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KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

W3MbITHITENHA ATEHUWA NO ﬂ!":i(J’JlPrf,"mil‘a.]'jﬁi—‘t

[Tpunuxku 30 mg puMHpaHH TabneTKH ;
p £ q) P Kpamxa xapaxmepucmuxa na npogyxma -

[Mpunmxu 60 mg punmupanu TadbneTku

Mpuroxerues 1

Priligy 30 mg film-coated tablets
Priligy 60 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Beska dunmupana tabnetka cbibpika AAnoOKCETHH XHAPOXJOPHA, ekBuBaseHTeH Ha 30 mg unu
60 mg nanokcetuH (dapoxetine).

[ToMOIHO BelecTBO ¢ M3BECTHO JeHcTBHe: slakTo3a. Beska tabnerka ot 30 mg cpabpxka 45,88 mg
nakrosa. Beska tabnetka ot 60 mg cwabpka 91,75 mg nakrosa.

3a MbJIHUA CNIMCBHK HAa MOMOLIHHTE BEIIECTBA BHXKTe To4vKa 6.1.

3. JJEKAPCTBEHA ®OPMA

MdunMupana TabneTka.

Dunmupanure tabnerkd or 30 mg ca CBETJOCHBH, KPBIIIH, ABOHHO H3MBKHAIH, MPHOIH3MUTEHO
6,5 mm B IMaMeThbp H C rpaBUpaH HAMKC ,,30” B TPHBI'BJIHMK OT €/1HaTa CTpaHa.

Ouamupanute Tabnetkd ot 60 mg ca CHMBM, KPBIUIH, ABOMHO W3MBKHAIH, MpHOIM3UTENHO 8§ mm B
JIHAMETBP M ¢ rpaBupaH Haanuc ,,60” B TPUBIBIIHUK OT €1HATA CTPAHA.

4, KJIMHHUYHH JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

[IpunkH e mokasaH 3a jiedeHHe Ha npexkaeBpemenHa eskynauus (ITE) npu Mbxe Ha Bwb3pact ot 18
110 64 roanuHU.

anJ'lH)KH TpﬂﬁBa Ja Cc€ npeanydcesa caMo Ha NMauHeHTH, OTTrOBapPALLH Ha CIIEJHUTE KPUTEPHH.:

° M0-MaJIKO OT 2 MHUHYTH JIaTEHTHO BpeMe BbB BIIAraJIMILETO JI0 HACTBIBAHE HA €AKYJIAlMA; U

. MEPCHUCTHPALLA WIH PEKYPEHTHA efKyJalMid ¢ MUHMUMaJlHA CeKCyallHa CTHMYJIALIHA TpeH, Mo
BpPEME Ha HJIM MaJIKO Clle/l IEHEeTPALMATA U NPeId NaUMeHThT Aa ro € MoXesal; H

) 3HAYHTEIHO JIHYHOCTHO Ppa3CTPOMCTBO WIM 3aTPYOHEHH MEX(IYJIMYHOCTHH KOHTAKTH KaTo
nocneauua ot I1E; u

] cnab KOHTPOJ Ha esKyIaluaTa; 1

. aHaMHe3a Ha [PeKIEBPEMEHHA e€fAKyJauus [pH I[OBEYETO OMMTH 3a CHOLUEHHE mpe3

M3MHHaIKTE 6 Mecelia.
anJ’lH)KH Tpﬂ6Ba Aa ce rpujiara caMoO Kato JICYHCHHE MPH HCO6XOD.HMOCT Nnpead o4akBaHa CeKCyajiHa
dKTHBHOCT. anJIH}KPl HE 'I'pﬂﬁBa Aa c€ npearcea 3a 3abaBsHe Ha €AKYyJlauyaTa NnpH MbXKE, KOUTO HE

ca ¢ aMarHoctuuupana [1E.

4.2 l0o3MpoOBKA H HAYHH HA NPHJIOKEHHE

l]OBH[!OBKa




Mpwace (va ev3pacm om 18 0o 64 200unu)

IMpenopbyBaHaTa HayalHa 032 332 BCHYKH nanueHTH ¢ 30 mg, npHeMaHa npH HeoGXOIHMOCT
npubnuskTenHo 1 no 3 waca npenu cekcyanHa akTHBHocT. Jleuenueto ¢ Ilpwiwku He Tpabea na
3anoysa ¢ Ao3a ot 60 mg.

[lpunwxK He e npeqHa3HayeH 3a NMPOAL/DKWTENHA exenHeBHa ynortpeba. [Ipunwku TpaGea na ce
npHeMa, caMO KOraTo Ce 04YaKBa ceKCyanHa akTHBHocT. [Ipuwamku re TpabBa na ce npHeMa no-uecto
OT ¢JIMH BT Ha BCEKH 24 vaca.

AKO HWHAHBHAYANHHAT OTroBop kbM 30 mg e He3an0BONMTENEH H MALMEHTHT HE M3MMTBA YMEDEHH
HIIH TEXKKH HEXKENaHH peakliHi WIIH NMPOAPOMATHH CUMITTOMH, MPEANONaralld CHHKOM, J03aTa MOXE
Ja ce YBeqW4{d OO0 MaKCHManlHa Mpenopb4BaHa no03a OT 60 mg, NnpHEMaHa TIIpH HGOSXO,[IHMOCT
npubau3nTeHO 1 A0 3 yaca Npeiad cexkCyalHa akTHBHOCT. YecToraTa M TexXecTTa Ha HEXENaHUTE
peakLHH € No-BHCOKa NpH A03a ot 60 mg.

AKO NaUMEHTHT MOMYYH OPTOCTATHYHH PEaKLMM ¢ HayalHaTa [03a, T4 He TpaOBa Ja ce yBelv4yaBa Ha
60 mg (Bxk. Touka 4.4).

JlexapaT TpabBa Na HanpaBM BHHUMAaTe/IHA MHAHBHIYAIHA NpeLieHKa Ha ChOTHOLIEHHETO MON3a/pHCK
or IlpumDkH cnex MLPBHTE HMETHPH CEAMHLH OT JIGYEHHETO (MNHM Hali-Majako ciea 6 Jo3H OT
JIEYEHHETO), 33 Jla ONpele/IH JanH € MOAXOAAINO TepanHaTa ¢ [IpHIHKH Ja NPOABIDKH.

HannuTe 3a edukacHocTTa M Oe3omacHOCTTa OT JieueHHeTo ¢ [lpwmwiku nosede oT 24 ceaMuLM ca
orpaHHuyeHn. KiurduHaTta Heo6XOAMMOCT OT MNpOABDKaBaHe Ha JjedeHHeTo ¢ [lpunmwku u
CHOTHOILIEHHETO MMO/13a/PHCK OT Hero TpAGBA Ja ce MpeolleHsBa OHE Ha BCEKM wwecT Meceua.

Cmapuecka ev3pacm (65 u nogeve 200unu)

EdukacHoctTa 1 HezonacHoctra Ha Ilpwnmmxu He ca ycTaHOBEHHM NMPH MAalLMEHTH Ha 65 W noeede
TOJHHH (BX. TO4Ka 5.2).

Ileduampuuna nonynayus

Ipuwwkn He € NpHUIOKHM B MNEOHATPHYHATA MOMYNAlMA 3a MOKAZAHMETO NPEeXKACBPEMEHHA
eAKYJIALHA.

Ilayuenmu c 6vbpeuno yspesxcoane

[IpenopbuBa ce BHHMaHHe NPH MALMEHTH C JIEKO WITH yMepeHO OuOpeuHo yepexnaHe. ITpunxu He ce
npenopbuBa 3a ynorpebda MpH nauueHTH ¢ TeXKo 6u6peyHo yBpexxaaHe (Bxk. ToukH 4.4 1 5.2).

Hayuenmu c weprodpobro yepescoane

IMpwnkv € NPOTHBONOKA3aH MpPH MAUMEHTH C YMEPEHO H TEXKO HYEPHOAPOOHO YBpekaaHe
{Child—Pugh knac B u C) (k. Touku 4.3 u 5.2).

Ilayuenmu, 3a xoumo e ussecmno, ye ca CYP2D6 6agru memaboauzamopu uau nayuenmu, 1eKyeanu
¢ MowgHu unxubumopu va CYP2D6

€HOBPEMEHHO ¢ MOLIHM HHXHOUTOPH Ha CYP2D6 (Bx. ToukH 4.4, 4.5 u 5.2).

flayuenmu, nexysanu ¢ ymepenu wiu mowgnu unxubumopu na CYP3A4




Eanospemennara ynorpeba ¢ Mounn uHxubuTopn Ha CYP3A4 e nporueonokazana. Jlosara tpaGea
na ce orpaHuud Ao 30 mg NpH DALMEHTH, JIeKYBaHH €IHOBPEMEHHO ¢ YMepeHH HHXHOHTOpH Ha
CYP3A4 u ce npenoprsyBa BHHMaHHe (Bic. Touku 4.3, 4.4 u 4.5).

Hauud Ha npunoxeHue

3a nepopanHo npunoxeHue. Tabnerkure TpabGBa na ce rbATaT LENH, 3a Ja ce W3berHe ropyMBMAT
Bkyc. Ilpenopbuea ce TabneTkHTe Na ce npHemaT ¢ MHHHEMYM e€JHa MbJIHa 4awa Boga. [Ipwiniu
MOXKe /1a ce pueMa c wid 6e2 xpaHa (Bx. Touka 5.2).

IIpeonasznu mepxu, xoumo mpabsa Oa 6woam s3emu npedu paboma Wi NPURDNCEHUE HA
neKapcmaeerus npooyKm

[Npeau 3anoupaHe Ha JIEYEHHE, BK. TOYKA 4.4 OTHOCHO OPTOCTATHHHATA XHNOTOHHA.
4.3 IIporHBonoxka3anus

CBpBbXYYBCTBHTEIHOCT KbM AKTHBHOTO BEILECTBO HJIH KbM HAKOE OT I[OMOLUHHTE BELIECTBA,
u36poenu B Touka 6.1.

3HaYHMH NATOIOrHYHH CBPACUHH CBCTOAHHA KaTO!

. cepaciHa HegoctaTeyHocT (II-TV crenen no NYHA);

. aHOM&JIMM Ha [IPOBOJHATA CHCTEMa HAa CBPLETO KAaTO AaTPHOBEHTPHKyYMapeH ONoK KM
CHHJIPOM Ha OOJIHHA CHHYCOB BL3en;

] 3HAYHMA HCXEMHYHa BONeCT HA CHPLETO;

. 3HauMMO 3a00J1ABaHe Ha CHPASHHHATE KIIaMH;

. aHaMHe3a 3a CHHKOII.

AHaMHe3a 332 MAHHA HJIH TEXKa Hernpecui.

EnnoBpeMeHHO le4eHHe ¢ MOHOAMHHOOKCHIa3HH HHXubuTOpH (MAOI) unu 1o 14 qHu cned xpas Ha
neyeHuero ¢ MAOL IMo cemna nauns MAOI He TpaGBa aa ce npunarat 4o 7 AHH ciejl NPeKpaTaBaHe
Ha npuema Ha [Ipunxu (Bx. Touka 4.5).

EnnoBpeMesHo neyenue ¢ THOpMAAsMH Wik 00 14 AHE cliea Kpas Ha JiedeHHeTo ¢ THOpHAasHH. 1o
ChHLIMA HaYMH THOpPHIA3HH He TpadBa ga ce mpunara a0 7 AHM ciled MpeKpaTaBaHe HA MPHEMA Ha
[Tpunmkn (Bx. Touka 4.5).

EaHoBpeMeHHO nedyeHHe ¢ HMHXHOUTOpH Ha oDOpaTHOTO 3aXBalllaHe Ha CEPOTOHHWHA [CeNneKTHBHM
MHXHOHTOPH Ha 06paTHOTO 3axBalllaHe Ha ceportoHuHa (SSRI), nnxuburtopyu Ha o6paTHOTO 3axBalaHe
Ha cepoToHHH HopenuHedpun (SNRI), Tpuuukmuund awtHgenpecaHtd (TCA)] wiv apyru
NeKapcTBeHH/OWIKOBH TNMPOOYKTH CBbC CEPOTOHEPTHYHH edekTH [Hamp. L-TpunrodaH, TpHITaHHW,
TpaMazo, JIMHE3ONU A, THTUHIH, XKEAT KaHTapuoH (Hypericum perforatum)] wiu no 14 qau cnea kpas
HA JICUEHHETO C TE3H JIEKapCTEEHH/GHIIKOBH NMPOAYKTH. [0 CHILIHA HAYHH TE3H JIEKAPCTBEHH OUIIKORM
npoaykTH He TpAGea na ce mpunarat A0 7 JHM ciel MpekparsBaHe Ha npuema Ha [lpuwmokn (Bx.
Touka 4.5).

EnnoBpeMerHO nedyeHue ¢ MowHH HHXWOWTOpH Ha CYP3A4 Kkarto KeTOKOHA30J, WTPaKoHazoll,
PUTOHABHP, CakBUHABHP, TCIHTPOMMLHH, Heda3omoH, HendHHABHD, aTasaHABAP M T.H. (BXK. TOUKA
4.5).

VMepeHo H TEXKO YSPHOAPOOHO YBpEKIaHE.

4.4 Crnennannu npeiynpe:xieHHs H NpPeaNa3AH MEPKH IIPH ynoTpeba

O61H npenopbKH




TIpwikH € TokasaH 3a ynorpeba camo MPH MbKe ¢ IIPEX/EBPEMEHHA eAKy AL, KOUTO OTTOBAapAT
Ha BCHHKH KpHTEpHH, TTocodesH B Touku 4.1 u 5.1. Tlpwmioku we TpaGBa Aa ce MpPEANKMCBA HA MBiKe,
KOWTO He ca ¢ AMarHOCTHLHMPaHHA TIpeXAeBpeMeHHa eakynauus. He e ycTanosena fe3omacHoCTTa H
HAMA IAEHH 33 3a0aBgHe Ha eAKYJALMATA MPH MbXKe, KOWTO HE CTPAjaT OT NPEHACBPEMCHHA
eaKyauus.

Epyl H QOQMH Ha CeKCYalHa HHCQyH_ESI_.[PlH

Tlpeny NeueHHeTo, MALMEHTH C APYTH OPMH Ha CEKCyaTHa AucGhYHKIMA, BKITIOYHTENHO H 6PEKTHIIHA
auchyHkims, TpsOBa Na 6BAAT BHUMATENHO MPEreNaHH OT JIGKapHTE. [Mpwimku He TpabBa aa ce
TpHeMa OT MBXKE C epeKTHIHA AUCHYHKUMA (EIT), xouto usnonsear PDES unxubutopu (BXk. Touka
4.5).

OpTocTaTiyHa XHIOTOHHA

IMpean [a 3amouHe NEMEHMETO NeKapsT TpabBa fa nposeie BHHMATENCH MEIHIMHCKH MPErICA,
BIJTIOYBAlll AHAMHE3Aa 3a OpPTOCTATHuHH ChOWTHMA. [lpenu HayanoTro Ha TepanuaTa TpabRa na ce
nposele OPTOCTATHYEGH TecT (KPBBHO HAMAraHEe W MYJC B JIETHATO W M3NPABEHO nonoxeHue). B
cryyalt Ha aHaMHe3a 3a JOKyMEHTHpaHa WIH NOJO3WPaHA OPTOCTATHYHA peaxliud, Tpsabea na ce
u36arsa neyeHue ¢ IIpHIHKH.

Mma cbobbieHMA 33 OPTOCTATHYHA XHMOTOHHA B MPOBENCHH KIHHHYHH MPOYBAHHA. Jlexapsr,
MpeamMcBall NedeHHero, TpAGBa MpeBapHTENHO Ja MOCHBETBA NALMCHTA, HE KO TOM MOTY4H
BB3MOKHH TIPOAPOMAIHH CHMIITOMH KaTO 3aMasHOCT CKOPO CleA H3NpaBAHe, To# Tpa6Ba HezabaBHO
1a NleTHe TaKa, Ye IJ1aBaTa My 1a € MO-HECKO CTIPAMO TU10TO WIH A3 CeIHE C TNaBa MEeXy KOJICHETE,
J(OKAaTO CHMITTOMHTE OTMHHAT. JleKapaT, NpeANHCBalll JeHeHHeTO, TpabBa CBILO Taka Ja uHdpopMHupa
MAlHeHTa Ja He CE M3NPaBd PA3KO CNICA MPOTBLKHTETHO JIEKAHE WIH CelleHe.

CamoyOuHcTBO/CYMITHIAHH MHCIH

AWTHAenpecanTHTe, BKIOYATENHO H SSRI, cpaBHEHM C rwraueo, MoBUIlaBaT PHCKA 332 CYHLIHAHH
MHUCTM H CKIIOHHOCT KbM CaMoyBMIlCTBO B KPATKOCPOUHH MPOYYBaHHsA NPH Jela ¥ IOHOLIH, CTpajaili
OT rofAMO [ENpPEcHBHO DA3CTPOHCTBO M JAPYTH MCHXHYHH pa3CTPOHCTEA. KparkocpouHHTE
NPOYYBAHHs HE TIOKA3BAT MOBHLIEH PHCK 33 CKJIOHHOCT KbM caMOYyOUICTBO C aHTHIETIPECAHTH B
cpaBHEHHE ¢ MiaueSo MpH BBIPACTHH Hal 24 TOAWHH. B KIMHUUIHUTE NPOYYBAHHA C [Mpunmxku 3a
fsqeHHs Ha TIpesIeBpeMEHHa esSKyIalHsA He ce OTKPHBAT ACHH NPH3HALW 34 110484 Ha CKJIORHOCT KbM
caMOYOHIICTBO B PE3yJITAT Ha JICYEHHETO NPH OLICHKATA HA HEKENIAHHTE cbOHUTHA, BEPOATHO CBBP3aHH
¢he camoyGuiicTeo, HanpapeHa no KomyMOwHACKuA knacupMKalHOHeH AITOPHTBM 32 OLEHKAa Ha
camoyOuiicteata (C-CASA), ckanata Ha Montgomery-Asberg 3a OLEHKa Ha JAenpecuATa
(Montgomery-Asberg depression rating Scale)unu BBNPOCHHK 32 JAenpecHiTa Ha Beck-II (Beck
Depression Inventory-iI}.

Cunkorn
[MawmenTuTe Tpabpa Aa GbAaT npedynpexiaBald aa M36ATBAT CHTYALIKH, NIPH KOHTO MOXE Aa ce
CTHMTHE JI0 HAapaHABAaHHA, BKJIOUMTENHO H mwogupaHe WiH paGoTa c OMAacHYW MallHHH, B cmyyall Ha

CHHKOI WJIH TMPOAPOMATHH CUMIITOMH KaTO 3aMafsHOCT WiH CBETOBBPTEXK (sx. Touka 4.8).

Mo-4ecTo e ChOBIIABA 32 BB3MOKHH POIPOMATHH CHMITTOMH KATO rajieHe, 3aMasHoCT/Ch
w muadopesa cpe MaLUEeHTH, TeKyBaHH ¢ [IPUTHKH B CpaBHEHHE C nnaue6o.

B KIMHMYHHTE MPOY4BAHUA CIYYAHTE HA CHHKOTN, XapaKTepH3HpPAILH Ce KaTo 3]
GpanuKapIus WM CHHYCOB APECT, HaGMkOaBaHH MPH MALUMETH, HOCEILH XO/ITep
33 BA30BarajH{ Mo etHonorus. [IoBe4eTo OT TAX Ca HACTHIHIH Mpe3 IThPBHTE
CMeN MbpBATA 4032 WM CA CBBP3aHM ¢ NPOLEYPH IO NPOYUBAHETO B KTUHHYHATS
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BleMaHe Ha KpbB, OPTOCTATHYHH NPOLEAYPH W H3MEpBaHe Ha KPBBHOTO Hangrase). Bb3MoxHHTE
NPOAPOMATHH CHMITTOMH KATO rajieHe, 3aMasHOCT,CBETOBbPTEXN, NaNMHTALNH, aCTCHHA, 06 BPKAHOCT
¥ muadopesa NPHHLMMHO HACTHIBAT B PAMKHUTE Ha MBPBHTE 3 yaca cJie] pHEMa Ha JIEKapCTBOTO U
yecTo MpeaxoxnaT cuHkona. Ha nauuentute TpaGea fa ce pasachy, He MOXe 1a NOTyHaT CHHKOT no
BCAKO BpeMe ¢ WM 6e3 MpOApOMATHM CHMITTOMH B XOZa Ha TAXHOTO NEdCHME C Tpuniku.
TlpeanucBaliuTe NeKapi TpAGBA a CHBETBAT MALMEHTHTE KOIKO & BAXKHO Aa C€ NOJABPkaA aJicKBaTHA
XWIPATALA W KAK [a CE Pa3rio3HaBaT MPOJPOMATHMTE MPU3HALM H CHMITTOMH, 32 1a c© HaMansT
CepHO3HUTE HAapaHABAHMA, CBBP3aHM C NaJaHHA Mopau 3aryfa Ha cb3HaHKe, AKO MalUMEeHT NOMyuH
BBIMOXKHH NMPOIPOMATTHM CHMITTOMH, To¥i Tpa6Ba He3abaBHO lla JIETHE Taka, 4e Taeata My fia © fo-
HEICKO CTIPAMO TSJIOTO WM Ja CefHe C TNiaBa MeXIY KOJCHETe, NOKATO CHMITTOMHTE OTMMHAT M Ad
u3GATBA CUTYALIMH, MPH KOMTO MOXE Jia C€ CTHrHE 10 HApaHABAHHSA, BIIIOYHTETHO H wogHpaHe HIH
pa6oTa ¢ ONacHH MauIKHH, B CTy4ali Ha CHHKOMN WIH IpYTH [THC-edextu (. TOuKa 4.7).

[ManueHTH CBC CHPASHHOCHAOBH PHCKOBH gbam*opn

[MauneHTH ¢ MPHAPYXXABaLlO CHPAEYHOCHAOBO nafonapane ¢a M3kmoudeHH oT Daza3 KIMHHYHH
npoyusanHs. PUCKBT OT HexenaHH CBPACHHOCHAOBH H3XOAH OT CHHKOMNA (CbpAEYEH CHHKOM H
CHHKON NO JPYrH TNpPHYWHW) € IOBHIIEH MPH NAauUMEHTH C MPHOPYKABALUMK CTPYKTYPHH
CHPAEUHOCHAOBH 3abonsBaHHA (Hamp. AOKyMEHTHpaHa ofCcTpyKUMA Ha OTTOKa, 3abon4BaHe Ha
CHPACYHMTE KNalH, KapOTHOHA CTeHO3a M KOpOHapHa apTepHajHa bonect). [aHHMTE Ca
HEMOCTATHYHHY, 32 Ja Ce ONpelenH JanH MOBHLIEHUAT PHCK BKAKOYBA ¥ BA3OBATANCH CHHKOM npu
NAUMEHTH ¢ MPHAPYKABAIlO CHPACYHOCHAOBO sabonsaBaHe.

YioTpeba ¢ NCHMXOAKTHBHH BEIECTBA

TMauventHTe TpAGRa na ce ¢hBeTBAaT Ja He yriotpeGsasar Ilpummka B KOMOHHALHA ¢ NMCHXOAKTHBHH
BeLIECTBA.

IMecuxoakTHBHU BEIECTBA cBe CEepOTOHEPrHYHa aKTHBHOCT KaTo KETaMHH,
meTuneHenuokcumeramberamun (MDMA) 1 aHeTHnaMua JH3EPrHHOBA KHCCTIMHA (LSD) mowxe aa
JOBEaT N0 NOTEHLMATHO CEPHO3HHM DEaKiliH, aKko ¢e KOMOWHMpar ¢ IMpunmkn. Tesw peakuuu
BIJIIOYBAT, HO HE CAMO, APHTMHS, XHNEPTEPMHA H CEPOTOHHHOB CHHAPOM. Vnorpebara Ha [Ipumnkm
¢ TICHXOAKTHBHM BEIGCTBA CHC CEJATHBHM CBOWCTBA KATO HAPKOTHUM M OeH20AMa3eMHHH MONe
JOIBTHHUTENHO J1a 3aCHIIM COMHOJIEHTHOCTTA W CBETOBBPTE KA.

Etanon

[MaumeHTHTE TpaGBa Ja CE CHBETBAT 1A HE ynotpebapat [punikH B KOMOHHALIHA ¢ aIKOX0.
KoMBUHAHATA MEXTY ajlkoXol H [JanoKCeTHH MOXe JAa 3acHIH HEBPOKOTHHTHBHHTE edexTH,
CBBP3aHH ¢ aNIKOX0na, KaKTO H HEeBPOKapAHOreHHHTE HeXeJTaHM PEeaKlMH KaTO CHHKOT, KaTo TaKa ce

MOBHIABA PHUCKBLT OT CTyMaHHM HapaHsBaHudA. ETO 3a0 nauMeHTHTe TpaGBa na ce ChBETBAT A2
u3BArBaT ynoTpe6aTa Ha aKOXOJ, JOKATO npHeMat TIpHIKH (BXK. TOYKH 4.5u4.7).

JlexkapcTBEHH NPOIYKTH ¢ BA30JMIATUPAINY CBOACTRA
ITpuniky TpaGBa fa ce MPeANucBa ¢ BHUMAaHHE HA MAUMEHTH, MPHEMALll! EKAPCTBEHH NPOJYKTH C

Ba3OAMNIATHpALIY CBOMCTBA (KaTo anda-aapeHepriyHE PELeTTOPHH aHTArOHHCTH B HUTpATH), 10pau
BB3MOXKHO HaMA/IBaHe HAa OPTOCTATHYHHS TONepanc (BXK. TOUKa 4.5).

Vumepenu uHxuburopy Ha CYP3A4

TMpenopbusa ce BHHMaHKUE TIPH MALMEHTH, NPHEMAIIN YMEPeHH HHXUOMTOpPH Ha
orpaHmuyera 10 30 mg (8. Toukun 4.2 1 4.5).

Mouisu unxuburops CYP2D6



TIpenopbusa ce BHAMAHWE TIPH YBEIHHABAHE Ha J03aTa 10 60 mg npy MAlMeHTH, NPHEMALIH MOLIHH
uHxuGuTopu Ha CYP2D6, HiH npH TakHBa, 3a KOHTO € H3BECTHO, e ca ¢ FEHOTHII Ha CYP2D6 Gapen
MeTaboMH3aTop, Thil KaTO TOBA MOXKE /12 MOBHILH HHBATA HA EKCTIO3HLIMA, KOSTO OT CBOA CTPAHA MOXE
Ia JOBEME 10 MO-BHCOKA YECTOTAa M TeXKECT HA J0303aBUCHMHTE HeXeNaHH chOuTHA (BXK. TOUKH 4.2,
45u52).

Mauus

TMpuwxn He TpsGBa Aa ce nNpuiara Npy NAaHEHTH ¢ aHaMHe3a 3a MaHHA/XHIOMaHHUA WIH CHIIOAAPHO
Pa3CTPOHCTBO M NeueHHeTo TpAORa Na Gbae MPeyCTAHOBEHO, AKO MAaUMEHTHT MPOABH CHMITTOMH Ha
HAKOE OT Te3H 3a0onaBanni.

[punansuy

IMopanu notenumana va SSRI fa HamMansBaT npara NPUNAAbUMTE, JedeHHeTo ¢ Ipiunwxy Tpadra 1a
fblle TMpeyCTAHOBEHO TIPH BCEKH NALMEHT, KOWTO MosydaBa NMpUNaibuM, W fa ce u3barea np
MaLMeHTH ¢ HecTaGITHa enmtencHa. [TauMeHTHTe ¢ KOHTPOIHpaHa eNWIENcH TpAbBa BHUMATENHO Aa
€ NpoCaeaaBar.

[enwarpuyHa nomyaanus

Ipumiky He TpAOBa fa ce npuiara NpM auua noa 18 ronuHu.

ﬂenpecm H/HIHA ICHXMYHH HApYIICHHUA

Mbyke, MpoABABAlLM NPH3HALM M CHMITOMH Ha Jenpecks, Tpsbpa aa 6wiaT npernesaHu npeau
nedeHHeTo ¢ IIpMmkM, 3a Ja C€ HIKNOYAT HEIHATHOCTHLIMDAHH AENPECHBHH DasCTPOMCTRA.
EnnospemeHHusT npueM Ha IIpwmoke ¢ aHTMaenpecaHTH, BruountenHo u SSRI u SNRIL e
NpoTHBONOKa3aH (Bx. Touka 4.3). He ce npenopbusa npekpaTABaHETO Ha JIEYEHHE HA CHICCTBYBAILA
NeMpecks WIH TPEBOXKHOCT, 3a J1a ce 3anotHe Tepanis ¢ [Tpunwxku 3a nedenue Ha [1E. TIpunmxu He ¢
NOKa3aH 33 JIeMeHHe HAa MCHXHYHH pascTpoicrBa M He Tpabsa jJa ce npuiara npu Mubke ¢
pascTpolicTea kaTo mM30GPeHHA HWIH NIPH CTPaJailik OT KOMOPOHAHA fienIpecHA, Thif KaTo HE MOXE Aa
ce WIKIIOYM BAOLIaBAHE HA CHMITOMUTE, CBbp3aHH ¢ Jenpecuarta. Tosa mMoxe na € pesynarar oT
NpHAPY’KABAIO NICHXHYHO 3a60MABAHE WIH OT TEPANHA ¢ NeKapCTBEHH NpoayKTH. Jlekapute TpatGea
Ja CTMMYJTMpaT NalMEeHTHTE [a ChOOIHaBaT BCHYKH TPEBOXKHH MMC/IH WM YyBCTBA N0 BCAKO BPEME, a
aKO Ce MOABAT NPU3HALM H CHMITOMH 3a AeNpecys N0 BPEME Ha JIEYEHHETO, NpUeMbT Ha [lpumiku
Tpabea aa 6bae cnpsaH.

Xemoparus

Uma cnobumenus 3a abuopmMHo knpeeHe npu npuem Ha SSRI. Ilpemopbysa ce BHHMaHHE NpH
naluenTd npueMamM TIpwmiku, no-cnelHajHO NpH eIHOBpeMeHHa ymorpefa ¢ NeKapcTBEHH
TPOAYKTH, 33 KOMTO € M3BECTHO, Y€ OKA3BaT BIHSHHE BBPXy (yHKuMATa Ha TpomGouuTHTe (Hamp.
ATHMMYHM AHTHOCHXOTHUHM W (eHOTHA3HHH, alCTUICANMUMIOBA KHCEJIHHA, HECTEPOHIHH
nporueosbsnanutentn cpeactsa [HCIIBC], aHTHTPOMOOLMTHH 2reHTH) WIH aHTHKOArylaHTH (Hamp.
BapdapuH), KaKTO W FIPH MAllHEHTH C aHAMHe3a 33 KbPBEHe WIH HapylleHHd Ha KPhBOCHCHPBAHETO
{Bx. TOuKa 4.5).

b10peyHo yBpexiaHe

n5.2).

Edextn Ha otHEMaKe




HUma cnobuieHnsd, 4e pa3kOTO CNHMpaHe Ha XPOHHYHO npunaraHd SSRI 3a seveHue Ha XPOHHYHH
AENpecHBHH  pa3cTpodcTBA BOAH O  CJHEJHHTE CHMITOMH: JAHCQOPHYHO  HACTpOeHHe,
pa3fpa3sHUTETHOCT, BB30y/a, 3aMasHOCT, CETHBHH HapylueHHA (HAIpP. MapecTe3HH KaTo ycellaHe 3a
TOKOB YIap), TPEBOXKHOCT, 00BbpKaHOCT, ri1aBobonne, neTaprus, eMOLHOHANHA NTaGHIHOCT, 6e3ChHHE
H XMITOMaHW4,

Pesynrature oT ABOHHO-CIANO KIMHHYHO Npoy4BaHe mpH nauwenTH ¢ I1E, uMallo 3a uen aa ouenn
ehekTHTe Ha OTHeMaHe cnea 62-gHepeH npueM Ha 60 mg [lpwikE exenHeBHO HIM NpH
HEOOXOMHMOCT, MOKA3BaT JIEKH CHMITOMH Ha CHHAPOM Ha OTHEMaHe ¢ MAfKO MO-BHCOKA YECTOTa Ha
Oe3chbHKE H 3aMadHOCT NpH NAlMEHTH, NPEMHHANH Ha TUraUeGo cren exeHeBeH npueM (BkK. TOUKa
5.1).

HapymieHus Ha oumTe

Ynotpebara Ha TIpumiku ce CBBpP3Ba CbC 3pUTENHM edeKTH KaTo MHAPHA3a M Bonka B OuMTe.
[Tpunixn Tpabra fa ce npunara ¢ BHUMaHHE NPH NALMEHTH ¢ MOBHIIEHO BBTPEOUYHO HAIATAHE WIIH
TAKHBA C PHCK OT 3aKPHTO-BIBJIHA MAayKOM4.

JlakTo3Ha HEMOHOCHMOCT

INaupeHTH © pelKH HacneACTBEHH NpoGAeMHM HAa TalaKTO3HA HENOHOCHMOCT, [TRJIEH AaKTa3eH
AeHUHT WIH ITIOKO30-rajaKTo3Ha ManabcopSuus He TpaGBa 1a IpUeMar TOBa JIEKapCTBO.

Tosa nexapcTBo chABpka no-Manko ot | mmol Hatpuit (23 mg) Ha TabneTka, T.€. MOXe Ja ce Kaxe,

Ye NPAKTHYECKH HE CHABPKA HaTPHIA.

4.5 BsaumopaeiicTBae ¢ APYrH NeKAPCTBEHH NPOTYKTH H APYrH GopMH Ha B3aHMoOaeiicTBHe

DapMaKeOUHAMUYHIL 85AUMO0CiCMEUR
BB3MOXKHOCT 33 B3aHMOAECHCTBHE ¢ MOHOAMHHOOKCHAA3HY HHXHOHTOPU

[pu naunentu, npuemarns SSRI B KOMOHHALMA ¢ MOHOAMHHOOKCHIA3HH HHXHOHTOpH (MAOI), ce
¢b00Wwasa 3a CepuO3HH, NMOHAKOra (GaTaNHH PEaKUMH, BKIIOYMTEAHO M XHNEPTEPMMA, PUTHIHOCT,
MHOK/IOHYC, 8BTOHOMHA HECTa0U/IHOCT ¢ BB3MOXKHM OBp3u KoneGaHHA B KM3HEHHTE MOKA3ATENH,
NPOMEHH B MEHTAJIHHUA CTATYC, BKIIOYBAILM NpeKaieHa Bb30yna, Nporpecrpaiia B JeJMpyuyM H Koma.
Tesn peakumn ce crOOmWaBaT H NPH MALMEHTH, KOUTO HACKOPO Ca MPeyCTAHOBUIIM MpueMa Ha SSRI u
ca npemuHaad KpM nedenHe ¢ MAOIL Hikod or cnyyanTe MMaT XapakTepHUCTHKM, HaMoao6apalLy
HEBPOJENTHYEH MANITHEH CHHAPOM. JlaHHHMTe OT Npoy4BaHUA BBPXY KHBOTHH OTHOCHO e()eKTHTE OT
eaHospemennara ynotpeba Ha SSRI u MAOI nokassat, ue Te3M JEKApCTBEHM NPOAYKTH MOXKE ja
MMaT CHHEPIrMYHO JACHCTBHE 3a NOBMILABAHE HA KPBBHOTO HAJATAHE M MpPEAM3BUKBAHE Ha
noseaeHyYecka Bp30yna. 3atopa Ilpunioku ve Tpabea aa ce npunara B koMGHHaLmua ¢ MAOI unm 1o
14 guu cnen xpas Ha nevenHero ¢ MAOL Ilo cbuwus Haume MAQI He TpabBa Aa ce npunarat 1o
7 AHM cnen npexparaBaHe Ha npHeMa Ha ITpunioku (Bx. Touka 4.3).

BEaMo¥HOCT 32 B3aUMOACHCTBUE C THOPHIA3HH

CaMoCTOATENHOTO NPHIOKEHHE HAa THOPHAA3HH BORH A0 yABkaBadHe Ha QTC MHTepBana, KOeTo €
CBBP3aHO CbC CEPHO3HH BEHTPHKYNAPHH apHTMHM. JIEKapcTBEHH NPOAYKTH KaTo HpHJlPIJKH KOHTO
uHxubupat CYP2D6 H30€H3MM, CBIIO Taka HHXHOMPAT ¥ MeTaboaM3Ma HA THOPH
MOBHLIEHHTE B PE3Y/ITAT HAa TOBA HHBA HA THOPHJA3MH J1a 3aCHIIAT YAB/DKABAHETO

NMpeKpaTaBaHe Ha npydeMa Ha [Ipwmwoku (BXk. Touka 4.3).



JlexapcTRe HU/OHIIXOBH NPO, CBC CEPOTOHEDPIHYeH edeKT

KakTo u ¢ apyrute SSRI, eAHOBPEMERHOTO NPHIOKEHHE ChC CEPOTOHEPIHYHA JIEKAPCTBEHH/OHITKOBH
npoayktu (BkmouurenHo MAOI, L-rpunTocda, TpurTaHd, Tpamajon, auHesonun, SSRI, SNRI,
JMTHA W TIPOAYKTH,CHAbPIKALIM KBIT KaHTapuoH (Hypericum perforatum)) MoXe 1a npenu3BHKa
e(ekTH, ABDKAWM ce Ha cepoToHHHa. [Ipunku He TpaGBa a ce npunara B KOMOMHALMA C ApYTH
SSRI, MAOI mH OpyrH cepoTOHEPTHYHH JIeKapCTBEHH/GIIKOBH IPOAYKTH WIH 10 14 nHu cnejl kpas
Ha JleYeHHeTO ¢ TAX. I10 CHUIMS HAYMH Te3H AeKkapcTBEHW/GWIKOBYM NMPOAYKTH He Tpabea ja ce
NpHmarar Ao 7 AEH Cefl MpeKpaTaBaHe Ha npreMa Ha [prwkH (BX. Touka 4.3).

1L[HC-akTHBHH NeKapcTBEHH NPOAYKTH

Vnotpebara ua I[Tpumwxu B komOunauua ¢ LIHC-akTMBHH NeKapcTBEHH MPOAYKTH (nanp.
AHTHETTWIEITTULIM, AHTHATIPECAHTH, AHTHMIICHXOTUIA, AHKCHOJHTHIH, CEJATHBHH XWIHOTHLM) HE €
CHCTEMHO OLEHABAHZ TPH NALMEHTH, CTpajally OT NPeXAEBPEMeHHa edKynauus. 3arosa ce
naenopeyBa BHMMa@HWe, aKO ¢¢ Hanara ©IHOBPEMEHHO NpwiokeHHe Ha Ilpwmoxu nonobuu
NeKapCTBEHH MPOIYKTH.

DaApMaAKOKUHEMUYHU 83aUModelicmenn
E eKTH Ha €JHOBPEMEHHO IIpUIara’Hy JieKapcTseHH NpOoaVKTH Bb X APKAMOKHHETHKATA HAa

JanoKCeTHH

In vitro mpoyuBaHHs HA 4OBEIUKH 4YepHoapoOuu, 6bOpeyHH W YpEBHM MHKPO3OMH NOKa3BaT, 4e
nanokceTHH ce MeraGonusupa rnaBHo upes CYP2D6, CYP3A4 u ¢dnaBuH-MOHOOKcHMreHasa 1
(FMO1). 3aToBa HHXHOUTOPHTE Ha TE3H CH3UMH MOXE JIa IOHIWKAT KIIHPBHCA HA IANOKCETHH.

Huxuburopu Ha CYP3A4

Mousu uuxubutopu Ha CYP3A4. Ilpunoxennero Ha kerokoHason (200 mg nsa MBTH OHESHO B
NpoXbKEHME Ha 7 AHM) moBuwasa croiiHocTHTe HAa Crax B AUCus Ha panokceTHH (60 mg
eIHOKpaTHa A03a) cboTBeTHO ¢ 35% m 99%. Ilpensua y4acTHeTO Ha HECBBP3AHHTE JANOKCETHH M
JQHCMETHN AanokceTHH, Cmsx HA AKTHBHATA (PAKIMA MOXE Ja C€ NOBHIUH NPHOMHINUTENIHO C 25%, a
AUC Ha akTHBHaTa (PpaKiua MOXKE Ja C€ YABOH NPH €AHOBDEMEHEH MPHEM C MOLIHH HHXUGHTOPH Ha
CYP3A4.

VeenuyenreTo Ha Cra H AUC Ha akTHBHATA Gpakuya MOXKE 3HaYMTEIHO 13 ¢ NOBHIIAT MPH HacT OT
nomyjauusTa, NpW KosTo nurcBa QyekuuoHanen ensuM CYP2D6, te. CYP2D6 HaBHH
MeTaboMH3aTOpH, WIH B koMGuHawma ¢ MoLuHK uHxubuTopr Ha CYP2D6.

3aTOBa EAHOBPEMEHHOTO MNpWiIOKeHHe Ha Ilpwmwku ¢ Mownn uHxuburopn Ha CYP3A4 xaro
KETOKOHA30/1, HTPAKOHA30J, PHTOHABMD, CAKEMHABMD, TEJMTPOMHUMH, HedalonoH, HeldHHABHD H
aTa’aHasup € NpoTHBoNoxaszaHo. COKBT OT rpeiindpyt chilo ¢ MoiueH uuxuburop Ha CYP3IA4 u
TpaGBa na ce u36ATBa B paMKHTe Ha 24 yaca npeau npuema Ha [Tpumiki (Bx. Touka 4.3).

Ymepenu uHxubutopd Ha CYP3 A4, EAHOBPEMEHHOTO JIeYeHHE ¢ YMEPEHH rHxnOuTopu Ha CYP3A4
(Hanp. EPHTPOMMUHMH, KIaPUTPOMMLMH, G/ykoHason, aMnpeHasup, GocaMOpeHaBup, anpeluTaHT,
BepanaMmwi, AWITHa3eM) CBIIO MOKE O34 [OBHMUIM 3HAYHTETHO YBE/IMYEHAT4 CKCIOIMLMA Ha
JAMOKCeTHH M OHcMeTwn janokcerdH, ocofeno npu CYP2D6 Gasmure mertabonusatopu.
MaxcuManHaTa 1033 Ha JanokceTHH TpaGsa aa 6bae 30 mg, ako ce npuiara 8 komMOuHaums ¢ HAKoOe
OT Te3M JeKapeTBa (BXK. TOUkH 4.2, 4.4 ¥ no-10iy).

Te3u ABE MEPKH ce NparaT Ha BCHYKH NALMEHTH, OCBEH KOTAaTO MAlHMEHTHT € C
nnn dedHotun Ha CYP2D6 Gups meraGonusarop. IlpH nauneHTH, 3a KOHTO €,
CYP2D6 61p3u MeTaGonusaropH, ce mpenopb4Ba MakckMaiHa no3a oT 30 mg
xkoMOunupa ¢ moueH uHxuGurop Ha CYP3A4, a ako nanokceTHH B JO3H O
eHOBPEMEHHO ¢ yMepeH nHxubutop Ha CYP3A4, ce npenopbyBa BHUMaHHe.
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Mouiun uaxubuTopd Ha CYP2D6

CroiiHocTuTe Ha Ciax 1 AUCir Ha nanokceTHH (60 mg eIHOKpATHA A03a) Ce YBETMYABAT CHOTBETHO C
50% u 88% npu manuuuero Ha QuryokceTuH (60 mg AHEBHO B TMpoAb/xeHHe Ha 7 AHH). [lpeasua
YHaCTHETO Ha HECBBP3AHHMTE NANOKCETHH M TUCMETHI JANOKCETHH, Crmax HA aKTHBHATA (PPAKLIHA MOXE
ma ce moBHmM npubausuTenHo ¢ 50%, a AUC Ha akTMBHaTa ¢pakuus Moxe fAa ce YABOH NpH
eIHOBpEMEHeH nipHeM ¢ MOIHK HHXuGHTOpH Ha CYP2D6. Tesu yBenuueHus Ha CTOHHOCTHTE Ha Crax
# AUC Ha akTHBHaTa dpakims ca NofoGHH Ha OYaKBaHUTE CTOHHOCTH NpU GaBHHTE MeTabONH3ATOPH
Ha CYP2D6 u moxe Ja AOBeIaT A0 MO-BHCOKA YECTOTA H TEXECT Ha J0303aBHCHMHTE HEMXENaHH
crOuTHA (BK. TOUKA 4.4),

Huxuburopu Ha PDES

TMpuminiy He Tpaba Aa ce ynoTpeGsBa OT NALMEHTH, NeKysBaHu ¢ uHxubGuropu Ha PDES, mopaan
BB3MOKHO HaMajlsBaHe HA OPTOCTATHYHHA TosiepaHc (Bx. Touka 4.4), dapMakOKHMHEeTHKaTa Ha
nanokcetdd (60 mg) B komOueauus ¢ Tajanagmn (20 mg) u canmeradun (100 mg) e oueHeHa B
KPBCTOCARHO MpoyuBaHe ¢ efHOKpaTHW fA03d. Tanagadun He moBaMaBa QapMakoKWHeTHKATa Ha
nanokceTHH, CrageHadwn npUuUMHABA NIEKH NPOMEeHH BBB (JapMaKOKHHETHKATA HA JalOKCETHH
(22% ypenuuenne Ha AUCiy u 4% yBenHveHHe Ha Cumay), 32 KOHTO He Ce OYakBa Ja ¢a OT KIHHHUYHO
3HAYEHHE.

EnHOBpeMEHHOTO mnpunoxkeHue Ha Ilpumpkum ¢ uuxuburopn Ha PDES moxe pa moeene no
OPTOCTaTHYHA XHMIOTOHHS (Bxk. Touka 4.4). HE ca YCTaHOReHM edukacHOCTTAa M 0e30MacHOCTTA Ha
[lpwmky NpH MALUKEHTH, CTPajall¥ eJHOBPEMEHHO OT MPEXACBpeMeHHa edKy/alHd H epeKTHIIHA
auchyHKum, NeKkyBaHH ¢ TIpuniki B koMOuHailHA ¢ HHXKUGHTOpH Ha PDES.

EQCKTH Ha NAanoKCETHH BLPXY (QapMaKkoKHHETHKATa Ha €JHOBPEMEHHO TpPHUIAraHH JEKAPCTBEHH
NPpOayKTH

Tamcynosun

E/HOBPEMEHHOTO TNpPWIOXKEHHE HA ENHOKPATHH WIM MHOrOKpaTHH Jo3d 30mg wim 60 mg
AANOKCETHH TPH MALHEHTH, NMpHeMAllH €XeJHEBHH J03H TaMCYJIO3MH, HE BOAH JO NpPOMEHH BLB
dapmarokuHeTHKaTa Ha Tamcyno3uH. JloGaBAHETO HAa NANOKCETHH KbM TaMCYNO3HH He BOIW 1O
NPOMAHA B OPTOCTATHYHHS MPOGHA H HAMA Pa3jiiKa MEXZY OPTOCTATHYHHTE €(ekTH Ha TAMCYJIO3HH,
komOuHUpaH ¢ 30 mg win 60 mg AanOKCETMH M TO3H Ha TaMCYJIO3HH, NMPHIOKEH CAMOCTOATENHO.
Brnpexu Tosa [Mpwmwkd TpaGea na ce MpeANHcEa ¢ BHMMAHHE Ha MAUMEHTH, npuemamy anda-
aApeHeprHYHM PELENTOPHH AHTATOHHCTH [OpajHM Bb3MOXKHO HaMaifBaHe Ha OpPTOCTATHYHHA
TonepaHc (BX. To4Ka 4.4).

JlekapeTeeHu nponyktH, MeraGonusupanu ot CYP2D6

MHoroxkpaTHuTe J034 AanokcetuH (60 mg OHEBHO B NpPOABKCHWE Ha 6 [HH), MOCIEABaHH OT
enHokpatHa no3a 50 mg Ie3WmpamHH, YBEIMWABAT CPeHHTE CTOHHOCTH HA Cmax ¥ AUCr Ha
Ae3unpaMHH ChOTBETHO ¢ okono 11% wu 19% B CcpaBHeHHE CHC CAMOCTOATENHO IIPHAOXKEH
nezunpamuH. JJanokCeTHH MOXe Ja MPeAn3BHKa NOACOHO YBENHUEHHE Ha MIa3MEHHTe KOHUEHTpALHMH
Ha JIpyTH NekapcTsa, MetaGonusupanu ot CYP2D6. KiiHHIHOTO 3HaY€eHHe BEpOATHO e cnabo.

JlekapeTBeHH npoaykTH, MeraGonusupany or CYPIA4

MHorokpaTHuTe [go3d pjanokceTHH (60 mg nHeBHO B NpOAB/DKEHHE Ha
croitnoctute Ha AUCiyr Ha MeAasonaM (8 mg enHOKpaTHa 103a) ¢ NPHOH3UTEY 0%

—60 no +18%). KNHHHYHOTO 3HaueHHe Ha edeKTa Ha MHAA30/IaM BEPOATHO € HnEh ﬂ;‘% e
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MALHEeHTH, JISKYBaHH €JHOBPEMEHHO C JIeKaPCTBEH MPOAYKT, KOHTO OCHOBHO Ce MeTabonusupa ot
CYP3A u uMa TeceH TepaneBTHUEH Npo30peLl.

Jlexapctrenu npoaykry, metabonusupanu or CYP2C19
MHorokpaTHHTe 1034 janokcetuH (60 mg AHeBHO B NPOARKEHHE Ha 6 AHH) He HMHXuOHpaT
merabonuima Ha elHOKpaTHa fdo3a 40 mg omenpason. JlamoKCeTHH He OKasBa BIMAHWE BBPXY

tpapmakokuHeTHKaTa Ha ApyTH cyberpary Ha CYP2C19.

JlekapcTBeHH OPOIYKTH, MeTaGomuaupanu or CYP2C9

MHOroxpaTHUTe N103H JanokceTHH (60 mg AHeBHO B NMPOABIDKCHHE Ha 6 JHM) He OKa3BaT BAHAHHE
BLPXY (apMaKOKHHETHKaTa WM (apMaKoZMHAMHMKATA Ha €/IHOKpaTHa Ao3a 5 mg rnubeHknamun,
MaJiko BEpOATHO € JaTlOKCETHH [a NOBIHse apMakOKHHETHKaTa Ha ApyTH cybcerparu Ha CYP2C9.

Bapdapun M_jiekapcTBEHH DpPONYKTH, 33 KOWTO € M3BECTHO, Y€ BJIWAAT BROXY KOAryNalUATa WHIH

TpoMGonuTHaTa yHKINSA

Hsama naeeu, oueHasain edekTa Ha XpPOHHUYHATa ynoTpeGa Ha BappapHH ¢ JAIOKCETHH. 3aTOBa ce
npernopbusa BHHMaHWe, KOraTo JNAllOKCETHH C€ MpWiara TpH MaUMeHTH, MPHEMallH XPOHHYHO
saphapun (Bx. Touka 4.4). B eano dapmakokHHeTHUHO mMpoy4BaHe AanokceTHH (60 mg AHEBHO B
npoabbKeHHe Ha 6 HK) He OKa3Ba BAHAHHE BBPXY (apMakOKMHETHKaTa WM $apMakoqHHaMHKaTa
(PT unu INR) Ha Bapdapus cnen npueM Ha eJHOKpaTHA [03a 0T 25 mg.

Hma cuobiuieHns 3a aGHopMHO KbpBeHe npu ¢ SSRI (Bx. Touka 4.4).
Eranon

EqHOBpEMEHHOTO TIPHJIOXKEHHE C eAHOKpaTHa fo3a eraHon, 0,5 g/kg (npubnnautenyo 2 nuTHeTa) He
NoBNHABa (apMAKOKHHETHKATa Ha fanokcetdH (60 mg eOHOKpaTHa [03a), HO MOAnOKCeTHH B
KOMOMHAUMA C €TAHOJ] YBE/NHYaBA COMHOJIEHTHOCTTa H 3HAYHTE/NHO [MOHKKABA CaMOKOHTpONA.
dapMakoJHHAMHUHWTE M3MepBaHHA HA KornuTHBHMTEe HapymeHnua (Digit Vigilance Speed, Digit
Symbol Substitution Test)} cBIO MOKA3BAT AAUTHBEH €EKT MPH IHOBPEMEHHOTO MPIIOXKEHHE Ha
NanokceTHH ¢ eraHol. EnHoBpeMeHHaTa ynoTpeba Ha alkoXon H AaloOKCeTHH YBCAH4YaBa
BEPOATHOCTTAa MIM TEXECTT2 HA HEXEeJNaHWTE peaKUMH KaTo 3aMafdHOCT, CBHIMBOCT, 3abaBeHH
pednexcH WiH HenpaBHnHa mnpereHka. KomOHBaiuaTa MeXIy ankoxoj M AaNoKCeTHH MOXe Ja
3aCHTH edeKTHTe, CBHP3aHH ¢ alKOXOMa, KAKTO0 M HEBPOKAPOWOTCHHHTE HEXeNaHW peaklHH KaTo
CIHKOII, KATO TaKa ce FIOBHLIABA PUCKBT OT CIIy4aiiHH HapaHABaHHA. 3aToBa nNauueHTHTe TpabBa fa ce
CHBETBAT Aa H364rBaT vrroTpebara Ha ankoxos, Aokato npHemar [Npumokn (Bxk. Touku 4.4 u 4.7).

4.6 @epruauTeT, 6peMEHHOCT H KbPMEHe
[Mpunnky He € NoKasaH 3a ynoTpeba npH *eHH.

[IpoyyBaHMITa [PY XKMBOTHH He [IOKA3BAT NPEKH WM HETIPEKH BPEJHH e(heKTH, CBBLP3aHH ¢
deprunuTera, GpEeMEHHOCTTA HITH eMOPHOHATHOTO/QETANHOTO pa3BUTHE (BiXK. TOUKa 5.3).

He e u3BecTHO JanH JaNOKCETHH HITH HETOBUTE meTabOMHTH ce €KCKpeTHpAaT € YOBCIIKATa KbpMa,

4,7 EdexTn BbpXy cnocobHocrTa 3a wodupane u pabora ¢ MAIIHNE

Mpuwmky noBnusBa B Manka 0 yMepeHa cTeneH ¢nocobHocTTa 3a WwodHpate H pag
[lp¥ NAUHEHTH, MpHEMAIH NANOKCETHH B KJIHHHYHH TpPOYYBaHWs, ce CBhOD A
CBETOBBPTEK, HapylIEHO BHHMaHHMe, CHHKOI, 3aMBIVICHO 3peHHe ¥ CoMHPIN
nauuenTHTe TpOBa Aa 6BOAT MpeaynpesxJaBaHH a W30ArBaT CHTyalMH C BB3
BIJTIOYHTEITHO odHupane H paboTaTa ¢ OTNIaCHH MallHHHK,
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KoMmbuHaLMaTa MeXIy alKoXOa M [aroKCEeTHH MOXe JAa 3aCHIH HeBPOKOTHHTHBHHTE e(eKTH,
CBBp2aHH C AIKOXO0J1a, KAKTO H HEBPOKAPAMOreHHHTE HEXETaHH PEaKLHH KaTO CHHKOI, KaTo Taka ce
MOBHIIABA PHCKBT OT CAYyYaliHM HapaHABaHWA, 3aToBa nauuMeHTHTe TpAOBa Ja ce CHBeTBAT 1a
w3barear ynotpefara Ha ankoxosn, Aokato npuemat Ipunmxu (Bx. Touku 4.4 u 4.5).

4.8 HexelaHH JeKapCTBEHA PeaKIHA

O6001meHKe Ha npoduna Ha 6e30MacHOCT

B xivMHMYHE NpoyYBaHMA ce cHOOIIABA 33 C/Ty4ad Ha CHHKOII M OPTOCTATHYHA XHITOTOHHA (BXK. TOHKA
4.4).

CrneqHHTEe HeKeJaHH JIEKApCTBEHH peakUWH ce ChOOIABAT HaH-vyecTO BBB (paza 3 KIMHUUHK
MPOYUBaHHA U ca CBbp3aHH C fno3ata: raaeHe (11,0% wu 22,2% cHOTBETHO NpH IPYNHTE, NpHEMALIH
30 mg u 60 mg nanokcerun), 3amasHoct (5,8% u 10,9%), rnapobonue (5,6% u 8,8%), nnapus (3,5%
H 6,9%), Gescwume (2,1% u 3,9%) u ymopa (2,0% u 4,1%). Hali-uecTo cpeinaHuTe HemeIaHH
peakLMH, BOACIH 0 CTIHpaHe Ha JIEYEHHETO, ¢a rajeHe (2,2% OT nauMeHTHTe, NexyBaHu ¢ [1pumimki)
u 3aMadnocT (1,2% OoT mauneHTHTE, NekyBanu ¢ [lpumokn).

TabnuueH CNHCHK HA HEXKEJIAHHTE peakiiHi

BezonacHoctra Ha [IpUTIOKHE e oleHeHA NpH 4224 malMeHTH ¢ MpeXIeBpeMEHHa €AKyJlalus, B3C/IH
yuacTHe B NMET JBOHHO-CNENH, MNane6o-KOHTPOMHpaHH KIHHHYHKM npoyuBaHus. OT Bcuukk 4224
nauueHTd, 1616 ca npuemanu Ipumiku 30 mg npu HeobGxomumoct, a 2608 — 60 mg uau npu
HEOGXOMMOCT, HIH BEOHBK JHEBHO.

B Ta6nuua 1 ca npeAcTaBeHH CHOOLIEHHTE HEXENAHH PEAKLIHH.

Tabauna 1: Yectora Ha HexxenaHuTe peakudn (MedDRA)

Mmuoro YecTn HeuecTH Peaxu
CHCTEMO-OPTAHEH | MeCTH (= 1/100 po < 1/10) (= 1/1 600 no < 1/100) ( 1/10 000
Kjac (> 1/10) no < 1/1 000)
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TIcHXHYHHA
HAPYLIEHHS

TpesoxHocT, Pp36YyIa,
Oe3noxoicTRO,
6e3cuHue, HeoOMUAHHY
ChHHILA, HAMANEHO
aubuno

Hemnpecua, NOTHCHATO
HACTPOEHHe, ey(PopHIHO
HACTPOEHHE, MPOMAHa Ha
HACTPOEHHATA, HEPBHOCT,
Gezpaznyive, anaTui,
CBCTOAHHE Ha OOBPKAHOCT,
JIe30pPHeHTALHSA,
HeoOHYaliHu MUCIR,
CBPEXGAMTENHOCT,
HAPYIISHHE HA CbHA,
HecnocofHOCT 33
3acnHBane, ChOyxaane
Mocpe HOl, KOLMapH,
OpyKCHIbM,

3ary0a Ha Tnbuno,
aHOprasMus

HapyweHns Ha 3amagnoct, | COMHOMEHTHOCT, CHHKor, BazoBaralleH 3amagHocT

HepBHATA CHCTEMa | INaBofoNMe | HapyLIEHO BHHM&HHE, | CHHKOI, NOCTypanha npH

TpeMop, NapecTesus 3aMAaAHOCT, AKATHIUA, duzKyECcKo

JHCTEY3HA, XHHEPCOMHMA, HATOBapBAHE,
NETaprhi, CeAauns, BHE3AMHO
NOTHCHATO HHBO Ha 3acluBaHe
CB3HAHHETO

Hapyuienns Ha 3aMBIIIEHO 3pEHHE Mugpuaza (Bk. Touka 4.4),

OUHTE 6o1ka B OUMTE, HAPYICHO
3peHHe

Hapyuenus Ha Truutyc Bepruro

YXOTO H

NaGHPHHTS

Copaeynn CHHYCOB apecT, CHHYCOBa

HAPYLIEHHS Opanukapans, TaXHKapans

CpaoBn 3auepsspane XHIIOTOHHSA, CUCTONHA

HADYLIEHHHA XHIIEPTOHHA, FOPELIH BBJIHH

PecnupaTtopum, 3amyeHH CHHYCH,

IPBLAHH H Npo3ABaHE

MeAHACTHHAIHH

HADYLEIeHHS

Cromawno- laneHe Huapusa, nospbllale, Kopemen auckomdopr, Crnewna

4YpeBHU 3anek, KopemHa Gonka, | enuracTpaneH IMCKOMGOPT | (HEOTNOKHA)

HapyLWeHHsa Oonka B ropHaTa gact Jepexanys

Ha KOpeMa, JHCTICFICHA,
rarynenuus,
CTOMALIeH
IUckoMboprT,
pasziyBaHe Ha KOpeMa,
CYXOTa B ycTara

Hapymenns Ha Xunepxuaposa Copbex, cTyneHa not

KOMKATA H

NOAKOMKHATA

TbKaH

Hapywenna Ha EpexTinna Hepb3MoKHOCT 38

BLINPOH3IBOAHTEN OuchyHKIHA edAKynaLud, HapyLIEeHyA B

HaTa cHCTeMa H Oprasma Ha MBbXa,

rspaaTa mapecTe3rsd Ha MbXK
TIOJIOBH OpraHH

O6wy Hapywenns YMopa, AcTenua, ycelane 1a \

u edexrTH Ha pa3sApasHUTENHOCT TOIUIMHA, YCEIIaHE 3a
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MACTOTO Ha HEPBHOCT, HeoOHYaltHi

npRAoKeHHE yCELIAHHA, yCEeIaHe 3a
ONUAHEHHE
HicnensaHua [ToBHIIEHO KPLBHO VYuecTeH chpacUeH pHTHM,
HaJIArane TIOBHILEHO JHACTONHO

KPBBHO HATATaHE,
TIOBHIICHO OPTOCTATHYIHO
KPBBHO HAIATAHE

Hexenannre nekapCcTBEHH peaknMH, ChOOLIEHH B 9-MECEYHOTO NPOAB/KEHHE HA ABJIrOCPOUHO
OTBOpEHO MNpOY4YBaHe CBHOTBETCTBAT HA CHOOIEHHTe B JABOMHO-C/IENIHTE NPOYUYBAHHWA W HE Ce
CBOGINABAT JOMBIHHTEIHH HesKeAaHH JICKaPCTBEHH PEaKIHH.

Onucanue Ha U3OpaHH HEXENAHH PeaKIHK

B KIMHHYHH TIPOY4BaHHS ce chOOIIABa 3a CHHKOI, XapaKTepH3Wpall ce KaTo 3aryba Ha ch3HaHHMe ¢
OpaqukapAHs WIH CHHYCOB apecT, KOHTO Cce CY¥Ta 3a CBBbp3aH C JIeKapCTBEHHA MNPOIYKT H,
HaGAIONaBAHH TIPH MALMEHTH, HOCELIM XONTep MOHHTOPH. [loseueTo OT cayyanTe ca HACTBITMIIH Npes
MBPBHTE 3 yaca cliel MpHeMa, cliel TbpBaTa 4033 MIH ¢a CBBP3aHH ¢ NPOLSAYPH MO NMPOY4BAHETO B
KIMHMYHaTa OOCTaHOBKa (KATO B3eMaHe Ha KPBB, OPTOCTATHYHH TIPOLUECAYPH W M3MepBaHe Ha
KpPBBHOTO Hajisrare). CHHKONBT YeCTO € NMPeAXoKAaH OT MPOIPOMATHH CHMITTOMH (BXK. Touka 4.4).

TodaBaTa Ha CHHKON W BEPOATHHTE MPOAPOMANHM CHMITTOMH H3IJIEXKAA Ca [030-3aBHCUMH, KOETO €
BHIHO OT BHCOKATA HM YeCTOTa Cpell MAalHeHTH, IeKyBaHH C N0-BHCOKH OT MPeNopbUBaHHTE A03H BB
¢asa 3 KIHHHYHH NPOYYBAKHA.

B KIHHHYHH [POY4YBaHHA Ce CHOOLIABA 33 OPTOCTATHYHA XWIIOTOHMSA (BXK. Touka 4.4). B mporpamara
32 KIMHHYHO pa3puTie Ha TIPWIHKHM YecTOTaTa Ha CHHKOTA, XapaKTepHsHpall ce Kato 3aryba Ha
CEH3HAHKeE, € PalIMUH2 B 3aBHCHMOCT OT H3CNelBaHaTa nomynauds W sapupa oT 0,06% (30 mg) no
0,23% (60 mg) npu nvua, BKIOUEHH BB (a3a 3 1naue6o-KORTPOMMPaHH KIHHHYHY NPOYYBAHHS H
0,64% (koMGWHALMA OT BCHYKH A03H) 3a ¢a3a | mpoyyBaHHs CBC 30PaBH AOOPOBOJILM, HECTpaAALLH
ot [IE.

JpyrH crieLManHH NOMyIalHH

[penopbypa ce NOBHLUIEHO BHHMAHHE, aKO J103aTa ¢€ NOBHIIaBa Ha 60 mg mpH NallHeHTH, NpUeMalu
MouHY uuHxubuTopy Ha CYP2D6, unu ako Jo3ara ce roBHINasa Ha 60 mg MpH IAIIMEHTH, 33 KOHTO €
H3BECTHO, Ye ca c reHoTHI Ha HaBHHU MetabonnzaTopu Ha CYP2D6 (mxk. Toukn 4.2, 4.4, 4.5 1 5.2},

EdexTH Ha OTHeMaHe

Uma choblLieHHs, ve pA3KOTO CMHpaHe Ha XpoHW4HO npriaaradHd SSRI za neueHHe Ha XPOHHMUHH
JEMpEecHBHM  pa3CTpOCTBA BOAM JO0  C/NEJHHTE CHMITOMH: JWCHODHYHO  HACTPOEHHME,
pa3apazHUTENHOCT, Bb30yna, 3aMasHOCT, CeTHBHH HapylIeHHs (Hamp. MapecTe3HH KaTo yCEellaHe 3a
TOKOB yJap), TPEBOKHOCT, 00BPKAHOCT, IM1aBoboueE, NeTaprus, eMolMoHaNHa 1abuinHocT, 6e3chHue
M XHIIOMaHHA.

Pezymrarute oT npoyusaHMATa 3a 6e30MAaCHOCT MOKA3BaT MANKO [O-rofiiMa YecTOTa Ha CHMITOMHTE
Ha OTHEMaHe KaTo JIeKO M yMepeHO 6e3chbHHe H CBETOBBLPTEX IPH MAUMEHTH, MPEMHHAIH KbM
nnanebo crnen 62-AHEBEH IPHEM €KEJHEBHO.

Cnob1aBate Ha MOJO3WPAHH HEXKEJIAHH DEaKIIUH
Cro6UIaBaHeTO Ha MOAO3HPAHH HEXKENTAH! PeakidH CAe] paspellaBaHe 3a YroTpe

NPOAYKT € BaxHo. ToBa Mo3BONABA A MPOABIKH HAaOMIONEHHETO HA CHOTHOLIEH
NexapcTBeHHS TpOoOyKT. OT MEIHUMHCKHTE CIELHANMCTH €€ H3MCKBA [a
MOAO3MpaHa He)KeJlaHa peaKkLps Ype3 HALMOHATHA CHCTeMa 3a choblaBaHe:
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H3mbaHATEIHA areHUM {10 J1eKapCTBaTa
ya. JdamsaH ['pyes” Ne 8

1303 Codns

Ten.: +35 928903417

yeGeaiiT: www.bda.bg
4.9 Ilpenosupane
Hsama cpofiienus 2a ciydyay Ha Npeao3HpaHe.

HsMa HeouaKBaHW HeXenaHW CHOHTHA B KIMHMYHO ($apMakoNOrHYHO MpoyueaHe Ha [Ipumwxu ¢
AHEBHHU [03H 10 240 mg (mse aosu ot 120 mg npe3 3 vaca). Karo usano, CHMITTOMHTE Ha Npel03upaHe
¢ SSRI BKmIOYBAT HEXENaHM pEeaKUWW, AB/DKANM C€ Ha CCPOTOHHHA, KaTO COMHOJIEHTHOCT,
CTOMAIIHO-YPEBHH HAPYLIGHHS K4TO T4ieHe W TIOBPBIIAHe, TaxWKapAus, Tpemop, Beibyna H
3aMasHOCT.

B ciyuau Ha mpeosupaHe TpaGBa Ja ce NpEANpPHEMAaT HEOOXOAMMHTE CTAHAAPTHH MOLIBPIKAILHA
mepkn. [lopag BHCOKATa CTeneH Ha CBBLP3BAHE C MUIa3MEHMTE MPOTEHHHTE H rofeMns obeM Ha
pa3npefie/ieHHe Ha JAMOKCeTHH XHApOXJIopua, ¢dopcHpaHaTa AHypesa, HANH3aTa, xemornepdy3nara u
o6MeHHAaTa TpaHCY3HA € MAJIKO BEPOATHO i ca OT Toni3a. He ca H3BeCTHH CReLM@UYHH aHTHIOTH Ha
[Npwiroxy.

5.  ®APMAKOJOIHYHHU CBONCTBA
5.1 @dapmaxoaHHAMHYHH CBO/CTBA

(dapMaKoTepaneBTHYHa TPyIa: APYTH ypoJiornusu cpeacrsa, ATC kon: G04BX14

MexaHH3bM Ha AeHcTBUME

JIanoKceTHH € MOIIEH CEeKTHBEH MHXUGUTOp Ha OOpaTHOTO 3axBauiaHe Ha cepotonnHa (SSRI) ¢
ICso=1,12 1M, a OCHUBHMTE My uoBeulkM MeTabomuty — aMcMerTHn panokceTHH (ICs<1,0nM) u
aumuemetun ganoxcetud (ICso=2,0 nM) ca eKBHBaNeHTHH WIH MO-MajlKO MOIMHM (HarnokceTHH-N-
okcHi (ICso=282 nM)).

YopewikaTta eAKynalnua ¢ MeoHHpaHa OCHCBHO OT CAMIIATHKOBHR OAJ1 Ha HEpBHaTa CHCTEMA.
EﬂKy.TIaTopHHSIT meT 3ano4yea OT CITHHAJHHA pe(b.nexceH LCHTEP, MEIAHPAH OT MO3BYHHA CTBOJ1 H
TBPBOHAYAIHO € NOBJIHAH OT peauua aapa B MO3bKa (MeXHaTHH TIPEONTHYHH H NapaBeHTPHKYIApHH
aapa).

Ipeanonara ce, 4e MeXaHU3MBT Ha jieiCTBHE HA NAMOKCETHH MpH MpEeXJCBPEMEHHA €AKyNauus e
CBBp3aH ¢ HMHxuOMpaHe Ha HEBPOHHOTO OOPaTHO 3axBalljaHe Ha CEPTOHHHA M MOC/EIBAILOTO
YCH/IBaHE Ha AeHCTBUETO Ha HEBPOTPAHCMHTEPA MPH NPe- ¥ NOCTCHHANTHYHATE PEUETITOPH.

[Ipy TUTbXOBE MANOKCETHH MHXHOMpA eAKYJATOPHHS eKCIMYNCHBEH pednekc, nekicTBalikM Ha
CYMpaCMHHAIHO HHBO B JIGTCPATHOTC NAParHraHTOKIETBYHO AAPO (LPGi). TlocTraHrmnHoHHHTE
CHMIIATHKOBH B1aKHa, KOHMTO WHEPBHPAT CEMEHHHTE BE3MKY/IH, CEMENpOoBOAa, MpOCTATATa,
GynboypeTpanHuTe MyCKy/IH H IIMHKaTa Ha NUKOYHHS MEXYp, NPHUHHABAT TAXHOTO KOOPAHHHDPAHO
KOHTpaXHpaHe A0 MONy4YaBaHe Ha eAKynanus. JlanokceTMH MOMyNHpa eAKyNaTOPHUL RS

NJIbXOBETE.

KnunuyHa edHkacHocT ¥ 6e30nacHoCT

EdextnBHoctTa Ha [IpHmixu npu jedyeHHETO Ha NMpPEeXAEBPEMEHHA eAKyna \-
IBOHHO-CNeny, nuanebo-KOHTPOIHPaHH KIMHHYHK MPOYYBAHHA, B KOMTO Ca
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6081 nuua. YyacTHHUUTE ca Ha BB3pacT 18 roaunu wiM noeeye M ca ¢ aHAMHE3a 33 TIE 8 noBe4eTo OT
MOMIOBHTE CHOLUCHUSA, KOMTO Ca WMajlM Mpe3 NocaeJHHTe 6 Mecelld NMpeay BITIOUBAHE B NPOY4BAHETO.
TipexieBpeMeHHaTa eAKyNaliA € Ae(UHUpaHa CBITIACHO NHATHOCTHYHMTE KPHUTEPHH Ha DSM-IV:
KPATKO BpeMe Ha efKy/auus (B 4 OT NPOyYBAHMATA € HITONI3BAHO TATEHTHO BPEME IO HACTBNBAHE Ha
eaxynanus 868 Brarannuero [IELT; Bpeme oT BarnHaIHOTO MPOHHKBAHE 10 MOMEHTA Ha CAKyNalMi
BLB BHAranuileTo] <2 MHHYTH, W3MEPEHO ¢ [OMOWITA HAa CEKyHIOMEp), cral KOHTpOn BBPXY
esKynaLuaATa, M3paseH CTpeC WIH 3aTPYAHEHH MEXTYJMYHOCTHH KOHTAaKTH B pE3yNTaT Ha TOBA
ChCTOAHHUE.

Jluua ¢ ApyrH (GOPMH Ha CeKcCyalHa NMC(YHKIMS, BIIFOYWTENHO M ePeKTHIHA TUCHYHKIMA, MM
TaKKBA, KOMTO H3MO/3BaT pyrH GOpMH Ha dapmakoTeparms 3a nedyenyero Ha [1E, ca u3kmodeny ot
BCHYKH NPOYYBAHHSA.

PesynraTMTe OT BCHYKH pPAHAOMM3WPaHH TNPOYYBAHMA C& CBHIOCTABHMH. EdukacHoctTa €
JeMOHCTpHpaHa crej |2-CeIMMYEH MepuoA Ha Jedenwe. B eJHO OT NpOyYBAaHWATA yHACTBAT
MALMEHTH B M M3BBH rpanuuute Ha EC, ¢ TNPOZBIKMTENHOCT Ha JeveHuero 24 cenmuuu. B
TIPOYMBAHETO Ca PAHAOMH3HpaHH 1162 naumenru — 385 wa rwaueo, 388 na [Mpuwmoky 30 mg npu
neobxomumocT M 389 Ha Mpumwku 60 mg npu HeobxonnumocT. CpeaHaTa CTORHOCT M ME/HaHaTa Ha
[FELT ca npeactaBeHu B Tabnuia 2 TO-A0NMY, 8 KYMYJIAaTHBHOTO pasfpefesieHHe Ha MallHeHTH,
MOCTHIHATH NMOHE oMNpefeneHoTo HuBo B cpeanoto IELT B kpas Ha npoy4eaHeTo, ¢a NpeicTaBeHH B
tabmuua 3 mo-gony. PesynTaT OT OCTaHaNMTe NpPOyuBaHHS M COODHHMAT aHAIM3 Ha JaHHUTE B
cenqmuua 12 ca CbloCTaBHMH.

Ta6anua 2: CpeaHOApUTMETHYHA CTOHHOCT M MelHaHA HA aHATMSHPAHOTO CPEAHO IELT, uzyncneHu
10 METOAA Ha HaH-MajiKHTe KBAAPATH B Kpas Ha npoyusaHeTo*

Cpeano IELT Inauebo NMpuanxu 30 mg NMpuanxu 60 mg
MeauaHa 1,05 muH 1,72 MHH [,91 muH
13[335":2?0: n::elfeio 0,6 Muu** 0,9 Muu**
p [0,37; 0,72] [0,66; 1,06]
HHTEpBAJ)
CpenHOApHTMETHYHA
CTORHOCT, quucmzﬂa 1,7 MBH 2,9 MuH 3,3 MHH
no MeToza Ha Haii-
MaJIKHTe KBaJIpaTH
IE;:;J:,;’?O(;: ";;T:HO 1,2 MUH** 1,6 MUH **
p [0,59; 1,72] [1,02; 2,16]
HHTepBan]

*HW3xoqHa cTONHOCT, OTHECEHA 34 NaldeHTn 6e3 JaHHY c/ell HAYaloTo Ha NIPOYYBAHETO.
**PasnuKaTa € OT CTATMCTHUECKO 3HaueHHe (p-ctolinoet <= 0,001).

Ta6auua 3: [lauueHTy, MOCTHrHAAW MOHe onpeaeneHoTo HuBo B cpeasoro IELT B kpas Ha

npoy4eaHero)*

IELT ILnane6o Hpuawxn 30 mg IMpuanxu 60 mg
(min) % % %
>1,0 51,6 68,8 77,6
>2,0 23,2 44,4 479 _
>3,0 14,3 26,0

B >4,0 10,4 18,4
>5,0 7,6 14,3
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26,0 5,0 11,7 14,4

>7,0 39 9.1 9,8

>8,0 2,9 6,5 8.3

*axonHa cToHHOCT, MpeHeCceHa 3a NalHeHTH 0e3 JaHHH Cliel, Ha4Yan0TO Ha NMPOYYBAHETO,

CrenenTa Ha yankapane Ha IELT € cBbp3aHa ¢ M3X0OHATA My CTOHHOCT H BAPHPA MEXIY OTACTHHUTS
nauMenTy. KnMHMYHOTO 3HaueHHe Ha edekTuTe OT JedeHHeTo ¢ IIpumwxu Oewe NOMBIHHTENHO
AEMOHCTPHPAHO ¢ OTJIell HA PAsIMYHKUTE H3XOH OT IEYEHHETO, CHOOLIABAHH OT MALMEHTHTE H aHAIIH3
Ha JIH11a, OTTOBOPHIIM Ha JIEYCHHETO.

OTroBOpUIO Ha JIEYEHHETO € JIHLE, KOeTO € MoAoOpHIo KOHTPOa Hajl €sKy/TalUATa ¢ MUHHMYM 2
KaTerOPHH H € HAMATHJIO CBBP3AHHA C eAKYNALMATA CTPEC ¢ MUHHMYM | KaTeropus. CTaTHCTHYECKH
3HAYMTENHO TO-FO/IAM NPOLEHT MALMEHTH Ca OTTOBOPWIHM HA JICYEHHETO B rpynuTe Ha [lpuimxH B
cpaBHeHHe ¢ Tasd Ha maueo B cepmuua 12 WM 24 B Kpasd Ha NpPOYYBaHETO. [IpoueHTsT Ha
NALMEHTHTE, OTFOBOPHIH Ha JICUEHHETO, € M0-IrOMAM B FpynuTe Ha AanokceThH 30 mg (1 1,1% - 95%
CI [7,24; 14,87]) u 60 mg (16,4% - 95% CI [13,01; 19,75]) B cpaBHeHHe ¢ rpynara Ha niauebo B
ceamuua 12 (o6o6lieH aHanus).

K/IHHHYHOTO 3HaueHHe Ha eyeOHHTe edekTH oT [IpUarkd ¢ MpeacTaBeHO OT TEpaneBTHYHHUTE rpyna
3a M3MepBaHe Ha U3X0Ja OT KIMHWYHATA rofanHa npeacTasa 3a NpoOMAHA (CGIC) Ha yuacTHHKa, B
KOSTO ITALMEHTHTE ca MOMOJCHH [a HANpaBAT CpaBHEHME C NpeXIeBpeMeRHaTa CH €AKynauHud oT
HAYAN0TO Ha MPOYYBAHETO, KaTO Bb3MOXKHMTE OTTOBOPH Bapupar OT ,MHOTO no-no6pe” A0 ,,MHOTO
no-ane”. B kpas Ha npoyusaHero (cenmuua 24) 28,4% (rpynara Ha 30 mg) u 35,5% (rpynara Ha
60 mg ) OT nauMeHTHTE ca CHOOUIMIH, Ye CBCTOAHHETO UM € ,,N10-006p0” win ,,MHoro no-nobpo” B
cpaBHeHue ¢ 14% 3a mnaneGo, Aokato 53,4% u 65,6% OT NalUHEHTHTE, JIEKYBAHH CHOTBETHO C
nanokceTHH 30 mg u 60 mg, ca ChOOIIMIM CHCTOAHHETO CH KaTO ,,MAIKO no-106po” B cpaBHEHHE C
28,8% 3a nnaue6o.

52 @apMakOKHHETHYHH CBOHCTBA

AGcopbuua

JanokcetnH ce aGcopGrpa ObP30 H AOCTHIAa MAKCHMAJIHM M1a3MEHH KOHLCHTPALHH (Crmax) 630 1-
2 yaca cnea npuem Ha Tabnerkara. AGconoTHata GuoHanuuHocT e 42% (auanasoH 15-76%), a
MEXIy NO30BHTE KOHLeHTpauun ot 30 u 60 mg ce HabmonaBaT NPONOPLMOHATHY Ha JA03aTa
yBenuuenus B excrnosuudata (AUC u Cpa). Tlpn MHOTOKpAaTEH NpHEM, CTOHHOCTHTE Ha AUC 3a
JATOKCETHH M aKTHBHHA MeraGonuT ancmerwn manokcetu (DED) ce ypenwuasar ¢ 6auso 50% 8
cpaBHenue cbe cTofiHocTHTe Ha AUC npu eAHOKpaTHa 103a.

TpHeMaHeTo Ha XpaHa, 6orata Ha Ma3WHH, BOIH [0 YMEPEHO HaMaliBaHE HA CTOHHOCTHTE Ha Crnax
(oxono 10%) u ymepeto ysennyarane Ha AUC (okono 12%) Ha AanoKCETHH M JIEKO 3a0aBs BpEMETO
3a AOCTHraHe Ha TNMKOBH KOHLGHTpaUWH Ha JanokceTHH. Te3d MpOMeHH He ca OT KIMHHYHO
3Hauenue. [Iprunku MoXe Ja ce nipHeMa ¢ HiIH 6e3 XpaHa.

PasnpeneneHue

IToseue ot 99% OT HANOKCETHH CE CBBHP3BA in Vitro ¢ YOBELIKMUTE CePYMHH MpoTeuHH. CBbP3BAHETO
Ha aKTHBHMA MeTaGonuT aucmernn aanoxcetud (DED) ¢ nnasmenute npoTenHu € 98,5%. Cpeauuar
ofeM Ha pa3npelereHHe IPU PABHOBECTHO ChCTOSIHHE HA JANOKCETHH e 162 nuTpa.

BuorpancdopManms
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MHOXECTBO METaGOMTH IMaBHO 4pe3 CleIHWTe MBTHINA Ha GHoTpaHcdopmaums: N-okcupauus, N-
AeMETHNaUMs, HaQTHA XWIPOKCHAauMd, TIOKOpOHHaauus M cyiadarupane. Mma nauuk 32
npecucTeMeH first—pass MeTaboNH3BM Clle]] MepPOPaTHO MPHIIOKEHHE.

OCHOBHHTE BELIECTBA, LMPKYJIMPALIH B MJ1a3MaTa, ¢a HeMPOMEHEHUAT JATIOKCETHH H JAMOKCeTHH-N-
okcuz. In vitro TpOYYBAHMATA 3a CBHP3BAaHE H TPAHCTIOPT MOKA3BAT, Y€ AANOKCETHH-N-OKCHIBT €
HeakTHBeH. JlombIHWTENHMTE MeTalbONWTH, BICTIIOUBAIIM IOUCMETHN JAMOKCETHH H JMAWCMETUN
IATOKCSTHH, CHCTABAABAT MO-MAIKO OT 3% OT BCHYKH LHMPKY/THpally B IU1a3sMaTa BEIUECTBE,
CBBP3aHH C JIEKAPCTBOTO. [ vitro NpoyvBaHKATA 3a CBbP3BaHe MOKA3BAT, Y€ AUCMETHIT IANOKCETHH €
pAaBEH 10 MOILHOCT Ha JaTOKCETHH, a THAMCMETHI JIaNoKCETHH NPATEXaBa NPHOIHIHTETHO 50% ot
MOIIHOCTTa HA AanokceTHH (Bxk. Touka 5.1). Hecswpsanute excroznuun (AUC M Crax) Ha DED
npeAcTaBisEatT ChOTBETHO okono 50% K 23% OT HecBBP3aHHTE EKCMO3KHUHMH HA AAMOKCETHH.

EnnmpHupane

MeTa6oIHUTHTE Ha JATIOKCETHH €€ eMMMHHMpAT IIIABHO B YPHHATa KaTO KOHIOratd. B ypuHara He ce
OTKpHBA HEMPOMEHEHO aKTHBHO BelnecTBo. Clie/l NepopanHo NPHIOKEHHE AAMOKCETHH ¢e eMMMHHHPa
¢ ITbPBOHAYANEH MOMYKMBOT OKOJNO 1,5 waca, C MNasMEHH HHBA, MO-HHCKH OT 5% OT MHKOBMTE
na3sMeHH KOHUEHTpaluK A0 24 Yaca cjel IPHEM M KpaeH MOMYKKEeOT oT okoso 19 vaca. KpaHHuAT
nonyxueoT Ha DED e okono 19 uvaca.

(DapMakoKHHETHKA OPH CNIENHATHH NOMYJAIHH

Mera6onurst DED monpunaca 3a (apmakonoruunus edekt Ha [lpwmwkn, ocobeHo korato
eKCIIOIHLIUATA MY Ce MOBHLIH. [o-A01y e TPeICTaBEHO YBENHYEHHETO HA NAPAaMETPHUTE HA AKTHBHHTE
dpakumu npu HAkou nomynauuH. ToBa e cOOPET OT HECBBP3AaHHTE EKCMO3WLIMH HA JATIOKCETHH W
DED. DED ¢ cb¢ ¢hllaTa MOIHOCT KaTo AanokceTHH. H3uncnenne nokassa eIHakBO pasnpeneneHHe
Ha DED B IHHC, Ho TORa HE € YCTAHOBEHO.

Paca

AHaNM3WTE Ha KIMHMYHH (JapMAKONOTHYHM TPOYYBAHMA C €JHOKPATHW A03M 60 mg JANMOKCETHH He
TOKa3BaT CTATHCTHUECKH 3HAYHMMHM Pa3sHKH Me}Iy KapKa3kara, YepHaTa, JIaTHHOaMEPHKaHCKaTa M
asuatckata paca. B MpoBefeHO KIMHHYHO MpOYy4BaHe 3a CpaBHABaHe Ha (apMakOKWHETHKaTa Ha
HATIOKCETHH 1IPH ANOHCKM M KABKA3KH JIHilA, NaHHHTE nokaseaT 10% no 20% mo-BHCOKH IIa3MEHH
nuBa (AUC u nukoBa KOHLIGHTpaLMA) Ha [JAnOKCEeTHH MpH AMOHCKHMTE NHUA TOpaad NO0-HHCKO
TenecHo Tero. He ce 04axBa MaiKo 10-BHCOKATA EKCIIO3MLMA 1a HMa 3HAYHTENEH KNHHHIEH e(eKT.

Crapuecka Bp3pacT (65 wiH Mopeye rOAUHH)

AHanwauTe B KIMHHYHO (ApMaKONOTHYHO MpOyMBaHE ¢ €HOKPATHH A03H 60 mg NamoKCETHH He
110KA3BAT 3HAYMTENHHA Pa3THKH Mexay dapMmakokHHeTHHHHTE NapaMeTPH (Crax, AUCif, Tmax) Ha 31paBH
MEXE B CTapuecka BB3PAcT K 3ApaBy MiIaaH Mbke. Edukachoctra v 6e30NacHOCTTa He Ca yCTaHOBEHH B
Ta3u nomyaauusa (BX. Touka 4.2).

BbrbpeuHo yBpexaHe

KomuHuYHO (GapMaKOTOrHYHO TIpOy4YBaHe ¢ eTHOKPATHH 103M 60 mg JanokCeTHH e MPOBEACHO NPH LA
¢ nexo (CrCL 50 mo 80 mL/min), ymepeto (CrCL 30 no < 50 mL/min) u Texxo 650peyHo yBpexaane
(CrCL < 30 mL/min), KaKTO W NpH nauMeHTH ¢ HopmanHa GpOpeuna dynxuus (CrCL > 80 mL/min).

6vbpeunara ¢yHkuus. CroHiHocture Ha AUC mpH JiMba ¢ Texxo 656pequ :
IpUGAH3HTENHO [IBA ITBTH T0-BHCOKH OT TE3H MpPH Jiulla ¢ HopManHa Ge0peyHa dypKig
IaHHWTE TpH MALUMEHTH ¢ TeXKo OBOpeuHo yBpesknaHe ca orpaHudyeHd. dap /i i

IAaNOKCETHH He € OLIEHEHa [PH TIALMeHTH, HyKaaelllH ce oT 6x6peuHa nuanisa (B
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YepronpobHo yBpekaaHe

TIpH NAIHMEHTH C JIeKO YepHOAPOOHO yBpexkaaHe Crax HA HECPBP3aHHA ANOKCETHH C& MOHWKABA ¢
28% u uerosata AUC ocraBa HempomeHeHa. Cnax Ha HecBbp3aHata dpaxums # AUC Ha aktuBHaTa
dpakuus (c6opa OT eKCTIO3MIMATA Ha HECBBP3aHHA JaMOKCETHH H IUCMETH] JIAMOKCETHH) C€
OHWKABAT CHOTBETHO OKOJO 30% W 5%. Ilpu maumeHTH ¢ ymepeHo 4epHOApPOOHO yBpeXnaHe,
CTOMHOCTTA Ha Crmax HA HECBBP3aHHMA JATNIOKCETHH He Ce [IPOMEHS ChLIECTBEHO (MOHIKaBaHe ¢ 3%), a
uerosata AUC ce nosuiaga ¢ 66%. CroiiHocTHTe Ha Cnax HA HECBbp3aHaTa Gpakuus 1 Ha AUC Ha
axTHBHA QpaKLus ca ChOTBETHO €3 CHIeCTBEHA IPOMAHA M YABOCHH.

[Ipy NaUHMEHTH C TeXKO uepHONpoGHO yBpeknaHe Cmax HA HECBBP3AH NANOKCETHH CE MOHHXABA C
okono 42%, Ho AUC ce nosHmaea ¢ npubmmsurenHo 223%. Cumex M AUC Ha akTHBHATA (pakuua

THPIAT CXOAHU IPOMEHH (BK. ToukH 4.2 1 4.3).

MonumopduzeM Ha CYP2D6

B KIMHWYHO (ApMaKOIOTHYHO MPOYHBAHE ¢ ENHOKpaTHM fo3u 60 mg janokceTvt MIA3MEHHTE
KOHUeHTpauun npu Gasnure MeraGomusatopd Ha CYP2D6 ca no-BHCOKH B CPaBHEHHE C Te3W Ha
&p3uTe Merabonuzaropu Ha CYP2D6 (c npubnuaurento 31% no-BucokH 3a Cumax H 36% no-BHCOKH
3a AUC;s Ha NanoKceTHH U ¢ 98% no-BHCOKH 3a Cimax 4 161% no-eucokn 3a AUCiy Ha IHCMeTHN
nanokcerrH). CTOMHOCTHTE Ha aKTHBHATa Qpakuua Ha [Ipumoxu Moxe a e YBE/IH4AT ¢ OKONo 46%
np# Cmax ¥ ¢ okono 90% npu AUC. Topa ypenuyeHHe MOXE [a NOBEE A0 M0-BHCOKA 4ECTOTA H
TeskecT Ha N0303ABHCHMHATE HexenaHu chbOuTHS (Bxk. Touka 4.2). [Ipu GaBHuTe MeTaboMU3aTOPH Ha
CYP2D6 Tpsbea na ce ofpba ocobeHo BHHMaHue Ha OezonacHocTra Ha [Ipumiiu npH
¢IHOBDEMEHHO TIPHIOXKEHHE HAa HDPYTHM JIEKADCTBEHH TNPOIYKTH, KOWTO MOXe Ja unxuGHpar
MeTaboNKu3Ma Ha JAMOKCETHH KATO YMEpeHH K MOLHH WHxuGHTopH Ha CYP3A4 (BX. TOWKH 42 un
43).

5.3 IIpenkJARHYHE IAHHH 33 OezomacHoCT

HampapeHa ¢ MbiHA OpedKIMHUYHA OLEHKA HA (apMakonoru4Ha 6e30macHOCT, TOKCHHHOCT MpH
MHOTOKPaTHO MpMIaraHe, TrEHOTOKCHYHOCT, KAHLEPONeHHOCT, MpeapasnooKeHOCT KBbM
3aBHCHMOCT/OTHEMaHe, GOTOTOKCHYHOCT M Pa3BHTHE Ha PenpOJyKTHBHA TOKCHYHOCT Ha JAMOKCETHH
IIpH NpeJKTHHHYHO HU3MNHTBAHE HA KHBOTHHAKH BHIOOBC (MHLI.IKH, ILTBEXO0BE, 3aﬁuu, Ky4eTa H
MaliMyHH) O MAKCHMAIHO TONEPYPAHHTE 71034 NpH Beek BHA, [lopaau mo-6ppsata GuOKOHBEPCHA
NpH NpPEAKIHHHYHO H3MWTBAHHTE JKMBOTMHCKM BHIOBE B CpaBHCHME C TasM INpH XopaTta,
nmokasatenure 3a (apmakokuHerHuHa ekcrnosHUMA (Cmax ¥ AUCo24 w) NpM  MAKCHMANHO
TONEPUPAHHUTE IO3M B HAKOW MpOyuBaH¥d ce A0OMWKABAT 10 HaGMIONAaBAHKTE NMPH XOpa. Benpexn
TOBa, MHOFOKPAaTHHTE ZI03K MPH HOPMAIH3HPAHO TENECHO Terio, obaue ca nosete ot 100 meTH no-
BUCOKH. B HMKOE OT Te3H MPOYUBAHMS HE Ca OTKPHTH KIIMHHHYHO 3HAUHMHM PHCKOBE 33 (e30MacHOCTTa.

ChIIacHO pe3y/ITATHTE OT MPOY4BAHHA € NIEPOPATHO NMPHIOKECHHE JATIOKCETHH He € KAHLIEPOTeHEH 3a
TUFbXORE MPH EXEJHESHO MPHIOKEeHHe B TPOARDKEHHe HA ONH30 2 roauHH B JIO3H A0 225 mg/kg
J4ERHO, TIPH KOETO CTOMHOCTHTe Ha excrosuimmara (AUC) ca npubnmsurento 2 I'bTH TO-BHCOKH OT
HabmoaaBaHUTe MPH MEXKE, NpHEMAllH MaKCHMajHara rpenoppysaHa 103a MpH Xopa (MRHD) ot
60 mg. ChLuO TaKa JATIOKCETHH He NPUYMHABA TYMOPH B TPAHCTEHHH MHIUKH (Tg.rasH2), npunoxeH s
MAKCHMAJTHHTE BB3MOXKHHA 703 oT 100 mg/kg 3a 6 meceua H 200 mg/kg 3a 4 Meceua. Excriozuunn
TIpH PaBHOBECHO CHCTOSHHE Ha JANOKCETHH MPH MHILKH c1e]l 6-MECEUHO NEepOpaNHO NPHIIOKEHHE HA
100 mg/kg AHEBHO Ca NO-HUCKH OT TE3H MPH €IHOKPaTHH A03U OT 60 mg HabnofaRraHA B KIHHHYHH
YCIIOBHA.

[IpH MBKKHTE M JKEHCKMTE IuTbxoBé He ce¢ HabmozjapaT e(ekTH BEBP
penpoLYKTHBHATA CTIOCOGHOCT HIH MOPO/IOTHATa Ha PETIPOTYKTUBHHTE OpPraHH,
M HEXENaHH NpH3HAINHM 33 eMOPHOTOKCHYHOCT HIH (PETOTOKCHYHOCT TPH
TIpoBefieHHTe NPOYYBAHHUS HA PEMPOAYKTHBHATA TOKCHYHOCT HE BKJIIOUBAT MPO
PHCKA OT HEXEAHH PEAKIHH Cliell €KCMIO3ULMS [0 BpeMe Ha NepH-NOCTHATAHKSA
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6. ©APMAIEBTHYHH JAHHU

6.1 Cnupebk HAa NOMOIMHHTE BEMECTBA

CopuesuHa Ha TabneTkara:

JlakTo3a MOHOXHMIpPAT

MHUKpOKpHCTaIHA [IeTy103a
Kpockapmenosa HaTpHii

CunHLMeB AHOKCH, KONOHeH Oe3B0/IeH
MarnesHes creapat

O6sueka Ha Tabnerkara.

Jlakro3a MOHOXHAPAT

Xunpomenosa

Turanos quokcusg (E171)

Tpuauerux

JKenesen okcun uepen (E172)

Kenezen oxeua xunt (E172)

6.2 HecbBMECTHMOCTH

Henpumoxasmo.

6.3 Cpok na roanoct

3 roaHHH

6.4 Cnendajnu ycTOBHA HA ChXpaHeHHe

To3H NiexapcTBeH NPOXYKT HE H3HCKBA CIELHAIHH YC/IOBHA Ha CBXPaHCHHE.
6.5 JlaHHH 3a ONAKOBKATA

JamyTen of aeua Ganctep or PVC—PE-PVDC/amyMunuii B ONakoBkH ¢ 110 1, 2, 3 1 6 hunMupaHu
TabIETKH.

He BCHUKM BHIOBE ONMAKOBKHM MOTaT Aa 6T MycHaTH B Mpofaxba.

6.6 CnenmajJHH upeANa3HH MEPKH MPH HIXBbpPASIHE

To3H nekapcTBeH NpPOAYKT He TpabBa ja ce M3XBBP/A B KaHaNW3alMATa WM B KOHTeliHepa 3a
AOMALIHH oTnaabul. HeH3NMON3BaHHAT NPOAYKT WM OTNAXBYHHUTE MATEPHANIH OT HEro TpsbBa na ce
M3XBBPAIAT B CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHSA.

7. TPMTEXATEJI HA PASPENIEHHETO 3A YIIOTPEBA
Phoenix Labs Unlimited Company

Suite 12 Bunkilla Plaza

Bracetown Business Park

Clonee, County Meath
Hpnanaua

20




8. HOMEP(A) HA PASPEUIEHHETO 3A YIIOTPEBA

Hpunokn 30 mg drimupanu TabneTky 20120182

Mpunwxe 60 mg GpriMupany TabneTky 20120183

9. JATA HA OBPBO PA3PEMIABAHE/TIOTHOBSIBAHE HA PAZPEIIEHHMETO 3A
YIIOTPEBA

Jlata Ha whpBO paspellaBaHe: 29/03/2012
Jlata Ha noaHoBsBane: 24/03/2014

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

05/2026
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