-
:

1. HME HA JJEKAPCTBEHHA MTPOAYKT

Apurasnu 30 mg cToManIHO-yCTONYNBH KATCYNH, TBEPAU
Aritavi 30 mg gastro-resistant capsules, hard

Apurapd 60 mg cTroMallHO-YCTOHYHBH KANCYIH, TEBPAH
Aritavi 60 mg gastro-resistant capsules, hard
2. KAYECTBEH 1 KOTHYECTBEH CHCTAB

Beaxa kancyna chabpika 30 mg aynokcetus (duloxetine) (kato XUAPOXIOPHA).
IomomniHo BeliecTBO ¢ HaBecTHO nelicTere: Beaka kancyna ceabpika 100,6 mg 3axaposa.

Besixa kancyna chaspxa 60 mg nynokcetiH (duloxetine) (xaTto XuApoOXJIOpUN).
[omomue pemectso ¢ H3BeCTHO AgiicTBre: Beaka kancyna csabpaka 201,3 mg 3axaposa.

3a wBAHKA CIHCHK HA NOMOIIHHTE BELICCTBA BHKTE TOMKA 6.1.

3. JEKAPCTBEHA ®OPMA
CToMauHo-yCcToiYKBa Kancyna, TBbpaa
Henpospauno cuso Tano ¢ Haanuc 'DLX 30" u menpo3pauHo crHRO Kanade ¢ Hagmue DLX 30", ¢
abixdda 18,0 mm.

Henpo3spauso cuso Tano ¢ Haanue ‘DLX 60' u uenpospauHo 6s10 kamave ¢ Haanue 'DLX 60", ¢ qemkuna
20,4 mm.

4. KJHWHHYHH JAHHH

4.1 TepaneBTHYHRN MOKA3IAHUA

JleyeHHe Ha TONAMO DEMPECHBHO Pa3CTPOHCTRO.
Jlevenue Ha auabeTHa nepHdepHa HeBponaTHYHA Gonka.
JleyeHue Ha reHEpaNH3HPAHO TPEBOXKHO Pa3CTPOHCTRO.
ApuTapn e noka3an 3a ynorpeba npH Bb3pacTHH.

3a pomrsNHATENHA HHGDOPMaUMs BHATE TOUKA 5.1,

4.2 [Jo3HpoBKa H HAYHH HA NPHIOKEHAE
HJo3npoBka

T onsamo Oenpecusro pascmpoiicmao
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Havannara M MpenopbYHTEAHATA NOANBPKALLA 4032 e 60 Mg BeAHDBXK AHEBHO, cbe HIH 6¢3 Xpana. B
KIMHHYHHA NPOYYBAHHA €2 OLEHABaHH OT TNieaHa Touka Ha OezomacHoCTTa A03H Haj 60 mg BeAHbk
JHEBHO, 10 MaKcUMaNHa J03a o1 120 mg BeAnsk AHeBHO. BhnpekH TOBa, HAMA KIHHHYHY JOKA3ATENCTRA
NpeAnoaray, 4e NanueHTHTe, KOUTO He ¢a ¢e MOBJIHAIA OT HayaJIHaTa NPeNnophYHTEHA 1033 MOTAT a
HMaT NOJI34 OT NOKa4YBalle THTPUPAHE Ha 403aTa.

O6HMKHOBEHO TepaneBTHYEH OTroBOp ce Habmomapa cne] jJeueHHe B Npoab/keHAe Ha 2-4 CeMMLIA.

3a na ObJe npeaoTBpaTEH PeUMauB, Cel 3aTBbpPAABAaHE HA aHTHJCIPECHBHHEA OTTOBOP CE Npenopbusa
JIEUEeHHETO Ja NPONB/DKH HAKONKO Mecena. [IpH naiyeHTH, KOHTO Ce NOBIMABAT OT IIEYEHHE ©
IOYNOKCETHH H HMAT AHAMHE3a 32 MOBTOPHU €MHU30]M Ha rojiMa AenpecHs, Moke 1a ¢€ BieMe oA
BHUMAaHHe M0-HATAThIUHO MPOIB/KATENHO NeueHre ¢ Ao3a ot 60 mg no 120 mg aHesHo.

Teneparusupano mpegoxcno pascmpoticmeo

[MpenopryuuTeNnHaTa HaYaiHa 71034 MPH NALHEHTH ¢ reHepaTH3nPaHO TPEBOKHO palcTpoicTeo ¢ 30 mg
BEAHEX JHEBHO Cbc Wn Oez xpaua. I1pu nauuenTy ¢ He3aI0BONMTENER OTTOBOp Ao3aTta TpabBa Ja ce
noeumy A0 60 mg, koeTo ¢ obHualiHaTa NOATbPKAIE A034 NPH NOBEUYETO NALUHEHTH.

[pu nauuenTy ¢ KOMOPOWAHM rojleMH JENpPEcHBHH pascTpolicTea HAUANHATA K MOAABIKAILIATA 032 €
60 mg BemubkK AHEBHO (MO BHXKTE CHLIO NPEMOPBKKTE 32 A03HPAHE NO-TOPE).

JokasaHo e, 9e 103u 10 120 mg aueBHO ca e)eKTHBHH U Ca OLUCHABAHH C oriaes Ha 6e30NacHOCTTa NPH
KIMHHYHE npoyyBanud. [Ipn nanueHTH ¢ HesanoBoIMTENEH OTroBop A0 60 mg no3aTa MOXe Oa ce
noBuiun 10 90 mg uan 120 mg. IlopnmaeateTo Ha 103aTa TpaOsa 1a € Bb3 OCHOBA Ha KIIHHHYHHA
OTrOBOP H MTOHOCHMOCTTA.

Cnen 3aTBbpaABaHe Ha OTrOBOPA, C€ TIPENOPHYBA /A C€ NPOIBIDKH AEUEHHETO 33 HAKONKO MEcela, 3a 1a
ce H30erHe peLuamB.

Huabemrna nepughepra neeponamuuna boaxa

HauaiHaTa ¥ npenopbuYATenHaTa NoAIbpKAaIa A02a € 60 mg BeAHBLXK JHEBHO, CbC HIH 0€3 XpaHa. B
KIMHHYHH MPOYYBaHHA ca OLEHABaHH OT rNIeAHA TovKa Ha OezonacHOCTTa 2030 Hal 6 mg BEAHBX
AHEBHO, A0 MakcHMyM 120 mg AHEBHO, MPUIOKEHH B paBHH A03H. [1na3sMeHHTe KOHUEHTPALIH HA
IyROKCETHH NPOABABAT roliMa WHTEPHHANBHYATHA BapHabunHocT (Bx. Touka 5.2). CnexoBarenHo, mpu
HAKOH MAUHEHTH, KOUTO HE ¢d ¢ MMOBIHANH JOCTAThYHO OT 60 mg, MoraT aa €€ TPHNOXKAT NNO-BHCOKH
JO3H,

OTroBOPbT KbM JIeUeHHETO TpAGBa na Oble oueHssaH cel 2 Mecena. [IpH naluMeHTH ¢ HEIOCTATEYHO
IEPBOHAYANHO MOBIHABAHE JOBIHATENEH OTCOBOP CIEJl TO3H NIEPHO/ € MANKO BEPOATEH.

TepaneBTHuUHaTa Moa3a TpAGBa na Gble npeolieHABaHa pSAOBHO (MOHE Ha BCEKH TPH Mecena) (B, Touka
5.1).

CielHanHH TOnYJIalHH

[layuenmu e cmapuecra gv3pacm
Hpﬂ TNALHEHTH B CTap4YeCKa BL3pacT HE C€ NIPeNopbYBa aallTHPAHES Ha A03aTa CIHHCTBEHO Bb3 OCHOBA HA
Bb3pacTTa. Bhnpekn ToBa, HoA0GHO Ha BCEKH IeKapeTBeH NPoAyKT, €& H3UCKBA NOBHIIEHO BHAMAaHHE
KOTaTo Ce JIEKYBaT MTaliHEeHTH B CTapuecKa Bh3pacT, ocobeHo ¢ Apurask 120 mg AHEBHO HPH FONAMO
JENPECHBHO Pa3CTPOHCTBO HITH TEHEPANIH3HPAHO TPEBOKHO palcTPONCTRO, 33 KOETO HMA ONPAHHYEHH
AaHHH {B3K, TOUKM 4.4 ¥ Touka 5.2).
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Yepnoopobno yepexcoane
ApuTaBs He TpaOBRa Aa Ce M3MOMBA NPH MALKEHTH ¢ YepHOApoOHO 3abonaBane, 0BENO 10 HepHOAPOGHa
HEAOCTATBYHOCT (BX. To4UKH 4.3, ¥ To4ka 5.2),

Buépeunc yepesxcoane

He e HeobxoauMo aaanTHpaHe Ha A03aTa NPH NAlMEHTH ¢ Nlexa 0 yMepeHa Os0peuna auchynkoua
(xpeaTuHUHOR KAUpBHC 30 10 80 ml/min). Aputasu He Tpabpa Aa ce ynoTpebasa NpH MALHEHTH C TEKKO
6bOpedHo yBpekaaHe (KpeaTHHAHOB KIHPBHE <30 ml/min; mx. Touka 4.3).

Ileduampuyna nonyaayus

JlynoKceTHH He TpabBa 1a ce ynoTpelaBa MpH Aena W I0HOLIM HA Bb3pacT noj 18 roauHy 3a neveHHe Ha
TOMAMO JENPECUBHO Pa3CTPOHCTBO, NopaaM chrobpakenud 3a 6e30nacHOCT H edHKaCHOCT (BXK. TOuKH 4.4,
4.8u5.1).

Be30nacHOCTTa M eHKACHOCTTA Ha AY/IOKCETHH 32 NIeYeHHEe Ha reHepaTu3upaHo TPEBOKHO pa3CTPOACTBO
MpH NeIHATPHYHH NMALHEHTH Ha Bb3pacT 7-17 roauHy He ca ycTanoBeHH. JIoCThIHMTE NIOHACTOALIEM
JAHHY Ca ONMHCAHK B Toukd 4.8, 5.1 u 5.2,

Be30nmacHoCTTa H eHKACHOCTTA HA AYNOKCETHH 33 evenHe Ha JuaberTHa nepudepHa HEBPONATHYHA
6onka He ca wicnensaHu. JIuncear AaHHH.

[IpekeCcBRaHE Ha IgYEHHETO
Tpabea aa ce n3barsa pa3ko npexsesane. Korato ce npeknesa neveHHe ¢ ApHTaBH, Jo3aTa Tpabsa a

Oble MOHIKaBaHA NOCTENEHHO 33 NEPHO OT MOHE elHa A0 IBe CEAMHLIH, 33 Aa ¢¢ HaMajiH pHcKa oT
peakiHy Ha oTHeMaHe (B&. Touky 4.4 1 Touka 4.8). Axo clen MOHINKABAKE Ha [103aTa HITH TIpH
NpeKbCBAHE Ha JIEYEHHETO ce HAOMOAaBaT CHMITOMY HA HEMOHOCHMOCT, TpA0BA fla Ce HMa TIPEABH/
Bb300HOBABAHE HA Ha3HAYEHATA MPeaH TOBa Jo3a. BrocneacTsue, NeKapaT MOXKE [ MPOIBIDKH Aa
MOHIKABA 03aTa, HO N0-NOCTENeHHO.

HauuH Ha IpHiokeHHE
IMepopanHo NpUROKEHHE

43 IIpoTHBONOKA3AHHA

CBPbXYYBCTBHTENHOCT KbM AKTHBHOTO BEIIECTBO HJIH HAKOE OT MOMONIHHTE BEIRECTBA, H3GPOEHY B
TouKka 6.1.

EaHoBpeMeHHOTO NpHJIOKEHHe HA APHTABH C HECENEKTUBHH, HeoOpaTHMH HHXHOHTOPH Ha
MOHOaMHHOOKcHAa3aTa (MAO-HHXHOHTOPH) € MpOTHEOMOKA3aHOo (BX. ToUKa 4.5).

YepuoapoOHO 3abonsBane, BOIeIo A0 YepHOapobHO YBpeXaaHe (BXk. ToUKa 3.2).

ApuTasH He TpabBa Aa ce NpHyiara B KOMGHRALKMA ¢ QIyBOKCaMHH, LHNPOGIOKCALMH MITH eHOKCALHH
(1.e. ¢ Mot CYP1A2 uaxuburtopn), TbH karo KOMOHHHPAHETO BOJH JIO IIOBHINEHH TTAA3MEHH
KOHLIEHTPALHH Ha IyJIOKCETHH (B, Touka 4.5).

Texko Gb6peuno yspexnane (kpeaTHHHHOB KnupbHC <30 ml/min) (Bx. Touka 4.4).

3ano4yBaHETO HA JIe4eHHE ¢ APHTABY € MPOTHROMOKA3AHO [IPH MALHEHTH ¢ HEKOHTPOIHUPAHA XHIIEPTOHHS,

TBbH KATO MOKe Ja M3/10%KH TAlMEHTHTE HA TOTEHLUMANEH PHCK OT XHIEPTOHHYHA KpH3a (li:ﬁ.# : A u
4.8). 3
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44 Creuuajan upeAynpesIeHHA H NPeANA3HHA MeDKH IpH yrnoTpeda

Manun u zvpuose
ApuTaBy TpabRa la ce MpHNara ¢ BHHMaHHE Npy NALMEeHTH ¢ AHaMHe3a 33 MaHHA HITH ¢ JHarHo3a
GunonapHo pazcTpoicTBO W/HITH rEPUORe.

Mudpuasa

Crobmasana e MEIpHasa, CBbpP3aHa ¢ TyNOKCETHH, MOPAAH KOETO NPEANHCBAHETO HA APHTABH Ha
NaUHEHTH C NOBUIIEHO FTPEOYHO HANATAHE HIH TAKWBA ¢ NOBUIIEH PHCK OT OCTPA TECHOBIBIHA
riaykoMa TPHGBa Aa CC H3BbpLIBA C HOBHIICHO BHHMAHHE.

Apmepuarno Hanazane u CopOeUHd yecmoma

HpH HAKOH TTAUHEHTH AYMIOKCETHH Ce CBbp3Ba ¢ NOBHILIABAHE HA APTEePHATHOTO HAIIATAHE H KIHHHYHO
3HAYHMMAa XHIIEPTOHHA, KOSTO MOXKeE Ja ¢e JBIDKH Ha HopaJpeHeprudHns edext Ha AynokceTud. Crydaun
Ha XHMIEPTOHHYHH KPH3H ca 6unn HabmoaasaHH ¢ AyTOKCETHH, 0COOEHO TIPH NMAHEHTH € YCTaHOBEHA
XulepToHua. ETo 3a110 NpH NauHEHTH ¢ YCTAHOBEHA XUIIePTOH|A W/UITH APYTO CBpAeYHO 3abonsapane ce
IpenopbYBa NpocleadBaHe Ha apTePHATHOTO HANAraHe, 0co0eHOo Npe3 MbPBHA Mecell Ha leYeHHe.
HynokceTns Tpabsa a ce U3M0N38a C BHUMAHHE [IPH NMAllMEHTH, YHETO ChCTOSHHE MOXE Na ce
KOMITPOMETHpA OT MOBHINABAHC HA CHPASYHATA YECTOTA HIH OT IIOKA4YBaHE Ha APTEPHATTHOTO HAIATAHE.
HeoGxoaumo € IO NOBHIIEHO BHUMAHKE, KOraTo AYJMOKCETHH Ce NIPUJIara eJHOBPEMEHHO ¢
NEKapCTBEHH MPOJIYKTH, KOHTO MOTAT Ja Hapymar HeroBus MeTabonuseM (Bx. To4ka 4.5). [Ipn nauuentu
¢ MOCTOAHHO NMOBHIICHHE Ha KPbBHOTO HaATaHe N0 BPEME Ha NPHeM Ha JyJOKCeTHH TpabBa aa ce
00ChH MOHMKABAHE HA A03ATA WIH NOCTENEHHO NPEKPAaTABAHE Ha JieueHHETO (BXK. Touka 4.8). [Tpu
MALHEHTH ¢ HEKOHTPOIHPaHa XHNEPTOHKA He Tpa0Ba Aa ce 3alio4Ba JieueHUe ¢ JyNOKCETHH (BK. TOUKA
4.3).

Bvbpeuno yepeacoane

TTpu nauuenTH ¢ Texxxo 6bOpeUuHo YBpeXkAaHe, TPOBEKAAIH XEMOIHATH3a (KPEATHHHHOB KIIHPBHC

<30 ml/min) ce vabmonaBar NOBHIIEHH MWIA3MEHH KOHUEHTPALUMHA HA AYNOKCETHH. 32 MALHEHTH ¢ TEXKO
616peuno yBpexaaHe BiokTe Touka 4.3. 3a uHGOpPMALHA MPH MALMEHTH C JieKa 10 ymepeHa Onbpeuna
HENOCTATHYHOCT BHJKTE TOUKA 4.2.

Cepomonutog cundpom

KakTto IIPH NEYCHHE C APYFH CEePOTOHHHEPrH4HY JICKapCTBEHH CPEACTBA, TaKa H IIPH JICYCHHE C
AYNOKCETHH MOXe Ja HACTBIIH CEPOTOHUHOB CHHIPOM (EIHO MOTEHLHANHO KHBOTO3ACTPALIABALD
CHCTOAHHE), 0coOESHO NPH eAHOBPEMEHHA ynoTpeba Ha APYTH CEPOTOHHHEPrHYHH JIEKapCTBEHH CPeACTBa
(sxitountenso SSRIs, SNRIs, TPHUHMKIHYHH aHTHAETIPECAHTH MIIM TPHNTAHH) C JIEKAPCTBEHH CPEACTRa,
KOHMTO HApYUIaBaT MeTabonn3Ma Ha CEPOTOHMH, KaTo MAC-AHXHOUTOPH, UITH C aHTHIICHXOTHIM WITH
APYTrH OONAMHHOBH AHTArOHHCTH, KOSTO MOXKE a4 OKAXKE BIIHIHHE BBpPXY CePOTOHHHEPrHYHHTE
HEBPOTPAHCMUTEDHH cHCTEMH (Bik. ToukK 4.3 1 4.5),

CHMITOMH Ha CEPOTOHHHOBHA CHHAPOM MoraT Aa 6'bJaT NPOMEHH B IICHXHYHHA CTATyc (Hamnp., Be30yaa,
XATIOUHHAINH, kOMA), BEreTaTHBHA HecTaOMIHOCT (Hamnp. TAXMKapAus, KoJeOaHHA Ha APTEPHANIHOTO
Hajgrate, XuneprepMus), HEPRHO-MYCKyJ/1HH afepalHu (Hanp., Xaneppednekcua, TANCA HA
KOOPAHHALK) H/MITH CTOMALIHO-YPEBHE CHMIITOMH (HAmp., FafieHe, MOBpBIIAHe, AHADHA ).

Axo €JHOBPECMEHHO JICYEHHE C AYIOKCETHH H ApyYrA CCPOTOHHHEPIHYHH IEKAaPCTBEHH CPEACTBA, KOHTO
MOTAT Ja 3aCerHaT CepOTOHHHEPTHYHHTE H/UIH JONAMHHEPIHYHHTE HEBPOTPAHCMHTEPHH CHCTEMH €

KIIKHHYHO OTIpaBAAHO, CC NPenopbyBa BHUMATEITHO Haﬁ.ﬂ}O,ﬂeHHe Ha NnalMeHTa, ocobeHo l'ipy. ‘ g
Ha JeHYEeHHETO H NpH NOBHINABAHE HA A03aTa.
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Hvam ranmapuon
IIpy €AHOBPEMEHHOTO MPHIIONKEHHE HA APHTABH M PACTHTENHH JIEKapCTBEHH NPOAYKTH, ChAbPXKALIH
KBIT KAHTAPHOH (Hypericum perforatum) HexenaHHTe NEKapCTBEHH peaklMH MOrat fa 6B4aT no-4ecTH.

Camoybuticmeo

Tonamo denpecueno pascmpoiicmas U 2EHepant3upano mpeeoxcko pascmpoiicmso. Jlenpecusra ce
CBBP3BA C TIOBHIIEGH PHCK OT CYHULMAHH MHCITH, CAMOHAPaHABaHe H caMoyOHiicTBO (chOHTHS, CBBp3aHH
CBhC CaMOYOHHCTBO). T0o3M pHCK CBLIECTBYBA A0 AOCTHraHe Ha 3HauHMa peMEcHi, Toil Kato nogoGpeHHe
MOXKE I1d HC HACTDIIN Mpe3 MBPBHTE HAKGIKO CEAMHLH HH NOBEYE OT HAYaNOTO HA JICUEHUETO,
NaunesTHTe TpAGBa Aa ObaaT NoJ CTporo HabnooeHHe 10 NoABaTa Ha moxobpenue. O606IEANST
KIHHHYEH OIHT COYH, Y€ PHCKBT OT caMOoyOHiicTBO MOYe Ja HAapacHe NMpes paHHHUTE eTAlH Ha
Bb3CTAHOBHTCIIHHA [IEPHOI.

Hpyr# NCHXHYHH 3abonsBaHAA, MPH KOHTO Ce NpeANHCcBa APHTaBH, CHIILO MOTaT Ja OBAaT CBbP3aHH ¢
TIOBHIIEH PHCK OT ChOHTHS, CBbP3aHH Cbe caMoyOuiicTBo. OcBeH ToBa Te3u 3abosBaHud MOTaT Ja
CBITLTCTBAT rOJIAMO JENPECHBHO pascTpoiicTeo. ClefoBaTenHo, NpH JieueHne Ha MalHeHTH ¢ JPYTH
MICHXHYHH HApYIIeHHA TpsA6Ba fa Obaatr cEOMmoaaBaHK CBIKTE NPeANa3HH MEPKH, KAKTO NpH JieUeHHe Ha
MalHeHTH C roIaMo AenpecHBHO pa3scTPONCTBO.

H3BeCTHO €, Y NP NaukeHTH ¢ aHAMHE3a 3a CYHLHAHO-CEbP3aHH CHOMTHA HITH TAKHBA, NPH KOHTO Ce
HabNI0AABAT B 3HAYNUTENHA CTENEH CYHLMAHM HACALMH NPEIH HAYANOTO HA IEYEHHETO PUCKDBT OT
CYHIIUAHH MHCJIH HITH Cy’HI.IHI[HO TTOBEAEHHE € [MO-BHCOK H TpﬂﬁBa JAa ce Haﬁnm,uasa'r BHHMATEIHO 11O
BpeMe Ha JIeueHHeTo. MeTa-aHanK3 Ha Mnaue0o KOHTPONHpPAHH KIHHHYHH H3MHTBAHHA C IEKApPCTBEHH
NPOAYKTH - aHTHAENPECAHTH NIPH NICHXHYHH HAPYLIEHUS NTOKA3Ba [IOBHILEH PHCK OT CYRIHAHO
NOBENEHHE [IPH MAUHEHTH N0 25-roAuiNg BE3PAcT, NEKYBaHH ¢ AHTHAENPECAHTH, B CPABHEHHE C
mwiauebo.

Crob1aBaHy ca cyYad Ha CYHUHIHA MHCAH H CYHIIH/IHO TOBEASHHE TI0 BPEME Ha JIEYEHHE C
JYJOKCETHH MIIH BeOHAra clej NPeKpaTaBaHe Ha JeYeHHeTo (Bx. Tovuka 4.8).

JlexapcTeeHaTa Tepanua TpaOBa Ja ce CBITETCTBA CBC CTPOro HabMOAeHHE Ha NaLHEeHTHTE, B YACTHOCT Ha
TE3H, KOHTO €A H3JIOKEHH Ha BHCOK PHCK, ocobeHO B HAYATHHTE eTanH Ha Je4eHHeTO H chel NpeMEHH B
Josure. [lalnenTuTe (M nonaraiyTe rpuxy 3a TAX) TpAOBa Aa ObnaT NpeAyNpeneHH OTHOCHO
He00XOAKWMOCTTA OT HAabMOAEHHE 33 BCEKH [IPH3HAK HA KAWHHYHO BIOIIABAaHE, CYHIHHO [IOBEACHHE HIH
MHCJIH H BeOOHYANHH NPOMEHH B MOBEISHHETO, KAKTO H J1a MOThpCAT He3a0aBHO KOHCY/ITALMA C JIeKap,
aKo TAKHBA CHMIITOMH CHIICCTBYEAT.

Huabemna nepughepna nesponamusna 6oaxa: Kakto ¢ Apyri 1ekapcTBeHH MPOAYKTH € nogofHo
(apmakonoriHo geiicteue (aHTHASTIPECANTH) & CHOOILABaHN OTAEIHY CIYYaH HAa CYMUMHRE HAECH H
CYHIIMJIHO TIOBEICHHUE MO BPEME HA JIeHeHHE ¢ NYJIOKCETHH MM BeAHATA CJIel [IpeKpaTaBaHe Ha
JeyeHHeTo, OTHOCHO PHCKOBH (akTOp¥ 3a CYHUNAHOCT PH AeNpechs, BIkTe no-rope. Jlekapure Tpabea
Jla HaChpuaBaT MALMEHTHTE [10 BCAKO BpeMe Jla choOLaBaT 34 BCAKAKBH ThKHH MHCIIH HITH HYBCTBA.

HHeouampuuna nonyrayus
AprTasH He TpAOBa Na ce H3NOJ3BA 32 JIeUeHHE Ha Jela ¥ IOHOWH noj 18-roauimHa Bb3pacr.
[oeeleHRE, CBBP3aHO ChLC CYHIMAHOCT (CYMILMAHM ONMTH H CYHIIHAHA MHCIH) H BpaxaeGHoCT
{npeauMno arpecus, ono3HUMOHHO NMOBEEHHE H THAR) c2 HAONHAARAHY B KIIHHHWYHH [IPOYYBaHHA MO-
YeCTO IPH JELid K IOHOMIH, IEKYBAHH ¢ AHTHAEIPECAHTH, B CP2BHEHHE ¢ Te3H, NPHEMAH nnauefio. AKO
BBIIPEKH TOB2 HA Ha3aTa Ha KIMHHYHA HEOOXOUMOCT € B3eTO PellicHHE 3a ieYeHue, TAUKeE;
6bae HaOMIoJaBaH BHUMATENHO 3a NPOARa HA CYMIHIHH CHMITTOMHM (BX. Touka 5.1). B
JIHMCRAT ABLITOCPOYHM JAHHH 33 OS30MacHOCT NPH JIELd H IOHOWIH, OTHaCAIIH Ce A0 pa
CBHIPABAHETO, KOTHHTHBHOTO M NOBEAEHYECKO pa3BHTHE (BXK. Touka 4.8).

5
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Kpveouzausu

Mma cuobmiedHs 3a naToNOrHYRO KEPBeHeE, KATO eKXHMO3H, [IYPIypa H CTOMAILIHO-9pEBHO KBPBEHE,
CBbp3aHH ¢ ynoTpeba Ha HHXUOHTOpH Ha 00paTHOTO 3axBailnaHe Ha cepoToHHHa (SSRIs) k uHxubUTOPH
Ha 00paTHOTO 3axBaliaHe Ha cepoToHuH/HopanpeHaniH (SNRIs), BKITIOUHTENHO NyNOKCETHH.
IpenopryBa ce NOBHIUIEHO BHHMaGHHE [IPH [TAIIHEHTH, NpHeMallid aHTHKOATYIAHTH H/HIH TeKapCTBCHH
MPOAYKTH, 38 KOHTO € H3BECTHO, Ye OKa3IBaT BIHAHHE BEpXY TpombonuTHara ¢yukuua (Hanp. HCTIBC
WM aueTHACATHIHN0BA kHcenHHa (ACK)) 1 npu manneHTH ¢ YCTaHOBEHA CKIIOHHOCT KbM KbpBEHE.

Xunonampuemus

Ilpu npunarane Ha AYJIOKCETHH € choOlIaBaHA XUIIOHATPHEMHUA, BKAIOYHTENHO CIIy4aH ChC CEPYMEH
HaTpHil no-HHcbk oT 110 mmol/l. XunonatpHeMHaTa Moxe Aa ce TBIDKH HA CHHAPOM HA HEA/leKBaTHa
cekperus Ha antuanypetnyes XopMoH (CHAJIC). Ilo-rondamara 4acT oT CllydaHTe Ha XMIOHATPHEMHS Ca
¢bo0IMaBaHH NPH NALHMEHTH B CTApUecKa Bb3pacT, 0C0OEHO B ChYETAHHE ChC CKOPOIIHA aHaMHes3a 3a WK
Ha/H4Me Ha CHCTOAHHE, MPEAPAINONArale KbM IpoMeHH BbB BogHuA 6anac. [Ipy nauueHTHTE ©
MOBHIIEH PHCK OT XHNOHATPHEMMUA ¢ M3HCKBA OBHLICHO BHHMAHMHE; KATO HANPHMED TPH NMALHEHTH B
CTap4ecKa BB3pacT, NALMEHTH C IHpP03a, AeXHAPATHPAHH NAHEHTH HIH [ALMeHTH, TeKYBaHH ¢
JUYPeTHLH.

IIpeycmarnoessane Ha neueHuUemo

CHMITOMHTE Ha OTHEMAHE Ca YECTH MPH NpEeKpaTIBaHe Ha JeueHHETOo, 0cobeHo B CiiyyauTe, KOraro
NpeKpaT4RaHETO C¢ H3BBPINBA PA3Ko (BkK. Touka 4.8). B KIHHHYHE MPOYYBaHHA HEXeNaHH CHOMTHY,
Ha0N0AaBAHU IPH PA3KO NPEKPATABAHE HA IEUEHHEeTO Ca ChOoDIIABAHH NPH OKOJIO 45% OT MalueHTHTe
JEKYBAHH ¢ AYJIOKCETHH H OpH 23% oT nauHeHTHTe npHemany muauebo. PHCKbT OT CHMITOMH Ha
oTHeMaHeTo, HabmonasaHu n1py SSRI’s n SRNI’s Moxe Jia 3aBHCH OT HAKONKO (aKkTopa, BIIIOYHTENHO
NPOABDKHTEIHOCTTA H JI03aTa Ha JIeYeHHETO H OT CTeNeHTa Ha IOHHKaBaHe Ha po3ata. Haili-uecto
Ha0nmoIapaHiTe HexXeNaHN peakiHH ca nocoueHH B Touka 4.8, Karo uano cuMntomMuTe ca Jiekn 10
YMEPEHH, BENPEKH Ye TIPH HAKOH OT MALHEHTHTE T¢ MOTAT Ja ObJaT TEXKH [0 HHTEH3HTET. Te
OBHKHOBEHO BB3HHKBAT B PAMKHTE HA ITBPBHTE HAKOIIKO JHH OT MPEYCTAHOBABAHE Ha JIEYEHUETO, HO €2
JOKNaABAHH M MHOTO PEAKH CIy4au Ha TAKMBA CHMIITOMH IIpH DALMEHTH, DPONYCHAIH 033 NO
HeBHHUMaHHe. KaTo 14010 T€3H CHMITOMH €a CAaMOOTPAHHYABALIH ¢¢ M OOMKHOBEHO OT3EYYABAT B PAMKHTE
Ha 2 ceMHIIH, HO IIPH HAKOM HHAHBHOM, TE MOXE [la ¢a HamuLe no-opiro (2-3 Mecelia | noeeue). ETo
3al00, NPH NPEYCTAHOBABAHE HA IeYeHHETO ¢ IPelopbyBa NOCTENEHHO IIOHHKABaHe Ha A03aTa HA
IYTIICKCETHH, 33 TIEPHOA He HO-MANKO OT 2 Ce/IMMILH, B 3aBHCHMOCT OT MOTpe0HOCTHTE Ha NanHeHTa (B,
ToYKa 4.2).

Hauueum ¥ & cmapyecka sv3pdem

[Tpu nanueHTH B CTap4ecKa BB3PacT ¢ FOMAM JENPECHBEH €NH30]] H T€HSpATH3HPaHO TPEBOXKHO
pascTpoiicTBO JaHEHTE 3a ynoTpebara Ha 120 mg nynokceTHH ca orpanuyeHu. Eto 3amo, neueHueTo Ha
NalMeHTH B cTapyecka Bb3pacT ¢ MAKCHMMATHATA Ko3a TpA6Ba 1a ce M3BLpINBA ¢ IOBHILIEHO BHHMAHHE
(Bx. Touka 4.2 u Touxa 5.2),

Aramusus/nicuxomomopro besnoxoiicmso

YnorpebaTa Ha AYTOKCETHH ¢ CBBP3BA ¢ N0ABA HA AKATH3HA, KOATO CE XapaKTepu3npa ChC CYOSKTHBHO
HETIPHATHO HIH H3TOLIHTENIHO YYBCTBO Ha 0e3mokoHCTBO H HYK A OT YeCcTo ABHAKEHHE, CRIIPOBOJEHA OT
HecTIocoOHOCT 3a CeJICHE H CTOEHE Ha eAHo MAcTo. [lo-BepoaTHO € TOBA 1a ce MPOsSBH B PAMKHTE Ha
NbPBUTE HAKONKO CEAMHIHA OT JieueHueTo. [Ipy nauMeHTH, KOHTO NOIYYAT Te3H CHMOTOMH,
NOBUALIABAHETO Ha J03aTa MOXKeE Ja ObJie BpeaHO.

Jexapemeenu npodyKmu, CoOBPUCAUY QVIOKCEMUH
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JlynokceTsH ce M3M013Ba N0 Pa3NHYHH THPrOBCKH MapKH 3a HAKOMKO MOKa3aHuA (neucHne Ha AnabeTHa
HEBpOnaTH4YHA GONKA, roleMY LENPECHBHH EMH3I0OAHN, TEHEPANM3HPaHO TPEBOXKHO PAaIcTPOHCTBO H CTpec-
HHKOHTHHEHLHS Ha ypuHata). Tpabsa 1a ce u3barea ynorpebara Ha OBEYE OT €HH OT TE3H MPOOYKTH.

Xenamum/nosutienu uepnodpobHY en3umu

CrpobiaBanu ca cny4a Ha 4epHOAPOOHO YEPEKAAHE C NYNOKCETHH, BIJIOMHTENHO CHITHO TIOBHILEHHE HA
yepHOAPOOHHTE el3umHu (>10 TETH ropHaTa rpaHKLa HA HOPMATa), XEMATHT H KBITEHHRA

(Bx. Touka 4.8). [ToBedeTo OT TAX HACTHIBAT N0 BPEME Ha NPBUTE MECELM HA NedyeHue. XapaKTepbT Ha
4epHOAPOOHOTO YBpeXKAaHe € NPeIHMHO XenaTtouenynape. JlynokceTin TpadBEa Ia ce U3MNo3ea ¢
NOBHIIEHO BHUMAHHE MPH NALHEHTH, JIEKYBaHH C APYrH JieKapcTBeHH TIPOAYKTH, KOHTO C€ CRBp3BAaT C
YBpE:KaHe Ha YePHHA Jpob.

3axaposa

TebLpauTe cTOMALIHO-YCTOWIHBY KaNcyaH APHTaBH ChAbPAAT 3axapo3a. [lanHeHTHTe ¢ peaKu
HACNEACTBEHH NpobaeMH Ha HElIOHOCHMOCT KbM IpYKTO3a, MKKO30-TATaKTo3Ha ManabcopOuus HIn
3aXapa3o-HIOMANTAIHA HEAOCTATLYHOCT He TpAOBa 1a IpHeMaT TO3M JIEKAPCTBEH NPOAYKT.

4.5 B3anmopgelicTBHS ¢ APYTH JeKAPCTBeHH NPOAYKTH H IpYrd (JOpMH Ba BIaHMOAelicTBHE

Huxubumopu na monoamunooxcudasama (MAO-unxubumopy): TIopaan pHCK OT CEPOTOHHHOB CHHIPOM,
IOyMOKCETHH He Tpa0Ba Ja ce M3MoAzBa B KOMOHHAIMA ¢ HeCceleKTHBHH, HeobpaTuMu
MOHOAMHHOOKCHIa3HH HHXHOuTOpH (MAQO-uHXuGHTOPH), UNH oHe 14 IHH cnel pexpaTABaHe Ha
neyenneTo ¢ MAO-uuxubuTopr. B3 0CHOBa Ha MONYKHBOTA Ha JYNOKCETHH, € HeoDXOANMO Ja H3IMHHAT
noHe 5 IHH chel cnHpaHe Ha APHTaBH H NpeqH Aa 3anovne neyenne ¢ MAQO-HHXHOHTOPH (BX. TOUKA
4.3).

He ce mpenopbs4Ba eqHOBpeMeHHAaTa yroTpeba Ha APHTaBH CbC celekTHBHUTE obpaTuMu MAO-
HHXHOHTODM, KaTo Moxnobemua (BXK. Touka 4.4). AHTHOHOTUKET NTHHE30NH] € 00paTHM HeceneKTHBeH
MAQ-uaxubuTop H He TpAGBa a ce Ha3HAYABA HA NMALMEHTH, NIEKYBaHU ¢ ApHTaBH (Bk. To4Ka 4.4).

Huxubumopu na CYP1A42: Teii kato CYP1A2 yuacTa B MeTa0oNH3Ma HA AYJIOKCETHH, EAHOBPEMEHHOTO
TIPMIIOkEHHE HA AYJOKCETHH ¢ MOomHH HEXHONTOpH Ha CYP1A2 BepoaTHO MOXKe Ja AoBene o no-
BHCOKH KOHLIeHTpanuy Ha ayiokcetuH. Onypokcamui (100 mg Beqnrk AHEBHO), MOLIEH HHXHOHTOP Ha
CYP1A2 namManaBa npHBHIHHA NIA3MEH KITHPBHC Ha AYJIOKCETHH C OKoJIo 77% H moBHIuaBa 6 OBTH
AUC,,. Ero 3ami0 AputaBHi He TpabBa 11a ce mpunara B koMOuHaLWHA ¢ MOLHH HHXHOHTOPH Ha CYP1A2
Karo ¢ryBOKCaAMHH (BX. TO4Ka 4.3).

Jexapcmaenu npooyxmu, deticmeausy evpxy LIHC: PucksT oT ynioTpeba Ha ZYJIOKCETHH B KOMOMHALHA ©
ApYTH NEeKapcTBEHH NPOAYKTH, KOUTO OKa3eat BnuaAHue Bbpxy LJHC He e oLeHABaH CHCTEMHO, OCBEH B
CIIy4aHTe, ONHCaHH B Ta3H Touka. ClefoBaTeHO ce NPenopbyBa MOBHLIEHO BHUMAHHE, KOTaTO APHTABH
ce [ipHemMa B KOMOHHALMA C IPYTH LEHTPATHC AeliCTRAIIH JIEKAPCTBEHH NPOAYKTH HIH BELECTBa,
BJIIOYHTEITHO AJIKOXON ¥ CelaTUBHU JIEKAPCTBEHH NPOAYKTH (Harp. GeH30ZHa3eNHHH,
MOpOHUHOMHUMETHLH, AHTHNCUXOTHIH, (eHobapOHTAN, CeNaTHBHY AHTHXHCTAMUHEHY).

Cepomonunepzuunu rexkapcmeeny cpedcmea: B pefiku ciyvad npy NalHEeHTH, KOUTO TIpHeMar
SSRIs/SNRIs (Hanp. mapokeTHH, ¢UTYOKCETHH) €IHOBPEMEHHO ChC CEPOTOHHHEPTHYHH JIEKapCTBEHH
cpencTea ce chobLlaBa 3a NoABaTa HA CEPOTOHMHOB CHHAPOM. [IpenopbyBa ce NOBUIIEHO BHHMaHHE, aKo
ApHTaBH c€ U3N0NI3BA €THOBPEMEHHO ChC CEPOTOHHHEPrHYHH JIeKapcTBeHH cpeacTsa, kato SSRIs,
SNRIs, TPHUHKNAHYHH AHTHASNPECAHTH, KATC KIOMHNPaMMH WM aMATpUNTHIMH, MAO- HHxnﬁ
KaTO MOKI0OSMHI HIH THHE3ONU, XCBAT KaHTApHOH (Hypericum perforatum) Wi Tpu
NeTHAHH H TpunTodaH (Bik. Touka 4.4).
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EdekT Ha TyNoKCeTHH BBPXY JPYIH JEKAPCTBEHH NPOAYKTH

Jlexapcmeenu npodyxmu, memaboausupanu om CYP1A2: (papMakoKHHETHKATa Ha TeodunuH, cybeTpar
Ha CYPIAZ2 He ce NOBIHABA 3HAMHTENHO NPH CHBMECTHOTO NIPHIOKEHHE ¢ AyAOKCeTHH (60 mg ABa MbTH
JAHEBHO).

Jlexapcmeenu npooyxmu, memabonusupanu om CYP2D6: JlynokceTHH e yMepeH HHXHOMTOp Ha
CYP2D6. Ilpy enHOoBpeMEHHO MPHIOXKEHHE HA AYIOKCETHH B 1032 oT 60 mg IBa NbTH JHEBHO C
€[IMHHYHA J03a Ae3unpamun {cybcrpar Ha CYP2D6), AUC Ha neaunpaMHH ce yBelaHuaBa 3 ITbTH.
CobBMECTHO NIPHIOKEHHE Ha TyNokceTHH (40 mg ABa MbTH AHeBHO) noBraBa AUC B cTalHoHapHO
CbCTOSHHE Ha TONTEPOANH {2 Mg ABA ITH AHEBHO) ¢BC 71%, HO He noBnnABa PapMakOKHHETHKATA Ha
HErOBHs aKTHBEH 5-XHJPOKCHN MeTabOoNHT M He ce NpenopbyBa aaanTHPaHe Ha A03ara. [1penopsusa ce
TIOBHILIEHO BHHMAHHE, aKk0 APHTABH Ce NpHIlara eTHOBPEMEHHO C JIeKapcTBEHH NPOAYKTH, KOHTO C€
merabonusupar ocHOBHO 0T CYP2D6 (pHcnepuaoH, TPEUMKIHYHE anTiHaenpecanTd [TLIA] kato
HOPTPUIITHIIHH, aMUTPRITHIHH H HMHIIPAMHH) 0co0eHo, aKO T€ HMAaT TECCH TepaneBTHYeH HHEEKC (KaTo
tnexauHH A, Npona)eHOH ¥ METOTIPOJION).

Hepopannu xonmpayenmusu u 0py2u cmepoudnu cpedcmea: PesynTaTure ot in vitro Npoy4YBaHHs
MOKa3BaT, Y€ AYNOKCETHH He HHAYLUHpa KaTanuTHYHATa aKTHBHOCT Ha CYP3A, Cneuuduunu in vive
Npoy4BaHus 33 IEKAPCTBEHH B3AHMOJEHCTBHA HE Ca MPOBEXKIAHH.

Aumuxoazyranmu u anmuazpezanmy: V3MCKBa ce MOBHILEHO BHHMAHHE, KOraTo AYJIOKCETHH C&
KOMOMHHpA € NIEPOPATHH ATHUKOATYNaHTH HIIH aHTArPEraHTH MOPaJH NOTEHIHANHO OBHIIEH PHCK OT
KBPBEHE, KOETO MOXKE Jia ce 00AcHH ¢ papMakoAMHaMu4YHO B3auMojeiicTBre. OcBeH ToBa e choblaBaHo
MOBMIIABAHE Ha CTOHHoOCTHTE Ha INR, KoraTto Ha mauMeHTH, IeKyBaHH ¢ BaphapHH ce npunara
SIHOBPEMEHHO AYNOKCETHH. Bee nak, eIHOBpeMEHROTO NpHIaraHe Ha AYJIOKCETHH H BapdapHH Ha
3ApaBH 106POBONILH B PABHOBECHO CBCTOSHHE, KATO YacT OT KITHHHYHO (apMaKONOTHYHO MPOYYBaHe He
BOJH [0 KIHHHYHO 3Ha4YHMa TTpoMeHH Ha INR cnpaMo H3XoAHHTe cTOHHOCTH HIH BbB
tapmakokHHEeTHKATA Ha R- uhu S- Baphapuu.

Edext Ha apyru JCKAPCTBCHH NPOAYKTH BbPXY AVIOKCETHH

Aunmuayudnu nexapcmeeny npodykmu u H2 anmazonucmy: CbBMECTHOTO NPUJIOKEHHE HA AYTIOKCETHH C
AHTHAUM[IH, CBIBPMANIH aNyMHHHI H MarHe3uii, HIH Ha JYJOKCETHH ¢ (AMOTHIAH, He OKa3Ba 3HAYHM
eexTt BBPXY CKOPOCTTa WIH CTENEHTA Ha abcopOLKA Ha AYIOKCETHH Clej MEPOPATHO TIPHIOKEHHE Ha
no3a ot 40 mg,

Huoyxmopu na CYPIA2: TonynaudoHHy GapMaKoKNHETHYHH AHATH3H NOKA3BAT, Ye MyIUAYHTe HMaT
no4TH 50% Mo-HHCKH [1a3MEHH KOLEHTPALIHH Ha JYNOKCETHH, B CPDaBHEHHE C HEMyMa4YuTe.

4.6 @epTHIATET, GpeMEeHHOCT H KbPMEHE
DeprunuteTB npoyuBaHus BbPXY KHBOTHH AYJOKCETHH HAMA edekT BbPXY (epTuauTeTa npH

JKHUBOTHHUTE OT MBKKH 10, a elbex'rme NpPH JKHBOTHHTE OT XXEHCKH I10JI Ca OUYCBHAHO CaMO NIPH A03H,
KOHTO [IPHYHHABAT TOKCHYHOCT IIPH Maiikara.

BpeMennocT
HaMa afeKBaTHH JaHHH 32 ynorpeda Ha 1yA0KCETHH pH OpemeHHH keHH. [IpoyyBaHua BEPXY KHBOTHH

NOKAa3BaT PENpoAYKTHBHA TOKCHYHOCT NIpH HHUBA Ha cHcTeMHa ekcno3Huua (AUC) na ,!lyIIOKCETHH no-
HHCKH OT MakCHMaTHATa KIHHHYHA eKCIIO3HIAA (BK. To4Ka 5.3).

INoreHIHANHHAT PHCK 3a XO0pa HE € H3BCCTEH.
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EnnpeMuonorduHuTe JaHHA Mpeanonarar, 4e ynorpebara Ha SSRIs no speme Ha GpeMennocT, ocobeHo B
Harfpe/Haia OPEMEHHOCT, MOXeE 1a MOBHIIH PHCKA OT MEPCHCTHPALLA NYIMOHATHA XHNIEPTOHHSA IPH
HoBopoaeHoTo (ITITXH). Benpekn, 4e He e n3cnegsana spb3kata Ha [TITXH ¢ nedenrero cve SNRI B
IPOYYBAHHAA, TO3H NOTEHIHANEH PHCK He MoxXe 1a Obae H3KMOoYeH IIPH JYNOKCETHH, KATO ce HMa
TIpeABYA CBbP3aHHA MeXaHH3IbM Ha JelicTBre (MHXMOMpaHe Ha 0OpaTHOTO 3aXBalllaHE HA CEPOTOHHH).

Kakto u npu gpyruTe cepOTOREPrHYHH JNEKAPCTBEHH MIPOJYKTH, MPH HOBOPOASHH MOTAT JIa Ce MPOSBAT
CHMINTOMH Ha OTHeMaHe clie] ynotpeba Ha IyNoKceTHH oT malikaTa O/3ko o TepMHHA. CHMIITOMMTE Ha
OTHEMaHe, HabMionaBaHK [IPH AYNOKCETHH, MOTraT A2 ObJAT: XHIOTOHHA, TPEMOP, HEPBHOCT, 3aTPYAHEHAS
B XpaHEHEeTO, PECIIHPaTOPeH AHCTPEC M rbpYoBe. [TI0BEYETO OT CHy4auTe ca HaDMIoAaBaHH HITH TIPH
PaXIAHETO HIH HAKOIKO AHU CNe] PAKIAHETO,

ApuTapu Tpa6Ba ja ce H3M03Ba M0 BpeMe Ha OpeMEHHOCT, CaM0 ako TIOTeHLHAJTHATA N0/3a ONpaBaasa
TIOTEHIHATIHEA PHCK 3a muoga. Jenure Tpabea Aa OBAAT CHBETBAHM Ja HHPOPMHUPAT JIEKAPA CH, aKO
3a0peMeHenT, WM aKo IIaHHpaT 3a0peMeHABaHe MO BpeMe Ha JISYEHHETO.

Knpmene
B13 0cHOBA Ha npoy4BaHe, IPOBEREHO NpH 6 KEPMEIH KEHR, KOUTO HE Ca KbPMIJIH CBOHTE AecLa €

YCTAHOBEHO, Y€ AYNOKCETHH C& eKCKPETHPA B KbpMarTa NIPH X0pa B HEIHAYUTENHO KOJIHYECTBO.
[prbnu3uTenHaTa fHeBHA 1032 IpH AeLa Ha Oaza mg/kg e okono 0,14% oT f03aTa, NpHeTa OT MaliKaTa
(B:k. Touka 5.2). Thif kaTo GezonacHoCTTa Ha AyNokceTHH npi Hebeta He e ycTaHOBeHa, ynortpebara Ha
ADpHTaBH MO BpeMe Ha KbpPMEHE He ce NpenopbYBa.

4.7 EdekTn Bnpxy cnocofuocTra 33 wodupane 7 pabora ¢ MAIIHEA

He ca H3BLpIIBaHH IPOYYBaHHA 32 BIHAHKETO BHPXY cNocoOHOCTTa 3a WwodupaHe H paboTa ¢ MalIHHH.
Ynorpebara Ha nyNOKCeTHH MoXe Ja Gbe CBBP3aHa ChC cequpaHe 1 3aMasHocT. [lanuentrTe TpaGaa aa
ObJaT IOCHBETBAHM, M€ aKO MOJIYYaT CEAHPAHe HITH 3aMadHoCT TpAOBa Ja H30ArBAT NOTEHIHAHO
PHCKOBH AeHHOCTH, KATO WOhHpaHe WK paboTa ¢ MallluHy,

4.8 HemenaHn rekapcTBEHA PeaKIHE

a. Pestome na npopuna na be3onacrocm

Hati-wecto C'BOGIHaBaHPITC HEXe1aHY peaklHi NpH MallHeHTH, JTEKYBAHH ¢ A¥A0OKCETHH Ca: raacHe,
r1aBoONHE, CYX0Ta B YCTAaTa, COMHOJIEHTHOCT H 3amaiiBane. [10BEHYETO OT 4ECTHTE HEXeNaHH peaKiuy,
obaue ca ¢nabo 1o ymepeHo H3paszeHH, OGHKHOBEHO BL3HHKBAT B HA4aN0TO Ha TEPAlHATA ¥ OBEYETO OT
TAX OT3BY4Y4T B X0Ja HA TepanHATa.

6. Peziome na Hexceranume 1exapemeenu peaxyui, npedcmaseno e mabauya
Tabnuua 1 nokaspa HexkenaHWTe peakunK, HaGRIOIaBAHH NPH CNIOHTaHHO ChoOLaBaHe W NpH Mauebo-
KOHTPOJIMPAHH KIHHUYHH MPOYuBaHHA.

Tabnuna 1: Hexenanu peakunn
Ouenka Ha yecToTa: MHOTO YecTH (>1/10), yectn (>1/100 no <1/10), Heuectn (=1/1 000 no <1/100),
peaxu (=1/10 000 no <1/1 000), MHoro peaks (<1/10 000).

HpH BCAKO I'PYNMHPAHE MO YECTOTA HEXKCITAHHTES CClJCI(TH Ca NpeACTaBeHH B HH3XO0AAL pel MO OTHOIUEHRE
Ha TAXHATA CCPHO3HOCT.

MHoro uecT Mecn Heuectu IPenxcu
Hughexyuu u undpecmayun
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[J'Iapnurn*r

Hapywenua va upynnama cucmema

HaHIAKTHYHA
peaKLna

HapyleHus, cEbpP3aHH
CBE

MMALMEHTH ¢ AHA0eT

KCBPBX4YBCTBHTETHOCT
\EHAOKPURRY HADYUEH U
XUnoTHPEOHOHIBM
Hapyiuenun na Memabonuama u Xpanexsemo
[HamaneH aneTur Xunepraukemus exuaparanus
ﬁcwﬁmasaﬂa XMIIOHATPUEMHUA
MPEAMMHO MpH ICHAJIC®

Icuxuuny napyuenus

HECTIOKOHHUTE KpaKa
Jlomo kavyecTro

e3ChHAE ICyHumaHa uaeaums ” |CyHUHAHO NoBefieHue "
Br36yna Hapymerua Ha cbHa  [MaHus
Hamaneno nuGuao  [BpyKcH3BM XamourHanun
TpeBOXHOCT JezopueHTanus rArpecm u ruse’
ATOJNIOrHYEH A naTHs
OpTrazsM
ITaToNOTHYHH
CHHMILIA
Hapywenun na nepsriama cicmema
I'nasoBonue 3aMasHOCT Muoxmonyc CepOTOHHHOB
ComHonenTHOCT Jleraprusa AKartusus cHHApOM®
TpeMop HCPBHOCT KDHByﬂCH“I
IMapecTesus Hapyurenue na IcuxomoTopro
BHHMAHUETO 6esnokoficteo’®
Jucreysus ExkcrpanupamMuanu
JucknHe3ns cHmMnTOMK®
CHHIpOM Ha

Ha CEHA
Hapywenus na ovume
3amwracHo 3penne | Mugprasa I'nayxoma
3pHTENnHH
HapyeHHs
Hapyiuernua na yxomo u aabupunma
TuHHTYC ! Bepruro
Bonka B yxoto
Cupoeunu napyutenun
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IMannaTauun Taxukapaus
Hapgkamepua
ApUTMHA,
npeAHMHO
npeachpaHo
MBXKICHE

Crdoeu Hapyuenus

[osHILEHO CHHKOI Xnnegléonuquu
KpEBHO Xuneprouns>’ KpH3K™
HandraHe OprocTaThuHa
3auepeaBaHe XHOTOHAS

CTynern KpaiiHHIA

Pecnupamopnu, 2pvonu u Meduacmunainu Hapyuwenun

[1pozdBane Crarane B repioro  [HaTeperuuyanta
EnucTakcuc Genoapobua Gonecr'®
EozxHO(bUHNHA
FIHeBMOHHXG
Cmomaiuno-upesnu Hapyiesus
Tanene 3anex Cromaluno- CroMaTHT
Cyxora B ycrara Huapus IpeseH XemaToxe3ua
Bonka B kopeMa KPBBOH3/HE Jlom mex ot ycrara
Mosprmane TactpoeHTephT MHKpOCKOTICKH
JucnencHs OpurpaHe KOITHT
dnarynenuua lactput
Hducharus
Xenamoburuapnu napyuenus
XenatuT YeproapoGua
IMopyiueHu HCJIOCT&TB'-IHOCTS
YepHOAPOOHH JKbarenua’

enaumu (ALT, AST,
anxanHa ocdarasa)
OcTpo yepHoapoGHO
YBpexkKaaHe

Hapywenus na xoxcama it nOAKoMNCHama mykan
Jacuneno Hompo w3notasane | Cusapom Ha CTuBBAC-KOMXKEH BACKYIHT
MNOTEHE Yprukapus JhKoHCBH®
Obpus Kowrakren AHTHOHERPOTHYEH
HNEPMATHT oToK®
Crynena nor
Peaxuun Ha
(OTOMYBCTBHTETHOCT
IMoenwena
CKJIOHHOCT KbM
KbpBEHE

[Hapyuenus Ha MYCKYIHO-CKEREMHAMA CUCMEMA U COECUHUMETNAMA MbKAH
MyckynHo- ckeneTHa [MyckyiHO pH3IMYC
Bonka HanpeKeHue
Myckyner cnasbm  [[loTpenBaHe Ha
MYCKYJIHTE

[Hapywenun na Gvopeyume u RUKOUHUME Rbmuya

11
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JTH3ypus BambpxkaHe Ha ypuBa [IpoMeHen MHpPHC HA
YecTo yprAHpaHe 3aTpyaHEHO ypHHATA
lypHHHpaHe
HukTypHa
Tlonnypua
amaneHa auypesa
Hapywenun na ep3npouzsodumennama cucmema U 2opdama
EpekTHina HHEKOJIOTHIHO Menonayzanuu
michyYHKUAS pBEHe CHMITTOMH
Hapyienne ua EHCTPYANHU ["anakropes
EAKYNauMaTa apyLeHHs X HITEPNPONAKTHHEMHA
Babaesena eakynauus JCexcyanHa
HehYHKLIHS

QJIKA B TECTHCHTE

WU HGPVIRERUS U Ehermu Ha MACINOMO Ha NPUADXCEHNE

amane’ Bosika B IrbpAHTE
YmMopa IAGHOPMHH yCelLllaHHa
JypcTRO 33 CTYA
axna

Brpucane
HepaznonoxeHue
UyBCcTBO 3a TOIIHHA
Hapymena noxonka

Hacnedsanin

10

'Y penuvapane Ha

QHIGKEHUE HA Eeoxaqnane Ha
ONeCTepOsia B KPbBTa

€rIoTOo rnoTo

[ToBHLUEHAE Ha
peatuHocoKuHa-

aTa B KpLBTa
OBHLICHHE Ha KaJlHA
KpBBTa

Cryuan Ha KOHBYJICHH M CJIyMaHl Ha IIyM B YUIHTe ca ChOOIIaBaHH CBINO H ¢l NPEKpaTABaHe Ha
JIEYEHHETO,

Cry4ayn Ha OPTOCTATHYHA XMIIOTOHMS ¥ CHHKOII ca chofliasann, ocoGeHo B HAYATOTO Ha
JICYEHHETO.

Buxre Touka 4.4

Cnyvan Ha Bpaxe0HOCT U MAB ca ch00IIaBaHH 0coOSHO B HAYANOTO HIIH Clie] NPEKpaTABaHE HA
J€YEHHNETO.

Ciryuan Ha cyMUH/IHA HAaUHMA H CYHUMAHO NOBeAeHHE ¢a ChOOLABAHH O BPEME Ha JIEUEHHE C
NYTOKCETHH HIIH BEHara Ciefl IpeKbCBAaHE Ha leueHHeTo (Bk. Touka 4.4)

OneHeRa 4eCTOTA Ha HEXENAHH peakUuy, ChOOLIEHH [IPH NOCTMAPKETHHIOBOTO HAbMIOIEHH e, HE ca
HabmoaaBaHK B nnauebo KOHTPONHPAHH KITHHHYHK OPOYYBaHHA.

He e crarucTHyeckn curuidpuranTHO pasnuuHa ot naanebo.

ITaganero ce cpellja N0-4eCTO PH MALHEHTH B CTAp4ECcKa BE3pacT (265 rogHinHa Bb3pacT)
Ouenenara yecToTa ce 0a3Hpa Ha JaHHW OT BCHYKH KJIHHHYHH HPOYYIBAHHA

YecroTaTta e H3UHC/IeHa Bb3 OCHOBA Ha M1ALe00-KOHTPOIHPAHH KIMHHYHH H3NHTBAHAA

6. Onucarue na uabpanu Hexcerany AeKapeMeeny Pearyiu

IIpexpaTapanero Ha nyaokceTHH (0coOeHO KOTaTo e BHE3anHO) HeCTo BOAH 10 CHMIITOMH Ha OTHEMAHe.
3amaiiBane, CeH30pHH HapylleHus (BKIIOYHTENHO MAPECTe3UA HIH yCSIIaHHA, TIONOGHH HaHp N
HA eIEKTPHYECKH TOK, 0coBeHO B 061aCTTa Ha I71aBata), HapyILCHHS B ChHSA (BKIIOYHTE
HHTEH3HBHO ChHYBAHE), YMOPa, COMHONEHTHOCT, Bb30yza HIIH TPEBOKHOCT, FafieHe H/
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TpeMop, rnagobonHe, MHANTH, pa3pasHUTENHOCT, JHAPHS, XHIEPXUAPO3a H BEPTHIO Ca Hafi-1ecTo
CboOOILZBAHHTE HEKENAHH peaKLiH.

Haii-o6110, 3a SSRIs 1 3a SNRIs, Te3u cbOHTHA Ca TekH 10 YMEPEHH U CaMOOrPaHH4aBaLIH C€, BBIPEKH
4e [IpH HAKOM HAalMeHTH Te MoJKe 3 ¢a TEXKH W/UIM npoAb/kuTenHu. [lopajau Topa ce npenopryea,
KOraTo HE ce HAJIara M10BeYe EYEHHE ¢ AYJIOKCETHH Aa Cé U3IBLPLIH [IOCTENEHHO CHpaHe, upes
NOHIKABaHE Ha Jo3ata (BX. TOYKH 4.2 H TouKa 4.4).

Mpe3 12-ceaMuyHaTa ocTpa $a3a Ha TpH KIHHHYHH POYYBAHHA C JY/OKCETHH NpH NALHEHTH ¢ AHabeTHa
HeBponaTHyHa Golka NpH NALMEHTHTE Ha JICYEHHE ¢ AYJIOKCETHH € HabnroaaBaHo ciabo, Ho
CTATHCTHYECKH 3HAYHMO TMIOBHIUEHHE HA KPbBHATA IMOKo3a Ha ragHo. HbAlc e crabuneH i npx
MALHEHTHTE IEKYBaHH C AyNOKCETHH H NpH NAUMEHTHTeE NeKyBaHH ¢ nauedo. [Ipes dazata Ha
YABIKABAHE Ha TE3| NPOYYBaNHA, NPoAbLIKANA N0 52 ceIMALM € HATMYHO NoBHILeHHE Ha HbAlc u B
rpynara Ha JyJIOKCETHH M B IPYNAaTa Ha PYTHHHA Tepamnus, Ho CpeJHOoTo moBHinenue e ¢ 0,3% no-sucoko
B IpynaTa Ha JIeYeHHe ¢ JyTOKCEeTHH, ITpH MalyueHTH, JTeKyBaHH ¢ AYJOKCETHH € Hajluue cnabo
NOBMUIEHKE HA KPLBHATA IMIH0OK032 Ha IAAJHO ¥ Ha oflIus XonecTepon, AoKaTo Tesu nabopaTopan
H3C/IeABaHUA ca c1ab0 HaManeHH B rpynaTa Ha pyTHHHA TEpallHs.

KopHrupasauat cnpaMo cepiednara uectota QT unTeppan npu nalMeHTHTe, NISKYBaHH ¢ AYNOKCETHH HE
€€ pa3IHvaBa OT TO3H, HalNKIaBaH [pH NalMEHTHTE, JleKyBaHH ¢ Mnane6o. He ca Habnonasann
KIHHHYHO 3Ha4uMH pasnuki B usMepennte QT, PR, QRS wnu QTcB Mexay nauueATHTe neKyBaHH ¢
JYAOKCETHH H TE3H NEKYBAHH ¢ naaueGo.

2. ITeduampuuna nonyrayus

O6me 509 neguaTpHYHK NALKEHTH HA BB3PACT OT 7 10 17 roAHHH ¢ TONAMO JENPECHBHO pasCTPOHCTBO H
241 neguaTpHYHH NAUHEHTH Ha BB3pacT OT 7 o 17 rofMaH ¢ reHepalH3dpaHo TPEBOKHO pascTpoRCTBO
€a AEKYBaHH C AYJIOKCETHH B KIHHHYHH NMpoyuBaHns. KaTo uano npodunsT Ha HeXETAHHTE JeKapCTBEHH
peaKLHH Ha AYIOKCETHH NPH Jena H IOHOLIH ¢ NoAo0eH Ha To3d, Habnoapan IIpH BE3PacTHH.

O61o 467 neaHaTpyIHK NAIHEHTH, KOATO THPBOHAYAMHO CA PAHIOMHIHPAHH 1a NPHEMAT AY/JIOKCETHH B
KIHHHYHH MPOYYBaHHA HAMaNABAT TernoTo cu cpedHo ¢ 0,1 kg kem 10-Ta ceamuna B cpapHeHue ¢ 0,9 kg
cpelHO yBenH4eHHe npH 353 naunenTH, nonyuasams nauebo. Cren Toea 1o BpeMe Ha 9€THPH- 10
IHeCcTMECEUHHA NEPHOA Ha NpoAb/KeHHe, IIPH NalUeHTHTE ce HabmoaaBa cpeAHa TeHACHLHA KbM
Bh3¢TAHOBABAHE HA H3XOMHO TEMIO B IEPUSHTHIN Bb3 OCHOBA HA 0MaKBAHOTO TETTIO 110 JAHHH 33
MIONYNALHATA, CROTBETHO N0 BLIPACT H TIOL.

B npoy4BaHua ¢ NPOSBIAKKHTEIHOCT A0 9 Mecena NPH NAI[MEHTHTE OT NEAHATPHYHATA Nomynalus,
JIeKyBaHH ¢ LYJIOKCEeTHH, ce Habmoaaea obimo cpeaHo HaManeHue oT 1% Ha NepLeHTHIA 3a PbCT
(namanenue ot 2% npH geua (7-11 roguan) v yeennuenue ¢ 0,3% npu lonowms (12-17 roaunn)) (Bx.
Tovka 4.4).

CovoflaBane Ha NOHO3UPAHH HEKENAHH PeakiMu

CrobInaraHeTo Ha MOAO3HPAHH HeXXeNaHH PeakuMK Ciiel paspelllaBaHe 3a ynoTpe(a Ha TeKapCTBEHHA
TIPOAYKT € BaKHO. T0Ba N03B0J19BA A2 NPOIBDKH HADMIOACHHETO Ha CEOTHOLIEHHETO TION3a/PHCK 3a
NexapcTBeHHA NpoaykT. OT MEAHLUHHCKHTE CIELHANHCTH CE H3UCKBA Ja ¢ho0lnaBaT BCAKa NOA03Hpana
HeskelaHa peakuus ypes M3npiHuTeHA areHuusa No nekapcTeara, yi. ,.Jlaman Ipyes” Ne 8,1303 Codyns,
ten.: 02 8903417, yebcaiit: www.bda.bg.

49  Ilpenosmpane p————

Cpobiuwapany ca cyyaH Ha NpeO3HpaHe C AYTOKCETHH B 103u oT 5 400 mg, caMocTOATE;
KOMOHHANMS C ApYTH N€KapCTBEHH MpoAyKTH. Habronasanu ca HAKOIKO CMBPTHH CITY
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NPH CMECEHO NPeIO3HpaHe, HO CBIIO Taka ¢ AY/0KCETHH CAMOCTOATENHO B 1033 OT IPHONHINTEIHO
1000 mg. [Tpu3HaLkTE U CHMOTOMHTE Ha NPeAO3HpaHe (AYIOKCETHH CAMOCTOATEIHO WY B KOMOHHANHA
C APYTH JeKapCTBEHH IIPOJYKTH) Ca: COMHONEHTHOCT, KOM&, CEPOTOHHHOB CHHAPOM, I'bPYOBE,
NOBPBIIAHE U TAXHKAPIAMA.

He e u3BecTeH cneunduyen aHTHAOT Ha AYNOKCETHH, HO aKO Bh3HHKHE CEPOTOHMHOB CHHAPOM MOXKE Ja
¢e npoBese cueuHHIHO icdeHHe (Hanp. ¢ UMNpOoXeNnTaiiH H/WIH TeMnepaTypeH Kontpon). Tpa6sa aa ce
IOAABPXAT NPOXOAUMY AUXATESIHUTE ThTHING. ﬂpermp'bqna CE€ NPOCHCnABaHe Ha CHPACTHHTE W JKH3IHCHN
NOKa3aTeNH, 3a€AHO ¢ HOAXOAALUIN CHMIITOMATHYHH H NOANBPXKamH MepkH. CTOMaIlTHA MPOMHBKA MOXe
Aa € NoKa3aHa, aKO C¢ H3BBPIOH Bb3IMOKHO Haﬁ-cxopo Ched IOrnbIlaHeTO HIH MPH HAIHEHTH CBC
CUMNTOMM. AKTHBHMAT BBIJIeH MOXe Ja NoJie3eH 3a orpaHirvaBaHe Ha abcopbuuata. JlynokceTnH uma
ronam odeM Ha paslpegencHue H € MAIKO BEpPOATHO GopcHpanaTa Auypesa, XeMonepdy3ua 1 obMeHHa
nepy3us 1a ca oT [oasa.

5. ®APMAKOJOI'HYHH CBONCTBA
5.1 dapmaxoIRHAMHYHH 1AHHH

GapMakoTepaneBTHYHa rpyna: Apyrn antuaenpecanti, ATC koa: NO6AX21.

Mexanu3bm Ha NeHcTBHE
HynoxceTnn e KombuHHpaH HHXMOHTOpP Ha ofpaTHOTO 3axBamane Ha cepoToHuH (5-HT) u HopagpenanuH

(NA). Toii cnabo urxnbupa oOpaTHOTO 3aXBamaHe Ha JonaMuH, §e3 3HaYHM a(uHHTeT KBM
XHCTAMHHEPTHYHHTE, JOTIAMHHEPTHYHH, XOJMHHEPIHYHE H alipeHepriudHy pelenTopu. JlynokceTHH ao3a-
3aBHCHMO MOBHLIABA eKCTPaLeNy/IapHUTE HHBA Ha CEPOTOHMH M HOPAJAPEHATHH B Pa3iHYHH 06JIacTH Ha
MO3bKA IIPH KHBOTHH.

DapMakoTHHAMHYHY edekTi

JyNoKCEeTHH HOPMAJM3HpPa Npara Ha 60JKa 1pH HAKOJIKO TpeAKIAHAYHH MOJIeNa Ha HeBponaTHYHA GoKa
H GonKa NIPH Be3MaJleHHE H HaMANIABa PeAKIMATA KbM Golka npu MoZien Ha [ocTosHEA Jonka. CuaTa ce,
4e neliCTBHETO Ha JYJOKCETHH Aa NnoTucka 6onkaTa € BCICACTBEHE Ha IIOTEHIIUPAHE HA HH3XOAAMNTE
ITBTHILA 32 HHXMOHpaHe Ha Gonkara B LIEHTPAIHATA HEpBHA CHCTEMA.

Knuninuna edukacHocT H Ge3onacHoCT

Tonamo denpecusro pascmpoticméo: JlyTOKCETHH € HICAEABAH B INTHHHYHH MPOTPaMH, BKITIOYBALIH

3 158 naumenTy (exenosnmus ot 1 285 nanuenToroanmn), KOUTo 0TroBapaT Ha DMS-1V kputepuute 3a
Texxa genpecud. EQukacHoCTTa Ha IyIOKCETHH NPH NIpeNOpbYHTENHA AHEBHA 1032 0T 60 Mg BeaHbMkK
OHEBHO € YCTAHOBEHA NPH TPH OT TPHTE NPOBeAeHH PaHEOMH3UpaHH, ABoHHO-cnenHt, nnanebo
KOHTpoIMpatu ¢ duikcupana 103a npoyvBanna B ocTpa gaza NpH Bb3PacTHH aMOyJIaTOPHH ALMEHTH C
rofsmM Aenpecuiel enusoa. Karo uano, edrkacnocTra Ha AYJOKCETHH € JEMOHCTPHpaHA NPH OHEBHA
no3a Mexay 60 v 120 mg B 00wo neT ot celleMTe PaHIOMH3HPAHH, NBOHHO-CIeN!, IWialedo
KOHTpOJMpaHH, ¢ PuKCHPaHa 1032 NPOYYBAHHA B OCTpA (pa3a NpH Bb3pacTHH aMOyJIaTOPHH MAllHeHTH ©
TOJISIM AETIPecHBEH enmH30A.

JlyNOKCETHH OKa3Ba CTATUCTHMECKO IPEANMCTRO CNpAMO Ianebo, npocieneHo Ypes nofobpende Ha
obwms ckop no 17-roukopara ckana Ha Hamilton 3a ouenka Ha aenpecusta (Hamilton Depression Rating
Scale (HAM-D)) (BKIFOMHTETHO H HA eMOIHOHANHHTE H HA COMATHYHHTE CHMIITOMH Ha JeNpecHs).
CrenexTa Ha OTTOBOP ¥ PEMHCHA €A CBINO CTATHCTHYECKH 3HRYHMO MO-BHCOKH NPH AYNOKCETHH, B ..o

GunK ¢ Texka nenpecus (u3xoguo o HAM-D>25).
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B npoyuBaHe 32 NpenoTBpaTABaHE Ha PEMAUB, MALHEHTHTE NOBIHANH cé 0T 12-CeAMHYHO OCTPO
JIeYeHHE B OTKPHTO NpPOYYBAHE C AYJIOKCETHH 60 mg BeIHEHK JAHEBHO, Ca PAHZOMUINDAHN UNH Ha
IyNokceTHH 60 Mg BeHBX AHEBHO MM Ha nanebo 2a oule 6 Mecena. [Ipunaranero Ha JyAOKCETHH

60 mg BeaHbk AHEBHO NMOKA3Ba CTATHCTHYECKO 3HAYHMMO NPeIUMCTBO B cpaBHenHe ¢ nnauebo (p=0,004),
110 OTHOLIEHHE HA H3MEPBAHETO Ha MEPRHYHA Kpailina Touka, npodiIakTHKATA Ha PeHUANB Ha NENpechs,
H3MepeHa Ype3 BpeMeTo J0 peuHanBa. Yectorara Ha peUANBHTE TI0 BpeMe Ha 6-MeceuHHA ABOHHO-CIIAN
nepHoy Ha npocneasgane € 17% u 29%, ¢hOTBETHO, 34 AYNOKCETHH H 3a nnaueo.

ITo BpeMe Ha 52-cenMHYHOTO MIaNe00 KOHTPONHPAHO ABOHHO-CHAIC JISYEHHE ISKYBAHHTE C AYJIOKCETHH
NALMEHTH C pelluQHB Ha FONAMO JenpecHBHO pascTpoitcTeo (MDD) HMaT cCHrHHQHKaHTHO O-TBILC
HescumnrTomen nepuoa {p<0,001) B cpapHeHNe ¢ NallleHTHTE, PAHIOMHIHPAHH Ha Nale0o. Beuuku
MAIfHEHTH NpeaBapUTENHO Ca ce NOBIUANY OT LYJN0KCETHH N0 BPEME HA OTKPHTO JIEYEHHE C AYIOKCETHH
(28 1o 34 cenmuum) npH no3a ot 60 a0 120 mg paesHo. [o Bpeme Ha 52-ceamuvHaTa manebo
KOHTpOJIMpaHa JeoliHo-cna dasa Ha nevenne 14,4% oT NauueHTHTE, TEKYBaHH ¢ AynokceTHH H 33,1%
OT MaLHEHTHTe, JIEKYBaHH ¢ Naauedo, nonyyasaT peuHaHB Ha nenpecHBHAaTa cuMnToMartaka (p<0,001).

EdexrsdT oT npunarareto Ha 60 mg 1ynoKCeTHH BeAHEK JHEBHO MPH NAUMEHTH ¢ JeTIpecHs B CTapUecka
BB3pacT (265 roIiHA) ¢ OlieHeH cllenndHYHO B NPOy4BaHe, NOKa3Balll0 CTATHCTHYECKH 3HAYHMA pa3iiKa
B HaMaliBaHeTO Ha pesynrtata no HAMD cbe 17 ckopa npH NauyeHTHTe, JIEKYBaHH C TyJIOKCETHH, B
cpaBHeHHe ¢ mialeto. [TonocHMOCTTa HA KynokceTHH 60 Mg BeAHbK THEBHO NpH MALHEHTH B CTApYecKa
BB3pAcT € CpaBHHMA ¢ Ta3H, HabJironasaya NpH No-MAajiH Be3pacTHY nadeHTy. JaHHKTe, oDaue, 3a
NaluHeHTH B CTapYeCcKa Bh3PacT, H3IOKeHH Ha MAKCHManHaTa 1o3a (120 mg AHEBHO) ca OrpaHHYeHHY,
[opagy KOETO c¢ MpenopbiBa MOBHIEHO BHUMAHHE NIPH JISUeHHe Ha Ta3H nomynalus.

I'enepanusupano mpesoxcno pascmpoticmso: JIyIOKCeTHH I0Ka3Ba CTATHCTHYECKH 3HAYUMO NPEIHMCTBO
CrpaMo iaueGo IpH MeT OT NeT NpoyuBaHns (BKTIOMBALIH 9ETHPH PAHAOMH3HPAHH, JBOHHO-CIIENH,
nauebo KOHTPOIMPAHH OCTPU NIPOYYBAHHA H NPOYYBaHe 3a Mpo(HIaKTHKA Ha PELIHANB TIPH BB3PACTHH C
reHepalH3HpaHo TPEBOXKHO PasCTPOHCTRO).

Hy.l'lOKCeTPIH NoKa3Ba CTATHCTHYECKH 3HAYHMO NPCIUMCTBO CIIPAMO nnaueﬁo, H3MEPEHO 4pE3
nojaoGpenHe Ha oI CKOP NO cKana 3a TpesoxHoeT Ha Hamilton (Hamilton Anxiety Scale (HAM-A)) u
ckopa 3a 0610 GYHKIHOHATHO Pa3CTPOHCTRO MO CKala 33 HHBaNHAHOCT Ha Sheehan (Sheechan Disability
Scale (SDS)). Crenenure Ha NOBNHABAHE H PEMHCHA Ca CbILO NO-BHCOKH NPH JYJOKCETHH B CPaBHEHHE ¢
nnauedo. J{ynoxceTHH mokasga CPaBHUMH pe3ynrtaty 3a edHKacHOCT ¢ Te3H Ha BennadaKcH OT rneaHa
ToYKa moxobpenue Ha obuins ckop mo HAM-A.

[lpu npoyuBane 3a NPOPUAAKTHKA HA PELWIUB, NALMEHTHTE, NOBNHABAIIY CE OT 6-MECEYHO OTKPHTO
OCTPO JIEHEHHE C RYJIOKCETHH, ¢a PaHIOMU3HPAHH [a NpYEMaT MIH AYNIOKCETHH, HIH Tauebo za
nocneapaimuTe 6 Meceua. Jyiaokcetun 60 mg o 120 mg BeHbXK THEBHO MOKA3Ba CTATHCTHHECKH
3HAYMMO TIPEAMMCTBO B CpakHeHNe ¢ mianebo (p < 0,001) npn npodunakTHKa Ha pelHAHE, HIMEPEHO
Ype3 BPEMETO 10 TI0ABa HA pelHaB. YecToTara Ha pellHAHBH npe3 6-MeceYHHA NePHOA Ha NOCNeNBalloTo
Jpoftro-cnano npocneaasane e 14% npu gynokcetdH H 42% npu nnane6o.

EdukacHOCTTa Ha IyNOKCETHH OpH A03u OT 30-120 mg (rbBKaBo A03HpaHe)} BEQHBX JHEBHO IIPH
NalHeHTH B cTapyecKa Bbipact (65 rogHHn) ¢ reHepaau3Mpano TPEBOKHO PascTpoHCTBO € OlieHeHa B
€IHO NPOYYBaHE, KOETO [I0KA3Ba CTATHCTHYECKH 3HaYuMo Nonobperne B o6mug ckop no HAM-A 3a
NalKeHTHTe, JIEKYBAHH C AYXOKCETHH, B CPaBHEHHE C MalHeHTHTE, lIonyyaralny njiauedo. E¢ukacHocTTa
H Ge3onacHocTTa Ha TynokceTHH B Ko3u oT 30-120 mg BeJHEX THEBHO NMPH NAUHEHTH B CTAPUECKA
BB3PAacT C IeHepalH3IHPaHO TPEBOXHO pa3cTpOiCTBO ¢a MoA00HH Ha HabMOAABaHHTE B IPOYYBAHHA NPH
Mo-MJIaJH BE3PACTHH NALUHEHTH. BBIpekH TOBa JaHHHTE 3a NALKEHTH B CTApYECKa BB3PacT, H3NIONEHH Ha
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Huabemna nepugepna nesponamuuna 6onka: EQHKacCHOCTTa Ha JY/NOKCETHH 3a JiedeHHe Ha AuabeTHa
HEBpOTIATHYHA DOJIKA € YCTaHOBSHA B 2 paHIOMH3HpaHH, 12-ceaMi4Hn, asolino-cnenH, naauebo
KOHTPOJIMpaH# MpoyYBaHHA ¢ PHKCHpPaHa J03a NPH Bb3pacTHH (22- 1o 88-roaumnuy) ¢ AuaberHa
HeBponaTH4YHa 6oNka B NpoALIDKeHHE TOHe Ha 6 Mecena, [lanneHTHTE, OTroBapsilH HA AUarHOCTUHYHHTE
KPHTEPHH 34 I'OJIAMO JEIPecHBHO Pa3cTPOHCTEO, ca MIKHOYEHH OT Te3H Npoy4BaHus. KpHTepHit 3a
ITBPBHYHA KpaliHa TOUKA e CeIMHYHATA CpelHa CTOHHOCT Ha 24-yacoBaTa DoJKa, KOATO € OTpa3sBaHa
eXeJHEeBHO B THEBHHK Ha malMeHTHTe 1o 1 1- ToukoBara ckana Ha Likert.

B apete npoyuBanns AYAOKCETHH, IPHIOKEH B A03a 0T 60 mg BegHLX AHepHO H 60 mg aBa MHTH JHEBHO
3HAUHTENHO HamangBa GonkaTa, B cpaBHeHue ¢ mnane6o. EQekTsT pH HAKOH NallHEHTH € BUAHM Npe3
IbpBaTa ceIMHLA HA JleveHHe. Pasukata B cpeiHOTO Hogo0peHHe MeXIy ABETe paMeHa Ha aKTHBHO
neveHue e HeaHaurrenHa. Orbenssano e none 30% choduwaBano HAMANABAHE HA SonKaTa NpH
npHONH3UTENHO 65% OT JieKyBaHHTE ¢ JYJIOKCETHH NauueHTH cpemty 40% 2a nnanebo. CroTReTHHTE
undpu 3a none 50% penykuus Ha Hosxara ca ce0TBeTHO 50% H 26%. CreneHTa Ha KIMHHYEH OTTOBOD
(50% unm nopeve noaobpeHHe Ha DONKATA) € AHAIHIMPAHA CMOPEl TOBA JANH NALHEHTHT € NOJTYyYrII
COMHOJIEHTHOCT NIO BpeMe Ha JTEHEHHETO HIH He. 32 MauMeHTHTe, KOHTO He ¢a NMONYYH/IH COMHOJEHTHOCT
¢ HabmonaBal KIHHHYEH OTTOBOP NpH 47% OT NaUMEHTHTE, MOMyYaBallH AYJIOKCETHH ¥ npy 27% or
manuMeHTHTe Ha miauebo. CreneHTa Ha KIMHHYEH OTrOBODP NMPH MALMEHTHTE MOMYYHIH COMHONIEHTHOCT €
60% na nynoxcetus u 30% na nnaune6o. [Naunenture, npy KOUTO He ce HaG/MoAaBa peAyKius Ha Gonkara
oT 30% B paMKHTe Ha JTedeHne B NpoJpkeHHe Ha 60 IHY € MaKko BEPOATHO Ja CE& NOCTHIHE TOBA HHBO
IIPH T10-HATATEIIHO I€UeHue.

B OTKpHTO NPOAB/DKHTENHO HEKOHTPOJIHPaHO MPOyYBaHe HaManaBaHeTo Ha 00/KkaTa NP NaUMENTH,
TIOBJTHSAHM OT 8-CeAMHYHO OCTPO JieueHHe ¢ 60 mg AyTOKCETHH EHOKPATHO AHEBHO, C€ 3aNna3Ba 34 olle
6 Mecena, KakTo € OLEHSHO ¢ MPOMAHATA Ha 24-9acoBus cpeficH Opoii Touxu 3a Oonka no ckanara 3a
KpaTKa oleHKa Ha 6onkara (Brief Pain Inventory - BPI).

[NeauaTpHyHa NoMyIALLIA
JIynoKceTHH He e H3CNeNBaH MPH MALHEHTH Mo 7-roAMIIHA Bh3pact. [IposeleHy ca ABE paHZOMU3IHPAHH,

IOBOHHO-CHENH, MAPAISTHY KIMHHYHH Npoy4BaHud npy 800 mexuaTpH4HH NALMEHTH HA BB3pact oT 7 2o
17 rofuHH € ToNAMO JenpecHBHO pazcTpoiicTeo (B, Touka 4.2). Tesu ape npoy4BaHHd BKIKOYBAT
10-cemMuuHa malebo-KOHTPONHpPaHa H AKTHBHO-KOHTPOIHpaHa ((pryokceTHH) ocTpa $asa, nmocieaBaHa
OT ECTMeceYeH NEPHO/ Ha IPOAb/UKEHHE Ha aKTHBHO KOHTPOHpaHoTo neyeHne. Hato pamoro,
neKyBaHo ¢ AynokceTHH (30-120 mg), AuTO pamoTo ¢ akTHBHA KOHTpona ((uryokcetnn 20-40 mg) ce
pa3nryaBaT CTAaTUCTHRECKY 0T NAanebo No oOTHOoMIeHKe Ha NPOMAKATa B 0011 CKOP OT H3XO0ZHATA A0
KpaifHaTa TouKa Io peBH3IMpaHaTa ckana 3a oleHka Ha Aenpecusra npu neua (Children’s Depression
Rating Scale-Revised (CDRS-R)). [TpekpaTaBaHe Ha yYaCTHETO HOPaAH HEKEJAHH CHOHTHA € MO-4ecTo
[pPH NALKEHTHTE, IPHEMALIH IYNOKCETHH, B CpaBHEHHE C TE3H, NeKyBaHH ¢ QIYOKCETHH, NPETUMHO
nopanu rajese. [lo Bpeme Ha 10-ceIMHYHHA NEPHOA Ha aKTHBHO NeYeHHE e ChoBIaBAHO 3a CYHLIHIHO
noBeaeHue (aynokcerH 0/333 [0%], ¢myokcerun 2/225 [0,9%], nnauebo 1/220 [0,5%]). [Tpes uenun
36-ceqMmuueH Kype Ha npoyvpaHeTo, 6 oT 333 nauueHTH, KOMTO TBPBOHAYAIHO ¢4 paHIOMH3UpaHH Aa
NpHEeMaT JyJIOKCETHH, H 3 oT 225 naluueHTH, KOHTC MbPBOHAYAIHO CA PAHAOMH3HPAHH Ja MpHeMar
(NYOKCETHH NMOKA3BAT CYMUM/HO NIOBeIeHHE (KOPHTHPAHA CIPAMO EKCIIO3HIUATA YeCTOTa HA CYHLHIHO
noBeAcHHe 3a AynokceTHH ¢ 0,039 cbOuTHS Ha nanneHT Ha roguxa, 1 0,026 3a dnyokceTun). OCBeH ToBA,
ellH NauHeHT, KOWTO € NpeMuHal oT niauebo Ha JieyeHne ¢ AYJOKCETHH € UMl CYMUHIHO NOBEICHHE,
JOKATO € pHeMa AyJI0KCeTHH.

[TpoBeAeHO € paHAOMITHPaHo, ABOHHO-CIANO, ianedo KOHTPONHpPaAHO POyIBaHe NPy 272 NANMEHTA Ha
Bb3pacT 7-17 rofus# ¢ reHepalH3HpaHo TpeBoxHO pascTpoicrso. [IpoyyasaneTo prmoyra 10-¢
nane6o kOHTpoIUpana octpa ¢aza, nocneasana or 18-ceAMHYEH NEPHOA HA MPOABIDKEH]
neveHrero. B ToBa npoyuBase € H3loa3BaHa reBKaBa CXeMa Ha I03HPaHe, 3a 13 ce NaAe;
GaBHO noBHLIABaHE HA A03aTa OT 30 Mg BEAHBK AHEBHO A0 NO-BHCOKH 03 (MAKCHMM
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AHEBHO). JleveHHeTo ¢ yNOKCETHH MOKA3BA CTATHCTHYECKH 3HAMHMO NIO-TONAMO NoAo0peHHe Ha
CHMIITOMHTE Ha FEHEPATHINPAHOTO TPEBOKHO PA3CTPOHCTRO, KAKTO € OLEHEHO C ITOMOIITA Ha CKopa N0
CKaJlaTa 3a TEXKECT Ha NeHepalH3HpaHo TPeBOkHO pasctpoiictBo PARS (cpenHa pawinka Mexy
nynokceTHH H manebo ot 2,7 touku [95% I 1,3-4,0]), ciea 10 ceamuuy Ha nevexue. [ToxaspxaneTo
Ha edekTa He e oneHaBaHO. HaMa cTaTHCTHYECKH 3HaYHMa pa3NHKa OTHOCHO NPEKpATABAHE HA
NPOYYBAHETO NIOPARH HEXeNaHH ChOHTHA MEXAY TPYIIHTE ¢ AYAOKCETHH H Naneto mo speme Ha
10-cenmnynara paza Ha ocTpo JeveHue. [iBaMa NalHEHTH, KOHTO ca NIPEXBBPIIEHH OT NAauebo KbM
AYJIOKCETHH cliejl ocTpara ¢asa, H3MATBAT CYHUHIHO HOBEIEeHHE, JOKATO MPHEMAT AYIOKCETHH 10 BpEMe
Ha (aszaTa Ha MpoALpkeHHe. He e HanpaBeHo 3aKTIoUeHHE OTHOCHO IATOCTHOTO CHOTHOMEHHE
NoN3a/pPUCK B Ta3K BL3pacToBa rpyna (BX. cbiuo Touku 4.2 1 4.8).

EBponeiickata areHups 1o nekapersara ocBo00KIaBa OT 3aJbJDKCHHETO 33 [IPEJOCTABANE Ha
PE3YATATHTE OT NPOYBAHNA ¢ AYNOKCETHH NPH BCHYKH TIOATDPYIH Ha TIEAHATPUYHATA NOMYIALHA OPH
NeUYeHHE HA roJIAMO JENPECHBHO Pa3cTpoiicTRo, IHadeTHA HEBPOMATHYHA GONKA H reHEpATH3HPAHO
TPeBOXKRO pascTpoiicTBO. BukTe Touka 4.2 33 MHGOpMaLHg OTHOCHO ynoTpebarta npy aena.

5.2 dapmMaKOKHHETHYIHH CBoiicTBa

JIynOKCeTHH Ce& IPHNAra Karo CaMOCTOSTENSH eHaHTHOMED. [lyNoKCeTHH ce MeTaboNK3upa eKCTEHINBHO
oT okcupaatueHH ed3uMH (CYP1A2 u moaumopduuat CYP2D6), ¢ nocaeasalio KOHIOTHPaHe.
GapMaKOKHHETHKATA Ha JYJOKCETHH MOKAa3Ba BUCOKA HHTEPHHAHBALYanHa Bapuabunnoct (Hait-06mo
50-60%), ko#TO OTYACTH CE IBLILKH Ha 10713, BE3PACTTa, CTATYCA HA TIOTIOHOMYLISHE H CHCTOAHUETO HA
Mmerabonuzupaliara cuctema CYP2D6.

AbcopbuHs

HAynokceTnH ce aGcopbrpa ao6pe ciiel nepopaiHo IpHlokeHHe, kaTo Cmax ce nocTera 6 yaca cnej
nosupane. ABCOMIOTHATA MepopaiHa GHOHANHYHOCT Ha AY/IOKCETHH € B rpaHHuuTe Ha 32% no 80%
(cpenao 50%). XpaHaTa yIbIKaBa BpEMETO 3a AOCTHraHe HA MAKCHMAIHH MNa3MeHH KOHLEHTPalHH OT

6 yaca Ha 10 4aca, koeTo cnabo HamanABa cTeneHTa Ha pe3opbuns (npubmsntento 11%). Tean npomenu
HAMAT KNHHHYHO 3HaYCHHE.

Paznpeaenenne

JIyMOKCETHH ce CBBP3BA C IIa3MEHHTE NPOTEMHH NIPH Xopa npubiuzutento B 96%. JynoxkceTHH ce
CRBp3Ba H ¢ andymuH, H ¢ anda-1 kucenus rmukonpotert. [IpoTeuHHOTO CBBp3BaHe HE Ce MOBNHABA OT
OpOpevHo UNH YepHOZPoOHO yBpEKIAHE.

Buotpancgopmanns

JynokceTHH ¢e MeTaboIH3ipa eKCTEH3MBHO M MeTaboNHTHTE Ca eKCKpeTHpar NPeaHMHO ¢ YPHHATA.
Iuroxpomute P450-2D6 u 1A2 katannsupaT o6pa3yBaHeTO Ha JBATA OCHOBHH MeTabonnTa -
CRIOKOPOHOB KOHIOTAT HA 4-XMIPOKCH AYNOKCETHH H CyN(aTeH KOHIOraT Ha S-XHAPOKCH 6- METOKCH
AYNOKCETHH. BB3 0CcHOBA Ha in Vitro poy4BaHus, UMPKyIHpalnTe MeTaboIHTH Ha JY/TOKCETHH C& CUHTaT
{apMakosoryuHo HeaKTHBHE. PapMaKoKHHETHKATA Ha AYJIOKCETHH NMPH MAHEHTH, KOKTO Ca JIOLIH
metabonuzatopu no otHolenne Ha CYP2D6 we e creun¢u4Ho u3y4yapana. OrpaHu4eHd JaHHH
TIPeATIOJATaT, 4€ NPH TE3W NAUAEHTH NIa3MeHHTe KOHIEHTPALMH Ha JYNIOKCETHH Ca NMO-BUHCOKH.

Ennmununpane
EnuMHHARMOHHUAT NIONYXUBOT HA AYICKCETHH € B rpanutuTe ot 8 10 17 uaca (cpeno 12 vaca). Cnea

HHTpPABEHO3H2 J03a, TINAa3MEHUAT KJIHPBHC HA MYIOKCETHH € B rpannuuTe ot 22 l/uac a0 46 1/49ac (cpenHo
36 V/4ac). Cnex nepopanHa 103 yCTaHOBEHHMAT NNa3MeH KIMPBHC HA Iy/OKCETHH Bapipa ot 33 /yac go
261 Vuac (cpenno 101 Vuac). P

Creunanyy gonynaiuy
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flon: Mexxay MBbKe W XK€HH ¢a HACHTHOHIMpPaHH GapMaKOKHHETHYHY PasIvKH (IPHBUARUAT NJa3MeH
KJIMPBHC € OKoNo 50% Mo-HUCHK Np#H sern). Be3 ocHOBa HA IPHIIOKPHBaHE HA CTOHHOCTHTE HA
KIMPBHCA, (PAPMaKOKMHETHUHNTE PA3IHKA B3 OCHOBA Ha MOJ1a He ONPAaBAaBaT NpenophKaTa 3a
H3ITONI3BARE HA MO-HHCKA A034 [IPH AUHEHTHTE OT XEHCKH 1o,

Bwipacm: Uaentnduiupany ca GapMakOKUHETHYHY PA3iMKK MEXAY TIO-MIANH ¥ TI0-BB3PacTHA Kexn
(=65 rogunn) (nosuwente Ha AUC ¢ okono 25%, a nonyXHUBOTET € 0kolo 25% No-AbbI OPH TE3H B
cTap4ecka Bb3pacT), BRIPEKH Y€ CTeneHTa Ha Te3d MPeMeHH He € AOCTaThyHa, 3a Aa ce obocHoBe
npoMsHa Ha Jo3ara. Karo obiia npenopoka, neveHueTo B CTapuecKa Bb3pacT TpAGBA Aa ce W3BLpLIBa ¢
MOBHIIEHO BHHMaHHKE (BK. To4ka 4.2 1 Toyka 4.4).

Bvbpeuno yspexcoarne: Nauuenture B TepMHHarHa dasa na 660petiHa HENOCTATHYHOCT HA AWATH3A UMaT
2 nbTH No-BHCOKH cToliHOCTH HAa Cmax B AUC 3a nynokceTHH, B cpaBHEHHE CbC 3ApaBH muua. Ilpu
MauHEHTH ¢ JIeKa 10 yMepeHa Ob0peuHa HeJocTaTbYHOCT hapMakOKMHETHYHHTE JaHHH 3a AyJIOKCETHH ca
OTPAHHYEHH.

HYepnodpobro yepexcoane: YMepeHoTo YepHoapobHo yepexaane (Child Pugh xnac B) oka3ea BaHsHuE
BLPXY (hapMaKOKHHEeTHKATa HA AYIOKCETHH. B cpaBHeHMe ChC 34paBH NHLA, IPH MALHEHTH C YMEPEHO
4epHoZpoOHO YBpeKNAHEe NPUBHIHHAT IIa3MeH KITHPBHC Ha AYJIIOKCETHH € 79% no-HHMCBhK, NPHBHAHAAT
TepMHHATIeH NONYKHBOT € 2,3 MbTH no-ubasr, a AUC e 3,7 mbTi no-BUCOKA. PapMaKoKMHETHKATa Ha
AYJIOKCETHH H HETOBUTE MeTabONTHTH HE € H3y4aBaHa TIpH NalHeHTH ¢ eka WM Texka Gopma Ha
YepHOAPOOHA HEAOCTATEUHOCT.,

Kvpmewpu maticy. pa3snpelieieHHETO HA AYTIOKCETHH € TIPOYYEHO IPH 6 KbPMELH KEeHH, KOHTO ¢a Onnu
noHe 12 ceaMuuy cned paxaaHe. JlymokceTHH ce OTKPUBA B KbPMAT2, H PABHOBECHHTE KOHUEHTPAUMM B
KbPMATa €a OKOJIO €AHa-YETREPT OT Te3H B I1azMata. KonH4yecTBOTO Ha AyIOKCETHH B KbpMaTa e
npubnusuTeaHo 7 pg/MHeBHO NP Do3upane ¢ 40 mg ABa METH AHEBHO. KbPMEHETO HE NIOBNUABA
(apMaKoKHHETHKATA HA AYIOKCETHH.

Heouampuyuna nonvaayun: GapMakoKHHETHYHHTE CBOHCTEA Ha Jy/IOKCETHH ITPH NEAHATPHYHH MALIHEHTH
Ha BB3pacT OT 7 10 17 roguHH ¢ rojsiMo AenpecKBHO pascTPOHCTBO C/E] IepOpaiHoO fipUaaraHe B cxeMa
Ha zo3upaHe oT 20 o 120 mg BeIHbXK JHEBHO C4 0XapaKTepH3MpaHH ¢ [IGMOIINTA Ha MOMYNALHOHHO-
MOACTHPpaHR AHATH3 BH3 OCHOBA HA JAaHHH OT 3 NpOY4YBAHHA. HpC,EI,B]‘],E[EHHTe OT Mogena nna3MeHH
KOHLEHTPALHH HA NYJIOKCETHH B CTAHOHAPHO ChCTOAHHE IIPH NeIHATPHYHH HARHEHTH B NOBEYETO
CAyHan Ca B TPAHHLIMTE Ha AHala30Ha Ha KOHLeHTpaluKHuTE, HaGJ'II'O)IaBaHH MMPH BB3PAcTHH MTALMEHTH,

53 IIpeaxananvpa JasHH 3a feomacHoCT

JyNOKCETHH He € TeHOTOKCHYEH NPH CTaHAapTeH Habop OT M3CENBaHHA 1 HE € KADUUHOTEHEH NpH
TUTbXOEE.

ITpu npoyusaHe 3a KaPLUHHOTEHHOCT, MPOBEASHO BbPXY IUbXOBE ca HAGNOAABAHH MHOMCAAPEHH KNETKH
B 4epHH# Apob Ge3 NpyrH XHCTONATONOrHYHH NPOMEHH. MeXaHH3MBT, KOHTO € B OCHOBATZ HM H
KJIMHHYHATA 3HAYHMOCT 2 HeH3BECTHH. [IpH MHIIKH OT XKEHCKHU O, TOYUABAIH JYIOKCETHH B
HpOOb/DKEHHE Ha 2 FOOMHH ce HablloaaBa NOBHILIEHA YECTOTa Ha XeNaTOLeNyTapHH aJCHOMH H
KapIUHHOMH CaMO NpPH BHCOKUTE N03H (144 mg/kg/aHeBHO), HO ce CYHTA, Ye T€ Ca BTOPHYHH BCACACTBHE
Ha YepHOApOOHATa MHKPO30MHA €H3UMHA HHAYKIHA. 3HAUMMOCTTA HA Te3H JAHHH MPH MHILIKH N0
OTHOILEHHE Ha XOpaTa He € M3BECTHA. [TpH XKEHCKH ILTBXOBE, MOMy9aBaIH AYJIOKCETHH

(45 mg/kg/nuepHo) npeay M MO BpeMe Ha YHGTOCBAHE H [0 BpeMe Ha paHHa OpemeHHOCT ce Habmozasa
TIOHHKEHHE Ha KOHCYMALIMATA HA XpaHa OT MafikaTa H Ha TENECHOTO TErNIo, HapyIIaBaHe Ha ec --
HAMaJieHH OKa3aTeNH 3a 6pos JKHBOPOAEHH U NIPEKHBAEMOCTTA Ha TOTOMCTBOTO K 3a6aBsf
ROTOMCTBOTO MIPH HUBA HA CUCTEMMHA EKCTIOSHLNA, KOUTO B Hal-706pus cayyalt ca npy,
MakCHManHarta KnuHu4IHa excriosuuus (AUC). B npoyusane 3a eMOPHOTOKCHYHOCT )
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HabmolaBaHH NO-BHCOKA YECTOTA HA ChPAEUHO-CHAOBH H CKENETHH MaldopMalHK IPH HUBA Ha
CHCTEMHA eKCTIOZHIMS MoJ MakCHMaNHaTa knnauuHa excrnosunua (AUC). He ca HabGmonasaHu
mandopManui B APYro NpoyydBaHe, 33 H3MUTBAHE HA N0-BACOKH A03H Ha pa3lIM4YHa COJt HA JYTOKCETHH.,
[1pH NpeHaTanHW/MOCTHATATHYE TOKCHKOJOTHYHH NPOYYBAHNAA [IPH [LUTLX0BE, XYIOKCETHH MHAYLHDPa
Hexxe/laHH noBeeHYeCKH eeKTH B IIOKOJIEHHETO NPH eKCTIO3HIINA N0 MAKCHMAIHATA KIIHHUYHA
excrosuums (AUC).

[TpoyuBaHus NPH MNANH MIBXOBE TIOKA3BAT NPEXOAHH eheKTH BbPXY HEBPONOBECICHYECKHTE PEAKIHH,
KaKTO M 3Ha4HTe/HO HaMansBaHe Ha TEeNeCHOTO TerJIo H KOHCYMHPaHeTO Ha XpaHa; HHAYKIHA Ha
uepHOAPOOHNATE EHIUMH; H XenaTolenyapHa BaKyoiu3auns npi 45 mg/kg/nes. O0wmaT npodun va
TOKCHYHOCT Ha AYJIOKCETHE IIPH MJIadH ITbX0Be € nojobed Ha TO3M NpH Bb3pacTHU nbXxose. HusoTto
IIpH KOETO He ce Habonasat HexenaHH edekTH e onpeaeneHo Ha 20 mg/kg/nen.

6. ©®APMALEBTHYHH JAHHH

6.1 Chnrepk HAa IOMOIIHHTE BellleCTBA

CrabpkaHue Ha Kancynara:
3axapuu chepH (3axaposa, HAPEBUYHO HHIOECTE)

Xunpomenozer ¢rartar (HP-55)
Xunpomenoza (E15 LV)
TpueTHIOB LHTpAT
XHApOKCHIIPONWILENY 1032
Tank

Cxcrap Ha kafcynara:

30 mg:

Xunpomenosa (E464)
Turanos auoxcan (E171)
bpunantho cuibo FCF (E133)
Yepen xenezen okcug (E172)
Neuarapcko MacTuno

60 mg:

Xunpomenosa (E464)
TrTanos miokcun (E171)
Yepen xeneseH okcui (E172)
Iewarapcko MacTuno
Tlevamapcromo macmuno coedbpxca:
emnax

Iponunenarnnkon

Yepen xenezed okcud (E172)
Kanuer xHapoxcua

6.2 HecnemecTamocTH
Henprioxumo
6.3 Cpok wa roguocr

24 Mecena
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6.4 Coennanan yeJoBAA 33 chXpaHeHHE

JHa ce cexpanaBa mog 25°C.

6.5 Bua # cLABLPEAHNE HA ONAKOBKATA

HDPE onakoska 3a xancynn ¢ PP kanauka Ha BHHT C BrpajieH CYIIHTEN CHIIMKATEN:

- Buooee onaxoexu 3a Apumasu 30 mg: 28, 30, 56, 60, 84, 90, 98 u 100 xancynu.
- Buodoee onaxoaxu 3a Apumasu 60 mg: 28, 30, 56, 60, 84 1 90 xancynu.
Bmucrep Al/AL

- Budoge onaxoexu 3a Apumasu 30 mg: 7, 10, 14, 28, 30 u 100 xancymnu.

- Buoose onaxosxu 3a Apumasu 60 mg: 7, 10, 14, 28, 30, 56 u 100 xancynn.

He BCHYKHM BHAOBH OMakoBKH Morar Aa ObAaT MycHaTH B npogaxta.

66 Chenmannuy HpeAnA’HE MEPKH NPH A3XBLPIAAHRE H paboTa

Hama ceupaliy H3HCKBaHHA.

7. TMPUTEXKATEN HA PASPEHIEHUETO 3A YIIOTPEBA

Actavis Group PTC ehf,

Reykjavikurvegur 76-78

220 Hafnarfjordur

Hcnanapua

8. HOMEP HA PABPEIIEHHETO 3A YIHIOTPEBA

Aputasd 30 mg - per. Ne 20150247

ApuTaBl 60 mg - per. Ne 20150248

9. JATA HA ITBPBO PASPEMIABAHE/IIOJHOBSIBAHE HA PAZPEINIEHHETO 3A
YHOTPEEA

Jlata na mepso paspemwasane: 17.07.2015 r

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

13.11.2018
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