1. HUME HA JIEKAPCTBEHHUS ITPOAYKT

Emmgait XR 37.5 mg Karcynu ¢ yabIDkeHO 0CBOOOKIaBaHE, TBRBPAH ’

Enudait XR 75 mg kancyiu ¢ yabhKeHO 0CBOOOXK1aBaHe, TBBP/IH -

Emugait XR 150 mg Kancynu ¢ yapinkeHo ocBoOOKAaBaHe, TBhP/AH
Elity XR 37.5 mg prolonged-release capsules, hard

Elify XR 75 mg prolonged-release capsules, hard
Elify XR 150 mg prolonged-release capsules, hard

2. KAYECTBEH H KOJIMMECTBEH CHhCTAB
3a Elify XR 37.5 mg prolonged-release capsules, hard:
Enna kancyna csabppxa Bewnadakcut xuaapoxnopun (venlafaxine hydrochloride), ekBuBaeHTHO Ha

37,5 mg BeHIaaKkCHH.

I IoMoll1HY BelllecTBA:

3axapo3a Makc. 46.35 mg

[Tonco 4R (E124) 0.0267 mg
3a Elifty XR 75 mg prolonged-release capsules, hard:
EnHa kancyna ceaAbpaKa BeHnadakcun xuapoxnopul (venlafaxine hydrochloride), ekBuaieHTHO Ha

75 mg BennapakcuH.

I loMOIIIHK BelecTBa:

3axaposa Makc. 92.69 mg

chHceT xbaTo FCF (E110) 0.0006 mg
3a Elify XR 150 mg prolonged-release capsules, hard:
Exna Kancyna cbabpika BeHaapakcHH Xuapoxnopu (venlafaxine hydrochloride), cKBUBAJIEHTHO Ha

150 mg BeHTahaKCHH.

I IoMoOILIHH BelllecTRa:

3axapo3a Makc. 185.38 mg



cbHceT xibiTo FCF (E110) 0.0008 mg

3a NBJIIHHUA COUCHK HA IOMOIIHUTE BENIECTBA, BX. TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Kancyna ¢ yabInKeHO 0CBOOOXKAABAHE, TBBPAA.

Elify XR 37.5 mg prolonged-release capsules, hard:

bemm 10 nmouTtn Oesn rpaHyIv B Karcyna, ¢ OpaHXeBO Kalaue U Npo3padHo TUIO.

Elify XR 75 mg prolonged-release capsules. hard:

beay po nouytn Genum I'PaHYJIH B KAlICYJIa, C XKBJITO KallaiC H ITPO3PAtIHO TAJO.

Elify XR 150 mg prolonged-release capsules, hard.

benu 10 moutu Oeu rpalyJIM B KaIlCyia, ¢ IBAT HA KAIAYETO - OXpa U IPO3PavuHO TAIIO.

4. K/IHMHHYHU NAHHU

4.1 TepaneBTHYHH NOKA3ZAHHSA

¢ JleyeHHE HA rojieMy JCIPECUBHU CHU30IH.

e 3a npodHIaKTHKa HA PELHAUB HA IOJIEMH JEIIPCCUBHH SITH30/IH.
e JledyeHHE HA FCHEPAIUIUPAHO TPEBOKHO Pa3CTPOUCTBO.

e JleyeHnue Ha COLIMAJIHO TPEBOXKHO pa3CTPOHUCTBO.

o JleueHue Ha IAHUUYECKO PA3CTPOMCTRO, ¢ Wi 6e3 aropadodus.

4.2 lo3UpoOBKA H HAYMHMH HA NPHIOKEHHE

I'oaemMu genpecuBHHA eNH30H

[IpenopbuBaHaTa HAYANHA 10324 HA BeHNa(aKkCHH ¢ yABDKEHO OCBOOOKIaBaHE € 75 mg, JaBaHK



BCAHBX JHEBHO. [lariMeHTHTE, KOUTO HE OTTOBAPSAT HA HAYAIHATA 1034 OT 75 mg/IHEBHO, MOXKE Ja
MMAT [10J13a OT I[TIOBUINCHUA Ha [03aTa 10 MAKCHMAJIHA 1034 OT 375 mg/ nHeBHO. | loBuiieHnsaTa HA
JO3UPOBKATA MOTaT ia C& U3BBPINBAT HA HHTEPBAJH OT 2 CSAMUIM WM noeye. [Ipu KiinHHYHA
HEOOXOIUMOCT MOPaaAH TEXKECTTA HAa CHMIITOMUTE IIOBHIIIEHUITA Ha J03aTa MOrarT Jia C€ U3BLPIIBAT
Ha MTO-KbCH HHTEPBAIH, HO HE ITO-KPaTKU OT 4 JHM.

llopanu pHcka 0T 10303aBUCUMM HEXEIIAHU PEAKUMHU ITOBUIICHHUATA HA JIO3UTE TPSIOBa J1a ¢
U3BLPIIBAT €AMHCTBEHO Clie] KIMHUYHA NpeLCcHKA (BXK. Touka 4.4). Tpa0bBa 1a ce noaaspxka Hau-
HHUCKaTa e(peKTHBHa J034.

[lanmenTuTe TpsiOBa Aa c€ JICKYBAT 3a JIOCTAThUYEH IIEPHO OT BpeMe, OOUKHOBEHO HAKOJIKO Mecella
uiad noseye. Jledenuero TpdadBa Ja npeolieHIBa peIOBHO 3a BCEKH oTAeseH cnydaii. [1o-
IBJITOCPOUYHOTO JICUCHHE MOXKE ChILO Ja € TOAXOA4II0 34 NPOPHUIIAKTHKA HA PELIMINB Ha roJIEMH
aenpecuBHU enu3oau (['JIE). B moBeveTo ciyyan nmpenopb4BaHaTa a03a 3a NporIakTHKa Ha
peunanBa Ha ['JIE e chlnara KaTo U3MON3BAHATA 110 BPEME HA HACTOALNUS EMH30/.

AHTHI{‘SHPQCHBHHTE JICKApPCTBCHH IIPOAYKTH TpHﬁBEl Jdda ITPOABJIKAT 3a INOHC HICCT MCCCLa CJIC]

PEMHCHATA.
['eHepaIH3HMPAHO TPEBOXKHO PAICTPOHCTBO

[TpenopbuBaHaTa HA4YAIHA /1032 32 BeHJIaQaKCUH C YABIDKEHO OCBOOOXKAaBane € 75 mg, NaBaHH
BEIHBXK JHEBHO. 3a MAlMEHTHUTE, KOUTO HE OTTOBApAT Ha HaYyalHATa 034 OT 75 mg/IHEBHO, MOTat
7a ca OT 10134 OBHINIEHHS Ha J03aTa A0 MaKCHMaliHa Ao3a o1 225 mg/anesHo. [loBulucHusara Ha
N03aTa MOTAT J1a ¢e TIPaBAT NIPE€3 HHTEPBAIH OT 2 WM [1OBEYE CEAMHUILIH.

[Topanu pucKa oT J0303aBHCUMH HEXCIIAHY PeaKHUH, IOBUILICHUATA Ha 03aTa TpIOBa /1a ce
npaBsT caMo CJI€ KJIMHUYHA OLCHKA (BXK. To4Ka 4.4). TpsabBa 1a ce mourbpika Hal-HUCKaTa
edpexTuBHA no3a. [lanuenTrre TpsaOBa 1a OBAAT IEKYBaHHK 3a AOCTATHYEH IICPHO]] OT BPEME,
0OMKHOBEHO HAKOJKO Mecela Ml roBeue. JIeuenueTo TpabBa Aa ¢e npeoleHaBa peJIOBHO 38 BCEKH

OTACJICH CIIyuay.
CouHAJHO TPEBOXKHO Pa3CTPOICTBO
[IpenophuBaHATa HAYAHA 71034 33 BEHIA(QAKCHH C yIAB/DKEHO OCBOOOXKIABAHE € 75 mg, AaBaHU

BeJHbXK AHEBHO. HMa HHUKAKBH JIOKA3aTeJICTBA, Y€ TI0-BACOKHUTE JI03H MOTAT J1a NOBEIAT 40

JOITBJIHUTEIIHA TT0JI34.



Bnnpeku ToBa IpH OTAEIHH MAHEHTH, KOMTO HE OTTOBAPSAT HA HAYAIHUTE 75 mg/IHEeBHO, MOTaT
Ja ¢c€ UMAT TIpeABH]] IOBHIICHHS 10 MAKCUMaJIHa 03a oT 225 mg/ nHeBHo. IloBuIieHHATa Ha
103aTa MOraT Ja C€ IPaBsST HAa HHTEPBAIA OT 2 CEAMHUIIM HIIH TOBEYE,

[Topany pucka OT 10303aBHCUMH HEXKEIIAHU PEAKIUU NOBUILICHHUATA Ha J03aTa TPSAOBa Ja ce IpaBsT
caMo cJieJ, KJIMHWYHA IIpelieHka (Bxk. Touka 4.4). TpsgOBa aa ce noaaspka Haik-HHCKaTa epeKTHBHA
03a.

[TannmenTTe TPAOBA J1a CE NIEKYBAT 34 AOCTATHYCH NEPUOJ OT BPEME, OOMKHOBEHO 33 HIKOJIKO

Mecena uiagd nosede. Jleuenuero TPHGBB Aa CC ITPCOILCHABA PCIOBHO 34 BCCKH OTHCJICH CJTY'—I&fI

[lannyecko pascTpoiicTBO

IIpenopruBa ce ao3ara oT 37,5 mg/naeBHO BeHIadakCHH ¢ yABIDKEHO 0CBOO0XKIaBaHE 1A Ce
1310JI3Ba 3a 7 aun. Crnen ToRa 103MpoBKaTa TpAOBa Ia ce moBuIasa A0 75 mg/neH. Ilanmentnre,
KOHTO HE OTrOBapAT Ha J03aTa OT 75 mg/ JHCBHO, MOTAT Ja KMAaT NOoA3a OT MOBULICHUA Ha J03aTa
J0 MakcuMasHa 103a oT 225 mg/ nfueBHO. | loBAIeHKsATa HA O3UPOBKATa MOIdaT Ja Ce MpaBsaT Ha
UHTCPBAJIH OT 2 CEAMMIM WU [HOBEYE.

[lopagy pucka OT A0303aBUCHMH HEXENAHU PEAKIMH MOBULICHUATA Ha 103aTa TPAOBa Ja ce IPaBsIT
caMmo clie KIMHIHYHA IpeleHka (Bx. Touka 4.4). Tpsabra ga ce norspika Hali-HUCKATa ePEKTUBHA
1o3a.

[lanuenTHuTe TPSOBaA Aa ce JEKYBAT 3a JIOCTATHUECH IIEpHO OT BpeME, OOMKHOBEHO 32 HAKOJIKO

Mecela WM rnoeeve. JleuenueTo TpAOBa a ce HPEOLEHsBA PEIOBHO 3a BCEKU OTHAEICH CIIyYaH.

Ynorpeta npu nanMEeHTH B CTAPYECKA BB3pPacT

He ce cudTar 3a He0OX0JUMH HIKAKBH CIIEI[AANHH KOPEKIIUM HA J|03aTa Ha BeH1adakCUH CaMo Bb3
OCHOBA Ha Bh3pacTTa Ha namueHTa. Bripeku ToBa obade IIpH N€YCHHUETO HA XOpa B CTapUecKa
BE3PACT TPpAOBA Ja ce NOJX0KAA NPEATA3NUBO (Halp. NOPaaH BE3MOXKHOCTTa 32 OBOPCYHA
HeIOCTATHYHOCT U MOTEHIMAIHUTE IIPOMEHH B UYBCTBUTCTHOCTTA U aQUHHUTETA KbM
HEBPOTPAHCMHUTEPH, HACTHIBAINK CHC cTapecHeTo). Bunaru Tpabsa ja ce H3IoJI3Ba Hall-HHUCKAaTa
eeKTUBHA [03a U MAallHEHTUTE TPAOBa a ce NPOCIeaaBaT BHUMATEIHO, KOTaTo Ce Hajlara

I[MOBHIIICHHUE HAa J034T4d.

VYorpe6a npH Jeua H HOIIHA HA Bb3pacT noj 18 roanHH



BennagakcHH He ¢¢ mpenoph4Ba 3a ynorpeda npH Jena v IOHOIIN.

KOHTpDHHpﬂHHTe KIHHHYHH IIPpOYUBAHHA HPH ACLHA H IOHOLIH € I'ONAMO ACIIPCCHBHO pﬂBCTpUﬁCTBD
HE ITOKA4A3BAT HUKAKBa Ed)HKB.CHOCT H HC ITOAKPCIIAT ynorpeﬁaTa Ha BEHH&@&KCHH IIpPH TC3H

NMalUEHTH (BXK. TOUKHA 4.4 u 4.8).

He ca ycranoBeru e(puKacHOCTTa U 6e30MacHOCTTa Ha BeHIa(gaKkCHH 3a OCTaHA/IMTe IIOKa3aHUs IIpH

Jela U IOHOLIX Ha Bb3pacT nox 18 roauHu.
Ynorpe0a npu nAHAEHTH ¢ Y€PHOAPOOHO YBpEKAaAHEe

[TIpu nangeHTHTE € JEKO IO YMEPECHO YCPHOAPOOHO YBpEKIaHe IO MpaBuiIo TpaOBa Ja c¢ UMa
npeasu S0% noHMKEHHAE BA J03aTa. Benpeku Tosa o0aue nopaim BapuaOUIHOCTTa B KIUPBHCA
MEXKAY OTACITHUTEC HHAWBHUINA, MOXE 1A € XEIATEIHO Ja C€ UHAVBHIYAIN3NpA JO3UPOBKAaTa.

MMa orpanuyeHH JAHHU MPU NAMEHTH C TEXKO YepHoapoObHOo yBpexnane. llpenopruba ce
Npeana3IuBOCT U TPAORA a ¢¢ MMa NpeABH] ITIOHMXKABaHE Ha Jo3aTa ¢ noseue 01 50%. Ilpu
JICUCHUETO HA TTAIIHEHTH ¢ TEXKa YepHOAPOOHA HEAOCTATHYHOCT TPAOBA Ja Ce IPELECHH

NMOTCHUMAIHATA 110J132 CIPAMO PUACKA.
YnoTpeba npyu nanuedTH ¢ 0b0pedHO YBPEKAaHE

Britpeky ye He € HeoOXoaMMa HHKAaKBa IPOMSIHA B TO3HPOBKATA 34 MAIHEHTH ChC CTCTICH HA
rnoMepynua ¢untparus (I'P) mexay 30-70 ml/min ce npenopryBa MOBHIEHO BHUMaHHE. 3a
IMAUEHTHTE, [IPH KOUTO Ce HAIara XeMoAualn3a, U IpH [AHEHTHTE ¢ TEXKKO OROPEUHO yBpekKAaHe
(I'd < 30 ml/min), nozara TpsadBa aa ce moHmxH ¢ 50%. Ilopasn HHTCpHUH/HBUAYaJIHATA
BapHaOMITHOCT B KITMPBHCA TIPHU TE3U NAlJHECHTH MOXKE Ja € XKEJIaTeNHO Ja ¢ WHANBUIYaTN3upa

TO3UPOBKATA.

CHMOTOMH HA OTHEMAaHe, HADJIIOJABAHM [IPH CITHPAHE HA BeHJIa(PaKCHH

Tpsa6Ba na ce M36arBa BHE3amHOTO cnupane. KoraTo ce ciMpa Je4eHHETO ¢ BeHIahakCHH, /103ara
TpsOBa Ja ce MOHMKABA [TOCTETICHHO 3a IIEPUOJ OT IIOHE €AHA N0 JIBE CEAMUIIY, 3a 1a CE MMOHHXKH
PHUCKBT OT PEaKLMH Ha OTHeMaHe (Bk. TOUKY 4.4 u 4.8). AKO BE3HMKHAT HEIOHOCHMM CHMIITOMH

CJIE TOHMABAHE HAa H03aTa UIIHU IIPHU CIIHPAHE Ha JICYCHHETO, TOrasa Jia ¢ MMa IIpCABU



Bb300HOBSIBAHE Ha npcanyrucaHata 1pcain TOBa J103a. CJ’IE:,I[ TOBA JCKAPAT MOXKC A4 IIPOABbIIKHA 4

ITOHHXKAaB4a 1034aTa, HO ITO-ITOCTCIICHHO.

3a HCPOPATHO NPUITOKCHHC.

[IpenopryBa ce BeHnahakCuH Kancyiu ¢ yAbIKEHO 0CBOD0XKIaBaHE 1a ¢ IIPHEMAT ¢ XpaHa
NpUOIU3UTENHO 110 €IHO H CBLIO BpeMe BcekH AcH. Kancynute TpsdBa a ¢¢ MOMIBINAT IIeNM ¢
TEYHOCT U He TpAOBa Ja ce pa3/ieNnsar, C(MadKBaT, A-BYAT N pa3TBapAT.

[laninenture, neKyBanu ¢ BeHad)akCHH TaOJMETKH ¢ He3a0aBHO OCBOOOXKIaBaHE, MOTAT Ja
APEMHAHAT HA BeHJIadaKCHH KancylM ¢ YABDKEHO 0CBOOOXIaBaHe, Ha Hall-O/TM3KaTa eKBUBAJICHTHA
NHEBHA N03UpoBKa. HanpuMep Bernadgakcu tabneTku ¢ HezabaBHO ocBoOoKAaBaHe 37,5 mg nBa
IBTH JHEBHO MOTAT Aa CC 3aMEHAT ¢ BeHIa(akCHH KaICyllH ¢ YILINKSHO 0CBOOOXKAaBaHe 75 mg
BEIHBX JHEBHO. MOXe /14 ca HEOOXOAMMHY MHANBUIYATHHA KOPEKITMH B JO3UPOBKATA.
BennadakchH KancyiM ¢ yObDKEHO 0OCBOOOXKIaBaHe ChAbPXKAT MHKpOCchepH, KOHTO 6aBHO
OCBOOOXJaBaT aKTUBHOTO BELICCTBO B XpaHOCMHUIIATEIHAS TpakT. HepasTBopumara yact oT Te3u

MUKpoOchepH ce eTHMHHUPA H MOXE JIa C€ OTKPHE BEB dereca.

4.3 IIpoTHBONOKA3ZAHUS

CBpBbXUYYBCTBUTEIIHOCT KbM AKTUBHOTO BEIIECTBO MJIM KBM HAKOE OT MOMOIHHTE BEIIECTRA.
CeIBTCTBALIO JICUCHHE ¢ HeOOpaTUMU MHXUONTOPH Ha MOHOaMUHOOKcuxazara (MAOHW) e
HPOTHBONOKA3aHO IIOPAIH PUCKA OT CEPOTOHUHOB CHHJIPOM ChC CHMIITOMH KaTo TPEBOXKHOCT,
TpeMOp U xurieprepMus. Bennadakcun He TpaOBa 1a ce 3amoysa 3a noHe 14 OJHU clen CIHPaHe Ha
neuenueTo ¢ Heobpatum MAOMU.

Bennagakcut TpaOBa 1a ce CIpe 3a ToHe 7 JHH IIPE/IK 3anouBaHe Ha jJedeaue ¢ neobpatum MAOU

(BK. TOUKH 4.4 u 4.3).
4.4 CuoeunajlH{ NpexynpexIeHUsd H MPeaANA3ZHH MEPKH MPH yIoTpeda
CyHMUHIHN ONUTH/CYHIIMIHA MUCTU HIH BJIOMABAHE HA KIHHHYHOTO ChCTOSIHHE

JlenpecusiTa ¢ ¢Bbp3aHa ¢ IOBHIIECH PHUCK 3a CYHIHMJIHHM MHCIIH, CaMOHapaHABaHE W CYHLIHIHH
ONUTH (CYHIMIHH ¢hOuTHs). TO3M PHCK TIEPCUCTHPA JO HACTHIIBAHETO HA 3HAUHMAa PEMHCHS. T'bii
KAaTO [OJOOPEHHETO MOXKE Ja HE HACTHIM IIpe3 NLPBUTE HAKOJIKO CEAMMUM WIH IIOBEYC OT

JACUYCHUCTO, INAUHUCHTHUTC TpﬂﬁBﬂ Ja C¢ MNpocicasBaT BHUMATCIIHO A0 HACTBIIBAHCTO Hd TAKOBdA



noaoOpeHue. OONYaHHHUAT KIMHUYCH ONMHT IIOKA3Ba, 4Ye PHCKBT OT CaMOYOHHCTBO MOXeE ha ce
MTOBKILM B PAHHUTE €Tald OT Bb3CTAHORBSBAHETO.

Hpyrure NCHXUATPUYHU ChCTOSHHSA, 32 KOMTO C€ MIPeAnucBa BeHnagakCcHH, Morat ChIIo Aa ¢a
CBBP3aHU C [IOBUIIIEH PUCK OT CYHIIUAHU CBOUTHS, OCBEH TOBA T€3U CHCTOAHHA MOTAT 14
CBIIBTCTBAT FOJIIMOTO ACIPECUBHO pa3cTporcTBO. ChIIMTE NpeAnasHid MEPKH, CHOMIOgaBaHH TIpH
JIEYEHUETO Ha MAlUEHTH € TOJIIMO ACIIPECHBHO Pa3CTPOHCTBO, CIEI0BATEIHO TPIOBa /1A ce
CBOJIIOAABAT, KOTaTo CE JICKYBAT NAUMEHTH € JPYTH ICHXUATPHYHH PAa3CTPOHCTBRA.

3a NalMeHTHTE ¢ AaHAMHE3a 3a CYHMUMAHN ChOUTHS HIIH IOKA3BALIUTE 3HAYNTEIHA CTENIeH Ha
CYHLIMAHA WIeallis NPEeAH 3all0YBAHE HA JICYCHUETO € U3BECTHO, Y€ ca ¢ MO-T'OJIEM PHCK 3a
CYMUHIHU MHCIY MJIM CYHLIMAHU OIIMTH U IO BPEME Ha JICYeHHETO TpAOBa Aa ObaT NpociIcAsIBaHu
BHUMATEIHO. EAVH MeTaaHanu3 Ha 1manc0o KOHTPOITMPAaHNATE KJIMHUYHY IIPOYYBAaHHE HA
AHTHICTIPECAHTH IIPH BE3PACTHY NALMEHTH C ICUXUATPHUYHH Pa3CTPOHCTRA MMOKA3Ba IIOBUIIEH PHCK
OT CYUIH/IHO MTOBEICHUE NIPH JICUCHHUE C aHTUACIIPECAHTH B CpaBHEHHE C IUIalle00 1Ipu MalMEeHTH
HA BH3PacT Moj 25 rOIVHH.

JlekapcrBenara teparuis TpaOBa Aa ¢€ CbIIBTCTBA OT BHUMATEITHO NPOCICAABAHE HA MAlIUECHTHTE U
0COOEHO Ha T€3H € BUCOK PHCK CIELHAIHO B paHHUTE €Talli Ha JICUCHUETO H CIEC MPOMsSHaA Ha
no3ara. I lanmeHTHTe (M OKA3BaAIIWTE IPHKHU 3a NTANUEHTUTE) TpAOBa Ja ObaaT npeaynpeacHU 3a
Hy’KJaTa OT MPOC/ICASBAHE 3a €BEHTYATHO KIMHUYHO BIOIIABaHE, CYHIUIHO IIOBEACHUE HIIM MUCIIH
¥ HeOOHUaliHH TPOMEHU B MOBEIEHHETO, H aKO TE3H CUMIITOMH €A HATWYHU TpsOBa He3ab0aBHO Aa

MOTHPCAT MCAUITUHCKH CBBCT.

Ynorpeba npu gena ¥ wHOMHU 104 18-rogunmiza Bu3pact

Elify XR He Tps0Ba Aa ce u3mon3Ba 3a iedeHHe Ha Aella U IOHOINHK Ha BB3pacT ok 18 roauHu.
CyunugHOTO NoBeAcHue (CYMIUAHA OITUTH B CYHIIMJIHH MUCIIH) U BpaXAeOHOCT (IJIaBHO arpecHs,
ONO3ULIMOHHO NOBEAEHHE H THAB) C€ HA0II0AaBa [10-4YeCTO NP KIMHUYHUTE MPOYYBAHUS CPEN AeHa
U IOHOIIIH, JIEKYBAaHH ¢ AHTHAEIIPECAHTH, B CPABHCHME C TE3H, JIEKYBaHU ¢ Ialedo. AKO Bb3 OCHOBA
HA KJMHUYHHATE HYXIH He3aBHCHMO OT TOBA C€ B3eME PCIICHHE 34 JIEUCHHE, ITaUEHTHT TpdA0Ba aa
ce pocezsiBa BHUMATEIHO 332 OABaTa Ha CYMUUAHA cUMITOMH. OCBEH TOBA JIMIICBAT JaHHH 34
ABITOCPOYHaTa O€30NACHOCT IPH Jiella ¥ IOHONIH 10 OTHOIICHKE HA PAacTeXa, Ch3PABAHETO U

KOFrHUTHUBHOTO H IIOBCACHYCCKO PA3BUTHC.

CepoTOHHHOB CHHAPOM



KakTo # npH Ipyru CEpOTOHUHEPIHYHH CPEACTRA, IIPH JICYCHHUETO ¢ BeHIadhakCUH MOXE 1A
HAaCTBIIM CEPOTOHMHOB CHHIAPOM, KOMTO € IIOTEHLMAIIHO XHWBOTO3aCTpaIIaABaII® ChHCTOSHHE,
ocobeno npu CHIBTCTBALNA YIIOTpeba Ha IPYTH CpeACTRa, kKato HanpuMep MAO-uHxubuTOpH,
KOUTO MOTaT Ja MOBJMSAT CCPOTOHHHEPTUYHATE HEBPOTPAHCMHUATEPHHA CHCTEMH (BXK. TOUKH 4.3 u
4.5).

CHMITTOMHTE HA CEPOTOHHHOBHUS CHHAPOM MOTAT /1a BKIIOYBAT MPOMEHH B IICHXHYHMA CTATYC
(Hamp. aXXUTHPAHOCT, XATIOLUHALINN, KOMa), HeCTa0MIHOCT Ha aBTOHOMHATA HEPBHA CHCTEMA
(Hamp. TaXxHKapaus, HeCTaDMIIHO KPBBHO HAISITAHE, XHIIEPTEPMHS ), HEBPO-MYCKY/IHH HAPYLICHUS

(Hamp. xuneppedrekcus, HEKOOPANHHPAHOCT) H/WIH CTOMAIIHO-YPEBHA CHMIITOMM (HAIIP. TaJcHe,

OBPBUIAHE, JUApUs ).

TecHoBIBbAHA II1aYyKOMA

BbB Bpb3ka ¢ ynorpebaTa Ha BeHIa(hakCHH MOXE a HACTHITH MUApHa3a. [Ipenoprsusa ce
MalMEHTUTE ¢ TIOBUIUCHO BTPCOYHO HAIATaHe MM NAllHEHTUTE ¢ PHCK OT OCTpa TECHOBI'BJIHA

rIaykoma (3aKpUTOBIBIIHA ITIAYKOMA) Ja ce MpOocaeasBaT BHUMATENHO.

KpbBHO HaJIAraHe

Cro01asa ce 4ecTo 3a J0303aBHUCHMH IIOBUILICHHS Ha KPBEBHOTO HAJI'AHC © BEHH&(I)&KCHH. HpH
IIOCTMAPKCTHUHIOBHA OIIHUT € C’bﬁﬁﬂleHO 34 MHOT'O ITOBHIICHO KPBBHO HAIATI'AHC B HAKOH CIIYYaH,
HaJlaralo He3a0aBHO JICUCHHS. BCHYKH [TAHUCHTH TpHﬁBEl Jd 6'I>I[3T BHHMATC/IHO CKDHHHUPAHH 34
BHCOKO KPEBHO HAJATaHE B IIPCAH 3alIOYBAHE HA JICHCHUC CHILICCTBYBALlATd XUIICPTOHHUA TpﬂﬁBa Hd
CC KOHTpOJIHUPA. Kp’hBHOTO HallATaHC TpﬂﬁB& Ja CC CICIH IICPROAUYIHO, CJICH 3all0UYBAHE Ha
JICHCHHKETO H CJICH YBCIIHYABAHC HA JO3HTC. TpﬂﬁBﬂ. Ja €€ I[IoAX0X A INPCAIIa3JIUBO IIPpH
IHAOUCHTHUTEC, HUCTO OCHOBHO 3a00J1IBaHe MOXKE Ja CC KOMIIpOMCTHpPa OT NOBHUILCHOTO KPBbBHO

Hajgrade, Harp. T¢3d ¢ YBpEACHA ChpAcuHa PyHKIHA.
ChpaedHa 1ecToTAa
Morar J1a HACTBIAT IOBHLUICHUS HA ChpAedHATa YECTOTa, 0COOEHO IIPU NO-BUCOKH 103H. 1psdBa 1a

CE€ MOAX0X A ¢ TIOBUUICHO BHUMaHHUC TTPH NTAIHHCHTHA, YHHUTO OCHOBHH 3a00IBaHHS MOTaT J1a CE )

KOMIIpOMETHUPpAT OT NOBUIOICHATA CbpACHHa HCCTOTA.



Chpaedno 3a6osBaHe 4 PHCK OT APHTMHA

BennadaxcuH He € OneHsIBaH IPH NALIMEHTH ¢ aHAMHE3a 3a Mpeced MUOKap/eH HH(PapKT Wi
HeCTadMITHO ChpAeUHO 3a00lsBaHe. 3aToBa TOH TpAOBa Aa ¢e H3M0/I3Ba MPEANA3IUBO IPH TE3H
MAlUCHTH.

[Ipu nocTMapKeTUHIOBUS OIIAT CE€ ChOOIIARA 3a haTATHH ChpPAeYHH APUTMHMH ¢ M3IIOI3BAHETO HA
BeHIaakCHH, 0COOCHO NpU npeno3upane. [Ipeau npeanucBane Ha BeHIa(aKkCUH HA TAIUECHTH C

BHCOK DUCK OT CCPHO3HA ChpACHHAa apHTMHA TpHﬁB& Jdd CC B3CMC TIIPCABH/ CHOTHOIIICHHUETO

PHUCKOBE/TIOJ3H.

I bpuoBe

[Ipu Tepanud ¢ sennadakCuH MOraT Ja HaCThIAT I'bpuoBe. KaKToO MpH BCHYUKH aHTHACIIPECAHTH,
TaKa ¥ BeHIa(akcuH, TpsaOBa 1a ce npunara mpeanas/inso nNpy NalkueHTH ¢ aHaMHe3a 3a I'bpUOBe H

3acerHaTuTe NAlMEHTH TPAOBa Aa IpoCicasaBaT BHUMATEIHO. JledeHrero TpabBa Ja ce crpe npH

BCEKH MALHEHT, KOUTO pPa3BUC I'BPYOBC.

XHUIIOHATPEMHS

ITpu nedenne ¢ BennahakCHH MOTaT Ja HACTBIIAT CJIYYau Ha XUIIOHATPEMMA H/UJIH CHHAPOM Ha
HeJocTaThuHa ceKkpenud Ha antuauypetideH xopMoH (CHCAX). Tosa ce cro0masa Hal-4eCcTo
NPpH XUIIOBOJIEMHYHH WM JAeXHIpaTHpaHd NalucHTH. [lanuenTHTe B CTap4yecka Bb3pacT,
NanyueHTHTE, NpUeMald JUYPETHIIH, H TTAIlMEHTUTE, KOUTO Ca XHUIIOBOJEMHYHHU II0 APYTY IPUYHHH,

MOTAT Ad Cd C ITI0-TOJIAM PHUCK 34 TOBdA CHOUTHE.

IIaTo10rH4YHO KbPBCHC

JlekapcTBEHHUTE NPOAYKTH, KOKTO HHXHOUpAT oOpaTHOTO 3aXBallaHe Ha CEPOTOHMHA, MOTaT Ja
ZOBEAAT JO MOHMXKABAHE Ha (PYHKNMATZ HA TPOMOOIMTHTE. PHCKEBT OT KOYKHO MIIH JIUTaBUYHO
KbPBEHE, BKIIFOYUTEIHO XEMOPATrHH OT CTOMAIITHO-UPEBHUS TPAKT, MOXKE [1a € IIOBUIICH ITPH
nalMeHTHTE, TpHeMaly Bennadakcu. Kakro nmpu ocraHaiuTe MHXHOUTOPH HA 0OPATHOTO

3axBalllaHe Ha CEPOTOHUHA, TaKa U BEHJI&(I)&KCHH TpHGBa Ja ¢C U3N0JI3Ba HPCAIla3InBex
L
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HAIMCHTH € IIPpCAPA3II0JIONKCHNAC KbM KBbPBCHE, BKITIOYHUTCIIHO ITALMCHTH HA AHTHKOA4I'YJIAHTH H

UHXUOUTOPH Ha TPOMOOIIMTHATa arperanus.

Cepymen xosiecrepod

Lpu mane00 KOHTPOIMPaHH KIMHUYHH HPOyYBaHHA ca MOKYMEHTHPAHH KIMHUYHO 3HAYAMH
MOBHIICHHA Ha CEPYMHHUS XoaecTepo npu 3,3% ot nexyBanute ¢ BeHaadaKCHH NalUenTH B
NpoABIDKCHHE Ha noHe 3 Mecena U rpu 0,0% ot nosryyaBanute mianebo naiueHTH. OnpeneisHeTo

Ha HUBATd Ha CCPYMHHA XOJIeCTepo1 TpAdBa Ja ce UMa IIPEABK/ IIPH IBJITOCPOUHO JICUEHHE.

CnBMecTHO NPpHJIOKECHHEC CHC CPE/JACTBA 3a TIOHHKABAHE HA TEJI1CCHOTO TEIrJI0

He ca ycTaHOBeHHM 0€30MacHOCTTa U €PUKACHOCTTA Ha TepanuATa ¢ BeHIagakciH B KOMOWHALIHA
CBbC CpeACTBa 3a NOHMKAaBaHE HA TEIJIOTO, BKIFOYHTEIHO (eHTepMHH. He ce npenopbiusa
ChbBMECTHOTO HPUJIOXKEHHUE Ha BeHIa(axCHH H CPpEACTBA 38 MOHUKABAaHE Ha TEJIECHOTO TErIo.
BennapakcuH He € 1oKa3aH 3a MOHWXABAHE Ha TErJIOTO KaTO CAMOCTOATEIIHO IEYEHUE UITH B

KOMOMHaIUA ¢ APYTH IPOAYKTH.
Manus/XHIIOMaHHS

[Tpn Manka 4acT OT MAIUEHTHATE ¢ PA3CTPOMCTBA Ha HACTPOSCHHUETO, KOUTO Ca I10Iy4aBaJiu
AHTHACIIPECAHTH, BKIIIOUHUTEIIHO BeHIa(PaKCHH, MOXKE J1a HACTHIIK MaHUs/XxunoMaHus. Kakto
IPYTH aHTHACIIPECaHTH, BeHIadakcHH TpAOBa Aa ¢¢ U3M0JI3Ba IPEAIIa3IHBO MIPH MALUESHTUTE C

aHaMHE3a WM (paMHUJIHA aHaMHe3a 3a OMIIONAPHO pasCTPOMCTBO.

Arpecus

[1pu MaJika 4acT OT HAKUEHTUTE, KOUTO Ca NOJIydaBaId aHTHACIIPECAHTH, BKIOYHTENHO
BeHJIaaKCHH, MOXKE Ja HAaCThIIH arpecdd. ToBa ce cpo0Inasa IIpH 3alo4yBane, IpoOMAHa HA A03aTa H
CIMpaHe Ha JICYCHHUETO.

KaxTo M Apyru aHTHICIIPECAHTH, BEHIIA(QaKCHH TpsAOBa a ce H3M0JI3Ba MPEINa3inBO 'npﬂ o

NaluuCHTUTE C aHaMHC3a 3a arpCCHuil.
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Crmpaﬂe Ha JEYECHHETO

HecTH ca cUMIITOMUTE HA OTHEMAHE, KOTaTo Ce CIIHpa JICYECHUETO, OCOOSHO aKO CIIHPAHETO €
BHE3aMMHO (BXK. TO4Ka 4.8). [Ipy KIMHUYHUTE pOyYBAHUA HEXKETIAHUTE peaKiuK, HaOII0JaBaHu IIpH
CIIUPAHE HA JICYEHHETO (ITOCTENECHHO CIIUPAHE U ClIe[ [IOCTENIEHHO CIIMPAHe), HACTHIIBAT MPH
npubn3uTenHo 31% oT1 nauueHTUTE, JEKYBAHA ¢ BeHNadakcuH, U npH 17% oT manueHTHTe,
IpyueMaliy mianeoo.

PHCKBT OT CUMIITOMH Ha OTHEMAHE MOXKE J1a 3aBUCH OT HAKOJIKO (aKTopa, BKIFOUYHTEIHO
NPOABIDKHTEIHOCTTA U A03aTa Ha JICUEHUETO H CKOPOCTTa Ha IIOHKWKABaHe Ha Ao3aTa. Haki-uecto
CHOOLIABAHUTE PEAKIUH CA 3aMATHOCT, CCH30PHHU HapylleHUA (BKIIOUATETHO HAPECTE3N ),
HApYIIICHUS Ha CHHS (BKTIOUHMTEHO OC€3CHHHE U HAIPCTHATH CHHUINA), AXKHTUPAHOCT HIIH
TPEBOXKHOCT, T'aJICHE W/ U/ TIOBPBUIAHE, TPEMOP B ri1aBoboane. OOUMKHOBECHO T€3H CUMITOMH ca
JIEKH JI0 YMEPEHO TEXKKH, KATO 00aye NpH HAKOH MAIMEHTH MOIaT 1a ObAAT TEXKKH 10 HHTEH3UTET.
Te oOuxHOBEHO HACTHIIBAT B PAMKUTE Ha ITbPBUTE HAKOIKO JHH OT CIIMPAHETO Ha JICUEHHUETO, HO
MMa MHOI'O pEAKH CHOOIICHAA 3a TAKMBA CHMITTOMH MPH NAIUEHTUTE, KOUTO Ca NPOMYCHAIN 3034
0 HeBHUMaHHUE. 110 MpUHIAT TE3W CHMIITOMH Ca CaMOOTPARMYABAIIU Ce U OOMKHOBEHO
OTIIYMSABAT B PAMKHUTE HA 2 CeIMHULIH, BBIIPEKHU 4e IIPH HAKOHM XOopa T€ MOrar Ja ¢a Io0-
MPOABDKATETHU (2-3 Meceria Wi noBeye). 3aToBa € IIPeNOoPBhUNTENHO 103aTa HAa BEHNA(aKCHH Aa
ce MOHM)KaBa IIOCTCIICHHO TIPH CIIHPAHE HA JICYCHUETO 3a MEePUO OT HAKOJIKO CEAMUIIA WK Mecela

CIIOpE] HY)KAUTE Ha MMalHCHTA (BX, To4YKa 4.2).

AKaTH3NA/TICHXOMOTOPHO HECTIOKOHCTBO

Yrorpebara Ha BeHnadakCHH € CBbpP3aHa C Pa3BUTUE HA aKATU3HS, XapaKTePH3HPAMIA C€ ChC
CYOEKTUBHO HEMPUATHO HJIM H3TOIIABAIIO HECTIOKOUCTRO U HEOOXOAUMOCT OT YECTO ABHIKEHHE,
CBHNPOBOJIEHA OT HECIIOCOOHOCT J1a ce CTOM CNIOKOMHO B CEJIHAIO WJIH U3IIPABEHO NONOXKeHHe. ToBa
HACTBIIBA Hal-4eCcTO B paMKHTE Ha MBPBHATE HAKOJIKO CEIMUIIHA OT JICUCHHETO. | Ipy mamuenTure,

KOHUTO pa3BUBAT TE3U CHUMIITOMH, NOBHUIIABAHETO HA A03aTa MOXKC Jd C HﬁI‘YﬁHO.

Cyxora B ycTara

CyxoTa B ycTaTa ce ¢chob0masa npu 10% oT narueHTuTe, JeKyBaHu ¢ BeHnapakcHH. ToBa MOXe 1a
OBHIUH PUCKA OT KapHec H MallMeHTHTe TPIOBA [ia Ce yBEAOMSBAT 3a 3HAYAMOCTTa Ha XHTHEHATa

Ha CB3BOHETO.
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3a Elify XR 37.5 mg prolonged-release capsules, hard:

IHomoiunoTo BeuecTso Ilonco 4R (E124) sknrodyeHo B 0OBHBKATa Ha Kallcynara MOXe Ja IpHYHHH
AJIEPrUYHYA PEAKIIH.

T'p#l kaTO KarICyIaTa ChAbPIKA 3aXapo3a, MALUEHTH C PSJKH HACICACTBCHH IIPoOIeMH Ha
(pYKTO3HA HENOHOCUMOCT, I'ITIOKO3HO-FaKTO3Ha MaabcopOITisa UIIH CYKPO30-H30MaITa3Ha

HEAOCTATBEYHOCT HE TPA0Ba Ja IpHUEeMaT TO3H JIEKAPCTBEH MPOAYKT.

3a Elify XR 75 mg prolonged-release capsules, hard:

[Tomournoto BewecTBo cbHCET XbIT0 FCF (E110) BKIO4YeHO B 0OBHUBKATa Ha KalCyJiaTa MoXKe Ja
[IPUYUHHU AJICPTUYHH PEaKIIHHY.

TBH KaTo Kancynara ChIbPKa 3axap0o3a, HAlUCHTH C PCIKH HACICACTBEHH IpodaeMu Ha
(pyKTO3HA HENIOHOCUMOCT, IIFOKO3HO-rakTO3Ha MajiabcopOIus WK CYKPO30-H30MAJITa3Ha

HCAOCTATHBYHOCT HC TpﬂﬁBa Jdad IIPHCMAT TO3H JICKAPCTBCH IIPOAYKT.

3a Elify XR 150 mg prolonged-release capsules, hard:

[TomormuHoTO BemecTBO ChHCET KBATO FCF (E110) BKnrOYeHo B 0OBHBKATa HA Karcyiara MOXKe Aa
IPHYHHH ATEPTHYHA peaKliKHu.

ToH KaTO Kamncyjaara CbAbPXKA 3axapo3a, MaUeHTH ¢ PEIKN HACHEACTBEHH NIpo0IeMU Ha
dpYKTO3HA HEITOHOCUMOCT, INIIOKO3HO-TaKTO3HA ManabCcopOLus UM CYKpO30-U3oMalTasia

HEJAOCTAaThUHOCT HE TPAOBA Ja MPUEMAT TO3M JIEKAPCTBEH NPOIYKT.

4.5 BiaumoaeiicTBHE ¢ APYIH JeKAPCTBEHH NPOJAYKTH H APYyrH GOpMH Ha

B3AMMOACHCTBHE
Nnxuonropu Ha MoHoamuHookcuaazara (MAOH)

HeoOpaTumu, Hecenektusan MAOH

Bennadakcun He TpsaOBa 4a ce M3MOI3Ba B KoMOWHANHA ¢ HeoOpatumu HeceneKTusad MAQOH.
Jleuenue ¢ BeHjadakcUH He TpsOBa Aa ce 3aro4sa 1oHe 14 quum cien CoupaHe Ha JICYCHUETO C
HeoOpaTuMu HecenekTuBHE MAOM. Jleuenuero ¢ BennadakcHH TpadBa Ja Ce CIpe MoHe 7 JIHH

Lot

e o =
Npe/y 3aovBaHe Ha JieyeHne ¢ HeoOpaTumu HeceneKTHBHE MAOMU (Bk. Toukn 4.3 u 44).: - .

OopaTaM cejiekTHBeH HHXHOUTOp Ha MAO-A (MoK/I00€MHT)
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Ilopaau pucka OT CEpOTOHUHOB CHHAPOM KOMOHWHAOMATA OT BeHNahakCHH ¢ 00paTHM U CEJIEKTUBECH
MAOMH karo Mokiiobemu/ He ce npenopruBa. Ciet iedenue ¢ oOparum uuxuburop Ha MAQO
MOX€ Ja ¢€ H3I0JI3Ba NEPHO Ha OTHEMAHE, IIO-KpaThk 0T 14 gHM, Ipeay Aa ce 3allovHe JICYSHMe ¢

BeHNnadaxkcHl. [lpenoprusa ce BeHnadakcuH J1a ce CIpe Haif-MaaKo 7 JHH NPSIH 3al0YBaHEe Ha

neuenne ¢ oopatuM MAOU (Bxk. Touka 4.4).

Oo0parumu HeceliekTuBHH MAOMU (s1uHe30,1HA)

AHTHOHOTHKBT JIHHE30NUN € c1ad, o0paTtuM H HecenekTuBed MAOMU u He TpsaOBa Ja ce aBa Ha
NALUEHTUTE, JICKYBAHH ¢ BeHNIaQakcHH (BXK. Touka 4.4).

CpoOIIaBart ce TeXXKU HeXENAaHW PeakUUy MPU NMallHEHTHTE, IPH KOUTO HACKOPO € OHIIO CIIPSIHO
neyedueto ¢ MAOMU u e 3anoynar BeHIadakCuH, WM HACKOPO ¢ OHJIa cpsAHa TeEpanusiTa ¢
BeHJIa(akCHH ipedM 3anousaHe Ha MAOMH. Te3u peaknuu BKIIOYBAT TPEMOP, MHOKIIOHYC,
Auagdopesa, raaeHe, OBPBIIAHE, 3a4€PBIABAHE, 3aMasHOCT ¥ XHUMIEPTEPMHUS ¢ IIPH3HAIH,

HAmoA00sBaIK HEBPOJICNTUYCH MAJIMTHEH CHHAPOM, PBPUYOBE H CMBPT.

CepoTOHHHOB CHHAPOM

KakTo v npy ocTtaHaNuTe CEPOTOHUHEPTHYHU CPEACTBA, TAKA U IIPH JICYSHUETO ¢ BeHJIAPaKCHH
MOYK€E JIa HAaCTHIIU CEPOTOHUHOB CHHAPOM, 0COOEHO IIPH CHIIBTCTBAINA YIIOTpeda HaA ApyIrU
CpPEeACTBa, KOMTO MOTraT ka IOBIUSAT CEPOTOHHHEPIHYHATA HEBPOTPAHCMHUTEPHA CUCTEMA
(exmrountenHo Tpunrtand, SSRI cpeacrra, SNRI cpeactsa, nutuii, cubyTpaMuH, TpamMagoJl HIIH
XBIT KaHTApHUOH [Hypericum perforatum]), ¢ TeKapcTBEHH IPOIYKTH, KOUTO YBpEXIaT
MeTa0oJIM3Ma Ha cepoTOHUHA (BKIounTenHO MAOW), niiy ¢ npekypcopH Ha CEpOTOHHHA (KaTo
TpUOTO(haHOBH J0OABKH ).

[1p¥ KIMHAYHA HEOOXOIUMOCT ChIIBTCTBAINO JieueHUe Ha Bernagakcul ¢ SSRI cpeactso, SNRI
CPEICTBO HMJIM CEPOTOHHHOB PELENITOPEH arOHUCT (TPUIITAH), C€ IPENOPhYBa BHUMATCITHO
HpocieAaBale Ha NalMeHTa, 0COOCHO IO BpEME Ha 3alloyBaHe Ha IEYCHUETO UK Ha NMOBUIIIABAHE
Ha nosure. He ce npenopbuBa chIbTCTBAINATA YIOTpeOa Ha BEHIA(PaKCHH ChC CEPOTOHUHOBH

npeKypcopy (kaTo TpunrodaHoBH 100aBKH) (BX. ToUYKa 4.4).

IHHHC-akTHBHH BEHIECTBA
PuckbT oT ynorpeba Ha BeHnagakcuH ¢ apyru 11HC-akTHBHH BeUeCTBa HE € CUCTCMHO OIICHSABAH.
CrnenoBaTesHO ¢e IPENoPHYBA TOBHIICHO BHUMAHKE, KOTATO BeHIa(aKCHH ce MpHeMa B

komOmHanus ¢ Apyru HHHC-akTHBHY BemecTBa.
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ETanoJa

3a BeH/IA(aKCHH € JOKA3aHO, Y€ HE 3aCHNIBa YBPEXKIAHETO Ha YMCTBCHHTE ¥ MOTOPHHMTE YMEHHH,

OPUYHUHEHO OT €TaHoNa. Brrpeku ToBa obave, kakTo u npH Bcuuky [IHC-akTHBHY BellecTBa,

HalHeHTHTE TpadBa 1a Ce ChBETBAT Ja U30sIrBaT KOHCyMallUATa Ha ajIKOX0JI.

EdekT Ha npyru JekapeTBeHH NPOAYKTH BbPXY BeHJIadhpaKcHH

Kerokonazon (MExuburop na CYP3A4)

EnHO papMakOKHHETHYHO OpoyuBaHe ¢ KeToKoHa30l npH CYP2D6 excrensusuan (EM) u nommm
metabonuszatopy (JIM) nokassa, 4ye npuiokeHHeTO Ha KETOKOHA30J BoIH Ao no-ronsMma AUC 3a
BeHnapaxcHH (70% u 21% crotBeTHo npr mmnara CYP2D6 JIM 1 EM, ¢rorBeTHO) 1 3a O-
AesMmeTuiBeHapakcut (33% u 23% croreerHo npu aupata CYP2D6 JIM u EM). CeosTeTBamara
yrnotpeda va CYP3A4 uHXuOUTOpHU (Halp. aTa3zaHaBUp, KIAPUTPOMHUIIMH, RHAXHABHD,
WTPAKOHA30JI, BOPUKOHA30]1, M03aK0OHAa30], KETOKOHa30J1, HEI(pHHABHP, PHTOHABUD, CAKBHHABHD,
TETATPOMHUIIMH ) ¥ BEHIa()akCHH MOXKE J1a TIOBUINH HUBaTa Ha BeHjaadaxkcun u O-
Ae3MeTHIBeHIadaKkCHH. 3aToBa ¢ IPEIIOPHYRA NMPEANA3IUBOCT, aKO TEPANTUATA Ha TIAllHCHTA

BKIIOUBa HHXUOHTOp HAa CYP3 A4 1 BeHadakcyH €THOBPEMEHHO.
EdexT Ha BennadakcuH BLPXY APYrH JIEKAPCTBEHH NPOAYKTH

Jluruu

[Tpu cpbTeTBaIMA yIoTpeda Ha BeHNnadakCHH € JIMTHH MOXKE J1a HACTBIIU CEPOTOHHHOB CHHIAPOM

(K. "CepOTOHUHOB CHHPOM").

Jnazenam

Bennadaxcun HIMa HUKaKBH eheKTH BbpXY (papMaKOKUHETUKATa U (papMaKoIMHAMUKaTa Ha
nyasenaM M HEroBUs aKTHBEH MeTaboJIMT Ae3MeTHIAnazenaM. Jluasenam u3riexaa He nosjiusasa
(papMaKOKMHETHKATa HUTO Ha BeHIadakcuH, HUTO HA O-ne3MeTHiBeHIadakcuH. He e n3pecTHO
NN ChIlecTBYBa (PapMaKOKHMHETHUHO U/HIU (apMakKOAUHAMHYHO B3aUMOJECHCTBHE C IPYTH

OCH3OIHa3CIHEH.

HmMunpamun
Bennadakcus He n0BNIMsABa papMaKOKHHETHKATa Ha UMunpamMuH u 2-OH-umunpamun. Uma .

nososasucumo nosuinenue Ha AUC 3a 2-OH-gesunpamus ¢ 2,5 10 4,5 0bTH, KOTaTo ce IPUIIATaT
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75 mg o 150 mg Bennadakcun queBHO. iMunpamuH He nMoBnusaBa GpapMakOKUHETHKATA Ha

BeHNagakcun U O-ne3MetmnBenIadakcui. He e u3BecTHO KIHHMYHOTO 3HAYCHHE HA TOBA

B3aMMOJCHCTBHE. [pAdBa Aa ce NOAX0XKAa ¢ MOBHUIEHO BHUMAHHCTIPH ChBMECTHOTO TIPHIIOKEHHE

Ha BeHJIa(paKCHH U UMHIIPAMHEH,

Xajonepuaoda

ExHO QapMakOKHHETHYHO MPOYYBAHE C XAIOMEPHIONT ITOKa3Ba 42% MOHUKEHHE HA OOLIHS
epopaicH KaupwHe, 70% nosulnenue Ha AUC, 88% nosumenue va Cmax, H0 He NOKa3Ba
HHKaKBa IIpOMsHa B IIOJIY>)KUBOTA Ha Xajonepuaoi. Tosa TpsaOBa fa ce uMa IpeaBu pu

ManHCHTUTE, JICKYBAHH C XaJIONEPHAONI B BEHIIAQaKCHH eAHOBpeMeHHO. He e u3BecTHO

KJIMHUYHOTO 3HAYEHHUE HA TOBA B3aUMOJCHCTBUE.

Pucnepuaon

Bennapakcun nosuiasa AUC Ha pucnepuion ¢ 50%, HO He TPOMEHS 3HAYHMO
(hapMakOKUHETHYHUA TPpOodHT Ha 0O1aTa AKTHBHA YacT (PHCIEPUAOH ILTIOC 9-

XHIPOKCHPHUCTIEPUAOH ). He € U3BECTHO KIIMHHYHOTO 3HaYECHHE HAa TOBA B3aUMOSHCTBHE.

MeTonpo.ro.a

EnHoBpeMEHHOTO NPHIIOKEHHUE HA BeHNIadakCHH H METOIIPOJION Ha 3/paBH A0OPOBOJILH NP €IHO
Mpoy4BaHe 3a HapMaKOKHHECTHYHO B3aUMOACHCTBHE 3a ABATA JIEKAPCTBEHH IIPOAYKTA BOIH 0
MOBUINCHUE Ha MIa3MEHNTE KOHLEHTPALIUU HA METOMPOoa0a ¢ npudmsurenso 30-40%, 6e3 na
IPOMEHS MJIa3MCHHTE KOHIIEHTPAlMY Ha HETOBUS AKTUBCH META0ONIMT O-XHAPOKCHMeTOponoi. He
e

H3BECTHO KIMHHYHOTO 3HAYECHHUE HA Ta3H HaXOJKa NpHU MAIUEHTH ¢ XUIICpTOoRUA. MeTonposios He
MpoMeHs GpapMaKOKHHETHUHUA NMpo¢ Ul Ha BeHNadaKkCHH HIH Ha aKTUBHHA MY MeTa0OIUT
O-ne3merunsernadakcud. Tpsa0Ba ga ce Noax0XKaa Npeaa3anBo IMpy ¢THOBPEMEHHOTO
MPHAJIOKCHHE

Ha BEHJ'[&CI)B.KCHH H MCTOIHIPOJ0JI.

NuauHaBup

Enno ¢papMakOKHHETUYHO NPOyYBaHe C HHAMHABUP nokas3pa 28% noumkxenue Ha AUC u 36%
noHMXeHUE HA C . 38 UHAWHABHD. UHOWHABUD He noBnugBa papMaKOKHHETHKATA HA
BeHIadakcuH U O-ne3MeTunsernadakcul. He € H3BeCTHO KIRHAYHOTO 3HAYCHHE HA TOBA

B3AUMOJCUCTRUE.
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4.6 DBpeMeHHOCT H KhbPMEHE

bpemennocT

Hsama noctarsuno nanum 3a ynorpebarta Ha BeHIaQakCHH IIPH OpEMEHHH KEHMU. IpoyusanusaTa
[IpH JXUBOTHH IIOKa3BAT PENPOAYKTHBHA TOKCHYHOCT (BK. TOYKa 5.3). [IoTeHmuanHusaT puck npu
XOpa He e u3BecteH. Bennagakcun Tpabea ga ce npunara Ha GpeMEHHH MEHU CaMO aKO OYaKBAHUTE
MOJI3U NPECBHIIABAT BCHYKH BE3MOXKHH PUCKOBE. KaKTo U pu JIpyru HHXUOUTOPH Ha 0OpaTHOTO
3axBanlane Ha cepoToHuHA (SSRI/SNRI), MoraT aa ce NofABAT CAMIITOMH Ha CIIMpaHe NpH
HOBOPO/JCHUTE, aKO BEHNIa()aKCHH € H3MON3BaH 0 HIM MAJIKO NIPEAM paxkaaHeTo. Haxon
HOBOPOJEHH, U3JIOXEHH Ha BCHIahakCHH KbCHO NIPE3 TPETHS TPEMECTHD, PA3BUBAT YCIOKHEHMS,
Hajlaralld XpaHeHe Mpe3 COHJIa, AUXaTelHa MOLAPBKKA HIIH IPOIBIKATETHA XOCTIUTATH3AIHS.
TakuBa yCcrroKHEHU MOTaT [a ce MOIYYaT BeAHara Cle/l paxIaHeTo.

Morar na ce HabJII0JaBaT CIeAHUTE CHMITTOMH MPH HOBOPOIEHH, aK0O MalKaTa € W3I013Bajla
SSRI/SNRI B k6CHa OPEMEHHOCT: pa3Apa3sHIMOCT, TPEMOP, XHHOTOHHS, IEPCUCTHPALIL IJIaY 1
3aTPYyJAHEHO CYYCHE HIIH ChH. €31 CHMIITOMM MOTaT Ja ce JBJDKAT IIH Ha CEPOTOHHHEPTHUHH

e(QEKTH, HIIM HA EKCIIO3ULINATA. B moBedeTo cayday Te3H YCI0KHEHHA ce HaOIio1aBaT He3a0aRHo

HJIH B paMKUTE Ha 24 yaca ¢Jiel paxaaHeTo.

KnpMmene

Bennadakcun u HETOBUAT akTHBEH MeTabonuT O-ae3MeTriBeHIadakCHH ce eKCKPETHpaT B
KbpMaTa. He Moxe a ce H3KIIoYM PUCK 3a KbpMAavueTo. 3aToBa TPsAOBA Jia ¢e B3eME PENICHHE 3a
POALKaBaHe/CIIHpaHe Ha KbPMEHETO WIIH 3a IpoIbiDKaBaHe/ciirpane Ha Tepamuara ¢ Elify XR,

KaTo Ce HMa MpEeABH] II0JI3aTa 32 IETETO OT KBPMEHETO U II0JI13aTa 3a XKCHaTa oT JeueHuero ¢ Elify

XR.

4.7 EdexTn BbpXY cnocobHoctTTa 32 InodmpaHe ¥ paGoTa ¢ MalHHHM
Beexy ICHX0aKTUBEH JIEKAPCTBEH NPOAYKT MOXKE J1a HApyIM NPElcHKATa, MACIEHETO U
MOTOPHHATE YyMeHusl. 3aTOBa BCUYKY NAIIMCHTH, IpUeMaIllk BeHnadakcHH, TpsOBa jJa OnaaT

MNpCAyIIpCaACHH 34 6(1)BKTHT6 BbBPXY CIIOCOOHOCTTA UM Hda HIO(prﬂT H Jd pEiGOTHT C OIIdCHHU MAIIIHHH.

4.8 Hexelanu JeKapCTBEHH PeaKIMH
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Haii-gecto (>1/10) cbobinaBanuTe HEXENAHN PEAKIHH MPH KIMHHIHHTE TIPOYYBaHHS Ca rajcHe,

CYXOTa B yCTaTa, [N1aBOOONINC U OTEHE (BKIIOYHTETHO HOLIHY M3MOTABAHA).
Hexenanute peakuuu ca U36pOEHH TI0-I01TY 110 CHCTEMO-OPraHeH KJjac H YecTOTa.
HectoTute ca nedunmpann xato: MHOro YectH (>1/10), wectn (>1/100 mo <1/ 10), HeuecTH

(=1/1000 no <1/100), peaxu (>1/10 000 no <1/1 000), ¢ HeHW3BECTHA YECTOTA (OT HATUYHUTE JAHHHU

HE MOXKE 1a ObI¢ HanpaBeHa OLICHKA).

HeuecTn

CHucremMma HAa YeeTH

MHoOro YecTH Peaxn C HeHn3zBe

OpPraHH3Ma

HECTOTA

XeMaToJIOrHuYHa/
Jumbna

ExxumMoasa,
KspBeHe oT
CTOMAIITHO-
YPEBHUA TPAKT

JluraBu4s
KbLpBeHe,
Y IBIDKEH
Ha
TpomOom
Jluckpazu
KpbBTa
(BKJIIOUHT
arpaHyol
arjaacTHl
aHeMus,
HEYTPOIIE:
[IAHIUTON

MeTtaboauszbm/
XpaHeHe

IloBHIIEH CepyMEH
XONECTEPoI1, 3aryda
Ha TErio

Hamnarane Ha
TEIJIO

Haronoru
YEPHOAPO
(YHKIHO]
U3CIICABAl
XUIIOHAT]
Xenatur,
Ha  HeJl
CEKpeLUA
AHTHINYD
XOPMOH (
[1oBuinen
[IPOJAKTH

HepgHa

Cyxora B
ycrara
(10,0%),

I maBobomnue
(30,3%)*

[laTonoruyuu
cpbHHIIA, IloHuXkeHO
TuouI0, 3aMagHOCT,
[loBramIeH MycCKyleH
TOHYC
(XUIEPTOHHA),
bezchHHeE,
HepBHocT,
IlapecTe3nd,
Cenupane, Tpemop,
OO0BpPKaHOCT,
Henepconamuzamusg

AtiaTus,
XarOLUHAIHH,
Muoknonyc,
AXKUTUPAHOCT,
Hapymenu
KOOpAUHAIKSA H
PABHOBECHE

AxaTnzus
/TIcuxoMoTOpH
0
HECHOKOHCTBO,
KoHByicHn,
Maunuakaina
peaKuus

Hesponen
MaJIMTHEH
(HMC),
CepoToHr
H CHHAPO
ExcTpanu
peaKuu
(BKIIKOYMT
TUCTOHMUS
AUCKUHE3
TapauBha
TUCKUHE3
CyunuaH:
1 TIOBE/ICE

CEeTHBHHU OpraHu

Hapyinena
aKOMOJaLus,

[IpoMenenu
BKYCOBH

3aKpUTOB
[JIayKoma

18



Muapuaza,
3pUTCNHU

YCEILIAHHA, IIIYM

B VIIIATE
HapyILEeHUs
CobpacuyHo-ChI0Ba XHTIEPTOHHA, [locrypanna XUITOTOH]
Bazoaunaraims XUIIOTOHUA, Y apKas:
(rimaBHO ropemu | CHHKOIL, QT H
BBJIHU/3a4epBaBane), | Taxuxkapaus KamepHo
[lanmuranuu KamMephna
TaXUKapX,
(BKITFOYUHT
torsade de
HuxarenHa IIposaBane benoapob
€O3UHODP
XpaHocMuaarenda | I ageHe Hamanen afeTUT | bpyKCH3BM, [Tankpeat
(20.0%) (aHopekcus), 3amnex, | Juapus
[loBpblnane
Koxa [loTene O0pus, Myntudo
(BKIIIOUUTETH Agonenus EPUTEM,
0 HOUIHHA enuacpma
U3IOTABAHMA ) HEKPOJIN3.
[12.2%] CHHIPOM
Stevens-Ji
Cupbexk,
Y pTukapr
MyCKyIHO- PabnoMuc
CKEJICTHA
YporeHutanHa ITaromornyna [laTonoruven
CAKYIaIUsl/ opra3sm Opra3bpM
(MBXKE), (xeHn),
AHOprasmus, Petenims Ha
EpekTriiHa ypHHA
IACHYHKITHUS
(MMIIOTEHTHOCT),
HapymmeHo
ypUHHUpaHE
(IpeaUMHO
HapYIIECHO
IIPOITYCKAHE HA
ypHHa),
MeHcTpyanHu
HAPVILICHUS,
CBBp3aHHU C
[IOBUIIEHO KBpPBEHE
WA [IOBHILIEHO
HEPECAOBHO KBPBCHE
(Hap. MeHoparu4,
METpOparusi),
Ilonakuypus
OpraHu3MbT Karo Acteana  (ymopa), | Peaknuu Ha AHapHuaal
IO CryneHd TpBIKH doTo-
UYBCTBHTEJIHOCT T
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*IIpn cOOpHM KIMHHYHM NPOYYBAaHHS YECTOTATa Ha [IIABOOONHETO € 30,3% ¢ BeHnadakcUH CIpIMO
31,3% c mnauedo.

**Cny4au Ha CYMIMAHA HACALHS U CYUIIHIHO MOBEACHHUE Ce ChoOIIABAT HO BPEME HA TEPAIIHATA C
BeHJIA(aKCHH MJTH PaHo Clie]l CTIMpaHe Ha JleueHneTo (BXK. Touxa 4.4).

CrnupaneTo Ha BeHnadaxchd (0co0eHo KoraTo € BHE3ANHO) 0OOHKHOBEHO BOIH A0 CHMITOMH Ha
oTHeMaHe. Haii-uecTo Cho0LIaBaHUTE peakiiy ca 3aMasHOCT, CETHBHH HAPYHICHHS (BKJTIOUHTENHO
NapecTe3ns ), HapyeHU Ha ChHS (BKIIOYHMTEIHO 6€3ChHAEC H HANPETHATH CHHUINA), AXKATHPAHOCT
W TPEBOXKHOCT, I'a/ICHE W/HIIH IIOBPBINAHE, TPEMOD, FNAaBOOOIHE U TPHIONIOA00EH CHHPOM.
OOHKHOBEHO Te3H CHOMTHS Ca JIEKH [I0 YMEpPeHH ¥ ¢4 CaMOOTPAHMYABAIIH Ce, HO TIPH HAKOH
NALMEHTH T¢ MOT'ar Ja ¢a TEXKH H/HIIH [O-IIPOIBIDKUTEHH. 3aTOBA Ce MPEIOPbUBa, KOTATO

JCHCHHCTO C BEHJIE:NIJ&KCI’IH HC € HEOﬁXOI[HMO HOBCHC, Jd CC U3BLPIIH CIIHPAHS YPE3 ITOCTCIICHHO

MOHHXKAaBaHE Ha Jlo3ara (BX. TOUkU 4.2 u 4.4).

lleanarpuanm namueHTH

Kato 1sano npoduIbT Ha HeXeNaHUTE peakliuy Ha BeHnagakcuH (py nianebo KOHTPOIHpaHHTe
KIMHUYHH MPOYYBAHKA) TPH [e1la ¥ FOHOILIH (Ha Bb3pact 6 10 17) e cxoeH ¢ Hab/onaBaHus Opy
Bb3paCTHU. KakTo u npu Bp3pacTHH, c¢ HaOII0AaBaT MOHWIKEH alleTUT, 3aryda Ha Terjio, [IOBHIIEHO
KPBbBHO HAJIATaHE U MOBHICH CEPYMEH XONIECTEPOI (BXK. ToUKa 4.4).

[Ipy KIMHUYHUTE NTPOYUBAHUS C JIENA c€ HaOII0/1aBa HeXXENIaHATA PEaKIIHA CYHITHIHA HACAIHS.
VIMa ¢Blo BCe 10BE4E CHOOLICHUA 3a BpaX1e¢OHOCT H, 0COOCHO IPH TOJIIMO AEIPECHBHO
Pa3CTPONUCTBO, 3a CaMOHapaHsABaHeE.

[lo-cneumasnHo npu aena ce HabMogaBaT CISAHUTE HEXKEIAHHE PEaKIIMKU: KopeMHa 60Ka,

LAKHUTHPAHOCT, TUCIICIICHA, CKXHMO3d, CTIHCTAKCHC H MUAAJI'HUA.

4.9 Ilpenozupane

[1pn mocTMapKeTHHTOBHUS OIUT NIPENO3UPAHETO ¢ BEHIAPAKCHH C€ ChOOIIABA IIABHO B
KOMOHHAIIHSA ¢ AJIKOXO0JI W/WUIIH APYTH JIEKAPCTBEHU NPpOXYKTH. Hali-gecTo chobiaBaHuTe ChOUTHA
[IpH PEIo3HpPaHe BKIIOYBAT TAXUKAPIUA, KOJIHUYCCTBCHY IIPOMEHHU HA CH3HAHHUETO (BapHpally OT
COMHOJIEHTHOCT 10 KOMa), MUApPHAa3a, KOHBYJICHS U NoBpbilane. Jpyru cbodinaBaHu CbOUTHSA
BKJIIOUBAT ejIeKTpoKapanorpadpcku npoMenu (Hanp. yaeinkasane Ha QT untepnana, deapen 0ok,
yabikapane Ha QRS xoMruiekca), BeHTpUKYyIapHa Taxukapaus, Opaguxkapaus, XUIOTOHUS,

BEPTUIO U CMBPT.
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[lyOnukyBanuTe peTPOCIICKTHBHM IPOYIBAHHUS CHOOIIABAT, Ue IPeA03MPaHETO Ha BeHiadhaKcHH
MOJK€E J1a € CBBP3aHO C MOBHUILIEH PHCK OT (PaTalcH U3X0/ B CPaRHEHHE ¢ HAOJIOAaBAHOTO [IPH
POAYKTH Ha SSRI aHTHAEMPECAHTH, HO NO-HUCHK OT TO3M 33 TPHIHMKINUHHTE aHTHACIIPECAHTH.
ENUAeMUOIOTHYHHTE IIPOYYBAaHHS [IOKA3BaT, Y€ JIEKYBaHHTE ¢ BeHNA(paKCHH Nal[HEHTH UMAT
IIOBeYe PUCKOBH (aKTOPH 3a CYUIKI, OTKONKOTO nanueHTate Ha SSRI, He e ScHO 10 KakBa cTenel
HaxOJKaTa 3a MOBHIICH PHUCK OT (aTaNeCH U3X0J MOXKE a Objie IPUIINCAHA HA TOKCUTHOCTTA Ha
BeHJIa(haKCHH [IPH [PENIO3MPAHe B CPaBHEHHE C HAKOM XapaKTEPHCTUKHA Ha TTallUCHTHTE, NEKYBaHH
¢ BeHnagakcuH. [peckpunmuute 3a BeHnadakcHu TpsaOBa ce MIMHCBAT B HA-MATIKOTO KOJIHUCCTRO

OT JICKapCTBCHHUA NIPOJIYKT, OTTOBAPIII0 Ha JOOPOTO JIeuenre Ha MalMeHTa, 3a Ja C& IOHH KU

PHCKBT OT NIPEeAO3UPAHE.

Ilpenoprusano jgevdeHne

[IpenopbuBar ce 00K NOAABPKAIIN ¥ CHMIITOMATHYHH MEPKH, KaTo TpsGBA [a ¢ IPOCIICASIBAT
ChPACHHHS PUTHM M XKH3HCHHUTE TI0Ka3aTesH. AKO UMa PUCK OT aCHHpalus, He ¢e IPelopbuBa
HHAylMpaHe Ha NOBphIlaHe. {ToMalllHaTa IPOMUBKA MOXKe Ja € TIOKa3aHa, aKo Ce H3BLPIIN CKOPO
CJIC] MOTJIBIIAHETO HITH NPU CUMIITOMATAYHH NaluueHTH. IIprioxkeHHeTo Ha AKTHBEH BLITICH MOXE
CBHILO JIa OrPaHHYM adCOPONMATAa Ha aKTUBHOTO BEUICCTBO. Mallko BEpoATHO € hopcHpaHara
Auypesa, quanusara, xeMonepdpysusata 1 0OMeHHOTO KpbBOIpenuBane 1a 6saaT or nonsa. He ca

H3BECTHU HUKAKBH CUCUMPUYHE aHTHAOTH 33 BEHIIahaKCHH.

5. OAPMAKOJOI'HMYHHU CBOMCTBA

5.1 DapmMakoJHHAMMYHH CBOHCTBA

(dapmakoTepalleBTHYHA I'PYHA: APYTHA aHTHACIIPECAHTH

ATC kox: NO6AX16

Cuura ce, ye MEXaHU3IMbT Ha aHTHJICIPECAHTHOTO AcHCTBHE Ha BEHNIa(aKCHH IIPH XOpa € CBRbpP3aH
C NOTEHUHPAHETO HA HEBPOTPAHCMHUTEPHA AKTHBHOCT B ICHTPAJIHATA HEPBHA CUCTEMA,

[ IpeIKMMHUYHHATE IPOYYBAaHUA IOKa3BaT, ue BeHIa(aKkCHH M TJIaBHHAT My MeTabonut O-

nesmetunbennadakcut (O/1B) ca naxuOuTOpH Ha 0OPATHOTO 3axXBALIAHE HA CEpOTOH,

e
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(CAMHHUYHA [103a), TAKa H [IPH XPOHHYHO npuiioxenue. Bennadaxcud 1 OB ca MHOTO CXOIHH 110

OTHOLUCHHE HA TAXHOTO LIOCTHO ACHCTBHE BbPXY OOPATHOTO 3axBalllaHe HA HEBPOTPAHCMHTEDH U

CBBP3BaHETO KbM PELECHTOPH.

Bennadakcun Ha IpakTUKa HIMa HUKAKbB aQUHUTET in Vitro KbM MyCKapHHOBHUTE,
xonuHepruyHute, H1-xucramunepruunure unu ol -anpeHepruubduTe peenTopy OT MO3BK Ha TLIBX.
DapMakoIOTHYHOTO JCHCTBHE BBPXY TE3H PELIENTOPH MOXKE JIa € CBBP3aHO C pa3IniH HeXXeTaHH
peaxiuy, HabJIr0IaBaHy NpH JPYTH aHTHACIIPECAHTHH JIEKAPCTBEHH IIPOAYKTH, KATO
AHTHXOIVWHEPIUYHH, CCIATUBHU U CHPACYHO-CH/JIOBH HEXKE/IAaHH PCaKIIMH,

Bennadakcun He npurexaBa HHXUOMTOPHO AEHCTBHE BHPXY MOHOAMUHOOKCH 1A3aTa (MAO). In

VIfro Npoy4YBaHHATA MTOKA3BaT, Y€ BeHIa(aKkCHH Ha NPaKTHKA HE NPUTEXKABA HUKAKEB aQUHUTET

KBM OIMATHU ¥ OCH30AHAa3eTHHOBH PEIENTOPH.

I'olemu AenpecHBHH eNA300H

EdukacHocTTa Ha BeHnadakcuH ¢ He3abaBHO 0CBOOOKIABAHE KaTO JICYCHHE Ha FOJIEMH
JCIPECHBHYU €MU30/U € I0Ka3aHa ITpy MeT paHIOMHU3HUPaHHU, ABOMHO-cIenH, miainebdo
KOHTpOJIHpaHH, KPaTKOCPOYHH MPOYYBAHHUA ¢ HPOIB/DKUTEIHOCT OT 4 10 6 CeIMHITU 3a JO3U 10
375 mg/aen. EpukacHocTTa Ha BeHIa(akCUH ¢ YABIKEHO OCBOCOXKIABAHE KATO JICUCHHE HA
TOJIEMH JCTIPECUBHH €MMU30M € YCTAHOBEHA IIPH ABE Mianc0o KOHTPOJHUPaHH KPAaTKOCPOYHH
HPOYYBAHUS C IPOABDKUTENIHOCT 0T 8 U 12 ceaMuIin, KOUTO BKIIOYBAT 00XBAT HA JO3HTE OT 75 10
225 mg/aen.

[Ipu eqHO NO-ABJIrOCPOYHO MPOYyYBaHE aMOYJIaTOPHUTE BB3PACTHH MAITHCHTH, KOHUTO Ca Ce
[OBJIUSUIMA IO BPEME HA €XHO 8-CEIMUYHO OTKPUTO MPOYUBaHe Ha BeHIa(aKCHH ¢ YABDKEHO
ocBoOOXMagane (75, 150 wm 225 mg), ca paHAOMHU3MPAHU Aa NPOABIIKAT CBOSTA /1034
BeHJIaaKCHH ¢ YABIKEHO 0CBOOOKIaBaHe UK Ha IIaneto 3a MaKkCHMYM 26 ceIMHIIH
HaOaroACHUE 3a peuyauB, 11pu e1HO BTOPO NO-ABLATOCPOYHO MPOYYBAHE €PUKACHOCTTA HA
BeHNadaKkCHH 3a NPEBEHILMA Ha pelUAUBUPAIIH ACIPECHBHU €MH304U 3a 12-MeceueH Iepruo €
YCTAaHOBEHA IIPH €AHO IJIAe00 KOHTPOJIUPAHO, ABOWHO-CIIANO KIIMHAYHO A3IIHTBAHE IIPU
BL3pAaCcTHH aMOyIaTOpHU MallUCHTH ¢ pCUHANBHPAINY TOJICMH ACTIPECUBHH €301, KOUTO ca Ce
[MOBAMSUTH OT JiedeHue ¢ BeHnadpakcul (100 go 200 mg/aeH, no cxeMa ¢ IpUeM JBa IILTH Ha JCH) Ha

TIOCTICAHMS CITM30/ HA JICTIPECHSL.

I'eHepaIH3IHPAHO TPEBOKHO PA3CTPOMCTBO
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EdukacrocTTa Ha BeHIadhaKCHH KAICYIIH ¢ YABTKEHO 0CBOBOKIABAHE KATO JICYEHHE 32
IrCHEPATH3NPAHO TPEBOXKHO pa3cTpoUuCTBO (I TP) e ycraHoBeHa npy aBe 8-cenMuunn, mrancbo
KOHTPOJIMPaHH IIPOyYBaHUS ¢ QUKCupaHu Ao3u (75 go 225 mg/nen), eaHo 6-MeceuHo, mianeto
KOHTPOJIAPAHO NPOy4YBaHe ¢ QUKCHpaHu A03M (75 no 225 mg/nen) u eqHo 6-MeceuHo, mrane6o
KOHTpOJIMpaHO fIpOyYBaHE ¢ NpoMsAHA Ha Ao3uTe (37,5, 75 u 150 mg/nen) npu Bu3pacTen

aMOyIIaTOPHH NALlUEHTH.,

BerpekH ue uMa CHIO J0Ka3aTeICTBa 3a IPEARMCTBOTO Ha J03aTa oT 37,5 mg/neH npen miane6o

2

T HC € TOJIKOBA [TIOCTOAHHO E'!(DEKTHBH& KaKTO IIO-BHCOKUTC JO3H.

CounaTHO TPeBOXKHO Pa3CcTPOICTBO

EdukacHocTTa Ha BeHadgakcHH KaNCyilH ¢ YABDKEHO 0CBOOOXK/IaBAHE KATO JICUCHKE 33 COLHATHO
TPEBOXKHO Pa3CTPOHCTBO € YCTAHOBEHA NIPY YETUPH JIBOMHO-CIIEIH, TIApaIeIHOTPYIIOBH, 12-
CEAMHYHU, MHOTOLCHTPOBH, IIAlle00 KOHTPOIHPaHU LIPOYYBaHHS C TIPOMSAHA HA J03aTa H NIPH
€THO TBOMHO-CIIANO, MapalieIHOrPYIIOBO, 6-MECEUEHO, TIaeGo KOHTPOIRPAHO, IPOYUBAHE C
(pUKCHpaHH/TIPOMEHIMBY HO3HU IIPH aMOYJIAaTOPHH Bb3PaCcTHH HallMeHTH. ITallueHTHTE TOTyYaBaT
JIO3W B TPAHHUITUTE OT 75 10 225 mg/neH. JIANCBAT 10Ka3aTeICTRA 32 MO-TOJIAMA €(hEKTUBHOCT NIPH

rpynara ot 150 10 225 mg/nen B cpaBHEHHUE C TpynaTa Ha 75 mg/Ien npu 6-MeCceuHoTo IpoydBaHE.

Ilann4ecko pa3cTpoiicTBo

EdukacHocTTa Ha BeHnapaKCHH KalcCylH ¢ YABDKEHO 0CBOOOXKIAaBaHE KATO JICUECHHE 3a [IAHUYECKO
pa3CTpOHCTBO € YCTAHOBEHA 1P ABE ABOHHO-CIIENH, 12-CeMUYHH, MHOTOLICHTPOBH, Njane6o
KOHTPOJIHPAHHU [IPOYUBAHUS MIPH Bb3PacTHHU aMOyIIATOPHHU NAIIACHTH ¢ ITIAHUYECKO Pa3CTPOICTBO, ©
unu 0e3 aropadgobus. Hayannara 103a npu NpoyYBaHHUATA ¢ MAHUYECKO pa3cTpoicTro € 37,5
mg/aen 3a 7 aau. Cren ToBa NalUeHTHUTE MToNy4aBaT pUKCHpaHu 1034 OT 75 uiau 150 mg/acH npu
€JIHO NIPOYYBAHE W 75 wim 2235 mg/neH npu ApyroTo Ipoy4BaHe.

EdukacHOCTTA € YCTAaHOBEHA CHINO OPU €OHO ABJIFOCPOYHO, IBOMHO-CIIAIO, Naaleho
KOHTPOJHUPAHO, NAapalieIHOIPYIIOBO IPOYIBAHE HA ABJITOCPOUYBATE 0€301IaCHOCT, ¢hUKACHOCT U
NPEBEHILINS Ha PELIUANUBUTE IIPH Bb3PacTHU aMOVIaTOPHU NAlleHTH, KOUTO Ca Ce MOBIHSINA OT
OTKpUTOTO JieueHue. [laliueHTHTE NPOABIKABAT A4 NIOYYABAT CHIATA 034 OT BEHIA(aKCHH C

yIBJIXKEHO 0CBODOXKIaBaHe, KOATO Ca IIpHEeNH B Kpad Ha oTkpuTara ¢asza (75, 150 wmu 225 mg).
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5.2 @apMaKoKHHETHYHH CBOHCTBA

Bennadakcun ce Merabosnu3upa B rojaMa CTelneH OCHOBHO JI0 aKTHBHMS MeTabomnur O-

nesmeTuinseHnagaxcun (OJIB). Cpenauar + CO mnasMeH nonyxusot Ha BeHuadakxcus 1 OB e

CBOTBETHO J+2 yaca u 11+2 gaca. PaBHOBecHHTe KOHUEeHTpauy Ha BeHIadakcun u OJ[B ce

JIOCTUFAT B paMKWTE Ha 3 JHM OT I€popaiHa Tepamus ¢ MHOIOKPAaTHO Ipuiloxenue. BeHnadpakcun

1 O/IB nmokassat jJMHelHA KHHETHKA Hax A030BuMs 00xBaT oT 75 mg 10 450 mg/neH.

AbcopOuusn

[loue 92% ot Bennadaxcun ce abcopOupar ciex eAMHAYHA IEPOPATHA 033 OT BeRIa(haKCHH ¢
He3a0aBHO 0CBOOOKAaBane. AGcomoTHaTa OuoHaMHUHOCT € 40% 10 45% nopaaH MpecHCTEMHUS

MeTabonu3bM. Ciiell MPUIOKEHHE Ha BeHAa(haKCHH ¢ He3a0aBHO 0CBOOOKIaBaAHE IMKOBUTE

[J1a3MEHH KOHUEHTpalun Ha BeHIadakcuH 1 OJIB HacTBEOBAT 3a ¢hOTBETHO 2 U 3 yaca. Cren
MPUNCKEHUETO HA BEeHIAQaKCUH KAIICYIIH € YABIKEHO OCBOOOKIABAHE THKOBUTE ILUIA3MEHHU
KOHLIeHTpauu# Ha BeHnadakcud U OJIB ¢e mocTHrar B paMKUTE HA CHOTBETHO 5,5 yaca # 9 yaca.
Koraro ce npunaraT eJHaKBu JHEBHHU J03H OT BeHiradakcuH, OMIo KaTo Tabjerka ¢ He3a0aBHO
OCBOOOXKIaBaHE WU KAICYyNa ¢ YIBIKEHO OCBOBOKIaBaHE, KAIICYIATa ¢ YIBIIKEHO
OCBOOOXKJaBAHE OCUIYPSBA MO-HUCKA CKOPOCT Ha abcopOLMs, HO ¢hIIaTa CTENeH Ha abcopOuust B

cpaBHeHue ¢ TaluieTkara ¢ He3abaBHO OCBODOXKIaBaHe. XpaHaTa He MOB/IHABA OHOHAIHYHOCTTA HA

BeHNadakcuH u OJIB.

Paznpeaenenue

Bennadaxcun 1 O/IB B TepalleBTHYHKH KOHIICHTPAIIMH C€ CBHP3BaT B MUHHMAIHA CTEIEH ¢

YOBELIKUTE a3MeHu 0enrsuu (¢e0TBETHO 27% u 30%). O0eMBT Ha pa3npenesieHHE Ha

BEHJIA(aKCHH B PABHOBECHO CheTOAHUE € 4,4+1,6 L/kg cnen mHTpaBeHO3HO NPHIOKEHHE.

MeTaboan3ism
BeHnaakCuH NpeThpIIgBa 3HAYUTEIIHO METaDOIM3UPAHE B YepHUA Apo0. In vitro | in vivo
NpOyYBaHUATA MOKa3BaT, Y€ BeHIadaKCHH IIPEThPIIABa OHoTpaHchopMaITis 10 HETOBHUA IJIABEH

akTuBeH MeTa0oauT OIB ot CYP2D6. In vitro v in vivo npoyuBaHusTa noKas3sar, 4¢ BeHIa(akCHH

ce METaDOJIM3UPA JO BTOPOCTENCHEH HO-MAIKO aKTHBCH META00JUT N-IC3METUIIBCHILE

— n

- " » " 1 i i ‘""..";L:
CYP3AA4. In vitro u in vivo Ipoy4YBaHHATa IOKa3BAT, e BeHIadakcuH ¢ crab nHXHOHTOp-Ha © <.y

&+
T !

CYP2D6. Bennacdaxcus e uaxubupa CYP1A2, CYP2C9 uin CYP3A4.,  // S
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EnumMuuapaHe

Bennadaxkcu ¥ HeroBUTE MeTabOIMTH C€ EKCKPETAPAT OCHOBHO nipe3 Ou0Openyte. ITpubnusurento
87% or no3ara Ha BeHIadakCHH Ce OTAENA C ypUHATa B paMKuTe Ha 48 yaca KaTo HEIpOMEHEeH
Bernadaxcul (5%), Rexkonrorupad OB (29%), kontorupan OJIB (26%) unu npyru
BTOPOCTENICHHN HEAKTHBHH MeTa0OIUTH (27%). Cpeanuar + CO mia3sMeH KIHPLHC B PABHOBECHO

CBCTOsAHME 3a BeHNnadgakcuH 1 OJIB e cvotBeTHO 1,3+0,6 L/yac/kg u 0,4+0,2 L/h/kg.

CneunajHu rpynn

Bw3pacT 1 non

Bb3pacTTa H IOABT Ha MALMEHTHTE HE MOBIUABAT 3HAYHMO (HapMaKOKHHETHKATA Ha BeHnadgakcuH

1 OJIB.

CYP2D6 excreH3uBHR/10mMA MeTaboaH3aATOPH
IInasMeHHTe KOHUEHTpAMH Ha BeHnadakcHH ca 110-BUCOKH pu CYP2D6 nouu MetaboIM3aTopH,
OTKOJIKOTO IIPH EKCTEH3UBHUTE MeTaboIM3aTtopu. i kaTo obuiara ekcno3uimg (AUC) Ha

BeHJ1adakcud ¥ OZIB ¢ cxonHa MpH JOIIH M €KCTEH3UBHU MeTa0O0IUu3aToOpH, HAMA HEOOX0AUMOCT

OT Pa3/INYHU AO30BU CXEMU 3a TE3H JIBE TPYIIH.

Ian\aeATH ¢ 94epHOAPOOHO YBPEKIAHE

[Tpu maumentn ¢ Child-Pugh kmac A (s1exo deproapoOHO yBpexkaane) H Child-Pugh kmac B

(YMEPEHO YepHOAPOOHO YBPEKAAHE) NOMYKHBOTHT HA BeHTadhakcud U OJIB ¢ yabnxeH B
cCpaBHeHHE ¢ HOpManHM nuna. [lepopanHusar KIMphHC KaKTO Ha BeHIadakcHH, Taka 1 Ha O/IB e
HamaseH. OTKpHBa CcE rosaMa CTENCH Ha BapHaAOHIHOCT MEXKAY OTACIIHUTE UHAUBHAIU. UMa

OrpaHHYCHH JAaHHM IIPH MAIMEHTH ¢ TEXKKO Y4epHOAPOOHO yBpeKIaHe (BXK. Touka 4.2).

ITaneHTH ¢ 0LOpeYno yBRpeKIaHE
[Tpu 1uanu3Hy nalMeHTH CIHMHHAIROHHHAT MOJIYKABOT Ha BeHNA(aKCUH € YIBIDKCH C OKOJIO

180%, a KTUPBHCHT € TIOHHKEH ¢ OKOJIO 57% B CPAaBHEHHE ¢ HOPMAJIHH JIMIIA, JOKATO

eTHMHBHAITMOHHAAT noiykuBoT Ha OJIB e yasmkeH ¢ okoio 142%, a KIUPBHCHT — HOHUKEH C

OK0J10 56%. HeoOx0 QMU ca KOpeKIIHH Ha J103aTa [IPH MAIIUEHTH ¢ TEKKO OBOPEUHO YBPEKIAHE U

IIpH MTAIlMEHTH, Ha KOHUTO ¢¢ Hajlara XxeMoadanu3a (Bx. Touka 4.2). L

5.3 TipeakIMHHYHH JAHHH 32 6e30MIaCHOCT
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[IpoyyBaHusTa ¢ BeHIa(aKCHH NPH TUTBXOBE M MHUIIIKH HE ITOKA3BAT JaHHH 33 KAPIUHOTEHHOCT.

BennagpakCuH He € MYTareHeH Mpy LHPOK HAGOp OT in Vitro U in vivo u3clieBaHus.

HpO}"IB&HHHTﬂ 3d PCIIPOAYKTHBHA TOKCHYHOCT IIPpH X)XHBOTHH ITOKa3BaT ITIOHHXKCHO TETJIO HA

HOBOPOACHHTC ITPH [INTBXOBE, IOBHIICHUC HAa Y€CTOTATa HA MBPTBOPOJICHH U ITOBHUIICHA CMBPTHOCT

CpCA HOBOPOJACHMTE IIPE3 NBEPBUTE 5 THU OT KbpMeHeTO. [Ipudunara 3a TE3H CMBPTHH CIIy4ad HE €

u3secTHa. Te3n epextu HacTenrar npu 30 mg/kg/nen, KoeTo € 4 MbTH IOBEYE OT JHEBHATA 1034

npH Xopa ot 375 mg BennadpaxkcuH (Ha ocHoBa mg/kg). Ho3ara 6e3 edekT 3a Te3u Haxoaku ¢ 1,3

OBTH N0- BUCOKA OT A03ara 3a Xopa. | loTeHIHaTHUST pHCK IPH X0pa HE € H3BECTEH.

Habmonasa ce NoHMmKeH GEPTUIATET MIPH €THO TIPOYUBAHE, [IPH KOETO KAKTO MBXKKH, TAKa U

JKEHCKH TUTBXOBe ca Ounu ekcnozupanu Ha OJ1B. Ta3u excnosumms ¢ Ouna npudnusurento 1 no 2

IBTH [10- BUCOKA OT [103aTa Ha BeHJiadakCuH npu xopa oT 375 mg/neH. 3HaueHueTO Ha Ta3u

HaXxOJJKd IIPH XOp4ad HC € B3BCCTHO.

6. DOAPMAIIEBTHUYHMHU JAHHU

6.1 CHOHCBK H2 NOMOUIHHUTE BEHIECTBA

3a Elify XR 37.5 mg prolonged-release capsules, hard:

Coabpp)kaHle Ha Karcyiara.

3axXapHH cepu (ChAbpXally 3axapo3a)
eTriesyno3a (E462)
XUAPOKCUITPONTHILICIYJIIO3a
xunpomenosa (E464)

TajiK (ES53b)

nuOyTha cebakar

OJIeMHOBa KUCEIHHA

CHIUIHEB JHOKCH /L, KOJIOUACH Oe3Bo/IeH.

OGBHBKA HA KATICYIaTa:

HKCJIdTHH

HATPHUEB JIaypull cyadar
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OuBETUTEH:
Ilonco 4R (E124)
XMHOJIMHOBO XBITO (E104)

TUTaHOB nuoKcua (E171).

3a Elify XR 75 mg prolonged-release capsules, hard:

CrAbp)KaHUE Ha KalCyJaaTa;

3axapHu cepH (ChbAbpPIKALIM 3axXapo3a)
eTunuenynosa (E462)
XHIPOKCUITPOITHIILICITYJIO3a
XHIpomenosa (E464)

Tank (E553b)

AAOYTHII cedaKaT

OJIEMHOBA KUCCIIMHA

CUJIUIIUEB JUOKCHI, KOIOUJIEH OE€3BOICH.

OOBUBKA Ha KarcyJara;

KCTIATHH
HATpHEB JTaypui cyiadar
Ouseturtenu:

ceHeeT )baTo FCF (E110)
XWHOJIUHOBO XbaTO (E104)

TUTaHoB auokcun (E171).

3a Elify XR 150 mg prolonged-release capsules, hard:

Chabp)XaHWe Ha Kancyaara:

3aXapHHU chepH (CHALPKAINY 3aXapo3a)
eTwnienyiosa (E462)
XHUJIPOKCUIIPOTIHIIENYI03a
Xunpomenosa (E464)

tajik (E553b)

TUOyTHA cebakar
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OJICHHOBA KHUCCJIIUHA

CHUIIMLIMER JHOKCH/, KOJOWIEH OE€3BOJICH.

OOBUBKA Ha KancyJaTa:

AKCJIATHH

HaTpHUEB Jaypui ¢yndar
OuBETUTEIH:

ceHCeT XbaTo FCF (E110)
XHHOJIMHOBO XbJITO (E104)
nateHT cuHbo (E131)

THTaHoB auokcua (E171).

6.2 HecbBMECTHMOCTH

He e npunoxumo.

6.3 Cpok Ha rognocr

3 rOIHNHH.

6.4 CHoenHaJHH YCI0BHS HA ChXPaHEeHHE

To3u nekapcTBEH NPOIYKT HE U3UCKBA HAKAKBH CIEIMAIHA YCJIOBHA HA ChXPaHEHHE.

6.5 JlaHHH 32 OIIAKOBKATA

20, 28, 30, 50, 98 u 100 xancyau, onakosanu BLB Onucrepu (PVC/ anmymunnii).

50 u 100 xancynn B HDPE 6ytunka ¢ HDPE kanagka Ha BHHT H callle ChC CHIIHKA I'ell (IECHKAHT).

He Bcuuky BUIOBH OITAaKOBKHA MOTaT Ja OBJaT IYCHATH B IpoJaxoa.

6.6 ChnenMaaHy NpeaANasHU MEPKH NPH H3XBBPJIsSHE H paboTa

HsMa crientyaiiy H3UCKBaHUSL.
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7.  IIPUTEXATEJI HA PAZPELIEHHUETO 3A YIIOTPEBA

Medochemie Ltd,

1-10 Constantinoupoleos Str.
3011 Limassol,
Kunsp

8. HOMEP(A) HA PASPENIEHHUETO 3A YIIOTPEBA

Enwudain XR 37.5 mg xancyu ¢ yasKeHO 0CcBoOOXKIaBane, TBHPIH - 20080090
Enudaii XR 75 mg kancynu ¢ yab/pkeHO 0cBOOOKaBaHe, TBHPIH - 20080091

Enugait XR 150 mg kancynu ¢ yasnkeHo ocBoboxaaBane, TBEpIH - 20080092

9. HJATA HA ITBPBO PA3SPEHNIABAHE/IIOJTHOBABAHE HA PASPEINIEHUETO
3A YHOTPEBA

Enudait XR 37.5 mg karncyiu ¢ yaphKkeHo ocBoOoKaaBane, Tebpau — 11.06.2008 r.

Enudait XR 75 mg kancymu ¢ yapmkeHo ocBoOoxaaBade, TBspAM — 11.06.2008 r.

Emngait XR 150 mg kancynu ¢ yasbkeHo ocBoOoXaaBane, TREpIH - — 11.06.2008 r.

10. JATA HA AKTYAJIMJUPAHE HA TEKCTA

®eppyapu 2009 T.
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