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[punwxu 30 mg punmupann Tabnerku P M e

PR

[punxn 60 mg dunmupann Tadbnerxu

Priligy 30 mg film-coated tablets

Priligy 60 mg film-coated tablets

2.  KAYECTBEH H KOMHYECTBEH CHCTAB

Besxa dunMapana Tabnetka cbabpika AAMOKCETHH XMAPOXNOPHMA, exksupageHTeH Ha 30 mg i
60 mg nanokcetuH (dapoxetine).

TloMOWHO BEWecTBO ¢ M3BECTHO JeiicTBHe: nakTo3a. Bedka Tabnerka ot 30 mg ceabpixa 45,88 mg
nakTo3a. Beska TabreTka ot 60 mg crnaspxa 91,75 mg naxrosa.

3a MpNHAA CAHCEHK HA TIOMOWHKTE BELISCTRA BMKTE TOuKa 6.1.

3. JEKAPCTBEHA ©OPMA

dunmupana Tabnerka.

Dunmupannte rabnerkyn or 30 mg ca CBETNOCHMBH, KPLINH, ABOMHO H3NBKHANK, DPHOIH3HTENHO
6,5 mm B JHAMETHP Y ¢ rpaBHpaH Haamic ,,30” B TPUBIBAHMK OT €HaTa CTPaHa.

@DunmupanuTe tabnerku or 60 mg ca cuBH, KPLINIK, ABOHHO HIIBKHANH, IpHONMsMTENHO 8 Mm B
JHAMETEP H € TPARHpaH HajnHc ,,50” B TPHBIBIHUK OT €0HaTA CTpaHa.

4. KiHHAYHU JAHHU

4.1 TepaneETU4YRH NOKA3ZAHNA

Mpumky e moxazan 32 nevenne Ha npexaeepemedba eakynauns (ITE) npu Mbxe Ha pB3pacT or 18
10 64 romuHu.

Npunmpku Tpabea na ce NpeaAnMCEa caMO HA NALHERTH, OTTOBAPALIH HA CNCAHATE KPHTEPHH!

. HO-MaNKe OT 2 MMHYTH JIATEHTHO BPEME BB BIArajIMIIeTo 1O HACTHNBAHE Ha CAKYNALMA; W

. NEPCUCTHPALIA WM PEKYPEHTHA eAKYAAlHA ¢ MHHUMATHA CCKCYANHA CTHMYJauMs HpeaH, no
BpeMe Ha MITH MANKoO CNeA NEHETPALMATA W NPEIM NALMEHTET Ja o € noxenal; i

. SHAMHTENHO NHYHOCTHO PazCTPORCTBO WA 3aTPYAHEHH MEKAYJWHHOCTHH KOHTAKTH KaTo
nocneauna ot I1E; n

. cnal KOHTPON Ha €AKYNALMATA; H

. aHAMHE3a HA [peXACBpeMeHHa esKynallMas TpH TIOBCUETO ONKWTH 38 CHOLIEHHE npe3

W3IMMHAIMTE 6 Meceua,

IMpunmin TpsORa ga ce npuaara camo karo NleveHue NpH HEOOXOMHMOCT NPEAM O4aKBaH
akTHsnocT. Flpunmkn Be TpaGBa na ce npeanucea 3a 3abassHe Ha cAKyNnauMATa NpH
ca ¢ aAnarnocTuiMpana [1E.

4.2 Ho3sHPOBKZ H RAYHH Ha NPHIGKEHNE



2!0314 POBKa

Myooice (na sv3pacm om 18 00 64 200unu)

[IpenoprusaHata Havanna goza 3a BCHukk maupeHTH e 30 mg, npremana mpu HeoOxoaumocT
npubnusaTendo 1 xo 3 yaca npefn cexcyanna aktuBHocT. JleueHwero ¢ Ilpummxu He Tpabea na
3anousa ¢ 103a ot 60 mg.

[Mpunuxu He e NpenHazHaueH 3a NPOALDKMTENHA exeaneBHa ymotpeba. IIpumwku tpabea na ce
NpHeMa, CAMO KOTATO Ce& OYaKBA CEKCYalHa akTHBHOCT. [lpwnnku He TpaOBa Aa ce MPHEMaA No-4ecTo
OT €0HH BT Ha BCekH 24 uaca.

AKO HHIMBHAYANHUAT OTroBop KpM 30 mg € HE3aLNOBOIMTENEH H MaHEHTHT HE M3IMNTBA YMCPEHH
WIIH TEXKH HEXKENaHW PEAKLMH WITH NPOXPOMaTHH CHMIITOMM, NIPEANOJIaralld CHHKON, 103aTa MOXkKe
ha ce YBEIHYM 0 MaKCHMAlIHa TMpeopbyBaHa Ao3a oT 60 mg, NpHEMaHa MNpH HeoOXoMMMOCT
npuonnsuTenio 1 no 3 yaca npedM ceKcyalHAa aKTHBHOCT. “JecToTaTa M TeXEeCTTa Ha HeXelaHMre
peaknan e ro-BUCoKa NMpH noza of 60 mg.

AKO NMalMeHTBT NOAYHYH OPTOCTATHMHH PeaklMH ¢ HAaYanHaTa 034, T4 He Tpabea Aa ce yBenuuaea Ha
60 mg (BX. Touka 4.4).

Jlexapar TpabBa na HaNpaBH BHAMATENHA WHIMBMAYaTHA NPELEHKAa Ha CHOTHOLIEHHETO TI0J3a/pHCK
or TlpunHxu cien BPBHTE YETHPH CEOMHUM OT NedeHHeTo (WM Haii-manko crnell 6 nozu or
JIEYEHHETO), 3a Ja ONpeAcIIH JanH € NOAXoAAme TepanuaTa ¢ [Ipumnku na NpoabIKy.

Hannnre 3a edukacnocrra M GesonacHoctra oT neveHuero ¢ Ilpwnoka moBeue oT 24 ceaMuLM ca
orpannyeny. KnHMHWYHATa HeoOXOMMMOCT OT NpoAskaBaHe Ha nedenuero ¢ llpumwku M
CHOTHOIWIEHHETO NOJI34/PHUCK OT Hero TpA6Ba Jia ce MpeoliensBa NOHE Ha BCEKH MIECT MeceLa.

Cmuopuecka ev3pacm (65 u nogeve 200unu)

E¢ukacnoctra M GesomacHoctTa Ha [Ipuamke He ca YCTaHOBEHM IIPH NAIMEHTH Ha 65 M mosevue
rofxHe (BX. Touka 5.2).

Heouampuyna nonyaayusn

HPHHH)KH HE € MpPUICKWAM B [MEAHATPHYHATA NONYyNalMd 33 NOKA3AHHETO NPEXNEBPEMCHHA
CAKynauHi.

Tlayuenmu c 6vbpeuno vepeacdane

Tpenophyea ce BHMMAHKHE NPH NALMEHTH C JIEKO WIH YMepeHo 0nOpeudo yepexknane. llpunwxn He
Ce MpenopbHBa 3a ynoTpeda npn nauneHTH ¢ texko 6u8peuno yspexaane (B, Toukd 4.4 n 5.2).

Hayuenmu ¢ vepnodpobuo yepesicoane

Ilpunuxn € NPOTHRCNOKA3aH NPH NALIMEHTH € YMEPEHO H TeXKKO HYEPHOApoOHO YBpeKaaHe
(Child-Pugh knac B u C) (Bx. Toukn 4.3 u 5.2).

Ilayuenmuy, 2a xoumo e usgecnmo, ye ca CYP2D0 basny memabo usamopy Wit AayUenmu, 1exysaii
¢ Moy unxubumopu va CYP2D6

lNpenopnuea ce BHMMaHWe Npu yBenudapaHe Ha fno3ata Ao 60 mg Opu NAuHEHT
W3BeCTHO, 4e c¢a ¢ revotun Ha CYP2D6 GaBen MerabonuzaTop MAM nNpu Tak
€[HOBPEMEHHO C MOLUHM HHXWOWTOpH Ha CYP2D6 (Bx. Toukn 4.4, 4.5 1 5.2).




Hayuenmu, rexyeanu c ymepenu unu mounu unxubumopu na CYP3A4
Enxospemennara ynotpeba ¢ Mownr uaxubutopn Ha CYP3A4 e nporueonokasana. Jlosara Tpsdsa
aa ce orpanndn 10 30 mg nNpW NAnMeHTH, AeKYBaHH €HOBPEMEHHO C YMEPeHH HHXMOHTOpH Ha

CYP3A4 u ce npenopbysa BHHMaHHe (Bxk. ToukH 4.3, 4.4 n 4.5).

Hayun Ha npuasokeHie

3a nepopanno npunoxkenne. TabGneTkute Tpabea na ce THATAT LENH, 32 Aa ce W30ErHE TOPUHBMAT
BKyc. IIpenopbuBa ce TabneTkuTe ma ce NMpHeMAT C MHHMMYM eiHa IbiHa dama Boja. [Ipuimku
MOJKe Aa ce npueMa ¢ unu 6¢3 xpaHa (Bxk. TouKa 5.2).

Ilpeonaznu mepxu, xoumo mpabea Oa Hvoam ezemu Rnpedu paboma  WIN NPUROJCERUE HU
nexapcmeenus npooyrm
Ilpenn 3anouBane Ha neveHue, BK. ToUka 4.4 OTHOCHO OPTOCTATHYHATA XMIIOTOHMA.

4.3 IIpoTHBOHOKA3AHHA

CBpBX4YBCTBHTENHOCT KBbM AaKTHBHOTO BEWIECTBO HWIM KBM HAKOE OT TNOMOUIHMTE BELIECTBA,
#30poeHH B TOUKa 6.1,

JHauMMK NATONOrHYHHA CBPACYHH CBCTOAHHA KaTO!:

. cbpnedHa HepocrarbuHocT (1I-IV crenen no NYHA);

. aHOMaNKH Ha MPOBOAHATA CHCTEMa Ha CBPIETO KATO AaTPHOBEHTPHKY/IApeH OOK HIH
CHHAPOM Ha OOJTHHA CHHYCOB BB3eE;

. 3Ha4YHMa HCXEeMHuHa DoNecT Ha ChPHETO;

. 3HAYHMO 3a00nABaHe Ha CBPACYHHTS KAAlK;

. aHAMHE3a 38 CHHKOII.

AHaMmHe3a 32 MaHUS HIH TEXKa ACIpECHA.

EnHoBpeMeHHO nevenne ¢ MOHOAMHHOOKCHAA3HH HHXHOHTOpH (MAOI) unu no 14 nuu cren kpas Ha
neueHneto ¢ MAOIL TTo criing Haune MAOIT He tpsOBa na ce npunarar 5o 7 IHH ciell npekparseane
Ha nipuema Ha Ipunmsku (Bx. Touka 4.5).

EAHOBpEMEHHO NCYeHHe ¢ THOPMAAZMH WK A0 14 [HH clen kpas Ha JieYeHHeTo ¢ THopuaasun. flo
CHINWA HAYMHH THOPHAa3HH He TpabBa jda ce mpuAara Ao 7 AHM ciie/l MPEKpaTsBaHe Ha NpHEMa Ha
IMpuavxn (Bx. Touka 4.5).

EnHoBpeMeHHO neueHHe ¢ MHXMOMTOPM Ha OOpaTHOTO 3aXBallaHC HA CEPOTOHHHA [CENEKTHBHM
WHXMOMTOPH Ha ofparHoTo 3axeawaHe Ha cepotoduHa (SSRI), unxubutopn Ha obpatHoTO
3aXBalllaHe Ha CEpOTOHHH HopenuHedpun (SNRI), Tpuumxninuny antiaenpecanty (TCA)] wnn apyru
NeKapcTBeHHW/GHIKOBH NPOAYKTH ¢be ceporoHeprwunu edexru [Hanp. L-Tpuntodau, TpHnTaHw,
TPaMaaon, JIMHE30IH], UTHH, XKBIT KanTapuoH (Hypericum perforatum)] wnn no 14 nHu cnenx xpas
Ha JIEYCHHETO € TEe3H NIeKapeTBeHH/OMiKoBH NpoayKTH. [1o chliHs HAYHH TE3H JIeKapCTBEHH/OMNKOBH
MpOAYKTH He TpaOBa Aa ce npwnarat Ao 7 AHW Clel TpekparsasaHe na npuema Ha pumokn (Bix.
Touka 4.5).

PHTOHaBH{, CAKBMHABHP, TENTHUTPOMHLIMH, HE:(baBO)lOH, HER¢HHaBHp, arasaHaHp H
4.5).

YMmepeHo 1 Teskko YepHOAPOOHO YBpekaaHe.

4.4 Cneunanun npeaynpe;KIeHus ¥ NpeANAZHH MEPKH Npi ynorpeda



OO61nM NpenopLKH

IMpumwky € nokasan 3a ynmoTpeba camo rpH MBbke ¢ NPeXICBPEMEHHA ¢AKYIaLMA, KOUTO OTroBapAT
Ha BCHYUKH KPHTEPHM, TTOCOYEHH B Toukk 4.1 u 5.1. Ilpumbku ve Tpabea fa ce npeanucsa Ha MBXKE,
KOHTO He ca ¢ JIMaTHOCTHLIHpaHHA mpexaeBpeMenHa eskynauma. He e ycranosena OezonmacHocTTa H
HjiMa AaHHHA 34 3a0arqaHe Ha CAKYIIAMATA NMpH MBXKE, KOUTO HE CTpanaT ot NpexXaerpeMeHHa
eAKyTans.

Jpyru dopmit Ha cekcyaliia AucHyYHKIHA

Ipenn nevenueTo, naumenTH ¢ IPYrH GopMH HA ceKeyalnHa AMChYHKLKA, BKIIOYHTENHO H €PEKTHAHA
JuchyHkunsd, TpabBa na GBOAT BHMMATENHO NpernicaaHd ot nekapute. [punmxu He Tpabsa na ce
npHeMa oT MbxKe ¢ epekTHiHa ancdyukuus (EI[), kouto usnonsear PDES uHxuOHTOpH (BXK. TOYKa
4.5).

OE!QCTaTH‘IHa XHUIOTOHHA

Ipenn ma 3amouHe nevyeHWeTo JekapaT TpaOBa Aa NPOBEAE BHHMATENEH MEAHLUMHCKH Npernen,
BIJIIOYBAl| aHaMHe3a 3a OPTOCTATHYHH chLOMTHA. TIpemd HavanoTo Ha TepanuaATa TpsiGBa na ce
ApoBene OPTOCTATHYEH TecT (KPhBHO HAATAHE M MYAC B jIETHATIO M M3MpaBeHO Monoxedue). B
cnyuall Ha aHaMHe3a 3a JOKYMEHTHpaHa WIH TIOJIO3MPAHA OPTOCTATHYHA peakuus, Tpadea ja ce
136area neuenue c Hpumoku.

HMa crOOHICHHS 3a OPTOCTATHYUHA XMNOTOHHA B TPOBEAEHH KIHHWUYHH Mpoy4BaHR#A. Jlekapar,
OpeANnHCBall JieYeHHeTo, TpA0Ba MpeABapHTeNHO Aa NOCHBETBA MALMCHTA, Y€ AKO TOH NOAYYH
BB3MOMCHH IPOAPOMAIHH CHMITTOMH KaTo 32MasHOCT CKOpPO CNEf W3NpaBsHe, Toi Tpadea He3abasHO
Ja JIETHE TaKa, Y¢ I1aBaTa My Ad € NMo-HHCKO CTpAMO TAJNOTO WIH J1a CEIHE C [J1aBa MeXY KONeHeTe,
HOKATO CHMITTOMHTE OTMMHAT. JlekapsT, NpeAnucRaly neveHueTo, TpsabBa chlIo Taka a WHpopMHpa
NMalAE€HTa 1a HE CE H3MPaBa PA3KO ciefl NPOABIKHTENHO JIEKaHe WIH CEleHe.

CaMoyOHIACTRO/CYMITHIIHH MKBCITH

ABTHACIIPECARTHTE, BIMIOUMTENHe ¥ SSRI, cpappenn ¢ nirancbo, MOBMIIABAT PHCKA 32 CYMUHIHH
MHECJTH M CKIIOHHOCT KBbM CaMOYOHICTBO B KPaTKOCPOYHH NPOYUYBAHHA [IpH AELA H IOHOIIH, CTPAIAIlH
OT TONAMO [AENPECHBHC DPa3CTPOHCTBO M JIPYTM TICHXWYHH pascTpoiicTea. Kparkocpounure
ApOy4BaHHA HE NOKA3BaT IIOBHMLIEH PHCK 3@ CKNOHHOCT KbM CaMOYOMIiCTBO C aHTHHENPECAHTH B
CpaBHEHHE C Niale®o npH Bb3pacthn naa 24 roaMHn. B knuHuygHWTE npoyusanusa ¢ Ilpumikd 3a
JIEYEHHE HA NPEXACBPEMEHHA €AKYIALMA HE ¢& OTKPUBAT ACHH NPH3HALM 32 [I04Ba HA CKJIOHHOCT KbM
caMOyOHICTBO B pe3y/ITaT Ha JIEUSHHETO NPH OLICHKATA Ha HeXKeNaHHTe cChOUTHA, BEPOATHO CBBP3aHH
chbC camOyOuiicTRO, HampaBena no KonymGuiickua knacuuKalfMoHeH anrOpHTBEM 3a OLIEHKZ Ha
camoyOmiictBata (C-CASA), ckanara na Montgomery-Asberg 3a ouenka Ha JenpecHATa
(Montgomery-Asberg depression rating Scale)unu BbnpocHuk 3a aenpecusta na Beck-II (Beck
Depression Inventory-11).

Cuukon

INauvenTyte Tpabea Na Obaar npeaynpeknaBaHd Aa u30STBaT CHTYALHH, NPU KOMTO MOXE fa ce
CTHIHE 10 HApaHABAHHA, BKAKYHTENHO H I.I]O(praHE HIH paﬁo"ra C OnacHH ManluHH, B C.T])"-Iaﬁ Ha

IMo-yecTo ce chobIaBa 3a Bb3MOXKHH NPOAPOMAIHY CUMNTOMH KaTo raicHe, 3amas
¥ auadopesa cpei NAUMEHTH, JIeKyBany ¢ [Iprumpky B cpaBHeHHe ¢ nnauebo.

6paﬂnkapnm HIIH CHBYCOB apECT HabmopapaHy HpH NauHeTH, HOCCLWHM XONTeED MOHHTGDPI ce CLIHTBT‘ <
o
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34 BR3OBATANHH NO eTHonorus. [loeueTo oT TIX ca HACTBNHAM Mpe3 MbPBUTE 3 yaca cien Npuema,
Cle/l MbPBATA JI03a MM €a CBBP3aHH C POLENYPH N0 MPOYYBAHETO B KJIMHHYHATA 0OCTaHOBKa (KaTO
B3¢MaHe Ha KpbB, OPTOCTATHYHH NPOLEAYPH W H3MepBaHe HA KPbLBHOTO Hanarane). Bnamoxnure
NPOAPOMAITHH CUMIITOMH KaTo TafieHe, 3aMagHOCT,CBETOBLPTEXK, NaNMNATALMHE, acTeHHS, 00BpKaHOCT
H Inadopesa NPHHLMITHO HACTBLIBAT B PaMKHTE Ha MBPBUTE 3 4aca clie/l PHEMa Ha JIeKapcTBoTo H
YECTO NMPEAXOXAAT CHHKona. Ha nanuenture Tpabea Aa ce pa3acHy, de MOKE Jia MONYYaT CHHKOIN Mo
BCAKO BpeMe ¢ WM 0e3 NpoApPOManHM CHMOTOMHM B X0Ja Ha TAXHOTO neveHne ¢ llpunmkn.
Ipenmicsammre nexapu TpaOBa Aa CHBETBAT NAUMEHTHTE KOJIKO € BKHO /12 Ce MOAABPXKA a/IEKBATHA
XH[IpaTaiMd H Kak Jia Ce pa3no3HaBaT MPOAPOMAIHHTE NPH3HAUM H CHMIITOMH, 332 Aa C¢ HaManaT
CEPHO3HHTE HapaHABaHMA, CBBP3aHH € MajaHua nopaau 3aryba na cb3HaHHe. AKO HALMEHT NOJTYYH
BB3MOXHH NPOJAPOMANHHA CHMITTOMH, TOH TpaGpa He3abaBHO fa JerxHe Taxa, 4e rjiaBaTta My aa ¢ no-
HHCKO CNPAMO TANOTO MM Ja CEJHe C TJlaBa MEKIY KOJAeHeTe, JOKaTo CHMITOMHTE OTMHHAT M Ja
H304TBa CHTYAlHH, TIPH KOHTO MOXKE Ia C& CTHIHE /10 HApaHABaHHs, BKTIOMHTENRO M WOGHUpPaHE UITH
paboTa ¢ onacHH MallMHM, B ¢chiyMaif Ha cuRKon Wi Apyru ITHC-edexTn (Bx. Touka 4.7).

TauHeHTH CBC CHPAEYHOCHIOBH PUCKOBH DaKTOPH

[MaunenTn ¢ mpuapykapamo chpAEYHOCHAOBO 3abonsBaHe ca M3KIOYEHH oT asa 3 KIMHWUHH
npoy4BaHuA. PUCKBT OT HexeNnaHH CBPAEYHOCBAOBH H3XOAHW OT CHHKONA (ChbpAeveH CHHKON U
CHMHKON N0 JpyrH NpPHYMHH) € TIOBHIUGH NpPH [ALHEHTH C TNpWIPYXKaBallH CTPYKTYPHH
CHPACUHOCHAOBH 3abomiBaHus (Hanp. NOKyMeHTHpaHa OGCTpYKUMA HA OTTOKa, 3abonspase Ha
CbpECYHMTE KNalDH, KApPOTHAHA CTEHO3a H KopoHapHa aprepwanHa Oonecr). [laHHMTe ca
HEIOCTAaTBYHHK, 32 13 ¢e ONpe/eNH JaiH NOBHIIEHHAT PHCK BKIIOHBA M Ba3OBaralleH CHHKOMN NpH
MAlHEHTH ¢ IPHAPYIKABAINO CHPACYHOCHAORC 3a00I9BaHE,

¥Ynotpeba ¢ NCHXOAKTUBHH BEUISCTEA

[aumenture Tpabea fa ce cbBeTBAT Aa He ynoTpebasar IIpiwikn B koMOHHALMA ¢ ICHXOAKTHBHA
BCLICCTBA.

IeuxoakTHeHU BEIIECTBA Che CepOTOHEPraYHa AKTUBHOCT KaTo KeTaMHH,
MeTuieHeauokcHMeTamderamun (MDMA) u nueTnamupn nuzeprudosa kucensna (LSD) moxe na
NOBEJAT O NOTCHUMAIHO CEPHO3HH peaklMH, ako ce koMOHHWpat ¢ Ilpummxu. Tesznm peakumu
BKJIFOUBAT, HO HE CAMO, APUTMHA, XHINIEPTEPMMSA M CEPOTOHHMHOB CHHApPOM. YNoTpebaTa Ha [Tpumakn
C NCHXOAKTHBHH BEIUCCTBA CbC CCAATMBHHM CBOWCTBZ KaTO HAPKOTHHM H OEH30AMA3ENHMHH MOMKE
JAOMBLIHHTENHO 1A 3aCHITH COMHONEHTHOCTTA H CBETORBPTEKA.

Eranon

Ilaunenture TpaOBa na ce cuBeTBaT Na He ynorpeGsear [Tpwimky 8 KoMGHHALMA C anKOXo.
KomOnnaunata Mexay ankoxoj W JanoKCeTHH MOXE Ja 3acHIM HEBPOKOTHHTHBHMTE c(ekTH,
CEBLP3aHHM C ANKOXOJA, KAaKTO H HEBPOKApAMOTEHHHTE HEXKETIAHH PEaKLIRH KaTo CHHKON, KaTo Taka ce
NOBHLIABA PUCKBT OT clydyaliHy HapaHsBaHui. Eto 3aumio nanueHtnTe TpsAOBa Na Ce CHBETBAT aa

n304reat ynotpebGara Ha ankoxom, nokato npuemar [pumoku (Bx. Touku 4.5 u 4.7).

JlexapcTBeHH NPOAYKTH ¢ BAZOAMNATHDALUH CBOIICTRA

anJ’IH)KH TpﬂﬁBa Ja ¢e npeanucBa ¢ BHHMaHHE Ha NTARHCHTH, NPHEMALRH JICKAPCTBCHH NPOAYKTH C

Bb3MOXHO HAMANSBAHE HA OPTOCTATHYHMA ToNepaHe (BXk. Touka 4.5).

Ymepenn nuxuouropu Ha CYP3A4

[Tpenopbysa ce BHUMaHME NpH NALMEHTH, TPHEMALIH YMEPEHH UHXHOUTOPH Ha\(

3440 nosarec
orpannuena 10 30 mg (Bxk. Toukk 4.2 1 4.5). \ s

/
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Momun uaxubdutopn CYP2D6

Ilpenoprusa ce BHUMaHHE NIPH YBeAHUaBaHe Ha 1o3ata 10 60 mg Npy NauyeHTH, PUeMalld MOLIHH
nuxu6uropn Ha CYP2D6, Min npw TakeBa, 3a KOMTO € U3BECTHO, Ye ca ¢ reHoTun Ha CYP2D6 basen
MeTaGoNMH34Top, THIt KATO TOBA MOKE 1A [IOBHILIH HHBATE Ha KCIO3IHINA, KOETO OT CBOA CTpaHa MoXe
Na joBene 20 MO-BHCOKA Y€CTOTa H TEKECT Ha J0303aBHCHMMTE HeXKeNaHH chbOMTHA (BXK. TOUkH 4.2,
4.515.2).

Manus

Ilpunuxu se TpaGra na ce Mpwiara npM MalMEHTH ¢ aHAMHE3a 332 MAHWA/XHUIIOMANKA HITH OUMonspHo
pazcTpolicTBo H neueHrHero TpaOBa ga ObAe NpeycTaHOBEHO, ako MALHEHTHT NPOABH CUMIITOMHM Ha
HAKOE OT Te3w 3abongapaHHs.

HpHnansim

Mopamx noreHumana na SSRI 1a HaManABAT Npara NpunagbLETe, JedeHneto ¢ [punmwku Tpabea na
6bae NpeycTaHOBEHO NMpH BCEKH NALMEHT, KOHTO MOJyuaBa NMpHOAALUM, H Aa c¢ H3laArsa npu
TIAUMEHTH ¢ HecTabWIHa enunencHs. [laMeHTHTe C KOHTpO/IMpaHa eniienchs TpabBa BHUMATENHO /1a
ce npocaenyear.

[epnaTpruuna nonynanAs

ITpunnsku He TpabBa xa ce npunara npy auua noa 18 roguHm.

EGHQBCHH W/WIH CHXHYHH HapylieHud

Mpuaxe, nposBiBalld MPH3HALM H CHMNOTOMH Ha RenpecHs, Tpabpa na Obpar npernefadd npend
neueHHero ¢ Tlpwmiku, 3a Ja ce M3KNIOYAT HEAWATHOCTHUMPAHH JEAPECHBHM pa3cTPOACTBA.
EnnoppemeHHnaT npuem Ha [lpunwsxu ¢ antegenpecantu, Bwuouutenno 1 SSRI m SNRI, e
MPOTHBONOKA3aH (BXK. Touka 4.3). He ce npenophHBa NMpeKpaTABaHETO Ha JIeUeHHE Ha ChINECTBYBALIA
JeNpecHA WM TPEBOKHOCT, 3a J1a ce 3arouHe Tepanks ¢ Ipunmxn 3a neveHne Ha JIE. Ipunmku He ©
MOKA3aH 3a JIEUEHHe HA NCHXWYHHM pa3cTpodcTea M He TpabGBa Jla ce NpHIara IpH MBXE C
pazcTpoiicTBa KaTo iH30(peHAd WK NPY CTPAJAllM OT KOMOpOUaHa AENPECHS, Thi KaTo He MOXKe J1a
Ce M3KIFOWYH BNIOLIABZHE Ha CHMITOMMTE, CBBLP3aHH C JenpecHaTa. TOBa MOXe na € pe3ynTar oT
APHAPYIKABAILO ACHXHYHO 3a60ABaHe WIH OT TEPanMa C NEKapcTBCHY MponykTH. Jlekapute Tpafea
JAa CTHMYIIHPAT NalMeHTHTe Ja ChoOuaBaT BCHYKH TPEBOXKHH MHC/MH MY UYBCTEA N0 BCAKO BPCME, 4
aKO ce MOSABAT MPH3HALM ¥ CHMITTOMHE 33 JENPecHs Mo BpeMe Ha JIEMEHHETO, NPHEMBT Ha FIpumibku
TpabBa na GbOe CpsH.

Xemoparusa

Hma crobuenna 3a abuopmHo kbpeeHe npu npuem na SSRI. Tlpenophusa ce BHMMaHWE npw
nauWeHTH npueMamn IIpunuxkn, no-ciielManHO npH enHoBpeMeHHa ynoTpeba ¢ neKapcTBEHH
NPOAYKTH, 32 KOHTO € M3BECTHO, 4Ye OKa3BaT BIIMsHME BLPXY (yHKUMATa Ha TpombGouuTHTe (HAmp.
ATHMHYHHY  AHTHNCHXOTHIM H  (EeHOTHA3MHM, AaLETWICATHLWIOBA KHCENIMHA, HECTEPOMIHH
NpoTHBOBB3NANMTENHH cpencra [HCIIBC], anTuTpoMBoUMTHI areHTH) HAK aHTHKOoArynaHTH {(Hanp.
BapdapHn), KaKTO W MPH NAUMEHTH C aHAMHE3a 33 KbPBEHE WM HapPYILEHHS HA KPbBOCHCHPBAHETO
(Bk. TOuka 4.5).

b16peuno yepexkaane

Ipunwxy He ce npenopbuBa 3a ynorpeba Npu nauueHTH ¢ TexXko OBOpeuH
ApenopeuBa BHHMAHHE NPH MALUMEHTH C JIEKO HIH yMepeHo ObOpetvHO yBpemx/a
H5.2)



Edexkty Ha oTHEMaHe

Hma cnobieHus, e pA3koTo crupade Ha XpoHW4Ho npunarask SSRI 3a neueHHe Ha XpOHMYHH
AENpPECHBHH  Pa3CcTPOWCTBA BONH A0 CIEZHATE CUMITOMM:  JAHCHOpPHUYHO  HACTPOCHHE,
Pa3sAPaZHUTENIHOCT, BL30YNa, 3aMasHOCT, CETUBEH Hapylllenns (Hanp, MapecTe3HH Karo ycellane 3a
TOKOB YJap), TPEBOKHOCT, 00BPKAHOCT, rnaBoGonne, NETaprys, eMOUMOHATHA NabunHocT, GescbHue
H XHIIOMaHMA.

Pesynrature oT nBOiHO-CNANO KITMHAYHO TIpoyupaHe npy nanuenTH ¢ [1E, nMamo 3a uen na oileHu
eheKTHTe Ha OTHemaHe cnen 62-nHepeH npveM Ha 60 mg Ilpunmkd exeqHEBHO HIIH NpH
Heoﬁxﬂ,ﬂHMOCT, NoKa3BaT NEKH CHMITTOMH Ha CHHAPOM Ha OTHEMaHE ¢ MaJlKO [MO-BHCOKA YECTOTA Ha
OeackHMe U 3aMasHOCT MIPH MaLMEHTH, NpeMUHANN Ha Manebo clien eXelHEBeH NpHeM (BXK. ToYka
5.1).

Hapvinenns Ha oyure

Ynotpebara Ha TIpunukn ce cBBp3Ba cbC 3pHTenHH edekTH kKaTo MHApHasa H 6onka B O4YHTe.
[lpumky TpadBa na ce npunara ¢ BHUMAaHHE NpH NALMEHTH C TIOBHIIEHO BLTPEOYHO HAJIATAHE HIH
TAKHMBA C PHCK OT 3aKPHTO-bI'bJIHA TIAYKOMa,

JIaKTO3HA HENOHOCHMOCT

TManpenTy ¢ peiky HAC/ICACTBEHH NMPOGNEMH Ha ranaKTO3Ha HENIOHOCUMOCT, Lapp nakraseH neduumr
HIIH TJIIOKO030-TanakTo3Ha manabcopbuma ne TpaGpa 1a MpHEMaT TOBA JIEKapCTBO.

Tora nekapcTBO chabpska no-Manko ot 1 mmol naTpuii (23 mg) Ha TabneTka, T.€. MOJKE J1a C¢ KaXe,
Yye [IPAKTHHECKH He CLABPIKA HATPHH.

4.5 BiaumozeficTBHe C IPYTH JeKapcTBeHH NPORYKTH N APYrH GopMH Ha B3aHUMoOJelicTRHE

DapmareOHHAMUYHHE 83GUMOCHCHIGHA
BEaMoxHOCT 32 B3anMoneiicTBHE ¢ MOHOAMMHOOKCHIA3HN HHXHOHTODH

Ipy naunents, npuemamn SSRI B koMOMHALMA ¢ MOHOAMMHOOKCHAA3HM HHxuOHTOpH (MAOI), ce
cpoflllaBa 32 CEpPHO3HH, NMoHAKOra (aTalHi PEaKUHH, BKIIIOYHTENHO W XMIICPTEPMHA, PHIHAHOCT,
MHOKJIOHYC, aBTOHOMHA HecTaGHIHOCT ¢ BB3MOXKHH Obp3u KoneGaHHs B KM3HEHHTE MOKa3dTeNH,
IPOMEHH B MCHTATHHA CTATyc, BKIIOYBAUIM MIpeKaneHa Bb30yna, Iporpecupama B IeNMpHyM 1 KOMa.
Tesn peakuns ce cbobLIaBaT W MPH NAllMEHTH, KOWTO HACKOPO Ca NpeycTaHoBWix MpHeMa Ha SSR1 u
¢a NpeMUHATH KbM sedenue ¢ MAOL Hskou oT clyuaure MMaT XapakTepHCTHKH, HanoaoOaBaluu
HEBPOJIENTHYEH MAJHTHEH CUHAPOM. JIaHHHTE OT NPOYYBAHHA BHPXY KXHBOTHH OTHOCHO e(eKTHTE OT
eaHoBpeMenHata ynotpeda Ha SSRI 1 MAOQOI nokassar, ue Te3u JieKapcTBEHH TIPOAYKTH MOXE na
HMAaT CHHEPIrHYHO ACHCTBME 3a F§OBHINABAHE Ha KPBBHOTO HanmArané W TMNpeAH3BHKBAHC Ha
nopeieHyecka BL30yna. 3arosa [Ipunnxn He Tpabsa aa ce mpuiara B koMGhHauus ¢ MAOI wan no
14 nnu cnen kpas Ha neyenneto ¢ MAOL Tio cbuua HaunHn MAOI we Tpabea ma ce npunarat ao
7 IHH cnen npekpartABaHe Ha npyemMa na [Mpunixu (Bx. Touka 4.3).

BbaMoxkHoOCT 33 B3auMOJeiicTRHE ¢ THOPHAA3HH

CaMOoCTOATENHOTO MPUNOKEHWE HA THOPHAA3HH BOAW N0 yAhIIKaBaHe Ha QTC HHTEPBRANA, KOETO €

NEYEHHETO ¢ THOpHAA3HH. [lo CblUMA HauKMH THOpMAA3HH He TpabBa jJa ce npwun
npekpaTasaHe Ha npvema Ha flpunioky (8. Touka 4.3).
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JlexapcTBeHH/OUIKOBM NPOAYKTH CBC CEPOTOHEPIHYeH edekT

KakTo u ¢ apyrute SSRI, e1HOBPEMEHHOTO NIPANIOKEHHE ChC CEPOTOHEPFHYHH JIEKAPCTBCHH/ONNKOBH
npoaykth (sxmountenio MAOL L-ypunrodan, Tpunrann, Tpamapon, nmnesonna, SSRI, SNRI,
TATHIF W TPOAYKTH,CHOBPKALUM XBAT KaHTapHoH (Hypericum perforatum)) Moxe Na TIPeAH3BHKA
eekTH, QpJKallM ce Ha ceporoHuHa. [Ipumiku He Tpabea na ce npuaara B KoMOWHALMA ¢ ApYTH
SSRI, MAOI unu Opyru cepoTOHEPridaHY NeKapCTEeHH/OUNKOBH NPONYKTH HIH A0 14 aHH crnen kpas
HA Jle4eHHeTo ¢ TAX. I1o ChIMA HAYHH Te3W NeKapCTBEHW/OWNKOBM Nponykru He Tpabea na ce
npHnarar Ao 7 JHM ciel npekpaTaBaHe Ha npuema Ha Hpumakn (Bx. Touka 4.3).

IHC-akTHBHHM 1€KAPCTBEHH OPOJIVKTH

Vnorpebara ua [lpuamxn B kombGuuauus ¢ ILIHC-akTHBHH JekapCTBEHH MNPOAYKTH (Hanp.
AHTHENUASITANM, AHTHANPECAHTH, AHTHICHAOTHIINA, AHKCHONWTMLM, CEAATHBHM XMNHOTHUM) HE €
CHCTEMHO OLEHSBANA [PH TALMEHTH, CTPAJalld OT [peXAeBpeMeHHa edkynanHa. 3aToBa ce
NpenopsYpa BHAMaHME, ako Ce Hajlara egHOBpeMeHHo npmioxenue Ha [lpummks ¥ nonobum
NeKapcTBEHH NPOXYKTH.

DapmaKorutentusity ¢3aModeicmens
EdexktH_Ha ¢NHOBPEMEHHO NPWIAraHH AEKAPCTBEHHW NpPOJYKTH BBHPXY (apKaAMOKMHETHKATAa Ha

AalOKCETHH

In vitro npoyusanua Ha YOBEGHIKM 4epHOZpoOHHM, OBOPEYHM M YpEeBHR MHMKPO3OMH NOKA3Bar, 4e
HanoKceTHH ce MeTalonusupa Tnasuo upes CYP2D6, CYP3A4 n dnasun-monookcureHaza |
(FMO1). 3atora HHXHOUTOPHTE HA TE3H EHIHMH MOXKE JIa MOHHIKAT KIHPBHCA Ha JANOKCETHH.

Huxubutopu na CYP3A4

Momtun unxnburopu Ha CYP3A4. Tlpunoxkennero Ha keTokoHazon (200 mg aBa nbTH OHEBHO B
NpOABLIDKEHHE HA 7 AHH) TIOBHLNABA CTOHHOCTHTE HAa Crax M AUCis Ha namokcerdH (60 mg
eAHOKpaTHa j103a) ckoTBeTHo ¢ 35% u 99%. [penera ydacTHeTo HAa HECRBP3AHHTE NANOKCETHH H
AHUCMETHN NanokCeTHH, Cia Ha aKTHBHATA (ppaKLMs MOXE 1a ce MOBHLA NpHOmmuTenHo ¢ 25%, a
AUC Ha akTHBHaTa (PpaKUKa MOXKeE Ia ce YABOH NPH eIHOBPEMEHEH NPUEM C MOHIHHA UHXHOHTOPH Ha
CYP3A4.

Veennuenneto Ha Ciax v AUC Ha akTHBHaTA paKuiHi MOKE 3HAUHTENHO 13 C¢ MOBHILAT TNPH YacT OT
noflylanMaTa, NP Kosro nuncsa ¢yHkuMonaten ensum CYP2D6, 1.e. CYP2D6 Oasnu
meTabonu3aTopi, UK B KOMOHHANMA ¢ MoIHY HHXuOuTOpH Ha CYP2D6,

3aToBa €QHOBPEMEHHOTO NpHNoXKeHWe Ha [IpAmukk ¢ moulHM WHXHWOuTOpH Ha CYP3A4 kato
KETOKOHA30/, HTPAKOHA30Jl, PHTOHABHP, CAKBHHABMP, TEJMTPOMHLMH, HedazonoH, HendHHABHP U
aTa3aHaBUp € NpoTHeonokazaHo. COKbT oT rpeindpyT cbulo e MoieH UAXHOHTOp Ha CYP3A4 u
TpabBa a ce u36Garea B pamkuTte Ha 24 yaca npeau npuemMa Ha Ipuinnky (ex. Touka 4.3).

Ymepenn unxuburopr Ha CYP3A4. EnnoBpemMenHoTo neveHke ¢ ymepenn uHxuoutopu Ha CYP3A4
(nanp. epuTPOMHUMH, KNApUTPOMALMH, (dnyKOHA30n, aMnpeHaBHp, (pocaMIpenRaBHp, anpenMTaHT,
BCpanaMui, AWITHA3eM) CBLIO MOXE [a MNOBHIUM 3HAYMTENHO YBEJHYEHATa CKCNO3HWUMA Ha
NanoOKCETMH W AMcMerun  nanokcetuH, ocobeno npu CYP2D6  OasHuTe MeTabOIM3aTOPH.
Makcumannara no3a Ha JanokceTuH Tpabea na Obae 30 mg, ako ce npunara B KomOKMH
OT T€3MW NieKapcTBa (BXK. Touky 4.2, 4.4 1 no-gony). :

/ oy
Teaun nre MEPKH C€ TIPHUNaraT Ha BCHYKH NAaUWEHTH, OCBCH KOIaTO NALUHEHTLT € C }/OT.aHOBCH fiﬂﬁﬁd\q

HAM (peHOTHn Ha CYP2D6 6'bp3 metabonuzatop. TlpH naumeHTh, 3a KOWTO € yCTaHeBeHo q :




KOMOMHYpa ¢ mollieH uHxubutop na CYP3A4, a ako ganokcersH B ao3H o1 60 mg ce npunara
e1HOBpeMEHHO ¢ ymepeH HHxubutop Ha CYP3 A4, ce npenopbusa BHUMaHHE.

Mons HHXHOuTOpH Ha CYP2D6

Croiinoctite Ha Cmax M AUCins Ha panoxcerns (60 mg eaHokpaTHa 103a) C€ YBENHYABAT CHOTBETHO C
50% n 88% npu HaqmumeTo Ha dayoxcetun (60 mg NHeBHO B NponkmKeHne Ha 7 auu). llpeasun
YYaCTHETO Ha HECBBP3aHHTE JATIOKCETHH H JIMCMETHIT NANOKCETHH, Crax HA aKTHBHATA (pakLs MOXeE
ha ce nosum npubmmuTenHo ¢ 50%, a AUC na aktueHaTa (pakiins Moxke 04 ce YABOH IIPH
¢/THOBpeMeHeH NpHeM ¢ MOolHH uuxubutopu Ha CYP2D6. TesH ysenHueHns Ha CTOMHOCTHTE HA Chnax
1 AUC Ha akTuBHaTa $pakuys ca nopoGHH Ha 0OYaKBAHHTC CTORHOCTH NpH GaBHHTE MeTaGonM3aTopH
na CYP2D6 n MoXe pa JoBenar J0 NO-BUCOKS YECTOTa M TEXKECT Ha JO303aBHCHMHTE HeXeNaHW
cuouTHA (BXK. TOUKA 4.4).

HuxuGuropu na PDES

ITpumokn He TpabBa pa ce ynotpeGaBa OT MauMeHTH, NeKyBawu ¢ MExuGuTopH Ha PDES, nopanm
BL3MOXKHO HaMaisfBaHe HA OPTOCTATHYHKMA TonepaHc (BX. Touka 4.4). (PapMakOKMHETHKaTa Ha
nanokcetHH (60 mg) B xomGunauma ¢ taganapun (20 mg) u cungeHagun (100 mg) e ouexera B
KPBECTOCAHO TIPOYHYERAHE C CAHOKPaTHH [NO3H. Tananac]mn HE¢ TIOBIHAAEA (ba]JMaKOKHHSTHKaTa Ha
nanokceTdH. CunjeHadm NMpHUMHABA NEeKH TPOMEHH BHB (papMAKOKHHETHKATA Ha MAAnNOKCETHH
(22% ysenuyenne Ha AUCir 1 4% yBennuenne Ha Cuax), 32 KOHTO He C€ 0YaKBa J1a ¢a OT KIMHHYHO
3HaYEHME.

Eanorpemendoro npunoxkenwe Ha Ilpwmwkn ¢ uaxubutopm Ha PDES Moke na gosene Ao
OPTOCTAaTHYHA XHMNOTOHHS (BXK. Touka 4.4). He ca ycTaHoBeHH edMkacHOCTTa M Ge3omacHOCTTa Ha
Tlpuasd MpH NaUHEHTH, CTPafall SAHOBPEMEHHO OT NPEXACBPEMEHHa €4Kyalus W epekTHIHA
auchysxuma, nexysann ¢ Illpumnku B komGHHalms ¢ wHxuOuTopn Ha PDES.

Ed)eKTlf[ Ha JanoKCeTHH BLPXY (])aDMaKOKHHeTHKaTa HA €JHOBpEeMEHHO NpHIAraHH JEKApCeTBEHH
TPOAYKTH

Tamcynosux

ENHOBPEMEHHOTO MNPUNOXKEHHE HA eOHOKPATHW WAM MHorokpathu mo3n 30 mg win 60 mg
JaNOKCETHH NP NALUMEHTH, NPHEMALIM €XKEOHCBHM NO3M TaMCYNO3HMH, HE BOAH 10 TMPOMEHH BBE
dapMakokHHeTHKaTa Ha TaMcymosuH. Jlo0arsHeTo Ha QaltOKCETHMH KbM TaMCYNO3HH HE BOIM N0
NnpoMaHa B OpTOCTATHYHHA Hp()d)l»‘l.ﬂ H HAMa paslIMKa MEXAY OpPTOCTATHYHHTE BQ)CKTH Ha TaMCYJIOQ3HH,
xombuAHpad ¢ 30 mg unn 60 mg AanoOKCETHH ¥ TO3M HA TAMCYJIO3MH, TIPHIIONKEH CaMOCTOATENRO.
Brnpekn Topa Tlpwnnky TpaGea aa ce mpeanucsa ¢ BHHMaHME HA MALUMEHTH, Npuemalnd ailda-
afjpeHCPruiig  pelielITOPHA  AHTATOHHCTH nopaagM BBE3IMOXKHO HaMaliBaHe Ha OpTOCTaTH‘{HHﬂ
TonepaHc (Bx. ToyKa 4.4).

JlekapcTBeHH NIPOAYKTH, MeTaboinaupanu ot CYP2D6

MmuorokparHure n03u Janokcetun (60 mg IHEBHO B NpOAbL/DKEHHe Ha 6 JHH), NOCAE[BaHH OT
€AHOKpaTHa no3a 50 mg AeMNpaMuH, yBEHYABaT CpeAHUTE CTOHHOCTH Ha Cmax B AUCiqr Ha
Ne3UnpaMUH CbpOTReTHO ¢ okono 11% u 19% B cpaBHeHHE CBC CAMOCTOATENHO NpHIOXKEH
Ae3unpaMuH. JlanokceTHH MoXe Ja peAH3BHKA NOZ0OHO YBEIIMHEHHE Ha NNA3MEHHTE KOHLEHTPAUMH
Ha JIpyTH nekapcTia, Metabonnsupanu oT CYP2D6. KnuHH4HOTO 3Ha4eHNE BEPOSTHO € ¢l

JleKapcTBECHH NpoAYKTH, MeTabonuiznpaud of CYP3A4

MhHuorokpaThute Jo3u  nanokcerwn (60 mg auesHo B NpodbiKeHHE Ha 6 mm) HaM : 1}
ctobnocTHTe Ha AUCr Ha Muaaszonam (8 mg enHokparha noza) ¢ npu6nn3u§renub 20% (Iluarraﬁo i

—60 no +18%). KnuHuunoto 3HaueHue Ha edekra Ha MWIA301aM BEpOSTHO e\\gnaﬁo TipH. noaeqem y /
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nannenTd. [losmbeHara axktupHocT Ha CYP3A Moke Ja € OT KIMHMMHO 3HaueHHE 33 HAKOH
NALHEHTH, JIEKYBAHH €QHOBPEMEHHO C JICKAPCTBEH MpPOIYKT, KOWTO OCHOBHO ce Merabonmusupa oT
CYP3A u uma TeceH TepaneBTH4eH Nnposopel.

JekapcTrenu npoayKTH, Metabonusnpany ot CYP2C19

MHorokpatHute no3M nanoxceTs (60 mg OHEBHO B MNpOObKeHHe HAa 6 AHM) HE HMHXHOMpat
metaboin3Ma Ha eJHOKpaTHa noza 40 mg omenpazon. JlanoKCeTHH He OKa3Ba BJIMAHME BbpXY
thapMaKkoKHHeTHKATa Ha Apyry cybcrparu va CYP2C19.

JlexapcTREHN NpOAYKTH, Metabonuinpanu ot CYP2C9

MHuorokpaTeuTe 103H AanokceTHH (60 mg nHeBHO B MpoAbIKeHHE Ha 6 JIHM) HE OKa3BAaT BIUAHHWE
BBpXY (apMakokHHeTHKaTa WK (apMaKoJMHAMHKATA Ha €JHOKpaTHA Ao3a 5 mg rimbypua. Manko
BEPOATHO € AaTNOKCETHH Aa MOENHAe hapMaKoKHHeTHKaTa Ha Apyrd cybctpaTh Ha CYP2CY.

Bapdapun ¥ ekapCTBCHW NPOAYKTH, 33 KOMTO € M3BECTHO, Y€ BIHAAT BbLPXY KOArynalHATa W/WIu
TpombonuTHaTa hYHKIMA

Hsama nannM, oneHaBamy edexra Ha xponnynara ynorpefa Ha BapdapHH ¢ NanoKCeTHH. 3aTOBa ce
NpenopbyYBa BHHMAHME, KOraro JAallOKCETHH C€ IpHiara TNpH MAlUHEHTH, OpHEMauld XPOHRUHO
BapdapuH (BX. Touka 4.4). B enHo ¢apMaKoKMHETHYHO NpoyuBaHe AariokceTHH (60 mg AHEBHO B
ApoAbIKEHNe Ha O AHM) He OKa3Ba BIMAHHE BLPXY (apMaKOKMHETHKAaTa Wi ¢apMakOQHHAMHKaTa
(PT nnu INR) Ha sapdapun crieR npieM Ha eQHOKpaTHa Jjo3a oT 25 mg.

Hma crobimenns 3a abHopmHo kepiene ipu ¢ SSRI (Bx. Touka 4.4).
Eranon

EnHOBPEMEHHOTO NPHNOKEHUE C €IHOKpaTHa 1034 etanon, 0,5 glkg (npubnusurenno 2 nuruera) ne
NMOBNHABA (apMakOKHHETHKATa Ha nanokceTHH (60 mg eAHOKparHa [A03a), HO JANOKCCTHMH B
KOMOHHALMA C €TAHON YBenu4aBa COMHOJNEHTHOCTTAa M 3HAYHTENHO MOHIKABA CaMOKOHTpOJa.
PapMakoIMHAMMYHHTE M3MEPBAHHA Ha KOTHMTHBHMTe Hapywenus (Digit Vigilance Speed, Digit
Symbol Substitution Test) chilo nokasear agMTHBEH eeKT NPH €MHOBPEMEHHOTO NPHIIOXKEHHE HA
AAnOKCCTHH ¢ eranon. EnnoBpemennara ynoTpeba Ha ankoxon W AanoOKCETHH YBeNHvaBa
BEPOATHOCTTa MM TEXKECTTa HA HEeXeAaHHTE PEaKUHH KaTo 3aMasHOCT, CBHIHMBOCT, 3abaBeHu
pednexcH wiH HeNpaBunHa npeueHka. KomOuHamMaTa MeXXay ankoxon H JANOKCETHH MOXKE na
3acHIM eeKTHTe, CBBP3aHH ¢ ANKOXOJA, KAKTO H HEBPOKADIHOIEHHHTE HEXENaH# PEaKlHMH KaTo
CHHKOII, KATO TaKa e NOBHLIABA PHCKBT OT CydaiiHu HapaHABaHHS. 3aTrosa manMeHTHTe TpbBa na ce
CBBETBAT Aa W30aTBAT ynorTpebara Ha ankoxon, Aokato npuemar [punroku (Bx. Touku 4.4 n 4.7).

4.6 DeprmiaHTeT, OPEMCHHOCT H KBPMeHe
[Mpunwxr He € nokasan 3a ynotpeba npu xeHu.

IlpoyuyBaHHsTa MpH KHBOTHM HE TMOKA3BAT NPEKH HIIH HEMpeKH BpeAHH eheKTH, CBBLP3aHH C
tepTrnnTeTa, 6pemenHocTTa ik eMOpuonannoTo/perannoTo pazeuTHe (BX. Touka 5.3).

He e n3BectHo JanH NATIOKCETHH WK HErOBHTE MeTabONUTH Ce CKCKpeTHPAT € YOBEILKATA KbPMa.

v

}

Ipuinkn NOBNHABA B MaJIKA 10 YMepeHa cTeneH cnoco0HOCTTa 2a wodupafed ,{(z}_ﬁmﬁj‘i@ M2 QJ/H\
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nauMeHTHTe TpabBa na ObJaT NpenynpeknaBaHy na MGAreaT CUTYAUMH ¢ BR3MOMNHH HApaHABAHMA,
BKJIIOYHTEAHO Wo(pHpane U paboTaTa ¢ ONacHH MalllHHH.

KomOuHalmaTa MeXay alkoxol W JANOKCETHH MOXE 0a 3aCHIH HEBPOKOTHHTHBHUTC edeKTH,
CBBp3aln ¢ aNKOXONa, KaKTO H HCEPOKAPAUOTEHHHUTE HEXKETaHH peakilui KaTo CHHKOM, KaTo Taka ce
NOBUINABA PHCKBLT OT ClyyailHM HapaHsBaHWs. 3aTOBa mauMeHTHTe TpabBa fAa ce CBHBETBAT ja
w3bAreat ynorpebata Ha ankoxoJ, AoKato npueMat [Ipunmky (Bx. Touku 4.4 1 4.5).

4.8 Hexe)aHH JeKapCTBeHH PeakiHE

O600menue na npodiina Ha He3onacHOCT

B KIHHHYHH HpOY'{BaHHH (M C’I:O'Gll.laBa 3a CHY‘IBH Ha CHHKON H OpTOCTaTH‘lHa XHANOTOHWA (B}K. TOYKA
4.4). ,

CnemunuTe HesKkeNaHM JIEKAPCTBEHH PpeakuMH ce chobluaBar Hali-uecTo BbR (aza3 KIMHHYHH
NpoY4BaHMA H ca CBLP3aHH ¢ josata: ragere (11,0% M 22,2% cpOTBETHO NPH IPYNHTE, NPHEMALIH
30 mg 1 60 mg ganokcetnn), saMaanoct (5,8% u 10,9%), rnapoGonue (5,6% u 8,8%), nmapus (3,5%
" 6,9%), 6esceHue (2,1% u 3,9%) u ymopa (2,0% u 4,1%). Hafi-uecTo cpelnanure HekenaHu
peaKL|H, BOACHIH 10 CIIHPAHE HA ISYEHHETO, ca raneHe (2,2% Ot NalHeHTHTE, JekyBanH ¢ Ipunain)
u 3amanHocT (1,2% oT nauneHTHTE, AekyBaHH ¢ [TpHUmKH).

TabnMyeH cNUCHK HA HEXEIAHHTE pPeaKliHH

besonacnoctra Ha [Ipunioku e oueHeHa npu 4224 MaUMeHTH ¢ IPEXACBPEMEHHA €RKYAAUHA, B3€IIN
yyactve B NeT ABOHHO-CIENM, NianeGo-kOHTPOIHPaHH KIMHHYHM rnpoy4ypanud. OT Bcuuky 4224
nauventH, 1616 ca npuemamy Ipumbxkn 30 mg npu neobxogumoct, a 2608 — 60 mg wiu npu
HEOOXOAHMOCT, HIIH BeJIHBK QHEBHO.

B Tabnuua 1 ca npeacrapenn crobuieHHTE HEXETaHH PEAKLIUH.

Tabanua 1: YecToTa Ha Hexxenannte peakin (MedDRA)

Muoro HecTn HeuecTn Peikn
Cucremo-opraveH | yectH (= 1/100 a0 < 1/10) = 1/1 000 po < 1/100) = 1/16 000
Kjaac (> 1/10) ac < 1/1 008)

i
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Tlcuxnunn
HApYIIEHHA

Tpepoxnocr, pu30yna,
DesnokoiicTeo,
Oe3chuue, HeoOuualiHl
CLHHIMIA, HAMANIEHO
nudrIo

Jenpecus, noTHCHATO
HacTpoeHHE, eyPopHHO
HACTPOSHHE, MPOMAHA HA
HACTPOEHUATA, HEPBHOCT,
Oe3pasauue, anatHA,
CHCTOAHHE Ha OOBPKAHOCT,
J],B3OPHEHTBHH5,
HeoOHYaiTHE MHCAH,
cepbxGauTenHoct,
HapylleHHe Ha ChHA,
HecnocoOHOCT 3a
3acTMBane, cxOyxKaaHe
nocpes HOI, KOIWIMapH,
OpyKCUIBM,

zaryba Ha nubHgo,
aHoprasMus

Hapyuienns na 3amagnoct, | COMHOAEHTHOCT, CuHKOT, Ba30BarancH JaMagHocT
HEPBHATA CHCTEMA raasobonue HapynieHO BHHMAaHUE, CHHKOI, TOCTYPanHa npH
TPEMOD, NapecTe3ns 3aMadgHOCT, AKaTHINA, (pu3myecko

JHCrey3ns, XANEPCoMHRA, HATOBApRaHE,
neTaprun, cenauus, BHE3AMHO
NOTHCHATO HHUB(O HA 3aCNHBaHE
CB3HAHMETO

Hapymienns na 3aMBINIEHO 3peHRe Munpuaza (Bx. Touka 4.4),

ounTE Gonxa B 09UTE, HAPYIHEHO
3peHne

Hapymienns na Tuuuryc Bepturo

YX0TO B

nabHpHHTa

Cupreusn CHHYCOB apecT, CHHYCOBa

HAPYIIEHHS Opaavkapans, TaXHKapIHA

Cuaoen 3adepBsaBaHe XUnoToKHA, CACTOIIHA

HapylmeHus XHIIEPTOHHA, FOpEItH BENHK

PecnupaTopun, 3anynicHu CHHycH,

IPBAKM H Tpo3aABaHe

MENHACTHHAIHH

HApyIHEHHS

Cromaumino- Tanene Jnapna, noRprilaHe, Kopemen auckomgopr, Crieluna

YpeBRHH 3ameK, KopeMHa Gonka, | enWractpaned OHckomdopT | (HeOTHOXKHA)

HapymeHHs fonka B ropHaTa HacT Redekauns

Ha KOpeMa, JINCIIENCHs,
dmarynennus,
CTOMalleH
AHCKOMGOPT,
pa3ayBaHe Ha Kopema,
CyXoTa B YCTaTa

Hapywenun va Xunepxuapoza Cupbek, cTyaena nor

KOXKATA H

NOAKOXHATA

TLKaH

Hapyumienns na EpekTinna HepbimoxkHOCT 32

BL3NPOU3BOAHTEN AAChYHKLMA €AKYNalnA, HapylIen

HATA CHCTEMA H oprasma Ha Mbka,

r.paata NAPECTE3HA HA Mb!
[10JI0BY OPTaHy

O6uu Hapymenns Ymopa, AcTenns, yceliane Qi :

H epeKTH Ha Pa3pazHHTENHOCT TOIUIHHA, YCEUtane 3a
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MIICTOTO Ha HEPBHOCT, HeoOHYaiHK

NPHAOKEHHE YCeumaHHg, yCellaHe 3a
ONUSHEHHE
Hscnensannsn TloBunreHo KpeBHO YdecTeH ChpIeueH PHTEM,
HangraHe NOBHIUEHO AHACTORHO

KPbBHO HAJIATaHE,
TIORHIICHO CPTOCTATHMHO
KPEBHO HallAraHe

Hexenannre nekapcTBeHH peakiud, ChOOIIEHH B 9-MECEYHOTO NPOABIKEHHE Ha ABLATOCPOUHO
OTBOPEHO MpOYYBaHE CHOTBETCTBAT Ha CBOOIUEHMTE B ABOHHO-CNIENMTE NpPOYYBaHWA W HE Ce
ChOOIABAT IONBIHHTENEH HEXKENIah NIEKaPCTBEHHA PeaKLMH.

Onucadde Ha H30paHy HeXeJlaHW peakiiu

B KNMHAYHA NMpoYYBaHHA ce chOBILABA 32 CHHKOIN, XapaKIE¢PH3HPall ce KaTo 3aryba Ha ChL3HaHMe ¢
Opanukapans MIA CHHYCOB apect, KOWTO ce CYHTA 33 CBRBP3aH C JIEKApCTBEHHMA MPOAYKT H,
HaONioaBaHK TIPH NALMCHTH, HOCEIH XoJTep MOHHTOpH. [ToBeyeTO OT chyHManTe ca HaCTBIMIHK Mpe3
DbpBHTE 3 4aca CiAel pHEMa, chefl ThpPBaTa 032 HITH ¢a CBbP3aHH ¢ NMPOLIENYPH [0 TPOYYBAHETO B
KJIHHMYHATZ OOCTAHOBKA (KAaTO B3¢MaH¢ Ha KPBB, OPTOCTATHYHM MPOLEAYPH H H3MEpBaHE Ha
KPBLBHOTO Hasarane). CHHKOI'BT Y4eCTo € HpeaxokaaH oT POAPOMATHH CHMITTOMH (BX. Touka 4.4).

IHoaBaTa Ha CMHKON W BEPOSATHHTE NMPOAPOMATHH CHMITOMH H3FJeX]a Ca J030-3aBHCHMH, KOETO €
EMIIHO OT BHCOKAaTa MM YE€CTOTA CPej [IALHEHTH, JICKYBaHH € NIO-BUCOKH OT NMPENnophYBAHUTE N103H BbB
¢haza 3 KTHHUYHH NPOYYBAHWS.

B xymHHuHKM npoyuBaHHa ce CHOOIaBa 3a OPTOCTATHYHA XMNOTOHHA (BX. Touka 4.4). B nporpamara
3a KJMHWYHO pasBHTHe Ha [lpunixn vecToTaTa Ha CHHKONA, XapaKTepH3HWpall c¢ kKaTo 3aryda Ha
Ch3HAHME, € PA3IMYHa B 3aBMCHMOCT OT M3C/eBaHaTa monyaauus ¥ Bapupa ot 0,06% (30 mg) no
0,23% (60 mg) npu nuua, BKMoueHH Bb8 (aza 3 mianedo-KOHTPONHPaHH KIMHHYHH NIPOYYBaHHA H
0,64% (xomMbuHaIMa OT BCHYKH [103M) 3a da3a | mpoyuBaHns Che 3ApaBH N0OOPOBONIM, HECTPAJALIK
ot I[1E.

Jpyry cnenanii 0onyaalHy

Ilpenopruba ce NOBWINEHO BHUMaHHE, aKO 103aTa ¢& NOBHIIaea Ha 60 mg NpH DanHeHTH, OpHeMalii
MoK HBXHONTOpH Ha CYP2D6, win ako J103aTa ce NOBHINARA Ha 60 mg NpH mauMenTH, 33 KOMTO €
H3BECTHO, Y€ ca ¢ TEHOTUN Ha HaeHu Metabomuzatopu Ha CYP2D6 (px. Toukn 4.2, 4.4, 451 5.2).

Edextn na otHeMaHe

Hma cbobiieHHs, Ye pa3KoTo cnupaHe Ha XpoHHuno mpunarasd SSRI 3a ncueHHe Ha XpOHWMHH
JENpecHBHH  pascTpoiicTBa BOAM [0 CNEJHWTE CHMITOMH:  AWCGhOPHYHO  HAacTpOEHHeE,
Pa3znpazHHUTENHOCT, Bb30YAA, 3aMaAHOCT, CETHBHH HapylieHHsa (HAmp. NapecTe3uy KaTo ycellaHe 33
TOKOB YAap), TPEBOXKHOCT, OGBPKAHOCT, MMapobonne, NeTaprys, eMONMOHaNHA Ja0WIHOCT, Oe3ChHHE
M XMIOMaHH4.

PezynraTuTe OT NpoyusaHuaTa 3a 6€30MaCHOCT NOKA3BAT MANKO I0-TOJISMA YECTOTA HA CHMIOTOMHMTE
Ha OTHEMaHE KaTo NEeKO M yMepeHO Oe3CchbHME M CBETOBBLDPTCHK MPH NMAUMCHTH, TIPEMHHANM KbM
nnauebo cnes 62-nHEBEH NpHeM eXkeHEBHO.

Crobuiarane Ha MOJOIUPAHN HEKENAHU PEAKLIMY

Cro61uaBaHETO Ha NOAC3HPAHH HEXKeNaHH PeaKlMH Cejl pa3pellaBaHe 3a YNoT, vlg 2
nponykt ¢ Bakno. Tosa Noseonsea na npoabaxkKu HaONOAEHUETO Ha C'bOTHOI.uiJ-IHE"I{OL J-‘lon3a/pucm
NIeKapcTBEHHA NPOAYKT. OT MeIHUHMHCKHTE CNELKANMCTH €€ M3IHCKBA 1 éb@)fhnaBaT BCAKa *
NOAO3HPAHA HEXKENAHA PEAKLIMA MPe3 HAallHOHANHA CHCTeMa 32 cbolluaBaHe: .

Z Cosad ,
.(,— - ST
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Hzanbnunresina areHLMA no nekapeTpaTa
ya. ,Jaman I'pyes” Ne §

1303 Codua

Ten.: +35 928903417

yebcaiT: www.bda.bg

4.9 TIpeno3npane

Hama cpobiuenns 3a cnyuau Ha npenosuipane.

Hama neovakBasn HexXenaHM ¢HOHTHS B KIMMHRYHO (apMakonoTHyHo npoyueane na llpumoki c
AneBHY 1o3u 110 240 mg (ae po3u ot 120 mg npes 3 waca). Karo 1410, CHMNTOMHTE Ha peno3upaHe
¢ SSRI BkmouBaT HEKENaHH PpPeakUMH, ABIDKALH C€ Ha CEpOTOHHHA, KaTo COMHOJNEHTHOCT,
CTOMALIHO-UPEBHH HAPYIIEHMA KATO rajeHe M NOBPHINAHe, TAaXWKapAHusa, TpeMop, Bw3byna H
3aMagHOCT.

B cnyvan na mpeposupane TpaGRa fa ce NpeAnpHeMaT HeoGXOMMMMTE CTAHAApPTHH NONIBPIKALIA
mepku. Tlopaau BHCOXaTa cTeneH Ha CBBP3BAHE C MNA3MEHWTE NPOTEHHHTE H rofieMns obeM Ha
pasnpeaeneHre Ha NANOKCETHH XUAPOXJIOPH, (OpCHpaHara AHype3d, IHaNH3aTa, XxeMonepdysHaTa H
oflMeHHaTa TpaHC(Y3HA € MAJIKO BEpOATHO Ja ca oT nonza. He ca u3pecTHH cnenHgpHYHH aHTH/IOTH HA
HMpumaia.

5.  ®APMAKOJOIMYHA CBOHCTBA

5.1 ®PapmakoAHHAMHYHH CBOHCTBA

(dapmakoTepaneBTHYHA Ipyna: Apyry ypolorAunn cpenctia, ATC xon: G04BX14

MexaHu3zsM Ha BelCTEHE

JlamokceTHH ¢ MOILIEH CeneKTHBEH WHXMOMTOP Ha OGPATHOTO 3aXBauiaHe Ha cepotoHuHa (SSRI) ¢
ICs0=1,12 nM, a ocnoBHure My 4vopewmkd Mertabonut — aucmerun panokceTHH (ICso<1,0 nM) u
auamucMeTHn nanokceTHH (ICs=2,0 nM) ca exBMBANIEHTHH WJIH NIO-MAjJKO MOIHHH (JAanOKceTHH-N-
okeny (IC5=282 nM)).

Yosewkara eaKyllalHid ¢ MENMHpaHa OCHOBHO OT CHMMNATHKOBHMA 4l Ha HCPBHaTa CHCTEMA.
EﬂK}’HaTOpHHﬂT MbT 3d4Nn04YBa OT CNHHAIHHA pel?lJJ'IEKCEH ueH'n,p,' MenaHpad OT MO3BYHHA CTBON H
HbpBOHAYANHO € NOB/JHAH OT pednua sipa B MO3bKa (MEHH&J‘IHH INpCONTHYHA H napaeeHTpuKylapHi
Anpa).

ﬂpennonara ¢e, U MEXaHH3MET Ha NeHCTBHE Ha AANMOKCETHH IIpH MpEKAECBPEMEHHA €AKYyIalHa ¢
CRbp3aH C HquﬁupaHe Ha HEBPOHHOTO 06paTHO 3axpalllaHe Ha CepTOHHHa H MNOCCABANIOTO
YCHIIBAHE Ha JEeHCTBHETO Ha HEBPOTPAaHCMHTEPA IIPH T1PC- H NOCTCHHANTHYHHTE PEeUCTITOPH.

Ilpn nabxoBe panokceTwH - MHXMOMpa eAKYJNATOPHMA eKCNYJCHBEH pediekc, AeHCTBaiikM Ha
CYHpacnMHANHO HHBO B JIATEpanHoTO mnaparHrantokiersuHo saapo (LPGi). Tlocrranravonuwre
CUMNATHKOBH BJIAKHA, KOMTO MHEPBHpAT CEMEHHHTE Be3MKY/IH, CeMeNpoBola, MNpocTaTata,
OynboypeTpanHHTE MYCKY/IH M IUMIAKATA HA AMKOYHHA MeXYp, NPHUMHSABAT TAXHOTO KOOPAMHHPAHO

MIBEXOBETE.

Kandnuna edukacHocT 1 HezonacHocT
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6081 nuua. YuacTHHUNTE ca Ha Bh3pacT 18 roauHn unu noeete W ca ¢ asamHeza 3a I1E 8 noseyero ot
NOJIORUTE CHOLICHUA, KOUTO €4 UMaNH Npe3 NOCAENHUTE 6 Mecella NPeH BKIIOUBAHE B NPOYYBAHETO.
IpexpneBpeMeHuaTa eskynauus e AeMHMpana CLINACHO JMArHOCTHYHHMTE KpUlepHH Ha DSM-TV:
KPaTKo BpEME Ha esKkynalus (B 4 OT NpoyuBaHHATA € H3NOA3BAHO NATEHTHO BPEME 10 HACTBHBAHE HA
eAkynauus peB Brnaramuiero [IELT; BpeMe oT BaryHanHOTO NPOHHKBAHE IO MOMEHTA Ha eAKyNauns
BBB BIaranuiiero] <2 MHHYTH, M3MEPEHO ¢ TIOMOLITA HA CEKyHAOMep), cnal KOHTpOR BBPXY
ejlKynaluAaTa, H3paseld CTpeC HIH 3aTPYIHEHH MEXAYNHYHOCTHH KOHTAKTH B pe3ynTarT Ha TOBA
CHCTOSHHE.

Juua c npyru GopMu Ha cekcyanna DHUCOYHKUHA, BKIWOUMTENHO H CPEKTHITHA AMCRYHKIMA, WU
TaKHEa, KOMTO M3NI0N3BaT ApYrd $opMH Ha (apmakoTepanus 3a neyenHero Ha [1E, ca uskmoueHu oT
BCHYKM 11POYYBAHA,

Pesynratire ©OT BCUYKM paHAOMH3MP2HK npoyuBaHWs ca cbNocraBuMp. Edukacnocrra e
AEMOHCTpHpaHa clex 12-cegmMuen nepvon Ha JNedeHue. B eaHO OT HPOYUBaHMATA Y4acTBaT
nauMeHTH B R M3BBM rpanMnuTe Ha EC, ¢ nponmDKMTenHOCT Ha neueHMero 24 cenmuuud. B
OPOYUBAHETO ca panfomu3Mpany 1162 nannentu — 385 na nnanebo, 388 wa Ipunmwkn 30 mg npu
Heobxoxumoct 1 389 na Ipumpxn 60 mg npn Heobxonumoct. CpeiHaTa CTOWHOCT ¥ MEHAHATA Ha
IELT ca npeactaseHn B Tabnuua 2 no-Jo7ny, a KyMYJaTHBHOTO Ppasnpeic/icHHE Ha NalHeHTH,
MOCTUIHAH NIOHe onpeleneHoTo HMBO B cpennoTo JELT B kpas Ha npoyvBaneTo, ca NPEACTARCHA B
Tabnuua 3 no-gomy. Pesynrats or ocraHanuTe npoy4ypanMs M cOOPHMAT aHanM3 Ha JaHHHTE B
ceIMULA 12 ca cplocTABHMY.

Ta6nnna 2: CpenHoapuTMeTHYHa CTOHHOCT M MeAMaHa Ha anamvsipanoto cpeano IELT, uauucnenn
0 METO/1a Ha Hali-MaJIKKTe KBaJIpaTH B Kpas HA NipoyuBaHeTo®

Cpeano IELT Haanebo Tpwawxn 30 mg Hpunwxn 60 mg
Menuaua 1,05 mun 1,72 Mun 1,91 Mun
IE;:*;})}I;!K&O(; H;I:e[;e? 0,6 mun** 0,9 mMun**
° AGBCpHTENG [0,37; 0,72] [0,66; 1,06]
HHTEpBaA]
CpenHoapurMeTiaHa
CTOHROCT, MIAHCICHA 1,7 Mun 2,9 MuH 3,3 MuH
110 METOA Ha Hail-
MAaJIKUTE KBAAPATH
o e e | Lo
© AOBEP [0,59; 1,72] (1,02; 2,16]
MHTEpBanN] B

*W3zxonna cTOHHOCT, OTHECEHA 32 NAaLMEHTH Ge3 NaHHM ClleA HAYanoTo Ha NPOYUBAHETO.
**Pasnukata € oT CTATHCTHYECKO 3HadeHue (p-cToiiHocT <= 0,001).

Tabsanna 3: [TaurenTn, nocTvrHanv fose onpedenexdoro Huso B cpeaxoro IELT B kpas Ha
npoy4BaHeTo)*

IELT aauebo Mpuskn 30 mg Hpuaukn 60 mg
(min) %o % Yo

=1,0 51,6 68,8 77,6

22,0 23,2 44.4

>3,0 B 14,3 26,0

>4,0 | 10,4 18,4

r__
>5,0 7.6 14,3
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>6,0 50 11,7 14,4
>7,0 39" 9,1 9,8
>8,0 2,9 6,5 8,3

*Maxonna cToiHocT, MpeHeceHa 3a nalMeHTy 663 AZHHY Cllel HAUaNoTo Ha NPOYYBAHETO.

Crenenta Ha ynwixkasane Ha IELT e cBpp3ana ¢ n3xoznara My CTOHHOCT ¥ BApHPa MLy OT/ICAHHTE
naupeHTd. KnHHHUHOTO 3HadseHue Ha edexrHTe oT jedenuero ¢ Ilpumuokn Gewe A0NBLAHUTEIHO
ACMOHCTPHPAHO ¢ OTNIEN Ha PA3TMYHHTE U3XO/H OT feYeHHETO, chobmaBany 0T NALMEHTHTE W aHANIN3
Ha JIMLA, OTTOBOPUIIM HA NIEYEHHETO.

OTToBOPMNO Ha NEYEHHETO € JHLlE, KOETO € MOA0SPHI0 KONTPONa Han eAKyJauMaTa ¢ MAHMMYM 2
KaTEropHH M € HaMaliiio CELP3aHUs ¢ eAKYIALMATA CTpeC ¢ MUHAMYM 1 kateropus. CTarHCTHYECKH
3HEYHTE/THO MO-TOMAM NPOLEHT MNAllMeNTH ¢a OTFOBOPMIH HAa JNeveHHeTo B rpynure Ha [Ipninkn B
CpasHeHMEe ¢ Ta3M Ha mianebo B ceamuua 12 wmy 24 B xpax Ha npoyysasero. [IpouentsT Ha
NAUMEHTHTE, OTTOBOPHIH Ha JIeYeHHeTo, € TIO-TolaM B rpynute Ha ganokcerdd 30 mg (11,1% - 95%
CI [7,24; 14,87]) n 60 mg (16,4% - 95% CI [13,01; 19,75]) B cpasuenue ¢ rpynata Ha nnaueto B
cenmuiia 12 (oGobuieH aHamus).

KnusuuboTo 3HaueHue Ha neuebnure edekri ot [Ipninbkn e peCTaBEHO OT TEPANCBTHYHNTE IPYyna
3a H3MEPBAHE HA M3X0la OT KIMHM4Hata rnobanna npencraea 3a npoMana (CGIC) Ha yyacTHHKa, B
KOATO NalMeHTHTe €A TIOMOJICHH Qa HAOpaBAT CPaBHEHHE C IPEXKIEBPEMEHHATA CH €IKynaums Ot
HAYaNOTO Ha NPOYUBAHETO, KATO BH3IMOMXKHWTE OTrOBOPY BAPHUPAT OT ,,MHOI0 No-Robpe” Ao ,,MHOrO
no-3ne”. B kpas #a npoyusasero (cenmuua 24) 28,4% (rpynara va 30 mg) u 35,5% (rpynara Ha
60 mg ) Or nAUMEHTHTE ca CHOBIHHAH, Y& ChCTOSHHETO HM € ,,1Io~-n06po” WK ,MHOro no-nobpo” B
cpagnHeHne ¢ 14% 3a nnauebo, mokato 53,4% u 65,6% OT NAUESHTHEE, NIEKYBaHH CLOTBETHO ¢
lanokceThH 30 mg u 60 mg, ca chOOUMNK CHCTOAHHETO CH KATO ,,MANKO TO-00po” 8 CpasHeHHE ¢
28,8% 3a nnauebo.

5.2 ©PapmMakoKHHeTHIHHE CRONCTRA

Ab6copbnma

Janioxcetnt ce aGeopGupa 6Bp3c M NOCTHra MAKCHMANHH MIa3MeHH KOHUEHTpauMH (Cuax) Gauzo 1-
2uaca criefl npueM Ha Tabnerkata. AScomoThara GHOHanHYROCT € 42% (nmanazon 15-76%), a
MEXAY HOZOBHMTE KoHueHTpauwwn or 30 u 60 mg ce wabmopapar MpoMoOpUMOHANIHA H2 03372
yserudennn B excnosuumata (AUC n Cpa). Tlpu MHOTOKpaTeH npuem, croiinoctrre Ha AUC 3a
AANOKCETHH W aKTHBHMS MeTtaGonHT pucMeTHn nanoxcernn (DED) ce ypennuarat ¢ 6nmso 50% B
cpaBnenKe cbe cTolinocTite Ha AUC npu eaHokparsa ao3a.

Ilpuemaneto Ha xpaHa, Gorara Ha Ma3HHM, BOJH JI0 YMEPEHO HAMAJABAHE HA CTOWHOCTHTE HA Cuax
(oxono 10%) u ymepero ysenmuapane Ha AUC (okono 12%) Ha RanoKceTHH 1 ek 320aBa BpeMeTo
32 JOCTHFaHe Ha TNHKOBM KOHUEHTPAlMHW Ha AanokcetuH. Te3n NMpoMeHM He ca OT KIHHHYHO
3HaueHHe. [punixu Moxe fa ce npueMa ¢ Wi 6e3 Xpana.

Paznpenenenne

Nosede o1 99% OT panoKceTHH ce CBBP3BA IR Vifro ¢ HYOBEIIKHTE CepyMHH NpoTenHy. CBBP3BAHETO
Ha AKTHRHWS Metabonut aucMetun ganokcetnn (DED) ¢ nnazmenuTe npoTeHHi ¢ 98,59 eZtHUAT

burorpanchopManus

§NE
W

HMHR. cheTeMH

In vitro Mpoy4Banns NOKa3BaT, 4e NanoKCeTHH ce MeTaboan3upa OTF penu
uepHua npob 1 Gubpeunte, rnaeno ot CYP2D6, CYP3IA4 u dnasun MOHOOK
niepopanHo npuackenue na ‘C-nanokceTHH, [anokceTwn ce MeTabonus

",
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MHOMECTBO MeTaGONIMTH [MABHO Ype3 CNE/IHMTE ITHTHINA Ha GuoTpaHcdopmanns: N-oxcunaums, N-
neMeTunaumsa, Ha(pTHI XWApoKcwiIauud, TNoKkopoHuaumsa M cyndarnpade. HMma nmaHnu  3a
npecucreMeH first—pass MeTaboinzBM cnell NepopaHo NPHIOKEHHE.

OCHOBHUTE BELIECTBE, LMPKYTHPAILH B M143MaTa, 4 HEMPOMEHEHHAT AAMOKCETHH H AaNOKCETHH-N-
OKCHA. [n vifro NpOYYBaHMATA 32 CBBP3BAHE M TPAHCMOPT MOKA3BaT, e NANOKCETHH-N-OKCHILT €
HeakTHBeH. JIONMBIHHTENHHTE MeTabOMHTH, BKMOUBAINHA AWCMETHN JanoKCeTHH H AHIMCMETHI
JAnOKCeTHH, ChCTABIABAT MO-Manko of 3% OT BCHYMKM UMpPKYJIHpalld B Nia3MaTa BELIECTBa,
CBBP3aHH C JIEKRPCTBOTO. fn Vitro MpOyUYBaHHATA 3@ CEBbP2BAHE MOKA3BAT, Y€ AHCMETHI AaNOKCETHH ¢
PaBEH Mo MOLIHOCT Ha JaloKCeTHH, a AHAHCMETHI JanoKCeTHH npurexana nmpubmazurento 50% or
MOILIHOCTTA Ha JanokceTwH (Bxk. Touka 5.1). Heceupsaumnre excnosuiii (AUC u Cuax) ha DED
NIPEACTABNABAT CHOTBETHO oKono 50% u 23%; or HecBBp3aHUTE eKCIIO3HLMH HA AANOKCETHH.

EmvMuBRpade

MertabonuraTe Ha NaNOKCeTHH ce eMHMMHHPAT THAaEHO B YPHHATa KaTo KOHIOraTH. B ypuHaTta He ce
OTKpHBAa HEMPOMEHEHO AKTHBHO BemlecTso. Ciien NepopalHO NPHIoKEHHE JalOKCETHH ce eTHMHHHPa
¢ NMBEPBOHAYANEH NOMYKHMBOT OKONO 1,5 Yaca, ¢ rura3MeHH HMBa, MO-HHCKH oT 5% oOT NHMKOBHTE
TNa3sMenu KOHLIEHTpalMK 1o 24 4aca ciel npueM H KpaeH NoAYXueotT oT okono 19 waca. KpaliHuar
nomyxueotr Ha DED e okono 19 gaca.

DapMaKOKHHETHKA NPH CTIELHATHH TTOMYJIAITHA

MeraGoaurst DED ponpuracs 3a ¢apmakonornunua edekt Ha [lpunmwkn, ocobeHo korato
€KCIIOZHLMATA MY ce NIOBHILH. [{0-m07y e npencTaBeHo YReNH4¢HHETO Ha NapaMEeTPHTE Ha AKTHBHUTE
¢paxumu npu Haxon nomynaumu. Tora € cOOPBET OT HEeCBLP3aHUTE EKCIIO3HLIHH Ha JATOKCETHH M
DED. DED e ckc chiata MOIIHOCT kaTo JAanokcernH, H3uncnaenyne nokaspa eNHAKBO pasnpeieeHHe
Ha DED B ITHC, Ho ToBa ne € ycTaHOBEHO.

Paca

AHaJM3MTE HA KIMHKWYHH (papMaKoJIOTHYHHM TIPOYYBaHHA C €AHOKpaTHH no3u 60 mg nanokceTHH He
NIOKA3BAT CTATHCTHYECKM 3HAYUMK pa3iiHKH MexJy KaPKa3Kara, YEpHaTa, AaTHHOAMEPHKAHCKATA H
asyarckara paca. B MpoRefeHO KIHHMMHO MpoyvBaHe 3a CpapHABaHe Ha (apMaKOKMHETHKATa Ha
DANOKCeTHH TIPH AMOHCKH M KAaBKA3KH JIHNA, NaHHWTe mokadeat 10% no 20% no-BUcOKW MNa3MEHH
HHBa (AUC M NHKOBa KOHUEHTpalMWs) Ha AanOKCETHH IPH ANOHCKUTE NHLA NOpann I0-HHCKO
Tenecno rerno. He ¢& ouakpa Manko No-BHCOKATA SKCIIO3UIHA /12 MMA THAYUTENER KIMHHYEH edekT.

Crapuecka BB3pacT {65 unu noseye rofliHu)

Ananusute B KIMHHYHO (papMaKoJIOTHYHO MpOY4BaHe ¢ COHOKpaTHH o3 60 mg manoxceTHH He
NOKa3BaT 3HAYHTEITHH PATHKH MeXay (hapMakokiHeTHUHHTE NapaMeTpH (Cnax, AUCins, Tinax) Ha 31paku
MBKE B CTAPYECKa BB3PAcT M 3APaBH MNaiH Meke. EdukacHocTTa  6€301macHOCTTa He ca YCTAHOBEHH B
Ta43H OMynaLins (Bx. Touka 4.2).

b1rOpeuHo yBpexaane

Knyuyuno dapMakonorsuHo npoyueaHe ¢ €HOKpaTHU 103H 60 mg NanoKCeTHH € NIpoBeeHo NPH Jinla
¢ neko (CrCL 50 no 80 mL/min), ymepeno (CrCL 30 no < 50 mL/min) n Texko 6ubpeung
(CrCL < 30 mL/min), xakTo ¥ Np1 NalMeHTH ¢ HopManHa Gubpeuna dpynxums (CrC é@ﬁﬁﬁm}p N
He ce HabmopaBa AcHa TenaeHuusa 3a yeemwuenwe Ha AUC Ha DanokceTHH
OvOpeunara ¢ynxkums. CroliHocture na AUC npu muua ¢ Texxxko 6nbpe
NPHONNW3UTENHO 1BA MbTH NO-BMCOKM OT TEIW MPH JIHLA € HOPMaJTHA 61,6peqHa
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YeproapobHo yepexaaHe

Ilpy nauuenTH ¢ neko YepHoapobHo yBpexaaHe Cua HA HECBHP3aHWS JANOKCETHH CE IIOHHKARA ¢
28% u nerorata AUC ocraBa HenpomeHeHa. Cmax H2 HecBbp3aHaTa ¢pakums H AUC Ha akTHBHaTa
¢pakums (c6opa OT eKCMOZUHMATA HA HECBHP3AHMA 1AlOKCETHH M JMCMETHN JIaNOKCETHH) ce
[IOHMKaBaT CBOTBETHO OKono 30% u 5%. [lpH naieHTH © ymMepeHO 4epHOAPOOHO yBpekKIaHe,
cToiHOCTTa HA Crax HA HECBBP3AHMA JANIOKCETHH He Ce MPOMEHsA chilecTreno (nonwxarane ¢ 3%), a
Herosata AUC ce noBumasa ¢ 66%. CroitHoctiTe Ha Crux Ha HecBbp3aHaTa (pakuua u Ha AUC ha
aKTHBHA (paKLMA ca ChOTBETHO O¢3 CBUIECTBEHA MPOMAHA M YABOEHH.

IIpy manmenTH ¢ TeKkO uepHOAPoOHO yBpewaaHe Cupa.x HA HECBbp3aH JANOKCETHH Ce TOHHKABA ¢

okono 42%, Ho AUC ce nosuwasa ¢ npubnusurento 223%. Crax 1 AUC Ha akTHBHATa dpakuus
THPIIAT CXOAHE NpOMeHH (BX. Toukd 4.2 u 4.3).

HonamopdmzeM yua CYP2D6

B xmnH9HO (apMako/OrHYHO NpOYHuBaHe ¢ EIHOKPaTHH J03H 60 mg NanokKCeTHH TUIa3MCHMTES
KOHICHTpauMy Npu OasHuTe Metabonuzatopd Ha CYP2D6 ca no-BMCOKH B CpaBHEHHME C TE3H Ha
6bpanTe Merabomnzatopn Ha CYP2D6 (¢ npubnnsurento 31% no-ucoki 3a Cuax B 36% 110-BHCOKH
3a AUCiyr na nanoxcettH M ¢ 98% mo-BUCOKH 38 Cmax 1 161% no-eucoku 3a AUCiws Ha auomeTHI
nanokcetrH). CTOMHOCTHTE Ha akTHBHATA Qpaxums Ha [Ipumky Moke [i2 ce YBenH4aT ¢ oko/o 46%
npH Curax B ¢ oxono 90% npn AUC. Tosa yepelTHueHHe MOKE [1a IOBEAE AQ NMO-BHCOKA 4YECTOTA H
TEKECT Ha /I0303aBHCHMHUTE HEXeNaHH crOuTHA (BX. Touka 4.2). [Ipn OaBHuTe meTabomusatopyu Ha
CYP2D6 Tpabea na ce o6pema ocobeHo BHMManue Ha OesonacHocTTa Ha Ilpumxe npa
eOHOBPEMEHHO TNPHIOKEHME Ha /IPYTH JIEKAPCTBEHH MPOAYKTH, KOMTO MOXKE Ja HHXHOHpar
MeTaboNIH3Ma Ha NamnOKCETHH KaTo YMEPEHH M MoUIHM uuxubutopu Ha CYP3A4 (8. ToukH 4.2 w1
4.3).

5.3 TlpexknIHHHYHH AAHEY 3a Ge30NaCHOCT

HanpapeHa € mblHa npefIMHHYHA OLEHKa Ha (apMakonorHyHa GE30NmacHOCT, TOKCHYHOCT TpH
MHOTOKPaTHO npunaraHe, Te€HOTOKCHYHOCT, KaHLEeporeHHOCT, NpEapasnonoXKeHOCT KBEM
3aBHCHUMOCT/OTHEMAHE, (POTOTOKCHYHOCT M Pa3sBHTHE Ha PenpoAYKTHRHA TOKCHHHOCT Ha JAMOKCETHH
NpPH TPENKIMBHAYHO M3NHTBAHE HA XKHMBOTHHEKH BHIOBE (MHH.[KH, ILTBX0BE, 3ai71un, Kyd4eéTa H
MaitMyHH) 10 MaKCHManHO TOJNIEPHPAHHTE 03M MPH BeekH BHA. Ilopand no-Oppsara BHOKOHBEPCHA
npH  IpeaKIIHERYHC M3NHTBAHWUTEC JMHBOTHHCKH BHAOBC B CPpaBHEHHE C TasH MpH XOopaTta,
noxasarenure 3a apMakokHHeTM4Ha ¢Keno3HIMA (Cmame ¥ AUCo24 n) NPH  MEKCHMANHO
TOJICPMPaHHTE I03H B HAKOM MpOyJYBaHWA ce noOnmuxkapar A0 HabmonapaHuTe NpH Xopa. Bunpexn
TOBa, MHOTOKpPAaTHUTE JO3H NpU HOPMaJIMIUPAHO TEJIeCHO TCErno, obave ca noeeue OT 100 oeTH no-
BHCOKH. B HHAKOE OT Teau TIpeYHBAHHA HC Ca OTKPHTH KITHHHYHO 3HAYHMH PHCKOBE 3a Ge30MacHOCTTA.

CrornacHo pe3ynTaTvTe OT NpOYYBaHHs C NEPOpanHo NPWIOKeHHe NanOKCETUH HE € KaHLEPOTeHeH 3a
TUTBXOBE MPH €XKEQHEBHO NPHIIOKEHHE B NPOIbIKEHHE HA Gnv30 2 romuHM B 103 o 225 mg/kg
JAHEBHO, NIPH KOETO CTOHHOCTHTE Ha ekcnoszuuuaTta {AUC) ca npubnusuTenHo 2 MbTH N0-BHCOKH OT
Hab/noaaBaHHTE MPH MBXE, MPHEMAIIN MAKCHMAalHATa nperiopbysaHa no3a npu xopa (MRHD) ot
60 mg. Cpi0 Taka JaNOKCETUH HE NPHUMHSABA TYMOPH B Tpancrennn Muwixy (Tg.rasH2), npunoxen B
MaKCHMaiHHUTC Bb3MOXKHHM no3u oT 100 mg/kg 3a 6 meceua n 200 mg/kg 3a 4 meceuna. Excnoznuun
NpH PaBHOBECHO CHCTOAHHME Ha AATIOKCETHH NpH MHLIKH cnel H-MecedHO NePopaTHO NPHIOKEHHE Ha

YCIOBUA.

Ilpn MBXKATE W KCHCKUTE NUILXOBE He ce  Habmoaapat edekTH B
PENPOAYKTUBHATA CNOCODHOCT HAKH MOPONOrHATA HA PENPOLYKTHBHHTE OPraH
H HeXenand MNpU3HALH 33 eMOPHOTOKCHYHOCT WAM (eTOTOKCUYHOCT TNpH

18



6. PAPMAIIEBTHYHH JAHHH
0.1 ChnHchbK H2 TOMOIIHNTE BelleCTRA

CoplueBrna Ha TabneTkara:

JlakToza MoHOXWOpPAT

MHKpOKpHCTaNHA Henyno3a
KpockapMenoza Harpuii

Cunuumes qUokcHa, xonoxned 6e3soaeH
MarHezueB cteapat

(Q6BHEKA Ha Tabnerkara:

JlaxTo3a MOHOXHApPAT

Xunpomenosa

Tutanor nquokena (E171)

Tpnanetus

HKenezen okcnn uepen (E172)

HKenezen oxenn xoat (E172)

6.2 HecneMecTumocTn

Henpunoxumo,

6.3 Cpox Ha rognoct

3 rogunu

6.4 Crhennanmm ycnoBhs Ha CEXpAHEHHE

Tosn nexapcTBeH NpOAYKT HE H3HCKBa CELMATIHH YCJIOBHS Ha CBXPaHCHHE.

6.5 Jlannm 32 onaxoskara

3ammren ot aeua GaMctep or PVC-PE-PVDC/anymusnii B onakoBkH ¢ o 1, 2, 3 u 6 ¢puiMHpanH
TabneTKu.

He BcHUKK BH/IOBE ONAKOBKH MOrat na Ob4aT IycHaTH B ipofaxba.

6.6 Cnenwajnu npeanasHH MEPXH MPH HIXBLPASHE

Tosn nekapcTReH MPOAYKT He TpaGBa @ ce M3XBLPIA B KaHAIM3ALMATA WIH B KOHTeHHepa 3a

JOMAWHKM OTNagbLuu. Hewsnonigauust NPOAYKT UITH OTNaABYHHTE MATCPHAIH OT HETO Tp5!6Ba Ja ce
HIXEBPAAT B CHOTBETCTBHE ¢ MECTHHTE U3HCKBAHHA.

7. IIPUTEXKATEJ HA PASPENIEHHETO 3A YIIOTPEBA

Berlin-Chemie AG
(Menarini Group)
Glienicker Weg 125
12489 Berlin, Nepmanun
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8. HOMEPFP{A) HA PAIPEIIEHHETO 3A YIIOTPEBA

IMprmskn 30 mg Gunmupakn TabneTku 20120182

IMpumxn 60 mg dunmupann Tabnerku 20120183

9. JATA HA ITBPBO PA3ZPEUIABAHEMIOAHOBABAHE HA PA3ZPEHIEHHETO 3A
YIIOTPEBA

Jata Ha nbpeo paspemaeade: 29/03/2012

Jlara Ha nocneaHo nogHoBaBane: 24/03/2014

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

06/2021
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