KPATKA XAPAKTEPHCTHKA HA IIPOAYKTA

1. HME HA JIEKAPCTBEHHSA HPOIYKT

Apurasd 30 Ing TEpAH CTOMAUIHO-YCTOHYHBH KancyaH
Aritavi 30 mg hard gastro-resistant capsules

Aputaps 60 mg TBEPAH CTOMANIHO-YCTOHYHBH Karicynn
Aritavi 60 mg hard gastro-resistant capsules

2. KAYECTBEH H KOJHYECTBEH CbCTAB

Apurasy 30 mg TREPAW CTOMANHO-YCTOHYMBY KACYAN

W3MbAHWUTENHA AT EHLNA NO JIEKAPCTBATA

Ha npogyxma - [ipuaaeiue 1

Kparmica X

Kot P M BRIDD2E F{IE = \7

R 26 (4. (M0 e _
" 27 0e. 'm'h

Beska xancyna chabpsxa 30 mg nynokcerud (duloxeting) (kato XMAPOXNOPHT).
[MoMolqHO BeITecTBO ¢ H3BecTHO AelicTBHe: Besaka kancyna ceaspxa 100,6 mg zaxaposa.

ApuTapH 60 mg TRLPAH CTOMAITHO-YCTOHYHBH KarCyiu

Bceska xancyna ceabpxa 60 mg nynokcerun {duloxeting} (karo XHAPOXIOpHA).
INomouHo BeliecTBO ¢ H3BecTHO NelicTeue: Beska xancyna ceabpaxa 201,3 mg 3axaposa.

3a IBJHHA CNHCHK HAa TOMOLIHKTE BELIECTBA BHXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
TEbpAA CTOMAMIHO-YCTOHYHEBA KaNCyAa

AprTapn 30 mg TREPIH cTOMANTHO-YCTONYHBH KANCYIH

Henpospauso cuBo Tan0 ¢ Haamue 'DLX 30' 4 Henpo3padHo cMHBO Kanaye ¢ Haamie 'DLX 30", ¢

Abekuaa 18,0 mm.,

Aputaen 60 mg TBEPIH CTOMAINHO-YCTORYHBH Kancyan

Henpospauso cueo Tano ¢ Haamuc 'DLX 60" 1 Henmpospagno 6s10 kanade ¢ Haamue DLX 60", ¢ apmkuHa

20,4 mm.

4. KIHHHYHH JAHHH

4.1 TepaneRTHUHHA NOKAIXHERY

Jleduenne Ha roJiaMo JENpPEeCHBHO Pa3CcTPOHCTBO,
Jleuenre Ha nHaberha nepudepHa HepponaTHYHA GoNKa.
Jleyenne Ha reHepaNH3HPaHO TPEBOXKHO Pa3CTPOHCTBO.
APHTAaBH € NOKa3aH 3a ynorpeba NpH BBE3pacTHH.

3a nomenHHTENHA NHGOpPMANHS BIXKTE TOYKa 5.1.

42 [do3upoBKa ¥ HAYHH HA NPHIOKEHHE
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Torruo denpecusno pascmpoiicmeo

HauaiHaTa H npenoprYKTeNHATa NOATBPXKAaIA 1032 € 60 mg BeANbK AHEBHO, ChC HIH Ge3 xpana. B
KIMHHYMHH TIPOY9YBaHHA €3 ONSHABAHH OT I7Ie/IHA TOYKA Ha 6e30macHoCTTa A03H Hafn 60 mg BeAHEX
JHEBHO, 10 MaKChManHa A03a o1 120 mg BenHbXx AHeBHO. BENpekH ToBa, HAMA KIMHHYHE AOKA3ATENCTRA
tpeaAnonarallH, 4e NaHeHTHTE, KOHTO HE Ca CE MOBIHAJIN OT HAYAHATA MPEMopRYHTENHA 10324 MOTaT A2
HMAT TI0N34a 0T MOKAYBALLO THTPHPaHE Ha J03aTa.

OOHKHOBEHO TEPANEBTHYEH OTIOBOD ce HabmoaaBa ciell JedeHHe B NPoAbDkeHHe Ha 2-4 CE/IMHMLM.

3a na Obne NpeAOTBpaTEH PELHANB, ClEH 3aTBEpAABaHE Ha AHTHACTIPECHBHHS OTTOBOP Ce MPEnopbyBa
NeYeHHeTo A NPONB/DKH HAKONKO Mecena. IIpH narueHTH, KOMTO Ce NOBIHABAT OT JCHEHHE C
AYNOKCETHH H MMaT aHaMHe3a 38 MOBTOPHH €NMH30/H Ha roIsaMa AeNpecHs, MOXe /la C€ B3eMe MoJ
BHHMAaHHE NO-HATATHINHO NPOABKHTENHO NieYenne ¢ fo3a oT 60 mg a0 120 mg aueBHO.

Tenepanuzupario mpeeoxcio pazcmpoticmso

IIpenopruHTENHATA HAYANHA 1032 IPH NAUXEHTH C reHePATH3HPaHO TPEBOKHO PascTpoiicTeo € 30 mg
BEAHBX JIHEBHO Chbe WK Ge3 xpana. [pd nalmenTn ¢ He3a70BONHTENEH OTTOROP Ao3aTa TpabBa Aa ce
noeuIy no 60 mg, koero e obuyaiinaTa MOAXBLPIKALIA A034 TIPH NOBEYETO MAHEHTH.

Ipu nanpenTH ¢ KOMOPOHAHK ToNeMy JETIPECHBHA PascTpoiiCcTBa HAYANHATA H NOANBPKAILATA 1038 €
60 mg BenHbK OHEBHO (MOAA BHAKTE CEHINO NPENOPLKUTE 3a JO3APAHE HO-TOPE).

Joxkazano €, ye ao3u 0 120 mg gHenHO ca epeXTHBHH M ca OLEHABAHY ¢ OTne]] Ha Oe30nacHOCTTa pH
IJIHHHYHH Mpoy4paHHa. IIpy mauvesTH ¢ HelafgoBOIHTENEH OTrOBOp 1o 60 mg no3ata Moxe Ja ce
noBuInH A0 90 mg unu 120 mg. TloBkinapateTo Ha A03aTa TPAOBA A2 € Bb3 OCHOBA KA KIHHHYHHS
OTTOBOP H NMOHOCHMOCTTA.

Crnep 3aTBBEpAABaHe Ha OTTOBOPA, C& MPENOPBUBaA A2 C& MPOABIDKH JIEYEHHETO 3a HAKOJKO MECeLia, 3a a
ce u3berne peLHaAMB.

Huabemna nepugpepra nesponamuuna 6oaxa

Hauanuara B npenopbunTenHaTa MOANLPXKAIIA 1o3a € 60 mg BeAHEK AHEBHO, ChC HIIH He3 xpana. B
KIMBHYHA DPOYYBAHKA Ca OLEHABAHH OT [VIESHA TOYKA Ha Ge3onacHocTTa A03K Haz 60 mg BeAHBX
AHEBHO, 10 MakCHMYM 120 mg JHEBHO, IPHUNOXKEHN B paBHM J03H. [1nasMeHuTe KOHUEHTPaLHH Ha
LYJOKCETHH NPOABABAT NONAMA HHTEPHHAMBHAYaTHA BapHaGuaHoCT (BX. Touka 5.2). CneoBateino, npu
HAKOH [AUHECHTH, KOHTO HE Ca ce MOBMMAIH ACCTATBYHO oT 60 mg, MOTaT Ja ce MPUIIOAKAT NO-BHCOKH
JIO3H.

OTroBOpBT KbM niedeHUeTo TpabBea Aa Obae ollenasay clieq 2 Mecela. [IpH nauuenTy ¢ HEAOCTATLYHO
I'BPBOHAYATIHO NIOBIHABAHE AOMBAHHTENEH OTTOROP CIE] TO3H NEPHOA € MATKC BEPOATEH.

TepanepTH4HATA NON3a TpabBa na 6bae NpeoLieHABaHA PeAOBHO (TIOHE HA BCEKH TPH MeceLa) (BK. TouKa
5.1).

CrnenHaiHy DomyIalHK

Cmapuecka ev3pacm
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ITpu nauuenTH B cTapiecka BB3pacT He ce NMPenopbyBa aaanTHPaHe Ha 103aTa eNHHCTBEHO Bb3 OCHOBA Ha
BB3pacTTd. Bulipeku ToBa, Hogo0HO HA BCEKH NEKApCTBEH [IPOAYKT, CE H3HCKBa NOBHILEHC BHHMaHHE
KOTaro ce JIeKyBaT MAIMEeHTH B CTapyYecka Bb3pacT, 0cobeno cbe 120 mg aynokceTHH JHEBHO MPH TOMAMO
ACHPECHEHO Pa3CTPOHCTBO HIIH FeHePANH3HPAHO TPEBOXKHO PA3CTPOHCTRO, 33 KOSTO HMA OTpaHHYeHH
IOaHAH (BX. TOYKH 4.4 W To9Ka 5.2).

Yepnodpobno yepescdane
ApHTaBH He TPAOBa Jia Ce M3MON3BA P NAUMEHTH C YepHOAPOGHO 3abonsABaHe, NOBENO A0 YEPHOAPOOHA
HeROCTAaThYHOCT (BXK. TOUKH 4.3, H Touka 5.2).

Bvbpeuno yepexcoane

He e HeoGXOAMMO afanTUpane Ha A03aTa NPH NaUKERTH ¢ JIEKa 0 yMepeHa 6b6peuHa AHChYHKIMS
{xpeaTuruHOR KIHpBHC 30 Ac 80 ml/min). ApurasH He TpAGBa Aa ce ynoTpedABAa NPH NALHEHTH C TEXKO
6B0peyHo yBpekAaHe (KPeaTUHMHOR KAKPBHE <30 ml/min; Bx. Touka 4.3).

Heduampuuna nonynayun

Hynokcernn me TpabBa Jia ce ynorpebaBa MpH Aelia H IOHOWH Ha Bb3pacT noj, 18 ronun 3a nevenne Ha
TOJIAMO AENPECHBHO Pa3CTPOHCTBO, MOpany chobpaxeHud 3a 6e30macHoCT H eHKacHocT (BX. TOUKH 4.4,
4.8us.1).

BezonacHocTTa H e()HMKaCHOCTTA Ha AYNOKCETHH 34 JISYEHHE Ha FreHEPATHIHPAHO TPEBOXKHO Pa3CcTPOHCTRO
TIPH OEANATPHYHH TAITUEHTH Ha Bb3pacT 7-17 rogHHH He ca YCTaHOBEHH. JIOCTBIHHTE IOHACTOALIEM
JIAHHH Ca ONUCcAaHM B TOUKH 4.8, 5.1 u 5.2.

BesonacHocTTa H eMKacHOCTTa Ha JYTOKCETHH 3a JiedeHHe Ha AHabeTHa nepudepHa HEBPOMATHYHA
6onka He ca wicneasaHH. JInncBat AaHHH.

[IpexpcEane Ha NEICHHETO

Tpabra na ce n36arBa pa3ko npexscpane. Korato ce npexncsa neueHue ¢ ApUTaBH, 03aTa TpAOBa Ja
6B0e moHHKABAHA TOCTENEHHO 32 NEPHOA OT NOHE €4Ha A0 ABE CEAMHIM, 3a Ja ¢ HaMallH DHCKA OT
peaKuHH Ha OTHEMaHe {BXK. ToMKH 4.4 u Touka 4.8). Ao cneq noHmwKaBaHe Ha N03aTa HIIH IPH
NpeXbCBaHe Ha JIedeHHeTo ce HabnioAaBaT CHMNTOMHE Ha HEOHOCHMOCT, Tpi6Ba Ja ce HMa npeasui
pb300HOBABAHE HA HA3HAUCHATA NPENH TOBA A03a. BnocneacTeHe, NeKapaT Moke Ja MPOAbKH Ad
TIOHHXABA J03aTd, HO MO-TICCTENEHHO.

HauyHH Ha NpHAOKEHHE
TMepopanHo npHIOkeHHE
Kancynare TpadBa Ia Ce NOTIBILAT LETH.

4.3 IIperERonOKazanus

CBFYBXHYBCTBHTCIIHOCT KBM AKTHBHOTO BEINECTBO HJIH HAKOS OT NOMOILIHATE BEINECTEA, I{SGPOeHPl B
To4Ka 6.1.

EnHOoBpeMeHHOTO NPHIIOKENHE HA APHTAaBH C HECENIEKTHBHH, HeoOpaTHMH HHXHOUTOPH Ha
MoHoaMHHOOKCHAa3aTa (MAO-HHXHOHTOPH) € IPOTHEOMOKa3aHO (BX. ToUKa 4.5).

YeprHoapoGHO 3a00naBaHe, BOACHIO A0 4epHOIPOOHO YBpekKIaHe (BX. TO9Ka 5.2).

ApHTaBH He TpabBa Aa ce npinara B KOMGHHAINAS ¢ IYBOKCAMHH, HHIPOMIOKCALHH K
(1.e. ¢ Moman CYP1A2 unxubutopH), ToH xaro koMOMHHpPaHeTO BOIH 0 MOBHIICHH
KOHLEHTpAallHH HA OYJOKCETHH (BXK. To4Ka 4.5).
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Texxo 6n6peuno yBpexaaHe (KpeaTHHHHOB KITHPBHC <30 ml/min) (Bx. T0uKa 4.4).

3ano4YBaHeTo Ha JeYeHHE ¢ APHTABH € HPOTHBOIIOKA3aHO NPH NAlHEHTH ¢ HEKOHTPOIHPAHA XHIIEPTOHAS,
ThH KaTO MOXKE /12 H3NOXKH NALMEHTHTE HA NOTEHLHANEH PHCK OT XHIIEPTOHHYHA KPH3a (BX. TOUKM 4.4 1
4.8).

4.4 Cpensajsn npeAynpekicHHsa H NpeANa3HH MEPKHE OPRA ynorpeba

Manus 4 repYoBe
Apurasy TpabBa fa ce Npmwiara ¢ BHUMaHHe NPH NALHEHTH C AHAMHE3a 33 MARKS HIH C AHarHosa
OHNONAPHO PAICTPOHCTRO H/HIM IBPUOBE.

Muzpnasa

Crobmasana e MHApHA3a, CBBp3aHa ¢ HYTOKCETHH, NIOPaJH KOETO NPEANHCBAHETO HA APHTABH Ha
NALHEHTH ¢ TOBHLIEHO BETPEOYHO HallATaHe HIIH TaKHBa C MOBUIIEH PHCK OT OCTpa TECHOBIBITHA
riaykoMa TpabBa ia c¢ M3BBpLIBA C MOBHILEHO BHUMAHKE.

ApTepHalHo Hansrane H chpACYKA YECTOTA
IIpH HAKOH MALMEHTH AYJIOKCETHH Ce CEB]3BA C IOBHIIABAHE HA apTEPHAIHOTO HANATAHE H KIHHUYHO

3HAYHMAa XHTIEPTOHHS, KOETO MOXe Ja Ce JbJ/DKH Ha HOPaApeHeprAYHEA edexT Ra gynokceTHH. Crydan
Ha XHTIEPTOHWYHH KPH3H ca Ounu HabniofaBaky ¢ AYJIOKCETHH, 0COOEHO NpH NAUMEHTH ¢ YCTaHOBEHA
xuneprodus. ETo 3amo npi mauneHTH ¢ YCTAHOBEHA XMNIEPTOHHA W/WIH APYTO chpAedHo 3abonssane ce
NPEnopBYBa NpociefiBale Ha apTEPHANTHOTO HandraHe, 0co0eHO Npe3 MBPBHA Mecell Ha JIEUCHHE.
HAynoxcerun Tpa6Ba Ja ce H3M0I3Ba ¢ BHHMaHHE NIPH NTAHEHTH, YHETO ChCTOAHKE MOXeE Na Ce
KOMIPOMETHPA OT NOBAINABAHE HA ChPAEYHATA YECTOTA WIH OT MOKAYBAHE HA APTEPHANIHOTO HaJIATaHe.
Heob6xoHM0 € CBI0 NOBHIIEHO BHHMAHHKE, KOTATO KYNOKCETHH CE MpHIara eAHOBPEMEHHO C
TIEKAPCTBEHH MPOAYKTH, KOHTO MOTAT Jia HAPYIIAT HEroBHA MeTabom3eM (BXK. Touka 4.5). [1pn nauuenTH
C NOCTOSIHHO NOBHIICHHE HA KPHBHOTO HAJIATAHE MO BpeMe Ha IpHEM Ha AyAOKCeTHH TpsOBa na ce
06cHM NOHIKABAHE HA 103aTa HIH NIOCTENEHHO NPEKpAaTABAHE HA JICUEHKETO (BXK. Touka 4.8). [pu

MALAEHTH C HEKOHTPOIpaHa XUIepTOHHA He TpAGBa Jia ce 3am01Ba JEUCHHE ¢ JyJIOKCETHH (BX. TO9Ka
4.3).

b1sOpedHo yBpexkaane

IIpn manneHTH ¢ TEXKO GEOpedHO yBpeXAaHe, NPOBEXKAALIH XeMOAHATH3a (KPEaTHHHHOB KIHPBHC

<30 ml/min) ce HaONKOJaBaT MOBHIICHH NMIA3MEHH KOHUEHTPALHH HA AYJIOKCETHH. 3a MALHEHTH € TEXKKO
OB6peyHO yBpesKaane BuxTe Touka 4.3, 3a uHdopMauHa NpH NAUHESHTH ¢ Jieka 1o yMepeHa 6u6pedHa
HEAOCTATEYHOCT BIDKTE Touka 4.2.

CepoTOHHHOB CHHAPOM
KaxTo npH neueHne ¢ Apyra cepOTOHHHEPrHYHHA IEKAPCTBEHH CPEACTBA, TaKa H MPH JeYeHHE ¢

JYIOKCETHH MOXE Na HACTHLIIM CEPOTOHHHOB CUHAPOM (eIHO MOTCHIHANHO JXHBOTO3aCTPALIABAIIO
CBCTOAHME), 0cOOEeHO NpH eqHOBpeMeHHa yiioTpeba Ha JpYTH CepOTOHHHEPTHUHH JICKapCTBEHH CPEACTBA
(srmognrenHo SSRIs, SNRIs, TpHnMkIHgHy anTHAENPEcaHTH WA TPHNTAHH) ¢ NEKAPCTREHH CPEACTERa,
KOHTO HapymiapaT MeTabolIu3Ma Ha CepoTOHHH, KaTo MAQO-HHXHOHTOPH, HITH ¢ AaHTHIICHXOTHIE HIH
JApPYI'H ROTIAMMHOBH AHTAarOHHCTH, KOETO MOKE 3 OKake BIHAHHE BPXY CEPOTOHHHEPTHYHHTE
HEBPOTPAHCMHTEPHH CHCTeMH (BXK. ToykH 4.3 | 4.5).

CuMNTOMH Ha CEPOTOHHHOBHA CHHAPOM MOTAT Aa ObaaT npoMeHH B MCHXHYHEA cTaTyc (Hanp., Be3byna,
XaMOLMHAIMY, KOMa), BEreTaTHBHa HecTabMHOCT (Hanp. TaXHKap/ns, koneOaHUA HA APTEPHATHOTO
HaraHe, XHIIEPTEPMHs), HEPBHO-MYCKY/IHH abepauuu (Hanp., XuneppedaeKkcus, T4mnca Ha
KOOPAHHALAA) H/MIA CTOMAIIHO-YPEBHH CHMITTOMH (Hallp., FajieHe, IOBpbLIAKE, IHAPKA).
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KITHHHYHO ONpaBJiaHo, ¢€ MpenopriBa BHHMATCIHO Habmo/ieHHe Ha MALTHEHTE, ocobeHo MpH 3anOMBaHE
Ha JICYEHHETO H IPH IOBHINABAHE HA [033Ta.

JKEBNT KAHTAPHOH
IIpr eAHOBPEMEHHOTO NPUACKEHNE Ha APHTABH ¥ PACTHTENIHH JIEKAPCTBEHH NMPOAYKTH, ChI{EPAKALIH

KBIT KaHTapHOH (Hypericum perforatum) HeXeNnaHUTe NEKapCTBCHH PEAKLHH MOTaT Aa OBaT no-4ecTy.

CamoybuiicTBo

Tonamo denpecueno pascmpolicingo u 2eHepanu3upano mpesodicno pascmpoiicmso. Jlenpecusra ce
CEBP3Ba C TIOBHILIEH PUCK OT CYMUMAHH MHCITH, CAMOHApAaHABAaHE H caMoyOuiicTBO (CbOHTHI, CBbpP3aHA
CBC camMmoyGuiicTBO). To3u PHCK CBLIECTBYBA 0 AOCTHraHe HA 3HaUYuMa pemucHa. Thid kato mogobperue
MOX€ Ja He HaCTBITH Npe3 MbPBHTE HAKONKO CEAMHLIH HIIH IOBEYE OT HAYATOTO Ha JIEYEHHETO,
MaHeHTHTE TPAOBa Aa Gpaar noa cTporo HabmojeHHe A0 MoABaTa Ha mopobpenne. O606menuaT
KNHHHYEH OIHT COYH, Y€ PHCKBT OT caMoyOHHCTBO MOKe Nia HapacHe Mpe3 paHHKTE €TalH Ha
BFb3CTAHOBHTEIIHHA MEPHO,

JApyrH NcHXHYHH 3a00/MBaKKA, IPH KOKTO C& MPEANHCBa APHTABH, CHILO MOTAT /1a OBJAT CEBP3aHH C
NOBHIIEH PHCK OT CHOMTHA, CBBP3aHH ChC caMoyOmiicTBo. OCBeH TOBa Te3H 3a00NgBaHus MOTar Aa
CBITBTCTBAT IOJAAMO AESNPECHBHO pa3cTpoiicTo. CeaopaTesHoO, NIPH JIEYE€HHE HA IALHEHTH ¢ APYTH
DCHXHYHH HapylleHus TpaOBa Aa 6baaT crbmogaBany CHIKTE NIPEIa3Hi MEPKH, KAKTO NpPH JieyeHHe Ha
MALHEHTH C TOXAMO ACTIPECHBHO pa3cTpoicTBO.

HM3BecTHO e, 4e Npi NALHEHTH C AaHAMHE3A 38 CYHIMAHO-CBBP3aHH CHOMTHS HIIH TaKKMBA, IPH KOHTO Ce
HablF0AaBaT B 3HAYMTENHA CTEIICH CYHUMAHA HAEaliiH NIPENH HA4YaN0TO Ha ICYEHHETO PHCKBT OT
CYHIMAHH MUCIH HIIH CYHIIHAHO NIOBECHME € MMO-BUCOK H TpAGBa fa ce HaOmo4aBaT BHHMATENHO 110
BPEME Ha JIeueHHeTo. MeTa-aHanus3 Ha Iauebo KOHTPONHPAHH KITHHHYHH H3MHTBAHHA C 1eKapCTBEHH
TIPCOYKTH - BHTHICTIPECAHTH P [ICHXUYHH HapyHIEHHA 0KA382a MOBHIICH PHCK OT CYHLIMIHO
MOBEACHHE NMPH NalBeHTH [oj 25-TOAHIIHA Bh3PacT, ICKYBaHH ¢ aHTHACTIPECAHTH, B CPaBHEHHE C
mianebo.

Crobmasany ca cydad Ha CYMIHIHN MHCITH H CYHLHAHO OBEACHHE IO BPEME HA JIEUEHHE C
AYJIOKCETHH HIIH BefHara ciiefi IPeKpaTABaHe Ha NeveHHeTo (Bxk. Touka 4.8).

JlexapcTrenara Tepamua TpaGBa Ja ce CHITBTCTBA ChC CTPOro HabMoOACHHE HA MAHEHTHTE, B YacTHOCT Ha
TE€3H, KOHTO €4 H3NIOXEHH HA BHCOK PHCK, oco0eHO B HAYANHATE €TANH Ha JIEYEHHETO H caeh NpOMECHH B
nosute. [TlanperTrTe (M DOTaramuTe CPHKH 3a TAX) TpaOBa Ja OBAAT MpeAynpeicHA OTHOCHO
He0O0XO0AHMOCTTa OT HAONIONEHHE 33 BCEKH NPHIHAK HA KIHHHYHO BIOMABAHE, CYHIHAHO NOBEACHHE HITH
MHCITH H HeOOHYaltHH POMERH B NOBEACHHETO, KaKTO M Jia TOTHPCAT He3abaBHO KOHCY/ITalmA ¢ JieKap,
AKO TAKHBA CHMIITOMH CBLISCTEYEAT.

Hnabetna nepudepna nepponaruyua Hoaka

KakTo ¢ IpyrH JiekapcTBeHH IPOAYKTH ¢ NoAoOHO dapmMakonoraaHo JeHCTBHE (AHTHASTIPECAHTH) Ca
ChOOMABAHH OTAEIHH CIy4aH Ha CYHIIHAHH HAEH H CYHLIHIHO IIOBeIeHHAE 110 BpEME Ha NIEYEHHE C
NYNOKCETHH HJIH BEAHAra clie]] IpeKpaTsBaHe Ha JiedeHHeTo. OTHOCHO PUCKOBH (aKTOpH 3a CYHUMAHOCT
Opu AenpecHs, BIkTe No-rope. Jlekapure Tpabpa Ja HAChPUABAT NALHEHTHTE 1O BCAKO BpeMe Ja
cbOOIABAT 32 BCAKAKEH ThXXHH MHCIH WIH YYBCTBA.

[Meauarpuuna nonynanus

Apurasy He TpaOBa fa ce H3ION3BA 34 ICUEHHE HA Aela H FoHowH nox 18-roauinna Be3pacT.

IToBenenue, CBLpP3aHO ChC CYHIHAHOCT (CYHLIMAHH OTIATH H CYHLMAHH MHCIH) H BpaXkaeOHOCT
{npeaAHMHO arpecHs, ONO3HIIHOHHO NOBEeHHE U FHAB) ca HabN0AaBaHH B KIMHHYHH [POYYBAHHA 110-
9eCcTO NIPH Aela U IOHOMIH, ICKYBaHH C AHTHAETPECAHTH, B CPABHEHHE C Te3H, mpHeManw mnanebo. Axo
BBIIPEKH TOBA Ha 0a3aTa Ha KIHHWYHA HEOOXO0JHMOCT € B3ETO pelleHHe 3a JCHeHHe, TaHeHTLT TpabBa aa
Obe HaOMONABAH BHUMATEAHO 3a NPOSBA HA CYHMUMIH CHMIOTOMH (B, To4Ka 5.1).
JIANCBAT ALATOCPOYHH JaHHH 3a 0€30MacHOCT NPH AeNa H I0HOLOK, OTHACHINH Ce
CB3PABAHETO, KOTHHTHBHOTO H MOBEJCHYECKO pasBHTHe (BXK. Touka 4.8).
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KpeBOH3INHBH
Huma crobitenns 3a NaTonorHYHO KBEPBEHE, KATO €KXHMO3H, NYpNypa H CTOMALIHO-YPEBHO KbpBEHe,

CBBp3aHy ¢ ynorpeba Ha HHXHOUTOPH Ha 06paTHOTO 3axBamane HA cepoToHuHA (SSRIs) u nHXuOHTOPH
Ha 0DpaTHOTO 3axBalllaHe HA CepoTOHHH/HopaapeHatxH (SNRIs), BXIIOYHTENHO TYIOKCETHH.
JYAOKCETHH MOXe Na TIOBHILUK PHCKA OT HOCNepo0B0 KPbBOTEUeHHE (BX. TouKa 4.6). [Ipenopbusa ce
NOBHIEHO BHAMAHKUE [IPH NIAMUEHTH, NPHEMAIIH AHTHKOATYJIAHTH H/HIIH JICKAPCTBEHH NPOAYKTH, 33
KOHTO € H3BECTHO, Y€ OKa3BaT BIHAHUE BEPXy TpomOoimTHaTa dyrkiuA (Hanp. HCTIBC wan
aueTHncaANANOBA KhcelnHa (ACK)) 4 Mpy nallMeHTH ¢ yCTAROBEHA CKAIOHHOCT KbM KbPBEHE.

XHnoRaTpieMus

IIpu nprnarabe Ha AYNOKCETHH € Cho0IIABAHA XHIIOHATPHEMHA, BKJIOYHTENHO CIy4aH CbC CepyMeH
Hatpuii no-HACHK oT 110 mmol/l. XunoHaTpueMusTa MOxe 13 ce JbJKH Ha CHHAPOM Ha HeaJCKBaTHA
cekpellls Ha anTHAnypetrueH xopMoH (CHAJIC). Tlo-romsMara 4acT OT CHYYAHTE Ha XHIIOHATPHEMHAS Ca
¢b0OLABAHH MPH MAlIHEHTH B CTApYeCKa Bb3pacT, 0cobeHO B ChUETaHHE ChC CKOPOLIHE aHAMHE3a 33 MITH
HaATH4YHE HA CBCTOAHAE, Npeapaznonaramo KbM NpoMEHH BbB BOAHHA Dananc. HPH MANHEHTHTE C
MOBHUIIEH PHCK OT XHIIOHATPHEMHA Ce H3HCKBA OBHIICHO BHAMAHMKE; KATO HANPHMep NPH MalHeHTH B
CTap4ecKka Bh3pacT, HaleHT! ¢ HPo3a, JeXHAPATHPAHH MalHeHTH HIH NALHECHTH, JTeKYBaHH C
OHYPETHIH.

[IpeycTaHOBABAHE HA NEYEHUETO
CHMATOMHTE Ha OTHEMAHE Ca YECTH NIPH IIPeKPaTiBaHe Ha JIEYeHHETO, 0coOeHOo B CIIyYaMTe, KOTaTo

NIPEKPaTABAHETO CE H3IBBPLIBA PA3KO (BX. TouKa 4.8). B KIHHHYIAM NPOYYBAHMSA HEXeNaHH ChOUTHA,
RabNIoAaBaHH NP PA3KO NPeKpaTABAHE Ha JEYEHHETO ca ChoOmaBany NpH o0koao 45% OT NAllHEHTHTE
JeKyBaHH C AYNOKCETHH W IpH 23% OT mallHeHTHTE npHeMaid naanefo. PHCKBT OT CHMITOMH Ha
oTHeMaHeTo, Habmonasanu npu SSRI’s 1 SRNT’s Moxe /i 3aBHCH OT HAKONKO (akTopa, BKIOUMTEIHO
NPOALIDKATENHOCTTA B 03T HA NIeYEHHeTO H OT CTENCHTA Ha IOHH)KaBaHe Ha Aosarta. Hali-uecto
HaOmoJaBaHATE HEXENAaHH PeakKOiM ca [TocodeHn B Touka 4.8. KaTo usno CHMITTOMUTE ¢4 NeKH JI0
YMEPEHH, BBIPEKH Y€ NIPK HIKOH OT NaLHEeHTHTE Te MOraT ia OhAaT TeXKKH o HHTeH3HTeT. Te
OOMKHOBEHO BE3HHMKBAT B PAMKHTE HA [TEPBHTE HAKONIKO OHY OT MPEYCTAHOBABAHE Ha JICYEHHETO, HO Ca
AOKNAABAHH H MHOTO PEJIKH CITYYaH Ha TAKHBA CHMIITOMH MPH MALMEHTH, NPONYCHAIIH 1034 [0
HesHHManue. Kato 410 TE€3H CHMIOTOMH Ca CAaMOOrpaHHvaBamy cc u 00NKHOBEHO OT3IBY4aBaT B paMKHTC
Ha 2 CeAMHMLIE, HO NPH HAKOM HHIUBHAH, T MOXe Ja Ca HalHIe no-asiare (2-3 Mecena ¥ noseue). ETo
3amio, NpH MPeyCTaHOBABAHE HA NEUYCHHETO CE [IPETIOPhYBa TOCTENEHHO ITOHIKABANE Ha /103aTa Ha
IOYAOKCETHH, 33 MEPHO]] HE [I0-MAIKO OT 2 CEZMHIIH, B 3aBHCHMOCT OT MOTPeGHOCTHTE Ha anxeHTa (Bi.
TouKa 4.2).

Crapyecka BE3pacT
IMpu nanueHTH B cTapuecKka BE3PACT C FOAsSM ASHPECHBEH SIMION H FEHEPANKH3HPAHO TPEBOKHO

pascTpoiicTBO maHHKTE 3a ynorpebata Ha 120 mg AynokceTHH ca orpaHHueHH. ETo 3aino, neyeHneTo Ha
NAOMEHTH B CTapYecka BE3PACT ¢ MAKCHMATTHATA 1032 TpA0BA Ja ¢¢ H3BbPINBA ¢ MOBHINIEHO BHUMaHHE
(Bx. ToMKa 4.2 ¥ To9Ka 5.2).

AKaTH3HA/TICHXOMOTOPHO Oe3nokolicTRO

VnotpeGara Ha NYIOKCETHH Ce CRLP3BA C MOABA HA AKATH3HA, KOATO CE XAPAaKTePH3HPa Che CYOeKTHBHO
HEMPHATHO HIH H3TOLHTETHO YYBCTBO Ha 5e3MOKOHCTBO H HYX AR OT Y6CTO ABHKEHHE, CHIPOBOJIEHA OT
HecnocoOHOCT 3a ceicHe H CTOeHe Ha eAHO MAcTo, [lo-BepoATHO e TOBa Aa ce NPOABH B paMKHUTE Ha
I'BPBHTE HAKONKO CEAMHIM OT nedenueto. [IpH nallHenTH, KOUTO NOMYYAT TE3H CHMIITOMH,
MOBHIIABAHETO HA X03aTa MOXe Aa 6be BpeaHo.

Jle TBEHH TI H, CBllb H IYIOKCETHH
JyNOKCeTHH ce N3NO0N3BA NOJ Pa3NHYHH THPrOBCKY MapKH 33 HAKOJIKO NIOKa3aH
HEeBPONaTHYRA 60JIKA, FOMEMH JENPECHBHH eNH300H, N'eHEPAJIH3HPAHO TPEBOXKHY
HHKOHTHHEHLMA Ha ypuHata), Tpabpa Aa ce u30area ynorpedbara Ha mopeye oT
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XenaTHT/MOBHINEHH YePHOAPOOHY SH3UMH
Coobmasann ca ciyvas Ha 9epHOAPOOHO yBpeXaane C NYJOKCETHH, BKIIOYATEIHO CHIHO NOBAIIEHHE Ha

4eproApoOHHTE eH3HMH (>10 mBTH roprara rpaHiila Ha HOPMAaTa), XeNaTHT K JKBATCHHLA

(Bx. Touka 4.8). IToBeyeTo OT TAX HACTBHOBAT N0 BpeMe Ha IbPBHTE MECEIH Ha nedeHue. XapakTepsT Ha
4epHOAPODHOTO YBpeKNaHe e mpeHMHO xenaTouenynapen. Jlynokcetn Tpabna fa ce u3nonssa ¢
MOBHIIEHO BHHMAHHE TIPH MAHEHTH, NEKyBaHH C APYTH JIEKAPCTBEHH NPOAYKTH, KOUTO C€ CBBLP3BaT C

YEpekAaHe Ha YepHHA Apod.

Cexcyanna auc 1

CenexruBuuTe HHXWOHTOPH Ha 06paTHOTO 3axBamane Ha ceporoHHHa (SSRIs)/MAXAGHTOPHTE Ha
ofipaTHOTO 3axBalllaHe Ha CEPOTOHHHA 1 HOpaapeHamuHa ( SNRIs) MoraT f1a NpHYMHAT CHMIITOMH Ha
cexcyanHa gachyHKuus (Bx. Touka 4.8). iMa chollieHua 33 NPOXBDKATENHA CEKCYATHA NUCHYHKLHS,
NPH KOATO CHMATOMHTE MPONBIIKABAT BBIPEKH NPEKHCBAHETO HA mpueMa Ha SSRIs/SNRI.

{TomoInuu pemecTBa
3axapoza

TeepanTe cTOMALNHO-YCTONYHBH KANCYNIH APHTABH ChABPKAT 3aXapos3a. [laneHTH ¢ peaks
gacaencTBeHH npobneMn Ha HEMOHOCHMOCT KbM (PYKTO3a, IIOK030-raNnakTosHa Maraboopbuus wim
3axapa3o-H30MaNTa3Ha HEIOCTATBYHOCT He TPSOBa Aa MPHEMAT TO3H JIEKAPCTBEH MPOAYKT.

4.5 BsanmoaelicTBES ¢ APYrA JeXAPCTBEBE NPOAYKTH B APYTH (POPMHE H3 B3IAAMOJeHCTBHE

Huxuburopy Ha MonoamBHOgKcHaasaTa (MAO-uaxuSaTOpH)

TMopany pHCk OT CEPOTOHHHOB CHHAPOM, AYNOKCETHH He Tpa0Ba Ja ce H3MOoM3Ba B KOMOHHALNEA ¢
HECENEKTHBHH, HEOGpaTHMH MOHOAMAROOKCHAA3HH HEXu6uTOpH (MA O-HHXiGHTOPH), 1M noAE 14 1Hu
Ches npeKpaTaeaHe Ha jieueHnero ¢ MAQO-rHxubutopi. Bp3 ocHOBA Ha MOMY>KHBOTA HA AYJIOKCETHH, €
HeoOX0AHMO la W3MHHAT NIOHE 5 AHH cliel CIHpaHe Ha APUTABM M TIpeJH Jia 3ano4ne neyenne ¢ MAO-
HHXHOHTOPH (BK. Touka 4.3).

He ce npenopsuea eHOBpeMeHHaTa ynoTpeba Ha ApHTasH C¢hC ceNekTHBEUTE 0OpatnMu MAO-
HHXUOHTOPH, KaTO MoKNoOeMuA (BXK. TOMKA 4.4). AHTHOHOTHKBT THHE30H ¢ O6PATHM HECEIEKTHBEH
MAOQ-unxubuTop ¥ He TpaOBa a ce Ha3HAYaBa HA NALKEHTH, IEKYBaHH ¢ APHTaBH (BK. To4ka 4.4).

Huxuburopu na CYP1A2
Toii kato CYP1AZ2 yuacTea B MeTabo/TH3Ma HA JYTOKCETHH, €AHOBPEMEHROTO HIPRNOKEHNE HA

JYNOKCETHH ¢ MOIHH HHxHOHTOpH Ha CYP1A2 BeposTHO MOXe jla AOBENE IO NO-BHCOKH KOHLEHTPALHH
Ha nynokcetuH. @nysokcamun (100 mg BeiHbx nHeBHo), Molteh uaxubaTOp Ha CYP1A2 Hamanssa
TPHBARHHS MNIA3MEH KIIMPBHC Ha AYAOKCETHH ¢ 0K0n0 77% H nosumaea 6 npta AUCo.. ETo 33110
ApnTaed He Tpa0Ba aa ce npunara B komGuHanEa ¢ MoK HEXHGHTOPH Ha CYP1A2 xaro dnysokcaMuH
(Bx. TOUKa 4.3).

Jleka EHH I H, geii BBpX. C

PrcksT 0T ynorpeba Ha LynokceTHH B koMOKHAIHA ¢ APYTH NeKapCTBERH NPOXYKTH, KOMTO OKa3Bat
BiusiHAe BupXy LIHC He e onensBan cucTeMHO, OCBEH B CNy4auTe, ONHCAHM B Ta3H Touka. CrenoBaTento
ce NPENOPbUBA NOBUINEHO BHHMAHKE, KOrato APHTaBH Ce NpHeMa B KOMOHHAIHA C IPYTH LIEHTPATHO
ReHCTBAIM TEKapCTBEHH NPOAYKTH MITH BEIIECTRA, BKIOYHTENHO ANKOXON U CEAATHBHM JIEKAPCTBEHH
npopyxTH (Hanp. Gen3oanaszenHuy, MOpHHUHOMHMETHIE, AHTHIICHXOTALH, deHoOapOHTan, CelaTHBHH
AHTHXMCTAMMHHH).

Ce HHHEPTHYHH JIEKAPCTBEHH CPENCTRA
B peaku ciydad npu nanueHTH, koHuTo npueMar SSRis/SNRIs (Hanp. mapokeTHH, 4
€IHOBPEMEHHO CBC CEpPOTOHMHEPTAYRH IEKaPCTBEHHA CPeACTBA ce choDIana 3a njfs
curpoM. [Ipenopbuea ce NOBHINEHO BHUMAHHE, aK0 APHTaBH C& H3M0J3Ba eJHON
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CEPOTOHHHEPrHYHH JIEKaDCTREHH cpelceTra, kato SSRIs, SNRIs, TpHUMEKNHYIHY aHTHAENPECAHTH, KaTO
KIOMMIPAMAYE WX AMUTPHITHIHH, MAQ-HHX#GHTOPH, KaTo MoKIToGEME/| WIH THAE3ONNN, KhIT
kauTtapuos (Hypericum perforatum) unv tpuntanu, Tpamaon, Gynpenopdun, netnaus u Tpantodan
(sx. Touka 4.4).

gtbex'r Ha AYNOKCETHH BRbPXY NPYIH ACKADCTBEHH NPOAYKTH

JHexapcmeeni npodykmu, memabonusupanu om CYPI1A2
dapmakokuHeTHkata Ha TeodunnH, cyberpar Ha CYP1A2 He ce NOBIHABA 3HAYMTENHO MPU CHBMECTHOTO
TIPHIOXKEHHAE ¢ AynokceTHH (60 mg ABa ITeTH AHERHO),

Jexapcmeenu npodyxmu, mematonusupanu om CYP2D6

Hynokcerud e ymepen uuxubhrop Ra CYP2D6. Ilpy exHoBpeMeEEO NPHICKEEHE Ha YIOKCETHH B 1032
ot 60 mg apa NBTH JHEBHO C CIMHAYHA J03a AczunpamiH {(cybcrpar na CYP2D6), AUC Ha aesunpamuy
ce yeenuvaBsa 3 meTH. CHBMECTHO MPUNOKEHAE HA TyNOKCETHH (40 mg 18a IbTH JHEBHO) NOBHILABA
AUC B cTanoHapHo CbCTOAHHE Ha TonTepoauH (2 mg ABa WETH AHEBHO)} CBC 71%, HO He mOBNMABA
(dapMaxoKMHeTHKATa Ha HETORHA aKTHBEH S5-XHIAPOKCHN MeTabOJINT H He Ce Npenophysa ajanTHpase Ha
Jo3zara. [lpenopbyba ¢e NOBHIIEHO BHHMAHKE, aK0 APHTABH CE PHAAra CAHIBEPEMEHHO ¢ AEKapCTBEHH
NPOAYKTH, KOMTO Ce Metabonu3upat ocHoBHO or CYP2D6 (pHCIEpHACH, TPHIBKINYHY aHTHAENPECaHTH
[TIIA] xaTe HOPTPHITHIRH, AMHTPHOTHIHN 1 MMHIPAMHH) 0CO0EHO, aK0 Te HMAT TECEH TEpaneBTHYEH
HBJeKe (kaTo QuiekawHun, nponadeHoH i METOIPONeN).

Ilepopannu xonmpayenmuet u Opy2u cmepoudHy cpedcmsa
PesynTarure oT in vifro poy4Balys NOKA3BAT, 4e AYNOKCETHH HE HHAYIHPA KATANHTHIHATA AKTHBHOCT
Ba CYP3A. Cnennuiny in vivo Npoy4sanys 3a NEKapCTBEHH B3aHMOACHCTRHA HE Ca NPOBEXIAHH.

Armuxoazyrarmu ¥ GHMuUI2pecaimuy

H3mncksa ce NOBHIIEHO BHUMAHHKE, KOTATO AYAOKCETHH C& KOMOUHHpA C MEPOpaIHH aHTHKOATYIAHTH HIH
aHTHATPETAHTH NOPaIH MOTEHUUANHO MOBHIIEH PHCK OT KbpPBEHe, KOSTO MOXe Ja ce 00ACHH ¢
dapmaxosuramuuHO BlavMoaeiicTeie. OcBeH TORa € cr00MAaBano MOBHINABAHE Ha cToliHocThHTE HA INR,
KOTaTo Ha NALHEHTH, NeKYBAHHA ¢ Bap(aphu ce npuiara eaHOBpeMeHHo AynokceTHH. Bee mak,
€IHOBPEMEHHOTO TIPHANAraHe Ha AYIOKCETHH H BapdapHH Ha 37pasH AoOpOBOALM B DABHOBECHO
CBhCTOSHKE, KATO BacT OT KIMHHHYHO (DapMAKOJOrHIHO TPOYYBAHE He BOAM A0 KIHHHYHO 3HAMHMA
npoMerd Ba INR cnpAmo u3XoaKKTE CTORHOCTH WM BbB apMakokHHeTHKaTa Ha R- unn S- raphapun.

CKTH Ha H Nie TBEHH I NOKCETHH

Anmuayudnu rexapemeeny npodyxmu u H2 anmazonucmiu

CBBMECTHOTO MPHIOKCSHHE Ha RAYNOKCETHH ¢ aHTHAUM/IY, ChALPRKAITH ATYMUHHH H MArHesHi, AN Ha
AYNOKCETHH ¢ (haMOTHIYH, He OKa3Ba 3HAYUM eeKT BBPXY CKOPOCTTa HIIM CTeneHTa Ha abcopbuua Ha
AYTOKCETHH CIIEJ] NEPOPAIHO IPHIMKEHHE Ha f03a ot 40 mg.

Huoyxmopu va CYPIA2
[Tonynanuonsn dapMakoKHHeTHYHY aHANM3H MOKA3BAT, U6 MYIIAYHTe HMAT o4tk 50% no-HACKA
TIa3MEHH KOLUEHTPALHHE Ha AYJOKCETHH, B CpaBHEHHE ¢ HENyHIauHTe.

4.6 DepraanTeT, GpeMEHHOCT H KhpPMEHE

DepTHANTET
B nipoyuBalxA BLPXY JKHBOTHH AYNOKCETHH HAMA eheKT Bhpxy QepTHIHTETA PH XKHEBO

non, a eheKTHTE PH KHBOTHHTE OT KEHCKH MO ¢4 OYEBHAHO CaMo NpH J03H, KOHTO
TOKCHYHOCT [IpH MalikaTa.
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BpemenHocT

ITpoyuBanss BPXY KMBOTHH [IOKA3BAT PENPOAYKTHBHA TOKCHYHOCT IPH HHBA HA CHCTEMHA SKCIIO3HIIHA
(AUC) Ha AynOKCETHH TIO-HHCKH OT MaKCHMAJTHATA KIIHHHYHA eKCTIO3HIHA (BX. TO4Ka 5.3).

Hee ronemu obcepBanuonnn npoyasanui (eano oT CAlll, exmousaino 2 500 6peMenHn, ¢ €KCHOIHLHAA
Ha J{yIOKCETHH IIpe3 IIbPBHA TPUMECTRY, # eHo ot EC, Brmousauie 1 500 Gpemennu, ¢ eKCHO3KUUA Ha
JAYNOKCETHH Mpe3 I'bPBHA TPHMECTHP) HE Npeanonarar 081 MOBUIIEH PHCK OT FOJIEMH BPOAEHH
MandopManEy. AHATHIBT HA KOHKPETHH Maa(opMaliiH, KaTo ChpASUHH Mal(hopMalHH, MOKa3Ba
HeyOeIHTENHH pe3yNTaTH.

B npoyusaketo ot EC ¢ HanpaBeHa Bpb3ka MEXAY €KCIO3HIHATA Ha AYNOKCETHH Ha MaiikaTa 1o Bpeme
Ha HanpeJHana GpeMeHHOCT (MO BeAko BpeMe ot 20-Ta rectanuoHHA CeMHLA 0 POXIAHETO) C TIOBHIIEH
PHCK OT MpeXAEBPEMEHHO pakaaHe (Mo-Maiko OT 2 MbTH, KoeTo NpHGJIM3IATEIHO ChOTBETCTEBA Ha 6
JOIBIAHATENHH NPSKACBPEMEHAHR paxaanna Ha 100 xeHH, Ha TepamHa ¢ AyIOKCETHH B HallpeAHala
OpeMennocT). [To-ronaMara 4acT e Bb3HHKHANA Mexay 35 H 36 recTallHOHHA ceAMHLA. Ta3u BPb3Ka He e
nabmoaapana B npoy4saneto ot CAILL

AMepHKAHCKH AaHHH OT HaOMIOAEHHS IPE/IOCTABAT AOKA3ATEICTEA 32 NOBHIIEH PUCK (FI0-MAJIKO OT 2
IBTH} OT MOCTIEPONOBO KPEBOTEUEHHE CIIER €KCIIO3HIHA Ha AYAOKCETHH B paMKHTE Ha MecCell IIpeH
paXNaHeTo.

EnnjeMuoIorHyHATe AaHHN IPEATIONArar, 4e ynotpebara va SSRIs no BpeMe Ha GpeMeHHOCT, 0co6eHo B
HamnpefHana GpeMeHHOCT, MOJXKe /12 IOBHIIH PHCKA OT NEPCHCTHPALNA TYIMOHATIHA XHIISPTOHHA TIPH
HoBopogexoto (JTIIIXH). Bunpeku, ve He € u3cneapasa Bphikata Ha [IITXH c mevennero ¢b¢ SNRI B
NPOYYBAHHS, TO3H NOTCHUHANIEH PHCK HE MOXKe Aa ObJie H3kuTioueH MPH TYJIOKCETHH, KaTo Ce HMa
NpEABH] CBHP3aHHA MEXAHM3bM Ha ficHCTRHE (HHXHOHpaHe HA o0paTHOTO 3aXBallaHe Ha CEPOTOHHH).
KaxTo 1 npu ApyruTe cCepoTOHEPrHYHH JEKAPCTBEHH TIPOAYKTH, NPH HOBOPOASHH MOTraT ja Ce MPOSBAT
CHMIITOMH Ha OTHEMaHe che ynotpefa Ha AYIOKCEeTHH oT MaiikaTa 6misko o TepmuHa. CHMNTOMHTE Ha
OTHEMAaHe, HaDNIOananH NPH AYIOKCETHH, MOTAT Aa ObAAT: XHIOTOHHA, TPEMOP, HEPBHOCT, 3ATPYAHEHHA
B XpaHEHeTo, peCUpaToOpeH JHCTpeC U rbpaose. [ToBeveTo oT ciydanTe ca HabNOAaBaHH WIH NPH
PKAAHETO HIH HAKOIIKO GHH Ciel pakIaHETo.

ApHTaBH Tpa0Ba Ja ce W3MoMI3Ba 10 BpeMe Ha OpeMEeHHOCT, caMo aKk0 OTEHHHAIHATA o132 ONpaBaaBa
NIOTEHIHATHHAA PHCK 3a Iwioga. JKenure TpAGBa Aa 6b4aT chBeTBaEH Na HHGOPMHpPAT NeKapd CH, ako
3a0peMeHeAT, HIH aKO IIaHHpaT 3a0peMeHABAHE N0 BpeMe Ha TCUSHHETO.

KxpMene

Bb3 0cHOBA Ha MPOYYBaHE, MPOBEACSHO TIPH 6 KLPMELIH XKeHH, KOHTO HE Ca KBPMHIIH CBOHTE Jella e
YCTaHOBEHO, Ye AYAOKCETHH CE €KCKPETHPA B KbPMATa MpPH X0pa B HE3HAYHTENHO KOJTHYSCTBO.
IpuGma3nTenHaTa AHEBHA J03a npu Aeua Ha 6aza mg/kg e okono 0,14% ot ao3arta, mpreTa OT Maiikara
(Bx. Touka 5.2). Tsii kato GesonacHocTTa HA AYIOKCETHH NpA Gebera He e yctaHoBeHa, ynoTpebara Ha
ApHTaBH 110 BpeMe Ha KbpPMEHE He ce [IperophBa.

4,7 Edexra BLpIY chocobnocTra 33 modupane @ paGora ¢ MAINAAA

He ca u3pbpInBaHu NPOYYBAHHA 38 BAMSHHETO BBPXY CNIOCOGHOCTTa 3a ohupane H paboTa C MalllHHH.
YnoTpeGara Ha OYTOKCETHH MOXe Aa Ope CBBP3aHa Che ceAupade U 3aMasHocT. [TlanuenTute TpaGsaa na
OBbAaT NOCHBETBAHH, Ye aKO MONYYaT CeAHpaHe WIH 3aMagHOCT TpAOBA Ja H30ATBaT NOTEHIHATHO
PHCKOBH JIeHHOCTH, KaTo wodupaHe viA paboTa ¢ MAIDHHH,

4.8 Hexenann JeKaPCTBeHH PeAKIHE

PeasloMe Ha HIa Ha De30IACHOCT
Haii-gecTo cro0maBanuTe HesxenaHy peakiHH TIPH NALMEHTH, JIEKYBaHH C AYJIOKCETH
riaBoboiue, CyX0Ta B ycTaTa, COMHOJNEHTHOCT H 3aMaiieaHe, [ToBeYeTO OT UecTHTe
obade ca cnado 10 yMepeHo H3paseHH, cOMKHOBEHO BE3HHKBAT B HAYATIOTO HA TEP
TAX OT3BYYAT B X0Ja HA TEPANHATA.
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PesioMe Ha HexXeNaHNTE NEKADCTBEHH peakiliy, NPeJCTaBeHo B Tabnnia
Tabnaua 1 noKaspa AEXENaHHTE peaKiyy, Hab/OAaBaHK NPY CTIOHTAHHO chobmasane H npH wianebo-

KOHTPOIHPAHH KITHHHIHH TPOY4BaHHA.

Tabnmua 1: Hexenann peakuus

OueHka Ha 4eCTOTa: MHOTO 9ecTH (>1/10), uectn (>1/100 mo <1/10), wevectn (>1/1 000 no <1/100),
penxu (=1/10 000 no <1/1 000), muoro peaxn (<1/10 000).

an BCAKO PYNIHPAHE T10 YCCTOTA HEXCNAHUTE etbem ¢a NpeACTaBCHH B HA3XO0AAL] pell N0 OTHOLICHHE

Ha TAXHATAa CEPHOIHOCT.

HOFQ 9eCTH FCCTII

[Hewectn

‘IPQJIKH

Mnoro peaKn

Hnexyuu u ungdpecmanuu

-

jJEpnﬂm'r

_

L

Hapyuwienun na uMynnama cucmema

AadunaKTUuHA
peaxuns
HapynieHna, cBbp3asHl
CBC
CBPBXUYBCTBHTEMHOCT
HOOKPUNHU HADVWERWA
MOTHPEOHAHIBM
apywenun na MemabonuimMa ¥ xpanenemo
HamaneH amerur X AneprauueMus Jlexnaparanua
ﬁmﬁmanaua OHATPHEMHA
NpesUuMHEO OpA AJICS
mawyeHTH ¢ nuaber
ITcuxunnu napyuienus
Gezchuue ICyusumasa saeaums’’ E{ynun,uﬂo noeenenne™’
Bb3byna Hapywienns Ha cbHs  Manua
Hamanewo nn6uao  [BpyxcHisM X AMIOLHHALHH
[TpepoxmoCT [HezopuenTaipin Arpecna # raas?
[Maronoruuen Anaras
Opra3sM
[TaTonornuny
CHHHIIA
Hapywenus na HepeHama cucmema
T'nasoGonue 3aMmaanocT MHRoKoHyC CepoToHHHOB
COMHONEHTHOCT Jletaprus Axatazns’ cunapom®
Tpemop Heperoct Koupynchu!
Hapecresns Hapymenue aa ITeuxomoTopre
BHUMAHHETO GeanoxodicTro®
JMucreyzus Exctpanupamuaim
JucKHHE3RA CHMITTOMH®
CunapomM Ha
necnioxofiHuTe Kpaka
Jlomo kauecTRO
Ha ChHA

Hapywenua na ovume

2021-07 MAH fransfer
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3ambTTieHO 3peHe | Muapuasa I'naykoMa

3purentu
HapyLIeHUA
Hapyuenur na yxomo u sabupunma
TuHATYC Bepturo
Bonka B yxoto
Copoeunu napyutenun
Hammrauun Taxukapans
Hanxamepna
8pHTMHA,
OpeauMHO
OpeachpIHO
MBIKAEHE
Covdosu HapyueHua
IMosumeno Cunkon? XunepToHHYHH
KPBBHO XnanepTonus®” KpH3H™S
Hansrase’ OprocTaTHaHA
3auephsagaHe XHOOTOHMS?
CtyneHn KpaitHHIH

Pecnupamopru, 2peonu u MEOUACMURATHU HAPYUIEHUS

IlpozsBane Crarase B repaoTo PCTHIAANHA
Enncrakcuc Benonpobua Gonecr'?
EoauHodanHa
MHeBMOHHA®
Cmomauno-ypesy napyuwenua
Tapewe 3amek Cromamug- CromarHt
Cyxora B ycrara Huapua YpepeH XemaToxesns
Bonka B kopeMa XpbBOH3NHE’ Jlom mex ot ycrara
Nosprinane l'actpoenTepur MBHKpOCKOTCKH
Hucnencua Opureatie KORBT
dnarynenLus Tactpur
Hucgarus
Xenamobunuaprnu napyuenus
Xenatur® YeprompoGua
Moeninenn HEAOCTATHIHORT
uepHOApOGHN Knrrennna®
emzuMH (ALT, AST,
ankanHa Qocdaraza)
Octpo vepHoapoOHO
YBpeHKAaHe
Hapyuenun na koxcama u noOKoXCHAMA MbXAH
3acHieHo Homuo mnorapane Cunapom Aa CTHEBHC-[KOKEH BACKyAHT
norepe Vprukapas Ibxoncen®
Obpus Konrakren AHTHOHEBpOTHIEH
ACPMATHT oToK®
CryacHa nor
Peakunn Ha
(oTOTYBCTBHTENHOCT
Mosumena
CKIIOHHOCT KbM \
KhpBeHe )
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[Hapywenus na MYCKYIHO-CKEREMBAMA CUCMEMA U CHEOUHNIMERRAMA NTKAH

MyCKyITHO- cKeNeTHa
bonKa
MyckyneH cnassm

YCKYITHO
anpexeHHe
OTpenBaHe Ha
YCKYJTHTE

TpHIMYC

Hapywenun na 6vbpeyume u nuxounume romuwa

U{H3ypHA
YecTo ypunupase

3ambpiKane Ha YPHHA
BaTpynHeHo
YPHHHpAHE
Hukrypus
IMonuypus
Hamanena amypesa

[IpOMEHEH MAPHAC HA
ypHHATA

Hapywenun na 6v3npouseooumennama cucmema u zepoama

PEKTHAHA
opyHKuna
apymeHue Ha

AKYJIHATA

abaBeHa eqKyIalHa

HHEKOJIOrHIHO
PpBEHE
EHCTPYAIHH

ApyIIEHHA

eKCyanHa
chyHKuns

€HONAY3AIHH
HAMITTOMH
anaKTopes
MEePIpONTAKTHHEMHS
OCAEPOIOED
BOTCYCHRE®

QJIKA B TCCTHCHTE

06w Hapywenun u eexmu Ha MACHIOMO HA NPURONCENUE

MManane® Boska B rbpAuTe’
Vmopa IABHOPMHH yCelNaHHA
UyBcTBO 32 CTYA
DKaxna

Brpucane
Hepasnonoxenae
UyBcTBO 33 TOINIHHA
[Hapymena noxolka

Hzcreosanun

ToHxenHe Ha
TErnoTo

oKkagpaHe AA
rI0TO

OBHIICHHAE HA
eatnadochoxuta-

aTa B KPBBTa
OBMILICHHE HA KaIHA

KPBBTa

B&IHYABaHE Ha
ONECTEPONa B KPhBTa

Criy4ay Ha KOHBYJCHR H CIyday Ha iIyM B YLIHTE ca CboOlLIaBaH# ChINO H CNEl IPEKPATABAHE Ha
TIeYEeHHETO.

CryuaH Ha OPTOCTATHYHA XHIIOTOHHA H CHHKOMN ca chobimaBany, 0co0eHO B HAYAIOTO Ha
Tie4eHHeTo.

Buxre Touka 4.4

Crnyuar Ha BpakaeGHOCT H BB ca Cho0maBann oco0eHO B HAYaNOTO WITH el IPEKPATABAHE Ha
TIe4eHHeTO.

Cnyuan Ha CyHLHIHA HAEAIU ¥ CYHIIHAHO TIOBEieHHE ca ChoOIIaBaHH M0 BpeMe Ha JIEYeHHE C
JyTOKCETHH MM Be[lHAra ciiel] NIpeKbCBaHe Ha JeUeHHEeTO (BXK. TouKa 4.4)

OneHeHa YecToTa Ha HeXKeNaHH Peakiuy, ChoOLIEHH IPH NOCTMAPKETHHIOROTO HabmoaeHne; He ca
Habmopasauy B NiaNE60 KOHTPONHPAHH KIIHHEYHH NPOYYBaHHAL.
He e cratcTHYECKH CHTHUGMKAHTHO pa3aHyta oT Mlauedo.
IMananeTo ce cpeia no-9ecTo NpH NANHEHTH B CTAPYECKA BH3PAcT (65 roguniHg e
OueHeHaTa YecToTa ce 6a3vpa Ha QaHHH OT BCHYKH KIHHHYHH IPOYYBAHHUS

¥ YecroTara € H3YHC/IEHA Bb3 OCHOBA Ha MUIALEO0-KOHTPONHPAHH KIHHHIHHA A3
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Onucanne Ha w30palu HexcHaHH JIEKAPCTRCHH PEAKIAN

[Ipexparasanero ua synokceTHH (0cofeHO KOTATO € BHE3ANH0) YeCTO BOAH A0 CHMOTOMH Ha OTHEMAHE.
3amaiiBaHe, CCH30pHH HapyIOEHHA (BKIIOYHTENIHO NapecTe3nd WM YCelllaHA, MOAOOHH Ha NIpeMHHABaHE
Ha eNEKTPHYECKH TOK, 0co0eHO B 06/1aCTTa Ha I/1aBaTa), HAPYLICHAA B ChHA (BKIIOYHTENHO Oe3ChHHE H
HHTEH3HBHO CBHYBAHE), YMOPA, COMHONEHTHOCT, Bb30Y/d WK TPEBORHOCT, TAleHe WHIK NoBpbllaKe,
TPEMOP, TNABOOONKE, MHANTHS, Pa3PA3HHTENIHOCT, JHAPHA, XHIIEPXHAPOo3a H BEPTHIO ca Hali-decTo
cbOOLIABAHHTE HEXENAHH PEaKLHH,

Haii-06mmo, 3a SSRIs 1 32 SNRIs, Te3u chOHTHA Ca JekH 10 YMEPEHH H CaMOOTPaHHYaBAIIH CE, BBIIPEKH
Ye TPH HAKOH NAUMEHTH T€ MOXKE 42 a4 TEKKH W/Hnu npoAb/kuTelHH, [Topaau ToBa ce mpenopbliba,
KOTaro He C€ Hauara IoBeye JiCUeHHe ¢ AYIOKCETHH A ¢ H3BBPIIH NOCTENEHHO CIIHPaHe, Ype3
NOHH}kaBaHe Ha Kosata {BkK. To4KH 4.2 4 Touka 4.4).

IIpe3 12-ceaMuyHaTa OCTpa ()a3a HA TPH KIMHHYHH POYYBAHHA ¢ AYJOKCETHH TIPH NalHeHTH ¢ AnabeTHa
HeBponaTHiHa 60/IKa NPH NALHEHTHTE HA JIEYeHHE ¢ AYNOKCETHH € Habmozaeano cnabo, Ho
CTaTHCTHYECKH 3HAYHMO MOBHINEHME HA KPbBHATA INII0K03a Ha raanHo. HbAlc e crabunen u npu
NALHEHTHTE JIEKYBaHH ¢ AYAOKCETHH H IPH NalHeHTHTe jieKyBanu ¢ iauebo. Ilpes dasara na
YEOBIDKARAHE HA Te3W TIPOYUYBAHYNA, IPOXBIXKANA A0 52 ceaMAIM ¢ HannyHo nosumenne #a HbAlcn s
rpynara Ha AYTOKCETHH H B IPYTIATa HA PYTHHHA TEPaNHs, HO cpearoTO noenueHHe € ¢ 0,3% no-sucoko
B FpyIaTa Ha JIeYeHHe ¢ JyNokceTHH. [IpH nauueHTH, TeKyBaHu ¢ AYIOKCETHH € Hannle ciabo
MOBHITEHHE Ha KPLBHATA [JII0OKO034 HA TAKHO ¥ Ha 00muMA XONeCTepo, AOKATO Te3H nabopaTtopHi
H3CNIeNBaHHA ca cialo HaManeHH B rpynaTa Ha pYTHHHA TEPAIHA.

KopHrapanuaT cnpaMo chpiedHara yectota QT HHTepBas IpH MalUMEHTHTe, JIEKYBAHH ¢ TYTOKCeTHH He
Ce pa3m4aBa OT TO3M, HaGNAABaH NpH NalKEHTHTE, NeKyBanH ¢ iane6o. He ca nabmonasanu
KIHHHYHO 3Ha9YHAMH pamky B HsmeperuTe QT, PR, QRS nmu QTcB Mexay nalpeHTHTE A€KyBaHH ©
JYNOKCeTHH H Te3H JIEKYBaHH C Iauedo.

[lenwaTpAyHa NONyNauHs

00mo 509 neanaTpEUHA NANAECHTH HA BB3PacT OT 7 Ac 17 roguHy ¢ rojaaMo AepecHBHO pascTPOHCTBO H
241 nepuaTPHYHHA NAHEHTH HA BB3pacT OT 7 o 17 TOAHHH ¢ TEHEPATH3HPAHO TPEBOKHO PasCTPOHCTBO
ca JIEKYBaHH ¢ IYAOKCETHH B KIIHHHYHH NpoydsaHHa. Karo mamo npohmreT Ha HexeNaHHTE EKapCTBEHH
peaxiUi Ha AYNOKCETHH PR Jella M I0HONM ¢ nojolen Ha To3H, HabmoJaBak MPH BB3PACTHH.

0610 467 neguaTpPHYHH NAUKEHTH, KOHTO IhbPBOHAYANHO CA PAHAOMHA3HPAHH Jia TPHEMAT YJIOKCETHH B
KTHHHYHH NTPOYYBAHHSA HaMaiABaT Terfoto cd cpeano ¢ 0,1 kg kem 10-Ta cenmuua B cpasHense ¢ 0,9 kg
CpeHO yBellH4eHHe Npu 353 naunenTH, nonyyasamy mnaiebo. Cnea Tosa no BpeMe Ha YETHPH- 10
WECTMECCYHHA NEpHOA HA TPOIBIDKEHHE, NpH NAOHEHTHTE C& Haﬁmonana CpedHa TCHACHIHA KbM
BB3CTAHOBABAHE HA H3XOHO TETTO B NEPUCHTHIH BB3 OCHOBA HA 04AKBAHOTO TErno 0o JaHHH 3a
NONyNalKATa, CHOTBETHO MO Bb3PAcT M MO

B npoyusaHMs ¢ NpOABLKHTENHOCT A0 9 Mecena PH NalHEHTATE OT MeIHATPHYHATA [HONYyIalhs,
IeKYBaHH ¢ NYJOKCeTHH, ce Habmoaara obmo cpeaHo HamaneHue or 1% Ha MepLEHTHIA 38 pBCT
(namanenue ot 2% npH aena (7-11 rogann) u ysenudenne ¢ 0,3% npu 1oromH (12-17 rornnn)) (BX.
TouKa 4.4),

CrobinaBane Ha moA03HpaKK HEXENAHH PEAKIMH
CroOmaraHeTo Ha MOAO3UPAHH HEXeNlaHH peakliH clie] paspelapate 3a ynorpeba Hyft

OpPOAYKT € BKHO. ToBa NO3BOAARA A3 NPOTBNKM HaOMOACHHETO HA CHOTHOMCHHETY
JieKapeTBEHHA NPOAYKT. OT MEAHIIMHCKHTE CIIEHHATACTH C& H3HCKBA Aa cholllasa
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HexenaHa peakuus dpe3 MambiaadTenna areH1ms mo nekapersara, yi. ., JJaman [pyes” Ne 8,1303 Codus,
Ten.: 02 8903417, yebcaiiT: www.bda.bg.

4.9 Ipeno3upane

CrobiaBany ca clyyan Ha Npejio3npaHe ¢ ZYIOKCETHH B 103H oT 5 400 mg, CaMOCTOATENHO HIIH B
komOuHanus ¢ APYrE nekapcTBeHH NpoaykTH. HaGmonaBanu ca HAKOIKO CMBPTHH CITy4aH, [IPEAHMHO
TNPH CMECEHO NPEAO3HPaHE, HO ChLIO TAKA C TYNOKCETHH CAMOCTOATENHO B 032 OT NPHONIH3HTENHO

1 000 mg. [Tpu3nALATe H CHMITOMHTE Ha TPeAO3HPaHe {{yNOKCETHH CAMOCTORTE/NHO M B KOMOHHALHA
¢ APYTH JIeKapcTBEHH NPOAYKTH) €a: COMHONEHTHOCT, KOMA, CEPOTOHKHOB CHHAPOM, TEPYOBE,
NOBPBINAHE U TAXHKAPAHA.

He e u3Becten cnenyduyen aHTHROT Ha AYNOKCETHH, HO aKO Bh3HHKHE CEPOTOHHROB CHHIPOM MOXe Jia
ce nposefe cneupuuHO JieweH e (HaIp. ¢ LANPOXENTAHH H/WIA TeMneparypen xontpon). Tpabsa na ce
NOAABPKAT MPOXOANMH JUXaTenHuTe MbTHmA. [Ipenopsysa ce nmpociaeAsBaHe Ha ChPAEHHHTE H KH3HEHH
MOKA33TEIH, 3a¢IHO ¢ NOAXOAAINH CHMITOMATHIHH H TOXBPKAITA Mepkd. CToMaliHa MPOMHBKA MOXe
Jia € IoKa3aHa, ako C€ HIBBPILIH BB3MOXKHO Hal-CKOpO CNie/l NOrrpllaHeTo WK NPH NalHeHTH CBC
CHMITOMH. AKTABHHAT BBIVIEH MOXeE A2 MONE3EH 32 OrpaHuvaBaHe Ha abcopOumuaTa. JlyfOKCeTHH HMa
ronaM obeM Ha pasrpenenceHHe U e Malko BepoaTHo dopcHpaHaTa AHypesa, xemonepdysus B obMeHHa
nepdy3ud Oa ca OT moI3a.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 PapmaxkolAEAMHYHEH JaHHH
dapmakoTepanesTHYHA Ipyna: npyrd autuaenpecast’, ATC kon: NO6AX21.

Mexanuspm ha felicTEHE

HynokceTHH e koMOMAMpaH rEXHOHTOP Ha 00paTHOTO 3axBalnane Ha cepoToHuH {5-HT) v HopaapeHanuu
(NA). Toi cnabo HuxHOHpa 0BpaTHOTC 3axXBalaHE HA KONAMuH, 03 3HAUMM aUHNTET KbM
XWACTaMHHEPTHYHHATE, J0NaMHHEPrHYHH, XOIHHEPTHYHH U aJipeHepriyHH peUenTopH. JlyloKCceTHH 103a-
3aBHCHMO HOBHINABA EKCTPALENyTAPHHTE HUBA HA CEPOTOHHH M HOPaJpeHANHH B PaxIHYHHA 00NacTH Ha
MO3BKa [PH KHBOTHH.

dapmakoIHHAMHYHH eeKTH

HynokceTnn HopMANM3HpPa Npara Ha GoMKa MPH HAKOJIKO NPEAKIMHAYHA MOJENA HA HeBponaTH4HA Gonka
i 60MNKa NpH BB3NATEHHE M HAMAJIABA PEAKLHATA KbM BONKa MpH MOAEN Ha nocToAHHa Gonka. Cmarta ce,
Yye NefCTBHETO Ha AYJOKCETHH Ja NoTHCKa GoNkarta e BCIeACTBHE HA MOTCHIHPAHE Ha HH3XOJALIHTE
TLTHINA 33 HEXHOHpaHe Ha BGoNkara B HEHTpanHaTa HepBHA CHCTeMa.

Knnpuina edkacHocT B GesonacHoeT

Tonamo denpecugno pascmpoticmeo

JIyIOKCEeTHH e M3CNeABaH B KIHHHYHH NporpaMi, BKioysammd 3 158 namuenTn (ekcriozuuud ot 1 285
NAIHEHTOrOAHHH ), KOMTO oTroBapat Ha DMS-1V kpurtepanTe 3a Texka aenpecid. EdakacHocTTa Ha

JAYTOKCETHH NIPH NPENOPHLYHTENHA AHEBHA 1032 OT 60 mg BeAHb¥ AHEBHO € YCTAHOBEHA MPH TPH OT

TPHTE MPOBEJICHH PaHAOMH3HPaHH, ABOH{HO-CIIENH, Mnane60 KOHTPOIHPaHH ¢ PHKCHPaHA 108
MpOY4BaHuA B ocTpa dasa npH pp3pacTHH aMOynaTopHH NAUHEHTH C TONAM JETIPeCHBE
Ao, ehMKacHOCTTa HA AYJIOKCETHH € NEMOHCTPHPaHa NPH JHEeBHa f03a Mexay 60 H
OT CeAieMTe PaHAOMH3IHPAHH, ABOHHO-CNIeNH, N1auebo KORTPONHpaHH, ¢ PHKCHpaHa I3
ocTpa da3a npu BE3pACTHH aMOYJIATOPHH NALMEHTH ¢ rOJIAM AeNpecABeH enn3on.
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JIyNOKCETHH 0Ka3Ba CTATHCTHYECKO MPeAHMCTBO CIIPAMO TTanedo, HpociesieHo upes MoAcOpeHHe Ha
obLrs ckop no 17-roukosara ckana Ha Hamilton 3a ouenka ua genpecnsra (Hamilton Depression Rating
Scale (HAM-D)) (BKMOYHTENHO M HA EMOLMOHAHHTE ¥ HA COMATHYHHTE CHMITOMH Ha AETpecH).
CrenenTa Ha OTrOBOD M peMHCHA €& CBUIO CTATHCTHYECKH 3HAYHMO NO-BHCOKH NPH JYNOKCETHH, B
cparHeHHe ¢ manebo. CaMo Majika JacT OT MAMEHTHTES, BKIIOYEHH B OCHOBHY KJITMHMYHH NPOYYBaHHA ca
Ouny ¢ TexKa genpecHd (M3xonHo HUBO HAM-D>25).

B npoyuBaHe 3a NpeA0TBpATABAKHE Ha PELUIMB, NALHEATHTE IOBIHAIH CE OT 12-CeAMHYHO OCTPO
TicyeHHe B OTKPUTO NpoydBaHe ¢ AylaokceTHH 60 mg Befisk AHEBHO, Ca PAHIOMH3HpAaHH HITH Ha
OynoxceTHH 60 mg BeAHEX JHEBHO WK Ha Inanedo 3a oe 6 Mecena. [Ipanaranero Ha LyJIOKCETHH

60 mg BeAHLK AHEBHO NOKA3BA CTATHCTHYECKO 3HAYMMO NPEAUMCTBO B CPaBHEHHE ¢ Ianedo

(p = 0,004}, no oTHolIeHAE Ha H3MEPBAHETO Ha TbPBHYIHA KpalHa ToYKa, NpohHIAKTHXATA HA PELHINB
Ha JIeTIpecHs, HIMEPEHa Ype3 BPeMeTo J10 peunanea. Yecrorara Ha peudanBLTE N0 BpeMe Ha 6-meceyuni
JBOMHO-CIIAN NEPHOA Ha Npocneaasasne ¢ 17 % u 29 %, ChbOTRETHO, 33 TYIOKCETHH M 3a Iutanedo.

Mo Bpeme Ha 52-ceAMHYHOTO INaNeGo KOHTPOIHPAHO KBOMHO-CIANO JIEUCHHAE JICKYBAHUTE C TYJNIOKCETHH
MAalHEHTH C PeLHIMB HA FOMAMO AENPECHBHO pascTpoiicTeo (MDD) HMAT CHrHH(HKAHTHO MO-TBIBT
beacumnromen neproa (p<0,001) B cpaBHeHHE ¢ TALHEHTATE, PAHAOMH3HPAHY Ha TUTaue6o. Berikn
NAHEHTY NpeIBAPHTENHO €A Ce NOBAHANIE OT AYNOKCETHH 110 BpeMe Ha OTKPHTO JISYeHHE C AYJIOKCETHH
(28 mo 34 cepmuiu) npu go3a ot 60 g0 120 mg auerHo. [To BpeMe Ha 52-ceaMpdHaTa nanebo
KOHTpOJNIMpaHa ABoHHO-cnana dasa Ha neveHue 14,4 % oT naumeRTHTE, NEKYBaHH C AyNMokceTHH H 33,1 %
OT DanMeHTHTe, JeKyBaHH ¢ nanefo, monyyasar peuAXB Ha AeTipecHBHaTa cHMnTomaTHka (p< 0,001).

EdexTsT oT npunarasero Ha 60 mg Ay/TOKCETHH BeJHBK JHEBHO NPH MALHEHTH ¢ JCTIpecHd B CTApUECKa
BB3pacT (265 roauHu) ¢ olieHeH cneLMbHEHO B NPOYYBAHE, OKA3BAIIO CTATHCTHYESCKH 3HAYMMA PA3/IHKa
B HaMansgBaueroe Ha peaynrata no HAMD cee 17 cropa NIpH nallHeHTHTE, NEKYBAHH ¢ AYNOKCETHY, B
cpaBHeHHe ¢ wianebo. [ToHocHMoOCTTa Ha AyNoKceTHH 60 mg BENHBXK AHEBHO MPH NANHEHTH B CTAPHECKa
BB3PAcT € CpaBsHUMA ¢ Ta3H, HabNIo/jaBaHa NPH No-MIIakH BE3pacTHH naiuerTd. JaunnTe, obaye, 3a
MAIHEHTH B CTAPYECKa BB3PACT, H3N0XKEHH Ha MaKCHMaHaTa 4033 (120 mg AHeBHO) ca OrpaHUtdeH U,
HOpajiH KOETO C& MpenophuBa noBHIICHO BHHMAHNE NIPH ReYEHHE HA Ta3H MOIMyNnauys.

I'eneparuzupano mpesoxcno pascmpoicmeo

JynokceTHH NoKa3Ba CTATHCTHYECKH 3HAYHMO NPEJHMCTBO CIIpSMO Iianebo IpH OeT OT NeT RPOYIBaHHA
{BKIIOYBAIN YETHPH PaHICMM3HPAHH, ABOHHO-CIenH, TU1aue00 KOHTPOITHPAHH OCTPH IPOYYBAHHA H
MpoyvBaHe 3a NPOQHIAKTHKA HA PELHAME PH BbIPACTHH C FeHEPATH3HPAHO TPEBOKHO PAa3CTPOHCTBO).

JIyNoKCeTHH NOKa3Ba CTATHCTHYECKH 3HAYHMO NPEAHMCTBO CITPAMO NIaNe0o, H3IMEPEHO Ypes
noxoOpeHuHe Ha OOIHA CKOP TIO CKaNa 3a TpeBoxHOCT HAa Hamilton (Hamilton Anxiety Scale (HAM-A)) n
cKopa 3a 060 $yHKUMOHANNO pa3CTPOHCTBO Mo CKANa 3a HHBaTHgHocT Ha Sheehan (Sheehan Disability
Scale (SDS)). CrenenuTe Ha NOBIHABAHE H PEMHCHA €A CBIIO NO~BHCOKH NPH AYNOKCETHH B CDABHEHHE C
nnane6o. lynoxceTHn noka3sa cpaBHUMH pe3yATATH 32 epHKACHOCT ¢ Te3d Ha BeHNadaKCHH OT rneaHa
To4Ka nonofpenne Ha odud cxop no HAM-A,

ITpu npoy4eaHe 3a Npo¢HNAKTHKA HA PELMAHB, TAHECHTHTE, MOBIHABAIIH CE OT 6-MECEUHO OTKPHTO
OCTpO JIEYEHHE C JYNOKCETHH, ca paHIOMH3HPAHH Ja IPHEMAT HIH AYOKCeTHH, HIH niauebo 3a
nocneapamuare 6 Mecena. Jlynokcerun 60 mg Ao 120 mg BeaHsK AHEBHO T0KA3BA CTATHCTHYECKH
3HaYMMO MIPeUMCTBO B cpaBHeHHeE ¢ Tnaunebo (p < 0,001) npu npodunakTHka Ha peunaH e
qpe3 BpEMETe A0 MOABA Ha peuuAnB. YecToTaTa Ha peLMAHBH Tpe3 6-MECeuHHA NEPHO G
ABOHHO-CIANO npocnenABaHe e 14% npu aynokcernH u 42% npH nnanebo.
EduxacnocTra Ha nynokceTHs ups 103u ot 30-120 mg (rbBKaBo A03HpaHe) BEIHBX J¥
HAIHEHTH B CTAPYECKA BE3PACT (565 rolHHA) ¢ reHepalH3NpPaHo TPEBOXKHO Pa3CTPO
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€[HO Mpoy4BaHe, KOETO MOKA3Ba CTATHCTHYECKH 3HAYHMO NOA0Operne B oOuua ckop mo HAM-A 3a
TIALWMEHTHTE, JIEKYBaHH ¢ AYTOKCETHH, B CPaBHEHHE ¢ TALMEHTHTE, NoMydaeamy miauebo. Edukacnocrra
H bGezomacHocTTa Ha AYAOKCeTHH B 103K 0T 30-120 mg BenHbk AHEBHOC [PH NalHEHTH B CTapyecka
Bb3PAcT C TeHEpalli3HPaHO TPEBOXKHO pascTPOHCTBO ca nonoOHH Ha HabmonaBaHuTe B MPOYYEBaHHA NpY
NO-MJIAJTH BB3PACTHH NallMeHTH. Brnpekd ToBa AaHHHTE 32 NALMEHTH B CTapyecka Bh3pacT, H30XKeHH Ha
MakcAManHata Jo3a (120 mg aneBHo) ca orpaHHYeHH, OPAJH KOETO ¢¢ NPenopbyEa NOBHIECHO
BHUMaHHE [PH H3MOX3BAHETO Ha Ta3H J03a NPH NOMyJaUHATa B CTapyecka Be3pacT.

Huabemna nepugpepna neeponamuyna 6oaxa

EdukacHocTTa Ha AYNOKCETHH 3a JiedeHne Ha AuabeTHa HeBpomaTHyHa Go/ka e ycraHoBeHa B 2
paHIOMH3HpaHH, 12-cenMAYHH, ABOHHO-ClieNH, MTalefo KOKTPOJIApaHH Npoy4BaHHA ¢ GUKCHpaHa 7033
npu Bb3pacTaA (22- 1o 88-roauuun) ¢ ArabeTna HeBpONaTHYHA GOJNKA B POXEIDKEHHE NOHE Ha 6
Meceua. [TaunenTuTe, OTTOBAPAMKE HA AHATHOCTHYHHTE KPHTEPHH 3a FOIAMO ASMPECHBHO Pa3CTPOHCTRO,
¢a H3KJIOYEHH OT TE3H Npoydsanus. Kpurepui 3a mppBHYHa KpaliHa TOUKa € CeAMHYHATA CPEAHA
cTOMHOCT Ha 24-vacoBarta Gonka, KOATO € OTpa3qBaHa €XeAHCBHO B IHEBHHK Ha mauseHTHTe o 11-
ToYKOBaTa ckana Ha Likert.

B nBere npoyuBaHHSA AYNOKCETHH, IPHNCIKEH B 03a 0T 60 mg BeAHBK AHEBHO H 60 mg ABa IHTH AHEBHO
3HAYHTENHO HamansBa OoJKaTa, B cpaBHeHHe ¢ Mnanebo. EQexkThT NpH HAKOH NAIMHEHTH € BHIAHM Ipe3
OBbpBATa ceAMHIA Ha Nedenne. Paznukara B cpeAHOTO NonoSpeHne MekAy ABETE pAMEHa HA AKTHBHO
neucHHe ¢ HesHaunTenna. Orbenssano e node 30 % cbodimapaHo HaMangBaHe Ha Oonkara MPH
IpHGIH3ATENHO 65 % OT JIEKyBaHHTE C AYJIOKCETHH NaHeHTH cpeiy 40 % 3a nnauebo. CHOTBETHHTE
midpu 3a more 50 % peayxuus Ha Gonkara ca ceoreetHo 50 % u 26 %. CrenenTa HA KIMHHYEH OTTOBOD
{50 % wnu noeeue nonobpeHue Ha GonkaTa) e aHATM3HPaHA CIIOpes TOBA HalNH MAUHEHTERT € NOMY4YH
COMHOIIEHTHOCT N0 BpeMe Ha JIEYEeHHEeTO WK He. 3a nanueHTHTe, KOHTO He ca MOJXYyYH/IY COMHONIEHTHOCT
¢ Habmwonapan KITHHHYEH OTTOBOD npu 47 % OT naumMeHTHTe, NOMYYaBAIIH AYJIOKCETHHE H npH 27 % oT
nanueHTHTe Ha Ianedo. CrenedTa Ha KIMHAYEH OTTOBOP NPH [NAIHEHTHTE NOTYYHIH COMHOJICHTHOCT €
60 % na gynoxceTHH A 30 % Ha nnanebo. [TaumenTuTe, IpH KOUTO He ce HAbMoOAABA PENYKIHA Ha
fonkaTa oT 30% B paMKATE Ha JIeYeHHEe B MPOLRIKeHHe Ha 60 AHH € MAJIKO BEPOATHO A4 €€ AOCTHIHE
TOBA HHBO MPH NO-HATATHILIHO JIEYEeHHE.

B OTKpHTO NPOXBIDKHTENHO HEKOHTPOJIHPAHO MPOYUBaHe HamansBaHeTo Ha Gonkara HpH NALHESHTH,
TOBNHAHH OT §-CeAMHYHO OCTpO JledeHre ¢ 60 mg OYAOKCETHH eJHOKPATHO AHEBHO, CC 3aI43Ba 34 OLIe
6 MeceLa, KBKTO € OLIEHEHO C IpoMAHATA Ha 24-4acoBud cpelcH Opoii Touku 3a 6onka o ckanara 3a
Kparka ouenka Ha onkara (Brief Pain Inventory - BPI).

[leamaTpudanAa HONYyNALHA

JynokceTHH He ¢ H3CNEABaH NPH NalHEHTH N0J, 7-rogunIHa ee3pact. [IposeseHH ¢a e paHAOMH3NpaHH,
ABOHHO-CIIENH, [IAPANIETHH KITHHHYHH Ipoy4Banns npu 800 nenMaTpuyHH nayuMeHTH Ha BB3pacT OT 7 A0
17 rogaHM ¢ ronIMoO ACNpPECHBHO Pa3cTpoiicTBO (BX. Touka 4.2). Tesn aApe [poyypaH#ud BKIHOYBAT
10-cenmMuyHa m1anebo-KOHTPOIHpaHa H aKTHBHO-KOHTpONKpaHa (pnyokcetun) octpa (asa, nocnegsana
OT LIecTMeceqeH MepHoj Ha IPOSbIKEHHE HA AKTHBHO KOHTPOIUPaHOTo Nedenue. Huto paMoro,
nekyBaHo ¢ AynokceTnH (30-120 mg), HATO paMoTO ¢ aKTHBHa KoHTpona (dayokcernH 20-40 mg) ce
paxIM4aBaT CTATHCTHYECKH OT Iane0o 1o OTHOIMEHHe Ha poMAHaTa B obumEs ckop 0T H3XoAHaTa o
KpaiiHaTa TOUKa 10 PEBH3IHpaHaTa CKalla 3a OlleHKa Ha JenpecHarta npy Aeua (Children’s Depression
Rating Scale-Revised (CDRS-R)). [TpexparaBaHe Ha y4aCTHETO NOPaH HeXeNaHH ChOMTHA € MO-4ECTO
NpH NalHEHTHTE, IPHEMAINH JYIOKCETHH, B CPABHEHHE C TE3H, TEKYBaHH C (UIYOKCETHH,
nopaau ragene. [To BpeMe Ha 10-ce/MHYHHA [IEPHOZ HAa AKTHBHO JieYeHHE e ChobllaBan;
nosenenne (xynokcerus 0/333 [0 %], duyoxcernn 2/225 [0,9 %], nnanebo 1/220 [0,5
36-cenMuyeH Kypc Ha NIPOy4BaHeTo, 6 oT 333 NauHeHTH, KOHTO NEPBOHAYAJIHO Ca
npreMaT AYNOKCeTHH, H 3 oT 225 nauuenTH, KOMTO MBPBOHAYATIHO €A PAaHAOMH3HD
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hnyoxceTHH nokassar CYHUHAHO NoBeeHHe (KOPHTHpaHa CNpAMO €KCIIO3HIHATA Y€CTOTA HA CYHIHIHO
noeeAeHHe 3a AynokceTH ¢ 0,039 chbuTHs Ha rTalHeHT Ha rofinHa, H 0,026 3a payokcerun). OcBeH TOBA,
eIMA NAalASHT, KOHTOo ¢ MPEMHUHAN 0T mianedo Ha eueHne ¢ AYIOKCETHH € HMAN CYHIIHAHO NOBEISHHE,
JIOKATO € NpHeMaJl AyJIOKCETHH,

[IpoBeAeHO & paHAOMH3HPaHO, ABOHHO-CIANG, I1aLeb0-KOHTPOIHPAHO NPOYUBAHE TIPH 272 NaNHEHTH HA
BB3pacT 7-17 roAHHA ¢ reHepaTH3HpaHo TPEBOXHO pascTpolicTso. IIpoyusanero Bxmoqsa 10-cenmuyina
nnauebo KoHTpoaHpaHa ocTpa ¢asa, mocieABaHa oT 18-ceAMHYEH NEPHOA Ha IPOABKECHHE HA
neuerueTo. B Tosa mpoydpane e H3NoN3BaHA bBKABa CXeMa Ha JI03UpaHe, 3a Ja ce Aajie Bh3MOXHOCT 3a
£aBHO NOBHIIABAHE Ha 103aTa oT 30 Mg BEAHBK AHEBHO A0 NO-BHCOKH A03H (MakcHMyM 120 mg sefnbK
AHEBHO). JIeueHHeTo ¢ AYIOKCETHH MOKAIBA CTATUCTHUECKH SHEAYHMO MO-ToIAMo NoJIo6peHHe Ha
CHMNTOMHTE Ha T€HEPAIH3HPAHOTO TPEBOKHO Pa3CTpOHCTBO, KAKTO € OLIEHEHO ¢ NIOMOINTA Ha CKopa no
CKAJIATA 33 TEKECT Ha TeHEpPATH3HPaHO TPEBOXKHO pa3cTpoiicTBo PARS (cpenna paziinka Mexny
JYNOKCETHH H maanebo ot 2,7 Touxd [95 % U 1,3-4,0]), cnex 10 ceamuum Ha nedense. IloaappxaneTo
Ha edexTa He e onenaBako. HaMa craTuCTHYECKH 3Ha4YHMa pa3/inKa OTHOCHO MPeKpaTABaHe Ha
MPOYYBAHETO NOPANH HEKENAHH CHOUTH MEXIY PYTHTE ¢ AYIOKCETHH H ILTanebo o BpeMe Ha
10-cenmuuanarta dasa Ha ocTpo Nieyenne. J{RaMa NauHENTH, KOUTO Ca NPEXBLPIEHH OT Tanedo KM
IYTOKCETHH CIICK OCTpara (asa, H3NUTBAT CYRLHAHO NOBEdeHHE, AOKATO MPHEMAT AYJIOKCETHH M0 BpeMe
Ha (pasara Ha nponboxeHne, He e ranpapeno 3aknoueHne 0THOCHO NAAOCTHOTO CHOTHOLIEHHE
TIONI38/pHCK B Ta3H BH3PacToBRa rpyma (BX. Chlo ToukH 4.2 u 4.8).

IMporeneHo € €1RO Npoy4BaHe MPH NeJHATPHYHH MALACSHTH ChC CHHPOM HA KOBEHHNHA MbPBUYHA
¢uGpomuanrus (juvenile primary fibromyalgia syndrome, JPFS), B xoeTo rpynara, JieKyBaHa ¢
AYNOKCETHH, HE € OTAeNEHA OT pynara, DofyJabalia miane6o, 3a OLSHKA Ha H3MEPHTENA 3a MbpeHYHA
e(hHxacHOCT. 3aTOBA NUTICBAT JAHHHK 3a epHKACHOCT B Ta3H NOMYNALKA EAHATPHIHH NAUHESHTH.
PanaoMuA3sHpaHoTO, ABORHO-CIIATIC, Nale00-KOHTPOIHPAHO, IAPANENHOTPYIIOBO POYYBAHE HA
AYAOKCETHH € HpoBeAeHO Tipu 184 1080k Ha BE3pacT ot 13 Ao 18 roauns (cpeana pp3pact 15,53
roaunn) ¢ JPFS. I[Ipoygsanero Brnousa 13-ceaMuder ABOHHO-CIAN [IEPHOZ, IPE3 KOHTO NAUHEHTHTE Ca
paHAOMHIMPAHHK A3 nonydaear ayitokceTrH 30 mg/60 mg win nmnatebo pcexH AeH. JynoxceTHH He
noka3Ba e(pHKACHOCT N0 OTHOIIEHHE HA HAMAJIBAHETO Ha GONKATa, H3MEepeHa pes H3IMEpHTENs Ha
IEPBHYHUA PE3Y/ITAT HA KpaitHaTa To4ka - cpefeH ckop 3a Gomka mo Brief Pain Inventory (BPI): cpeanara
npoMsHa Ha Hali-mankuTe ksaapati (LS - least squares) oT H3xoAHaTa cTOHOCT HA CPeIHHA CKOD 3a
6onka no BPI na 13-rara ceamuna 13 e -0,97 B rpynara, nonygasama mianebo, B cpaBHeswe ¢ -1,62 B
TpynaTa, nonyuasama aynokcerus 30/60 mg (p = 0,052). PesyntaruTe 3a He30macHOCT OT TOBA
Npoy4BaHe Ca ChBMECTHMH ¢ H3BECTHHA npodHn Ha Ge30nacHOCT HA AYJIOKCETHH.

Epponeiickara arennus no iexapeTsata ocBo00XKAABA OT 3ANLDKECHHETO 32 NpeAoCcTasitie Ha
pe3yNTaTHTE OT NPOYYBAHHA ¢ pepepeHTHHS JIEKApCTBEH MPONYKT, ChABPKALL JYTOKCETHH P BCHYKH
NOArPYTH Ha NEAHATPHIHATA NOMyJIALMSA TIPH JIEYEHHE HA FONAMO AENPECHBHO pascTpolicTBo, 1nabeTHa
HepponaTHyHa 6oJika H NeHepaH3HPaHO TPEBOXKHO PalCTPONCTBO (BHKTe Touka 4.2 3a HH(popMaLms
OTHOCHO ynotpebara np# fena).

5.2 @DapMaKoKHHeTHIHH CBoiicTBa

JlynoKCeTHH ¢e IpHnara KaTo CaMOCTOSTENEH eHaHTHOMED. Jly/IOKCETHH ce MEeTabOTH3HPA EKCTEH3HBHO
ot okcHzaTHBHY ¢A3uMHA (CYP1A2 n nomumopduustT CYP2D6), ¢ nocneapaino KOHIOTHPAHE.
(DapMaKOKHHETHKATa Ha AYJIOKCETHH MOKa3Ba BUCOKA MHTEPHHANBHAYanHa Bapuabumnoct (Haii-o61m0
50-60 %), K0ATO OTYACTH ce JBIKH Ha NoNa, B3PacTTa, cTaTyca Ha TIOTIOHONYIIEHE H ChCTOSHHETO Ha
Metabonusupamara cucrema CYP2D6.

Abcopbuus
HynokceTHH ce abcopbupa nobpe cnes nepopanHo npwiokeHHe, kato Cmax ce noc
Io3HpaHe. AGCoMoTHATA HEepopanHa OHOHANHYHOCT Ha JYNTOKCETHH € B TPaHHLIHTE
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(cpeano 50 %). Xpanarta yIbiskaBa BpeMeTO 3a JOCTHTAHE Ha MAKCHMAIIHE IUTa3MeHH KOHUCHTPAUHH OT
6 yaca na 10 yaca, koeto cnafo namManssa crenenTa Ha pesopGuus (mpudnusurenso 11 %). Tean
TIPOMEHY HAMAT KIHHHYHO 3HAYECHHE.

Paz eleHnue

HAYIOKCEeTHH c€ CEbp3Ba C TUIa3MeHNTe IPOTEHHH MPH X0pa npuOnnzuTenHo B 96 %. Jlynoxcerun ce
CBBp3Ba H ¢ an6yMAH, B ¢ anga-1 KuceNnHs THEKONpoTeHH. [IpOTEeHHHOTO CBLpP3BaHe HE Ce NOBNHABA OT
O6BOpeyHo WIH YepHOAPOGHO YBpexAaHe.

Bbaotpanchopmanus

JynoKkceTHH ce MeTaboH3MPa eKCTEH3HBHO H MeTabONHTHTE Ca eKCKPETHPAT PSANMHO C ypHHATA.
Luroxpomute P450-2D6 u 1 A2 xatanuznpar ofpazyBaHeTo Ha JBaTa OCHOBHH MeTabonuTa -
IJIFOKOPOHOB KORIOTAT Ha 4-XMAPOKCH TYJNOKCEeTHH H cyndaTeH KOHIOraT Ha S-XHAPOKCH 6- METOKCH
AynokceTnH. By3 ocroBa Ha in vitro npoydBanud, UAPKYITHpanIHTe METabOIATY Ha JYJIOKCETHH C€ CYHTAT
tapmakonoruano HeakTHBHH. DapMaKOXHEETHKATA Ha JYJTOKCETHH NIPH MALHEHTH, KOHTO ¢4 JOLTH
MeTabonn3aTopu no orHouerre Ha CYP2D6 ne e cnennduyHo w3yuasasa. OrpanH4eHH NaHHH
NPEANONaraT, Y€ NPH TE3H NallNeHTH IUIa3MEHHTE KOHLICHTPAUHH Ha JAYJIOKCETHH Ca HO~BHCOKH.

Ennmunupane
ENMMHHAIHOHHHAT ONY>KMBOT Ha JyJTOKCETHH € B rpanuliuTte ot § Ao 17 yaca (cpeano 12 waca). Crieg

HHTpaBeHO3HA /1034, IUIa3MEHHAT KIMPBHC Ha AYJOKCETHH € B rpaHHIHTe oT 22 l/3ac ac 46 l/4ac
(cpemno 36 /uac). Cnen nepopanna /1038 YCTAHOBEHHAT TUIA3MEH KIHPBHC HA JYNOKCETHH BApHpa OT
33 l/uac 1o 261 1/aac (cpeauo 101 1/gac).

Croenvanuy nonynaiss

Iion

Mexxay MBXKE W keHH ca HASHTHGUIMpaHH dhapMaKoKHHETHIHH PAtIMKH (IPHBHAHMAT TJIa3MeH KIHPBHC
e okono 50 % no-HHCHK NpH XeHu). B3 OCHOBA Ha PHNOKPHBAHE HAa CTOAHOCTHTE HA KITHPHHCA,
thapmakokHHEETHYHNHTE PA3TUKH Bb3 OCHOBA Ha 110712 He ONMpPaBAaBAT [PEMoPhKaTa 3a H3N0JI3BAHE Ha NOo-
HHCKA [03a IPH NalMSeHTHTES OT 3KEHCKH MOJL.

Byapacm

Unentutunupany ca hapMakoKMHETHYHH Pa3nuKi MeXKIY NO-MIaJH H [0-Bh3PaCcTHH XKEHH

(=65 rogunn) (nopumenne Ha AUC ¢ okono 25 %, a NONYXKHBOTHT € 0K0J10 25 % no-Abbr NPH TE3H B
CTapudecka BB3pacT), BEIPEKH Ye CTENEHTa Ha Te2H POMEHM He € JOCTaTh4Ha, 3a Aa ce 00ocHoBe
npomsHa Ha fo3ata. Kato obila npenopbka, leyeHHeTo B cTapyecka Bb3pacT Tpa0Ba Ja ce H3BBPILEA C
MOBHINEHO BHHMaHHe (BK. ToYka 4.2 H Touka 4.4).

Bvbpeuno yepescoane
MNaumenTHTe B TepMuBanHa (pa3a Ha 6rOpedHa HEAOCTATHYHOCT HA JHalH3a HMAT 2 ThTH NO-BHCOKH
crofiHocTH Ha Cmax H AUC 3a 1ynokceTiH, B CpaBHEHHE Che 3APABH JIHNA. [IpH NalHEHTH C JIEKa A0

ymepena 6b0petuna HenocTaTbYHOCT HapPMAKOKHHETHYHHTE JAHHH 34 AYNOKCETHH €8 OrpaHHYEHH.

Yeproopobro yepexcoane

Ymeperoro yepHOApoGHO yRpexkaane (Child Pugh knac B) okasea BnusHAe BEpXy dapMakoKHHETHKATa
Ha JAyNOKCETHH. B cpaBHeHMe ChC 3apaBy MLa, IPH NAUMEHTH C YMEPEHO 4epHOAPOOHO YBpeXIaHe
[OPHBHIHHAT ITAIMEH KIHPBHC Ha LyMoKceTHH € 79 % NOo-HUCHK, IPHBHAHHAT TEPMAHRANIEH NOMKHEQT €

Kopmewu maiicu
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PaznpeneneHueTo Ha AYIOKCETHH € MPOYHEHO MPH 6 KbPMEINH XKEeHH, KOHTO ca OHiH moHe 12 ceaMuLy
cneq paxaase. JyTOKCETHH Ce OTKPHBA B KbPMATa, H PABHOBECHHTE KOHICHTpAIlHH B KbPMaTa ca OKoJo
€/JHa-4ETBBLPT OT T€3H B NazMara. KolHuecTBOTO Ha YJNOKCETHH B KbPMaTa & MPHOIH3IHTENHO

7 pg/mueBHo 1pu AosApaHe ¢ 40 mg 182 MbTH AHeBHO. KbpMeHeTo He mOBNHABA (apMaKOKHHETHKATA Ha
NyJIOKCETHH.

Heduampuyna nonyrayus

(DapMAKOKHHETHYAHTE CBOMCTBA Ha JYJOKCETHH NpH MeHATPHYHH MAUMEHTH Ha Bb3pacT ot 7 1o 17
rOZHHH € FONAMO ICTIPECHBHO PA3CTPOHCTBO Cllell IepopalTHO IPHAraHe B CXema Ha Jo3upaHe oT 20 1o
120 mg BeaHEAK JHEBHO Ca OXAPaKTEPH3HPAHH C NOMOLITA Ha ONYAaHOHHO-MOAEIHPaH aHAH3 Bb3
OCHOBa Ha JaHHH 0T 3 npoyusanus. [IpexsuaennTe 0T MoJeNa TUIa3MEHH KOHUSHTPALHH HA AYNOKCETHH
B CTALIHOHAPHO CHCTOAHHE NPH NEAHATPHYHH [AIHENTH B MOBEYETO CIYYaH <A B IPAHALIATE HA
JHaMa30Ha Ha KOHIEATPAlHATE, HAab/ONABaHN [IPH BE3PACTHH NALMCHTH.

5.3 Ilpeaxknunw9HHA AaHHH 32 GezomacHoeT

JynoKkceTHH He e TeHOTOKCHYEH TPY CTAaHAapTeH Habop OT H3CKEABAHAA H HE € KAPUMHOTEHEH IIpH
nuexoee.[1Ipn npoyyBaHe 3a KapIHHOTEHHOCT, TIPOBEEHO BEPXY IUTBX0BE €a HaOMI0AABaHH MHOTOSAPEHH
KIETKH B YepHHA Apob Oe3 ApyrH XxucTonaronoruyy npoMeHH. MexaHWsMBT, Ko#TO € B OCHOBAT2 HM H
KIHHHYHATA 3HAYMMOCT ¢ HEH3BECTHH. [1pH MHIIKH OT XKEHCKH 1O, NONYYasaii JyIOKCETHH B
NPOABLJDKEHHE Ha 2 NOJMHHA ce HabmoaBa MOBHILEHa 4eCTOTa Ha XENATOLCIYNapHH aACHOMH H
KapIMHOMH CaMo NPH BHCOKHTE A03H (144 mg/kg/aHeBHO), HO ce CYHTA, Y€ TE Ca BTOPHYHH BCNEICTBHE
Ha 4epHoApoOHATa MHKPO3OMHA €H3HMHA HHAYKIMA. 3HAMHMOCTTA Ha Te3H JaHHH NPH MHILKYH MO
OTHOIIEHHE Ha XOPATA HE € H3BecTHA. JIpH KeHCKH ILThXOBE, NOIYyMaBallH JYIOKCETHH

(45 mg/kg/nuenHo) Npeay u 1O BpeMe Ha YHGTOCBAHE H 110 BpeMe Ha paHHa OpeMeHHOCT ce Habmonapa
TIOHIDKEHHE Ha KOHCYMaNWATa Ha XpaHa 0T MalKkaTa 4 Ha TeNeCHOTO TEro, HapyinasaHe Ha ecTpyca,
HaMaNeHy moKasaTelld 3a §pos IKUBOPOAEHH ¥ MPEKHBAEMOCTTA HA IOTOMCTBOTO H 3a0aBEH pacTex Ha
TIOTOMCTBOTO TpH HHBA HA CHCTEMHA SKCTIO3HLKA, KOHTO B Hali-106pHs cayvail ca npaONM3HTENHO A0
MakCHMAIHATA KIHHHYHA ekcnozunusa (AUC). B npoyupane 3a eMOpHOTOKCHYHOCT APH 3aiilli ca
HabMmioAaBaHH NO-BHCOKA YECTOTA HA ChPAEYHO-CHAOBH H CKeJIeTHH Man(opMalliy pH HHBA Ha
CHCTEMHA eKCTIO3HIHA N0J MaKCHMAHATA KIHHHYHa ekcriosuims (AUC). He ca vabmofasanu
ManthopMallHH B JpYro NPOyHBaHe, 33 H3MHTBAHE HA NO-BHCOKKE J03H HA pa3iH4Ha Coll HA AYNOKCETHH.
IIpa npeRaTanHK/MOCTHATATHE TOKCHKOJIOTHYHH NPOYYBaHHA NPH NTBX0BE, AYJOKCETHH HHAYLHpA
HEXENaH! NMOBeJeHYECKH e()eKTH B NOKONEHHETO MPH €KCIIOHINA Mo MAKCHMaHaTa KITHHHYHA
exkcrozuimg (AUC).

TTpoy4BaHns MpH MIIAJH ITBXOBE MOKA3BAT NPeX0AHH e(GekTH BbPXY HEBPOTIOBENICHUCCKHTE PEaKIHH,
KaKTO M 3JHAYHTEIHO HAMANABAKE HA TENECHOTO TETTIO M KOHCYMHPAHETO Ha XpaHa; HHAYKLHA Ha
YEPHOAPOOHHTE EH3INMH; H XeNaToueynapHa BaKyonusauus npy 45 mg/kg/aen. O6muat npodun Ha
TOKCHYHOCT Ha AYJIOKCETHH TIPH MIIATH IUTHXOBE € MON0GEH Ha TO3M NPH Bb3pacTHH ILTbXoBe. HusoTto
TNIpH KOETO He ce HalJIoJaBaT HexellaHH eeKTH ¢ onpeneneHo Ha 20 mg/kg/neH.

6. PAPMAINEBTHYHH JAHHH

6.1 Cropcnk Ha NOMOIIHATE BeIIeCTBA

ChOabpkaHHe Ha KaNcyiara

3axapHH chepH (3axapoza, IapeBUYHO HULIECTE)
Xunpomenoser pranat (HP-55)

Xwunpomenoza (E15 LV)

Tpuerunos quTpat

XuApOXCANPONTHILENY 032
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Tank

ChCTaB Ha Kancynara

30 mg

Xunpomernosa (E464)
Turanos nuoxcua (E171)
BpungatHo curso FCF (E133)
Yepen wenesen okcug (E172)
IMewarapcko MAacTHIO

60 mg

XunpoMenosa (E464)

Turanoe auoxcun (E171)

Yepen xenesen okcup (E172)
[NegaTapcko MacTHIO
ITevamapcxomo macmuna ceoopxca
Mlennax

TTponueHrnuKoN

Yepen wenesen okcug (E172)
Kannep XuapoKcHz

6.2 HecnBMeCTHMOCTH

Henpunoxumo

6.3 Cpox na rogsocT

24 mecena

6.4 CpennajJHB ycI0BHY 32 CLIpAHeHHe

Ja ce coxpansea mog 25°C.

6.5 DBuzg s cbabpxAHEE HA ONAKOBKATA

HDPE onaxopka 3a kancyns ¢ PP kanavuka Ha BHHT © BrpajeH CYIIRTEN CHIHKAreI:
- Buooae onaxoeru 3a Apumaeu 30 mg: 28, 30, 56, 60, 84, 90, 98 u 100 xancynn.
- Budose onaxoeru 3a Apumasu 60 mg: 28, 30, 56, 60, 84 n 90 xancynu.
Brucrep AVAL

- Budoee onaroexu 3a Apumasu 30 mg: 7, 10, 14, 28, 30 u 100 xancynu.

- Buooee onaxoexu 3a Apumasu 60 mg: 7, 10, 14, 28, 30, 56 u 100 xarcymm.
He BCHYKM BHAOBH ONMAKOBKE MOraT Aa 6BOAT IycHaTH Ha masapa.

6.6 CnenpaJnH NpeAUASHHA MeDKH IPH H3XBbLpasHEe H paboTa

Hsama cneunanHu H3HCKBAHHA.
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7. NPHTEXATEJ] HA PAZPEIIEHHETO 3A ¥YTIOTPEBA
Teva B.V.

Swensweg 5
2031 GA Haarlem

Hunepnanaus

8. HOMEP HA PAZPEINIEHHETO 3A YIIOTPEBA

Apurtaeu 30 mg - per. Ne 20150247

Apurasu 60 mg - per. Ne 20150248

9. JATA HA ITBPBO PA3ZPELIABAHE/MMOAHOBSIBAHE HA PASPEIIIEHHETO 3A
YIIOTPEBA :

Jara Ha mepeO paspemasaune: 17.07.2015

Jara Ha nocnenHo nogHoespane: 28.08.2019

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA
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