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1. HME HA JEKAPCTBEHMS ITPOAYKT

EdekcuBa 75 mg TRBPAM KaICyNIH ¢ YABDKEHO OCBOOOKIaBAHE
Efexiva 75 mg prolonged release capsule, hard

Etbexcma 150 mg TBBpAM Kancynu ¢ YIB/DKEHO OCBOOOKIaBaHe
Efexiva 150 mg prolonged release capsule, hard

2. KAYECTBEH H KOJIHYECTBEH CHCTAB

Efexiva 75 mg TBBpOU Kancym ¢ yAB/DKEHO 0CBOOOKIABaHE:

Besxa TBBpA2 Kancynia ¢ yABIDKEHO 0CBOOOXKAaBaHe ChABPXKA 75 mg BeHnadhakcHH (KaTo
BEHJIa(PakCUH XUOPOXIIOPH).

Efexiva 150 mg TBspau kancyiy ¢ yaeDKEHO 0CBOOOXKAaBAHE:

Bcdka TBEp/a KarCyiia ¢ yIb/DKeHO ocBoboXkaaBaHe chabpka 150 mg ennadakcuH (kato

BEeHIaPaKCHH XUIPOXJIOPH.

3a ITLJIHUA CNIUCHK Ha TIOMOILHHUTE BELECTBA, BUKTE Touka 6.1,

3. JIEKAPCTBEHA ®OPMA
Karncyna ¢ yas/mkeHo ocBoOOKaBaHe, TBbpIA.

Efexiva 75 mg TBBpAM KaNCymH ¢ YIBDKEHO OCBOOOKIaBaHe
OUBETEHH B PO30BO TBEPIH JKETIATHHOBH KaIICYIIM ChABPXKAINM Oenu 70 ovTH OeTH NeeTH.

Efexiva 150 mg TBBpAN KancCyiTH ¢ YABIKEHO 0CBOOOKIABaAHE
OupeTeHH B OPaHXXEBO TBHPIU JKEJIATHHOBH KANCY/IH ChABPKAIM GEIH 10 TOYTH OENH MmeeTH.

4. KJIMAHWUYHHA JAHHH
4.1 TepaneBTHYHH NOKAZAHHS

JleyeHue Ha TOJIEMH JePECHBHH €MH30H.

3a NpeBeHINs Ha peLiMIMB Ha roJIEMH JTENPECHBHY €ITH30AM.
Jleyenue Ha reHEpaJIM3UPaHO TPEBOXKHO Pa3CTPONCTBO.
JleueHune Ha COLMANHO TPEBOKHO Pa3CTPOMCTBO.

JleueHHe Ha MAaHUYECKO Pa3CTPONCTBO ¢ WIH 6e3 aropadobus.

4.2 /Mo3BpOBKA H HAYHH HA NPHJIOKEHHE

| oneMmu AETIPECUBHH CITH3I0 AN

IIpenopruyBanaTa HayaliHa JO3UPOBKA HA BeHJIa(aKCHH ¢ YABIKEHO 0CBOGOKAABAHE € 75
BEIHbX AHCBHO. [IaliMEHTHTE, KOMTO HE OTTOBAPAT Ha Ha4yaJiHaTa A03a OT 75 mg/meH, Mo
10J13a OT MOBHIICHUS HA JT03aTa A0 MaKCHMAaJIHa 1o3a ot 375 mg/neH. [Topumeuusita Ha
MOTar Ja ce U3BLPLIBAT Ha HHTEPBAJIU OT 2 ceaMHLIM WM noseue. [Ipu xiMHuYHa Heobx



HHTEPBaIM, HO HE NO-KpaTKH OT 4 JHH.

ITopanu prcka OT K0303aBUCHMH HEXE/IAHH PEaKUHH NOBHIIEHHATA HAa NO3MTE TPAOBA f1a ce
M3BBPILUBAT €AHHCTBCHO CIICA KIMHUYHA TIpelieHKa (BK. Touka 4.4). Tpabsa na ce nogaeprxa Haii-
HUCKaTa e(peKTHBHA J03a.

[laipenture Tpa6Ba fa ce JIeKyBar 3a JOCTaThUEH NIEPHO, OT BpeMe, OGHKHOBEHO HIKOIKO MeceLa
WIH noeeve. JleueHneto TpaGBa Aa NpeolieHsABa PeIOBHO 3a BCEKH OT/el€eH ciydait. [To-
ABJITOCPOYHOTO JICYCHUE MOXKE CBIUIO 14 € TOAXOIAIIO 3a NPEBEHIMA Ha PELUAUB Ha TOJIEMHU
aenipecuBHH enu3oau (1'/IE). B moseyeto criyyan mpenopbyuBaHaTa 403a 3a MpeBeHLHA Ha PELHIMBA
Ha I'JIE € cplaTa KaTo H3MON3BaHAaTA 110 BpEME Ha HACTOSIIMS €T30/,

AHTHAENPECHBHUTE JIEKAPCTBEHHM NMPOAYKTHTPAOBA 1a MPOIB/DKAT 32 MOHE IIECT MECEL CIe
PEMHUCHATA.

[ eHepaTH3MpPaHO TPEBOXKHO Pa3CTPOMCTEO

[IpenopbuBanaTa HauanHa 7032 32 BeHTaaKCHH C YAB/DKEHO OCBOGOXKAABAHE ¢ 75 Mg, AaBAHH
BeIHBXK JHEBHO. 3a NAIMEHTHTE, KOUTO HE OTTOBAPAT Ha HAYATHATa A03a OT 75 mg/aeH, Morar Jia ca
OT 110,132 ITOBHIIICHUA HA 103aTa A0 MaKCHMalIHa 1033 OT 225 mg/aeH. [lopuiueHudra Ha 103aTa MOTaT
Ja Ce mpaBAT IIpe3 HHTEPBAJIM OT 2 WIIH [OBEYe CeIMUILIH.

Ilopaau pucka OT 10303aBHCUMH HEXKENAHH PEAKIIUK, MOBUIICHHSTA HA J03aTa TPAGBA 1a ce [paBAT
Camo CJIeJ KIMHHYHA OlleHKa (BX. Touka 4.4). Tpabpa na ce nogabpxka Haif-HHCKaTa edeKTHBHA J03a.

[lammenTute TpaOBa fa 6BOAT ekyBaHH 3a JOCTATHYEH MEPHO/L OT BpeMe, OGMKHOBEHO HAKOJIKO
Mecena WM noBeve. JleueHueTo TpsabBa fa ce NpeoueHsBa PeJoBHO 33 BCEKH OTAEIIEH CITyyai.

CoLHAIHO TPEBOXXHO PA3ICTPOMCTRO

[IpenopsuBaHATA HAYATHA 11034 32 BEHIA)aKCHH ¢ yIB/DKEHO 0CBOOOX(aBaHe e 75 mg, naBaHu
BE€IHEX JHEBHO. HiMa HUKaKBY JOKa3aTeNCTBa, Ye [I0-BHCOKHTE X0O3M MOTraT 4a JOBeaaT 0
OOITBJIHUTENHA MTOJ3a.

Bbrpeku ToBa NpH OTACIHU NALUEHTH, KOUTO HE OTTOBAPAT HA HAYAIHUTE 75 mg/aeH, MOraT Ja ce
MMaT NpeABK/ MOBUIISHUA 10 MaKCHMAaJIHa no3a oT 225 mg/nen. IloBHIeHMaTa Ha 03aTa MOraT Ja
C€ MpaBAT HA UHTEPRAJIH OT 2 CeIMUIIH WIH [IOBEYE.

llopamu pucka 0T 10303aBHCHMHE HEXKETAHH PEAKLINH MOBHIIIEHUATA Ha 103aTa TPA6Ba J]a CE NMPaBAT
CaMoO C/le/] KJIMHHYHA TipenieHKa (BxK. To4uka 4.4). Tpabsa na ce nogabpka Hail-uucKara eeKTHBHA
no3a.

[TaupenTHTe TPAORBa Aa ce JIeKyBaT 3a AOCTAaThYeH MepHO OT BpeMe, OOMKHOBEHO 3a HAKOJIKO Mecela
WiH nopeye. Jleuennero TpAOBa Ja ce NpeoLICHABa PSIOBHO 3a BCEKH OTAEICH CITy4ai.

llaHH4ecko pa3CcTpPOHCTBO

IIpenoppyBa ce noszata ot 37,5 mg/nen BewnadakcuH ¢ yaIsDKEHO OCBOOOKIaBaHe A ce M3I0JI3Ba 3a
7 muu. Cnen ToBa qo3MpoBKaTa Tpa68a na ce moBumasa 1o 75 mg/neH. [TaupeHTuTe, KOMTO
OTrOBapAT Ha o3aTa OT 75 mg/AeH, MOrat Aa HMarT M0J13a OT MOBHINEHUS Ha 103aTa 10
1033 oT 225 mg/nen. IloBHLIEHHATA HA AO3MPOBKATA MOTAT [1a CE TIPABAT HA HHTEPB
WJIH TIOBEYE.

Ilopaau pHcka OT 10303aBHCHMH HEKEJIAHH peaKLHH MOBHLICHHATA Ha N03aTa TPSIOB
caMmo ciieq KIIMHHYHA NpeleHKa (BxK. Touka 4.4). Tpabea aa ce nogabpka Half-HUCKAT
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larmenTrTe TpAOBa [a ce JIeKyBaT 3a JOCTATBYEH NIEPHOJ OT BpeMe, OOHKHOBEHO 3a HAKOJIKO Mecena
WIH NoBeve. JledqeHneTo Tpsabea aa ce npeolieHABa PEIOBHO 33 BCEKH OTAENEH CITy4ail.

Yrorpeba npH NalueHTH B CTapYECcKa BB3pacT

Huxaksu crieuMansy KOpEKIHHE Ha J03aTa Ha BeHNa(aKCHH He C& CUMTAT 3@ HeOGXOAHNMH Bb3 OCHOBA
CaMo Ha BB3pacTTa Ha naupeHTa. Benpeku ToBa obave Tpabsa 1a ce momxoxaa npeanasiiBo Ipu
IEYEHHETO Ha XOpa B CTApYecKa BH3pacT (HANp. Mopagy Bh3MOXHOCTTA 33 6B0peyura HeAOCTaTPYHOCT
H MOTCHUMATHHTE MPOMEHH B [yBCTBUTENTHOCTTa M aQHHATETa KbM HEBPOTPAHCMHTEPH, HACTHIBALIH
CBC CTapeeHeTo). Bunar Tpa6Ba aa ce H3nonspa Haii-HUCKaTa eeKTUBHA 1032 M TIALMEHTHTE TPAGBa
Ja ce nmpocjieAdBaT BHUMATENHO, KOraTo ¢€ Hajlara roBHILIEHAS Ha 034aTa.

Yrnorpeba fpu fena U IOHOIH Ha Bh3pacT noA |8 roguuu

Bennagaxcun He ce npenoppyBa 32 ynotpeda rnpu gela 1 1oHOLIH.

KoHTponmipannTe KIMHAYHH MPOYYBAHHUA IPH A€LA H IOHOLIH ¢ TOIIMO JEMPECUBHO pa3CcTpOUCTBO HE
MOKa3BaT HUKaKBa e(pMKACHOCT M HE MOIKPEILIT yroTpeGara Ha BemnadakCHH NIPH Te3M HalUeHTH
(BXK. Touku 4.4 u 4.8).

He ca ycranoBeHH eduxacHOCTTa M Ge30MAaCHOCTTA Ha BeHTad)aKCHH 32 OCTAHAMTE [TOKA3AHMA [IpH
Jena M FOHOIIH Ha Bu3pacT noj 18 rogunu.

Ynorpeda Ipy nalUeHTH ¢ YepHOAPOOHO VBpeXIaHe

llpu nauuenTHTe € NIeKO A0 yMEPEHO YSpHOAPOOHO YBPEKAAHE MO MPABHIO TPAGBA qa ce MMa
npeasua 50% noHwkeHue Ha Ao3ata. Benpexu ToBa o6ade nopagy BapuaGUIHOCTTA B KIMPHHCA
MEXKTY OTACTHHTE HHANBHIH, MOKe J]a € JKEJIaTENIHO Aa C& HHAUBHAYATH3Npa J03HPOBKATA.

Kma orpaHHeHN JaHHU MIPU NALMCHTH € TEXKKO YepHOAPOoGHO yBpexaaHe. IIpenoprusa ce
MPEANAa3IMBOCT K TPAOBa Ia e UMa MpeABH TOHW)KaBaHe Ha [o3aTa ¢ noseye ot 50%. Tpabra na ce
pELCHH MOTEHIMATHATA 110/132 CPSAMO PHCKa TPH JIEYCHHUETO Ha MALMEHTH C TEXKO YepHOAPOOHO

YBpPEKIAHE.

Ynorpeba npy naiueHTH ¢ OBOPEeYHO YBpeXAaHe

BripekH ye He € HeoOXonuMa HHKaKBa NpoMsaHa B I03MPOBKaTA 3a NallMeHTH ChC CTENeH Ha
rnoMepynHa ¢rrrpauud (CI'®) mexay 30-70 ml/min, npenopbyBa ce TOBHIIEHO BHHMAaHHE. 3a
MALUUCHTHTE, NP KOHTO CE€ HANIara XeMoJInaJin3a, H IpH NaUMEeHTHTE ¢ TEXKO 6B0pedHO yBpexIaHe
(CI'® <30 ml/min), fo3ata TpaGea na ce mormwkH ¢ 50%. [Topanu MHAHBHIyaTHATA BApHAGIIHOCT B
KTMPBHCA TIPH TE€3H NALIUEHTH MOXKE JIa € JKEJIaTEHO J]a ¢€ HHIUBMAYAIH3Hpa AO3HPOBKATA.

CHMIITOMH Ha OTHEMaHe, HAOII0MaBaHH ITPDH CIIMDAHE HA BeriahakcHH

Tpsadea na ce u3barsa BuesanHoTo crmpane. Koraro ce cnupa nedeHHeTo ¢ BeHnadakcuH, 103ata
TpA0OBA /12 C€ MOHIKABA MOCTENEHHO 32 MEPHO OT NOHE eHA /IO ABE CeAMMIIM, 34 1A C& MIOHIKY

PHUCKBT OT peaKkLMH Ha OTHEMaHE (BK. TOYKH 4.4 u 4.8). AKO BE3HMKHAT HEOHOCHMH CHM
[IOHH)KAaBaHE Ha J03aTa WM MpH CIIMPaHe Ha JIEYCHUETO, TOTaRa 1a Ce HMa NPEIBHA Bh3
Ha NMpeAnKCcaHaTa Nnpeay ToBa no3a. Cnen ToBa JIeKapAT MOXKe Aa IMPOIBIIKI A3 [OHMK
MO-HOCTETEHHO.

3a nepopalHO MPHIOKEHHE.



[IpenopryBa ce BeHTaakCHH KanCy/HU ¢ yABDKEHO 0CBOGOXKAaBaHE 1A Ce IPHEMAT ¢ XpaHa
MPUOII3UTENHO TI0 €IHO U CHIIO BpeMe BeekH AeH. KancynuTe TpsOea qa ce morTbIaT LeiH ¢
TeHHOCT H He TpAOBa [a ce pa3/ie/IaT, CMa4yKBaT, AbBYAT HIIH Pa3TBAPAT.

llaunenrure, nexysanu ¢ BeHIathakcHH TabaeTku ¢ He3abaBHO 0CBOGOKJaBAHE, MOTaT 114 [IpEMHHAT
Ha BEHJIa(aKCUH KallCy/d ¢ yABIDKEHO 0CBOOOXKIaBaHE, HA Hall-OJIH3KATA €KBHBAJIEHTHA AHEBHA
nosuposka. Harpumep Bernadakcun TabneTku ¢ HesabaBHO ocBoGOXkIaBane 37,5 mg ABa mbTH
JHEBHO MOraT Jia C€ 3aMEHAT ¢ BeHNadaKCHH Kancy/i ¢ yABIDKEHO ocBoboMKIaBaHe 75 mg BeAHBK
nHeBHO. Moxke na ca HeoOXOAHMH HHIUBHIYATHY KOPEKIIMY B TO3HPOBKATA.

BenragakcuH Karncynu ¢ yab/bKeHO 0CBOOMKIABAHE ChIBPXKAT MHKPOCHEPH, KOUTO OCBOGOKIABAT
JIEKAPCTBOTO OaBHO B XPaHOCMUJIATENIHHUA TpakT. HepasTBopumara yact ot Te3n Mukpocdepn ce
€JIMMIHHDPA H MOXKE [a ce OTKpPHE BB (deleca.

4.3 IlpormBonokazanns

CBpPBXYYBCTBHUTENTHOCT KbM aKTHBHOTO BEIIECTBO MM KBM HAKOE OT IOMOLIHHKTE BEIIECTRA.
ChireTCTBALO JIeueHUe ¢ HeoOpaTHMH HHXHOHTOPH Ha MOHOAMHHOOKCH 1a3aTa (MAOH) e
NPOTHBOTIOKA3aHO NOPaAH PUCKA OT CEPOTOHHHOB CHHIPOM ChC CHMITTOMH KaTO aXKHTHPAHOCT,
TpeMop H xuneprepmus. Bennagakcut He Tpabpa fa ce 3amoysa 3a noHe 14 THU cnejl CIHpaHe Ha

NeyeHueTo ¢ Heodpatum MAOM.

Bernnadakcus TpaOBa na ce cnpe 3a oHe 7 JHU Npey 3aM0YBaHE HA JIeYeHHE ¢ HeoGpaThM MAOU
(BXk. TOoukH 4.4 1 4.5).

4.4 CroemuajJHm npeaynpexaeHHs H NpeANA3HH MEPKH NPH yHOTpeda

CYMUMIHY ONUTH/CYHIIMAHW MHUC/IH WM BJIOIIABAHE HAa KIMHUYHOTO CHCTOSHHE

Jlenpecuiara e cBbp3aHa ¢ MOBHINECH PHCK 32 CYHIUHIHU MHCJIH, CAMOHAPAHABAHE U CYHIMAHM OIHTH
(CynmumaHy COUTUSA). TO3H PUCK MEPCUCTHPA IO HACTBHIIBAHETO HA 3HAYMMA peMucHs. Thit KaTo
IOA0OPEHHETO MOYKE A HE HACTBIIH IIPE3 IbPBHTE HAKOJIKO CEAMHULIN WIH TTOBEYE OT JICIeHHETO,
MAHEHTHTE TPAOBa Jla ce NpOCeqABAT BHUMATEHO A0 HACTHIIBAHETO Ha TAKOBA NMOLOOpEHHE.
OOH4aHHHUAT KIIHHHYEH ONMT TOKA3Ba, Y€ PUCKBT OT CaMOYGHHCTBO MOJKe [a ¢€ HOBHILIM B PAHHUTE
€TaIM OT Bb3CTAHOBABAHETO.

Jpyrure NCHXHATPHYHA CBCTOSHHSA, 32 KOUTO Ce NPEANHCBa BeHnagakCHH, MOTaT ChHINO /A ¢a
CBBP3aHH C IIOBUINEH PHCK OT CYHUHIHU ChOUTHA. OCBEH TOBa TE€3H CHCTOSHMA MOTAT 13 ca
KOMOPOHIHH Ha rOJIAMOTO JACTIPECHBHO pa3cTpoiicTBo. CHIUIMTE MPeANasHHA MEpPKH, CHOMOIaBaHH NPy
JICYEHHETO HA MALMCHTH C FONAAMO JENPECHBHO pa3CTPONCTBO, clieaoBaTeIHo Tpa6Ba Ja ce
CbOIIIOAABAT, KOTaToO Ce JEeKYBaT MallMeHTH ¢ JPYTH NCHXHATPHYHH Pa3CTPOHCTRA.

3a NALUEHTHTE ¢ aHAMHE3a 33 CYMIMAHN ChOUTHA WIH MIOKA3BAIIHTE 3HAYMTEIHA CTENEH Ha
CyMUHMIHA HICALUA NPEAHM 3all0MBaHe Ha JICYEHHUETO € M3BECTHO, Y€ €A C MO-TOJIAM PHCK 34 CYHLIMOAHH
MHCIIH WIH CYMUMAHYU ONKUTH M Tpadsa fa ObAaT npociesBaHd BHUMATEIHO 110 BpEME Ha TEUYECHHETO.
EnuH MeTaaHau3 Ha rianebo KOHTPOTHpaHKTE KIIMHHYHH [TPOYYBaHUA Ha aHTUIACTIPECAHTH IIPH
BB3PACTHH MALMEHTH C MCHXWATPHYHHM Pa3CTPOMCTBA NIOKA3Ba IIOBUIIEH PUCK OT CYHIIMIHO
[IOBEICHHUE TIPH JICYEHHE C aHTUAENPECAHTH B CPABHEHHE ¢ 1anebo NMpH MALHEHTH HA BBL3PACT Mox
25 rogudu. -
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JlexapcrBeHara Tepanus TpsAOBa Ja ce CBIBTCTBA OT BHUMATETHO NPOCIIEAIBAHE Ha
0COOEHO Ha T€3H C BUCOK PHCK CIIEUMAITHO B PAHHHUTE €TANN HA JIEYSHHUETO U CIIe
posara. [lanenTrTe (1 OKasBallMTe rPHXH HA MALMEHTHTe) TPAGBA Ia OBbaarT mpe
HY>KJaTa OT NpOCiEAisBaHe 3a €BEHTYATHO KIHHHYHO BIIONIABAHE, CYUITHAHO ITOBE]



HEOOHYaAHH MPOMEHH B MIOBEICHHETO, U TPAOBA HE3a6aBHO J1a MOTHPCAT MEAMUHHCKY CBBET, aKo ca
Ha/IM4YHH T€3H CHMITTOMH.

Ymnotpeba npw fena ¥ oHomy nox 18-ronninya Be3pacT

Efexiva He Tpsa6Ba 21a ce U3M0/13Ba TIPH JIEUeHHE Ha JIeHa H IOHOIIH Ha BB3pacT nox 18

roAHHHA. CYHIMIHOTO NOBEAEHHE (CYMIIWIHH OITMTH M CYMLMIHHE MHC/IH) H BPaXAeGHOCT (IJ1aBHO
arpecus, ONO3HLIHOHHO ITOBEICHUE H THAB) C€ HaDMI0aBa NO-4eCTO NPH KJIMHHYHUTE [IPOYYBAHHSL
CpeX ACLA H HOHOIIH, JICKYBaHH C aRHTHAETIPECAHTH, B CPAaBHEHHE C TE3H, JIEKYBAHH ¢ Iwianebo. Ako
Bb3 OCHOBA HA KJIMHUYHHUTE HYX/H HE3aBUCHMO OT TOBA Ce BieMe peLIEHHE 3a JIEYeHHE, MAlHEHTET
TpAOBa Aa ce npocieaBa BHUMATEITHO 3a MOABAaTa HA CYHLMAHN cHMITOMH, OCBEH TOBA JIUIICBAT
JaHHH 33 OBITocpOYHaTa 6€30IacHOCT MpH Jelia U IOHOLIH 1O OTHOLIEHHE Ha PacTesKa, CB3PABAHETO
H KOTHHTHBHOTO M IIOBEICHYECKO Pa3BUTHE.

CepOTOHMHOB CHHAPOM

KakTto ¥ npH Apyrv CEpOTOHMHEPIHYHH CPEACTBA, ITPH JIEYEHHETO C BeHIadaKCHH MOKE Ja HACTBIIH
CEPOTOHHHOB CHHAPOM, KOHTO € MOTEHLHAIHO JKHMBOTO3aCTPAIIABANIO CHCTOSHUE, 0cOOEHO0 IpH
CBIIBTCTBAINA YNIOTPE0a Ha APYIH CPEACTBA, KaTo HanpuMep MAQO-HHXMOUTOPH, KOMTO MOTAT Jia
TIOBJIHAAT CCPOTOHHHEPTHIHHTE HEBPOTPAHCMHTEPHH CHCTEMH (BXK. TOUKH 4.3 1 4.5).

CHMIITOMHMTE Ha CEPOTOHMHOBHUA CHHAPOM MOTAT [a BKIIOYBAT IPOMEHH B ICUXHUHHS cTaTyc (Hamp.
@&KHTHPAHOCT, XaAIOLMHALMH, KOMa), HECTaOMIHOCT Ha aBTOHOMHATA HEPBHA CHCTEMa (HAMP.
TaxuKapAus, HeCTaOMIHO KPBBHO HaJIATaHe, XMIIEPTePMUS ), HEBPO-MYCKYJIHH HapyIIeHHs (Hamp.
XHMeppedaeKcHsl, HEKOOPAMHUPAHOCT) H/WIIH CTOMAIHO-YPEBHH CUMITTOMH (HATIP. TaJeHE,
MOBPBIIAHE, AUAPHA ).

TecHOBI'BNHA rMayKOMa

BB BpE3ka ¢ ynorpebara Ha BeHnadgakcHH MOXKe Jja HACTBIM MH/pua3a. [IpenopruBa ce naHEeHTHTE
C IIOBUIIICHO BETPEOYHO HAIAraHe KK MalMEHTHTE ¢ PHCK OT OCTPa TECHOBIBIHA rIayKoMa
(3aKpUTOBI'BIIHA IJIAYKOMA) Aa c€ MPOCIEAIBAT BHUMATETHO.

KpBBHO Hanmgraue

CpobiaBa ce 4ecTo 3a 40303aBHCHMM NTOBHIIEHHS Ha KPBBHOTO Ha/sATaHe ¢ BeHIadakcun. B Hakow
CJTy4au IIPH TIOCTMAPKETHHIOBHA OIUT € CHOOIIaBa 32 MHOTO CHITHO ITOBHIEHO KPBBHO HAJIATAHE,
HaJlaramo He3aGaBHO nedeHne. BcHuku nauyeHTH Tpa6Ba na 6bAAT BHHMATE/IHO CKpPHHMpaHH 33
BHCOKO KPBBHO HAJIATAHE M ChINECTBYBAIlaTa XUIIEPTOHMA TPAOBa fa ce KoHTponmpa ul 087 npenu
3anoyYyBaHe Ha JieueHHe. KpeBHOTO Hansrane TpAGBa Ja ce clieId NepHOIMYHO, cie]] 3aNIOUBAHE HA
JICYCHHETO H CJIEN YBEIM4aBaHe Ha Ao3uTe. 1pabBa aa ce moaxok/aa npe/nasiueo MpH NaLMEHTHTE,
YHETO OCHOBHO 3a00JIABaHE MOXKe [1a C& KOMIIPOMETHPA OT MOBULIEHOTO KPHBHO HaJAraHe, HATIP.

OHE3H ¢ HApYIUEHA ChpACYHA QPYHKIIHA.

ChpaedyHa YecTOTa

Morat ja HaCTBIIAT NOBHIIEHHA HAa ChPIEYHATA YECTOTA, 0OCOGEHO MpPH N0-BHCOKH A03u. Tpabea na ce
MOAX0KAA ¢ NOBHINCHO BHUMaHWE MPH MALMEHTH, “HHUTO OCHOBHH 3a00JISBAHUS MOTAT 1A Ce
KOMIIPOMETHPAT OT MOBHLIEHATA ChPCYHA YECTOTA.

CopaeuHo 3a009BaHE U PHCK OT APUTMHSA

BeHnagakcul He € OLEHABAH NPH MAlMEHTH C aHaAMHe3a 33 NIPeceH MUOKapAeH HHb
HECTaOH/THO ChPACYHO 3abomsBane. 3aToBa Toit TpAGBa fa Ce U3IO0M3Ba NPETa3IHB
NALMEHTH.




[1pa nocTMapkeTHHroBUsA ONHMT ce ch00INABA 32 GaTANHH CHPIEYHH APUTMHH C M3MOI3BAHETO HA
BeHNadakckH, ocobeHo Npw npefosupane. Ilpeny npeanucsane Ha BEHJIa(aKCHH Ha MaLMEHTH C
BACOK PHCK OT CEpHO3HA ChpP/ICYHA APUTMHS TPAOBA a € B3eMe MpeABHA 6aNaHCHT HAa PHCKOBETE
TIOJI3HTE.

[ 'BspyoBe

IIpy Tepamus ¢ BeHnagakcHH MOTAT Oa HACTHIIAT rbpuoBe. KakTo mpu BCHUKH AHTHACIIPECAHTH, TaKa
U BeHIadakcuH, TpabBa Ja ce MpHlara mpeanasiuBo NpH HAIHEHTH ¢ aHAMHE3a 32 I'bPUOBE H
3aCerHATHTE NalMEeHTH TpsabBa Aa npocseaAssaT BHUMATENHO. JleueHneTo Tpatea na ce CIIpe TIpH
BCEKH MALUMEHT, KOHTO pa3BHE I'bPUOBE.

XUIOHATPEMHS

[Ipn neuenne ¢ BennagakCHH MOrar ia HACTHIIAT CITyYaH Ha XUNIOHATPEMHUS W/ WK CHHOpPOM Ha
HEOCTaThHa CEKpeLlus Ha aHTHaMy peTHYeH XopMoH (CHCAX). ToBa ce cpobmaga Hali-uecTo 1pu
XUTMIOBOJIEMHYHH WITH NCXUApaTHpaHH NalueHTH. [larMeHTHTE B CTapuecKa BB3pacT, MaHeHTHTe,
NpHEMALIH THYPETHIH, U MALMCHTUTE, KOUTO Ca XMINOBOJIEMUYHH 110 APYTH NPHYHUHH, MOTAT 12 ¢a C
II0-TOJIIM PUCK 3a TOBA CLOHTHE.

T1aTONOrHMHO KbPBEHE

JlexapcTBeHHTE IPOAYKTH, KOHTO MHXMOHpAT 0OpaTHOTO 3aXBalllaHe Ha CEPOTOHHHA, MOTAT /1A
AOBeJAT OO MOHMXaBaHe HAa GyHKIMATA Ha TPOMOOLMTHTE. PUCKBT OT KOMKHO MIIH JIMTABHYHO
KbpBEHE, BKIFOHTETHO XEMOPAruH OT CTOMAITHO-YPEBHHS TPAKT, MOJKE 1a € MOBHULICH NPY
HalMEHTHTE, NpHeMamy BeHnagakcHH. KakTo npu ocTaHaMTe MEXUGHTOPH Ha 06PaTHOTO
3aXBalllaHe HA CEPOTOHHHA, TaKa U BeHJIa(akChH TpAOBa 1a ce U3IION3RA MPEeaNa3IHBO NPU NAILHEHTH
C NMPeApasnoieKCHHE KbM KBPBEHE, BIJIFOUUTENHO NALMEHTH Ha AaHTHKOATYJIAHTH M HHXHOMTOPH Ha
TpOMOOLIMTHATA arperamms.

CepyMeH xoJecTepon

JIOKyMEHTHpPaHH Ca KTMHHYHO 3HAYMMH MOBHLIEHHS Ha CEpYMHHA XOJIeCTepo npH 5,3% ot
JICKYBaHHTE ¢ BeHJ1apakCHH nauueHTd U npu 0,0% oT noyyaBaauTe mianedo NanyedTH 3a moHe 3
Meceua MpH IIaneb0 KOHTPOIMPaHH KIMHWYHH NPoydBaHHs. Onpeae/sHeTo Ha HABATA HA CePYyMHHA
X0JIecTepo TpsOBa Aa ce MMa MPEIBHA NPH THITOCPOYHO JICYEHHE.

CBBMECTHO HPWIOKCHHEC CHC CPEACTBA 34 NOHWXXAaBaHEe HA TEJCCHOTO TErJIO

He ca ycranoseHH Ge30nacHOCTTa H €HKACHOCTTA HA TEPANMATA ¢ BeHIa(haKCHH B KOMGHHAIUA ChC
CPEXCTBA 3a MMOHIKABAHE HA TErNI0TO, BKIIOYHTETHO (peHTepMHUH. He ce nmpenopruBa ¢LBMECTHOTO
TPHIIOKEHHE Ha BEHIA(aKCHH M CPEACTBA 3a MIOHWKABaHEe Ha TEECHOTO Ter1o. BennadakcuH He e
[OKa3aH 32 MOHMKABAHE HA TEIJIOTO KaTO CaMOCTOATEIHO JICUYCHHEe WM B KOMOMHAIMA C APYTH
IPOOYKTH.

MaHuA/ XUNOMAHUA

IIpu Manka 4acT OT MAUMEHTHTE € Pa3CTPOHCTBA Ha HACTPOSHHETO, KOHTO Ca MOJTy4YaBaJIH
AHTHAEHPECAHTH, BRIFOYHTETHO BeHIa(aKCHH, MOXKE 1a HACTBIIH MaHUS/ XHIIOMAaHHS.
aHTHZeNpPeCcaHTH, BeHIapakCHH TpAOBa [1a ce H3MON3BA MPEANA3INBO IIPH NalleHT
WM $paMHIIHA aHaMHe3a 3a OUMOJIAPHO Pa3CTPOICTBO.

Arpecus



IIpn MasTka 4acT OT MANMEHTHTE, KOMTO Ca MOMYYaBATH aHTHIACIIPECAHTH, BKIIOUHTE/THO
BeHJ1a(haKCHH, MOKE [1a HACTBIIM arpecus. ToBa ce choOINABa IIPH 3alO4BAKE, IIPOMSAHA Ha A03aTa U
CIIHPAHE Ha JISYEHUETO.

KakTo u 1pyru anTHAenpecaHTH, BeHIahakCUH TpsAGBa 1a ce U3NO/3Ba TIPEIIIA3HBO [IpH NAUCHTHTE
C aHaMHe3a 3a arpecus.

CniupaHe Ha 1€4EHHETO

HecTH ca CHMIITOMHTE Ha OTHEMaHE, KOraTO CE CIIMpa AEYEHHETO, 0COGEHO aKO CITHPAHETO €
BHE3aMHO (BK. To4ka 4.8). IIpy KTHHMYHUTE HPOYUYBAHMS HEXKENAHRUTE PEAKLNH, HAGTION2BAHK pH
CIIHPAHE HA JICYEHUETO (TOCTENEHHO CITUPAHE M Cle MOCTENEHHO CIIMPAHE), HACTHIBAT IPH
npubnu3uTenHo 31% oT nauMeHTHTE, IeKyBaHu ¢ BeHIadakcHH, ¥ nipd 17% ot NaLMEeHTHUTE,
npreMaly miaredo.

PHCKBT OT CHMITTOMH Ha OTHEMaaHe MOJKE 1a 2aBHCH OT HAKOJKO GaKkTopa, BKIKOUYHTETHO
NPOAB/DKUTC/THOCTT2 H A03aTa Ha JICYEHHETO M CKOPOCTTAa Ha MOHIKABAHE Ha N03aTa. Hait-uecto
ChODILIABAHUTE peakLMK ca 3aMasHOCT, CEH30PHH HapYIeHHs (BKIIOUMTETHO NapecTe3us),
HapyIIeHHA Ha ChHA (BIIIOUHTEIHO O€3ChHHE M HANPEerHaTH ChHHUIIA), AXKHTHPAHOCT WITH
TPEBOXKHOCT, rajicHe W/HITH NOBphIilaHe, TpeMOp U riaBobonue. OOHKHOBEHO Te3H CHMITOMHE Ca JIeKH
A0 YMEPEHO TEXKH, KaTo 06aue IIpH HAKOM MallMEHTH MOraT Aa ObJaT TEXKKH 10 HHTeH3uTeT. Te
OOMKHOBEHO HACTEIBAT B PAMKHTE Ha ITBPBUTE HAKOIKO JHH OT CIMPAHETO Ha JICYCHHETO, HO MMa
MHOTO PENKH CHOOIICHHS Ha TAKABA CHMITTOMH MPY NALHEHTHTE, KOMTO ¢4 MPOIYCHAIIM 1032 [10
HeBHMMaHHE. |10 MpUHIND Te3u CUMIITOMM Ca CAMOOTPaHHYABAIIH Ce U OGHKHOBEHO OTIHYMSBAT B
PaMKHTE Ha 2 CeIMHLIM, BBIIPEKH Y€ IIPH HAKOH XOpa T€ MOTAT Jia Ca MO-TPOIBIDKHTENHH (2-3 Mecena
H/IH TI0B€YE). 3aTOBA € NPENOPHUYMTENHO 103aTa Ha BeHaadaKkcHH Aa ce moHmwkasa ul087 rnocreneHHo
[IpH CIIMPAHE Ha JICYCHHUETO 33 EPHOA OT HAKOJIKO CEIMULIM WIIH Mecela CIope,] Hy>KIUTE Ha
nalueHTa (BxX. To4uka 4.2).

AKaTH3M4/ICUXOMOTOPHO HECIIOKOMCTBO

Ynorpebata Ha BeHnahakCHH € CBBbP3aHA C Pa3BUTHUE Ha aKATH3MA, XapAKTEPHU3HPALIA CE ChC
CyOEKTHBHO HEMPHATHO HJIH U3TOLIABAINO HECTIOKOHCTBO M HEOOXOIUMOCT OT YECTO ABHKEHHE,
CBIIPOBO/ICHA OT HECMOCOOHOCT Aa ¢€ CTOH CHOKOHHO B C€AHANO M/IH M3IIPaBeHO TonoxeHKe. Tosa
HaCTHIIBA HAH-YECTO B PAMKHMTE HA ITEPBUTE HAKOJIKO CEAMHLM OT JiedeHneTo. [Ipu mauueHTHTE,
KOWTO pa3sBUBAT TE€3H CUMIITOMH, MTOBHUIIABAHETO HA J03aTa MOXKE J1a € MaryGHo.

CyxoTa B ycTaTa

Cyxota B ycTata ce crobwasa np 10% ot naiuenTuTe, leKyBanu ¢ ernadakcun. Toa Moxe 12
NOBUIIM PHCKA OT KapHec H NalMeHTHTE TpAOBa a ¢e YBEIOMABAT 3a 3HAYEHUETO HA XMTrHeHaTa Ha
CB3BOUETO.

4.5 BzauMojedcTBHE C APYIH JeKAPCTBEeHH NPOAYKTH H Apyrd GOpMH HA B3aHMOACHCTBHE

Uuxyu6uropr Ha MOHOaMHHOOKcHIa3aTa (MAOH)

Heobpamumu, necenexmusnu MAOH
Bennadaxcun He Tpa6Ba ja ce u3nospa B KOMGHHALMS ¢ HeoGpaTHMHU HecelleKTHBHE MAQOH.

3ar04BaHe Ha JiedeHHe ¢ HeoDpaTUMU HecenleKTUBHU MAOU (Bx. Touku 4.3 u 4.4).

Obpamum cenexmueen unxubumop na MAO-A (moxnobemuo)
[lopaau prcKa OT CEPOTOHHHOB CHHAPOM KOMOHHALMATA OT BeHNadhakcHH ¢ o6paTuM



MAOM kato moknobemun He ce npenopbusa. Crel JieueHue ¢ 06paTHM HHXHOHTOp Ha MAQO MOXe
Ja C€ H3MOJI3Ba IIEPUOJ Ha OTHEMAaHE, O-KPAThK OT 14 1HM, npeau Aa ce 3aroyHe JSUSHHE C
BeH/IaakcuH. [Ipenopbusa ce BeHnadakcHH J1a ce Cripe Hali-Maako 7 QHM [peay 3aNoUYBaHe Ha
neueHHe ¢ obpatum MAOU (Bxk. Touka 4.4).

Obpamumu necenexmusnu MAOH (nunezonud)

AHTHOMOTHKBT NHHE30/IUN € c11ab, 06paTiM M HecenektuseH MAOM u He Tpsa6Ba fa ce gaBa Ha
NIALTUCHTHTE, ICKYBaHH ¢ BeHadakcHuH (BK. TouKa 4.4).

CboOILaBar ce TeKKM HEXKEIaHU PeaKLMU NPH MALHEHTHTE, IIPH KOUTO HACKOPO € BHIIo CIIPSHO
neqennero ¢ MAOH u e 3amounar BeriahakcHH, WM HACKOPO € Gia CipsAHa Tepanuaira ¢
BEH/IA(aKCHH Tipeau 3anouysaHe Ha MAOU. Te3u peakuHu BKIIOYBAT TPEMOP, MUAOKJIOHYC,
auadope3sa, raaeHe, NOBPBIIAHE, 3aUEPBABAHE, 3aMASHOCT M XATIEPTEPMUA C PU3HALIH,
HANO00ABAIIM HEBPOJIENTHYEH MAJIMTHEH CHHIPOM, IBPUOBE H CMBT.

(CepOTOHHHOB CHHJIPOM

KakTo u npu octaHanuTe CEpOTOHNHEPTHYHHU CPEACTBA, TAKA H TIPH JIEYCHHETO ¢ BeHNIa(haKCHH MOXKeE
A2 HACTBIK CEPOTOHHHOB CHHAPOM, 0COO€HO MpPH CHITBTCTBALIA YNOTpeGa Ha APYTH CPENCTBA, KOUTO
MOTaT Aa MOBJIUAAT CePOTOHHHEPTAYHATAa HEBPOTPAHCMHUTEPHA CHCTEMA (BIUTIOUHTENTHO TPHIITAHH,
SSRI cpeactea, SNRI cpenctsa, matuii, cHOYTpaMHH, TpaManoJl HITH 5KBIT KAHTAPUOH [Hypericum
perforatumy)), ¢ TeKapcTBEHH MPOIYKTH, KOMTO YBPEXKJAT MeTabomu3Ma Ha CepOTOHHHA
(BmounTensHo MAOH), ninM ¢ nmpekypcopu Ha CepOTOHHHA (KaTo TPHNTO(GaHOBH 106aBKH).

1Ipn KIHHAYHA HEOOXOAUMOCT CHITETCTBALIO IeucHHe Ha Bennadakcun ¢ SSRI cpenctro, SNRI
CPEACTBO MJTH CEPOTOHMHOB PELISITOPEH aroOHUCT (TPUIITAH), ¢€ IIPENOPEYBA BHUMATEIHO
npocneAsBaHe Ha MalMEeHTa, 0CODEHO MO BpeMe Ha 3all0YBaHe Ha JICUSHHUETO WIH Ha MOBHIIABAHE Ha
po3ute. He ce npernopsusa cbIrpTCTBaIaTa yrioTpeba Ha BeHNa(aKCHH ChC CEPOTOHUHOBH
NMPEeKYPCOPH (KaTo TPHUITO(paHOBH N00ABKH) (BXK. TOYKa 4.4).

C-akTHBHH BEINECTRA
Puckbr ot ynotpeba Ha BennadakcuH ¢ apyru IIHC-akTHBHM BemecTBa He € CHCTEMHO OLICHSIBAH.
Chepogaresito ce npenopbysa NOBHIIEHO BHUMaHHE, KOTaTo BeHIadakcHH ce NpreMa B KOMOHHALIHS

¢ apyrd LIHC-axTHBHM BelecTsA.

ETanon

3a BeH/1a(haKCHH € 0KA3aHO, Ye HE 3aCHIIBA YBPEXKIAAHETO Ha YMCTBEHUTE H MOTOPHHTE YMEHHS,
[IPUYHMHEHO OT €TaHoNla. Brnpek Topa 00ave, kakto u npu BcuukH I [THC-akTHBHY BelecTBa,
MalHEHTHTE TPAOBA 1a C€ CHBETBAT Ja H30ATBAT KOHCYMalHATA HAa AJTKOXOJI.

EdekT Ha IpYrH JekapCTBEHH IMPOAYKTH BEPXY BeHinadakcuH

Kemoxonazon (unxubumop na CYP3A4)
EnHO (apMakOKHHETHYHO MpoyuBaHe ¢ keTokoHason npu CYP2D6 ekcrensusan (EM) 1 nourm
meTabomisaTopu (JIM) nmokazea, ue npunoxerrero ul 085 Ha keroxkoHnaszon eogm 10 mo-royigMa AUC
3a BeHnadakcut (70% u 21% cvorsetHO npu Jsimuara CYP2D6 JIM 1 EM) 1 3a
O-aesmerunBenagakcut (33% u 23% crorBerHo npu auuara CYP2D6 JIM u EM). CeoeTcTBAaIATA
ynorpeba Ha CYP3A4 nnxuburopu (Hanp. atazaHaBHp, KIAPHTPOMHLIMH, HHAHHABHD, HTPAKOHA30,
BOPHKOHA30]1, MO3aKOHA30JI, KETOKOHA30J1, HEN()HHABHP, PUTOHABHD, CAKBUHABUP, TEIUTPOM

NpEenOPBYEa NPEANa3IHBOCT, aKO TEPAIHATA Ha [TAUMEHTA BKIOYBA HHXHOUTOP Ha CY 17%@
BEHJIa)aKCHH € THOBPEMEHHO.

Edekr Ha BeHnadaKCHH BEPX H IEKAPCTBEHH MPOIVKTH




Jlumai

IlpHu cpnpTcTRaIa YIIOoTpeOa Ha BEHJ'Iad)aKCHH C JIMTHH MOXK€ /Ia HACTHIIM CEPOTOHMHOB CHHAPOM (BX.
"CepOTOHHHOB CHHAPOM").

Huazenam

BennahakcuH HAMA HUKAKBH e(heKTH BbpXy apMakOKMHETHKATA M (papMaKOTHHAMMKATA Ha
AWa3ernaM U HErOBUA aKTHBEH METabO/IMT ne3MeTunauasenaM. J{HazenaM usriiex/ia He TTOBIUSBA
(hapMaKOKMHETHKAaTa HUTO Ha BeHIadakchH, HHTO Ha O-nesMermnsernadaxcud. He e uspecTHO nanu
ChILIECTBYBa (PAPMAKOKMHETUYIHO H/HIH (PapMaKOAMHAMHYHO BB&HMOHBHCTBHG C APYTH
OeH301Ha3EIHHH.

Hmunpamun

BennagakcuH He NOBUABa GpapMakOKHHETHKATa HA UMuNIpaMuH 1 2-OH-umunpamun. Uma
m0303aBHCHMO nosuiieHHe Ha AUC 3a 2-OH-ngesnnpamuH ¢ 2,5 10 4,5 0bTH, KOraTo ¢e Npiarat

75 mg no 150 mg Bernadakcun nHEBHO. UMHIIPaMuH He MOBIMARA (hapMaKOKHHETHKATA Ha
BeHnadakcud u O-nesmernnBernadakcud. He € M3BeCTHO KIIMHMYHOTO 3HAYEHHE HA TOBA
B3aHMOIeHCTBHE. TpAOBa fa ce MOAXOkK A ¢ MOBHINEHO BHUMAHHEIIPH CEBMECTHOTO NPUWIOKEHHE Ha
BEHJIa()aKCHH U UMHIIPaAMUH.

Xanonepuodon

Enxo dapMakOKHHETHYHO NPOYYBaHe ¢ XaJ0NepUA0T NoKa3Ba 42% TMOHHWKEeHHe Ha 00muma
nepopaieH KnupeHC, /0% nosumenue Ha AUC, 88% nosuweHye na Cmax, HO He I0Ka3Ba HHKAKBA
IIPOMSIHA B MOJIYXKHMBOTA Ha Xanonepuaon. Toea TpaOBa na ce UMa nipeaBUJ MPH NALUEHTHTE,
JICKYBaHH ¢ XaJIONIEPUAOS U BeHnadakcuH eIHOBpeMeHHO. He € u3BecTHO KITHHMYHOTO 3HAYEHUE Ha
TOBA B3aMMOICHCTBHE.

Pucnepuoon

Bernagaxcut nosumasa AUC Ha pucniepunior ¢ 50%, HO He IPOMEHA 3HAYMMO (PApMAKOKHHETHYHUS
npogun Ha 0diuara akTHBHA 4acT (pHCHEpUAOH IIOC 9-xumpokcupucnepunon). He e usgectro
KITHHWUYHOTO 3HAYEHUE Ha TOBA B3aUMOIAEUCTBHE.

Memonponon

ENHOBpEMEHHOTO NPUNOKEHHE Ha BeHna(akCHH H METOIIPONION Ha 3paBH A0OGPOBOJILH IPH €IHO
Ipoy'BaHe 3a (papMaKOKMHETHMYHO B3aUMOAEHCTBHE 3a IBATA JEKAPCTBEHH IIPOAYKTA BOIH A0
HOBHLIEHHE HA IIA3MEHUTE KOHLIEHTPALUH HA METOIPOJIoN ¢ npubmisurento 30-40%, Ges na
NPOMEHA IUIa3MEHNUTE KOHIIEHTPALMHA HA HETOBUA AKTUBEH METAa0OMUT o-XHUApOKCHMeTonponoi. He e
M3BECTHO KIMHHYHOTO 3HAYEHHE HA Ta3M HaXO/Ka NPH MalHeHTH ¢ XHIEpTOHHA. MeTonponon He
MpOMeHs1 papMakOKHHETUIHHUA NPOdHT Ha BeHIA)aKCHH WM Ha AKTUBHUA MY MeTaGOoTUT
O-nesmetnnBenntapakcun. Tpatpa fa ce moaxoxaa NPEANIAIMBO NPH €AHOBPEMEHHOTO IIPHIIOKEHHE
Ha BeHJadaKCHH U METOIIPOJIOJN.

Huounasup

EaHo ¢apMakoOKHHETHYHO Npoy4YBaHe ¢ HHAMHABHP Moka3sa 28% normwxkeHue Ha AUC u 36%
noHmwxkeHue Ha Cmax 3a HHaUHAaBHp. HHauHaBUp He noBnusaBa papMakoOKMHeTHKaTa ul1085 Ha
BeHNadaxkcud U O-aesmeTiBertadakcun. He € H3BECTHO KIMHHMYHOTO 3HAYEHHE HA TOBA
B3aUMOACHCTBHE.

4.6 bpeMeHHOCT H KbpMeHe
bpeMeHHOCT
Hsma goctaTe4Ho naHHM 3a ynorpebara Ha BeHaadakcHH IpH GpEMEHHH KEeHH.

[IpoyyBaHHATa MPH XKUBOTHH MOKA3BAT PENPOAYKTHBHA TOKCHUYHOCT (BXK. TOUKa 5.3).




pHCK NIpH XOpa HE ¢ H3BeCTCH. Bennadakcun TpabBa na ce npuiara Ha 6peMeHHHM KEHH CaMo aKo
OYaKBRHWUTE MOJI3H NPECBHINABAT BCUMKH Bb3MOXKHH PHCKOBE.

KakTo # npu Apyri uHXuGUTOpH Ha 06paTHOTO 3aXBawmane Ha cepotonuHa (SSRI/SNRI), MoraT 1a ce
HOABAT CHMITTOMH Ha CniMpaHe NIPY HOBOPOAEHHUTE, ako BeHJIA(DaKCHH € M3MOJI3BaH 0 WTH MAaJIKO
npeny paxjaaHero. Hikon HOBOPOEHH, H3/OKEHH Ha BeHTaakCHH KBCHO IIpe3 TPETHA TPHMECTED,
pa3BUBAT YCIIOKHEHHS, Hallarally XpaHeHe Mpe3 COHAA, AMXAaTe/THa NOAAPHKKA HIIH IIPOIBIDKHTE/HA
XOCTIMTANMU3alMA. TakuBa YCI0XKHEHHA MOraT a ce HOy4aT BEAHAra CiIef IPHIOKEHHETO.

Morar aa ce HabMOAABAT CASAHATE CHMITTOMM [IPH HOBOPOJICHH, aKO MaiiKaTa € M3[o/3BaIa
SSRI/SNRI B kecHa GpeMEHHOCT: pa3Apa3sHUMOCT, TPEMOP, XHIIOTOHHA, MEPCUCTHPAL TUT1aY K
3aTPYAHEHO CY4€HE HIH ChH. [€3u CHMIITOMH MOTaT Ja ¢€ JB/DKAT WIH Ha CEPOTOHHHEPrHYHH
e(bEeKTH, MM Ha EKCIIO3HLMA. B moBeYeTo ClIyYan Te3H YCIIOKHEHHS ce HabIioAaBaT He3aGaBHO WM B
pamkuTe Ha 24 4aca ciie pakKIaHeTo.

KepMeHe

BennaakCHH M HErOBUAT akTHBEH MeTaGonuT O-ae3MeTiIBeHNadaKCHH ce eKCKPETHPAT B KbpMaTa.
He mMoxe na ce u3kitioum puck 3a KbpMaueTo. 3aToBa TpaGBa 12 ce B3EME PeLICHHE 3a
POAB/XKaBaHe/CIMpaHe HAa KbPMEHETO HITH 3a NIPOABIDKABaHe/CIIMpaHe Ha Tepanmiara ¢ Efexiva, kato
Ce MMa npeABHA N0JI3aTa 3a JETETO OT KbPMEHETO U I0JI3aTa 3a JKeHATa OT JIEYSHHETO C

Efexiva.

4.7 EdexTn Bbpxy cnoco0HoCTTA 32 mopHpaHe B pabora ¢ MANIMHHE

Bceky ncuxoakTHBeH 1eKapCTBEH MPOAYKT MOXKE Aa HapyLiu IPELEHKATA, MUCJIEHETO H MOTOPHHTE
YMEHHA. 3aTOBA BCHUKH MALMEHTH, NPHeMaIlX BeHnadakcuH, Tpabea qa 6baaT npeaynpeneHH 3a
€eKTHTE BBPXY CNIOCOOHOCTTA UM Aa INOQHPAT U Ja paboTAT ¢ ONacCHH MALIHHH.

4.8 Hexenanu 1eKapCTBEHR PeaKkmHH

Haii-gecto (>1/10) cro0InaBannTe HeXKeNNaHU peakiUH [IPH KIIMHHYHUTE IPOYYBAHUSA Ca TAJIeHE,
CYXOTa B yCTaTa, I11aBo0oue U oTeHe (BKIIOUYUTETHO HOLUIHHM U3NOTABAHMSA ).

HexenaHure peakuyH ca u36poeHH Ho-101y [0 CHCTEMO-OpraHeH KJIAC M YECTOTA.

Yecroture ca nepuHupanu KaTo: MHOTrO 9ecTH (21/10), wectr (/100 mo <1/10), Hewectr (=1/1 000
no <1/100), peaxu ( 21/10 000 oo <1/1 000), ¢ Heu3BecTHA YecToTa (OT HATHUHHTE AAHHU HE MOKE 2
ObJe HanpaBeHa OlLIEHKA).

CucreMa Ha MHuoro YecTH HeuectH Penku C HeH3BeCTHA
OpraH13Ma YeCTH 4eCTOTA
XeMaTomoruyHa Exxumona, JIurasuuHo
/mumdHa KbPBEHE OT KbpBEHE,
CTOMAIITHO- YIBJDKEHO BpeMe
YPEBHUA TPaKT Ha KBpBEHE,
TPpOMOOLIUTOTIEHHUS
, JUCKpa3uH Ha
KpbBTa
( BKITFOUMTEIIHQ




Metabonnzem/ IoBumeHn HannaBaHe Ha IlaTonornunu
XpaHEHE CepPyYMEH TETJIO UepPHOAPOOHH
XO0JIeCTe PO, (OYHKIHOHATHH
3aryba Ha U3CJICIBaHUA,
TETJIO XMITOHATPEMHS,
XETATHT, CHHAPOM
Ha HEAOCTATHEYHA
CeKpelra Ha
aHTUIUYPETHYEH
XOPMOH
(CHCAX),
OBUILIEH
IIPOJIAKTHH
HepeHa CyxoTta B IMaronoruunn | Anarus, AxaTtuzus/ Hesponentudaen
ycTara CBHHILA, XamMOUHHALMY, | MCHXOMOTOp | MaJWrHeH
(10,0%), IIOHMKEHO MHMOKJIOHYC, HO Hecnioko#- | cunapom (HMCOC),
rnaBobonu | aubumo, AKUTHPAHOCT, CTBO, CEPOTOHUHEPTUYIEH
e (30,3%)* | zamasHOCT, HapyilleHU KOHBYJICHH, | CHHApPOM, JeHp,
MOBHUIIEH KOOpAMHALMA ¥ | MAHHAKAJIHA | eKCTPaITHPAMHIHH
MYCKYJIEH paBHOBeCHE peakiLms peaKimy
TOHYC (BKTIOUMTENTHO
(XMnepToHus) IUCTOHUS U
, DE3CHHHE, TACKHHE3HUA ),
HEepPBHOCT, TapJIHBHA
napecTe3us, OUCKHHE3MA,
ceaupaHe, CYMUMIHA Haearys
TpEMOP, M noBeicHUEe* *
00BPKaHOCT,
JeNnepCOHAIH3
altus
Crenmanusupa- Hapyinena [IpomeHeHn 3aKpUTOBIBIIHA
HHU CETHBA aKOMOJALHsA, | BKYCOBH rnaykoMa
MHIpHa3a, ycelllaHu,
3PUTESTHH THHHUTYC
HapyLIEHHs
CoprevHo- Xurnepronnsa, | [loctypanna XHIIOTOHUA,
CBIOBA Ba30U1aTa- XWIOTOHHS, yOb/KABAHE HA
LMA (TJIaBHO CHHKOII, QT unrTeprana,
ropeuy TaXHKapAHUd KAMEPHO
BBJIHU/3aUEpB MBXK/ICHE, KAMEpHA
BaHe), TaxXuKapaus
NaJMTAIH ( BKITFOUHUTETHO
torsade de pointes)
Huxarenna [IpossBane benoapobua
CO3UHOPHITHS
XpaHOCMMHIIa- T'agene Hamanen bpykcH3EM, ITankpeaTur
TeJTHA (20,0%) AMCTUT hi 15220028
(aHOpEeKCHA),
3aleK,

NOBPBIUIAHE




Koxa

IloTene
(BKITIOUMTE
JIHO HOIWHH
HU3NOTABAH
Hsl)
(12,2%)

OO6pus,
anonenus

Myntudopmen
EpUTEM, TOKCHYHA
enuaepMaita
HEKPOJIN3a,
CUHAPOM Ha
Stevens-Johnson,
ChpOEK,
YPTHKApHS

MyckynHo-
CKeIeTHa

PabnoMuonmsa

YporeHuraiHa

[TaTonoruuna
CAKyNaLMsL/ -
Oprazem
(MBXKE),
AHOpPTa3MHu,
€pPEKTUIIHA
OUCPYHKIHA
(MMIIOTEHT-
HOCT),
HapPYyLLIEHO
ypHHHpaHE
(rIpe AMHO
HapPYIIEHO
[IPOITYCKaHe
HA YPHHA),
MEHCTPYaJTHH
HapyLICHUA,
CBBP3aHH C
TIOBUILICHO
KbpPBEHE WJIH
IIOBHINIEHO
HEpEOOBHO
KBPBCHE
(Hanp.
MEHOparus,
METpOparus),
TIOTTAKUY pHS

[IaTonornuen
Oprazsm
(;keHn),
pEeTEHIIHS Ha
ypHHA

OpraHu3MeT
KaTo L0

AcTedus

(ymopa),
CTYJCHHU

Peakiiuy Ha

(pOTOUYBCTBH-

TCITHOCT

Anadunakcus

TPBIKH

*I1pu cOopHM KITHHAYHH IPOYYBAHUS YECTOTATa Ha rMaBoGomieTo ¢ 30,3% ¢ BeHnadakcHH cIpaMo
31,3% ¢ mmauebo.

**Cnyuan Ha CyMLUMIHA HACALMA W CYHIMAHO NIOBEACHHE C€ ChOOIIABAT 110 BpEME HA TEpaNUATa C
BeHJIaQaKCHH WIH PaHo cjle]] CUpaHe Ha Je4eHHeTo (BK. Touka 4.4).

Cnnpanero Ha BeHnadakcuH (0coO€HO KOraTo € BHE3aIlHO) OOMKHOBEHO BOIH 10 CUMIITOMH Ha
oTHeMaHe. Hal-uecTo ¢hoOIaBaHUTE peakiiK ca 3aMagsHOCT, CETUBHH HaPYLIEHU ( BKITIOYUTETHO
napecTesys ), HapyIIEeHHA Ha ChHA (BKTIOUUTENHO De3ChHIE H HATIPETHATH CHHHUINA), AKUTH
WIH TPEBOXHOCT, raJIcHE H/WIM NOBPBINAHE, TPEMOP, TaBo0oIHE U rPUNONOA00eH cH
OOHKHOBEHO TE3H CBOUTHA ca JIEKH 10 YMEPEHH H Ca CaMOOTpaHWYaBallM Ce, HO MY
MALMEHTH TE MOraT Ja ¢a TEXKH W/ MU NO-NpOABDKUTENHNA. 3aTOBa Ce NIPENnopbhyYBa,
JIeHYCHHETO ¢ BEHJIadaKCHH He € HeoOXO0IMMO MOBeYeE, J1a Ce H3BBPIIM CIIMPAHEe 4pes
MOHMKaBaHe Ha Ao3aTta (BxK. Touku 4.2 U 4.4).




IleaMaTpHYHH MALMEHTH

Kato 1si1o npo¢uiisT Ha HeXelaHNTe peakliMK Ha BeHIadakchH (IpH mwianeto KOHTPOJUPAHHTE
KIMHUYHY NPOYYBAHHA) TIPH J€lia M FOHOLIM (Ha BB3pacT 6 1o 17) e cxomeH ¢ HabmoaapaHus npu
BB3pacTHH. KaKkTo U MpH BB3pacTHH, ce HabMoaBaT MOHMWKEH ANETHT, 3ary0a Ha Teryio, MOBHINEHO
KPBEBHO HAJIAraHe ¥ MOBHIUCH CEPYMEH XonecTepon (Bx. Touka 4.4).

Hpn xwIHHHYHATE MpOYyuBaHKS C Jelia ce HaOIIoaBa HeXXelaHaTa peaklMa CYHIMARA Haeanud. Uma
CBHILO BCE NMOBEYE CHOOLUEHHS 32 BpaXaeOHOCT H, 0COOEHO TIPH ro/IAMO AETIPECHBHO Pa3CTPOICTBO, 32
caMoHapaHsABaHe.

[lo-ciennanto npu Aena ce Habmro0aBaT ClIeHATE HexkeTaHH peakliy; KopeMHa 60JIka,
OKMTHPaHOCT, JUCIIETICHS, EKXHMO3a, CITHCTAKCHC H MHAJITHS.

4.9 IIpeno3mpane

ITpy MOCTMAapKETHHIOBHA OIHUT HPEAO3UPAHETO ¢ BEHIAGAKCHH ce ChoDIIABA [IABHO B KOMOHHALMA C
JTKOXOJT WHITK APYTH JIEKapCTBeHHU IpoaykT. Haii-yecto croblaBanute chOHTHS NpH Npeio3npaHe
BKJTIOYBAT TaXMKapRHA, KOJJMYECTBCHH NMPOMEHH Ha CB3HAHHUETO (BapUpalld OT COMHOJIEHTHOCT 10
KOMa), MUAPHA3a, KOHBYJACHS U NOBpbIIaHe. Jpyru cho6ImaBany c50MTUS BKITIOYBAT
€neKTpoKapanorpadCku nMpoMenH (Hanp. yaspkasaHe Ha QT uHTepBana, GempeH 60K, yIb/bKaBaHe
Ha QRS koMmnekca), BEeHTpUKyIapHa TaXUKapAni, Opaukapams, XHIIOTOHHS, BEPTHIO U CMBT.

[IyOnuxyBanute peTpOCNEKTHBHH NPOYyYBaHHA CHOGIIABAT, Ye MPEIO3MPAHETO HA BerataKcHH
MOKE [Ia € CBBbP3aHO C NIOBUIUEH PUCK OT (haTajieH U3X0J B CPaBHEHHE ¢ HaOMOAaBaHOTO NpH
npoayKTH Ha SSRI anTHAEPECaHTH, HO NO-HHCHK OT TO3H 3a TPHLMKIHYHUTE AaHTHCIIPECAHTH.
EnuaeMHOAOrHYHHTE IPOYYBAHKA NIOKA3BAT, Y€ JCKYBAHMTE C BeHIa(paKCHH NMalUEHTH UMaT TTOBeYe
PHCKOBH (akTOpH 3a CYHMLHMA, oTKONKOTO nauuenTrte Ha SSRI. He e sicHo no kakBa creneH
Haxo/JKaTa 3a [OBHIIEH PHCK OT (aTalieH U3X0 MOXKe fa ObAe NPHITHCAHA Ha TOKCHYHOCTTA Ha
BEHJIahaKCHH NPH NPEI03UPaHe B CPABHEHHE C HAKOM XapaKTePHCTHKH HA MALMEHTHTE, JICKYBAaHH C
pernnadakcHH. IIpeckpurmmuTe 3a BeHnadbakcHH TpaOBa ce HINKCBAT B Hal-MaJIKOTO KOJHYECTBO OT
JICKapCTBEHUA TIPOTYKT, OTTOBapALIO Ha A0OPOTO JIEYEHHE Ha NALMEHTA, 33 Ja C€ [IOHMXH PHCKBT OT
[peao3upaHe.

[IpennoppyBaHO JeUYEHHE

IIpenopbyBat ce 00K MOATbPKALIM H CHMITOMATHYHA MEPKH, KaTo TpAGBa [a ce MpocieasaBaT
CHPACYHUA PUTHM U XKU3HEHHUTE I0Ka3aTenn. AKO HMa PUCK OT aclUpaLus, He ce MPenopbuBa
MHAYLHpaHe Ha MoBpbinaHe. CTOMANIHATA IPOMHBKA MOJKE Ja € NIOKa3aHa, aKo Ce& H3BBPIIM CKOPO
¢l MOTTBIAHETO HJIM NPH CUMIITOMATHYHM NaurdeHTH. [IpHiIoKeHHeTO Ha AKTUBEH BBIJICH MOXKE
CBLIO fa OrpaHH4H abcopOLmMATa HA aKTMBHOTO BelecTBO. Manko BepoaTHO ¢ GopcUpaHaTa JUypesa,
auanKu3ata, XeMonepgy3usara 1 0OMEHHOTO KpBBOIIpe/IHBaHe f1a Obgat oT nomsa. He ca u3pecTHH
HHKAKBH CIEU(HYHH aHTHAOTH 32 BeHIahaKCHH,

5. ©®APMAKOJIOI'HMYHHU CBOUCTBA

5.1 dapmaxkoanHAMHYHHA CBOHCTBA

(apmaxorepanestuusa rpyna: Jipyru antugenpecants - ATC koxa: NO6A X16

CuuTa ce, Ye MEXaHU3MBT Ha aHTUJIENPECAHTHOTO JeHCTBHE HA BeHIadaKCHH [IPH Xopa
NOTCHUMPAHETO Ha HEBPOTPAHCMUTEPHA AKTUBHOCT B LIEHTPAIHATA HEPBHA CUCTEMA.
[IpeaxnMHMYHWTE POYUBAHUSA NIOKA3BAT, Y€ BeHIa(aKCHH U IJIaBHUAT My MEeTabomn
O-ne3Metnsernapakcud (OJIB) ca uHXHMOHTOPH Ha 06PaTHOTO 3axXBallaHe Ha CEp



HOpazipeHannHa. Bennadakcyu cpino mHxuOHpa cabo 1onaMUHOBOTO 3axBaiaHe. Bernabakcut u
HErOBHAT aKTHBEH METaDOMUT MOHIDKABAT 3-afpeHEPTUIHHTE OTTOBOPH KAKTO MPH OCTPO (e IHHUYHA
103a), TaKa ¥ IIPH XPOHHYHO NpunoxeHne. Bennadakcun u OJIB ca MHOTO CXOJHM IO OTHOLIEHKE Ha
TAXHOTO IAJIOCTHO JEHCTBHE BBPXY 0OPATHOTO 3axBalliaHe HAa HEBPOTPAHCMMTEPH H CBBP3BAHETO KM
peLenTopH.

BernadakcHH Ha NpaKkTUka HAMA HAKaKbB aQUHUTET in Vitro KbM MYCKAPHHOBHTE, XOJIMHEPrHYHHTE,
Hi-xucTaMHHEpra4HUTE WM 01-aIpEHEPrHYHUTE PELIETITOPH OT MO3bK Ha IUThX. PapMaKoIorHaHOTO
JEHCTBHE BEPXY TE3H PELIENITOPH MOXKE 12 € CBEP3aHO C PA3/IMYHH HEXKEAHH peaKl|y, HabmogasaHy
NpH APYTH aHTUAEOPECAHTHH JIeKapCTBEHH npo,uyl{m KaTO aHTHUXOIMHEPrHYHH, CEAaTHBHH K
ChPACYHO-CHIOBH HEXENAHH PEaKIIVH.

Bennagakcun He npuTekaBa HHXHOMTOPHO AEHCTBHE BHPXY MOHOAMHHOOKCHIA3aTa (MAOQO).

In vitro poy4YBaHUATA NOKA3BAT, Y€ BeHIadaKCHH HA IPAKTHKA HE MPUTEkKABA HUKAKBHE abHHUTET
KbM OMHATHH H OGEH30IHA3CMUHOBH PELETITOPH.

| onreMU enpecUBHH €ITH30IH

EdukacHocTTa Ha BeHI1adakcuH ¢ He3abaBHO 0cBOGOKAaBaHE KATO IEUCHHE Ha FONEMH JeNPeCHBHH
CITU30TH € I0Ka3aHa IIPH NIeT paHAOMH3HPaHHU, IBOHHO-ClIeny, I1anebo KOHTPOIHpPaHH,
KPaTKOCPOYHH NMPOYYBAHHS C IPOABIDKUTENHOCT OT 4 10 6 CeIMUIM 3a A03H 10 375 mg/NeH.
E¢uxacHocTTa Ha BeH1adaKkCHH ¢ yABDKEHO 0CBOGOXKIaBAHE KATO JIEYEHHE HA FOJIEMH ACMPECHBHU
€IH30/IM € YCTaHOBEHA IIPH JBE IL1ane00 KOHTPOIHPAaHU KPAaTKOCPOYHH NIPOYUBAHUSA C
MpOIB/LKUTENHOCT OT 8 U 12 ceaMuUIM, KOMTO BKIIIOYBAT 00XBaT Ha A03uTe OT 75 110 225 mg/neH.

IIpu eaHO MO-ABLArOCPOYHO NPOyUBaHE aMOYIATOPHHTE BB3PACTHH MALIMEHTH, KOUTO Ca Ce MOBJIMSLIN
o BpeMe Ha €JHO 8-C€AMHYHO OTKPUTO MPOyYBaHe Ha BeHIahakCHH C YIBIDKEHO 0CBOOOKAaBaHe
(75, 150 mnn 225 mg), ca paHaOMHU3HPaHH [1a MPOAB/DKAT CBOATA 1033 BEHIADAKCHH ¢ YBIDKEHO
0cBOOOKaBaHe MIIM Ha IU1ale50 32 MaKCUMYM 26 ceIMMIH HAOMIOICHHE 32 PELUIHB.

IIpu eaHo BTOPO MO-ABArOCPOYHO NpoyyBaHe euKkacHOCTTa HA BeHnadaKCHH 32 MPEBEHIMS Ha
peLHIHBHApAIIY ACTIPECHBHH €TIH30/H 3a 12-MecedeH NepHOA € YCTaHOBEHa MPH €IHO Iw1ane6o
KOHTPOJIHPAHO, NBOHHO-C/IANO KIHHHYHO H3IUTBAHE PU BB3PACTHH aMOY/IATOPHY NMALMEHTH C
pCLMIUBHPAILIN rOJIEMH JENPECHBHU €MTU30H, KOMTO €a € MOBJIMAIH OT JIeUeHHE ¢ BeHJIadaKkCHH
(100 oo 200 mg/nen, no cxeMa ¢ npueM ABa MHTH Ha J€H) HA MOC/IEAHUS €TIH30 HA AETIPECHA.

| eHepanu3vpaHO TPEBOKHO PA3CTPOHCTRO

EdrxacHOCTTa Ha BeHTaakCHH KalCYIIH ¢ YABIDKEHO OCBODOKIABAHE KATO JICUSHHE 3a
reHEpaIM3upPaHo TPEBOXKHO pa3cTpoicTBO (I TP) e ycraHOBeHa npu 1iBe 8-ceMuuny, ranedo
KOHTPOIMPaHH TIpOyYBaHMs ¢ (puKcupaHu o3u (75 ao 225 mg/nen), eqHo 6-MeceyHo, wianebo
KOHTPOIHPaHO MPOYyYBaHe ¢ PUKCHpaHy 103H (75 mo 225 mg/neH) ¥ eaHo 6-MeceqHo, ruaueto
KOHTPOJUPAHO TIPOY|BaHE ¢ MpoMAHa Ha aAo3ure (37,5, 75 u 150 mg/nen) npu Bp3pacTHH
aMOyIaTOpHH TaLMEHTH.

BBOpekH Ye HMa CBINO J0Ka3aTe/ICTBa 3a NPEJUMCTBOTO Ha Jo3aTa ot 37,5 mg/nen npen mianeto, T4
HE € TOJIKOBA MTOCTOSHHO €(peKTHBHA KaKTO MO-BHCOKHUTE KO3H.

CoUHaTHO TPEBOXKHO Pa3CTPOMCTRO

EdukacHocTTa Ha BeHIadakCHH KancyaH ¢ YABLKEHO 0CBOOOK/JABAHE KATO JICUCHHE 3
TPEBOKHO PA3CTPOHCTBO € YCTAHOBEHA NPH HETUPH ABOHHO-CIIENH, MApaNieTHOIPYIIO
CEIMHMHH, MHOTCLICHTPOBH, IL1aLic00 KOHTPOJIMPAHU MPOYUYBAHHA C TIPOMIHA HA J0
ABOWHO-CJIANO, TIAPATETHOIPYTIOBO, 6-MeceueHo, IUaneb0 KOHTPOIHPaHO, ITPOYUB
$HKCHPaHU/NIPOMEHIMBH 03U NIPH aMOyIaTOPHH BB3PACTHY NMalMeHTH. I1alHeHT



B FPaHHLIMTE OT 75 00 225 mg/neH. JlunceaT [okasarencTsa 3a No-rofisMa eGpeKTHBHOCT NPH rpynara
oT 150 no 225 mg/neH B cpaBHEHHe ¢ rpynaTa Ha 75 mg/neH NpH 6-MeCeYHOTO IPOYUBAHE.

] lanH4ecko pa3cTpoicTBO

EdukacHOCTTa Ha BeR/Ta)akCHH KallCy/H C YABDKEHO OCBOOOXKIaBaHe KATO JICYCHHUE 33 TAHHYECKO
pa3CTPOMCTBO € YCTAHOBEHA IIPH JBe ABOMHO-CJIENH, 12-ceIMUYHH, MHOTOLIEHTPOBH, I1/1a11e00
KOHTPO/MPaHH NPOYYBAHHA NPH BB3PACTHY aMOYIATOPHH NMALUEHTH ¢ MAHWYECKO Pa3CTPOHCTBO ¢
Wi Oe3 aropagobus. Hauannata 103a npH npoyysaHKATa C MAHHYECKO Pa3cTPORCTBO € 37,5 mg/neH
32 7 anu. Cliejt ToBa NALMEHTHTE N0Iy4aBaT GUKCHPaHH 034 OT 75 uim 150 mg/neH npu eaHo
npoy4BaHe ¥ 75 WIH 225 mg/aeH npu IpyroTo npoy4ysase.

E¢KkacHOCTTa e yCTaHOBEHa ChIIO MPH €IHO ABITOCPOHHO, ABONHO-CIIAIIO, IAeto KOHTPOIHPAHO,
napaJie;THOrpyrioBo POYyYBAHE Ha JBArOCPOYHUTE 5€30MaCHOCT, ePUKACHOCT H NIPEBEHLHSA HA
PELMAMBHTE MPH BB3PACTHH aMOYIaTPOHH MALMEHTH, KOMTO Ca Ce MOBIMATHOT OTKPHTOTO JIEYEHHE.
Ianmentire npoakmkaBart fa MOMy4aBaT CHIIATA 034 OT BEHIa(haKCHH C YIBJDKEHO
OCBOOOXJaBaHe, KOATO ca IIpHeny B Kpad Ha oTkpurara ¢asa (75, 150 wm 225 mg).

5.2 dapMakoKHHETHYHH CBoOiicTBA

BennagakcuH ce MeTabou3upa B rofaMa CTeNneH OCHOBHO A0 aKTHBHHA METa6O0IUT
O-nesmetnnsennadaxcun (OJIB). Cpenruar + CO miazmeH nomy>HBoT Ha BeradakcuH 1 OJIB e
CBhOTBETHO 5+2 yaca u 11+2 yaca. PaBHOBECHUTE KOHLIEHTpALMM HA Ber1adaxcud H OJ[B ce
JOCTHIaT B PAMKHTE Ha 3 THH OT MepopaiHa Tepanusa ¢ MHOTOKPAaTHO Npuioxende. Bennadakcun u
O/IB noka3sBar /MHeliHa KHHETHK2 HaJ J030BHA o6xBat ot 75 mg no 450 mg/neH.

AOGcopOIa

llone 92% ot BeHnagakcuu ce abcopbupar ciell eAMHHYHA NIEPOPAIHA 1032 OT BeHIa(haKCHH ¢
He3a0aBHO ocBobOXAaBaHe. ABcomoTHaTa GnoHamuHOCT e 40% 10 45% nopaM NpecuCTEMHHUN
meTabonnseM. Cliel npunoxeHue Ha BeHaapakcHH ¢ He3abaBHO OCBOGOKIABaHE MHKOBUTE IIa3MEeHH
KOHLEHTpaluHHu Ha BeHnadakcuu 1 OJIB HacTeIBAT 32 chOTBETHO 2 U 3 waca. Cliel NPWIOKeHHETO Ha
BEeHJIa(DaKCHH KarCy/iM ¢ yb/DKEHO OCBOOOKNABaHe [THKOBMTE ILIa3MEHH KOHLICHTPALIMH Ha
BeHnagakcut 1 OJIB ce A0CTHraT B paMKHTE Ha CBOTBETHO 5,5 yaca u 9 yaca. Korato ce npunarat
eTHAKBH JHEBHH JO3H OT BeHIa(akcHH, G110 KaTo TabeTka ¢ He3aBGaBHO 0CBOBOKIaBAHE HITH
Karcyna ¢ yAB/LDKEHO 0CBOOMKIaBaHe, KarcyiaTa ¢ yAbIDKEHO OCBOGOXKIaBaHe OCHIypABa T10-HHUCKA
CKOpocT Ha abcopOuus, HO chiIaTa cTeneH Ha aGcopOLHs B CpaBHEHHUE ¢ TabNeTKaTa ¢ He3a0aBHO
ocBoOOkNaBaHe. XpaHaTa He NMOBIMABA OMOHATMYHOCTTA Ha BeHstadakcuy u OJIB.

Pasnpenenenue

Bennadakcun v O/IB B TepaneBTHYHH KOHUEHTPALIHU CE CRLP3BAT B MUHUMAJTHA CTENEH ¢
YOBEIUKMTE IUIa3MeHH OenThUM (ChoTBeTHO 27% U 30%). OGeMBT Ha pasnpeaciIcHuUE Ha
BeH/1a(aKCHH B PABHOBECHO ChCTOAHHE € 4,4+1,6 L/kg ciiel MHTPaBEHO3HO MPHIIOIKEHHE.

MeTtaboJIH3BEM

Bennadakcuu nperbprgasa 3HaUHTETHO MeTaboH3upaHe B YepHus gpo6. In vitro | in vivo
NpoyYBaHUATA MMOKA3BAT, Y BeHJIa(pakCUH NpeThpsBa GuorpaHchopManya 10 HETOBUA ITIaBEH
aktuBeH MeTabonmut OJIB ot CYP2D6. In vitro u in vivo Ipoy4BaHUATA NMOKA3BAT, Ue BEHJ'Iaq)aI{CPIH ce
MeTabOIM3Hpa 0 BTOPOCTENEHEH 0-MAJIKO aKTHBEH MeTaboNHT N-ae3MeTuiBeHnadaxce 3

CYP3A4. In vitro n in vivo npoy4BanusaTa MOKa3BaT, ue BewIa(aKkcHH € c/iad MHXHOWT
CYP2D6. Bennadakcun ve naxudbupa CYP1A2, CYP2C9 miu CYP3 A4,

EnuMuHHpaHEe




Bennadakcun u Herosute MeTaboauTH ce exckperupat ul086 ocHoBHO npes 6BGpenHTe.
1Ipubmusurento 87% or mo3aTa Ha BeHadakcHH ce OTHENA ¢ YPHHATA B PAMKUTE Ha 48 yaca KaTo
HenpoMeHeH BeHnagpakcuH (5%), HekoHtorupad OJIB (29%), konrorupan OJIB (26%) wiu OpYTH
BTOPOCTETIEHHN HCAKTHBHH MeTaOONHTH (27%). Cpennmar = CO mia3MeH KIHPBHC B PABHOBECHO
cheTosinme 3a Berwnadakcud u OJIB e cvotBeTHO 1,3+0,6 L/uac/kg u 0,4+0,2 L/yac/kg.

CnieiHaJTHY TpYIIH

Bwv3pacm u non
Bw3pacTTa v nopT Ha MMALHCHTHTE HE MOBTHABAT 3HAYMMO (hapMaKOKHHETHKATa Ha BeHIa(aKCHH H

O/IB.

CYP2D6 excmenzuenu/aowu memaboauzamopu

IInazsmeHHTE KOHUEHTPALMK Ha BeHTadakcuH ca no-Bucok ripd CYP2D6 nomm metabonuszaTopw,
OTKOJIKOTO NPH €KCTEH3UBHUTE MeTabonusatopu. Trit kato o6mara excroszuips (AUC) Ha
BeHIadakcud 1 OJIB e cxoaHa NpH JIOMH ¥ EKCTeH3UBHH MeTaboNn3aTopH, HIMa HEOOXOTUMOCT OT
Pa3IM4HHU JO30BH CXEMHU 34 T€3H JBE IPYIIM.

Hayuenmu c ueprodpobro yepescoane

I1pu nauwmentu ¢ Child-Pugh knac A (mexo wepHoapoGro yBpexnane) u Child-Pugh xnac B (ymepeHro
4EepPHOAPOOHO yBpeXKIaHe) NOXY>KHBOTHT Ha BeHIadakcut u OJIB e yankeH B CpaBHEHHE C
HOpManHy JHua. llepopantmnar KIHPHHC KaKTO Ha BeHadakcuH, Taka u Ha OJIB e namaneH. OTKpuBa
CE rojisMa CTereH Ha BapuabuIHOCT MexKIy OTACIHUTEe HHAUBHAN. FiMa orpaHMyenn JaHHH [IpH
MAlIHEHTH ¢ TEXKKO YepHOOpOoOHO yBpekaaHe (BXK. TOUKa 4.2).

Hayuenmu c 6vbpeuno yepeacoane

IIpn nanu3HH NalHeHTH €TUMHHALMOHHMAT MOTY>KHBOT Ha BeHTadakCHH € YIBKEH ¢ okoyio 180%,
a KJTMPBHCHT € TIOHHXKEH ¢ OKOJIO 57% B CpaBHEHHME ¢ HOPMAJTHM JIMLIA, IOKATO ETMMHAHALMOHHAAT
norykuBoT Ha OJIB e yabmkeH ¢ okono 142%, a KIHPHHCHT — IOHWXKEH ¢ 0KOI0 56%. Heobxomumu
Ca KOpEeKUMH Ha J103aTa MpH NAlHEHTH ¢ TEXKO OBOpeyHO yBpexaaHe H MPpH MALUEHTH, HA KOKTO Ce
HaJ1ara xeMoauanusa (Bx. Touka 4.2).

5.3 IlpeaxnaHRYHH JAHHH 32 0€30MACHOCT

IIpoyuBanusaTa ¢ BeHIah)akCHH ITPH IUTBXOBE U MHLIKH He TIOKA3BAT JAHHH 334 KAPLMHOT€HHOCT.
BeHnnagakcus He € MyTareHeH NpH UIMPOK HAOOP OT in vitro W in vivo W3ciieIBaHUA.

[IpoyuBanuaTa 3a peNPOAYKTHBHA TOKCHYHOCT MPH XHBOTHH [TOKA2BAT MOHIDKEHO TErjo Ha
HOBOPOASHHUTE NPH IUTbXOBE, MOBUIIEHHE HA YECTOTATA HA MBPTBOPOJSHH H MOBUIIEHA CMBPTHOCT
Cp€a HOBOPOACHUTE MPE3 IIbPBUTE 5 [HU OT KbpMeHeTO. [IpyunHata 3a T€3H CMBPTHH CIy4YaH HE €
u3BecTHa. Te3u edextn HacThnBaT npu 30 mg/kg/neH, KoeTo e 4 MbTH MOBEYE OT AHEBHATA 1034 IIPH
xopa or 375 mg BeHnadakcun (Ha ocHoBa mg/kg). Jlozata Ge3 edexT 3a Te3n HaxoaxH e 1,3 mETH TO-
BHCOKA OT [03aTa 3a Xopa. [loTeHMaHUAT pUCK NpH Xopa HE € H3BECTEH.

Habmonasa ce MOHWkKEH (PepTHIMTET IIPH €JHO OPOyUBaHE, IPH KOETO KAKTO MBIKKH, TAKA H KEHCKH
IUIBXOBE ca O6WH excnosupanu Ha OJIB. Ta3u excnosunus € Oua npubnusurenso 1 10 2 mLTH To-
BHCOKa OT [103aTa Ha BeHJa(akCHH IpH Xopa oT 375 mg/neH. 3HaueHHeTO Ha Ta3u HaXOKa [IPU X0pa
HE € U3BECTHO.

6. ®APMALEBTHYHU JAHHH

6.1 Cnucnbk HAa TOMOIMIHHTE BeIecTBa

Kancynara ceaspaka.




Copyesura na nenremume;
MukpokpycTanHa Heayios3a
XHIIpOMeENo3a

Obeusxa na neremume.

IleTocTeapunor anKoxo

CrnoauMep Ha eTUIIaKpWIAaT-METHI METaKpUiaT
HoHokcuHON

Makporon

Tank

OOBHMBKa Ha KalCyJIaTA:

Efexiva 75 mg TBBpIH KaICYIH ¢ yIB/DKEHO OCBOOOKAABAHE!
KenatuH

Yepren xenesen okeup (E172)

Kot xkenezen okeun (E172)

TwranoB auokcua (E171)

Efexiva 150 mg TBBpan kancynmm ¢ yaemkeHo ocBoOOKIaBaHe:!
JKenatuH

YepreH xemneseHd okeng (E172)

ACenT xeneseH okenp (E172)

TwuranoB guoxcun (E171)

6.2 HecnBMecTEMOCTH

Henpuwnoxumo.

6.3 Cpok Ha rogHoCT

30 mecena.

6.4 Cnenmanau ycJI0BHS HA cmxpaaénne

To3H nekapcTBEH NPONYKT HE H3UCKBA OCOOEHH YCIOBHA 3@ ChXPaHCHHE.

6.5 JlaHEH 33 OMAKOBKATA

PVC/PVDC//AnyMuHueBH OIIHCTEPH.
HDPE 6yrunka ¢ PP kanauka.

OnNakoBKH:

bmucrepn: 7, 10, 12, 14, 20, 28, 30, 50, 56, 60, 98, 100 u 100x1 TBBpAM KANCYIH C YIBIKESHO
ocBOOOXKIaBaHe.

byrunku: 60, 100, 250 1 500 TBBpAM KamcyiId ¢ yIBDKEHO 0CBOOOKAaBAHE.

He BcHyKH BUIOBE OITAaKOBKM MOTaT Aa OBbJAT IIyCHATH B Mpofax0a.
6.6 Cnenuaanu npeanasHH MEPKH HPH H3XBbpJinHe H paboTa

Hama crieliiaTH¥ M3UCKBAHUS.

7. IIPUTEXATEJI HA PASPEINEHHETO 3A YIIOTPEBA




Sandoz d.d.

Verovikova 57

1000 Ljubjana

CrnoBeHus

8. HOMEP(A) HA PASPEIIIEHHUETO 3A YIIOTPEEBA (PETUCTPAITTOHEH HOMEP)

20080152

20080153

9, AATA HA ITBbPBO PA3PEIMIABAHE/TIOJHOBABAHE HA PAZPEHNIEHHUETO 3A
YIIOTPEBA

08/08/2008

10. JATA HA AKTYAJIM3NPAHE HA TEKCTA

02/2009




