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Ogobpexue Me ......... . r
l, UME HA JIEKAPCTBEHWUS ITPO/IYKT - = —— jeedsasssen

Jlynoner 30 mg TBbPJIM CTOMALIHO-YCTOHYUBH KarlCyJ1H
Jlynoaer 60 mg TBbpAU CTOMAILHO-YCTOHUMBH Karcyiu

Dulodet 30 mg gastro-resistant hard capsules
Dulodet 60 mg gastro-resistant hard capsules

2 KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika karicyJsia cbabpika 30 mg ayj1okceTuH (duloxetine) (KaTo XMAPOXJIOPHL).
Besika kancynia ceabpxka 60 mg nyJn0KCeTHH (duloxetine) (KaTo XMAPOXIOPUA).

[ loMOLLIHO BEULIECTBO C U3BECTHO JACHCTBHE

Besika kancyna cbabpxa ot 52,38 10 70,92 mg - 3axapo3sa.
Besika kancyna ecsabpxka ot 104,74 no 141,83 mg - 3axapo3sa.

3a NbLJIHUS CITUCHLK HA NMOMOILLLHUTE BElllecTBa, BUKTE Touka 6. 1.

3. JIEKAPCTBEHA ®OPMA

TBbpaa cToMallHO-yCTOHYMBA KarncyJa.

Tebpaa xenaTuHoBa kancysa Ne3, ¢ xbaT MacTu/ieH Haanue ,.DLX™ BbpXy HENpo3payHOTO CHHBO
kanaue 1 ,,30 mg" BbpXy Henpo3pavuHOTO OsJ10 TS0,

Tebpaa xkenaruHoBa karncya Nel, ¢ 051 mactuned Haanuc ,,DLX" BbpXy HENpo3payHOTO CHHLO
kanaye M ,,60 mg* BbpXy HENnpo3pauHOTO 3€JIEHO TAJO.

4. KJIUHHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHUS

JleueHue Ha rojsiMo JENPEeCUBHO Pa3CTPOMCTBO.

Jleuenue Ha nuaderHa nepudepHa HeBponarHa 0oJiKa.
JleyeHue Ha reHepPATU3UPAHO TPEBOKHO pa3CcTPOHCTBO.

Jlynozaer e nokasan 3a ynorpeoda rnpu Bb3pacTHH.
3a jlonbJHUTEIHA H(popMalLlMs BUKTE Touka S. 1.

4.2 Jlo3MpoOBKAa H HAYHH HA NPHJIOKEHHE

J1lo3npoBka

[onsimo oenpecusHo pascmpoucmeo
Hauannara u npenopbyMTe/IHATA NOUIbPKaLILa J103a € 60 mg BeaHbK JHEBHO, He3a
XpaHeHe. B KIMHUYHM NpOyuBaHUs ca OLICHABAHU OT IJie[Ha TOUKA Ha Oe30MacHoOC



BeAHDX AHEBHO, 4O MaKCHMalHa A03a oT 120 mg BeAHBX AHEBHO. BbNpeKH TOBa, HAMa KIHHHYHH
N0Ka3aTeNICTBA, Bb3 OCHOBA HA KOWTO Na C& NMPEeanosioKH, Ye naudeHTUTe, HEMOBIMIIYU CE OT
HauyasiHaTa [PENOPBbUHTEHA 1033, MOraT Aa UMaT NoA3a OT BL3X0AALI0 TUTPYpaHe Ha 103aTa.
O6MKHOBEHO TEPANEBTHYEH OTIOBOP ce Habnioaasa cnen 2-4 CEAMMLM NIEUYEHHE.

3a na O6ble NpeAoTBpaTeH PeLUANnB, Cnell KOHCONWIUPAHE HAa aHTUAENPECHBHUS OTIOBOP CE
Npernopb4Ba JEYEHHUETO Aa NMPOALIKH HAKONKO Mecela. [IpH NauKMeHTH, KOUTO Ce NOBIKABAT OT
neyeHue ¢ AYNOKCETHH M UMAT aHaMHe3a 3a NOBTOPHU EMU30AH Ha roisMa Rernpecus, MOXe 1a ce
06MUCTY NTO-HATATBLUHO ABATOCPOUHO NedeHue ¢ no3a ot 60 o 120 mg auesHo.

lenepanuszupano mpegodiCHO pascmpoucmeo

[MpenopbunTe/HaTa HavaNHa A03a IIPY NALMEHTH C FeHEPAIM3UPAHO TPEBOXHO pa3cTpoicTeo ¢ 30 mg
BEIHBK JHEBHO, ChC Unu Oe3 XpaHa. [1pn naumMeHTH ¢ HE3aACBOAUTENEH OTrOBOP [103aTa TpsOBa Aa ce
yBenuun ao 60 mg, koeto e obuuaiinara nofAabpKallia 4032 NPH MOBEUETO NALIUEHTH.

[Tpy nauMeHTH ¢ KOMOPGUAHY roneMU NeNPECUBHHM €NM30/M HaYalHaTa M nojaspKaiara 1o3a e 60
Mg BEAHbX LAHEBHO (BUKTE CHLUO NPENOPLKHTE 3a J03UPAHE [10-TOPE).

Ha6nionasaMo e, ye Ao3u 10 120 mg aHeBHO ca epeKTUBHM U TE €a OUEHABAHHU C Ornen Ha
6e30MaCHOCTTA NPH KJIIMHUYHK [TpoyuBatHus. CneaosaTenHo, Npy NauUeHTH ¢ HE3aA0BOIMTENEH
OTTOBOP KbM 103K A0 60 mg. Moxe na ce uMa npeABda yeeauuenue 10 90 mg nan 120 mg.
YBenuyeHUETO Ha 103aTa TPAOBd Aa € Bb3 OCHOBA HAd KJIMHU4YHUSA OTI'OBOP H NOHOCHMOCT.

Cnen KOHCONMAMpaHe Ha OTrOBOpa. CE NMpenopbyBa Aa ¢ NPOAbL/KY NEYEHUETO 3a HAKOAKO Mecela,

33 Aa ce u30erHe peLuuaus.

Jluabemra nepuchepra negponamna boaxa

HauanHarta ¥ npenopbuUTENHaTa NOMLTbpKaLlua 103a € 60 mg BenHDbX AHEBHO, HE3ABUCKHMO OT
XxpaHeHe. B KNMHUYHY NpOoyuYBaHMA ca OLEHSBAHHU OT rnellHa Touka Ha Oe3onacHocTra 103u Haa 60 mg
BEAHLX JHEBHO, 10 MAKCHMaJHa 103a oT 120 mg AHeBHO, NPUNIOKEHA KATO PABHO pa3aesieHH
npuemMH. [InasmMeHnTe KOHUEHTpAUMHK Ha AYJIOKCETHH NPOABABAT ro1aMa HHTEPUHANBHAYANHA
paprabunHOCT (BxK. T. 5.2). CnenopaTesnHo, pu HAKOKW NalUeHTH, KOUTO ca MoKazanu
HE3aA0BOJIMTENEH OTrOBOp KbM 60 mg, Morar 1a ca OT nosi3a no-rof1eMHy A03H.

OTroBOpbT KbM NleyeHHeTo TpaOea na 6bAe oueHsABaH cnen 2 meceua. [1py mauMeHTy ¢ HEAOCTaTbYHO
MbPBOHAYANHO NOBNMUABAHE € MANTKO BEPOATEH AOIbIHUTENEH OTIOBOP CNE TO3H MEPHOA.
TepanesTHuHaTa non3a TpaORa na ObJe NnpeoueHsBaHa peaOBHO /TIOHE Ha BCEKH TP Meceua/ (Bx. T.

5.1).
Crneyuannu nonynayuu

[layuenmu a cmapuecka gpvapacm
ﬂpu NauMCHTH B CTApHECKa Bb3pacT HE C€ NPENOophLHBa aJanNTUPAHEC Ha 003dTa €ANHCTBCHO Bb3

OCHOBA Ha Bb3pacTra. Benpexu ToBa, NoA00HO HA BCEKU NIEKAPCTBEH NPOAYKT, CE U3UCKBA BHUMAHHE,
KOraTo ce JIEKYBaT MallMeHTH B CTAPUECKa Bb3pacT, 0cobeHo ¢ A03a 120 mg AYNOKCETHH AHEBHO MpPH
roflEMH JENPECHBHH €NU30AM UK NEHEPAJIUINPAHO TPEBOMHO pa3CTPOUCTBO, 38 KOETO MMa
OrpaHu4eHy NaHHK (Bx. TOUkHU 4.4 1 5.2),

Yeproopobro yepexcoane
Hynonet He TpadBa aa ce W3ANOoM3Ba Npy NauneHT! ¢ YepHoapobHo 3abonssaHe, AOBENO A0
yepHOoApOOHA HEAOCTATEYHOCT (BXK. TOUkK 4.3. 11 5.2).

bvbpeuno yepexcoare
He ¢ HeOOXOAMMO KOpMIrupaHe Ha A03aTa MpH NauneHTH C eka A0 ymepeHa Db0peuna AuchyHKLNA
(xpeatuHHOB KIMpbHC 30 10 80 mi/min). [iynoner xe TpsabGpa aa ce ynotpedsBa Npu MaUMEHTH ¢

Heouampuuna nonyrayus




JlynokceTvH He Tpabaa na ce ynotpebsBa npu AeLa M IOHOLIM Ha B3PACT oA |8 rOAMHM 3a NedeHue
Ha roJISMO JeNPeckBHO pa3cTPONCTBO, Nopaan chobpaxeHuns 3a He30MaCHOCT U €PUKACHOCT (BIXK.
Touku 4.4, 4.8 u 5.1).

BezonacHocTTa ¥ eUKACHOCTTA HA AYJIOKCETHH 3a NEHEHHE HA reHEepaIM3KHpaHO TPEBOKHO
Pa3CTPOMCTBO NPH NEAUATPUUHY MALUMEHTH HA Bb3pacT 7-17 roavHM HE €a YCTaHOBEHH, Hannunute
NOHACTOMALLEM AdHHH ca onucaHu B Toukn 4.8, 5.1 n 5.2,

Be30nacHoCTTa ¥ epUKACHOCTTA Ha YJIOKCETHH 3a NIeHeHUE Ha ArabeTHa nepugepHa HEBpOnaTHa
fonka He ca u3cneasany. Jlnneear gaHHu.

[Ipexwvcsane na revenuemo

TpsaGsa na ce n3barea ps3xo npexkbesaHe. Koraro ce npekbepa neucHue ¢ Jlynoner, nosara tpsabea na
Obae HaMansBaHa [OCTENEHHO 3a MNEPHO OT MIOHE eAHa A0 ABE Ce/AMHUM, 33 [ia C€ HaMalu PUCKBT OT
peakLuUy Ha OTHEMaHE (BXK. Touku 4.4, U 4.8). AKO cnel HaMmalndaBaHe Ha A03aTa UK Npu NpeKbCBaHe
Ha NeYeHHMEeTO Ce NORABABAT CUMNTOMH HA HEMOHOCHMOCT, TpADOBA fa ce MMa NpeaBul NOAHOBABAHE Ha
HazHayeHaTa Npeau ToBa Ao3a. BriocneacTaue, NEKapsaT MOXKE Jia IPOABNKMY Aa HamalfaBa f03aTa, HO

Mmo-noCTENCHHO,

HauH Ha OpUTOKEHHE

3a nepopasiHO NPUIOKEHKE.
4.3 [IporusBonoka3zaHHf

CBPbXUYBCTBUTENHOCT KbM aKTUBHOTO BELLECTBO WJIH KbM HAKOE OT NMOMOUIHHTE BEILECTBA,
H3bpoeHu B Touka 6. 1.

EAHOBpEMEHHOTO NpUIIOKEHHUE Ha JlyN0AeT C HeCeNEeKTUBHH, HeOOpaTUMU MHXHMOMTOPH Ha
MoHoaMUHooKcuaasata (MAQO HHXHOUTOPH) € TPOTHBOIIOKA3aHO (BXK. TOuka 4.5).

UepHoapobHo 3abonsBaHe, BOASLLO A0 HEPHOAPOOHO yBpexaaHe (Bx. Touka 5.2).

Jynonet He TpsbBa aa ce npunara B KoMOUHaLWA € PayBOKCaMHH, LHNPOGhIOKCALtUH HIIH €HOKCAUMH
(T.e. moutiy CYPIA2 nuaxuburopu), Tbit KaTO KOMOWHMPAHETO BOAK A0 NOBULLIEHH [T1a3MEHN
KOHLUEHTPALIKK HA NYJNOKCETHH (BX. TOuKa 4.5).

Texko ObOpeuHo yBpewaaHe {KpeaTHHUHOB KNUpBHC <30 ml/min) (Bx. Touka 4.4).

3anouBaHe Ha JIeueHKe ¢ Jynoaer € NpoTUBONOKa3aHo NPY NAUMEHTH ¢ HEKOHTPOJINpaHa
XHMEPTOHHUA, Thil KATO MOXKE 2 U3JIOXKMU MalMEHTUTE HA NIOTEHUMAJIEH PUCK OT XUIMIEPTOHUUHA KpH3a
(8. Toukr 4.4 u 4.8).

4.4 ChneunanHu npeaynpexaeHHs U Npeana3Hy MepKu npyu ynorpebda

Marus u npunadvyu
Hynonet Tpabpa aa ce npuaara ¢ BHUMaHWE NPY NMAUMEHTH € aHAMHE3a 32 MaHUs WJIK C AKarHosa
OMMONAPHO pa3CTPOACTBO W/UITK NIPUNALBLM,

Muodpuasa

CrofluaBaHi ca chnyuyau Ha MUAPHA3a, CBbP3aHHK C AYJIOKCETHH, ROPAAH KOETO € HEODXOAUMO
NOBHLUEHO BHUMAHHE NPH NPeAnUcBaHeTo Ha JIynoaer Ha MauMeHTH ¢ NOBMIUEHO BbTPEOUYHO
HallIiraHe WK € NMOBUIUEH PUCK OT OCTPa 3aKPUTObI'b/IHE IayKkoma.

Kpveno nanseane u cvpoeuna wecmoma
[ Ipy HAKOM NMALMEHTHU JYJOKCETHH C€ CBbP3BA C [MOBULLABAHE Ha apTEpUaNHOTO HAJIATAHE U KAMHUYHO
3HAYUMa XUIEPTOHHUA. TOBa MOXeE Aa Ce ABNXKH Ha HOPAAPEHEPIUUHUA ePEKT Ha NYNOKCGIHE
JloKnaaBaHM ca ciydan Ha XUNepTOHWYHH KpU3y, 0CODEHO NPHY NAUMEHTH ChC ChILEC /n *
XKIEPTOHUR. 3aTOBA NPH NAUMUEHTH C YCTAHOBEHA XUIMIEPTOHUA W/ UKW APYTO C'l:p,[le % .

npenopbyBa NPOCNEAABAHE HA APTEPHANIHOTO HANAraHe, 0Co0EHO MO BpeMe Ha NbAnEME

JACUEHHMUETO, Il}’J'IDHCETHH TDHGEE na €€ N3noJjisea € MmoBUILLICHO BHUMAHHWC TPH TIdUKE




CLCTOAHHE MOXKE /12 CE BJIOWK OT MMOBMLIABAHE HA CbpAEHHATA YECTOTa UK OT MoKauBaHe Ha
apTepUanHoTO HansaraHe. JlynokceTus TpadBa ja ce Mpunara ¢ NoBUiLLICHO BHUMAHKE 1 C IEKAPCTBEHH
NPOAYKTH, KOUTO MOraT Aa HapylluaT HEerosus MeTabonnisM. (B, Touka 4.3). [lpn naunenTu ¢
1ePCUCTUPALLO NOBHILIEHHE HA KPLBHOTO HAJISIFAHE NO BPEME HA NPUEM Ha J1YJIOKCETHH TpAOBa Aa ce
oBCHbAM NOHMKABAHE HA A03ATa MM NMOCTENEHHO NPEKpaTIBaAHE Ha iedeHUETO (BiK. Touka 4.8). [pu
NaUKUeHTH C HEKOHTPOMUPAHA XUMEPTOHMA He TPAOBA Aa CE 3an0o4Ba NIeYeHHE C LYJTOKCETUH {BX.

Touka 4.3).

bvbpeurno yapescoane

[TosHlIEHH NIa3MEHU KOHLIEHTPAUMK Ha AYJOKCETHH ca HA0NOAaBaHK 1PH NaUKUEHTH C TEXKKO
656peuHo yBpexaaHe, NOANOKEHM Ha XeMoaHanu3a (kpeaTuHuHoB KaupbHe <30 ml/min). o
OTHOLIEHME Ha MMALMEHTH C Texko ObOpeuHo yBpexnaHe BuxTe T. 4.3. 3a HHpoOpMaLMs No
OTHOLLEHME HA NMALMEHTHTE ¢ JIcKa 10 ymepeHa ObOpeuHa HeRoCTaTBYHOCT BHXKTE T. 4.2.

Cepomonunos curopom/ HeBponenTuieH MaIUrHEH CHHAPOM

KakTo mpu neyeHue ¢ Apyry CEPOTORHUHEPrHUHM NEKapCTBEHH CPEACTBA, TaKa K [PH JIeUEeHHE C
AYNOKCETUH MOME Ad HACTbLMU CEPOTOHUHOB CUHAPOM UNU HEBPOJENTHUEH MANTUrHEH CUHAPOM
(HMC) — Bb3MO)XHO XMBOTO3ACTpallaRalll0 ChCTOSHUE, 0COOEHO TpU eAHOBpEMEHHA ynoTpeda Ha
APYIrH CEPOTOHWHEPrHYHH NEKAPCTBEHH CPEACTBA (BKIOUUTENHO HHXUOHUTOPUTE HA 0OPaTHOTO
3axBaulate Ha cepoToHKHa (SSRI) 1 nHXHOUTOpUTE Ha OOPATHOTO 3axBalllaHe Ha
cepoTOHUH/HOopanpeHanud (SNRI), TpHUMKANYHY AHTHAENPECAHTH UNH TPUITTAHHK), C NCKAPCTBEHH
CpeacTBa, KOMTO HapyllasaT metabonuima Ha cepoTOHMHE, KaTo MAO HHXuOUTOPH, C
AHTHIICUXOTHUHH NIEKAPCTBEHH CPEACTBA WM APYry AOTIAMMHOBY AHTArOHHCTH UK C OIMTMOUIN KaTo
OynpeHopduH (cbC U H6e3 HAaNOoKCOH), TpaMaao U METUANH, KOUTO MOTaT [ia MOBIUAAT Ha
CEPOTOHUHEPTMUHHTE HEBPOTPAHCMUTEPHH CUCTEMH (BXK. TOUKH 4.3 1 4.5).

CUMNTOMH Ha CEPOTOHHHOBUSA CHHAPOM MOKE Id ¢4 NPOMEHHU B ICMXUUHMA cTatyc (Hanp., Bb30yaa,
XUTHOUMHALIMY, KOMa), BereTaTuBHa HecTabUITHOCT (HanpuUMeEp Taxuxkapaus, Koebauus Ha KPbBHOTO
HamsiraHe, XUNEPTEPMHUA), HEPBHO-MYCKYJIHH HApyLUEHHUA (Hanp. xuneppedaexcus, nunca Ha
KOOpPAHHAUMSA)} /UK CTOMALIHO-YPEBHH CUMITTOMU (HANp, rafeHe, NOBPbLUIAHE, IUAPUA ).
CepOTOHHHOBUAT CHHAPOM B Hal-TexkaTa cu opma Moxe Ja Hanonobsea HMC, kolTo BkntovBa
XUNepTepMKs, MYCKYJIHA PUTHIHOCT, MOBULIEHH HMBA HAa CEPYMHA KPeaTUH KMHAa3a, aBTOHOMHaA
HECTAOMIHOCT C Bb3MOXKHA OBp3a (PYKTYaALHSA HA HMUZHEHHUTE NOKA3ATENN Y TPOMEHM B MCUXHYHOTO
ChCTOSHHUE.

AKO e/IHOBPEMEHHO JIEHEHUE C AYJIOKCETHH U APYIH CEPOTOHUHEPTrMHHY/ HEBPONENTUUHH
NIEKapCTBEHH CPEACTBA, KOUTO MOTAaT /14 MOBIUANT HA CEPOTOHUHEPIUHHUTE W/ UK
NONaMUHEPrUHYHHUTE HEBPOTPAHCMHUTEDPHM CUCTEMMU, € KTMHHYHO ONpaBAaHo, Ce Npenopbipa
BHUMATENHO HAaONKAEHUE Ha NauHeHTUTe, OCOOEHO NPH 3anouBaHe Ha IEYEHMETO M MOBHILABAHE HA
j03aTa.

Kvam kanmapuon
[Ipy eaHOBpEMEHHO NpUNOXKEHHe Ha JynoaeT ¥ pacTUTEIHY NeKapCTBEHU NPOAYKTY, ChAbPXKALUM
WBJT KaHTApUOH (Hypericum perforatum), MOXe 1a UMa NO-YECTU HEXKENAHU peakLnH.

Camoybuticmeo
Toaamo denpecusno pascmpoucmao u 2eHepaIuIupano mpegolicHo paicmpoucmaeo. JlenpecusTa ce
CBbP3BAa C MOBUILEH PHCK OT MMCIIH 3a CaMOyOHHCTBO, CaMOHapaHaBaHe U caMOyOMUICTBO (CyMUMaHO-
CBBP3aHU CbOWTHA). PUCKBLT Ce 3ana3Ba 10 HACTBNBAHE HA 3HAYMMa peMucus. Toi kaTo
NOAODPEHUETO MOXE Aa HE HACTBLITH NO BPEME HA NbPBUTE HAKONKO CEAMULM JIEHEHHUE HILK JTOBEYE,
nauMeHTUTE TpsbBa aa ObAaT NpocheisBaHu BHUMATENHO A0 HACTbNBAHETO Ha MO LT PRATPRIE.
KaTo uf/io KNIUHHUYHHUAT OMKUT NOKAa3Ba, Y€ PUCKBLT OT CAMOYOUHCTBO MOXE 12 CE ..- 1pe’
PAHHUTE €TanMu Ha Bb3CTAHOBABAHE, K\ y




Jlpyru ncuXu4HK CLCTOSIHUA, 3@ KOUTO ce npeanucsa Jlynoaer, MOXe CbLUL0 Aa ¢a CBbp3aHy C
MOBHLIEH PUCK OT CBOUTHSA, CBbP3aHU CbC camMOyOHHACTBO. B 1ombiHeHKE, TE3KU CHCTORHUA MOXE 12
ca KOMOPOMAHYM ¢ roNsaMo AenpecuBHO pascTpoicTso. CneaoBaTeNtHO ChlUKTE NPEanasHi MepKHy,
criazBaHy NpH JeYeHUe Ha NALKMEHTH € TONAMO JeNPeCHBHO pa3CcTpoicTBO, TPAOBA Aa ce cna3saT M
NpH EYEHHUE HA NALKUEHTH C APYIry NCUXHYHH pa3CTPONACTRA,

M3BeCTHO €, Ye NPY NMALIMEHTHTE C aHaMHe3a 38 CYMUMAHO-CBBP3aHK ChOUTUS UK NALUHUEHTH,
NPOABABALLMN 3HAYHTEIHA CTENCH HAa CYMUMAHY MHCIKM NPEAH HAYAIIOTO Ha NEYEHHUETO, MMA NO-BUCOK
PUCK OT CYMUMAHN MHUCIIH MM CYWLIMAHO NOBEAEHHE K TE TpaOBa 1a ObaT BHUMATENHO
HaOmoaaBaHy NO BPEME Ha JeYEHHETO. MeTaaHann3 Ha AaHHUTE OT 11aUed0-KOHTpONIHpaHU
KNMUHWYHY U3MUTBAHUSA C JIEKAPCTBEHH NPOAYKTH - AHTHAENPECAHTH NIPHU NCUXHUUHU HAPYILLEHUS
[oKa3Ba yBENHUYEH PUCK OT CYULIMAHO NMOBEACHHUE NPH AHTHAETIPECAHTUTE B CPABHEHHE C NaLedo npu
MaLMeHTH noa 25-roAMLLHA Bb3pacT.

CuobuiaBaHy ¢a cnyyan Ha CYMUMAHY MUCIH K CYULIMAHO NOBEAEHHE N0 BPEME HA JIeYEHHE C
LYNOKCETHH WAM HENMOCPEACTBEHO Clie/l IpeKpaTaBaHe Ha nederueTo (Bx. Touka 4.8).
MeaukaMeHTO3HOTO NedeHne TpadBa ja ce CbIIbTCTBa OT BHUMATENHO NpociieAstBaHe Ha [MalUeHTHTE
1 Haif-seuye Te3u ¢ BUCOK PUCK, OCODEHO B HAYANOTO Ha JICYEHUETO U 11pK NPOMAHA Ha 103aTa.
[TaurenTnTe (M oOrpuxBaluuTe ru uua) Tpadsa na ObaaT NOAroTBEHU 33 HEOOXOAUMOCTTA OT
Mpoc/ieiiBaHe 3a MNOABA Ha BCAKO KIIMHMUHO BIOLIABAHE, CYHULUMAHO NOBEACHHE WK MUCIIH U 32
HeoOWUaliH¥ NPOMEHY B TNOBEAEHHUETO Y, B CNyYail Ha TaKMBA CUMITTOMH, He3abasHo na Obje
MOTbPCEH NEKapCKH CHBET,

Tuabemua nepughepra neaponamua bosika: Kaxro ¢ Apyru nekapcTseHu NpoayKT ¢ NOA0OHO
(papMaKoONOrHYHO OEMCTBUE (AHTUACTIPECAHTH) Ca CHOOLIaBaHK OTAENAHY Cy4Yan HA CYHUMAHK HOEH U
CYHLIMAHO NOBEAEHHUE MO BPEME Ha JICYEHHUE C IYJOKCETUH WU BEAHAra clell NnpekpaTsBaHe Ha
neueHHeTo, OTHOCHO pUCKOBY (PaKTOpH 3a CYUUMOHOCT NP ACNIPECHA, BUKTE 110-Iope. Jiekapure
TpaOBa 2 HachpuaBaT NaLMEHTHTE MO BCAKO BpeMe 1a CboDLIABAT 3a BCAKAKBH ThXXHH MHCITY M
yyBCTBA.

Ynompeba npu oeya u ronowu noo [5-coouwna av3pacm

Hynonet He TpROBA 4a Ce U3MNOJIABA 3a IEYEHHE Ha aela U wHowy noa | 8-roauviuHa Bb3pacT.
CyHUMAHO NMOBEAeHHE (ONHUTH U MHCIH 3@ CaMOyOUICTBO), 1 BpamaeGHOCT (NpeAMMHO arpecuBHOCT,
IPOTUBOIIOCTABAHE ¥ FHAR) ca HAONIOAABAHY B KIIMHUYHY NPOYUBAHUS NMO-HECTO MPH AELA W FOHOLLH,
NIeKyBaHH C aHTHACNPECAHTH, B CPABHEHME C JIEKYBAHUTE ¢ rinauedo. Ako, nopaamn KNMHHYHA HYXa,
HE3aBUCMMO OT TOBA CE B3EME PELUEHHE 32 fieueHHe, naureHTHTe Tpsadsa na ObJaT BHUMATENHO
NPOCNEeAABARM 32 MOABA HA CYRUMAHU CUMNTOMM (B, Touka 5.1). B nonbnHeHUe, NpH geua 1 IHOLWK
NUMACBAT ABJFOCPOUHY NPOyyBaHKs 3a 6€30MNacHOCT NO OTHOLWIEHHWE HA pacTea, Ch3psABAHETO U
KOCHUTUBHOTO W [TOBEASHUECKO pa3BuTHe (Bx, Touka 4.8).

Kpwveousaug

Mma cboblueHHus 3a aGHOPMHY KPBBOTEUEHMS, KATO €KXMMO3a, NYyPIypa Y CTOMALIHO-YPEBHO KbpPBEHE
npu ynorpeda Ha SSRI y SNRI, BxiitounTenHo AyNOKCETHH. JlyNOKCETHH MOXKE Na MOBULIK PUCKA OT
NOCAEPOAOBO KpbBOTEUeHUe (B2, ToUuKa 4.0). [ I[penopbusa ce NOBMLLUEHO BHUMAHUE TIPH NMALUEHTH,
npUeMatiit aHTUKOArylaHTH U/ UK NEKAPCTBEHU NPOAYKTH, 38 KOUTO € U3BECTHO, He MOBIUABAT
TpoMOGouuTHara dhyHkuus (Hanp. HCIIBC unu ateruncanyuunosa KucesnHa) 1 Npyu naLueHTy ¢
H3BECTHa CKJIOHHOCT KbM KbPBEHE.

Xunonampuemus
[1py npunaraHe Ha AYJOKCETHH € ChOoOLaBaHa XMNOHATPUEMHSA, BKIIIOUUTENTHO CNYYaH CbC CEPYMEH
HaTpHil Mo-HUCHK oT 110 mmol/l. XunoHarpuemusTa MOXKE 1a Ce Ab/HKHM HA CUHAPOM Ha HeanekBaTHa
CEeKPEUMS HA AHTHAUYPETHUEH XOPMOH. [loBeUeTo Ciyyau Ha XUTMOHATPUEMMUSA Ca ChbODLaBaHU Npu
MaUKEHTH B CTAPUECKa Bb3PacT, 0co0eHO B KOMOHMHALMKSA ChC CKOPOLIHA aHAMHE3a 33 -
ChILIECTBYBALLO ChCTOAHME, NPEApa3Nnonarailo Kbm NPOMEHU BbLB BOAHUS DanaHc.
BHHMaHHUE NPH NALMEHTUTE C NOBULLUEH PUCK OT XUMOHATPHEMHS, KATO MALNEHTH
Bb3pacT, MaUHEHTH C LIKpO3a, AeXUAPAaTUPAHH MAUMEHTH WU NAUUEHTH Ha J1eye qg




[peycmanogsagane Ha GeuYeruemo
CUMITOMUTE HAa OTHEMAHE Ca YECTH [1PU NPEKBCBAHE HA NEUEHHUETO, OCODEHO B CyUanTe, KoraTo

NpeKbCBAHETO CE W3BBbPLUIBA Pa3KO (BXK. Touka 4.8). B KIMHUUYHO MPOYYBAHE HEXKENAHU CHOUTHS,
HabNIOAaBaHM TIPU PAIKO NPEKBCBAHE HA NEUEHHUETO, €a A0KAaABaHK NPH 0KoNo 45% OT NauneHTHTE,
NIeKYBaH¥ ¢ AYJNOKCETHH, ¥ 23% OT nauueHTUTE, Npuemani nnauedto. PUCKBT OT CUMRTOMHM HA
oTHemaHe, HaOntonasan npu ynorpeda na SSRI u SNRI Moxe 61 3aBuch OT MHOXECTBO HaKTOPH,
BKTHOUMTEHO NPOABIMHTENHOCT M A03UPOBKA HA NIEYEHHUETO, M CTENEH Ha HaMallABaHe Ha A03aTa.
Haii-uecto HabniogaBaHMTe peakuru ca nocoueHH B Touka 4.8. OBUKHOBEHO, CHMITOMMUTE C& JICKH A0
yMEPEHH, BLINPEKU Y€ NPH HAKOK OT nauueHTUTe Te Morar Aa Obaar Texku. Te oOnMxHOBEHO
Bb3HUKBAT B PAMKHUTE Ha TbPBUTE HAKOJIKO AHW OT PeyCTAHOBABAHE Ha JIEUCHHUETO, HO Ca
AOKJIAABaHHU Y PEAKM Cliydad Ha TAKMBA CHMIITOMM MPH NAUMEHTH, NPOyCHanu ciyyaiHo no3a. Kato
LANIO, TE3M CUMIITOMHM Ca CaMOOrpaHHy4aBpally ¢ce U 0OMKHOBEHO NPEMUHABAT B paMKHTE Ha 2
ceAMHMLM, HO NPH HAKOM HHAMBUIKM MOraT jAa ce 3anbpxar no-asaro (2-3 mMeceua v noseue). [lopaau
TOBa C€ NPEnopbYBa MOCTENEHHO HAMANABAHE Ha J103aTa Ha AYJOKCETHH IIPH NPeyCTaHOBABAHE Ha
NeYeHHEeTO B PAMKKTE Ha MNOHE 2 CeAMULIM, B 3aBUCUMOCT OT KOHKPETHHTE HYXAH Ha MauUeHTa (BX.

Touka 4.2).

[Iayuenmu 6 cmapuecka gv3ipacm

HaunuTe 3a ynorpeba Ha 120 mg aynokceTrH npy naUMEHTH B CTApUYECKa BB3paCT € roJIAM
JIETIPECUBEH €MU30/ W MeHEPANU3UPAHO TPEBOXKHO Pa3CTPONCTBO Ca OrpaHUyeHu. 3aToBa €
HeoOX0AMMO NMOBUUIEHO BHUMAHME NIPH JIEYEHHUETO Ha NMAaUWEHTH B CTApUECKa Bb3PAacT ¢ Makcumantia

no3a (Bx, Touxku 4.2 n 5.2).

Aramuzus/ncuxomMomopro be3noroucmego

YnorpebaTa Ha IYNOKCETHH C€ CBLP3BA C Pa3BWTHE Ha aKaTU3ds, XapaKTEPHU3Hpalla Ce Che
CcyOeKTHBHO HENPUATHO MK UITOLUHUTENHO 6€3NOKORCTBO W HYXKAa OT YECTO ABWKEHHE, CbNPOBOACHA
OT HECNOCOOHOCT 3a CcelleHe U CTOEHE CNOKOHHO, [10-BEPOATHO € TOBa /J1a ce MNPOABH B paMKWTE Ha
MbPBUTE HAKOJIKO CEIMULIM OT JEUEHUETO. [IpH NauHeHTH, KOUTO NPOSBAT TAKUBA CUMITTOMH,
MOBULUABAHETO HA A03aTa MOXKE @ HMa HETMATHBEH e(EeKT.

Hexapcmeaernu npodykmu, coO0vpICAUU OY.I0KCEMUH

JIynoKCeTUH CE U3MOMN3Ba C pa3NM4YHM TbPrOBCKHM HAMMEHOBAHHUS 38 HAKOJIKO NOKa3aHHs (NIeyeHHe Ha
anabeTHa HepporaTHa OOnKa, roieMu JernpecUBHU €NU300H, FEHEPANUIUPAHO TPEBOXKHO
Pa3CTPONHCTBO M CTPEC MHKOHTHHEHUMA Ha YpuHa). Tpabea na ce n3bsrea ynotpeda Ha noseye OT
eAHH OT TE€3KW NMPOAYKTH eJHOBPEMEHHO.

Xenamum/nogue Hu YepHoopobHY eHIuMU

CrobLlaBaty ca cliydau Ha YepPHOAPOOHO yBpEXAaHE, BKIKOUYUTEIHO TEXKO NOBUILEHME Ha
yepHoApoOHuTE eH3uMK (> |0 MbTH ropHaTa rpaHdila Ha HopMara), XenaTHUT W *bATEHUUA NpH
NnevyeHne ¢ AYNOKCeTHUH (BXK. TouKa 4.8). [1oBeyeTo OT TAX HACTBLNBAT MO BPEME Ha NIbPBUTE Mecelln
neyeHue. XapakTepbT Ha UEPHOAPOOHOTO YBPEXAdHE € PeAUMHO Xenatouenynaped. dynoxkceruH
TpadBsa aa ce U3NON3Ra C BHUMAHYE [TPU NALUMNEHTH, JNEKYBAHU C APYIH JIEKAPCTBEHH MTPOLAYKTH.
CBBP3BAHH C YBPEXKAAHE HA YEPHUA Apo0.

Cexcyanna ouchyHxkyun
CenexTuBHUTE MHXUOUTOPY HA 0OpPATHOTO 3axBallaHe Ha cepoToHnHa (SSRIs) uuxuburopure Ha

0oOpaTHOTO 3axBatlaHe Ha CepOTOHMH HopalpeHannHa (SNRIs) MoraTt na NpHUHHAT CUMITTOMY Ha
cekcyaliHa AKChyHKUKA (B, Touka 4.8). Mma chobuierns 3a abirorpaiina cekcyalHa AUCPYHKLIKSA,
PH KOATO CHMITTOMHUTE ca NPOALIKMUAN BLNIPEKH npekbeBaHeTo Ha SSRIS/SNRIs,

Jaxaposza
Jlynoner TBbPAY CTOMALIHO-YCTOMYMBY Kancyju CbAbpxka 3axapo3a. [laumenrture
HacneacTBEHK NpoblieMU HA HEMTOHOCHMOCT KbM BPYKTO3a, MIOK030-ranakTo3x
3aXapa3o-1u3oManTa3Ha HEAOoCTaTbYHOCT HE TPAOBA Aa IPHUEMAT TOBA JIEKapPCTBO.




4.5 BzaumoneiticTBHe ¢ APYrH JIEKAPCTBEHU MNPOAYKTH U APYIH GOpMH HA BIAUMOJIEHCTBHE

Hruxubumopu na mono-amuno oxcuoasama (MAQ unxubumopu): Ilopanu puck oT CEpOTOHHHOB
CUH/POM, LYJOKCETUH He TpADBa 1a ce H3MoN3Ba B KOMOMHALMS C HECENEKTHBHU, HEOOpaTHMHU
MOHOaMUHOOKCHAA3HN HHxubUTOopK (MAQO HHXWOUTOPH), YU B paMKHUTE Ha rnoxe |4 aHu oT
npekbeBaHe Ha nedeHneto ¢ MAO unxubutopu. C ornen Ha nosyXuBoTa Ha AyJIOKCETHH, €
HeoOXOAMMO Aa M3MMHAT MOHE 5 AHW cnea cnupaxe Ha Jlynoaet u npeau 3anousaqHe Ha MAQO
HHXUOUTOpPH (BXK. TOUKa 4.3).

He ce npenopbuBa eIHOBPEMEHHOTO NpUAmKeHMe Ha [lyloneT Cbe CenekTuBHUTE, 00patumu MAQ
MHXUBUTOPH, KaTo MOKIoBemua (Bx. Touka 4.4). AHTUONOTHKBLT AMHE3ONKA € ODpaTUM
necenekTueed MAQ uHxubuTop U He TpabBa Aa ce npunara npy NaLMeHTH, ReKyBaHn ¢ ynonet (BxK.

Touka 4.4).

Huxubumopu na CYP1A2: Twit xato CYPI A2 yuyacTsa B METAD0ONN3MA HA NYJIOKCETHH,
eHOBPEMEHHOTO NIPUIOKEHUE HA NYyNOKCETUH ¢ MOUIHK uHXubuTopy Ha CYP 1 A2 nma BEpOsATHOCT
Aa JoBeae 10 NO-BHCOKU KOHLEHTpALMHU Ha aynoxceTHH. DnyeokcamuH (100 mg BeaHBX AHEBHO),
MoleH uHxuoutop Ha CYP A2, HaMansea BUAUMMSA NJ1a3MeH KIMPBHC HA AYJIOKCETHH C OKOJIO 77%
u noeuwasa AUCo-t 6-ruTH. 3atosa Jynoaet He TpAOBa na ce npuiara B kKoMOMHaUKs ¢ MOLLHH
uuxnouropu Ha CYPIAZ, kaTo hnyBokcaMuH (Bx. Touka 4.3).

Jexapcmaenu npodykmu, oeucmeauju evpxy L[HC: PuCKsT OT ynorpeba Ha AyNOKCETHH B
KoMOUMHaLMA ¢ APYIH NEKAPCTBEHH NPORyKTH, nosnuasauiy LIHC, He e cucTeMHO OlieHABAaH, OCBEH B
clyyauTe, OnUcaHly B HAacCToALWAaTa Touka. [lopaan ToBa ce npenopbHea NOBHULICHO BHUMAaHHWE, KOraTo
Jlynoner ce npuema B KOMOMHALMA C APYrY UEHTPANHO AeHCTBaLUK JEKapCTBEHN NPOAYKTH HAu
BELLIECTBA, BKJIIOUUTETHO anKOX0/ U CEAATUBHY JIEKAPCTBEHU NIPOAYKTH (Hanp. Oe3Hoara3enHu,
MOPDUHOMUMETHUM, AHTURCUXOTHUY, PerobapbuTan, ceaaTvBHU AHTUXUCTAMUHHU).
Cepomonunepauvnu aexapcmeenu cpedcmaa. B peaxu cnyvau € cbodbLaBaH CEPOTOHUHOB CHRAPOM
npy nauueHTy, kouto usnonisar SSRI/SNRI eqHOBpeMeHHO CbC CEPOTOHNHEPTHUHH JIEKAPCTBEHU
cpencrsa. [lpenopbyBa ce NOBUUIEHO BHUMAHKE, ako JlynoJeT ce M3non3sa €1HOBPEMEHHO CbC
CEPOTOHUHEPIMUHU JIeKapCTBEHMU cpeacTsa, kato SSRI, SNRI, TpHUMKNIWUYHK aHTUAEIIPECAHTH, KATO
KNOMUNpPaMHH UM aMuTpUNTUAUH, MAQO naxuOUTOPU, KATO MOKJIOOEMUA MITH JIMHE3ONNUA, HKbIT
kanTapuoH (Hypericum perforatum) wiiu Tpunrasu, OynpeHopdus, TpaManoin, NETHAWH ¥ TPUNTOdaH
(BX. Touka 4.4).

EdexT Ha JyJOKCETHH BbPXY APYTH NEKAPCTBEHU MPOAYKTH

Sexapemeenu npodykmu, memaboausupanu om CYPIA2: GapMakOKkMHETHKATA Ha TEODHIIUH,
cybeTpar Ha CYP1AZ, He ce nmoBnuaABa 3HAYUTENIHO OT ChI'BTCTBALLO NPHUNOXKEHHE C AY/IOKCETUH (60

mg ABa MbTH JHEBHO).

Jlexapcmeaenu npodyxkmu, memabosuzuparnu om CYP2D6: Jly1OKCEeTHH € YMEPEH UHXUDUTOD Ha
CYP2D6. Korato aynokceruh ¢ npunara B 103a 60 mg 182 NbTHU AHEBHO C E0HOKpaTHa 4032
ne3unpaMuH, koiTo e cyberpat Ha CYP2D6, AUC Ha fe3unpamMiuH ce yBeIU4aBa 3 MbTH .
CHBMECTHOTO NPUJIoKeHHe Ha aynokceTuH (40 mg aBa mbTy AREBHO) noBuuiasa AUC B paBHOBECHO
CLCTOSSHHE Ha TONTEPOAMH (2 mg ABa MbTH AHEBHO) ¢BC 7 1%, HO He NOBNUABA PAPMAKOKMHETHKATA
Ha HErOBMA aKTHUBEH S-XUAPOKCHA MeTabOoNUT M He C€ NPEenopsbyYBa aganTupaHe Ha Jo3arTa.
[TpenopbuBa ce NOBUIIEHO BHUMAHKE, ako JlynoneT ce npunara eAHOBPEMEHHO C JIEKAPCTBEHH
NPOJAYKTH, KOUTO ce MeTabonnaupaT ocHoBHO OoT CYP2D6 (pucnepnioH, TPULUKIUYHH
auTuaenpecadTd (TLLA L), KaTO HOPTPUNTHUNKH, aMUTPHUNITUIIUH H UMHUIIPAMKH), OCODEHO aKo Te uMar
TEeCEH TepaneBTHYSH UHAEKC (kaTo aekanHua, nponageHoH U METoNposIon).

[Tepoparnu konmpayenmugu u Opyau cmepouoHy cpedcmeaa. Pe3ynTaTuTe OT in
MOKa3BaT, 4e JY/JOKCETHH He MHAYLHMpA KaTATHTHYHATa akTUBHOCT HAa CYP3A
CreUUPUUHH In Vivo MPOYUBAHUSA HA JIEKAPCTBEHU B3aUMOAEHCTBUS.




Anmuxoazyranmy u anmuazpeearmu. HeobXoaMMo € MOBHULIEHO BHUMAHKE, KOraTro Ay/TOKCETHH Ce
KOMOMHHWPA C MEPOPaIHH AHTHKOAryIAHTH WJIM AHTHATI'PETaHTH NMOpaay NOTEHUHUATHO NOBULUEH PHCK
OT KbPBEHE, KOETO MOXe J1a ce O0ACHH ¢ (hapMakOAMHaMHUYHO B3auMojlercTBre. OCBEH TOBA €
cLOBLIaBaHo MoBUIUABaHe Ha cTolHOcTUTE HAa INR KOraro Ha naluueHTH, JEKYBaHU ¢ BaphapuH, ce
npuaara eAHOBPEMEHHO AYIOKCeTHH. Bee nak, enHOBPEMEHHOTO NpUaraHe Ha AYJOKCETUH U
papdapuH Ha 3apaBy 10OPOBOLM, KATO HACT OT KJIMHUYHO (apMaKOAOrHUHO IIpOyUBaHe, B
CTAUMOHAPHO ChCTOSIHHUE HE BOAM JI0 KIMHUYHO 3HauuMa npomsana B INR cripamo usxoaxure
CTOMHOCTH MY BbB hapMakoKWHeTHKaTa Ha R- nnu S- BappapuH.

EdekTy HA IpYTH NeKapcTBEHH NPOAYKTH BBLPXY AYIOKCETHH

Anmuayuony nexapcmea u H) anmazonucmu: CbBMECTHOTO MPUIOKEHUE HA JYJIOKCETHH C

AHTHALIMAHY, CHObPXKALIW ATYMUHWI U MarHe3uni, Uau Ha AYJIOKCETHH ¢ PAMOTHIIWH, HE OKa3Ba
3HAUMM eeKT BbPXY CKOPOCTTA KM CTENEHTa Ha abcopOLHA Ha AYJOKCETUH Cnea NEPopaiHo
npunoxeHue Ha ao3a ot 40 mg.

Huoyxkmopu na CYP1AZ2: AHanv3u Ha NoNyJ1auMOHHK (PapMaKOKMHETHUHH NMPOYYBAHKSA MOKA3BAT, YeE
Npy MylwauuTe NAA3MEHWTE KOHUEHTPaLUK Ha JYNOKCETHH ca nouTy 30% no-HHUCKKY B CPaBHEHHUE C

Henywa4uTe.

4.6 @epTuaurteT, 6pEeMEHHOCT H KbpMeEHE

QepTUAUTET
[Tpu npoy4BaHKa Npy KUBOTHKA AYJOKCETHH He € uMan edexT BbpXy QEepTHINTETA NPU MBKETE, a
e(heKTHTE IIPH KEHCKUTE Ca OUEBHAHMU CAMO NP N03M, KOWTO MPUUYMHABAT TOKCUYHOCT 3d Makkara.

bpeMeHHOCT

[TpoyuBaHMs NIPY KUBOTHU MOKA3BAT PENPOAYKTUBHA TOKCUHHOCT NMPH HUBA HA CUCTEMHA EKCITO3ULINA
(AUC) Ha NyNOKCETUH NMO-HUCKY OT MakCHMManHaTa KAMHUYHA €KCIIO3nUMa (BxK. Touka 5.3),

JIaHHUTE OT Z1BE€ rOJIEMHU NPOYUBAHUA HE NPEANONAraT UsI0CTEH NOBUILIEH PUCK OT roeMH BpOAEHH
mangopmanuu (enHo ot CAILLl, sxnouBawo 2500 xeHu, U3N0KEHU Ha JYNOKCETUH NPe3 MbpBHs
TpUMECTBD, U eaHo oT EC, Bkniouramo 1500 xeHH, H3N0XKEHH HA BYJIOKCETHH MPE3 MbPBUA
TPUMECTBP). AHANU3IBT Ha CneuUpUIHA MandOpMaUrH KaTo CbpaeuH ManpopMauui noka3psa
HeyDeAUTeNHN pe3yTaTH.

B npoyusaneTo Ha EC excrno3uunsTa Ha MalikaTa Ha AyJOKCETHH NO BPEME Ha KbCHa OpeMeHHOCT (110
BCSIKO BpeMe oT 20 rectauuoHHa ceamMuua 10 paXK1aHeTo) € CBbp3aHa € MOBHUILEH PUCK OT
MpexaAeBpeMeHHO paxcaaHe (10-Majiko OT 2 TbTH, ChOTBETCTBAILO Ha NPpUONHU3UTENHO 6
AOTIBLJHHUTENHN TIPeKAEBpeMeHHY paxaanua Ha 100 weHu, JieKkyBaHU ¢ JYJIOKCETHH B Kpas Ha
OpemeHHoCTTa). [loBeyeTo ca HacTLNUAK Mexay 335 n 36 recraunoHHa ceamuua. 1a3u Bphika He ce
Habnwaasa B npoy4BaneTo B CALLL

HauHuTe oT HabmoaenusTa B CALL] npenoctassaT 410Ka3aTE/CTBA 3a MOBULIEH PHUCK (NO-MANKO OT 2
MbTH) OT CNEAPOAUICH KPBBOU3JINB ClIEd €KCRNO3MLIMA Ha AYJIOKCETHH B PAMKUTE Ha Mecela npeau
PAXAAHETO.

Bb3 ocHOBa Ha eNUAEMHOJIOTHYHHTE AaHHY ce npennonara, Ye ynotpebara Ha SSRLSH]
OpeMeHHOCT, OCOOEHO B HanpenHan CTAani, MOXKE /1a [OBHLLK PUCKA OT NepPCH ,.’-/
xunepToHusa npu HoBopoaeHoto (IMTIXH). Maxap spb3kara Ha [1T1XH ¢ neueHgesR
Hicne/BaHa B NPOYYBaHUS, TO3M NOTEHUMANEH PUCK HE MOXE Aa Obae H3Ko




MPEABUI HA CBBbP3AHMA MEXaHU3BM Ha geidcTBhe (MHXMOMpaHe Ha 00paTHOTO 3axBallaHe Ha
CEePOTOHHHA).

[TonoOHO Ha APYIHUTE CEPOTOHEPrHYHYU NEKAPCTBEHM NPOAYKTH, MOraT a C€ MPOABAT CUMIITOMH Ha
OTHEMaHe NPHY HOBOPOAEHH clien ynoTpeba Ha MyNTOKCETHH OT CTpaHa Ha maiikara O/1M30 0 TEPMHUHA,
CumMmntTomuTe Ha OTHeEMaHe, HabKnaBaHU NPy AYJO0KCETHH, MOXE Ja BKIOYBAT XHIIOTOHHA, TPEMOP,
HEPBHOCT, 3aTPYAHEHHA B XPAHEHETO, PECIIMPaTOPEH AUCTPEC H I'bpuoBe, [loBeUeTO cnyuan ca
Hab1100aBaHK UK NPH PAXKIAHETO, HIK B PAMKHUTE HA HAKOJIKO IHU Clel PaXXAaHeTo.

Iynonet Tpabra na ce 13non3sa Mo BpeMe Ha OPEMEHHOCT, CaMO aKO NOTEHUHANIHUTE MO/3H
OnpaBAaBaT NOTEHUWANHMUS PHCK 3a nuoaa. XeHuTe TpsOsa aa 6baaT CbBETBAHU Ad KHPOPMUPAT
NIeKaps CH, aKko 3a0peMEHERT UM NIaHUPAT 3a0pEMEHABAHE 10 BpeME Ha JICHEHUETO.

KtpMmeHe
JlynOKCeTHH CE OTAEeNs B MHOTO Majlka CTeNeH B KbPMaTa, BUAHO OT U3C/ieaBaHe nNpH 6 NauueHTKH-

KbpMauKky, KOMTO HE ca KbpPMHUIH cBOMTE feua. [lpubnusntennarta aAHeBHA 1032 32 Jeua Ha Daza mg/kg
e npubnusntento 0,14% ot nolara Ha maiikaTa (Bx. Touka 5.2). Tsif kaTo 6e30nacHoOCTTa Ha

aynokceTuH npu 6ebera He € ycTaHOBEHA, HE Ce Npenopbysa ynotpedara Ha HysnoneT npes nepyona
Ha KbpPMEHE,

4.7 EdexkTn Bbpxy cnocobHocTTa 38 wiogupane u padbora ¢ MatliIMHH

He ca npoBexXaaHu npoy4BaHusa BLPXY crnocobHocTTa 3a wodupare v padoTta ¢ mawinny. dynoaer
MOsKe 1a Obae CEbP3aH Che ceaupade W 3amasHocT. [TaunenTute Tpadea aa ObaaT HHPOPMUPAHH, ue
aKO M3NUTaT eeKTH Ha CeaAMpaHe UK 3aMasHOCT, TPAOBa /1a U304rsaT NOTEHUHANHO PUCKORH
AeHHOCTH KaTo wodupaHe unu padorta ¢ MaLHHH.

4.8 HexenraHH NeKapCcTBEHH pPeaKUuHMK
a. Pesrome na npohura va 6¢ 20naCcHOCH

Hait-uecTo cbobL1aBaHKTE HeXenaHH peakudy NpH NalUUEeHTH, NEKYBAHH ¢ AYJOKCETHH, €a raaeHe,
rnaBobonue, CyxoTa B yCTaTa, COMHOIEHTHOCT U 3aMasiHOCT. Benpexy TOBA, MOBEYETO OT HYECTUTE
HEXEeNaHU PeakLUMy ca NEKK 10 YMEPEHO Tex KK, OOMKHOBEHO Bb3HMKBAT B paHEH eTan OT JIEYEHHUETO
W [Py MO-rOJIIMATa YacT OT TaX € HablitogaBaHa TEHACHUHMS 1a OTMHHABAT AOPH NIPH NPOABIKABAHE
HA TepanusTa.

6. PeztoMe Ha Hedceaanume Jexapcmaenu peakyuu @ mabiudeq uo

B tabnmua | ca nokazaHW HeKenaHUTe peakuvy, HabnaasaHW NpH CIIOHTAHHO CbOOLAaBaHe U B
nnauedo-KOHTPONIUPAHY KIMHUUHU NTPOYYBaAHHUS.

Tabruya 1: Heoxcenanu peaxtjuu

OueHka Ha yectoTaTa: MHOro yectH (= 1/10), uectu (=1/100 no <1/10), neuectu (=1/1 000 no <1/100),
peaxd (=1/10 000 no <i/1 000), muoro peaku (<1/10 000), ¢ HenspecTHA yecToTa (UecTOTATa HE
MoKe na Objle oueHeHa OT HANMMUHHUTE IAHHM).

[Mpy BCAKO rpynypaHe B 3aBHCMMOCT OT YECTOTATA HEXENAHUTE PEAKLIMYM Ca NPENCTABEHU B HU3XOAAL]
Ped 11O OTHOWEHHUE HA TAXHATa TEIKECT.

Muoro vect | YectH HeuecTHn Peaku MHOIo C HeusBecTHA
peaKH

Hngpexyuu u unghecmayuu

Jlapuurur

Hapywenus na umynrnama cucmemd

Anajpurnak-




THYHA

peakus
Hapywexus,
CBbP3aHK CbC
CBPbLX4YB-
CTBUTENHOCT
Hapywenua na endokpunnama cucmema
XHIoTHpEeO-
WANIBM
Hapywernua na memaboausma u xpanexemo
HamaneH aneTur Xuneprnu- | Jdexuapatauus
KeMHS XHUnoHarpue-
(cbhoOLLa- MH$
BaHa Haii- CHAOC®
BEYE NP
MALKHEHTH C
aunaber)
Hcuxuyrnu napyuienun
beacnHue Cyuuuana | CynmumaHo
B130yaa naeaums™’ | noseagenue’’
Hamaneno nuonno | Hapywenue | MaHus
TpeBoXHOCT HA CbHSA XanounHauuu
ABHOpMEH BpykCH3EM | ATrpecUBHOCT
oprasmm Je3zopuen- | W russ’
[laTonoruuHu TaumA
CbHULLA Anarus
Hapywenus na nepgrama cucmemda
["narobonue 3aMasHOCT Muokno- CepoTOHUHOB
ComHonent- | Jleraprus HUS cuHapom®
HOCT Tpemop Axarnius’ | Konsysncuu!
[lapecTe3us Hepeuocrt [lcuxomo-
HapylueHuue | TOpHO
Ha BHUMa- | Be3nokoRcTBO®
HHUETO ExkcTpanu-
Jucreysua | pamMUAHH
JMcKuHe- CUMIITOMHU®
3UA
CuHapoM
Ha HeCno-
KOHHHUTE
Kpaka
Hapyuienue
Ha CbHA
Hapywenun na ouume
3aMbIieHO Muapuaza | [ naykoma
BYXKJAHE HapyweHue
Ha 3pe-
HUETO
Hapywenua na yxomo u aabupunma
lllym B yuure' BepTuro
bonka s
YXOTO
Cvpoeyrnu vapywen us
[lannuraunu ‘Taxukap-
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ous KapJAMOMHOMNATHA
Haakamep- (Takouy©®o
Ha apyT- KapAXOMHUONATHA)
MUS,
[PeAMMHO
[peChpa-
HO
MBbKIAEHE
Cvloau Hapyuienus
[Tosuweno kpbBHO | CHHkoM? Xunepro-
HassraHe’ Xunepro- | HuuHa xpuza™®
3auepBsABaHe Hus
Oprocra-
THYHA
XMMOTOHMS?
[Mepudepra
CTYAEHHHA
Pecnupamoptu, 2poOHU U MECUACMURQIHY HADYULEHUS
[Ipo3siBane Hanpexe- HMHTepcTuin-
HHE B anHa
MbPAOTO benoapobHa
Enucrakcuc | Gonect'?,
Eo3uHodunnHa
NHEBMOHH®
CmomMawHO-4pegrHit HapyueHus
["anene KoHeTHnaums CromawiHo- | CTOMaTHT
Cyxora B Huapus YpPEBEH XeMaToxe3us
ycTaTa KopemHa Gornka KP'bBOM3- Jlow pBx or
[Tospbuiane nus’ ycTaTa
Hucnencus ["acTpo- Mukpockon-
MeTeopusnm EHTEPHT CKU KONUT’
OpwuraaHe
[acTput
Hucoarua
Xenamo-bunuapHu HapyueHus
Xenatut’ YepHoapoOHa
[lopdlIeHU | HeaocTa-
yepHOAPOD | ThUHOCT®
HH eH3uMH | XKpnTennua®
(ALT, AST,
anKanHa
thocdaraza)
OcTpo
YUEPHO-
ApOOHO
yBpeXaaHe
Hapywenus na xoxcama u nOOrRoXCHama mbvrax
34aCHUJIEHO NOTEHE HouiHo Cunapom Ha KoxeH
Ofpus n3noTasane | CTUBbBHC- BACKYJTUT
Yprukapusa | JxkoHcsH®
KonTakteH | AHMMOHEBPOT
OEPMaATHT HueH oToK’
CryneHa

[oT
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Peakuuv Ha
thoTOuyB-
CTBUTEN-
HOCT
[loBHlEHA
CKINOHHOCT
KbM KPbBO-
HacsadaHe

HHE VIIEHUA HA .H)JCR;]&THU-CHEHEIHHHIHH CUCMEMa U CHEOUHUMETHAMU MbKAH

MyckynHo-
ckenterHa Oonka
MyckyseH crna3bm

MyCKkyHO
Hanpexe-
HUE
[loTpenBa-
HE Ha
MYCKYJHTE

TpuaMmyc

Hapywenua vHa bvbpeyume u nUKOYHume nomuuyd

Hnzypus
HecTo ypuHUpaHE

3a0pbiKKa
Ha YPUHA
3aTpyAHEHO
YPHHHUpAHE
HokTypus
lonnypus
HamaneHa
auypesa

[lpoMeHeH
MUPUC Ha
ypyuHaTa

Hapywenua na avanpoussoodumeniama cucmema u 2epoama

Epexruina
AUchyHKLMSA
Hapyluenue Ha
EAKYyauuATa
3abapeHa
eaKynauns

[ 'uHexkono-
THYHO
KbpBEHE
MencTpy-
anHu
HAPYUEHUS
CekcyanHa
NHCYHK-
1S

bonka B
TEeCTHCUTE

MeHonay-
3&1HH
CUMOTOMMU
[‘anakropes
Xunepripo-
JTAKTHHEMH S
[locneponoso
KpLBOTE-
yeHHe®

Obuju napywenust u echexmu Ha MACIMOMO HA NPUIOJCEH UE

MMpunaabuu®
YMopa

bonka B
rbpauTe’
[lTaTono-
FMYHU
yCellaHHUs
YyBCTBO 38
CTYN
Kaxna
BrpucaHe
Hepaznono
HEHUE
UyectBO 32
TOIMNHHA
HapylieHHus
B 1OXOA-
KaTa

Sty

Hacreodsanun

AN
" |
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[ToHuxkeHHe Ha [TokaupaHe | YBenuuapaHe
TeraoTo Ha TErJIOTO | Ha

[loBuiue- XOJIeCTePO1a B
HUe Ha KpbBTa
KpeaTuH
hocdoku-
Ha3aTa B
KpbBTa
[loBnuie-
HUE Ha
KaJua B
KpbBTa

| Cro611aBalm €a Chillo C/lyyau Ha KOBBYJICHHM U Ha LLIYM B YIWHTE CNEA NIPEKLCBAHE HA JIEYEHHUETO.

» ChoOluaBaHy €a C/lyyad Ha OPTOCTATUYHA XUITOTOHHA U CUHKOMN, OCODEHO B HAYANIOTO HA IEUEHHUETO.
3 BuxTe Touka 4.4,

+ CboBasany ca cyyan Ha arpecHBHOCT Y MHAB, 0OCOOEHO B HAYAIOTO MM Clled MpeKbCBaHe Ha
NIEYEHHMETO.

s CroOLaBaHy ¢ca CAy4yay Ha CYMUMAHA uaealus ¥ CYHMUMAHO NOBEAEHUE NO BpEME HaA JIEYEHHE C
AYJOKCETUH MK CKOPO CNel NPeKbCBaHe Ha IEHEHUETO (BXK. Touka 4.4).

e HecToTara € U3UMCIIEHa OT HEXENaHHUTE peakuuu, ChoBLIeHH NTPK MOCTMAPKETHHIOBOTO HADMOACHHE,;
He ce HaOnKoaaBa B Niauedo-KOHTPOIUPAHH KNHHAYHY U3ITUTBAHMUA.

7 He e ¢cTaTHCTUUEeCKH CHTHUMKARHTHO pa3fivyHa oT nnauedo.

s [IpynagbUMTE ca NO-YeCTH NTPY NALMEHTH B CTAPHECKA Bb3PAcT (BBL3pacT 265 roAnHH)

s OQlleHKaTa HAa YeCTOTaTa C&€ OCHOBABA HA JAHHM OT BCHUKM KIIHHKUUYHH NTPOYUBAHUS.

'®YecToTaTa € M3YMCIIEHA Bb3 OCHOBA Ha Nnauebo-KOHTPOIHPAHU KIMHWYHU W3NUTBAHUA,

8. Onucanue Ha u3bpanu Hexceaanu IeKapcmeerH peakyiu

[TpexparsBaHETO Ha AYNOKCETHH (0coDEeHO, KOraro e BHe3anHo) YecTo BOAM A0 CUMMNTOMM Ha
OTHeMaHe. 3aMasHOCT, CEH30PHK HapylLUeHHA (BKIIOUUTEHO NAPecTe3Uus Uy ycelaHus, nogodHN Ha
MpeMUHaBaHE Ha CNEKTPUHECKH TOK, OcODEHO B 00NACTTa Ha rnasaTa), HapyLIEHHUA B ChHA
(BKIHOUUTENHO DEe3ChbHUE W MHTEH3UBHO CbHYBAHE), YMOPa, COMHONEHTHOCT, BL30Y.Aa UK
TPEBOKHOCT, rafleHe WHUITK NOBPLLLAHE, TPEMOD, MAaBOOOHE, MUAITHA, Pa3aAPA3HUTENHOCT, IHAPHS,
XUIIEPXKAPO3a ¥ CBETOBLPTEXK Ca Hali-uecTo cboblaBaHUTE HEXEIAHU pEaKLUH.

O6wo - 1 3a SSRI, 1 3a SNRI, Te3n cuOuTHA Ca nekH 10 YMEPEHH M CAMOOrpaHUyaBallli Ce, BLIPEKU
Ye PH HAKOH MAUMEHTU TE MOKE Aa €A TEXKH W/ KK NPOLBIKUTENHY, 3aTOBa CE MPENOpPBLUYBA, KOTATO
He Ce Hanara NMoBeYe JIeYeHHE C AYJOKCETHH, J1a CE HAMPaBK NOCTENEHHO CAIMPaHe Ype3 HaMa/laBaHe
Ha po3arta (BX. Touku 4.2 u 4.4),

[Tpe3 12-ceamuyHaTa ocTpa pa3a Ha TPYU KIMHHUYHY [TPOYUBAHKA C AyJOKCETHH NpY TALUEHTH C
auabeTHa HeBponaTHa Ooika e HabnoaasaHo ¢nabo, HO CTATHCTUYECKH 3HAYMMO NOBHUIIEHHE B
KpbBHATa FNKOKO3a Ha INaaHo Npy NaLMEHTHUTE Ha nedenre ¢ aynoxkceTuH. Ctoitnoctra Ha HbAlc e
cTabMIHA ¥ NPYU NALIMEHTUTE, JEKYBAHU C JIYJIOKCETUH, W Npu nauueHTHTe Ha nnauedo. [Npe3 dazara
Ha NPOABLINKEHYE HA TE3W NPOYUYBAHUA, C BpEMETPaeHe A0 52 ceaAMHUM, € HaDnoaaBaHO MOBHULLIEHHME
Ha HbAlc¢ v B rpynara Ha AyJIOKCETHH, ¥ B IrpynaTta Ha PYTUHHA Tepanus, HO CPEAHOTO NOBULIEHUE €
¢ 0,3% no-ronaMo B rpyrnara Ha jJedeHue ¢ AynokceThH, HabnonasaHo € nexo noBMILEHHE B
KpbBHaTa INIOK03a Ha I'J1aJHo ¥ Ha OOLIKMA XONEeCTepOs NPH NAUHEHTUTE, JIEKYBAHH C AYIIOKCETHH,
JOKaTO Te3u nabopaToOpHU pe3ynTaTH MOKa3BaT N1eKO HaMaIeHUE B rpynara Ha pyTHHHA Tepanus.
KopurupaHuar crpamo cepaeunata yectota QT uHTepBan npu nauMeHTHTe, IEKYBaHH C 1YNOKCETHH,

KAMHUYHO 3HAYUMHU pa3nuKH no oTHoueHue croinocTure HA QT, PR, QRS unu Q
NnauUeHTUTE, NeKYBAHU C JYJIOKCETUH U Teau ¢ nnauebo.

. [Teduampuuna nonyrayus
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O6wo 509 neanaTpHyHM NAKMEHTH HA Bb3pacT 0T 7 10 |7 roaMHu C rofisMO ACMPECUBHO
pa3CcTPOHCTBO U 24| r1eAMaTpuyuHy NAUMEHTH Ha BB3PACT OT 7 A0 |7 rOAMKHY C reHepaln3npaHo
TPEBOXKHO Pa3CTPOHCTBO Ca NIEKYBaHH C JYJIOKCETUH NPH KJIMHWUUHU NpOy4BaHus. KaTo usno,
NPOMUITLT HA HEXENAHUTE NEKAPCTBEHHU PEakUMK Ha AyNOKCETHH NpH Aela 1 IoHOWY e noaobeH Ha
TO3M, HAOMIKOAaBaH T1pH BL3PacTHHU.

Q6w 467 nauMeHTH OT NeAUaTpUUHAaTa NOoNyNaUua, KOUTO NNbPBOHAYATHO €A paHAOMHU3KMPAHH 13
NONy4aBaT AyNOKCETHH B KIMHHYHY NPOYuBaHUs, M3MUTBAT CpeHO HamaneHue Ha ternoto 0,1 kg
kbM 10-Ta ceaMuua B cpasHeHue ¢ 0,9 kg cpeaHo ysennueHne npu 353 nauueHTH, nollyyasaiiy
nnauefo. Cnea TOBa, B TEYEHUWE HA YETUPH MECEUEH A0 WECT MECEUEH NepUoad Ha NPOABLJIXKCHHUE,
MaUUEHTHUTE NPOABABAT CKJIOHHOCT KbM Bb3CTAHOBABAHE Ha OMAKBAHOTO CH M3XOAHO TErNO B
nepueHTNa Ha Ha3aTa Ha nonyNaLUOHHUTE NaHHHW OT BPbCTHULIMTE, CHOTBETHO 110 Bb3pAcCT M 1101,
B npoyusaHHa C NPOABLMKUTENHOCT A0 9 Meceld Npyu NAUKMEHTHUTE OT NMEANATPUHHATA NOMYy ALK,
NeKyBaHH ¢ OYJIOKCETHH, ce Habntoaasa ob110 cpeaHo HamaneHue oT | % Ha NEPLEHTUNIA 33 PbCT
(Hamanenue ot 2% npu aeua (7-11 roaunn) v yeenuueuue ¢ 0,3% npu wornowu (12-17 ronunn)) (ex.
TO4YKa 4.4).

Crobujasane HA NOCO3UPAHYU HEJICEIAHU Pear il

ChoOluaBaHeTO Ha NOJO3UPAHHM HEXENaHHU peakuMuy CNen paspeuIaBaHe 3a ynorpeda Ha NeKapCTBeHUS
MPOAYKT € BaXHO. TOBa NO3BONABA Aa MPOABL/IKU HAOMIOAEHHETO Ha ChOTHOLLEHHUETO NON3a/PUCK 3a
fieKapeTBeHns NPoAyKT. OT MEAMUMHCKHMTE CIIEUMANUCTH CE U3MCKBA Aa ChoOLLaBaT BCAKa Noa03npaHa
HexeNnaHa peakUms no HaltMoHanHaTa cucTeMa 3a ¢bo0lllaBaHe KbM YI3MbiHUTENHATA areHUHs 1o
neKkapceTBaTa, yi. ,JlamsaH ['pyes* Ne 8, 1303 Codwms, Ten.: +35928903417, yebcakT: www.bda.bg.

4.9 Ilpenosupane

Cwo0uiapaHy ca ¢iiy4an Ha Npeao3upane, CaMOCTOATEHO UM B KOMOMHALIMA € APYry NEeKapCTBEHY
MPOOYKTH, € 1031 aynokceTuH oT 5400 mg. MMa HAKOJIKO CMBPTHH Cilyday, OCHOBHO NPH CMECEHO
NPea03UPaHE, HO ChILO TaKa C AYAOKCETHH, NPUIOMKEH CAMOCTONSTEHO B 1032 OT NPUOAM3IUTENTHO
1000 mg. [Tpu3HaunTe ¥ CUMATOMUTE Ha MPeao3npaHe (AyNOKCETUH, NPHUIIOKEH CAMOCTOATENHO HIIH
B KOMOWHALIMA C APYI NEKApCTBEHH NPOAYKTH) BKIIKOYBAT COMHONEHTHOCT, KOMa, CEPOTOHWHOB
CHHIPOM, NPUNAIbUNA, NOBPbILAHE ¥ TAXUKAPLUA.

He e u3BecTeH cneuuduueH aHTUAOT Ha AYJOKCETHH, HO aKO HACTbhNM CEPOTOHHUHOB CUHAPOM, MOXE
/12 Cé KMa NpeaBU CNeUUdUUHO TeHEHUE (KaTO € UMIIPOXENTAAUH W/ UK TEMNEPATYPEH KOHTPON).
TpsiOBa na ce noAabPKa [MPOXOAUMOCTTA Ha nuxaTenHuTe nbTula. [1penopsuBa ce npocneasBaHe Ha
ChPAECHUHUTE ¥ AKHUIHEHHUTE [OKA3ATEMH, 32€AHO C NOAXOAALUM CUMITTOMATUYHH ¥ NOLLbPXALUM MEPKH.
CroMallHa NPOMKBKA MOXE 14 € NTOKA3aHa, aKO CE U3BBPILM Bb3MOXKHO HAH-CKOPO cliel
IOTABUIAHETO UK NPY CUMNTOMATUYHU NAUUEHTH. AKTUBHUAT BbITIEH MOXE Aa UMa ONarorpusTeH

edexT 3a orpaHuuaBaHe Ha pe3opbumnaTta. JlynokceTuH Mma ronsim obeM Ha pasnpeneneHune u
dbopcupanara anypeza, xemonepdysns 1 odMeHHa nepdy3ns e MaJIko BEPOATHO Ja Ca OT Non3a.

3. ®APMAKOJIOTMYHHU CBONCTBA

5.1 apmaxoaHHaAMH4YHHW CBOICTRA

dapmakoTepanesTyuyHa rpyna: Jpyru antuaenpecantu. ATC koa: NOGAX2I.

MexaHU3bM Ha AeHCTBUE

HOPHOpaAPCHAIMH B PA3/IMHHHK MO3IbHHH obnhacty Nnpv KHBOTHH.
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(dapMaxkoaMHAMUUHU edeKTH

JlyTOKCETHH HOpMau3vpa npara Ha fonkaTa npH HAKONKO NPeAKNHHWYHN MOZEJa HA HEBPOIATHA U
pb3nanuTenHa 001Kka M cMeKuaBa nopeleHueTo npu bonka B Moaen Ha nepcuctypalua donaka. Cunra
ce, ye MHXMOvpawioro bonkara AeHCTBHE HA AYMOKCETHH € Pe3yTaT OT NNOTEHLMHPAHETO Ha
fecUeHAeHTHUTE MHXUOUTOPHM DONKOBKM MbTHULIA HA LEHTPANHATA HEPBHA CHCTEMA.

KinuHKyHa edburKacHoCcT M 6e30nacHoOCT

[0.1M0 Qenpecusro pascmpoucmeo

JIyNOKCETHH € NPOy4BaH B KIIMHUUYHHM NTporpamu, BKIko4YBawM 3 158 nauuerTy (exkcrnodnumns ot | 285
MalyeHTo-roAMHN), orrosapsiuid Ha DMS-IV kputepuute 3a ronsma aenpecus. EQukacHoCcTTa Ha
OYNOKCETHH NP NPENopbUMTEsHa AHEBHA A03a 60 Mg BEAHBLXK AHEBHO € 110Ka3aHa B TPU OT TPUTE
PAHAOMU3IUPAHY, IBONHO-CAENH, MNaLebo-KOHTPOAUPAHY, ¢ (PUKCUPaHa 1032 NPOYUBAHUS B OCTpa
daza npy BL3pacTHU aMOYIaTOPHU NAalLMEHTH ¢ roAIMO AENPECHBHO Pa3cTPONCTBO. Karo usno,
eMKaCcHOCTTA Ha AYIOKCETHH € AEMOHCTpYpaKa npy AHeBHa no3a mexay 60 u 120 mg 8 obuio net ot
celeMTE paHAOMU3HPAHH, 1BOHHO-CNENH, N/1aued0o-KOHTpOAUpPaHU, ¢ (PUKCUpaHa 1034 NPOY4BaHHA B
ocTpa da3za Npu Bb3IPaCTHU aMOyNaTOPHH NAUMEHTH € FOIAMO AETIPECHBHO Pa3CTPOHCTRO.
JlynOKCETHH € NoKa3all CTATUCTHYECKH NEACTBUTEIHO PEAUMCTBO CNpaMo naauedo, npocneaeHo
ype3 nopobpeHue Ha o6wmnsg pesynrar no F7-roukosara Ckana Ha XaMUIITBH 38 OLlIeHKa Ha
aenpecusta (Hamilton Depression Rating Scaie, HAM-D) (BkaouuTeIHO U HA EMOLHOHANTHUTE U
COMATHYHHUTE CUMIITOMMU Ha Aenpecus). CTeneHTa Ha OTrOBOP W peEMHCHS €a ChlLO CTATHCTHYECKH
3HaYUMO NMO-BUCOKHK NpPH AYNOKCETHH B cpaBHeHMe ¢ nnauedo. CaMo Masika 4acT OT NauueHTHTE,
BKJTKOYEHHW B NUJOTHM KNHMHUYHKY MPOYUBAHUA Ca OuIIM ¢ Texka Aenpecus (M3XOAEH pe3ynTart no
HAM-D>25).

B npoyusaHe 32 NpeaoTBpaTABaHE HA PELUAMB, NALUKEHTHUTE, NOBIUANH Ce OT |2-CeAMUUHO OTKPHUTO,
OCTPO NeyeHUue ¢ AynoKceTvH 60 mg BeAHDbK AHEBHO, Ca PAHAOMUIMPAHM MM Ha JyJIOKCeTUH 60 mg
BeAHBbXK AHEBHO, UK Ha nnauedo B npoab/HKeHHe Ha oule 6 Meceua. [IpunaraHeTo Ha OyJtOKCeTHH 60
Mg BeAHbLXK AHEBHO [TOKa3a CTATUCTHUYECKO 3HAYMMO NPEAUMCTBO B CpaBHeHKe ¢ mitauedo (p=0,004).
O OTHOLUEHHME HA M3MEPBAHETO 34 MbPBUYEH H3X04, NPOGUNAKTHKATA HA PELIMMB HA AENpecus,
M3MEpPEHA Upe3 BPEMETO 10 peunauBa. YectoraTa Ha peLUMIAUBUTE MO BpeMe Ha 6-MEeCceuyHUs ABOHHO-
CnfAn nepyoa Ha npocneasBaHe € 17% n 29%, cbOTBETHO 3@ AYOKCETHH M 3a nuiauedo.

[lo Bpeme Ha 52-ceiMUMHOTO NNauedo-KOHTPONUPAaHO, ABOMHO-CIIANO JEUEHHE JIEKYBAHHUTE C
AYNOKCETHH NAaLMUEHTH C PELMAKB HA rOJIAMO AENPECUBHO Pa3CTPOMCTBO UMAT CUTHU(HMKAHTHO o-
nbabr Gescumnromed nepuon (p<0,001) B ¢paBHEHHE € NALMEHTUTE, PARAOMU3UPAHU Ha r1auebo.
BcHuKY nNaLMeHTH NpeaBapUTENIHO ¢a e MOBIAKANM OT AYHOKCETHH NO BPEME HA OTBOPEHO JIEHEHHUE C
nynokceTuH (28 no 34 ceamuun) npu go3a ot 60 po 120 mg aHesHo. Ilo Bpeme Ha 52-ceamHuuHaTa
nnauebo KOHTpONKMpaHa ABONHO-cAana ¢a3a Ha nedenue 14,4% or nayneHTnTe, nexyBaHu ¢
AyNoKceTHH, U 33,1% oT nauMeHTUTE, NIEKYBaHY C Nnauedo, npexyBsaBaT MOBTOPHA MOABRA Ha
cuMInToMuTe ¢ Ha aenpecus (p<0,001).

EdexTbT OT NpuiaraHeTo Ha AYJA0KCeTHH 60 mg BeAHbK RHEBHO NPH MalMEeHTH ¢ Jernpecus B
cTapuecka Bb3pacT (=65 ronnHK) € oUeHeH cneudGPuuHO B RpoyyBaHe, [10Ka3pailio CTaTUCTHIECKH
3HayMMa pasiivka B HamanaBaHeto Ha HAMDI 7 pesyrrara 3a nauneHTuTe, 16Ky BaHU € AYJIOKCETHH, B
cpaBHeHHe ¢ rnauebo. [losocumocrra Ha aynokceTHH 60 mg BeAHBXK AHEBHO NpPY NAUUEHTH B
CTapdecka BbL3pacT € CpaBHMMaA C Ta3H, HabnronasaHa npy no-Ma1aauv Bb3pacTHU NALMEHTH. JlaHHuTe
obaue 3a NayMEHTH B CTAPYECKa Bh3pacT, U3OXKEHU Ha MakcumanHara n103a (120 mg AHeBHO), ca
OrpaHM4EHHU M 3aTOBA CE NPENoOPbLYBA MOBMILUEHO BHUMAHME MDY NEHEHUE HA TA3HM NONYIalus.

[enepanu3upano mpegoicHo pascmpoucmaso
JlyNOKCETHR € nMoKasan CTaTUCTUYECKH 3HAYUMO NPEaUMCTBO CIIPAMO Nnauedo npy neT oT s
Npoy4BaHHSA, BKNIOUBALLW YETUPY PAHAOMHU3KPAHH, IBOKHO-CNENU, NNALEDO-KOHTPOIYIPE
Mpoy4BaHHUA U NPOyYBaHe 3a NpodHIIaKkTHKa Ha peUUAMB NPU BB3IPACTHU C reHepayfei i
pa3CTPOUCTBO. ;
JlyNOKCETHH € noKa3an CTaTHCTHYECKH 3HAYMMO MPEAUMCTBO ¢npsiMo f1auedo,
nonoOpeHue Ha 001K CKOp MO CKaJlaTa 3a TPeBOX)HOCT Ha XamuntsH (Hamilto
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HAM-A) u ckopa 3a 06110 GyHKLHOHANHO pa3cTPOMCTRO N0 CKaaTa 3a MHBanuAHOCT Ha lllufixaH
(Sheehan Disability Scale, SDS). CteneHnTe Ha NOBAHABAHE U PEMUCHS Ca CLLO MO-BHCOKU NPU
NlyIOKCETHH, B cpaBHeHue ¢ nnauebo. JlynoKkceThH e noka3an CpaBHUMH pE3YNTATH 328 €PHUKACHOCT C
Te3u Ha BeHnadakcuH ot rneaHa Touka nonobpernne Ha 0dwus cxkop no HAM-A,

[1pK npoyuBaHe 3a NpoGUAAKTHKE HA PELMINB NALMEHTHTE, NOBIMIBAILM C€ OT 6-MeCeyHO OCTpO
OTKPHTO NeUeHHe C JIYJIOKCETHH, Ca PaH0MM3NMpaHH a [MoNy4aBaT WK JyJOKCETHH, MK ntauedo 3a
cneasatinTe 6 Mmeceua. Jlynoxkceru 60 mg 10 120 mg BeAHbXK AHEBHO € NOKa3at CTaTUCTHUECKH
3IHAYUMO MPEIUMCTBO B cpaBHeHKe ¢ nnauedo (p<0,001) npu npodunaxTukara Ha pELMANB,
H3IMEPEHO YPe3 BPEMETO 110 NOsIBA Ha peunaunBs. UectoraTta Ha peunans npe3 6-MeceuHus Nepron Ha
nocjeABailoTo ABOHHO-CnsANo npocneaasaHe ¢ 14% npu nynokcetrH u 42% npu naauedo.
EdukacHocTta Ha Aynokcetul 30-120 mg (rbBKkaBo A03UpaHe) BEAHBK AHEBHO NpPY NaLHEHTH B
cTapyecka Bb3pacT (>65 rouMHu) ¢ reHepa3upaHo TPEBOMHO Pa3CTPOMCTBO € OLUCHEHA B €IHO
NpoyuBaHe, KOETO fOKa3Ba CTAaTUCTHUECKH 3HaUKMMO rnoaobpenne B obLums pesynrat 3a HAM-A 3a
NaUUeHTHTE, TEKYBAHHU C JIYNIOKCETHH, B CPABHEHKE C NALKEHTHUTE, NONYyUYaBaLlH nuauebo.
EdukacHocTTa M 6e30nacHocTTa Ha aynoxceTrH 30-120 mg BeAHBXK AHEBHO NPH NMaUMEHTH B
cTapyecka Bb3PacT ¢ reHepasn3MpaHo TPEBOXKHO pa3CTPOMCTBO ca NoA06HH Ha HabaKAaBaHUTE B
NpOyYBaHWA NPK NO-MIAIHM Bb3PACTHY NaUMEHTH. BbpeKkH TOBA AaHHHWTE 32 NAUMUEHTH B CTApUECKa
Bb3pacT, U3/I0KEHM Ha MakcuMaiiHara 1o3a (120 mg AHEBHO), ¢a OrpaHUyEeHH ¥ Nopaau TOBa Ce
npenopbyBad NOBUILICHO BHMMAHKWE fPY U3MON3BAHETO Ha TA3W J034d [IPU NOfyNalMsTa B crapyecka

Bb3pacT.

Huabemna nepupeprna nesponamua 60aka

EdukacHoCcTTa Ha AYNOKCETUH 3a NeueHue Ha quaberHa HesponatHa Oojika e ycTaHOBEHa B 2
paH0OMHU3npany, |2-ceaAMUUHY, ABOAHO-CNENH, NIaLed0-KOHTPONMPAHH, C PUKCHpaHa 1032
[MPOYUBAHUA NPH BbIPACTHH (HA Bb3pacT 22-88 roanHu) ¢ aAnabeTHa HeBponaTHa OQuIKa B
Npoab/KeHUe noHe Ha 6 meceuad. [lauMeHTHTE, OTrOBapsALlLMK HA KPUTEPUUTE 3a rOMIIMO AENPECHBHO
pa3CTPONCTRBO, €& U3KIIOUEHH OT T€3W NpoyuBaHus. M3aMepuTen Ha MbPBUYHMA W3XO0/ € CEAMUYHATA
cpeaHa CTOMHOCT Ha 24-yacoBaTta BOIKa, KOATO € OTPa3iBaHa B €XEAHEBEH JHEBHHUK HA MaLUWEHTHTE
no | 1-toukosara ckana Ha Likert.

B nBete npoyupaHus, aynokcetuH 60 mg BeaHbX AHEBHO K 60 mg nBa MbTH AHEBHO 3HAUNUTENHO
Hamanasa bonikara, B cpagHeHMe ¢ rtanebo. EQexTsT npy HAKOW MAaUMEHTH € BUAUM [PE3 MBPBRUTE
ceJMHULH Ha NeueHue, Pasnukara B CpenHOTO NOA00OPEHHE MEXKAY ABETE PAMEHA HA 8KTHBHO JICUEHHUE
He e 3HaunTenHa. OtdensaszaHo e noHe 30% cbvoblIaBaHO HamansBaHe Ha DonkarTa npu NPUOINIUTENHO
65% oT neKyBaHuTe ¢ AYJOKCEeTHH naunenTH cnpamo 40% npu rnnauedo. CboTBETHUTE UUDPH 3a
noue 50% penykuusa Ha Oonkara ca cboTBeTHO 30% U 26%. CteneHra Ha KNKMHHYEH OTTOBOD (50%
Ny nopeye noaodbperHue Ha BONkaTa) € aHAMM3KPaHa CNope TOBA JaJlM MALMEHTDBT € NpOsABUI
COMHOJIEHTHOCT IO BPEME Ha NEUEHUETO WM He. 3a NALMEHTUTE, KOUTO HE ¢a NPOSBUIN
COMHOJ/IEHTHOCT € HabJaaBaH KIHMHUYEH OTroBop Npu 47% OT NauvMeHTUTe, NONyvyaBallu
AynoxKceTHH, u 27% OT naunenTrTe Ha nrauedo. CTeneHTa Ha KIKMHHUYEH OTTOBOP NP NALMEHTUTE,
MPOABUIM COMHONIEHTHOCT, € 60% Ha nynokceruH W 30% Ha nnauedo. IauveHTure, HENPOsiBABaULH
peaykuus Ha Oonkara ot 30% B pamxuTe Ha 60 AHKW neveHUe, € MANKO BEPOATHO Ja AOCTUIHAT TOBA
HUBO MPH MTO-HATATBLIUHO NEUYEHHE.

[1py OTBOPEHO, ABAMOCPOHHO HEKOHTPONUPAHO NIPOYUYBAHE HAMANIEHHETO Ha DONKATA [TPH NALMEHTH,
ROBAMAHYU OT 8-CEAMUUHO OCTPO IEUEHUE € AYNOKCETHH 60 mg eAHOKPAaTHO OHEBHO, CE 3arna3sa B
NpoABLIKEHKE Ha OLLE 6 MeCeLla, KAaKTO & OUEHEHO ¢ MpoMaHaTa No KpaTKua BbNPOCHUK 3a OLIEHKA Ha
bosnkara (Brief Pain Inventory, BPI) Ha 24-yacoBus cpeaeH pesynrar 3a Gonka.

[lennaTpuuna nonynaius
Hyn0OKCeTHH He € M3CNeaBaH NPy NauyMeHTy noa 7-rofuiiHa Bb3pacr.

[TporeneHn ca ABe paHAOMU3KPaAHU, JBORHO-CNENY, MapaleNHy KNTMHHYHMY [poyyBa
MeaUaTPUYHU NALMEHTH Ha BB3pacT OT 7 40 17 roAuHM ¢ rofiiMo AENpeCcHBHO pas
Touka 4.2). Te3n ane npoyusaHus Bxjirousar 10-ceamMuuHa rinauebo-KoHTpoNUpa
KOHTpoJipaHa (¢ (bnyOKCeTHH) OcTpa (pa3a, NocneABaHa OT LWWECTMECEYEH NePH
Ha aKTHBHO KOHTPOJIMPAHO neueHye. HUTo rpynara, nekysaHa ¢ QyNOKCETHH (3
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rpynara ¢ akThBHa konTpona (¢dnyoxcerH 20-40 mg) cTaTUCTHYECKH CE pasnyyaBar oT nuauebo no
OTHOLLEHYE Ha NpoMsaHaTa B obuiuTe pe3yntaTtv no PesuarpaHaTta ckasa 3a OL€HKa Ha AENpecHATa
npu aeua (Children’s Depression Rating Scale-Revised, CDRS-R) 0T n3X0AHOTO HHBO J10 KpaiHaTa
ten. [pexbcBaHe Ha NEYEHKETO MOPaRH HEXKENAHN CbOUTHA € NO-YECTO NPH MALUEHTUTE, NPUEMALLHN
NYIOKCETHH, B CPABHEHUE C Te3M, NEKYBaHU ¢ QUIYOKCETHH, B [MOBEYETO Cayuau nopaau raneHe. [1o
Bpeme Ha 10-ceaMUUHMA NEPHOA HA aKTHBHO IeYeHUe e Ch0oDLLaBaHO 3 CYMUMAHO TOBEAEHHE
(aynokcetun 0/333 [0%], dnyokcerun 2/225 [0,.9%], nnauebo 1/220 [0,5%]). [1pe3 uenus 36-
ceAMMUEeH MepHoa Ha U3cneABaHeTo, 6 OT 333 nauMeHTH, KOMTO MbPBOHAYANTHO €A PAHAOMU3UpAHH 1A
nonyyasaT AYJOKCETHH, U 3 OT 225 nauKeHT, KOUTO MbPBOHAYATHO ¢4 PAHROMHU3MPAHH Aa
nony4anar (pAYOKCETHH, MPOABABAT CYULUMIAHO NOBEAEHHE (KOPUIrMpaHaTa cnopen exXCrno3niuaTa
yecTOTa Ha CyMUMAHO noseaeHue e 0,039 cubutns HA nauMeHT 3a rojJMHa npu aynokcetul 1 0,026
npu ¢ayokceTuH). OcBeH TOBA, €AMH MALMEHT, KOUTO € [TpeEMUHAN OT Nnnauebo Ha jeueHHe ¢
AYIOKCETUH, € UMaJl CYMUMAHO NOBEACHHUE 110 BPEME HA NIPUEMA HA AYJIOKCETHH.

[TpoBeaeHO € paHIOMHU3HPaHO, ABOHHO-CAANO, NAAUed0-KOHTPONUPaHO npoyuBaHe npu 272 nauneHTH
OT MeAUaTpyuyHaTa nonynauns Ha Bb3PacT 7-17 roiMHU ¢ FEHEPANTH3HPAHO TPEBOKHO PA3CTPOHCTBO.
[TpoyusaneTto BxitouBa 10-ceamMuuna nnauebo KOHTpoOAUpaKa ocTpa daza, nocnensaHa ot 18-
CeAMUYEH NEPUO HA NPOABbKEHUE HA NeYeHUeTO. B ToBa npoyyBaHe € U3Non3BaHa MbBKaBa CXxema
Ha J03HpaHe, 3a jla ce Aa/ie Bb3MMKHOCT 3a 0aBHO NOBMtIaBaHe Ha Ao3ata oT 30 mg BEAHBXK AHEBHO
N0 Mo-BUCOKM A03M (MakcumyM [20 mg BeaHBX AHEBHO). JleueHHeTo € NyIOKCETUH NOKa3Ba
CTATHCTHUECKH 3HAYMMO NO-TONAMO NoAOOPEHUE HA CUMITTOMUTE Ha MeHEPaIM3UPaHO TPEBOXHO
paszcTpoicTBo ype3 PARS (cpenHa pasnuxa Mexay oynokceTHH u nnauedo 2,7 Touku [95% [N 1, 3-
4,0]), cnen 10 cenMuuu Ha nevenue. [NoaabpxaHe Ha edexTa He € oueHsBaHo. Hama cTaTucTuuecku
IHauKMa pa3iivKa B NPEKbCBAHETO Ha MPOYYBAHETO NOPAAM HEXKENAHN ChOWTUA MEXIY IPYNUTE C
AynokceTuH H nnauedo B Teuerne Ha 10-ceamuunara ¢aza Ha OcTpo neueHKe. JIBama naureHTH,
KOMUTO ca NpeXBbplieHU OT nnauedo KM NYNOKCeTHH chiel ocrpara ¢aza, H3NHTBAT CYMILIKAHO
nOBeJIeHHUEe, 10KaTO NpUEMaT AYNOKCETUH NO BpeMe Ha ¢a3zara Ha npoabkeHue. He e HanpaseHo
3aKNKOYEHHE OTHOCHO LISNOCTHOTO CHOTHOIUEHHE TTON13a/PHCK B Ta3H Bb3PacToBa Ipyna {BxX. Cbilo
TOUKH 4.2 1 4.8).

[TpoBeAeHO € A0 NMpoyyYBaHe Nnpy NeAWaTPUUHA NAUMEHTH CbC CUHAPOM HA KOBEHWIHA NbPBUYHA
¢ubpomuanrus (Juvenile primary fibromyalgia syndrome, JPFS), B koeTo rpynara, nexyBaHa ¢
AYNOKCETUH, HE € OTAECNEHA OT rpynara, nofayyasalua rnnauedo, 3a OLUEHKA Ha UIMEPHUTENA 3a
NbPBUHHA ePUKACHOCT. 3aTOBA JIMICBAT AAHHHU 32 €PUKACHOCT B Ta3y NONyNallus NeAHATPHYHH
nauMeHTH. PavaoMu3upasoTo, ApoiiHo-Cnano, naauebo-KOHTPONMUPAHO, NAPAnenHO-rPynoBo
NpOy4YBaHE Ha AYJIOKCETHUH e npoBeaeHo npu 184 woHoWM Ha Bb3pacT oT 13 a0 18 roauun (cpenHa
Bb3pacT - 135,33 roannn) ¢ JPFS. INpoyysanero sritoysa 13-ceaMUUEH ABOHHO-CNAN NEPHOa, npes
KOMTO NauMeHTHUTE ca paHAOMMW3INPAHK Aa noayuasar aynokcetrd 30 mg/60 mg unu ninauedo Bcexku
neH. JlynokceTiH He nokasea eMKACHOCT MO OTHOLUEHUE Ha HAMATIABAHETO HA DOJIKATA, U3MEPEHa
ype3 UIMEPHTENS HA MbPBUUHMUS PE3yNTaT Ha KpaiHaTa Touka - cpeaeH ckop 3a 6onka no Brief Pain
Inventory (BPI): cpeanara npomsana na Hali-mankure ksanpartu (LS - least squares) ot uaxoaHara
CTOMHOCT Ha cpeaHusa ¢xop 3a donka no BPI wa 13-ta ceamuua ¢ -0,97 B rpynara, nonyuasallia
nnauebo, B cpaBHeHHe ¢ -1,62 B rpynaTa, nonyuasawa aynokcerud 30/60 mg (p = 0,052).
PesynratdTe 3a H€30MacHOCT OT TOBAa NPOYUBaHE €a B ChOTBETCTBHE C M3BECTHUA Npodhun Ha
Oe30nacHOCT Ha AYJIOKCETHH.

Esponefickara areHuys no nekapcrsara ocBoboXaaBa OT 33/Ib/DKEHHETO 3a MPEeAOCTARAHE Ha
PE3YNTATUTE OT NNPOYUBAHMSA C JYJIOKCETHH NPK BCHUKU MOArPYNM HA NeauaTpHyHaTa Nonynauns npu
JIEYEHWE HA rOsAMO JEIPECUBHO PA3CTPORCTBO, AMabeTHA HEBpONATHA DOMKA U reHepanuinpaHo
TPEBOKHO pascTpoicTBo. BrxTte Touka 4.2 32 MHpopMALUA OTHOCHO yrioTpedata npu AgLa,...

5.2 @OapMAKOKHHETHYMHHU CBOHCTBA

JlynokceTuH ce npunara Kato caMOCTOATENEH eHaHTUOMep. Toit ce meTabonna
okcuaatuBHu eH3uMU (CYPI1 A2 n noaumopdpuua CYP2D6), nocnensado ot K
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dapMakOKHHETUKATa HA AYJIOKCETHH NOKA3Ba roNAmMa BApHaOHITHOCT MEXAY OTAENHUTE HHAWBUIN
(obwo 50-60%), ab/nKalua ce B M3RECTHA CTENEH HA TOJa, Bb3pacTTa, THOTIOHOMYLEHETO U

CbCTOSHUETO Ha MeTabonnzupawara cuetema CYP2ZD6.

Abcopbuums
IynoxceTns ce pezopbupa nobpe cnex rnepopaiHo npuioxenue, karo C,, HacThBa 6 yaca

cnen npunarade. AbcomorHara opanHa OHOHANIMYHOCT Ha RyNOKCEeTHH Bapupa oT 32% no 80%
(cpenno 50%). XpaHaTa yab/1:KaBa BpEMETO 3a JIOCTUTaHe Ha BbpXOB2A KOHLEHTpaLwa oT 6 Ha 10
yaca ¥ cnabo Hamanspa cTeneHTa Ha abcopbuus (npubnuantendHo 11%). Teau npomenu Hamar
KNMHHWYHA 3HAYMMOCT.

Pa3npeaeneHue
JyTOKCETHH ce CBbp3a npubnusntentHo 96% ¢ YOBELIKHUTE NJ1a3MEHH NMPOTENHU, JlyNOKCETHH ce

CBLP38a CbLUO ¢ anbymuH u ¢ anda-1 kucenua ravkonporeuH. I1poTeHHOTO CBhP3BaHe He ce
noBnHABa oT OBOPEUHO UIIK YEPHOAPOOHKO yBPEK/1aHE.

bBuorpancopmauns

HynokceTuH ce metabonuanMpa eKCTEH3MBHO, @ METADONMTHTE Ca eNMMUHNPAT OCHOBHO C ypUHaTa.
Lnroxpomute P450-2D6 u 1A2 karanu3upat oOpalyBaHeto Ha JBaTa OCHOBHU MeTabonuTa -
rMIOKOPOHUAOB KOHIOTAT Ha 4-XWAPOKCH [1YJIOKCETUH YU CYRPATEH KOHKOraT Ha 5-XHAPOKCH,b-
METOKCU AYJOKCETUH. Bb3 OCHOBA JAHHWUTE OT in vitro NPOy4YBaHMA, UMPKYIMpaivTe MeTaboUTH
Ha OYJOKCETHH Cc€ CUnTaT QapMaKoJIOrUiHo HEaKTHBHY,. PapMaKOKHHETUKATA Ha JYJIOKCETUR [1PH
nawHeHTH, KOUTO ca nouiu Metabonuzaropu rno otHolieHue Ha CYP2D6 He e cneunduaHo
npoyusaHa. B3 OCHOBa Ha OrpaHYuYCHKW JaHHM ce npeanonara, ve npd Te3H NaureHTH NNa3MEHHUTE
HUBA Ha AYJIOKCETUH €a No-BUCOKH.

EnyMUHalng
EMUMHHALUMOHHHUAT NONYXKUBOT HA AYNOKCeTHH Bapupa o1 8 10 17 vaca (cpeaHo 12 daca). Cnen

WHTPABEHO3HO NPHACKEHUE, NNIA3MEHUAT KJIHMPLHC Ha AYNOKCETHH Bapupa ot 22 |/vac a0 46
l/uac (cpenno 36 l/uac). Cnen nepopanHo NPUICKEHUE YCTAHOBEHUAT NNa3MeEH KIUPBLHC Ha

nynokceTuH Bapupa ot 33 1o 201 l/uac (cpenno (01 l/uac).

Creyuannu nonyrayuu

[Ton: Mexay Mbxe Y meHU ¢a YCTAHOBEHN (PAPDMAKOKWUHETHUUHY Pa3fukKy (BUIUMHKST [11a3MeEH
KAUPBHC e npubnusntento 50% no-HUChLK Npu kel ). Bb3 OCHOBA Ha NMPUNOKPHUBAHE MO
OTHOLUEHHE HA KJIMPbLHCA, CBbP3aHUTE ¢ Nnoa PapMaKOKHHETHHHHU Pa3fiIMKy HE ONpaBaaBaT
NPEenopbKaTa 3a U3NON3BaHEe Ha NO-HHUCKA 103a [IPY MALMEHTH OT MEHCKM 1101,

Bwv3pacm: YCTaHOBEHH ca (hapMAKOKMHETHUHH pa3NUKK MEXAy NO-MAaldy M MO-Bb3PACTHH KEHU
(>65 roanun) (nosuiuenne Ha ALUJC ¢ okono 25% 1 okono 25% no-ababr NONYKUBOT NPH KEHUTE B
cTapyecka Bb3pacT), BLIPEKH e CTEMEHTa HA TE3U MPOMEHH HE € 10CTaThYHa, 3a Aa ce 000CHOBE
npomsiHa Ha ao3ata. Kato obua npenopbka, 1€4€HAETO B CTapHecKa Bbp3pacT TpsOBa aa ce
NpoOBEXAa C NOBUUIEHO BHUMaHKe (BX. TOUKU 4.2 4 4.4).

bvbpeuno yspeacoane: Ilpu naumenTure ¢ O6b0peyHo 3abondaBaHe B KpaeH cTaAuil Ha anMasnunsa
(ESRD) umart crokinocture Ha C ., 1 AUC 32 5ynokceruH ca 2 mbTH MO-BUCOKH B CPABHEHUE CbC

3ApaByd UHRAKMBUAU. [IpH MaumneHTH € neka 10 yMmepeHa 0n0peyHa HeAOCTaTbYHOCT JaHHKTE 34
(hapMaKOKHHETHKATa Ha 1Y/TOKCETHH Ca OrpaHHYuEHH.

(apMaKOKHHETHUKATA Ha AyIOKCETHH. B cpaBHEeHHE CbC 34paBH UHOHBUAH, [1pH
yepHOApPOOHO 3a00/1ABaHE BUAUMHUAT MJIA3MEH KIIMPBHC HA AYNOKCETUH e 79%
TePMHHANEH NONYXKUBOT € 2,3 nbTit no-Abnsr, a AUC e 3,7 nbTH No-BUCOKA.
Ha OJYNOKCETHH X HEroeuTe MeTabonuTH He € Npoy4uBaHa npy NauneHTH € NieK
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yepHoapoOHA HEAOCTATBYHOCT.

Kopmewu matiku: JIACNo3UMUMATA HA TyJIOKCETHH € NPOYUEHA NPH O KbPMELLH XKEHH, TPH KOUTO Ca
YU3IMUHANK Hail-manko 12 ceaMuuu cnea paxaaHeTo. JlyOKCETUH ce OTKPHUBA B KbPMAaTa, a
PABHOBECHUTE KOHLUEHTPAUMY B KbPMATa C& OKONO eIHa-4eTBBbPT OT TE3M B Mazmara. KonnuecTsoTo
IYNOKCETHH B KbpmaTa € npuban3nTesHo 7 MUKporpama LHEBHO 11pu npyem Ha 40 mg nsa bTH
AHEBHO. KbpMEHeTO He noBnvaBsa (hapMaKOKHHETHKATA Ha AYJIOKCETHH,

HHeduampuuna nonyrayus. DapMakOKUHETUYHHTE CBOACTBA HA LYNOKCETHH NPKH NEAUATPHUYUHH
NaLMreHTH Ha BL3PacT OT 7 A0 |7 rOAUHHU C rofisiMO AENPECHBHO pa3CTPOMCTRO Clield NEPOPaHO
npuaraHe B cxemMa Ha ao3vpane 20 no 120 mg BeAHBX AHEBHO €28 XapakTEPHU3UPpaHH C NOMOLLUTA Ha
ONY/IaUMOHHO-MOIEANPAH aHaNnu3 Ha AaHHKU OT 3 npoyusaHus. [lpenByaeHUTE B MOAeNa 11a3MEHH
KOHLIEHTpaLKXHX Ha AYJNOKCETHH B PABHOBECHO CbCTOAHHE NPH NMEAWAaTPHUIHHK NALMEHTH B NOBEUETO
CAyuaH ca B FPaHHMLIMTE HA IMana30Ha Ha KOHUEHTpaUUKHTE, HabmMo1aBaHy NPpY BE3PacTHH MALUEHTH.

5.3 [lpeaxkanHuunu nansy 3a 6e30MacHOCT

JIylI0KCEeTHH HE € MeHOTOKCUYEH NpH CTaHaapTeH HAbop OT TECTOBE, & NPH NALXOBE HE €
kapuUMHOreHeH. [1pu npoyuBaHe 3a KAPLUHOMEHHOCT NIPU [ABXOBE ¢a HadoaaBaHH MHOTOAAPEHH
KNeTKH B yepHus Apod npu OTCHCTBUE HA APYFM XUCTOMATONOTMYHYU TPOMEHH. Mexanu3MbT, KOHTO €
B OCHOBATAa UM, 1 KIMHUUHATA 3HAYUMOCT €a HEU3BECTHH. [ IpH KEHCKH MHUILKH, TPETUPAHHU C
NYIOKCETHH B MPOAB/KEHME HA 2 FOAUHYU, € Ha0N0AaBdHA MMOBHILEHA YECTOTa HA XeNnaToLenynapHH
alleHOMH M KapLUMHOMY caMo Npu BUCOKUTE N03HK (144 mg/kg AHEBHO), HO T€ Ce& CUMTAT 3a BTOPHYHH
Ha yepHoApobHaTa MUKPO3OMaTHA EH3MMHA UHAYKUXA. 3HAUMMOCTTa Ha T€3U Aa8HHUW NPY MUILKH 110
OTHOLLUEHHE HAa XOpaTa He € u3BecTHa. [1pH IEHCKHU NTbXOBE, TPETUPAHU C AYNOKCETHH (45 mg/kg
AHEBHO) MPEAM W MPU CHBKYMICHUE, ¥ [Ipe3 paHHUA eTan Ha DpeMeHHOCTTa € HablaaBaHo
HamMajleHHWe Ha KOHCYMauusTa Ha XpaHa OT CTpaHa Ha MaiKkara U Ha TeJIECHOTO TerNo, HapylluasaHe Ha
LMKBIA Ha Pa3rOHBAHE, HAMANICHU NOKA3aTeNy 3a Opos MHUBOPOIEHH W NMPEKUBACMOCTTA Ha
[TOTOMCTBOTO, ¥ 3a0aBeH pacTek Ha NOTOMCTBOTO NMPH HUBA HA CUCTEMHA €KCII03HLUUA, KOUTO B Hal-
no6pus cnyyai ca npubnuznTenHo 10 MakcuMasnHaTta Knuiuuna ekcnosuuusa (AUC). B npoyusane
33 eMOPUOTOKCHHHOCT NpY 3aiiiM ¢a HabnAaBaHi Mo-BUCOKA YECTOTA Ha ChPAEHHOCBAOBH U
CKeJleTHU MajibopMauMy MpH HYMBA Ha CUCTEMHA €KCMO3MULMA 10 MAKCUMAITHATA KITMHUUHA
ekcno3zuuma (AUC). He ca nabnonasanu mangopMaumy 8 Apyro npoyyBaHe 3a U3NUTBaHE Ha I10-
BMCOKH AO3M Ha pa3zNuuHa cot Ha AyNOoKceTHH, Ilpu npeHaTanH®/NOCTHATAIHM TOKCUKOJIOTHYHH
MpOYy4YBaHUs NPH NNIBLXOBE, NYNOKCETHH HHAYLMPa HEXENaHU NOBEAEHUECKN EPEKTH B ITOKOIEHHETO

Mpy €KCNO3KULMS MOI MAKCHMaHaTa KJNHKMUYHA exkcriosnuus (AUC).
[MpoyuBaHMs NP MNAAH IJIbXOBE MOKA3BAT NMPEXOLHH €PEKTH BbPXY HEBPOTNIOBEAECHUECKUTE

peaKliii, KAKTO U 3HAYUTEHO HAMaNABaHe HA TENECHOTO TErjlio U KOHCyMalMATa Ha XpaHa,
WHOYKUHUA HA YEPHOAPOOHHUTE EH3UMH U XenaTolenynapHa Bakyonulauus npy 45 mg/kg nHeBHO.
O0WMAT Npod U HA TOKCUYHOCT Ha AYJIOKCETUH NpH Maaau MIbxoBe € noaodeH Ha TO3u NpH
Bh3PaCTHH MIbXOBE. HMBOTO, [PH KOETO HE ca HabnoaaBaHK HEXENaHH e(PEeKTH € ONpPeaenieHo Ha

20 mg/kg nHesHo.

6. GAPMALEBTUYHU TAHHHU
6.1 ChoHebK HA NOMOMMHHTE BellecTsa

-  CoabpxaHue HA KANCynaTa;
© 3axapHu chepy,

C UapeBUYHO HHUILECTE

O CBLOOJAMMEP Ha METAKPHIOBA KUcenuHa-eTunakpunar (1:1) 30-np s
(Eudragit L30D55) “4

O XWIPOMENO3a

3axaposa

O KOJOoUAeH Oe3BOZieH CUNULIKEB JUOKCHUA

O
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O TdllKk
O TPUETUJIOB LUMTPAT
o Plasacryl T20 (rauuepuiaoB MOHOCTEapar, TPMETUIOB LUKUTpaT, nosmcopdar 80 n Boza)
- TsJjo Ha KancyJiara:
o Kancyau ot 30 mg:
» TutaHoB anokcua (E171)
" JKeNaTUH
FD&C cunbo 2
® BOId
o Kancyau ot 60 mg:
* TuraHoB aAuokeua (E171)
* KENaTHH
* FD&C cunbo 2
" KBIT kene3eH okeua (E172)

= Boja
- 3eJ1IeHO MACTHJIO:
O uiennak

MPOINMWJIEHI JIHKOJ

KaJIMeB XHJIPOKCHL

yepeH xenezeH okeua (E172)
WHIT KeneszeH okeuna (E172)
- Bbsao macTuao:

HIeJJ1akK

NPOMUIEHIIIUKON

MOBUJIOH

tuTaHoB auokcun (E171)

O Q9 0

O, 00

6.2 HecbBMECTHMOCTH

Henpuioxumo.

6.3 Cpok Ha roaHocr

3 roaAMHM

6.4 CneumnaJiH{ YC/JIOBHSI HA CbXPAHEHHE

To3u nekapcTBeH NPOAYKT Ha M3UCKBA CIEIHAIHM YCIOBHUS HA ChbXpaHEHHUeE.

6.5 Buau cbabpKaAHHE HA ONIAKOBKATA

baucrep ot PVC/ PCTFE npo3pauso anymunueBo ¢oJino.

Jlynoaer 30 mg TBbpAa CTOMALIIHO-YCTOHYMBA Karcysa ce npeanara B onakosku ot 7, 10, 14, 28, 30,
56, 60, 84, 98 u 100 kancyu.

Jlynoner 60 mg TBbpAA CTOMAIIHO-YCTOHYMBA KarncyJlia ce rnpeiara B onakosku ot 7, 10, 14, 28, 30,
56, 60, 84, 98 u 100 kancynu.

He BCHUKM BUIOBE OMAKOBKKM Morar jia Obar nycHaTu B rpoaaxoa.

6.6 ChneuuajiHyu npeanaziu MepKH 1pH U3XBbpJisine 1 padora

Hsama crierimaiHy M3MCKBaAHM .
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7. NPUTEXATEJ HA PABPELUEHHUETO 3A YNIOTPEBA

Egis Pharmaceuticals PLC
| 106 Budapest, Kereszturi 0t 30-38.

YHrapus

8. HOMEP(A) HA PABPEUIEHHUETO 3A YIIOTPEDBA

Jynozer 30 mg TBbpAX cTOMALUHO-YCTOHUMBY Kancyau: Per.Ne: 20150336
Hynoner 60 mg TBbLPAY CTOMaWIHO-YCTOARUMBY Kancynu: Per.Ne: 20150337

9. JATA HA IIBPBO PA3ZPELUABAHE/TIOJHOBSABAHE HA PA3SPEUIEHHUETO 3A
YIIOTPEDBA

Jata Ha mepBeo pa3pewasade 3a ynorpeda: 19.10.2015 r.
JlaTta Ha nocaenno nogHoesasaHle: 19.02.2021 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

HoemBpu, 2024 r,
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