NAJI
OOOBPEHO!

1. AME HA JIEKAPCTBEHHS ITPOAYKT

HOIIEKAP 37,5 mg, 75 mg u 150 mg kancyim ¢ yasnDKEeHO 0CBOOOXAaBaHe, TRbPAH
NOPEKAR 37,5 mg, 75 mg u 150 mg prolonged-release capsules, hard

2. KAYECTBEH H KOJTMYECTBEH CHCTAB

Bcesixa kancyna ¢ yobaxeHo ocBoOOXKAaBaHe, TBbpAa ChAbpXka 37,5 mg, 75 mg win 150 mg
BennadaxcuH kato Bennagakcus XxuaApoXIopH.

3a OBJIeH COUCHK HA NOMOILHHTE BellecTBa BK. T. 6.1.

3. JEKAPTBEHA ©®OPMA

Kancynu ¢ yaARDKEHO ocBOoDOKAaBaHE, TREPIH.

HOIIEKAP 37,5 mg ce npemnara no/ ¢gopmara Ha Oey, HENMpO3paYHU, TEBPAH KENATHHOBH KaIlCyJIu
(pasmep (), CBABPKALIM eAHA KPBIVIA, ABOHHO H3MEKHANA TabneTka, ¢ Hagnue VEN Ha kamnadeto Ha
Kancynata ¥ 37,5 Ha TanoTo.

HOITEKAP 75 mg ce npeanara mox gopMaTa Ha TeJIeCEH LUBAT, HEMPO3paYHH, TBEPAHU XKEIATHHOBH
kancyny (pasmep 0), cbabpXKalIy JBe KPBIUIH, ABOHHO H3MbKHATH TabneTky, ¢ Haanue VEN Ha kanayero
Ha Karcyjiara d 75 Ha TAJI0To.

HOIIEKAP 150 mg ce mpennara noa gpopmMara Ha YepBEHH , HENIPO3PAaYHH, TBEPAM KEJIATUHOBH Kamcyln
(pazmep 00), ChABPXAIIH TPpH KPBIIH, IBOHHO H3NbKHAIM TabneTkn ¢ Haagnue VEN Ha kanadero Ha
karcynara 1 150 Ha tanoTo.

4. KINHAMHHA JAHHH
4.1 TepaneBTHYHH NOKA3AHASA

¢ Texxka popMa Ha Jenpecus
4.2 J1O3KpOBKA R HAYHHH HA NPHJOKECHHE
Br3pacTHH:
HeaneuayanHa n03a: 75 mg BEAHBXK JHEBHO.

[Ipenopbypa Ce Kancyiara fa ce mpHeMa o BpeMe Ha xpaHeHe. Beska kancyina TpaOBa aa ce npuemMa
1s1a 3aeaHO ¢ TeunocT. Kancynara ne Tpa6Ba Ja ce oTBaps, Yy, IbBYe WK pa3TBaps BLB Boaa. CrezBa
Ja ce IIpHeMa BeAHLX AHEBHO, 3a NMPEANOYHTARE MO €1HO M ChIO BPEME Ha JICHA — CYTPHH HIIH BEUCP.

Texku penpecUBHH €TN30IH:

EdexTHBHaTa 1034 33 leUE€HNE HA JeTIpecHa OOUKHOBEHO € Mexay 75 mg u 225 mg. Jledenuero ciefBa
na 3anoude ¢ 75 mg peuex AHeBHO. EdekT oT neyenneTo Moxe fa ce 3abenexy cnen 2-4 ceIMHYHO
NeYEHHE CBC CTAHAAPTHH aIeKBATHH JO3H. AKO KITHHHYHHAT OTrOBOP € HEOCTATBHEH, 103aTa MOKE Aa ce
yenu4H 1o 150 mg, a nocne a0 225 mg. [TauueHTH, KOMTO HE OTIOBAPAT Ha Te3W J03M MOrar Jia ce
MOBUAAT OT NO-BUCOKHM JIO3H B pasmep Jio 375 mg. 3a cera MuncBat: noc*raI‘E.LfHe NEHHM 3a JIeYyeHue ¢
BHCOKH J103H. BEB BcHUKM clyuaH JIeU€HHETO ¢ BHCOKH J03H ;pﬂﬁna: na e npoh(:m OZl NOCTOAHEH

KOoHTpoi. Jlo3HTE ceana Ja ce yBE/JHUaBaT HA HHTEPBAIIH OT/. ﬂe,gm_mﬂ H.ni:l Haﬁ?@ MHHUMAJICH
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HHTEPBAT OT 4 AHH NMpeJH BCAKO YREIHYEHHE. AKO HAMA KIIMHHYEH OTTOBOp ciex 2-4 ceAMUYHO JIEYeHHe
HAMA CMUICHA OT MPOALINKABALIO JIEYCHHE.

[Ipuema ce, 4e OCTPHTE EMU30AH HA TEXKA AENPECHA HIUCKBAT MPOIBIKHTETHO MEAHKAMEHTO3HO
Je4YCHHEe B paMKUTe Ha TToHe 4-6 Mecena. HAKOH mameHTH MOXKe la ¢€ HYXKAaAT OT NO-AbJIIM KyPCOBE Ha
nederHe (BUx T. 5.1). JlexyBawmre Nexkapy cneapa NepUOAHYHO 1A IPEOLICHABAT HYXKJATa OT
OPOABIDKABAHE NEYSCHUETO ¢ BERIAPAKCHH.

Hena u nogpactBamn A0 18 rogunu:
Bennadakcun He TpAOBa Aa ce H3MOJI3BA NIPH JICYEHHETO Ha Jena M moApacTeamu nol 18 roauny (BHX
Touka 4.4.).

KoHTponMpaHu KIMHHYHHE TPOYYBaHMA NpH Aeua ¥ moapacTteallld ¢ Texko JlenpecuBHo PaicTpoHCTBO He
ca MoKa3aaH ePeKTUBHOCT.

[TanueHTH B CTap4ecka BB3PacT:

[lamMeHTHTE B cTapyecKa Bb3pacT CIeBa Ja 3alo4Bar JieMeHHe ¢ Hall-HUCKAaTa NpenopbYBaHa 1o3a.
YBenTHYeHHETO Ha J03aTa CleABa Aa CTaBa ¢ TIOBUIIEHO BHUMaH#e (BUX T.4.4).

PenynupaHe Ha no3ara npu yepeaeHd 0u0peuna nim yepHoapoOHa ¢pyHkuus. I nomepyiaHa duirpanus
10-70 mg/ ml.. Jxerunara nosa TpaGera ga 6bae HaManeda ¢ 25-50%. Qbmara Anerna 103a Ha
BeHIahakcuH TpaOBa Aa 6vae peayumpana ¢ 50% npu nauAeHTH Ha xemoauamnsa. Ilppemanero Ha
NeKapcTBOTO TpAOBA Ja CTaHe Clie/] TIPHICTIOYBAaHE HA XEMOIHaIN3aTa.

[Ipu cpeaHO TEXKKO HapylIeHHe Ha yepHoApoOHaTa ¢yrkuua (mpoTpoMONHOBO BpeMe 14-18 cek.):
JIneBHaTa Ao3a Tpadea na ce peayuupa 10 50%; npH TexKa yepnoapodHa HEAOCTATHYHOCT A034Ta CE
peAyLHpa olle MoBeYe.

BHe3zanuo npexscBage Ha JieyeHreTo TPAOBa fa ce n3darea. Koraro ce cnapa neueHHMeTo ¢ BeHnapakcuy,
no3ara Tpa0Ba aa ce HaManaBa MOCTENEHHO 3a [IEPHOA OT MOHE €4Ha WIM JBe CEIMHIIH, 3a Aa C& HaMaJld
PUCKA OT peakiyiiv Ha oTHeMade {(BmXK T. 4.4 u 1. 4.8). I1p# poonMkBane Ha CePHO3HH CHMIITOMMH IO BpEME
Ha HaMaIABaHE HA 1033Ta WIH CIIMPAaHe Ha JICYSHHETO, MOXKE Ja C€ B3eMe 10 BHHMAHNE NPOAbILKABAHE
Ha JIEYCHHUETO ¢ MPEAMIUHATA MpeAncana 103a. B nocieacTBue NOHMKEHUETO HA 103aTa MOXKE 1A

NpOABJDKH, HO C I0-YMEPEHH TEMIIOBE.
4.3 IIpoTHROROKAZAHAS

BennadaxkcHH He TpA0Ba Zia ce MpHiara eqHOBpeMeHHO ¢ MAQ-HHXHOMTOpU MY B PaMKHTE HA 14 neHa
cnel npexbeBane JeueHneto ¢ MAO-uuxnburopy. Jleuenne ¢ MAQ-HHXHOHTOPH HE TpAOBA /1 3aI04BA
Ho-paHo OT 7 HHH Clek [PeKhbCcBaHe JIeueHHe ¢ BeH1a(aKkCHH.

CEP’BK‘-I}’BGTBHTEJ’[H\DCT KbM BEHJ]&(IJ&KCHH HJIH KbM HAKOC OT NOMOLUIHHATE BCIICCTRA.

4.4 CrneqHaJTHH OpelylIpeKAcHNs H CIENAAIHN IPeANa3HA MepKH NpH ynoTpeda

Ynompeba npu deya u poopacmeawu nod 18 zoounu:
BennadaxkcHd He Tpa0Ba J1a ce H3I0JI3Ba IPH JIeueHHE Ha Jieta noA 18 rogumua ep3pact. CYRUHAHO
MOBEACHHE (CYHLIHIHH OIHTH H CYHIIHAHH MHCIHA) H BpOXAEOHOCT (OCHOBHO arpecHs, OIo3HIHOHHO
NOBE&IeHHE H THAB) ca HaboaBaHy Hal-4ecTo B KIHHHYHHTE IPOYYBAHHA HA IEKAPCTBOTO NpH AeNa A0
18 roxa, B cpaBHeHHe ¢ T€3H, TPETHPAHHM C IIIALE00. AKO 110 mpeleHKa HAa KIHHHYHOTO ChCTOAHHE, BCE NakK
ce rpEAnpUeMe JIe4cHue, NalueHTHTE TpAOBa na 6B1ar cTporo ¢leJeHH 3a NNogBa Ha CYHITHAHH
cuMnToMd. B 1onbiaHeHUe, TUIICBAT JAHHH OTHOCHO 0e3011aCHOCTTa Ha ABATOCPOYHOTO JIEICHHE C
Beu1adakCHH BEPXY PACTEXKa, PA3BUTHETO, NOZHABATENHNUTE cnﬂcoﬁﬂm u nnneﬂwge‘to



CaMoybuiicTBO/CYMIIMAHN MUCIH U KIMHUYHO BIIONIABAHE:

JlenpecunaTa € CBbp3aHa ¢ NOBULIEH PHCK OT CYHIIHAHM MUCIIH, CAMOHapAHABaHe U CaMoyOUiAcTBO
(cEOUTHA, CBBP3aHH ChC CAMOYOHHCTBO). TO3H pUCK CHIECTBYBA A0 NOCTHIaHE HA 3HAYMMA pEMHCHA.
Tpii kaTo MogOOpeHUEe MOXKE 1a HE HACTBIIM TIpe3 MEPBUTE HAKOJIKO CEAMHLIM HJIH [IOBEYE OT HAYAJIOTO HA
JIeYEeHHeTO, NalueHTUTe TpAbBa Aa 6BaaT oA cporo HabmoAeHHe 40 NograTa My. KN1THHHYHHAT ONIHT
CO4YHM, Y€ PUCKBT OT CaMOYOUIICTBO MOXKE Na HAPACTHE NMPe3 PAHHUTE €TalH Ha RH3CTAHOBUTENHUS
NIePHOA.

H3BeCTHO €, Y€ NAaLMEHTH C aHamiesa 3a ¢b0MTHS, CBbpP3aHM ChC CaMOYORIHCTBO MM 110Ka3Bally B
3HAYHUTEHA CTENEeH CYHIMIHH RAealuy, MpeaH 3alMo4YBaHe Ha JIeYEHHETO, ¢a H3NOKSHH HA MO-BUCOK PHCK
OT CYMIIHJIHY MHUCJIH WIH OMHMTH 32 caMoyOHiicTBO M TpaOBa Ja 6pAaT BHHMATENHO HAOMIOAdBaHH 110
BpEME Ha jledeHneTo. MeTa-anann3st Ha nanebo- KOHTPOIHpaHd KIHHAYHH H3MHTBAHHA HA
AHTHACIPECAHTHU MPH Bb3PACTHH MaUWEHTH ¢ ICUXHYHH Pa3CTPOHCTRA I0KA3Ba NOBHIIEH PUCK OT
CYHIIMAHO MOBENSHHE [TPH [IAHEHTH N0 25- FOAMHUIIHA BB3pPacT, JIEKYBAHH ¢ aHTHACITPECAHTH B
cpaBHeHHE ¢ 1Uanedo. JlekapcTBeHaTa Tepanus TpAOBa Aa ce ChIIBTCTBa ChC CTpOro HaO/MIOACHUE Ha
NalHEHTHTE, B YACTHOCT HA TE3H,, KOUTO €a H3JI0XKEHH HA BHCOK PHCK,0C00€HO B HAYAJIHATE €TAIH Ha
JIEYEHHETO H CNeA poMeHH B fo3uTe, [[anuerTnTe (M nonaramuyTe rpuxa 3a tax) tpadsa aa Onaar
npeaynpe/ieHd OTHOCHO HEOOX0AMMOCTTA OT HabIIOJCHHE 34 BCEKHM NMPH3HAK 33 KIIMHHYHO BIOMIABAHE,
CYMLIMAHO NOBEASHUE WIIH MHCIIH H HeoOHYaHHM NPOMEHH B MOBEASHHETO, KAKTO H Aa NMOTHPCAT
He3a0aBHO KOHCYNITALMA C JIEKAP, AKO TAKHBA CHMIITOMH ChLICCTBYBAT-

[Tp BCHYKH MaUHEHTH ¢ AcTipecHd TpabBa Aa ce B3MMa noJ BHHMaHWE PHCKa OT CaMOyOHHCTBO. 3a fa ce
HaMaJId PUCKa OT CBPBXJA03HpaHe, MAlMEHTHUTE CJICABA A NOJYYaBaT orpaHu4eH Opoi Kamlcyu,

AIrPECHBHOCT:

ATPECHBHO MMOBEACHHE MOKE Aa c€ HAOMOAaBa MpH NMaHUEHTH, KOUTO IpHEMAaT aHTHAEIIPECAHTH,
BIUIIOYMTEIHO BeHJIadaKkcHH, NpH peAylHPaHe HA J03aT4 M MPH IIPEYCTaHOBABAHE HAa NIpHEeMa. 3aTOBa
BeHNadaKcHH cnegBa a ¢e TpuJIara ¢ IOBUIeHO BHUMAaHKE NPY NaKeHTH ¢ aHaMHE3a 34 arpecHBHO
MOBEACHHE.

AKaTH3Ms/TICUXOMOTOpHA Bb30Ya;
YnoTtpebara Ha BeHnagakCHH € CBbpP3aHa ¢ NI0ABAaTa HA AKATH3HA — HEMPUATHO M CMYIIABALIO ITallHEHTHTE

HECIIOKOHCTBHE M HEOOX0AHMOCT JIa ce ABHXKAT YeCTO ChUYETAHO ¢ HEBB3MOXKHOCT J1a CeQHAT HIIH Aa
3aCTAHAT HEMOABUMNKHO. Han-4yecTo ce NMosBABa B PAMKHTE HA MbPBHUTE HAKOJIKO CEAMHUIH OT JEYCHHETO.
[IpH nammeHTH, KOUTO Pa3BUAT Te3d CHMOTOMH YBeJIHYEHHETO Ha A03aTa MOXe 13 Obae BpeaHO.

MaHua/XUITOMaHUA

Manus/xnnoMaHua Morar Ja ce HabnroaaBaT B Manka 4acT OT NAIHEHTUTE ¢ IIPOMEHH B HaCTPOCHHUETO,
KOHTO ca OWIH JIeKyBaHU ¢ AHTHACSTIPECAHTH, BKIIOYUTENIHO BeHnadakcnd. Kakro u apyru
AHTHJEIPECAHTH, BeHAadaKcHH Tpa6Ba Ja ce NpIiIara ¢ MOBMIIEHO BHAMAHHE NPH NalMEHTH ¢ aHaMHe3a
Wi paMuNHa aHaMHe3a 3a OunoapHu pascTpoiicTea. [TpH nedueHHe Ha JenpecuBHaTa ¢a3a Ha MAaHWHHO-
ACTIPECHBHA NCKUX033, TA MOXeE Aa NipepacTHe B Manniina dasa.

['spuoBe:

I"'ppHOBE C€ MOABABAT MHOIC pAAKO. KakTo H npy ApYyru aHTHAENPECAHTH, BHUMATEIHOTO A03HpaHe
CBYETAHO ¢ NOCTOAHHO H CTPUKTHO HaOMOACHNE HA MALIMCHTHTE €4 MHOIO BAXKHH NPH NAIHEHTH C
enuIencys WM Opranu4yHo 3a00n1BaHe Ha Mo3bKa. [Ipy mosBa Ha rep4OBeE, JEUECHHETO ClIe/Ba Aa Ce

MpeyCTaHOBH.

CEepOTOHUHOB CHHAPOM: -
[Topamu MexaHH3Ma Ha JeiCTBHE Ha BeHNa(paKCHH M PHCKA OT CEPOTOHHHOB cHHﬂpOM J]E‘IGHHE:TO C HEro
TpAfEBa Ja ce U3BBPLIBA C MOBHIIEHO BHHMAHHE B C/Ty4aHuTe, KOraTo ce }(ﬂuﬁﬂﬂﬁpa c ﬂﬂapcm@, KOHTO
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MOBJIUABAT CEPOTOHUHEPrHYHATE HEBPOTPAHCMHUTEPHH CHCTEMH, HaMp. TPUNTaHH, ceneKTHEHH MAO
HHXHOHUTOpH (MOKIIOOEMH/I, TOJIOKCATOH),
JINHE30NUA, CENIeKTHBHN HHXUOUTOPH Ha CEPOTOHHHOBHTE PELICNTOPH HIIH JTUTHH ( BIXK T. 4.5).

ManurHeH HeBpOJENTHYEH CHHAPOM:

KakTo ¥ cenekTHBHUTE HHXMOUTOPH Ha CEPOTOHMHOBHATE PELENTOPH, Taxa U BeHIadakCUH CIeBa ja ce
npuiaara ¢ TOBHIIISHO BHHMaHHE [PH NMAIHEHTH BeYe NPHEMAaI aHTHIICHXOTUUY, ThH KATO CHMIITOMH
MpeANnoJaraiy MaJurieH HEBPOJIENTHYEH CHHAPOM ca HaOmoJaBaHy [pH Te3H KOMOUHANMH (BHK T. 4.3).

MuJpHa3a M 3aKpUTOBIbJIHA IIayKOMa:
BEB Bph3Ka C JleyeHHETO ¢ BeHJa(aKCHH MOXe Aa ¢e NMoayyd Muapuaza. [IpenoppydTeHO € nalHeHTHTE

¢ MIOBHIIIEHO BHTPEOYHO HANATAHE, NPEApa3IoNoKEHH KbM Pa3BHTHE Ha 3aKPHTOBIbIHA TV1aYKOMa, Aa
OBaaT HaOMIONABAHH OTOIN30.

YeproapobHa u 650pedyna ¢yHKIN:

[Ipenn 3ano4yBaHe Ha IEYCHHETO, CIISABA Aa ce H3CIeABa YepHoapobHara n 6s0peynaTa QyHKIIUA Ha
nmanueHTaTe. [Ipy nauueHTH ¢ YepHOAPoOHA HHPO3a UK CPeliHa AC TexKa {pOpeuna AuchyHKInd
KJIMpBbHCa Ha BeHNTadakcHH U aKTHBHHA MY MeTaOdomuT e 3abaBeH H ENHMUHALIMOHHHUSA TTOTYXKHUBOT €
yabIKeH. MoXe 1a ce HalnoKH H3MOI3BaHEeTO Ha TTO-HHCKA 033 H No-paAKO npuwiokeHue. Kakro H
APYTUTE aHTHIENPECanTH, BeHnadakcuy cleasa Aa ¢e npuiara ¢ NOBHIEHO BHUMAaHHe [IPH TE3H
NALHEHTH.

Jlnaber:

[Ipu nanuentu 6omHu ot Auaber nevenuero ¢ SSRI/SNRI moxe ha moBnHsAe IMIOKO3HHA KOHTpo. JlosaTa
Ha MHCYJIMHA W/HJIN MEepopaliHuA aHTHAHAOETHYEH TTPOAYKT MOXKE Ja ce HaJIOXH Aa Oble KOPHIHpaHa.

Xunonarpuemus H SIADH (cuaapoM Ha HapyieHata cekpeuns Ha ADH):

Mma camo eOuH onHcaH cIy4ail Ha XHIIOHATPHEMUA BLE BYB3KA ¢ aHTRAenpecanTy (Bial. SSRI),
BeJIeAcTBHE Ha npexoaeH SIADH (cuaapoM Ha HapylueHarta cekpela Ha ADH). B nosedeto ciny4an
TOBA CTaBa [IPH BH3PACTHH NAMHEHTH, NAlIMEHTH HA JieYeHHe ¢ JUYPETHLM MM TAKHBA ¢ HAMaJIEH
nia3mMe o0eM nopagw APYrH NpyU4dkH. B NOCTMAPKETHHTOBY NIPOYYBaHMA € IMAJI0 CaMO PEOKH Chyvan
Ha SIADH npu neverne ¢ BennadakcHH 1PH B3PACTHH nagueHTH. Bhnpekn ye Tean cuOuTHA ca
BBb3HHKHAIH NPH JIeMeHHe ¢ BeHJ1adakCHH, HUKaKBa NMPHYUHHO-CIEACTBCHA BPb3Ka HE € YCTaHOBCHA. ima
OTTMCAHHU PEAKH CAYYaH HA XHIIOHATPHEMHA TIpH JIEYeHHe ¢ BeHnadakCHH [IOBEYETO Cpell Bb3pacTHH
NallMeHTH, KOUTO C€ Bb3CTAHOBABAT CJI¢/ NpeKbCcBaHe JIeHeHHETo ¢ BennatakcuH. Ilpunoxkenuero Ha
BeHJIa)aKCHH CJIeABa Jia C€ U3BbPIIBA ¢ BHUMAaHHE, OCOOEHO NpH B3PAcTHH MALMEHTH H 0C00EHO aKko Te
ca Ha JICYEHHUE ¢ JUYPETHIH HIIN AKO UMaT XHIIOBOJIEMHA.

BHHMAaTEIHO JO3UpaHe ¢ HOCTOIHHO W CTPUKTHO HAOMOJeHHE HA NAMEHTA C€ HANAra [pH:

e Hapymenue B ypHHHpaHeTo (Hanp. npocTarHa Xdaneprpo$us, BEOPEKH 4e NoA00HH MpobieMH He
ce OYaKBAT ThiH KaTO aHTHXOJUHEPrHUHHA e(eKT Ha BeHIagakcHH e c1ad),

e OcTpa 3aKpUTOBIbIIHA TIAYKOMa, IOBHIIEHO BbTPEOMHO HaNArase { OTHOBO HMa MAIbK PHCK OT
BPE3HHKBAHE HA MpoOnemMy Npu Nedenue ¢ BeHla(akcuH Mopaju c1abusa My aHTHXOIHHEPTHYEH
eeKT);

HHCKO HIH BUCOKO KPBBHO HalAraHe; .

CbpeHHH CHCTOSHUA KaTO HNPOBOAHY HapPYWICHHA, aHTHHA IEKTOPHC HIIH TPeceH MHOKapacH
uH$apkT. B Taxupa cayyau Tpsabsa 1a ce B3eMar CTaHAAPTHUTE NPEANA3HH MEPDKH H
IEKAPCTBEHUTE NPOAYKTH, KOHTO CE NPUIaraT B ChY€TaHHE C BEHJIA(aKCHH clieBa BHHMATETHO
1a ce IO3HPaT;

Crpaedro-Cpa0BH 3abonaBanig, HUCKO HIH BUCOKO KPBBHO HansjAraHe: | .
J1030-32BHCHMO MOBUINIEHHE HA KPHBHOTO HAJsTaHe € HabMogaBaHo YecTo B. {{IfHHHHHHTG H?-HHTBaHHH
0c0DEno npu AnepHH 1034 no-ronemu ot 200mg. IlocTosaHHOTO HDBHH.[EIB/B:H&HE @EBHGW Hgﬂﬂraﬁe
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MOIKE Ja HMA HeXellaHM ocieACTBUA. [Ipd nanyeHTH Ha BeHaadhakCHH ¢e NpenopryBa H3IMEpPBaHe Ha
KpBbBHOTO HalAraHe. HamaneHHe Ha q03aTa WM [PEKBCBAHE HA JICYCHHETO C& HMA B IPSABH/ IPH
HAUMEHTH KOUTO UMAT TIOCTOAHHO MOBHLICHHUS HA KPLBHOTO HanaraHe (0CTpa ¥ HEKOHTPONMpyeMa
XHIIEPTEH3HA) IPH IIPHEMaHe Ha BeHaadakcHi. BB3MOKHO € 1a UMa YCKOPeHHUE Ha nyJjica, oco0eHo npH
BHCOKH J034. [pabea Aa ce o0bpHEe BHHMAHKE HA MMALHEHTH, [PU KOUTO YCKOPEHHA MYJIC MOXKE A2 BIIOLIH
MPOTUYAHETO HA CBHITBTCTBAILM 3a00NABAHUA.

HabmonaBaHy ca 3HaUMTENHM HapyIIEHUs HA KOHTPOJIa HA KPBLBHOTO HANAraHe (Xunep- ¥ XMIIOTSH3Nd) H
NpPOBOJHH HAPYIIEHUA, OCODESHO NMPH Bb3PACTHH NAllHEHTH, OMKUCAHA € Bh3MOKHA Bph3ka Ha BeHIa(hakCHH
H OCTpa MHMOKapaHa ucxeMus. CliegoBarendo BeHnadakcut TpadBa 1a ce npuaara ¢ MOBHIICHO BHHMaHHE
MpH NAHEHTH ¢ OCTpa MUOKapHa HCXeMMS, OCTpa LiepeOporacKynapHa 00/lecT WiIn APYro J0Ka3aHo
CBPASYHO 3200/MBaHe, KOETO MOXKE 1A YBEIMYH PHCKA OT KAMCPHU APHTMHH.

3naunmu npoMeHH B PR, QRS nnu QT uHTEepBainTe ca 3abeis3aHy paaKo B MALMEHTH JICKYBaHH ¢
BennadakcuH B KTHHUYHATE [IPOYYBAHHUS.

XHIEPXONeCTEPOIEMHS:
Ilpn nauwenT Ha BeHnadakcHH, KOHTO ca JIEKYBaHH B POABIKEHHE Ha TIOHE 3 Mecelid B miauebo-

KOHTPOIUPAaHN AbATOCPOYHH IIPOYYBAHHA, € BE3MOXNCHO Ja Ce I0ABH KIMHUYHO 3HAYHMO AOBHIIEHHE HA
xonecrepona. Ilo BpeMe Ha ABJICOCPOUHO JIeUeHHe clie[Ba Ja ce 0Opbllia BHUMAHHE HA CEPYMHOTO HHBO
Ha XOJIECTEPOJa HA NauueHTuTe. [Ipn Bh3HMKBAHE HA XHIIEPXOJECTEPOIEMU, CIECABA 1a € OOMHCIIH
JICYEHHETO WK MPEMHHABaHE Ha APyl aHTHACTIPECAHT.

Br3pacTiu;
Brn3pacTHHTE MallHEeHTH €A YECTO NO-YYBCTBHTENHH KbM aHTUISNPECAHTH. Y BEJ Ht{aBaHem Ha 1034aTa

TpsiOBa Ja cTaBa ¢ 0cobeHO BHIMaHHe (BUX T. 4.2).

Puck OT KbpBEHE:

PHCKBT OT KbPBEHE OT KOXAaTa U NHraBHIATEe MOJXKE Ja ¢e MOBHIIY IIPH NAlHEHTH HA BeHnagakcHl. Kakro
M NPU ApYTH JIEKAPCTRA, KOUTO NOBIMABAT 0OPAaTHOTO CEpOTOHHHOBO 3aXBalllaHe, BeHIadakcyuH CIeaABa
Ia ce NIPHIara ¢ MOBHINIEHO BHAMAHKE NMPH NALHCHTH ¢ MOBUILIEH PHCK OT KbPBEHE.

CHMNOTOMH HAa OTHEMAHETO HAOMIOIABaHH NPH CHHPAHE TEUYCHHETO ¢ BeHaadaKCHH:

CHMNTOMH Ha OTHEMAHETO CJIeA NPEeKbCBaHe Ha JICUSCHHETO ca YecTH 0COOeHO aKko NPeKLCBAHETO € PA3KO
(BrK T. 4.8).

Pucka OT nosiea Ha CHMIITOMHTE Ha OTHEMAaHE MOJKE J]a 3aBHCH OT HAKOJKO (PAaKTOpa, BKIIOUHTEIHO OT
NPOABILKUTEIHOCTTA Ha IEYEHHETO H JO3UPOBKATA, H CTElISHTA Ha HaMaJIeHUe Ha 103aTa. 3aMasHOCT,
CEH30pHH HapyleHus (BKJI. IApecTe3rs ), HApYIIEHHS Ha ChHA (BKJI. HHCOMHHA H APDKH CBHUINA), TPEBOTa
1 Oe3IOKOHCTBO, rajicHe H/HIIH NMOBPBIAHE, TPEMOD M r1aBoOOJIHE Ca cpe Hal-UeCTUTE CHMIITOMH.
OOHKHOBEHO T€3H CUMITTOMH Ca JIEKHM A0 CPeJAHH, HO MPH HAKOH MAllHeHTH MOTaT Jja ObAAT ¥ TEXKH NO
HHTEH3HTET. 1€ OOHKHOBEHO ce NPOABARAT B ITbPBUTE HAKOJIKO AeHA OT NMPEeKbCBaHE HA JICYCHHETO, HO
HMa MHOTO peIKH CNy4aH, B KOHTO C¢ [IOABABAT H [P NMPpOIYCKaHe Ha €Ha A03d M0 HEBHHMaHHUE.
OGHKHOBEHO TE3H CHUMNITOMY €A CAMO-OrPalNYaBaly ¢ ¥ OTMUHABAT B pAMKUTE Ha 2 CeNMUIM, KaTo
NPH HAKOH MAMMEHTH MOTraT Aa NEPCHCTHPAT no-Asiro (2-3 Mecena Uiy noscye). [lopaau Topa ce
[penopbuBa MIPHU NPeKbCBaHe Ha NSYCHHUETO, TO3UTE /1a C€ MOHMKABAT NOCTEIIEHHO B PAMKHUTE HA HAKOJIKO
CEIMMIM HIIH MECEII, B 3aBUCHMOCT OT HYXAUTe HA MaldeHdTa B CHMIITOMUY HA OTHEMAHETO
HabMogaBaHd NIpH ciHpaHe nedCHHEeTo ¢ BeHnagakcul, 1.4.2)

4.5 BaanmoaeiicTBHe ¢ APYrH JCKAPCTBCHH NPOAYKTH H APYIn (YOPMH HA B3aHMOAEHCTBHE

MAOQO-HBEXHOUTODH:

Hexxenanu peakiiuu (HAKOM OT KOUTO TeXKKH) ca Hablogasany npHy Clyyad, B KOUTO JICYEHHETA C
BCHJIA(AKCHH € 3anoyHaI0 CKOPO CIeA NPEKbCBaHE HA JIeUEHHUE ¢ MAO-HHKHGHT{}[)H H-KOTraTo JICUCHHE C
MAOQO-HHXHOATOPH € 3aI04YHAIO CKOPO CJIe/] MPEKbCBAHE IEHEHUETO C BE )aKCHH, Te:amTpaHHt{HH

peaKIMy BIIIIOYBAT: TPEMOD, [I0TEHE, MHOKIOHHH, FacHe, NI0BPbBILAHE, 33 ap}iﬂﬁaﬁe, Bamaﬁﬂbcig
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XHIIEPTEPMHUA CHC CHMIITOMH NPHJIMYAIIH HAa MAJIMTHEH HEBPONCNITHYEeH cuHipoM. Ilopaan Hann4IneTo Ha
TaKMBa PeaklMN H TeXKHTe (IToHAKora fopu darajiHH) B3aUMOLCHCTBMA, ONTHCAHH [IPH ChBMECTHO
NPUJIOKEHHE K NPHIOXKEHHe HemocpeacTBeHo cnell MAO-uHxuOHTOPH, HIIH APpYTrH aHTHACIIPECAHTH €
papmakonornden edext OyHIBK 00 TO3H HA BEHJ1a(aKCHH, Toi He TpadBa fa ce IpUiara CbBMECTHO C
MAQ-puxdbHTOpD HNH B paMKHTE HA 14 AeHa cief NIpeKbeBaHETO Ha jieueHHe ¢ MAO-HHXnOuTOpH.
Jlewenue ¢ MAO-uHXEOMTOP CleABa Aa 3an0vBa HE MO-PaHO OT 7 JICHA CE] CNHPaHEe NICYEHHETO C
BeHnadaxkcHH (BUX T. 4.3). |

T1pu 3anouBaHe jieyende ¢ peHnadakcuy 14 xewa cien neyenne ¢ MAO-unxubuTop e a00pe 1a ce
3aM0YHe ¢ €AHHUYIHA JHEBHA 1032 OT 37.5 mg BennadakcHH 3a MbPBUTE HIAKOIKO ACHA.

opanTte npenopeky 3a cnenHpEYIHNETE HATEPBAIH MEXAY NpeKbCBaHe HA nedeHHeTo ¢ MAO-
MHXUOMTOPH H 3aN0YBaHe neyeHHe ¢ BenIadaxcuH ce 6a3upar Ha JaHHN CBBp3aHu ¢ HeoOpatuMH MAOQO-
HHXHONTOpH. MHTEpBATLET HEOOXOANM MEXKAY PEeKbCBAHE Ha JISUeHHETO ¢ MowobeMua (obpathM MAO-
HEXUOHTOP) M 3aII04YBaHE HA JIeueHHe ¢ BeHJadakcuH Moxe na € noa 14 neHa. Bee nak nopaay pHCKa OT
HEXKeJIaHH peakiHH (KaTo no-rope OlNcaHuTe ), CBbp3anu ¢ MAO-HHXUOHTDH, clieBa Aa C€ OCHTYPH
JAOCTaThUYEH MEPHOJ] HA M3YHCTBAHE NPH IPEMHUHABAHE HA NMAHEHTUTE OT MOKI0o0eMH]] Ha BEHIAa(aKCHH.
[Ipu onpenendare Ha JOCTAaThYeH MEPHOJ HA U3YNCTBAHE CJISABA A C¢ B3EMAaT O] BHHMaHHE
apmakoIorndHKTe 0COOEHOCTH Ha MOKN00EMH I, KAKTO M KINHUYHATA OlIEHKA HA BCEKH OTAECECH
[MALHCHT OT JIEKapA.

AKTHBHH BELIECTBA C PUCK OT CEPOTOHHHOB CHHAPOM:

ITopaam Mexannsma Ha JeiicTBHe Ha BeHnagakCHH H PUCKA OT CEPOTOHHHOB CHHIAPOM, NPHIOXKEHHETO MY
Tpalpa 1a cTaBa ¢ MOBHINEHO BHHMAaHHE, B CJIy4anTe KOrato ¢¢ Hajlara ne4eHue B kKoOMOHMHanus ¢
NIEKApPCTapa, TOBIHABANIN CEPOTOCHUHEPIHYMHHTE HEBPOTPAHCMHATEPHH CUCTEMH, HAIIPHMED: TPUNITAHH,
cenekTHBHH MAQO — uHxubuTopn (MoKIobeMHA, TONOKCATOH), THHe30MuA, SSRI win nuTHil (BHXx T. 4.4).

AXTHBHH BELIECTBA C PHCK OT MATUIHEH HEBPONEITHYEH CHHIAPOM:
Kaxto n npu SSRI sennadakcHH cneapa Aa ce npuiaara ¢ nOBMUIEHO BHUMAHHE MMPH NAIIHEHTH, KOUTO

BCHC ITOJIYYaBaT aHTHIICHXOTHIIH, TBH KATO CHMIITOMH, npeanonaraul MAMHIHEH HCBPONCIITHYMCH

CUHAPOM €a ONIHCAHHU NPH NPHWIOKEHHETO HA Te3H KOMOHHANUH
(Brk T. 4.4).

Anda n 6eT1a CHMNIAaTOMHMETHIIN:
Anda u 6era cuMmaTOMHMETHIH (ApEHANKMH, HOPaAPEeHAIHH, JONaMHH) B ClIy4ail Ha KPbBOCITHpAH
NMPOLEAYPH, BIUTIOUBALIH [TOXKOXKHHA H WHXEKIUH BbB BEHIIUTE MOTAT 1a NPHYWHAT HapYIICHHE B
KaMepHaTa 4eCToTa Ha ChpLETO, MOpaiu MOBULUICHa ChpACUYHA B30y IHMOCT.

BennadakchH B chueTaHie C HHTPABEHO3HO NPUIIoKeHY anda u bera ajpeHOMUMETHIIH MOXe 1A
MPHYHHH NPACTHITHO IIOBUIIEHHE HA KPBhBHOTO HAIATaHE, ¢ Bh3MOXKHO HAPYIHEHHE HA ChpACYHHA PHTHM
(HapyllIeHHE HA JOCTHIIA HA CHMIIATOMHMETHYHHUA JIEKAPCTBEH NPOAYKT A0 CHMIIATHKOBHTE (PHOPH).

Koat kanrapvon (Hypericum perforatum}:
CBHBMECTHOTO NpUIMKEHHEe Ha BeHJIaakCHH C % BJIT KAHTAPHOH MOXeE J1a JOBEAE 10 MOTEeHIMPaHe Ha
CepOTOHHHEPrHYHATA AKTHBHOCT C NOBHINIABAHE YECTOTATA HA CTPAHHYHHE PEaKIIUH.

ENeKTPOKOHBYJICHBHA TEpANMAL:

HMa Manko KITMHHYEH OMHAT 3a MPH/IoKeHHE Ha BernadakcyH Ha POHA HA €NEKTPOKOHBYJICHBHO JICUEHHE.
[IpenopbuBa ce TO J1a C€ NPOBEX/A ¢ MOBHIIEHO BHUMAHNE ThH KaTo € OMHUCAHA YBEJIHYCHA
NpOABDKUTEHOCT Ha TEpYoBeTe Npy gedeHue ¢ SSRI anTHaenpecanTH.

AJIKOXOII:

dapmaxokHHeTHYHHTE [Ipodunn Ha BeHnadakcruH, ODV | eraHon He ce IPOMERAT CIIE/ [IPUEMAHE Ha
eranon (0.5 g/kg, BeAHBK THEBHO) OT 3ApaBH J00poBoiiy. Bernadaxchn He yBeIH1aB2 HapyIEeHHETO HA
MHCIIOBHUTE H MOTOPHHTE CIIOCOGHOCTH, MPHIMHEHO OT AIKOX0NA. Bee DK, KakTo NPH BCHHKH JIeKapCTsa
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MOBJIMABALH HEPBHATA CHCTEMA HE Ce NPenopbyBa NPHEMAHETO HA aJIKOXOJI B KOMOHHAIHA C
BeHJ1a(aKkCHH.

AHTHKOAI'YJIAHTH:

[IpHOXKEeHHETO Ha CEIEKTHBHH HHXHOWTOPH Ha cepoTOHHHOBHA obpareH 3axsat (SSRIs), TpadOBa ga
CTaBa ¢ MOBHIIEHO BHAMAHHE [PH CEBMeCTHO NpuioxeHue ¢ antukoarynautd (HCIIBC, npoussoanHu Ha
CATMLIMNIOBATa KWCENHHA, THKIOIHIHH K Ap.) HIIH APYTH JE€KAPCTBEHU NPOAYKTH, KOUTO MOrar Aa
YBEJIMYaT PUCKA OT KbpBeHe. Tpsbpa 1a ce BHMMAaBA NIPH MAalJHEHTU C HapYLICHHE B KPBBOCHCHPBAHETO.

JlekapcTBa 3a MOHMXXEHHE HA TETJIOTO:
BezonacHocTTa H €(DeKTUBHOCTTA Ha BeHJIadaKCHH B KOMOMHAIMA © JIEKApCTBA 332 NNOHHW)KEHHE HA TErNoTo

(BKJI1. peHTepMHH) He € Onna ycraHoBeHa. ChuetanaTta ynoTpeba Ha BeHnadakCHH XMAPOXJAOPH H
JICKapCTEA 33 MOHIKEHHE Ha TETMIOTO HE Ce MpenophiuBa. BennadakcHH XHApoxaopHa caM no cede cH
WJIH B KOMOHHALMA C JPYTH JIEKApCTBa HE € MPSAHA3HAUEH 33 MOHMYKeHAaBaHe Ha TErJIOTO.

Kiozanu:

CJ'IeIl [MPHIOAKCHHC Ha BEHJTa(l!aI{CHH HMa Ccily4ad Ha NOBHUICHO HUBO Ha KIO3allHH, CBBP3dHH CbC
CTPAHUYHH pCAKIHH KATO I'bPYOABL.

Bapdapun:

[TpH naiHeHTH Ha NeveHHe ¢ BapdapHH ¢a OIMNCAHH CJIy4aH Ha YCHJIBaHE HA AaHTHKOACYJNaHTHHA eeKT,
BIJTIOUHTEJTHO YEEITHUYEHHUE HA TIPOTPOMOHHOBOTO BpeMe, MapLHATHOTO TPOMOOIIIACTHHOBO BpeMe HIIHN
MEXYHAPOAHOTO HOPMANH3HPAHO OTHOLOEHHE BpEMETO HA KbpBeHE/checHupBane (INR) cnen npuemane Ha
BeHNa(aKCHH.

HMutnii u JInasemnam:

dapMakoknHeTNUHHATE CBOMCTBA Ha BerHnadakcHH u O-nesMmetunBennadakcud (ODV) He ce NpoMeHArT,
KOTaTo Ha 37paBM JoOpOBONLM ce npujara BeHnadakcHH (B A030B pexuM oT 50 mg Ha BcekH 8 4yaca)
3aeAHO ¢ Auazenam (eAnMHHYHA go3a oT 10 mg) unn autui ( eaunHyHa 1o3a ot 600 mg). [1panoxeHHeTo
Ha BeHjaakCHH HAMA edeKT BHpXY NCHXOMOTOPHHUTE H INCHXOMETPHYHHMTE €(EKTH HMHIAYIUPAHH OT
nutua. FiMa nanHm 3a B3auMOAEeHCTBHA MEXAY JHTHH M BeHadakCHH, BOJEMIN A0 YBEITHYEHH JTHTHEBH
HHUBA.

[IMMETHIHH;

umeTnaun uaxubupa first-pass — Merabonu3Ma Ha BeHaadakcHH, HO HIMa edekT BbpXy (POPMHPAHETO
HJIH eNMUMUHApaBeTo Ha O-aesmeruiBeHnadaxcud (ODV), koliTo € B MHOTO MTO-TOJIEMH KOHIICHTPALHH B
CUCTEMHOTO KpbBoOoOpamenHe, He ca HeoOXoAMMH KOpeKLMH B  JO3HPOBKATa TNPH €IHOBPEMEHHO
NpHAOXKEeHHe Ha BeHNaakcHH M LUMMeTHAHH. IlpH BB3pacTHM IALMEHTH M TakMBa C YepHOApOoOHA
IUChYHKIUA € BB3MOXHO B3aUMOACHCTBHETO B4 € IMO-CHJIHO H3pa3seHO M NPH TAX C€ NpenopbyBa
BHHUMAaTENHO HaOJII0JeHHE NPH €THOBPEMEHHO NPUIOKEHHE Ha BeHIapakCHH ¥ LIUMETH/IMH.

PUCnEepHIOH:

[Io BpeMe Ha €AHOBpPEMEHHO TPHIOXEHHE HAa BeHTadaKCHH H pPHUCNIEpHAOH, BEHNIa(aKCHH YBEJHYHABA
AUC (+32%) na pucnepuaoH 1 nonmxkapa CL/F (-38%) noxato AUC Ha 9- mpooxcupncneponnﬂ H
akTHBHHUA MeTabout (pucnepoaoH u 9-OH- pucnepogon) He € 3HaYHMO POMEHEH., |
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(PapMakoKHHETHYHO NPOYYBAHE ¢ HHARHABHP nokasBa 28% noHmwkenue Ha AUC u 36% nonnxeHue Ha
Cumax Ha HHIMHABUP. VHAMHABHP He NpoMeHs (papMakoKHHETHKATa Ha BeHnadakcuy u ODV,
KAMHHYHOTO 3HaY€HUE HA TOBA B3aUMOACHCTBHE HE € SCHO.

XaAnonepuao:

[Tpu npunoxkeHre Ha BeHMadakCHH B YCIOBHA HA CTA0OMIHO ChCTOSHHUE C& NOHWKABA [EPOpaIHHA
KIHPBHC HA XalOMnePUI0I, KoeTo Boau Ao noeuiienve Ha AUC ua xanonepunon. B nomonnenue Cp,, Ha
XaJoNepHa0JI C€ YBENHYaBa NPH CEBMECTHO NPHIOKEHHe ¢ BEHIA(aKCHH, JOKATO eNUMHHAITMOHHHA
NoNnyKHMBOT (1 ) OcCTapa HenpoMeHeH. MexaHu3MbT Ha TOBA B3AHMOACHCTBHE OCTaBa HEH3BECTEH.

HmunpaMuH:

Bepoarno nMunpamuH uHxubupa CYP2D6-meaunpaHoTo o6pazysaHe Ha O-aeameTHnBeHnadakcHi. Bee
nak obiiaTa KOHIIEHTPALH Ha JBEeTe akTHBHH BelnecTBa BeHadakcui and O-ae3amernileernadaxcul
(ODV) He ce MOBIHA OT €IHOBPEMEHHOTO IIPWICKEHHE ¢ MMHITPaMHH | CJIe/IOBaTe/IHO HE € HeoOXoAHMa
KOPEKLMA B 103upoBKaTa. PapMaKOKHHETHYHHTE XapaKTePUCTHKH Ha UMUNpaMud B 2-OH- uMunpaMuH
He ce moBiIUABaT o1 BeHnadakcuH. Bee mak AUC, C ., and C i, Ha Ae3HIIpaMHA CE YBEIHYABAT C
npubnuzureHo 35% npu Hanu4KEe Ha BeHnadakcuH. Ha nmaue e 2.5 — 4.5 xpatHo yBennyenne Ha AUC nHa
2-OH- pesunpaMuH.

PeTpocniekTHBHA OIEHKA HA MAHEHTH Ha KOMOHHHPaHO NeYeHHe ¢ BeHnadGaKCHH H AHTHXHUIICPTEH3HBHH
HIM XHIIOTJINKEMHYHH JIEKapCTBA NPH KIHHHYHH IPOYUYBAHNA HE [aBa CBEJeHNA, PeANoararH
HECBEBMECTHMOCT Ha JICUeHHe ¢ BeHladakCHH U JIeUeHHE ¢ TTOA00HH NeKapcTha.

HAMa KIMHUYHA TpoYUBaHUA HA edekTa 0T kKoMOMHANHH OT BeHIadaKcHH 1 APYTH aHTHACIPECAHTH.

AKTHBHM BelLIeCTBA, kouTo HHXHOHpat CYP2D6 and CYP3A4:

OCHOBHUTE ITFTHIIA HA ETHMUHHPaHe HA BeHaadakcuH ca uped CYP2D6 u CYP3A4 cuctemure.
Bennagakcun ce Merabonn3upa raasHo B uepHus Apod ot uzoeH3nM CYP2D6 1o akTHBHHSA cH
meTabouT O-nesmerwilsennadakcua (ODV) u ot CYP3A3/4 no N-nesmervneernagakcud. CYP2D6.
B13 ocHOBa Ha dlapMaKOKHHETUYHHA PO UN HA BeHTahakCUH NP NAUUSHTH, SIHOBPEMEHHO
npueMa CYP2D6 unxuburopH He € HeodxoauMa KOpeKLHA Ha J03aTa. BsauMoaeicTENATa NpH
eHOBpeMeHHO npHioxkenHe Ha BeHnadakcuu ¢ CYP2D6 u CYP3A4 unxnbutopH (1BaTa Halt-BaXHH
LTA Ha enAMHHAIMA) He ca npoyucHu. Buapexu ue CYP3A4 ¢ no-cnado 3acThbiieH IThT B MeTa0OIM3IMA
Ha BeHNadakcuH B cpaBHeHue ¢ CYP2D6, nMa Bp3MOKHOCT 3a KITHHHYHO 3HAYHMO B33HMOJECHCTBHATE
mexay uaxudbutTopu Ha CYP3A4 Metabonn3Ma u BeHnaakcHH, KOSTO MOXe J1a AOBEAE A0 BHCOKH
nja3Meny HUBA Ha BeHnadaxcrn B 6asuu CYP2D6 metabonnsaropn (7% ot HaceneHneTo B EBpona).
[Topaan Toea MowHM CYP3 A4 nHxuOuTOpH (HaNp. KETOKOHA30M, €PUTPOMHLHH, IUMETHIHH,
BepanaMKi) MM JJeKapcTBeHH koMOHnanuu, kouto HHXubupar CYP2D6 u CYP3A4 cneaea na ce
IIPANIATAT CbBMECTHO C BEHJIA(PAKCHH CaMO ITPH CTPOTH HHAHKALHM, EAHO dapMakOKMHETHYHO IPOYYBaHe
nokasea ypeanmdedd HuBa Ha AUC (+36%) npu 65p3u metabonuzaropu Ha CY P2D6 cucremara, 10KaTo
MHOro rojaaMo yeenHucHue (10 okono 200%) na AUC e nabmogapaHo npy HHAUBUIH JIOLIH
meTabonusatopu Ha CYP2D6 cucremara.

AKTHBHH BELIECTBA, KOMTO ce MeTaboH3upar ot UuToXpoM P450:;




In vitro u/HnH in vivo Mpoy4BaHUA MIOKA3BAT, Ye BeHnadakcHH € CpaBHUTENHO c1ad HHXHOHTOD Ha
CYP2D6 u ye sennadaxkcun He uuxubupa CYP1AZ, CYP2C9 unu CYP3 A4,

Ceup3BaHeTo Ha Bemadakcu 1 O-ae3MeTHBeHNadakcHH ¢ M1asMeHH npoTentu e 27% u 30%
cboTBeTHO. [lopaan ToRa B3aHMOMEHCTBHATA IPHYMHEHH OT CBBP3BaHE C MPOTEHHH HA BEHIa(aKCHH H
HETOBHA Haii-BakeH METa0ONMUT ca ¢cnaQo BEpOATHH.

4.6 bpeMeHHAOCT H KhpMEHE

BpeMeHHOCT:
HsamMa ocTaTbuHO JaHHH 3a edeKTa oT ynoTpebdaTa Ha BeHJIadakCHH ipd OpeMenHH XKeHHN. OrpaHu4YeHUTE

NaHHH, CHOpAHY J0Cera, HE II0KA3BaT YBEJIHYEH PHCK OT BPOACHH AHOMAITHH HIIH APYTH HEXelaHH
peaKlMH BEpXY OpeMeHHOCTTa Hild HepOoAeHOTO Aete. ONHUTH ¢ XXHBOTHH €A NOKa3aJH PENpPoAYyKTHBHA
TOKCUYHOCT (BHXK T. 5.3). IloTeHUMaTHWA PUCK IPU XOpa € HEH3BECTEH.
AKo BeHnaakCHH ce € ITpuiaaral Npoab/KUTEIHO BpeMe 10 BPEeMETO 3a paX/laHe, MOXe Jla ce€ OYaKBa
NMpoABa HA CHMIITOMH Ha OTHEMAHETO NPH HOBOPOACHOTO. BennadakcHH He TpadBa Ja ce npuiiara npy
OpeMEHHH, OCBEH NpH KpaiiHa HeOOX0JUMOCT.

@

KBspMeHe:
BennagakcuH U akTHBHHAT MY MeTab0JIMT Ce éKCKPETUpaT ¢ MIAKOTO. He ca ACHHM NoC/eACTBHATA OT

TOBA 3a KbpMaueTo. [Topaayn Topa TpaGBa Aa ce B3eMe PellieHHE J1a € CIpe/IPONBIKH KbPMEHETO HIH Ja
ce cApe/npoABbIKH JieUeHHETa ¢ BeHNadaKCHH KATO CE B3UMAT 1o BHHMaHHe NMOM3UTE OT KbPMEHETO 32
JETETO W MOJ3BUTE OT NeUeHHeTO ¢ BeHapakcHH 3a MaifkaTa.

4.7 EdexTn BLpXy cOocobnocTTA 32 110 Hpane 7 pabora ¢ MalllHHH

Bernnadakcud HE TOBIHABA ICHXUMOTOPHUTE, KOTHUTHBHUTE HITH KOMIUIEKCHHTE MOBEASHYECKH MOTHBH
[IpY 3APABH EB3pacTHH. BeaKo NCHXOAKTHEHO JIeKapeTBo, ofaue MOKe Aa nHXuOHpa cnocoOHOCTTa 3a
sICHA MIperieHKa U modupane. [Topaayu Topa narmenTHTe TPAOBA 1a 6BAaT NpelynpexAaBaHH 3a
€BEeHTYAJIHHA HapYyIUeHHUs B TAXHATA CMOCOOHOCT 3a wodHpaHe ¥ paboTa ¢ MALIHHH.

4.8 Hexenann NeKapcTBEHH PCAKIHA

[TanpeHTHTE ¢ AEMpecHd NOKA3BaT MHOXKECTBO CHMITOMH, KOMTO Ca CBBbP3aHH C (MNIH C€ OTHACAT KBbM})
KJIMHHYHHA cTaTyC Ha 6onectra. [Topagu ToBa noHdKkora e TPYAHO Aa ce MMpeleHH falu HabmodaBaHuTe

CHMIITOMH Ca pe3yaTaT Ha caMaTa OonecT HilM ca HeXXelaHa peakmia KbM JIEKApCTBOTO.

BEB BCAKO rpyNEpaHe 110 YECTOTA, HEXXEIAHUTE PEakLMKH ca IPEACTABEHH B HU3XO/ALIA CTENEH.
CneHNTE HEeKENAHH peaki|i €a pa3acIeHH B CICAHUTE KATEFOPHH.

Mmuoro uectu: >1/10

YecTH: >1/100 to <1/10
Heuectn : >1/1,000 to<1/100
Penmxu: >1/10,000 to <1/1,000

Muoro peaky: <1/10,000, HeusBecTHa HecToTa ( He MOXe 1A ce YCTAHOBY-OT HAAWUHHTE JaHHH).
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ChpAcYHH HAPYUICHHA:
HeuecTu: apUTMHUH, BKJI. TAXHKApIH
MHOro peakH: yabikapaHe Ha QRS u QT uHTeprana.

Hapyiienus Ha KpbBTAa H THM(QHATA CHCTEMA:

HeuecTn: eKXHMO3H, KbPBEHE OT JIHraBUIIHTE.
Penxu: YABJKEHO BpeMe Ha KbpBeHe, TPOMOOLHTONEHN.
MHoTro peakH: KPHBHHA 3a00719BaHNsA (BKJI. ArpaHyJIOIIUTO34,

anaacTUYHA AHEMHA, HEYTPOIICHHA H MAHLHTONCHH).

HapyuieHns Ha HepBHATA CHCTEMA.

YecTH: CHHJIMBOCT, BHEHE HA CBAT, IJ1aBO0OIHE, TOBUIIECH MYCKYJIEH TOHYC,
APECTE3NA, TPEMOP.

Heuecth: MHOKJIOHYC.

Penxu: bPYOBE, MATKUIHEH HEBPOJENTHYECH CHHAPCOM, CEPOTOHHHOB CHHIPOM.

MHOro peakn: eKCTpanupaMHAHA HapyIIeHHA { BKJI. AUCTOHMA H JHCKHHE3HA),

TapJAUBHA JUCKUHEIUA

Hapynicnns Ha ouuTe:
YecTn: HapYLICHA akOMoaalHA, MUApUa3a, BH3YAJIHU HAPYLOCHMUS.
MHoro peaku: 3aKPUTOBIBIHA MITaykoMa, TEXKa rImayKoMa.

Hapymenna Ha yXoTo 1 1abHpHHTA:
HewecTn: IIyM B YHIMTE (TYHHTYC).

PecnnHpaTOopHH, IPBAHH U MEAHACTHHAJIHY HAPYIOIEHUA:
YecTh: IpO3ABaHE.

MHoro peakm: €03HHO(MIHA THEEMOHHA ChC CHMIITOMH HA JUCNHes, IpbaHa 6onka .

CToMAalllHO-4YPEBHH HAPYLIEHH:

Yectn: MOHIKEH arneTuT,3anek, ragexe, MmospellaHe, CyxoTa B yCTara,
HeuecTu: pPOMEHEH BKYC, OpyKCU3IBM, AHADHS.
Mmuoro peaku: NAHKPEaTHT.

Hapyinenus Ha 6b0pelHTE H THKOYHUTE TBTHIIA:
Yecru: HAPYIIEHO YPUHHPaHEe (P YacTHOCT - HENPEOJOIHM TO3HB 332 YPHHHPAHE)
HeuecTu: 38/IPbXKKA HA YPHHATA.

HapvineHnd Ha KOXara ¥ NoAKOXKHATA ThKAH:

Yeca: noreHe (BKil. ¥ HOIHOTO TIOTEHE).

Heyectu: IepMaTHT, POTOCEH3HTHBHH PECAKLIHH, OOPHB, ATONEHS.

MHoro peaku: epdTeMa MyATH(hOpMe, CHHIPOM Ha Stevens-Johnson, cepbex, Dpypuryc,
YPTUKAPHA.

HapyiueHns Ha MYCKYJIHO-CKe/€THATA CHCTEMA H CheIHHHTETHATA THKAH:
MHoro peaxs: pabaoMuonu3a.

HE[!EHIEHHH Ha CHJIOKPHHHATA CHCTEMaA.

MHoro pegku: YBCIHYEHH HHBA HA MPOJAKTHH. ‘, I
Hapymenud Ha MeTabOnHu3Ma H XpaHEeHEeTo: T \ “
Yecru: YBETHYCH CEpyMeH xXonecTepon (0coOeHOo IpH mﬁqmmenﬂo neﬂque
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W U3M0J3BAaHE HA BUCOKM A03H), 3aryda Ha Tero.

Heqectu: KUIOHATPEMHUA, 3aTABCTABRAHE.

Penku: CUHJPOM Ha HapylleHa ceKpelHs Ha aHTHINYPETHYEH XOPMOH
(SIADH).

ChaoBH HApYHIEHUA:

Yectn: BHCOKO KPBBHO HaJIAraHe, Ba3oquIaTaLUs (Hali-uecTo bl CHHAPOM),
EKXUMO3H, KbPBEHE OT JIUTaBHLUTC

HeuyectH: XHUMOTEH3HA, TIO3HIINOHHA XHDOTEH3HS, CHHKOIL.

Penxn: xeMoparna (BKJI. uepedpaina xeMoparus), racTPOMHTECTHHANIHO KbPBEHE,

ODIny papyiieHHa W eEeKTH Ha MACTOTO HA NIPHIIOXKEHHE:
Yecru: acTeHHA/IeCHa YMOPAESMOCT.

HapyineHua Ha HMYHHATa CHCTeMa:
Heuecrn: (hoTOCEH3UTHBHA peaKLUs.
MHoro peakn: aHadHIaKCHA.

Xenaro-OulapHy HAPYIIEHUA;
He uecru: MPOMSIHA B YCPHOAPOOHUTE CH3IHMH.
Penkn: XeI1aTHT.

HapynieHnd Ha Bh3NPOU3BOAHTENHATA CHCTEMA H IBEP/IATA:

YectH: HapyLIEHUE B €AKYIALMATA/OprasMa Npyu MBKETE, JIMIICA HAa Opra3bM,
EpPeKTHIHA NHCPYHKIINA, HAMAJIEHO THOHAO.
Hevecru: HApYWEHUA B OpPra3Ma NpH XeHUTe, MEHOPATrHs.

TIcnXUYHH HApYLICHUA:

YecTH: KOIIMAPHHN CEHOBHASHUS, HERBIMOXHOCT 34 3aCIHBaHEe, HEPBHOCT,
ceaanHs

HeyecTH: BH30yAa, amaTui, XamoOLMHALIUH,

Penxu: MAHHAKATHY PeaKUMH, CYHIIUHH UIealu s/ MORCICHUE, ICHXOMOTOPHA
BB30y1a/akaTn3ns (BX T. 4.4)

MHoro peaku: OeTAPHYM.

Crennure HapylieHHs ca Onnn HabmoaaBaHy NpH HOCTMAPKETHHIOBO NPOYYBAHE:

ChpaeyHO-ChI0BH HApYLICHHS: CBPACUYHA HEAOCTATHYHOCT, APUTMHUH, TPBAHA boNKa

Peciupatopyu Hapymesna: HHTEPCTHIHATHA NTHEBMOHUA

CromauHO-4peBHHN HapYIUEHUA: [aHKPEaTur.

HapyiieHuns Ha KpbBTa H JIMM(pHATA XeMoparui (BKI. MO3bYE€H KPbBOHIIHB), KPBEBHA

CHCTEMA. AHCKpa3ns (BKJ.arpaHyonMTO3a, AIUIACTHYHA
aHEMHUSA, HEYTPOTICHHA ¥ NaHIHTOTICHHA )

[lcuxu4aHM HapyIIE€HHUA: BL30YIa, NEHPHYM.

Cuino Taka ce HabNIOAABAT M CASOAHHTE HEXKEITAHH DEAKIIHH:

O01nH HapyleHns: raasofonHe, kopeMHa Gonka, 6oika B repba, rpunonogooeH
CHHApPOM, D0JIKa, MHpEKIHH,
PeciupaTopHu HapyLleRUA: (papUHIHUT, PUHHUT, CHHYHT.

Bonpekd U¢ Te3d PEakiHH ¢a B3HUKHAIM 10 BPpEeME Ha JICHEHHE C BEHJ]&(]JEIKCHH HAMa [10Ka3aHa
IIPHYHHHO-CASACTBCHA BPBh3Ka ¢ BEHJIa(paKCHH. * |

CuMOTOMH HA OTHEMAHETO NPH NPEeKLCBaHe Ha tevyeHreTa ¢ SSRI: /
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[TpexncBane neveHHETO ¢ BeHnadakcul (0cobeHo Koraro € psa3ko) oOHKHOBEHO BOIH [0 NOIBA Ha
CHMIITOMH HA OTHEMAHETO. 3aMasHOCT, CEH30PHH HapYIICHHA (BKIL NapecTe3ud), HapylueHHs B ChHI
(BKJI. HHCOMHHA H KOIIMAPHHU CEHOBHICHMUA ), BB30YIa HIIH TPEBOKHOCT, raicHe M/HiH NOBPHIIAHE,
TPEMOP U I1aBOO0JIHE ca Hall-4ecTUTE HeXeJIaHH peakuuH. OOUKHOBEHO T€E ca JIEKH A0 CPEAHU U Ca
CAaMONMMHTHPALIH CE€, BBIIPEKH TOBA NPH HAKOH MAalHEHTH MOTaT a Ca TeXKH W/HIH IPOABDKATENHH.
[Topamu ToBa ce NpenopLYBa,KOraTo MO-HATATHINHO JIeYeHAE ¢ BeHNahaKkCHH He € HeoOX0auMO, TO
MOCTENEeHHO Ja e NPeKbCHE, upe3 0aBlo NOHWKEHNe Ha Ao3ara{ BUK T. 4.2 U T. 4.4).

4.9 Ilpenoszupane

HUMa mocTMApKETHHIOBH CHOOLIEHHA 32 CMBPTOHOCHO CBPBXA03UpaHe Ha BeHnaakCuH, 0coOeHo B
KOMOWHAINA ¢ aJIKOXOJI H/HJIHU IpYTH NEKAPCTBA.

CHMIOTOMH

CHMIOTOMHITE Ha TIPE03NpaHe BKIOYRAT HAPYIIEHWs B Ch3HAHHETO (OT CBHIMBOCT A0 KOMa), HO ChHIHO
Taka Bb30y[a, CTOMANIHO-YPEBHH HapYIIeHHA KaTo rajieHe, [TOBphIIaHe, AHapHS, TPeMOop, (JIEKH)
XHIIEpTEH3Ns H Taxukapaud. [IpoMeHH B enexrpokapanorpamara (yaninkasade Ha QT uHTepBana, 610K B
cHorna Ha Xuc, yasmked QRS-koMmiekc), CHHYCcOBa TaxvKapAHsa H KAMEPHA TaxHKapaus, OpaJHKapaus,
XHIIOTEH3HA, CIIANCNTHYAY ITPUCTHIINA, BEPTHIO U KOMA.

JleueHHe

Tpabra na ce OCHTYpAT YUCTH OUXATEIHN ITHTHILA, OKCHI'eHAIHA H BeHTHNALHA. JIe4eHHETO ce ChCTOH OT
MEepKH 3a HaMaJABaHe Ha abcopbuuaTa (KaTo Hamp. CTOMAILHA IIPOMHBKA aKO € [PHIIOKEHA CKOPO ciell
MpUEMa Ha roJieMH KOJMNYeCTBA HIIH MPUIATaHe HA aKTHBEH BEIJIEH B KOMOWHAIMA C HaTPHER cylndart) H €
Haii-Bede CUMOTOMATHYHO. [Ipeau3BHKBRaHe HA MOBPHIIaHE HE ¢ NPENOPHYBA AKO HMA PUCK OT
acrupanua. CbpaeyHHA PUTHM H XXH3HEHHTE TI0KA3aTeTH ClIefBa Aa ce clieaat oTdau3o. BennadakcHu 1
O-peameTnnBeHnadakcH He ce eTHMHAHNPAT upe3 Auann3a. He e mo3naT cnenuduyeH aHTHAOT Ha
BeHnadakcuH,

5 @®APMAKOJIOTHYHHM CBOHCTBA

5.1 PdapmakoANHAMHYHHA CBOICTBA
DapMakoTepaneBTHYHa rpyna: Autuaenpecant, ATC-koa: N 06 AX 16

Bennadakcenn e ctpykrypao HOB anTHAgnpecaHT, KOHTO XUMUAYECKHU HE TPHHAANEKH KBM
TPHUHKIHIHUTE, TETPALUKIHYHHATE WK APYTH MO3HATH aHTHIETIPECAHTH.

[IpexiMHUYHWTE H3NHTBAHMUA ITOKa3axa, ye Bennadakcun u Heroeus rnaseH meTabonut O-
AeaMeTuneennadpaxkcun (ODV), ca MOLIHN NHXUOHTOPU HA 0OPATHOTO 3aXBALIAHE HA CEPOTOHHH H
aapeHanuH. BeHnagakcin ¢pio Taka ciabo noTHcka oOpaTHOTO 3axBallaHe Ha JonaMuH. U3crenpanuA
MpH XHUBOTHH MTOKA3BaT, Y€ TPHUHKTHYHHTE 2HTHACSTIPECAHTH MOTAT Aa MOHKXKAT AKTHBHOCTTA HA OeTa-
HOP3JIpEHEPTHYHHTE PELEIITOPH CIIS MPOAbJDKHTENHA yrioTpeba. 3a cpaBHEeHHE BEHIa(PAKCHH U
AKTHBHHA MY METabOIHUT [TOHHXKABAT aKTHBHOCTTA Ha OeTa-HOpaJAPeHEepruiHUTE PELENTOPH KAKTO CIE]
€/lHa 033, TAKa M Cle] MPOABIKUTENHO leveHue. KnuHWYHOTO 3HaUCHKE HA TO3U SHEKT € BCe Olie
HeACHO. BennadgakcHH ¥ rnaBHUA MY MeTaDONIMT NOKAa3BaT €AHAKBA AKTHBHOCT [0 OTHONIEHHE BIHAHHETO
UM BbPXY 00paTHOTO 3axBalliaHe HA HEBPOTPAHCMHUTEPH B HEPBHATA CHCTEMA.

[Tpu nbxose BennadakchH HAMA MPAKTHYECKH HIKAKLB AQHHHTET KbM MYCKapHHOBHTE XOJMHEPrHYHH,
H1-xHCTaMHHOBH WM O pelENTOpHUTE in vitro. BeHnagakcHH He NOTHCKA MOHOHZMHHO OKCHAA3aTa (
MAO).

Enn3oaH Ha TEXKa JAelpecH: - k

B ¢aHo KNHHMYHO Tpoy4YBaHe aMOyJIaTOpHM MAllHEHTH C dHAMHE3A 3a peumﬂﬂupama ﬂEHpeﬂH}l KOMTO Ca
ce€ MOBJIHANM A00pe oT BeHnadakcuH ao 8-Ta ceaMUlia ¥ ca NoAnBPKAN ?ﬁﬁﬂ,oﬁﬁeﬂmm“ls am{me Ha
mppBHTE 6 MeceLa Ha OTKpHTO NeveHHue (open- label) ¢ Bernagakcuu p n&ngﬁﬁ Ha cnyflae n;p LM K
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ca MPOABIDKHIN JICYEHHETO ¢ BeHnadakcHH WIH mianebo 3a 12 mecena. 3HaYHMO [10-MAJIKO [TAllHEHTH Ha
BeHnadakCHH ca NOKa3aIH CHMIITOMH Ha BE300HOBABaHE HA JeTpecHiaTa B CPaBHEHHE C T€3H Ha naauedo.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbuus:

Bensadaxcux ce abcopbupa MOYTH HAITBJIHO U € MOJJI0XKEH Ha aKTHBEH MeTaboIH3BM KaTo Taka ce
dopMupa akTHBHHA MeTabomHT O-ne3MeTnneennadgakcua. AOcomOTHaTa OMOHAHYHOCT HA BEHIa(hakCHH
IIPH NPHIOKEHHE Ha KalCylIH ¢ YABKEHO AcHCTBHE € ChIaTa KaTo Ha (opMara ¢ 66p30 0CBOOOXKAABAHE
— o010 40-45%. Cnen npHIoXKEeHHE HA eJHAKBH AHEBHH A03H BerwnadakcHH {kakTo noj popMarta Ha
TabneTkn ¢ ObpP30 ASHCTBHE ABA IIBTH JHEBHO, TAKA U KaTO KallCYJM ¢ YALJKEHO ASHCTBHE BEAHBX
JIHEBHO) MUIOLITa 1O KpHBaTa Ha BewiadakcHH H O-ae3meTHnBennagpakcHH e eqHa u cbma. Crea
NPHIIOKEHHE HA KANCYNH ¢ YAbJKeHO AeiiCTBHE NMUKOBATA IIa3MeHa KOHLCHTpaIHA Ha BeHJadakCHH 1
O-ne3MeTHIBeHNa(AKCHH e JOCTHTa 3a OKOJIO TPHOIH3UTENHO 6 A0 9 yaca. BEpXoBHTE KOHUCHTPAUMK
Ha BeHNMadaKcHH ¢a MO-HACKM U IPOMEHMTE B IM1a3MEHATA KOHLICHTPAHs €a MaNKo MO-MAJKH Clie]
NpHJIKKeHHe Ha popMara ¢ 6bp30 ocBoOOXKIaBaHE.

. PasnpenencHue:
Bennadakcnn u O-Ze3MeTHNBeHIA(AKCHH Ca CBbP3aHH C TU1a3MEHUTE [IPOTEMHH NPUONH3HTENHO B 27%

1 30%.

MeTaboIH3bBM:
Cnen abcopOuus BeHnadakcHH NIPeThPIABa aKTHBHA MPecHCTEMHA MeTaboNMTHA TpaHC(OpMaIHAa B

yepHus Apo6. [apHuA MeTabonuTt Ha BeHnadakcul e O-nesmerunBennadgakcuH, HO BeHIa(akCHH ChIND
Taka ce MeTabonu3upa v a0 N-gesMmeriuiBennagakcus, N2Q-guae3MeTuIBeHIa(hakCHH H APYTH 110-
MaJIoBaxHM MerabomuTh. In vitro n3cnenpanusa mokasear, 4e obpasysaHeTo Ha O-ne3meTHnBeRAadakcun
ce katanusupa or CYP2D6 u obpaszysanero Ha N-nesmerunsernadakcut ce karanmsupa oT CYP3A3/4.

CYP2Dé-Mequnpaduis MeTaboIH3bM HAIMA 3HAYEHHE [0 OTHOIIEHUE JO3HPOBKUTE HAa BeHJIaaKCHH IIPH
OaBHM U OBp3H MeTabonMu3aTopu. K B ABeTe rpynn KOHOEHTPAIHATA HA aKTUBHUTE BEUICCTBA
(BeHnacakcHH u OJ-1e3MeTHIIBEHNIAPAKCHH) € €JHaKBa.

Eckpenus:

Beunagaxcun 1 O-1esmeTuipeHnadpakcHH OCHOBHO ce eKcKpeTupat upes 6x6penute. Oxojo 87% ot
eIMHUYHATA J03a C€ OTKPHBA B YPHHATA B paMKuTe Ha 48 yaca KaTo HEMPOMEHEH BeHiadakcHH,
HekoHWOrupaH O-yiesmernNeernadaxcut, KoHIorapan O-ge3meTnaBeHnaakcHH MITH 110-MaJIOBaX¥KHH
META0ONHTH.

I1pOABIDKHTENHO [IPHICKEHHE:!
[TpH NPOABILKUTENHO EPOPANTHO NPUMOKEHHE CTaOHIHH KOHIICHTpAlluA Ha BeHnadaxkcuH H O-

Je3METHNBEHNA(PaKCHH ce JoCTUraT B paMkute Ha 3 nena. ITpu 1034 B pamkuTte Ha 75 — 450 mg/ gen
pernadaxcuy n O-ae3MeTHIBeHadakcHH NOKa3BaT nuHelna apmakokuHeTnka. He Ge 3abenazaHo
HEOYaKBaHO HATPyNBaHe Ha BeHnadakcuH U O-ae3MeTHIBeHTa(akCHH [TPpH XpOHUYHO NMPUIMKEHHe Ha
3APABH J0OPOBOJILH.

BaanMoaeicTBHE ¢ XpaHA U CIOCLHANHH IPYOH OAlHEHTH:
[IpunokeHneTo Ha BeHIagakCHH 3a€AHO ¢ XpaHa HAMA epeKT BppXy adcopbLiuiaTa My H NOCIEBaIOTO
obpasypane Ha O-1e3METHIBEHNA(AKCHH.

[TonbT H BB3pacTTa HA NAHSCHTHTE HAMA 3HAaYMM €(eKT BhpXY t])apmamkuﬂema’ra Ha BeHJa(akCHH.
[Tpy nauuenTH Hax 60 rofuaH ce Habmonasa 20% NOHIKECHAE HA KIMPHHCA HE OF Zon o |
Ae3METHJIBeHIa(akCHH, TOBa Hal-BEPOATHO & XbJDKM HA HApYyIIEHa Fﬁﬁpeqna c])}tmcumf; ;1{0\&'[0 4ECTO CE
Ha0M01aBa IpY BB3PACTHH MALIHCHTH. f; - o 7\ pal !
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[Tpsr HAKOM NMALMEHTH C KOMITEHCHPaHa yepHoApobHa uupo3a hapMakOKHHETHKATa Ha BeHNadakcuH 1 O-
AeaMeTHnBeHNadaKCHH € 3HAaYMTENHO npoMeHeHa. [loHmkeHHeTO KakTo Ha MeTabonn3Ma Ha
peHNnaakcHH, Taka H Ha elMMUHaLHATa Ha O-ae3MeTHIIBEHNa(aKCHH BOAH 10 MO-BHCOKH INIa3MEHH
KOBUCHTpAaUUH Ha Bernnadakcul ¥ O-aesMeThnpeinahakCu.

[Tpx nauueHTH CHC CPEAHO 10 TEXKO HapylleHHe Ha ObOpeuHaTa pyHKUHA 001HA KIHPhHC Ha
BeHNadakcHH u O-1e3MeTiiBeHnadakciH € HaMalleH M eJIMMUHALHHOHHHA TTOJTYXKHBOT - YABJIKEH.
[ToHWXkeHHETO Ha OOLIHA KIMPBHC € Hail-CHIHO H3Pa3eHo NPH NMALUEHTH ¢ KpeaTHHAHOB KIHpBHE < 30
ml/min.

5.3 IlpenxkAnABRYHA JAHHH 32 0€30MaCHOCT

[Ipu npoyyBaHe Ha XPOHNYHATA TOKCHYHOCT Ha Beunadhaxcuu npeodnaganaxa efextn o1 crpana na ITHC.
BennagakcHH H HETOBHS IIaBeH METaGONNT NOKA3BAT JIMIICA Ha MyTareHeH edekT B Xopa B MHOXKECTRO 1N
vitro ¥ in vivo TecToBe. JBIrOCpoYHH NPOYYBaHHA ¢ BeHNMA(aKCHH [PH MHIOKY U TUTbXOBE HE NaBar
CBe/ICHHA 32 KaHIeporeHe3a. [Ipy nmpoydyBaHHsa Ha penpoAYKTHBHATA TOKCHYHOCT NPH IUTBXOBE W 3ail1H
He ¢a HaOMogaBany TepaToreHHy edekT, Ho MMa eMOpHOTOKCHYHN edeKTU NMpH NTbXOoBE. [loHmkenue
Ha $eTANHOTO TErJIO H YBENHYCHHE HA MBPTBOPAXKIAHAATA U CMBPTHOCTTA NIPH HOBOPEACHUTE JKHBOHTH
ca HaOJIOJaBaHM MPH A03H MAIKO HaJ MaKCHMAaJIHaTa JHEeBHA A03a 3a Xopa. In vitro e Habmonasano
YaCTHYHO ONIOKHpaHe Ha HATPHEBHTE KAHAIH B ChPLETO NIPH MHKPOMOIAPHH KOHLEHTpallH. Bpb3kara ¢
NOABATA HA APUTMUA U KaMepHu GUOpunauun ciel npeio3upane WM OTHCKANES Ha MeTadonu3IMa Ha
BeHJIa(akCHH € HEACHA.

6 DPAPMAIEBTHYHM CBOMCTEBA
6.1 CoHehbK HA MOMOUIHHTE BEIIECTBA
37.5 mg Kancyjd ¢ YALJKeHO OCBoOO:KIaBaHe, TRBPAN:

CopAabppikaHue Ha KallcyJara:
XHUnpoMenosa,

AMOHMEB MeTakpmwnar CenoauMep (tnm b),
Hatpuee naypuicyindar,

Marne3HeB creapar

IlokpuTHE:
OcHoBeH OyTHIIMpaH MeTakpuaar ceionumep 12.5%

Kancynnaa obBiBKa:
Kenatun

Turanos auoxcug (E 171)

Mactuno:

Hlenak

Yepen xenezen okcupg (E172)
[Tponunen rauxon (E1520)

73 mg KAnCyaH ¢ YALJIKCHO OCBO0OKAABAEE, TRLPAN:

CrampKaHUE Ha Karicyrara: L e

XHInpomenosa PR S T
AMOHHEB MeTakpunaT cenoaumep (tun b) g
HarpueB naypuicyndgar /i _;f'ﬁ
Marnde3neB cTeapar TR RN L




O0BHBKA:
OcHoBeH OyTHI MeTakpuiat cbruoaumep 12.5%

Kancynna 0OBHMBKaA:

JKenatrn

Twuranos anoxcun (E 171)
UepneH xenesed okcug (E172)

Mactuso:

[Lenak

Yepen xenezen okcng (E172)
Ilponunen rankon (E1520)

150 mg kancyan ¢ yABJKeHO ocBoDOKAaBaHe, TBLPAH.

ChbabpskaHye Ha Kancynara:
Xunpomenosa,

AMOHHUEB MeTakpuIaT cenonuMep (tvn b),
Harpner naypuncyndar,

MarHe3ueB creapar

[ToxpuTHeE:
OcHoreH OyTUI MeTakpunar cbmonumep 12.5%

Kancynna o6BuBKa:
Kenatun

Turanor gaokcug (E 171)
Epurposus (E127)
HuauroreH H (E132)

MacTthno:

[1lenak

Yepen xenesen okcua (E172)
[Tponuien raukon (E1520)

6.2 HeehbBMeCTHMOCTH
HenprioxuMmo.

6.3 Cpox Ha roqHocY
3 TOJIHHH,

6.4 CneumajHH YCAOBHE HA CLXpanedAune
Coxpansgaiite ipu TeMneparypa nog 30 °C

6.5 lanEn 33 ONAK0OBKATA
PVC/PE/PVDC/anymuHHeBH OnucTepn
Omnakoseka ot 28 u 98 kancynu

Hsxon pasmepn onakoBKH MOXKE Aa HE ¢a MapKeTHpAT.




6.6 Ykalanusa 3a ynoTpeda H H3XBLPJIAHE
Hsama cnennaniy H3UCKBaHMA

7 INIPUTEXXATEJI HA PASPEINIEHHETO 3A YIIOTPEBA
Ozone Laboratories BY

2 Martinus Nijjhofflaan, 2624 ES Delft,
Xonangns

8 HOMEP(A)HA PAIPEUIEHHUETO 3A YIIOTPEBA

9 JATA HAIIBPBO PAZPEINTABAHE/NMOJHOBABAHE HA PAZPEHIEHHUETO 3A

YIIOTPEBA
Maprt, 2008
10 JATA HA AKTYATHUINPAHE HA TEKCTA
. O, 2008
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