4BaHUATa NMOKA3BAT, Ye BeHNAMAaKCHUH HA NMPAKTHKA HE NPUTEXABA HUKAKbB aPUHHUTET
KbM OMNHATHH U DEH30AHA3ENMHOBH PELIENTOPH.

KoimHuuHa ehUKACHOCT M HE30NACHOCT

[ oneMmu ACTIpECHBHHY CNH301H

EdukacHocTTa Ha BeHnadakcHH ¢ He3a0aBHO 0CBOOOK1aBaAHE KATO JIEHEHWE HA TO1EMH JeTIPECHBHH
€MH30/IH € N0Ka3aHa B NMET PaHAOMH3IHUPaHH, ABOHHOCIENH, NMNAUEO0-KOHTPOIMPAHH, KPaTROCPOURH
NpOYYBAHHA C NPOABL/LKHUTENHOCT OT 4 10 6 ceIMHLM, B 103K A0 375 mg/neH. E¢ukacHocTTa Ha
BEHJIAQAKCHH C YAL/DKEHO OCBODOMAaBaHE, KATO JIEUEHHE HA MOJIEMH JETIPECHBHH ENH30H, €
YCTAHOBEHA B /IBE M1aUeO0-KOHTPOJIMPAHH KPATKOCPOUHH NPOYUBAHUS C MPOABHKUTENHOCT OT § H
12 ceamMuuM, KOUTO BKJIKOUBAT 0OXBAT Ha J03HTE OT 75 10 225 mg/neH.

B €1K0 no-AwirocpouHo NpoyusaHe aMOyNaTOPHUTE BbL3PACTHU MALIMEHTH, KOMTO €a Ce MOBAUAIHU NO
BpeME Ha 8-CeaAMHYHO OTKPHUTO NMPOYUBAHE Ha BeHNA(AKCHH ¢ YIBIKEHO ocBoOoxaaraHe (75, 150
MK 225 mg), ca paHIOMU3NPaHH 1a NPOIb/DKAT CBOATA 1032 BeHIA(AKCHH C YABMKEHO
0CBODOXKAABAHE UMM Nnauedo 3a MaKCHMYM 26 ceaMHUM 3a HabTI01eHHE 3a pELIMAMB.

BbB BTOPO [MO-ABATOCPOUHO NMPOYUBaHe epuKacHOCTTa HA BeHa1adakCHH 3a NPEBEHLUHA Ha
PELIKIHBHPALIH JTENPECHBHY €NU30M 3a 12-MeceuUeH nepuoa ¢ ycraHoBeHa B rutauedo-
KOHTPOJIMPAHO, JBOHHOCAANO KAMHUYHO M3NKTBAHE NPU BL3PACTHH aMOyNaTopHH MalHEeHTH ¢
PELHIHBHPALIH TOJIEMH AENPECHBHH €NH30/H, KOUTO Ca C€ NOBNMAIH OT NEUEHHUE C BEHNA(PaKCHH
(100 ao 200 mg/aen, no cxema ¢ NpUeM ABa MbTH HA AeH) Ha MOCASAHHMA €MU30/1 Ha JCNPECHATA.

| eHepanU3MpaHo TPEBOKHO pa3CTPONCTBO

EdnracrocTTa Ha BeH:1ahakCHH Kancy. v ¢ yIb/KeHO 0CBOOOKIaBaHE KATO JIeHEHHE 3a
reHepajin3upaHo TpeBoxHO pazcrpoiicTeo (I'TP) e yctaHoBeHa B JaBe 8-ceAMHUUHH, nnauedo-
KOHTPOJIMPAHH NPOYyYBaHUA ¢ PUKcHpaHH 103H (75 ao 225 mg/neH), B e1HO 6-MeceuHo, nnauedo-
KOHTPOAMPAHO Mnpoy4BaHe ¢ ¢HUKCHpaHH J034 (75 no 225 mg/aeH) ¥ B €1HO 6-MeceuHo, miauedo-
KOHTPOJIMpaHO npoyuBaHe ¢ npomsaHa Ha Ao3ute (37,5, 75 v 150 mg/nen) npy Bb3pacTHH
aMOyNMaToOpHU MaUUEHTH.

Bbnpeku ye uma JlokazaTencTsa 3a 3HaYHMO NpeIMMCTBOTO W Ha Ao3aTta oT 37,5 mg/aeH cnpsaMo
nnauedo, T8 He € TONKOBa edeKTHBHA MOCTOAHHO, KAKTO NMO-BUCOKKTE JO3H.

COUMANTHO TPEBOXKHO Pa3CTPOHCTBO

EdukacHocTTa Ha BeHnaakcHH Karcysiu ¢ yabKeHO 0CBOOOK1aBaHe KaTo JICYEHHE 3a COLIHAITHO
TPEBOKHO Pa3CTPOHCTBO € YCTAHOBEHA B UETHPH ABOHHOCNEH, MapaleHOTPYNOBH, 12-CeIMHYHH,
MHOTOLEHTPOBH, NNALEOO~-KOHTPOIHPAHH NPOYYBAHHA, C TPOMSAHA HA 103aTa ¥ B €AHO JBOHHOC/IANO,
NapaienHorpynoeo, 6~-Mece4eHo, auedo-KOHTPOIMPaHO NpoyYBaHe ¢ GUKCHPaHH/ TIPOMEHIIHBH
[034 NpH aMOy1aTOPHKW Bb3PACTHH MALIMEHTH. [TaLUHEHTHTE MOJYHaBAT J03K B FPAHULKTE OT 75 10
225 mg/aeH. JIMncear qokaszaTesICTBa 3a Mo-rofisMa epekTUBHOCT NIpH rpynara ot 150 ao 225 mg/aen,
B CpPaBHEHHME C IrpynaTta Ha 75 mg/i1eH B 6-MEeCE€4HOTO NPOyYBaHe.

[TaHHuecko pa3cTPOHCTBO

KOHTPOJHPAHH NPOYYBaHHSA [PH Be3PaCcTHH amﬁ},ﬂa’ropnn HHHHEHTH C naHHl{ecm pa3
UnH 0e3 aropagodua. Hauannara nosa npM npoyuypaHdsita ¢ NnaHMUYECKO pas3CcTPOACTBO
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3a 7 1HM. Ciiel TOBA NaLKMEHTUTE MOJyyaBaT PUKCHpaHy A03u oT 75 uau 150 mg/ned B eqHoTO
npoy4BaHe ¥ 75 WA 225 mg/nen B Apyroto npoyysaHe.

EdukacHOCTTa € ycTaHOBeHa ChUIO B €IHO ABITOCPOYHO, ABOMHOCANO, NIauebo-KOHTPOIUPaHO,
NapaieJHO-rpynoBO NPOYYBAHE 3a ABArOCPOUYHa He30NacHOCT, ePUKACHOCT U IIPEBEHLMA HA
PELUMAUBHTE TIPH Bb3PACTHHU aMOY.1aTPOHH NALMEHTH, KOMTO Ca € MOBAMAIIH OT OTKPUTO JIeUeHHE.
[TauueHTHTE NpOab/KABAT Ja NONYYAaBAT CHLIATA 1034 OT BeHAadaKCHH ¢ YIB/DKEHO 0CBODOXKAaBaHE,
KOATO Ca NpUESIK B Kpaa Ha oTkpuTaTa ¢aza (75, 150 unu 225 mg).

ChbpaeuHa enekTpodH3MONOTUS

B cneunannsupano 3aabiadoueno npovusare 3a QTc¢ npu 3apasu 106pOBOILM, BeHNADAKCHH He
yvabpkasa QT HHTEpBana B KIIMHMYHO 3HAYMMA CTENEH NPH NO-BUCOKA OT TEpAIEBTHYHATA 1034 OT
450 mg/nen (npremMaHu Kato 225 mg ABa NbTU JAHEBHO).

Bblpexd TOBA B MOCTMAPKETUHIOBHS NEPHOA ¢€ ChOOIIABA 3a ¢yiydaM Ha yaskaBade Ha QTc/ TdP u
KaMEepHa apuTMHA, 0COOEHO B C1y4aM Ha Npe03upaHe WK NpH NalMEHTH ¢ APYTH PUCKOBH (haKTOpH
3a yabkarave Ha QTc/TdP (Bxk. Touka 4.4, 4.8 n 4.9).

5.2 (PapMaKOKHHETHYHH CBOHCTBA

Betinagakcun ce meTaboMu3upa B roiaMa CTeneH OCHOBHO 10 aKTHBHHA MeTaboauT
O-peamernneennadaxkcur (OJIB). Cpeanuar maimen nonyxkusot £CO na Bennadakcun 1 OJIB ¢
CHOTBETHO 5%2 yaca u 1112 vaca. PaBHoBecHUTe kOHUeHTpauuH Ha BeHnadakcud u O/IB ce aocrurar
B paMKHTE Ha 3 JHH OT nepopaiHa Tepanus ¢ MHOTOKpaTHO npuiomkeHue. Bennadakcun n O/1B
MoKa3BaT JIMHEHHA KMHETHKA B J1030BHA 00XBaT oT 75 mg a0 450 mg/neH.

Abcopbuus

[lone 92% ot Bennagakcuu ce abcopOupar ciea elMHHYHA NepopaiHa 103a OT BeHaadhaKCHH ¢
He3aDaBHO ocBobOXKaaBaHe. ABcontoTHaTa BroHanuunoct ¢ 40% no 45%, nopaan npecucTeMHMS
MeTabom3pM. Cnea npunoxedne Ha BeH1adaKCHH ¢ He3a0aBHO OCBODOM JaBaHE NHKOBHUTE NJIA3MEHH
KOHLUCHTpAUHKW Ha BeHnadaxcui 1 OB HacTenear 3a ¢cvoTBeTHO 2 M 3 yaca. Caesl NIPHNOKEHHETO HA
BEH/1a(PaKCHH KarcCyJiH ¢ yAbIXKEHO 0CBODOXKAaBaHe [TMKOBUTE M/1a3MEHH KOHLIEHTPALUMH Ha
BeHsagakcud M OB ce nocturaT B paMkuTe Ha ¢boTBeTHO 5,5 yaca v 9 yaca. Koraro ce npuaarar
€IHAKBH AHEBHH A03M OT BeHNadakcHH, SHio kato Tab.1eTka ¢ HezabaBHO 0cBOO0MKKAABAHE HITH
Karncyla ¢ YIb/bKeHO 0cBOOOKAaBaHe, KancynaTa ¢ yab/bKeHo 0cBoDokKIaBaHe OCUTYPABa NMO-HHCKA
CKOpOCT Ha abcopbuus, HO chluaTa cTened Ha abcopbuus B cpaBHeHMe ¢ TabneTkara ¢ HezabaBHo
oCcBOOOXAaBaHe. XpaHaTa He MOBIHABA OMOHAIMUHOCTTA Ha BeHsadakcul ¥ OJIB.

PaznpeaencHue

Ben1adakcud u O/1B B TepaneBTHYHH KOHUEHTPALMHK CE CBbP3BAT B MUHWMAaJTHA CTENEH C
YOBELUKHTE Mna3MeHH 0enTbuM (croTBeTHO 27% u 30%). OOeMbT Ha pasnpencneHue Ha BeHlapaKkCHH
B pPaBHOBECHO ChCTOsHHE € 4,4+]1,6 I/kg crien HHTpaBEHO3ZHO NMPHIIOKEHHE.

buotpaHcdopmatiys

BewiadakcHH MpeThprsiBa 3HAUUTEAHO MeTaboIM3KpaHe B YepHusa Apol. In vitro u in vivo
MpOy4YBAHHATA MOKA3BAT, Y€ BEH.1a)akCHH NpeTbpsaBa OUOTPAHCPOPMALIUA 10 CBOSA I1aBEH aKTHBEH
metabonaut OJIB ot CYP2D6. In vitro v in vivo npoyuBaHUATA MOKA3BAT, Y€ BEHJIA(aKCHH C

CYP3A4. In vitro » in vivo npoyyBaHMATa NOKa3BaT, y€ BeH.1adakcHH € ¢1ad HHXMO
Bennagakcud He uuxubupa CYP1A2, CYP2C9 uau CYP3A4.

EJMMHHHpaHe

Bennacgakcun v HeroBute MeTabOIMTH ce eKCKPETHPAT OCHOBHO npe3 OnOpeLHTe.
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87% OT n03aTa Ha BeHJadaKCHH Ce 0T/€.15 ¢ YPHHATa B paMKHTe Ha 48 yaca kaTo HernpomeHeH

BeHnadaxcHt (3%), nekoHtorupan OJIB (29%), komorupan OJIB (26%) uau Apyry BTOPOCTENEHHH
HEAKTUBHH MeTabonHuTH (27%). CpeanusT £ CO nnazMeH KAUPHLHC B PABHOBECHO ChCTOSHHE 32
BeHNnadakcud U O/IB e cvorBeTHO 1,3+0,6 l/wac/kg n 0,4+0,2 1/uac/kg.

CneunanHy rpynm

Buvspacm u noa

Bb3pacTra M nofsT HA NALMEHTUTE HE MOBUABAT 3HAYMMO (PAPMAKOKMHETHKATA Ha BeHIahaKCHH ¢
OJIB.

CYP2D6 excmenzugnu/basnu memadoruzamopu

[LnasMeHUTe KOHUEHTpaUMH Ha BeHNadakcHH ca no-sucokd npd CYP2D6 6asHu MeTabonuzatopw,
OTKOJIKOTO NPH €KCTEH3UBHHUTE MeTadbonn3aTopu. Teh kato obuwara excnoszuuus (AUC) Ha

seHstaphakciH 1 OB e cxonHa rnpu 6aBHU U €KCTEH3MBHU MeTa00MM3aTOPH, HAMA HEOOXOIMMOCT OT
Pa3/IMiHH JO30BH CXEMH 3a TE3U ABE [PYITH.

Heproopobro yepescoate

[Ipu nauuenTy ¢ Child-Pugh knac A (nexo ueproapobuo yepexxnane) u Child-Pugh xnac B (yMepeHo
YEPHOIPOOHO YBPEXKAAHE) NOAYHKHBOTHT Ha BeHnadakcuHd U OJIB e yab/keH B CpaBHEHHE C
HOPMATTHH JHLA. [lepopanHusTt KiaMpbHC KakTo HA BeHnadakcuH, Taka 1 Ha O/IB, e HamaneH.
OTKpHBa Ce ro19Ma CTeneH Ha BapuabWIHOCT MEXY OTAENHHTE UHAMBUAM. IMa OrpaHHYEHH JaHHH
NPy NaLKHEHTH C TEXKO YEPHOAPOOHO yBpexkaaHe (BxXK. Touka 4.2).

bvbpeuno yapexcoane

[IpM AMATKH3HH NALKMEHTH €TUMUHALMOHHHAT NOJIYKMBOT Ha BenadakcHH € yabikeH ¢ 0ko10 1 80%,
4 KJIAPBHCHT € NOHWXKEH ¢ OKOJIO 57% B CpaBHEHHE C HOPMATHH JiHLa, AOKATO €JIMMHHALMOHHHAT
nonyxuBoT Ha OJIB e yavnxken ¢ okono 142%, a K1MpBHCBT — NOHKWKEH ¢ 0kono 56%. Heobxoanmu
Ca KOPEKLUMH HA 103aTa MPH NALHEHTH € TEKKO OBOPEUHO YBpEKIaHe U NPU MAUHEHTH, HA KOUTO CE
Hajara xeMoavanusa (Bx. Touka 4.2).

3.3 IlpeaknBHHYHH NAHHH 3a Oe30NACHOCT

[IpoyuBaHHATa ¢ BeHNabaKCHH NPH MNBXOBE K MHUIKH HE TOKA3BAT AAHHK 338 KapLIMHOMEHHOCT,
BeHnadakcHH He € MyTareHeH npu LWHPOK Habop OT in Vitro W ik vivo W3CeaBaHHS.

[IpoyuBaHHATA 32 PENPOAYKTHBHA TOKCHYHOCT IPH KMBOTHH MOKA3BAT [TIOHWXKEHO TETJIO Ha
HOBOPOJACHHUTE NMPH NIBXOBE, MOBULICHHE HA YeCTOTaTa Ha MbPTBOPOJAEHH H NOBHLIEHA CMBPTHOCT
Cpel HOBOPOJACHHUTE NpPeE3 MbPBUTE 5 AHM OT KbpMeHeTO. [IpuuHHaTa 3a T€3U CMBPTHH CIYUaAH HE €
u3BecTHa. Te3u edexTH HacTbnear npu 30 mg/kg/neH, koeTo e 4 nbTH MoBeye OT AHEBHATA 203a MPH
Xopa oT 375 mg BennadakcuH (Ha ocHoBa mg/kg). Jo3aTa 6e3 ediekT 3a Te3u HAXonku e 1,3 nvTu no-
BHCOKA OT 103aTa 3a xopa. [1oTeHUHanHUST PUCK MPHU XOpa HE € HIBECTEH,

Habmonasa ce noHuxeH GepTHNNTET NPH €IHO NMPOYYBAHE, [IPH KOETO KAKTO MBXKHM, TAKA H KEHCKY
MABLXOBE ¢ca OMIH ustokenu Ha OJIB. Ta3u ekcnosuums e Suna npubauzurearo 1 1o 2 MbTH no-
BMCOKa OT J103aTa Ha BeHnadakcuH npu xopa ot 375 mg/aeH. 3HaAYEHHETO HA Ta3u HAXoAKa NpH xopa
HE € U3BECTHO.

6. PAPMAHEBTHYHH JAHHU
6.1 CnHCBK HA HOMOLIHHTE BellecTBRA

EQEKTHH ER 75 mg:
Cwvemas na kancyaama.
MHUKpoOKpHCTaiHa Leny.io3a
ETunuenynoza
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Xunpomenosa
Tank

Obeusxa na kancyiama:
KenatuH

Kenesex okeua, yepseH (E172)
Kenesed okceua, xuat (E172)
Twuranoe anokcua (E171)

Macmuao

[Hennak

Kenesed okcng, uepsen (E172)
AMOHHEB XUAPOKCH]I
CUMETHKOH

[TponuneHrarkon

EQEKTHH ER 150 mg:

Cwvcmas na kancy.iama.
MUKpOKpUCTaNTHa UeTy.103a
Etunuenynoza
Xunpomenoza

Tank

Obsuera Ha kancyrama.
Kenatuu

/Kenesen okcua, yepeeH (E172)
KeneseH oxcun, xwat (E172)
Turanoe aHokcua (E171)

Macmitio

lIlennak

[lponunenrinko:
Hatpues xuagpokcua

[loBHaOH

Turanos auokcua (E171)

6.2 HecbemecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoct

3 rOauHHU

6.4 CrneuHaNHH YCJI0BHA HA ChXPAHEHHE
Ha ce cvxpaHasa nog 30°C.

6.5 Buau chbabpXKaHHE HA ONAKOBKATA

EQEKTHH ER 75 mg:

bauncrepn ot npoe3paudo unu mMaroeo PVC/anymunueso donuo ot 7, 10, 14, 15, 20,
98 vnu 100 kancynu,

bonHuynu onakoBku o1 500 (10x50), 1000 (10x100) kancyau.
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bnuctepu oT PVC/anyMuuuepo donno ¢ eaudnuna nosa ot 14, 28, 84 unu 100 kancyau.
byTunka ot nonueruned ¢ Bucoxka niistHOoCcT {HDPE) ¢ 14, 20, 50 unu 100 kancyau.
bonaMyna onakoBka ot 500 wim 1000 kancynm.

EOEKTHUH ER 150 me:

baucrepnt ot npo3pauno uau matoso PVC/anymunnero doano ¢ 7, 10, 14, 15, 20, 28, 30, 50, 56, 60,
98 unu 100 kancynm.

bonuuunu onakoeku ot 300 (10x50), 1000 (10x100) kancynn.

binucrepn ot PVC/anymuunero ¢oamo ¢ eanunyna go3a ot 14, 28, 84 wan 100 kancynu.

bytunka ot nonuetuned ¢ Bucoka navTHocT (HDPE) ¢ 14, 20, 50 unu 100 kancynu.
bonunyna onakoeka ot S00 uan 1000 kancyvny.

He BCHUKK BUAOBE ONAKOBKK MOTAT Aa ObaT MYyCHATH Ha Masapa.

6.6 Chnenuaasn npelna3sHH MEpPKH NPH HIXBLPJISIHE

HaMa criei{MasiHM U2ZHMCKBAHUA.

7. INPUTEXATEJ HA PABPEILIEHHETO 3A YIIOTPEBA

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

Hunepnanaus

8. HOMEP(A) HA PAZPEIIEHHUETO 3A YIIOTPEBA
EOEKTHH ER 75 mg tebpau kancynu: peructpauroneH Homep 9800390

EQEKTHH ER 150 mg rebpauy kancynu: peructpaumoned Homep 9800389

9. JATA HA ITBbPBO PA3PEIIABAHE/TIOJHOBSABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

EQOEKTHH ER 75 mg

Jlata Ha MbPBO pa3peluaBaHe: 04 nexemspu 1998 r. (28, 30 u 100 kancynu)
07 oktomBpu 2005 r. (14 kancynu)

Jlata nHa nocnaeaHo noaHossaBaHe: 10 ouu 2015 .

EOEKTHUH ER 150 mg

JlaTa Ha nbpBO pa3zpeluapaHe: 04 aexemspu 1998 r. (28, 30 n 100 xancynu)
07 oktomepu 2005 r. (14 kancynu)

Jlata Ha nocnenHo nogHoBaeaHe: 10 wru 2015 r.
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10. JATA HA AKTYAJIMBUPAHE HA TEKCTA
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