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1. UME HA JIEKAPCTBEHUS IMTPOAYKT

HYKCET 30 mg ctoMalmHO-yCTOHYHBY TBBPIM KATCYJTH
DUXET 30 mg gastro-resistant capsules, hard

y A KAYECTBEH U KOJIMMECTBEH CbHCTAB

Beska kancyna ceabpka 30 mg IyJIOKCETHH KaTo OyJIOKCETHHOB Xuapoxmopui (duloxetine as duloxetine
hydrochloride)

[ loMomHO(#) BemecTBO(a) ¢ U3BECTHO JIEHCTBHE:

Bcska kancyna ceabpika 8,6 mg 3axaposa.
3a ITbJIHUSA CIIUCHK HA MOMOLIHUTE BEIIECTBA BHXKTE TOYKa 6. 1. / D7/6 Q’Z jé‘
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CromaimHo-ycToMYMBa TBbpAA KarcyJia.
TBBbpaM KENAaTHHOBHM Karcylnu pasMmep ,.3°° ¢ Henpo3pa4yHo O4J10 TAJIO U HEMPO3pPa4YHO TBMHOCHHBO Kanaue,
IMBJTHU ¢ O6en 10 mouTH OETH HA LBAT IEJIETH.

4. KJIMHUYHHU JTAHHU

4.1 TepaneBTHYHH NOKA3AHHA

JIYKCET e noka3an 3a jieueHHE Ha roJisiMo J1eNpecUBHO pa3CcTPONCTBO.
JIVKCET e nokazaH 3a neueHue Ha qMabeTHa nepudepHa HeBponaTHa OoJika.
JIYKCET e nokazan 3a JieUeHHE HA F€eHEpATU3UPAHO TPEBOXKHO Pa3CTPOMHCTBO.

JIYKCET e nokazaH npy Bb3pacTHH.
3a gonbiHMTENIHA HH(pOpPMALIMA BUXKTE TOYKa J. 1,

4.2 Jlo3HpoBKa H HAYHH HA NPHJIOKEHHE

Jo3upoBka

[ onsimo oenpecusHo paszcmpoucmeo

Havannara u npenopbwuyMTesIHATa NMOIbpKalia j103a € 60 mg BeIHbXK JIHEBHO, ¢ WK De3 xpaHa. B
KJIMHUYHUA NPOYYBaHUA Ca OLIEHABAHHM OT IJie[Ha Touka Ha Oe3onacHocTTa 103H Hajl 60 mg BeJHbK IHEBHO,
J10 MaKkcuMasiHa no3a ot 120 mg BeAiHbXK AHEBHO. Bbrpeku ToBa, HAMA KJIMHUYHHU J10Ka3aTeJicCTBa
peanosiaraiiy, 9e rnaluueHTHTE HEOTrOBOPHIIM HA HaYaJTHaTa MpenopbYBaHa 103a MOTraT 1a UMar I1oJji3a oT
[MOKa4yBalll0 THTPUPAHE Ha J103aTa.

OOMKHOBEHO TepareBTU4YeH OTroBOp ce Habmo/aasa cnen 2-4 ceIMMUM JIEYEHHE.

3a na Obae NpegoTBpaTEH PELUMIANB, CJie] KOHCOJIHIMpaHe Ha aHTHIETIPECHBHHS OTTOBOP CE MpENnopbhYBa
JIEYEHHUETO J1a MPOIbIKK HAKOJIKO Mecena. [Ipu mauMeHTH, KOUTO ce MOBJIUABAT OT JICYEHHE C JYJIOKCETHH H
MMAT aHaMHe3a 3a MOBTOPHM €MU301M Ha rojisiMa Jernpecus, MOXKeE 11a ce B3eMe 01 BHUMaHHe
MO-HATATHIIHO ABJTOCPOYHO JieyeHue ¢ 1o3a ot 60 mg no 120 mg/nHeBHO.

[ enepanuzupano mpesoicHo pascmpoucmeo |

[IpenopbuBaHaTa HavyasHa 103a MPU MALKMEHTH ¢ FTEHEPAIIM3UPAHO TPEBOXKHO pa3CcTpPOHCTBO € 30 mg BEIHDBIK
JIHEBHO CBC HJTH Oe3 xpaHa. [Ipy nauueHT! ¢ He3a10BOJIMTENIEH OTTOBOP J03aTa TpAOBA /1a ce YBEJIIMYH 10
60 mg, koeto e oOnuaiiHaTa NoUIbpIKALLIa 103a MPH MOBEYETO MALHEHTH.

[Ipn naumeHTH ¢ KOMOPOHUIHHU roJiEMH AENPEeCUBHU €MU30/1M HaYaJiHaTa U NMOJAabpxK
BEIHBXK AHEBHO (MOJIsl, BUXKTE CHIIO MPENOPBLKUTE 3a J03UPAHE 110-rope).



Ho3n no 120 mg aHeBHO ca MoKas3anH, ye ¢ca epeKTHBHM U ca OLCHABAHH C ornea Ha Oe3onacHoCTTa NpH
KJIHHHYHH TIpoyuBaHns. CreIoBaTeTHO, NPY NAUKEeHTH ¢ HE3AA0BOMUTENeH oTroBop do 60 mg, yBenmudeHne
0o 90 mg mau 120 mg MOXe 1a ce UMa IIpeaBAd. Y BEIMYEHHETO HA Do3aTa TpAOBa a € BH3 OCHOBA HA
KITHHHYHUSA OTTOBOP U MOHOCHMOCT.

Cren KOHCOJMMAWPAHE HA OTrOBOPA, C& MPENOPHYBA /1a C€ NPOABLIDKH JICHEHHUETO 3a HAKOJIKO MECELa, 33 1a ¢e
H3beTHE PELMIINB.

Huabemna nepugpepua negponamra b6osixa

HavannaTa # npenmopbhuaATENHaTa NOQAbpPXKaiNa Ao3a € 60 mg BeAHbX AHEBHO, chC WK Oe3 xpaHa. B
KITWHWIHH NTPpOYYBaHNUA Ca OLIEHABAHY OT rilegHa Touka Ha OezonacHocTTa Ao3H Haf 60 mg BeJHBXK THCRHO,
a0 MakcHuMansa 103a oT 120 mg qHeBHO, NpAITIKEHa KaTo paBHO pasneleHd npueMn. Ilnasmenure
KOHIIEHTpAaLMUK Ha AYJIOKCETHH NPOABABAT roJiAMa NHTEPUHAMBUAyailHa BapuabuiHocT (BXkK. ToUka 5.2).
CnenopaTeiHO, Ha HAKOU NALEHTH, KOUTO Ca OTrOBOPHIIM HelaaoBonuTenHo Ha 60 mg, Morar aa ca
MOJIC3HHU TIO-TONIEMH H03H.

OTroBopbT KBM NiedeHHETO TPAORA Na Obe oleHaBaH crex 2 Meceia. [Ipu mauWeHTH ¢ HEQOCTATHYHO
MbPBOHAYAITHO NOB/IHABAHE € MAJIKO BEPOATEH NOMBLIHUTENEH OTFOBOP CNIEA TO3H NEPHO.

TepanesTHaHaTa nonsa TpAOBaA Oa ObAE NMpeoLICHABAHA PETYIIAPHO (ITOHE HA BCEKH TPH MECELA)
(BX. To4ka 5.1).

Teduampuuna nonynayus

HynokceTHH He TpsadBa 1a ce ynoTpedaBa NpH Aela M IOHOIIM Ha Bb3pacT noj |8 ronuHu 3a TeyeHne Ha
roJIAMO JEeTIPECHBHO pa3CTPOACTRO, NOPAIU onaceHHs 3a 6e30nacHoCT U eHKACHOCT (BK. Touka 4.4,
Touka 4.8 ¥ Touka 5.1).

Be3onacHocTTa ¥ epMKACHOCTTA Ha yJ/IOKCETHH 34 JieYeHHe Ha IHabeTHa neprdepHa HeBponiaTHa OOMKa HITH
reHepaTM3HpaHo TPEBOKHO pa3cTPONCTBO He ca HicneaBaHM. JIANCBaT JaHHH.

Cneyuannu nonyaayuu

ITayuenmu 6 cmapuecka ev3pacm

[Ipn nauMenTH B CTapUuecKa Bb3PACT HE ce MpENnopbyYBa aJallTHPAHE HA A03aTa €MHCTBEHO Bb3 OCHORA Ha
BBb3pacTTa. BoApeky ToBa, nonoOHO Ha BCEKH NEKAapCTBEH NMPOAYKT, C€ H3UCKBA BHHMAHHUE KOTaTo Ce
fieKyBaT NauHeHTH B cTapydecka Bh3pacT, ocobeno ¢ 120 mg IYKCET gueBHo mpH rojieMu ZempecHBHH
EMTU30AY, 332 KOETO MMa OrpAHWYEeHH AaHHHM (BXK. Touka 4.4 y Touka 5.2).

Yeproopobro yspexcoane
HYKCET ne tpa6Ba na ce u3noji3Ba Npu NalMeHTH ¢ 9epHoApoOHo 3abonsBsane, MoBeNo 10 9epHOApoOHa
HeQOCTATHYHOCT (BXK. Touka 4.3. ¥ Todka 5.2).

bvbpeuno yapexcoare

He e HeoOxoamMo KOPHTHpaHe HA [O3aTa NMpH MaLUEHTH ¢ Jicka o yMepeHa 0n0pedHa nucdyHxuus
(xpearuHnHOB KINPBHC 30 1o 80 ml/min). IYKCET ne TpaOea aa ce ynorpedsBa npym NauMeHTH C TEKKO
O0BpOpedHo yBpexxaaHe (KpeaTHHHHOB KMHpbHC <30 mi/min; BrmkTe Touka 4.3).

[Ipexvcaane na nevenuemo

Tpabea ga ce u3barBa pasko npexkseBaHe. Korato ce npexsena eyeHue ¢ JIYKCET, noszara tps6ea ga 6bae
HaMaJiITBaHa NOCTETICHHO 3a NepHOo OT NOHE €HAa A0 ABE CEAMMLIM, 3a a & HaMalIM pHCKa OT peaKLIUy Ha
oTHeMaHe (BXx. Touka 4.4. ¥ Toyka 4.8). AKo cliel HaMansABaHe Ha /103aTa WIH NPH NPeKbCBaHE Ha JIEYEHKETO
C€ NOABABAT CUMITTOMH Ha HETTOHOCHMOCT TpAOBa Aa ce HMa TpeaBN MOJHOBABAHE HA HA3HAYEHATA MPEIN
TOBa J03a. BriocneacTene, teKapAT MOXe Oa NPOIBIKU 13 HaMandBa 103aTa, HO NO-IUIABHO.

Hayun Ha npunosicenue

3a MepopanHo NPUIGKEHHE, ///\
L




4.3 Iporasonokaszanng

CBpBXUYYBCTBHTEIHOCT KbM aKTHBHOTO BELIECTBO WIM KbM HAKOE OT MOMOIIHWTE BElleCTBA, H3OPOSHH B
TOukKa 6.1.

ExnospemeHnoTo npunoxeHue Ha JIVKCET ¢ HecenekTHBHH, HeoOpaTHMH HHXHOHTOPH Ha
MoHoaMunHookcnaaszata (MAQO-UHXHONTOPH) € NPOTHBONOKA3aHO (BXK. Touka 4.5).

YepHogpoOHo 3abongBaHe, BOAELIO OO YepHOAPOOHO YBpexkaaHe (BX. ToUka 5.2).

JAVYKCET He Tpabpa 1a ce npunara B koMOMHaums ¢ pIyBokcaMuH, UANPOdIOKCALIMH UJIN €HOKCAIIMH (T.€.
Moy CYP1A2 uuxuburopn), TeH kaTo KOMOMHHPAHETO BOOH 110 NOBUILEHH IJIa3MEHU KOHLCHTpAaLMH Ha
OYJNOKCETHH (BX. TO4Ka 4.5).

Texko 6p0peqHo yBpexaaHe (kpeaTHHHHOB KIIHpBHC <30 ml/min) (8xk. Touka 4.4).

3anousaHe Ha neveHne cbe IYKCET e npoTHBONOKa3aHo NMpH NALKUEHTH ¢ HEKOHTPOIUPAHA XHIIEPTOHNS,
THH KaTO MOXE /12 W3/I0XKH MALUHEHTHTS HA TTOTEHIHAJICH PUCK OT XHMNEPTOHHYHA KpU3a (BXK. Touka 4.4 1
touka 4.8).

4.4 CrnennainH NpeAynpexIcHAS H NPERNAIHE MECPKH NpPH ynoTpeba

Manua u npunaovyu
HYKCET 1ps0bBa na ce npunara ¢ BHHMaHHe NPH NaUMEHTH ¢ aHaMHe3a 33 MaHHA WIH C NHarHo3a
OHTIONAPHO PAa3CTPONCTBO W/ WITH NIPUTIATBLH.

Mudpuaza

Cnoblaasana e MuapHasa, CBbp3aHa ¢ IyNIOKCeTHH, 3aToBa npeanucBaneTo Ha JIYVKCET na nauuenTn ¢
MOBRIIECHO BHTPEOYHO HANATAHE WJTM TAKMBA ¢ MOBHILEH PHCK OT OCTPA TACHOBILIHA I1aykoMa Tpalea na
CTaRa C BHUMaHHE.

KpveHo Hanncaue u Cvpoeuna yecmoma

[Ipu HAKOM MaLMEHTN OYJIOKCETHH C€ CBhLP3Ba C NOBUILABAHE HA apTEPUANTHOTO HANAraHe M KITMHUYHO
IHAYHMa XHIIepToOHHA. Tora MOJXKe 13 Ce TBIHKHM Ha HOpaApeHepriyHNA eeKT Ha QyJokceTHH. JloknansaHu
ca CNTydad Ha XUMEPTOHUYHH KPU3H, 0coOeHO NpH NAlMEHTH ChC ChINECTBYBalla Bede XUNepPTOHNA. 3aToBa
NPH NaLMEHTH C YCTAHOBEHA XUIIEPTOHHUA H/WIH APYTO CbpIEYHO 3a00NMBaAHE CE NPENOpPbUYBa NPOCIEIABAHE
Ha apTEpHANTHOTO HaNAraHe, 0CoBEHO MO BpeMe Ha NbpPBHA Mecell NedyeHne . JlynokceTHH Tpabea aa ce
H3MON3Ba ¢ BHHMAHHE NPH MAILMEHTH, HHETO ChCTOSHHE MOXE [1a CE RIIOLIH OT NOBHIHABAHE HA ChPAEYHATA
YECTOTA WIH OT MOKAYBaHEe Ha apTepHanHoTo HanaraHe. JlyJlokceTiH TpaOBa na ce NpHaara BHUMATEITHO H C
JIEKaPCTBEHHU MPOIYKTH, KOUTO MOrar Aa HapyloaT HeroBus MetabonnisM. (Bxk. Tod9ka 4.5). Ilpn nauuenTH ¢
MEPCUCTHPAILIO NMOBHLICHHE Ha KPbBHOTO HaAraHe No BpeMe Ha MpUEMaHe Ha OYNOKCETHH Tpa0Ba aa ce
06chaM IOHMXKABAHE HA (03aTa WIH MOCTENEHO TPEKPaTABaHe Ha NeueHueTo (Bx. Touka 4.8). Tpn naunenTH
C HEKOHTpOJIHpaHa XWIICPTOHUA He TpAbBa [a ce 3alovuBa ieueHyre ¢ OyNOKCeTHH (BX. To9ka 4.3).

bvbpeuno yepesicoane

[loBHINEHH TUIa3MEHH KOHLIEHTPALMH Ha NyTOKCETHH ca HabmoaaraHW NPH NaUMEHTH ¢ TEXKO O0b0peyHo
yBpeXxJaaHe, NOMTONEHH HAa XeMOAHAIIN3a (KpeaTHHHHOB KIApBHC <30 ml/min). 3a naunenTH ¢ TekKO
O0B0peTHO yBpekIaHe BUKTE To4ka 4.3. 3a nHdopMaLMsa N0 OTHOIIEHHE Ha MAUMEHTHTE C JIEKa A0 YMeEpeHa
6n0peuHa HeaOCTATLYHOCT BHIKTE TOYKA 4.2.

Ynompeba c anmudenpecanmu
Ynorpebara Ha kombuHauus JIYKCET ¢ antuaenpecanty Tpsbsa na crasa ¢ BHAManHe. He ce npenopbura
KOMOHHMpaHeTo ocoOeHO Cbe cenexkTUBHM 06paTuMH MAO-nHxuburopn. P




AKweam kanwmapuon
Ilo Bpeme Ha enHoBpeMeHHOTO npuwioxeHue Ha JIYKCET u pacTHTeHHM nekapcTBeHH NPOAYKTH,
CBABPXKAIIM XKBIT KaHTapHoH (Hypericum perforatum) Moxe Ia ca No-4eCTH HeXeNlaHATE peaklinH.

Camoybuticmso

lonamo oenpecuero paicmpoticmeo u 2eHeparusupano mpeaoicHo pascmpoticmeo. JlenpecnsaTa ce CBLp3ba
C NMOBHILIEH PHCK OT MHCNH 32 CaMOyOHMICTBO, CAMOHapaHABaHE U caMoyORICTBO (CYMUMI-CBBP3aHu
crOUTHA). PHCKET ce 3ama3Ba 1o HacThNBAHE Ha 3HaYNMa peMUCHA. Thil xaTo mogoOpeHneTo MoKe Ja He
HaCTBITH 10 BpEME Ha MIbPBHTE HAKOIIKO CEAMULIM JICUCHHE WK NOBEYE, MAIMEHTHTE TpAOBa na 6naar
NpocneasRaHHd BHHMATENHO 40 HACTBIBAHETO HA NOA0OHO nonobpenre. OOL| KTHHHUCH OTHT €, Y€ PHCKDT
OT CaMOYOHHCTBO MOXKE [1a C€ TOBHIIH MPE3 pAHHHUTE €TalH Ha Bb3CTAHOBABAHE.

ApyrH NCHXMYIHH CBCTOAHMNS, 3a kouTo ce NMpennucea JYKCET, moxke cblo ga ca ¢CBbP3aHH ¢ MOBHIIEH
PUCK OT CHOUTHA, CBBP3aHH CbC caMoyOuiicTBo. B nonbnHenue, T34 ChCTOAHNA MOXKE Ja €& KOMOPOHIHH C
FONAMO AENpPECHBHO pa3CcTpoicTBO. CrieNoBaTelIHO ChIUMTE MPeANna3HH MEPKH, CIa3BaHH NPH JICYEHHE Ha

TALMEHTH ¢ TONSMO JeNpeCHBHO PA3CTpOHCTBO, TPSOBA 1a ce cna3BaT # NMpH icdeHHe Ha MALREHTH C IPYTH
NCAXHYHY pa3cTpONACTBA.

[TaumeHTH C aHaMHe3a 3a CYHLHMA-CBbP3aHH ChONTAA WIM TAKHMBA, MPOABABALIM 3HAYUTENIHA CTENEH Ha
CYHIHMIOHH MHCIIH TIPEIH HAYAJIOTO HA IEYEHHETO, Ca C NTO-BHCOK PHCK OT CYHILHAHN MHUCTH

WK CYHHHIHO NMOBEAEHNE U TPAOBa Ja nofyyaT BHUMATETHO HA0MONeHHe 1o BpeMe Ha JiedeHHETO.
Mera-ananus ot wiauefo KOHTPOINPAHNA KITHHWIHHN H3MTHTBAHUA C JIEKAPCTBEHH NPOAYKTH -
AHTHIOENPECAHTH NPH NMCUXHYHHA HAPYLICHHA MTOKA3Ba YBCIHYEH PUCK OT CYHIIMAKO NOBEICHHE NpH
aHTHIECTIPECAHTHNTE B CPpaBHEHHE ¢ I1auedo nMpy MauMeHTH Mo 25 rogrdmHa Bs3pacT.

Crobluasasy ca ciTyuan Ha CYMIIMIHY MHUCITH B CYMUMIHO NOBEACHHUE N0 BPEME HA NIEUECHHE C TYJIOKCETHH
WA BeJHAara cjiel NpekpaTaBaHe Ha NeHeHHETO (BXK. Touka 4.8).

MeankaMeHTO3HOTO JicyeHne TpadBa a ce CRITBTCTBA OT BHHMATETHO NpocieIsBaHe Ha IallHEHTHTE H Hak-
BEYe TE€3H ¢ BHCOK PHUCK, 0CODEHO B HAYANOTO Ha JICHEHHETO W NPH NMpoMsHa Ha no3aTa. [laupenTture (n Teanm,
KOMTO Ce IPMIKAT 3a NMalMeHTH) TpabBa na OboaT NOANOTBEHH 32 HYKIATa OT NMPOoCneAsBane 3a NOABa Ha
BCAKO KJIHHHUYHO BJIOLIABAHE, CYRIIMAHO MOBEOCHHE WIM MHCIH U 33 HEOOMYANHH MPOMEHYH B NOBEACHHETO
H, aK0 HMa TAKHBa CHMITTOMH, He3abaBHO a Obl€ NMOTBPCEH IEKAPCKH CHBET.

Huabemna nepugpepra neeponamra 6oaxa: KaxTo ¢ Apyra NeKapcTBEHN NPOOYKTH ¢ Mog06HO
papmaxonorviHo nefcTBUE (RHTHOENPECAHTH) Ca CHOOLLABAHM OTAEHHH C/IYYaH Ha CYMLIRXHM HIEH H
CYHIIHAHO NOBEJEHAE IO BpeMe Ha JIeUeHHE C JYJIOKCSTHH HITH BEJHAra cnell MpeKpaTABaHe Ha JIedeHHETO.
OTHOCHO PHCKOBH (pakTOpH 3a CyMUMAHOCT TIPH AETIPECHA, BIHXKTE no-rope. Jlekapure Tpia6Ba jja Hacsp4asar
NaLMECHTHUTE N0 BCAKO BPEME 1A cbOOIIABAT 32 BCAKAKBM THXKHH MHCIIH KK YYBCTRA.

Ynompeba npu oeya u onowiu nod 18-200uuna evspacm

JYKCET ne tpadsa na ce u3nonasa 3a NedeHNe Ha Aella ¥ HoapacTeaily o/ 18 rogumsa Bu3pacr.
CyuuUMIHO NOBEOCHHE (CYRLUIHN ONTHTH H CYHLIMIHH MHCIH), 1 BpaxaeGHOCT (IIPEeUMHO arpecus,
OTIO3MLIMOHHO MOBEACHUE U MHAB) ca HabloJaBaHy B KNTHHHYHU NMPOYUYBAHHKA NO-4YECTO NPH JeUa H
MOAPACTBAINH JIEKYBAaHH ¢ AHTUOETIPECAHTH, B CPABHEHHE C Te3H IEKYBaHH ¢ Tialebo. Axo, B3 OCHOBA Ha
KIMHHYHA HY)KA, HE3aBHCHMO OT TOBa C€ B3EME PEILCHHE 3a NledeHHe, NTAUMEHTHTE TpAOBa BHUMATEITHO 1A
ObIaT npocnensBaHM 3a N0ABa HA CYMUMINH CUMITTOMM (BX. Touka 5.1). B nombHenue, npy nena u
MOAPACTBALLH JIMIICBAT ABATOCPOUHH NMPOYYBAHNA 32 0€30MaCHOCT MO OTHOUIEHHE HA PACTEX, Ch3pABAHE H
KOTHUTHBHO H MOBEAEHIECKO pazBHTHE (BX. Todka 4.8).

Kpveouznusu
FiMa cboOlIeHHn 32 aHOMAlTHH KPbBOTEYEHUSA, KATO EKXHMO3H, MypIypa H CTOMAUTHO-YPEBHO KBPBEHE C
HWHXAOHTOPHTE Ha oOpaTHOTO 3axBaliaHe Ha cepotonuHa (SSRIs) u muxubGuTopHTe Ha 06paTHOTO
3axBalllaHe Ha cepoToHWH/HopaapeHanuH (SNRIs) , skmountento qynokcerwd. [pemnopbusa ce B
NPH TALMEHTH, APHEMAIM AHTHKOATYNAHTH WHIH JIEKAPCTBEHW TPOXYKTH, 38 KOHTQ/

MAUNEHTH C HIBCCTHA TCHACHLMA KbM KBbPBCHE.




Xunonampuemusn

ITpu mpumararde Ha JIYKCET e crofniasaHa XMNOHATPUEMHSA, BKITIOTHTENHO CNTYYaH ChC CEPYMEH HaTpHid
no-HuceK oT 110 mmol/l. XunonatpuemuaTa Moxe 1a ce JbJDKA HA CHHAPOM Ha HeaJeKBaTHA CEKpelMs Ha
auTHaMypetudeH xopMon (CHAHC). Ilosesero criydan Ha XMNoHaTpAEeMAs ca CHOOMABaHy TIPH MaLHEHTH B
cTap4ecka BB3pacT, 0co0eHo B KOMOHHAINA ChC CKOPOLIHA aHaMHe3a 33 WM HANWYME HA ChCTOSHUE,
npeapasnonarailo KeM MpoOMeHHA BbB BoaHuA Oananc. Heo0XxouMo0 € BHAMaHHe NPH MALMEeHTHTE ¢
TIOBHIIOEH PHCK OT XHIMOHATPUEMHS; KaTO TAKHBA B CTAPUECKA BB3PACT, NANHCHTH ¢ LHPO3a, IeXHAPaTHPaHH
NALMEHTH WIH NMAlMEHTH Ha JICYeHHe C IHYPETHIIN.

IIpeycmarnoeneane Ha reyeruemo

CUMITTOMHTE Ha OTHEMAHE €A 9eCTH MPH NMPeKbCBAHE Ha JIEYEHHETO, 0CO0eHO B CIIy4anWTe, KOraTo
IpEeKBbCBAHETO Ce MIBBLPINBA PA3KO (BK. Touka 4.8). B KMHHHYHO NMpOYyUBaHe HEeXENMaHH ChOUTHY
HabmogaBaH! NpH PA3KO MPEKbCBAHE Ha JIEUSHHUETO ¢a AOKIaARaHHW NpH 0Koo 45% oT NauMeHTHTE
nexyBaHu ¢ JIYKCET u npu 23% ot nauneHTuTe npuemManiu iauedo.

PHCKBT OT CHMITTOMH HA OTHeMaHeTo Habmonasanu npyd SSRI's 1 SRNI’s Moxke 6M 3aBHCH OT MHOXKECTBO
¢daxkTopH, BIUTIOUHTEIHO MPOIBIDKUTEIHOCT M IO3UPOBKA Ha JICHEHWETO H CTETNICH Ha HaMaIMBaHE Ha J103ara.
Hail-uecto HaOmogaBaHWTE peakiMd ca nocoueHd B Touka 4.8, OOHWKHOBEHO, CHMNTOMHTE €a JICKH /0
YMEPEHM, BBRITPEKH, T€ MTPH HAKOHW OT NALMEHTHTE Te MOXKE Aa OBAAT TEXKH N0 WHTEH3IWBHOCT. Te 0OHKHOBEHO
BBE3HMKBAT B PAMKHUTE HA ITEPBHTE HAKOJIKO IIHH OT IIPEYCTAHOBABAHE HA JIEHEHHETO, HO ¢a JOKNABaHH H
peaxH c/Tydau Ha TaKHBa CHMIITOMHM TpY TALIMEHTH, TIPOITYCHAIH J03a 10 HeBHMMaHKe. Kato wano, Te3u
CHMIITOMY ca CAMOOTpaHH4YaBalIy ¢ U 0OOMKHOBEHO NMPEMHHABAT B PAMKHTE HA 2 CEAMHLUM, HO NIPHA HAKOH
HHOIKWBHOY, TE MOXE []a ca HAHIE No-awIro (2-3 Mecena w ioseue). ETo 3alo, ce npenoprusa NOCTENEHHO
HaMalsABaHe Ha 103aTa Ha JYMOKCETHH IIPH NIPEYCTAHOBSBAHE HA JICUEHUETO B PAMKHTE HA HE 110-MaJIKO OT 2
CEIMHILIY, B 3aBUCHMOCT OT NOTPEOHOCTHUTE Ha NAaLMeHTa (BXK. ToUuka 4.2).

[layuenmu e cmapuecka éw3pacm

Hannure 3a ynorpeda Ha 120 mg AYKCET npw nmaieHT B cTapuecka BB3pacT ¢ roJiiM JenpecHBeH eNn3o)
ca OrpaHWYcHH. 3aTOBA, ICYCHHETO Ha MALMEHTH B CTAPYECKa BBR3PACT ¢ MaKCHMAJTHA J03a TpaOBa 1a CTaBa ¢
BHMMaHMe (BXK. ToukKa 4.2 1 Touka 5.2). Januure 3a ynotpeba Ha [IYKCET npx nauneHTH B cTapyecka
BB3PacT ¢ FEHEPAIN3UPAHO TPESBOXCHO pa3CTPONCTBO ca OrpaHHUYEHHN.

Axamuswt/ncuxoMomopHo beznokolicmeo

YnotpebaTa Ha JyJTOKCETHH CE CBbP3Ba C Pa3BATHE Ha aKaTH3WA, XapaKTepH3upallla ce Cb¢ CYOEeKTHBRO
HETPHATHO WIH U3TOLIMTEIHO O€3MOKOHCTBO M HYKAd OT YECTO IBHKEHHE, CbIIPOBOAEHA OT HECMOCOOHOCT
3a ceJIcHEe H CTOEHE Ha eIHO MACTO. TOBa € MO-BEPOATHO /12 CE MPOABH B PAMKHTE Ha ITBPBUTE HAKOIKO
CeAMHULM oT NedeHHeTo. [1pH nanmeHTH, KOUTO NOMydaT TE3W CHMIITOMH, TIOBHIIARAHETO Ha 103aTa MOXeE JIa
OBOe BpelHo.

Jlexapcmeenu npodyxmu, ceOvpICauiu OYAOKCeMUH

JyJTOKCETHH ce U3MO0II3BA MO pa3IMaHU ThProBCKA MAPKH 33 HAKOJIKO NokazaHWA (JledeHHe Ha nuabeTHa
HepponaTHa 001Ka, roneMyu OENPECHBHU EMH304M, TEHEPAIM3UPAHO TPEBOXKHO pAa3CTPOHCTBO W CTpec
MHKOHTHHEHLIMA Ha ypHHaTta). Tpabaa Oa ce u3barea ynorpedara Ha nmoseye OT €QHH OT TE3H NPOOYKTH.

Xenamum/nosutien YeprooOpoGHU eH3uUMU

Cpo0asaly ca CIIyqad Ha 4EpHoApoOHO yBpexaade, BKITIOUATETHO TEXKO MMOBUIIEHHE HA TePpHOAPOOHHTE
€H3UMH (> 10 NbTH ropHaTa rpaHdLia Ha HOPMATa), XeNaTHT ¥ XKBITEHHULA, C AYJIOKCETHH (BX. Touka 4.8).
[loseueTo OT TAX HACTBIIBAT MO BPEME Ha ITBPBUTE Meceily Tedenne. XapakTephT Ha 9epHOAPOOHOTO
YBpexXaaHe € MpeaHMHO XenarouemynapeH. JynokceTHH TpabBa fa ce n3non3ea ¢ BHAMaHUe TIpH TTAIHEHTH,
JIEKYBaHH C PYTH JIEKAPCTBEHH NPOJYKTH, CBbp3BaHK C YBPE)KAaHE Ha 9EPHUSA Apob.

Jaxaposa

Cromaino-ycroituusu kancym JJYKCET csaspkar 3axaposa. [lauueHTrTe ¢ peaxy

HacJICACTBEHH NMpobieMH Ha HEMIOHOCKMOCT KbM (PPYXTO3a, NIOK030-TalakTO3Ha MaabcopOms wim
CYKpa3a-H3oManTa3Ha HeJJOCTaTbYHOCT He TpAOBaA 1a MpHeMaT TO3U JIEKapCTBeH NPOAYKT. - 3




Cexcyanna oucyrxyus

Muxuburoprte Ha 0OpaTHOTO 3aXBalllaHe Ha CEPOTOHWHZ M HOopaapeHanuHa (SNRIs) MoraT na npHYHHAT
CHMIITOMH Ha cekcyansa NUcPyHKUMA (BX. Touka 4.8). FiMa chobmeHn 3a MpoAbIDKUTENTHA CEKCYaHa
IMchYHKLIMA, TTPH KOATO CHMTTTOMUTE MPOIL/IKABAT BBITPEKH MPEKBCBAHETO Ha npHema Ha SNRI.

4.5 B3zanMoaeiicTBHE ¢ APYTH JeKapCTBEHH OPOAYKTH H APYTrH GopMu Ha BIaAMOACHCTBHE

Huxubumopu va mono-amuno oxcudazama (MAQO-unxubumopu): Topaayn puck 0T CEPOTONWHOB CHHAPOM,
ITYJOKCETHH He TpAOBa [1a ce H3Mos3Ba B koMONHAIMS ¢ HECENEKTHBHH, HE0DOpaTHMH MOHOAMHHOOKCHIA3HH
uxuouTOpH (MAQO-#HXNOUTOPH), HIIH B pAMKHTE Ha 110He 14 AHM OT NpexkbeBaHe Ha neyeHHero ¢ MAO-
HHXHOHTOPH. B13 0CHOBA HAa NONYXHWBOTA Ha TYJIOKCETHH, € He0OX0IHMO 1a H3MHHAT TTOHE 5 THHK ClleN
cnupare Ha JIYKCET u npenw 3anogsane Ha MAO-unxubutopn (Bx. To9xa 4.3).

3a cenextuBuure, 06paTHMn MAO-HHXUOHTOPR, KaTO MOKI0BEMHUL, PUCKBT OT CEPOTOHHHOB CHUHIPOM €
HACHK. Bunpekd ToBa He ce npenopbyba eaHoBpeMeHHoTO npunoxenre Ha JIYKCET cne cenekTnaumTe,
obparamMu MAQO-uHXHOHTOPH (BX. Touka 4.4).

Huxubumopu na CYPIA2: Tohh xato CYP1A2 e BnodeH B MeTab0ONTH3Ma Ha QyNOKCETHH, €JHOBPEMEHHOTO
MPWIOKEHAE HA TYNOKCETHH ¢ MOLIHH UHXMOHTOpH HAa CYP1A?Z2 € BepoATHO /1a AoBee N0 NO-BUCOKH
KOHIEHTpalMH Ha nynokceTnH. Pnysokcamud (100 mg BeaHsk NHEBHO), MoltieH HEXHOUTOp HAa CYPL A2,
HaMansgRa MPUBHAHKA IUIA3MEH KIHPBHC Ha JYJIOKCETHH ¢ OKoJI0 77% n nosumasa AUCo, 6 meTH. 3aTosa
ITYKCET ne TpsbBa 1a ce npuiaara B koMOHHaNWA ¢ MoinyaH MHXnOHTOpH HA CYP1 A2 kaTto ¢nyBOoKcaMHH
(BX. Touka 4.3).

Hexapcmsenu npodykmu, oeticmeaiju ¢vpxy [JHC.: PucksT o1 yrnotpe6a Ha IYNIOKCETHH B KOMOHHALIHA C
npyru nosnusasamy L{HC nekapcTBenn npoaykTH He € CHCTEMHO OLIEHSBAH, OCBEH B CITy4YaHTe, ONMHCAHH B
Ta3Kn Touka. CnegoBaTtesHo ce npenopbysa nosuiieHo BHUMaHue, koraro JAYKCET ce npuema B
KOMOMHAINA C APYTH LCHTPANHO AeHCTBANIM CKAPCTBEHN NPOIYKTH HITH BELIECTBA, BKIMIOIHUTEIHO ATKOXOJ
M CeJATHBHHY JIEKapCcTBEHM TIPOAYKTH (Hammp. 6e3HoHA3ENNHN, MOPPHHOMHMETHLIM, aHTHICHXOTHIH,
peHOOapOUTAN, CeNaTUBHY AHTHXHCTAMHHM ).

Cepomorunos cundpom: B pexu crydaM € cbo011aBaH CEpOTOHUHOB CHHAPOM MpH NauKMeHTH M3N0N38allH
SSRIs (Hanp. NapoKeTHH, PIYOKCETHH), CHBMECTHO ChC CEPOTOHHHEPTHYHH NIEKAPCTBEHH NMPOOYKTH.
[IpenopbuBa ce BHUMaHue, ako JIYKCET ce n3nonsea CbBMECTHO ChC CEPOTOHHHEPTHUHHTE
aHTHAenpecaHTH kaTo SSRIs, TPHUMKIMYHN KAaTO KJIOMHIPAMHH WIH aMUTPHOTWINH, XKBJAT KAHTAPHOH
(Hypericum perforatum), seHnadakciH Wis TPHITTAHH, TPAMagoJ, NETHAHH H TPHUNTO(aH.

Egpexm na oynoxcemun abpxy opyau aexapcmeenu npooykmu

Jexapcmeenu npodyxkmu, memabonusupanu om CYPIA2: B KTMHHUHO Npoy4yBaHe, GapMaKOKWHETHKATa Ha
TeopuninH, cydcTpar Ha CYP1A2 He ce nosnusBa 3HAUUTENHO OT CBBMECTHOTO MPWIOKEHUE C DY JIOKCETHH
(60 mg mBa IThTH THERHO).

Jlexapcmeenu npodyxmu mematbonusupanu om CYP2D6: JynokceTHH € yMepeH HHXHOUTOp Ha CYP2D6.
KoraTto OynokceTHH ce npuiara B f103a 0T 60 mg [Ba mbTH AHEBHO ¢ €AHHHYHA J03a JE3NIIPAMHH, KOHTO €
CYP2D6 cyberpar, AUC Ha ne3nmnpaMuH ce yeenn4dasa 3 mbTH. ChBMECTHOTO MPUNOXKEHHE Ha TYTOKCETHH
(40 mg oBa WTHM AHEBHO) NOBHITABa cTaluuoHapHata AUC Ha Tonrepoaus (2 mg aABa eTH AHEBHO) ¢ 71%,
HO HE NMOBHABA (apMaKOKWHETHKATA Ha HETOBHA aKTUBEH 5-XHIPOKCHI METAOONHT U HE Ce MPEnopbryBa
aganTupaHe Ha no3arta. [lpenopsusa ce noBuweHo BHuManue, axo JYKCET ce npunara

¢AHOBPEMEHHO C IEKAPCTBEHH NMPOAYKTH, KOUTO ce MeTabonm3npat ocHeBHO oT CYP2D6 (pucnepaon,
TPHUHMKITHYHN aHTHAenpecadT [ TLIAJL] kato HOPTPHANTHIIMH, aMATPUNTHIIWH ¥ AMATIPAMKH) 0c0o0€HO, aKo
Te AIMAT TECEH TepaneBTHYeH HHAeKc (KaTo diekakHua, MponadeHOH U METONIPOJION).

Hepopannu konmpayenmugu u opy2u cmepouoHu npenapamu: Pe3ynTaTuTe oT in vilro npoy4YBaHHs
NOKa3BaT, ¢ QyJIOKCETUH HEe HHAyUHpa KaTanuTusHata akTuBHocT Ha CYP3A. Crieundndnu in vivo
NMpOy4YBaHHA 3a JIEKapCTBEHH BIAHMOIECHCTBHA HE €a MPOBEKIaHN, .

AHMHEO&ETJIHHFHH U aHmuacpesanmu. H3ucksa ce NoBULICHO BHHMAaHHC, KOTATO AYJIOKCC



C MEPOPATHH aTHHKOAryJIaiTH WIH aHTHArperanTH Nopany MOTEHUHATHO MOBULIEH PHCK OT KbPBEHE, KOETO
MoXe J1a ce o0gcHH ¢ dpapMakoaHHAMHYHO B3auMozeicTBHe. OCBeH ToBa € ch0oOIIaBaHO NMOBHILIABAHE Ha
crotiHocTute Ha INR xoraTto Ha mamueHTH, NEKYBAHH ¢ Bap(papHH, ce NpANara eAHOBPEMCHHO TYOKCETHH.
Bce nak, elHOBpEMEHHOTO IpUJIATAHE Ha OyJIOKCETHH ¥ Bap(papHH Ha 3apaBH JOOPOBOMIM, KaTo HacT OT
KITMHUYHO (papMaKOJIOTHIHO MPOYYBaHE, MPH CTAMOHAPHO CHCTOAHUE HE BOOM 10 KITWHHIHO 3HAYHMa
npoMaHa B INR cnipaMo M3XOQHOTO HUBO WIH BLB ¢apMaKOKHHETHKATa Ha R- win S- BapdapuH.

Eexmu na opyzu nexapcmeeru npooyKkmu ebpxy Oy10Kcemut

Anmuayuonu nexapcmsa u H2 anmazonucmu; CbBMECTHOTO IMPHIOXKEHHE HA OYJIOKCETHH ¢ AaKTHALIMOH,
ChOBPKALIA afyMHHHA ¥ MarHesuii, Wid Ha OyJTOKCETHH ¢ PaMOTHIHH, HAMA 3HAYHM €(PEKT BbPXY
CKOPOCTTa WM CTEMNEHTa Ha pezopOus Ha JyJIOKCETHH Clel IPAJIOKeHHE Ha 1o3a oT 40 mg repopanHo.

Huoykmopu na CYPIA2: Asanvsn Ha nonynatHoHHH apMaKOKHHETHYHH NTPOYYBaHMs MIOKa3Bar, 4e
mylaunTe UMat noyTH 50% no-HUCKM Na3MeHK KOHLIEHTpALMK Ha NYNOKCETHH B CpaBHEHNE C HEMyLIauyHTe.

4.6 DepTHINTET, HPEMEHHOCT H KhPMEHE

QepTHIHTET
JynokceTHH HAMa edexT BuPXY depTUNHTETa NpH MBXKE, 2 ePeKTHTE NPH KEHH OYEBHIHO Ca CaMo B I03H,

KOHTO NPpUYIHHABAT TOKCHIHOCT 3a MaHKara.

bpeMeHHOCT

Hsama apexkBaTHM JaHHA 33 ynotpeba Ha OyNOKCETHH OT OpeMeHHH )XeHN. TIpoydyBaHNs ¢ )KUBOTHH NOKAa3BaT,
peNpOaYKTHBHA TOKCHHHOCT PN HUBA Ha cucTeMHa exkcriosnims (AUC) Ha AyToKCeTHH MO-HUCKH OT
MaKCHMAlIHATa KJIHHHYHA eKCro3nInsA (B, Tovka 3.3).

[ToTe HIHATHHUAT PHCK 34 XOpd HC € H3BCCTCH.

EnmnoeMHONOTAYHATE JaHHH NMpeanonarat, ye ynotpedara Ha SSRIs o spemMe Ha DpeMeHROCT, 0cobeHO B
HanpegHaIa HpeMEHHOCT, MOKE [1a TORUITK PHCKA OT MEPCHCTHpALA TYIIMOHATHA XHIIEPTOHHUA ITPH
HosoponeroTo (ITTTXH). Makap B npoyuBaHys na He € uacnensada Bpu3xara Ha [T1IXH ¢

neveHrdeTo ¢ SNRI, TO3H NOTCHUMANEH PHCK HE MOXKE 112 ObAe HIKITIOUEH NIPH OYJIOKCETHH, B3EMAaHKH Non
BHMMaHHE CBBP3aHUA MEXaHH3bBM Ha JeicTBHe (WHXHOHpaHe Ha 0OpaTHOTO 3aXBalllaHE HA CEPOTOHHH).

[Mono6Ho Ha OpyruTe CEPOTOHEPrMUHH AEKapCTBEHU NPOIYKTH, MOTAT Ja ce MPOABAT CHMIITOMH Ha
OTHEMaHe MpH HOBOPOAEHM crnell ynoTpeba Ha DyJIOKCeTHH OT Maiikara 6n1u3ko [0 TepMUHa. CuMnroMuTe
Ha OTHEMaHe, Ha0MOJaBaHH NPH IyJIOKCETHH, MOXKe f1a BIUTIOYBAT XHITOTOHUA, TPEMOD, HEPBHOCT,
3aTPYXHEHHA B XPaHEHETO, PpeCTHpaToper AUCTpec U rbpuose. [Tosedero cmyuau ca HabmoaaBaHd WM NTpU
pa)KIAHETO, WIH B TEYEHHE Ha HAKOJIKO JHH Clell paXAaHeTo.

AYKCET 1ps6Ba Ia ce H3nonisa no BpeMe Ha OpeMEHHOCT, CaMO AKO TTOTEHLIHAITHUTE ITOJI3H OllpaBJaBaT
NOTEHIMAHWA PUCK 3a Tnoja. XXennTe TpsAadBa na ObOAT ChBETBAHH Ja WHPOPMHPAT JieKaps CH, aKo
3a0peMeHedT, WM IUTaHKpaT 3abpeMensBaHe M0 BpeME Ha JIEYSHUETO.

KBpMeHe
JlyIIoxceTHH ce OTAe/If B MHOTO MaJIKa CTENeH B KbpMaTa Ha 6asaTa Ha W3cnenBaHe Ha 6 MalMEHTKH C

NaKTalHs, KOUTO HE ca KbpMIIH cBonTe Aera. [IprbmuaureHaTa geTcka IHEBHA J03a Ha Oa3a mg/kg e
npubau3nTenHo 0,14% ot nosara Ha makkara (BxK. Touka 5.2). Tsi kaTo 6e30NacHOCTTa Ha QYJIOKCETHH MpH
OebeTa He e yeTaHoBeHa, ynotpebaTta Ha JIYKCET no Bpeme Ha KepMeHe He ce NpenophyBa.

4.7 EdexTh BLPXY cnnocofHocTTa 32 ModApPARE H padoTa ¢ MAIIHAN

He ca m3BpBpLIBaHH TPOYYBAHNR BBPXY CMocoOHOCTTa 33 mogupane u pabota ¢ Mawman, JIYKCET Moxe na
Oble cBLp3aHa che ceupaHe U 3amasHocT. [TanpenTure Tpadsa ga 6baaT yBeJOMABAHM, U€ aKO U3NTHTBAT

CENIMpaHe WM 3aMafHOCT, TpAOBA 1a H30ATBAT MOTEHUHANTHO PUCKOBH pa0oTH KaTo WOpHpaHe WK pafoTa ¢
MaUIHHH. -




4.8 Hexeaann JIeKAPCTBEHH peakuny

a. Pesiome na npogpura na besonacrocm

Hait-yecTo ¢h001IABAHUTE HeXceNnaHW peakuu npH nauueHTH, nekysanu ¢ JIYKCET, ca ragene,
rnaBrofojIie, CyxoTa B yCTaTa, COMHOJIEHTHOCT M 3aMaiiBaHe. Bbrnpexks ToBa, MOBEYETO OT YECTHTE HEXENAHU
peakLInH ¢a JIEKH OO YMEpeHH, Te 0OMKHOBEHO 3al10uBaT paHo 110 BpEMe Ha JICYEHHETO, A IMO-TOIAMA JacT ¢a
¢ TEHAEHLHA Ja OTMHHAT JOPH, KOTaTo TepanusTta 6bpae npoabiDKeHa.

6. Pesztome Ha Hedicenanume nexapcmeenu peaxyuu, npeocmaaeso 8 mabauya
Tabmuna 1 nokasba HEXETAHHTE peakMi, HabMOaaBaHW MPH CIOHTaHHO CHOOIMAaRaHe W NMPH TUaleto-
KOHTPOJMPAHH KIIMHUYIHH Npoy4BaHus (Bkmousaiy odmo 7 819 naumenTn, 4 823 Ha JyIoKCeTHH 1 2 996
Ha nianebo) ¢ Aenpecus, reHepanusnpaHo TPEBOKHO pascTpoicTro M 1uabeTHA HeponaTHa Oorka.

Tabauya 1: Heoxcenanu peascyuu
Ouenka Ha gectota: MHOro uectu (>1/10), gectu (=1/100 go <1/10), neuectn (=1/1 000 go <1/100), peaku
(=1/10 000 oo <1/1 000), muoro peaxu (<1/10 000).

[1pw Bcsko rpynUpaHe B 3aBUCAMOCT OT 9€CTOTATA HEXENAHWATE PEaKIAH €a NPEACTABEHH B HU3XOAANI pejl

[0 OTHOLICHHE HA TAXHATa CEPHO3IHOCT.

Muoro 9ecTr Yecrn HeuecTh Peakn Muoro peakn
Hugpexyuu u ungrecmayuu _
JlapyHTHT
Hapywenua na umynnama cucmema
ARa(QHWIaKTHYH
a peaxkums
Hapymenus,
CBBP3aHHU CBC
CBPbXUYBCTBUTE
JIHOCT
Hapywenus na enooxpuriama cucmema
XUNOTHPECOUIN3
BM
Hapywenua na memabonuzma u xparenemo
Hamaneun XuUnepriimkeMus Hexunparauus
aneTHT (noknansaHa XUIOHATPHEMH
ocoDEHO ITpH A
MauHEHTH- CHAJIC6
JnabeTRUK)
Hcuxuunu napyuienus
HHcomuns CynunaHa CyuimaHo
B136yna uneaunsn>’ nopenexuue™’
Hamarneno Hapyineune Ha | MaHus
mbuno CBbHA XamoUHHALKH
TpesoxHoCT bpykcninm BpaxaebHocT U
A6HopmeH Jle3opHeHTaLus 'uas?
OprassM Armatus
SIpky chHUINA
Hapywenus na Hepsrnama cucmema
["naBobonne 3aMasHOCT MuoxioHus CepOTOHUHOB
COMHOJICHTHOC Jletaprus AxaTusus’ CHHOPOM®
T Tpemop HepsHocT Kousyncuu'
IlapecTe3ns Hapyoernue Ha | [TcnxoMoTopHO
BHHMAaHHETO GesnokolicTeo®
Hucreysus ExkcTpannpaMun




JIMCKHHE3HA
CHHIpOM Ha
HECTIOKOHHHTE
Kpaka

Jlowio xa4ecTBO Ha
ChHSA

HHU cuMmToMu®

Hapywenua na ovume

3acuneHa

3aMBIIEHO Mugpnaza ["maykoma
BHX[IaHe Hapyinenue Ha
3PEHHUETO
Hapywienus na yxomo u aabupunma
[Ilym B ymoure! Bepturo
bonka B yxoTO
Cwpoegunu Hapyutenus
[lannuTainn Taxukapaus
Hankamepna
APUTMHA, I1aBHO
NMpenchbpIHO
MBXKIEHE
Cv0osu HapywerHus
[NoBvmeHO Cunkon® XunepToHHYHa
KPBLBHO XuneproHna®’ KpH3za*®
HangraHe OpTocTaTHiHa
3adepeABaHe XUTIOTOHUA®
[Tepudepna
CTy[eHHHa
Pecnupamopru, 2pvoHu u MEOUACMUHQINYU HADYUIEHUA
Ilpo3gaBane Hanpexenue B
I'bpJIOTO
Enucraxcuc
Cmomawiro-4pegnu Hapyuwenus
["anene KoHcTrunaims CromamHo-upeBen | CToMaTHT
Cyxora B Hnapus KPbBOU3/IHE’ XeMaroxeins
ycTaTa Kopemna 6onka ["acTpoeHTepHT XanuTo3sa
[lospbmase Opureane
Hucnencus ["'acTpuT
MereopuszsMm Hucdarus
Xenamo-Ouwiuaprsu HapyuleHus
Xenatur YepHoapobHa
[TosuineHn HEAOCTATHIHOCT
YepHOOPOOHH ®
en3nmu (ALT, AST, | XKXbvarenuua®
alKajHa
docdaTaza)
Octpo
yepHOApoOHO
YBDEXIAaHE
Hapywenus na xodicama u nookosiciama mvxaH
3acHNEeHO Howmno u3anotasane | CHHapoM Ha
MoTeHe YpTuxkapus Stevens-
O6pus KoHTakTeH Johnson®
nepMaruT AHIMHOHEBPOTHY
CTyneHa not eH OTOK®
Peaknuu Ha
$OTOUYBCTBUTENTHOC
T




TCHACHLHA 34 NOsjiBa

HA XEMaTOMH
Hapywenun na Myckyano-ckenemuama Cucmema U Co€OUHUMERHAMA MbKaH
MyckynHo- MycxkymHo Tpusmyc
cKeneTHa Oonka Halpe)EHHE
Myckynen [ToTpeneane Ha
CTIA3BM MYCKYIIH
Hapywenus na bvbpeyume u nuxosnume nomuya

Huzypus 3axspKaHe Ha [TpoMeHeH
Yecto ypHHA MUPHC Ha
YpHHHpAHE 3aTpyaHeHo ypHHaTa

ypHHHpaHe

Huktypus

[Monmuypus

HamaneHa quypesa

Hapywenwi na év3npoussodumensama cucmema u 2vpoama

EpexkTunuaa [ MHEKOJIOrHYHO MeHonay3anHu
IUChHYHKINS KbpBEHE CUMITTOMH
HapymeHne Ha MeuctTpyanHu ["anakropes
eAKYNalMATA HapyLICHUA XHUMNeprnpoakTy
3abaBeHa CekcyanHa HEeMUA
eAKYTALNA OUCPYHKLINA

bosika B TECTHCHTE

Oﬁl{fﬂ HHE-VWEHHH u EQEKHIH HO MACMOMO HA HPDUWIONCHUE

IMpunagsun®
YMmopa

Bonka B repawre’
AOHOpMHHU
yCelllAHHA

HyBCTBO 32 CTYA
HKaxna

BTpucane
HepasnonoxeHnune
HyBCTBO 3a TOILTHHA
HapymeHnus B
noxoakara

Hicneosarnua

[HoumwkeHne Ha

IloxausaHe Ha

YBenngapaHe Ha

TErNOTO TErnoTo XOJIECTEpPONa B
[loBuimEHWE Ha KpBBTA
KpeaTHH
ochoxrHazaTa B
KpBBTA

[ToBHimeHMe Ha
K&THA B KPBBTa

' Criyqay Ha XOHBYJICHH M CTyYaH Ha [IyM B YVIIUTE ¢a ChoOMaBany CHUIO CIel MPEeKBCBae Ha NEYEHHETO.
?CryyaH Ha OPTOCTaTHUHA XHMOTOHHA ¥ CHHKOI ca choOLIaBaHl 0COOEHO B HAYANIOTO Ha JIEYEHHETO.

3 BuxTe Touka 4.4.

4 Criyqan Ha BpaskaeGHOCT M rHAB Ca Chob1asaHu 0coGeHO B HAYANIOTO WIH CJIe MPEKBCRAHE Ha JICUCHHETO.
> Criyqad Ha CYMLIMIHA HAealHs H CYHLIMIHO TTOBedeHHE ca ChoDMaBaHu 1Mo BpeMe Ha JICdEHHE C
IYNOKCETHH WIH CKOPO Cle NPEKbCBAHE HA NEYEHNETO (BxK. Touka 4.4).

® OueHeHa 4eCTOTa Ha HeXeIaHHU peaKkUMH, CEOONIEHH NPH NOCT-MAPKETHMHIOBOTO HabMOAEHHE, HE ca
HabrogaBaHy B maLedO-KOHTPOIUPAHH KIHHWIHH ITPOYIBAHUA.

"He e craTHCTHIECKH CHTHAGQHUKAHTHO pasiMdHa OT ILtaneo.

| [IpunagbuMTeE ca NO-YECTH NPH NMALMEHTH B CTApYECKa Bb3pacT (BL3pacT >65 ronHn).

8. Onucanue Ha usbparu HeXCenanu Nexapcmeen peaKyuu
[IpexpatsaBaHeTO Ha QYNOKCETHH {(0cof€HO KOTaTO € BHE3ANHO) YECTO BOJH 0 CHMITTOMH



3amatiBane, CEH30pPHM HapyueHHa (BKIIOYHTEITHO NMApECTE3NA WITA YCEIaHnA, NoRoOHN Ha NPEMHUHABAHE Ha
eNEKTPHYECKH TOK, 0co0eHo B 00nacTTa Ha rf1aBaTa), HapyIlleHMs B CbHA (BKITIOYUTENHO Oe3chbHUE U
HHTEH3NBHO CHHYBAHE), YMOPa, COMHOJIEHTHOCT, BB306Yy1a WIH TPEBOXHOCT, TajieHe W/ HIIH NOBPBINAHE,
TpeEMOp, TaBoboTHe, MUATTTHA, PA3iPA3HHTENHOCT, IHAPHUA, XUTIEPXHUIPO3a W BEPTHTO Ca HAH-4€CTO
ChOOINABAHUTE HEXKEITAHH PEAKLIHMN.

O61o, 4 3a SSRIs # 3a SNRIs, Te3n c0ATHA ca IeKH A0 YMEPEHN K CAMOOTpaHHYaBallll Ce, BLIIPEKH Ue
TP HAKOM TNMAIHEHTH TE MOXE [a €3 TeXXKH W/ WIH MPOIbJDKUTETHK. 3aTOBA Ce NPENOpbUBa, KOrarto He ce
HaNara moBeue JEYCHHE ¢ AYJIOKCETHH aa Obe HIBBPINEHO MOCTENEHHO CITHPAHE, Ype3 HaMalIABaHe Ha
no3ata (Bx. Touka 4.2 ¥ Touka 4.4).

Mpes 12-ceqmuaHaTa ocTpa da3a Ha TPH KITHHWYHH MPOYYBAHUA C TYJIOKCETHH NpH MalMEHTH ¢ JHabeTHa
HerpornarHa 0o/Ka e HabMmoAaBaHO MAJIKO, HO CTATUCTHYECKH 3HaUYMMO MOBHHIEHHE B KphBHATA ITIIOK03a HA
rnaxHo, NpH NalLMEHTHTE Ha JleuyeHne ¢ ayokceTUH. HbA lc e ctabuner u npu nauMeHTHTE NEKYBAHH C
AYJIOKCETHH, ! IIpH NalBEHTUTE IeKyBaHHU ¢ nnauedo. [1pe3 ¢a3ara Ha yaw/pkaBaHe HA TE3W NIPOYYBaHNA,
NPOABIDKINIA 10 52 ceqMHKIIM, € HaMHuHO NosuineHHe Ha HbA I¢ ¥ B rpymara Ha qyJIOKCETHH M B TPynaTa Ha
pPYTHHHA TEPAIHS, HO CpeHOTO noBuineHue ¢ 0,3% no-ronaMo B rpymnara Ha JiedeHHne ¢ JyJTOKCETHH.
HajmaHo e leko NOBHIIIEHHE B KPhBHATA IMIOKO3a HA INTATHO M Ha o0MIMA XONecTEpOo NMpH NarUeHTHTE
JIEKyBaHH C QyNOKCETHH, JOKATO Te3N jJabopaTOpHU U3C/IeIBaHUA MOKA3BAT IEKO HAMAJIEHNE B rpynara Ha
PYTHHHA TepaNM.

KopurapaHusT cnpamo cepaewHarta dectota QT mHTEpBAN NPH NALMEHTUTE, IEKYBAHH C JYJIOKCETHH, HE Ce
pasnu4asa OT TO3HU, Ha0M0JaBaH NMPH NAUNCHTHTE, JICKyBaHlH ¢ nmnauebo. He ca HabmonaBasu x IMHHYHO
3HaauMA paznukin 3a QT, PR, QRS wmwm QTcB u3mMepranusTa MeX Iy NalHeHTHATE, JIEKYBAHAUTE C
TYNOKCETHH H TE€3H NEKYBAHHUTE ¢ rutanebo.

2. Heouampuvuna nonynayus

Obwo 509 naupenTH gena Ha Bb3pacT oT 7 40 |7 TOOWHM ¢ roIsaMo JENPECHBHO PA3CTPOACTBO ca JIEKYBAHH
C OYJIOKCETHH B KIWHWYHU Mpoy9eaHua. Karo usno npodureT Ha HeXXeTaHUTE JIEKAPCTREHH PeakLMH Ha
OyJOKCETHH NpH [€la ¥ FOHOLIH € Mogo0eH Ha To3HW, Ha0moAaBaH MpH Rb3PacTHH.

332 nauveHTn OT NEANATPUUHATA MOMyNAalUA, KOUTO ITPBOHAYAJIHO Ca

paHIOMM3NPaHK Aa NOMy4yaBaT QyJNOKCETHH B KIIMHWYHU NPOYYBAHUA, H3NHTRAT CPEIHO HaMaNleHHE Ha
ternoro 0,2 kg xeM 10-Ta ceqmunia. Ciey ToBa B NPOTBIDKEHNE Ha 6-MecedeH Nepro/] Ha MPOIbINKEHNHE,
[oBeYeTO OT TE3W MALHMEHTH KMAT CKJIOHHOCT KbM Bb3CTAHOBABAHE HA WIXOIJHOTO CH TEINIO B NEPLUECHTHIA,
KOHTO ce ovaKkea Ha 0asara Ha NONMYJIALMORHUTE JaHHN OT BPbCTHULINTE, CHOTBETHH 110 Bb3PACT H 1Mo (BX.
TouKa 4.4).

Cro0inasaHe Ha MOAO3HPAHH HEXETAHH DEAKLAH
Cpo0IuaBaHeTo Ha NMOAO3INPAHH HEXeENaHu PeaklMH cliell pa3pellaBaHe 3a YNoTpe0da Ha JIeKapCTBeH U

NPOaYKT € BaXxHO. Topa No3BosiaBa ga NpoaAb/HKH HAOMOAEHUETO HA CHOTHOLUCHHETO T0M13a/pPHCK 34
NeKapCTBEHHA MPOAYKT. OT MEAWLIWHCKHUTE CTICLIHATMCTH C€ W3HCKBa Ja choOLIABAT BCAKA MOLO3HpaHa
HeXellaHa peakLUnA JUPEKTHO 9pes.

HMamenaurenna areHuna no nekapersarta (MAJ):
yi. . Jlamsu I'pyer* Ne 8

rp. Cogusa 1303,

Ten, +359 2 8903417

en. mowa: bdai@bda.bg

yeOcaiiT: www.bda.bg

4.9 IIpeno3npane

Ceo0masany ca cnydaH Ha NpeJo3HpaHe, CAMOCTOATEITHO WK B KOMOHHALIMA ¢ APYTH JIEKApCTBEHH
MPOAYKTH, ¢ H03H AyNOKCeTHH oT 5 400 mg. UMa HAKONIKO CMBPTHH CITy4aH, OCHOBHO ITPH CMECEHOD




»

TaXHKapIHA.

He e miBecTeH cnetdpudeH aHTHAOT Ha AYJIOKCETHH, HO aKO HACTBITH CEPOTOHHHOB CHHAPOM MOXeE f1a ce
MMa NMpeABHA crnieliMdHIHO NedeHne (KaTo ¢ UHITPOXENTaIHR WHITH TEMIIEpaTypeH KoHTpon), Tpsabra na ce
moAaspxkar cBoBONHY AUXaTelHUTe MbTHIIA. [Ipenopbara ce mpocneasBaHe Ha ChpACYHHTE U 3KH3HEHU
fIoKa3aTesN, 3aeAHO C MNOAXOAIMH CHMITOMATHYHH H NoAObpXallK Mepkd. CTOMalllHA NPOMHBKA MOXE 113 €
[MoKa3zaHa, aKo ¢€ U3BbPLIK Bb3IMOKHO Hall-CKOpo cneJ MOTNBIUIAHETO WK NPH NAallHEHTH ChC CUMITOMM,
AKTHBHUAT BBIJICH MOXKE 1A TIOJIC3¢H 3a OrpaHHdaBaHe Ha pe3opbumaTa. JlynokceTHH nMa rojisM obem Ha
pasnpeqeneHie B popcrpaHaTa quypesa, xemonepdy3nus 1 oOMeHHa niepdy3us € MATKO BEpOSTHO 1a ca OT
non3a.

5. ®APMAKOJIOTHYHH CBONCTBA
5.1 MdapmMaKoIAHAMHAYHE CBOHCTRA
dapmakoTepanesTHdHA rpyna: Apyru anragenpecantd, ATC koa: NO6AX21

MexaHu3BM Ha JCHCTBHE

JlynokceTHH € koMONHHpaH HHXHOXUTOP Ha oOpaTHOTO 3axBaliaHe Ha cepoToHuH (5-HT) n HopaapeHannH
(NA). Toit cnabo naxnOKMpa oOpaTHOTO 3aXBallaHe Ha AoNAMUHA, 0e3 3Ha9YUM AaQHHHTET KbM
XHCTaMHHEPT HAHUTE, JONAMHHEPIHYHH, XOJIMHEPTHIHH W AIPEHEPTHYHHE pelenTopH. JyNOKCETHH 103a-
3aBHCHMO TIOBUINABA €KCTPALE/TY/IapHHUTE HUBA Ha CEPOTOHWHA ¥ HOPHOpAIpeHAIHH B pa3/iIHdHH MO3bYHH
001aCTH NpH XKUBOTHH.

dapMakQINHAMIYHH ehexrH

HynokceTHH HOpMannA3vpa rnpara Ha 6oJIkaTa [Py HAKOJIKO NpeJKIHHHYHYA MOJIENIa Ha HeBpolaTHa 4
BpB3NANKATEAHA O0JIKa H CMeKYaBa NOBEAEHUETO NpH Oosika B MoAen Ha nepcuctupaa donka. Cunra ce, 4e
HHXHOUpaInoTo OonKkaTa AeACTBHE HA ZYJNOKCETHH € Pe3yiITaT OT NOTEHLNHPaHeTo HA JeCUCHACHTHHTE
HHXUWOUTOPHM OOJIKORM ITHTHILIA HA LIEHTPAIHATA HEPBHA CHCTEMA.

KnvHpuHa edukacHoCT 4 0e30nacHOCT

Fonamo denpecusno pazcmpoticmeo: JlynokceTvH € H3y4aBaH B KIIMHHYHM NPOTrpaMH, BKMoYBaly 3 158
nmamHeHTH (excmo3uums ot 1 285 nammenTo-ronmHmn) orrosapsiny Ha DMS-IV xputepuute 3a ronama
nenpecus. EpukacHoCTTa Ha IYJIOKCETUH TIPH NMpENopbYXATE/THA JHEBHA J03a 60 mg BeIHBX THEBHO €
nokasaHa [pH TPY OT TPHTE paHIOMH3MpaHH, ABOHHO-CNeNnH, niauedo KOHTPONINpaHH, ¢ PUKCHpaHa 103a
[pOy4YBaHHA B OCTpa (pa3za MpH Bb3pacTHU aMOYIaTOPHHM NALUHEHTH C rofiaM aernpecusel enuson. 0oino,
e()MKACHOCTTAa HA XYJIOKCETHH € IEMOHCTPHpaH NpH OHeBHa ao03a Mexay 60 n 120 mg B 0bmo ner ot cenemre
paHIOMH3HPAHH, JBOHHO-CIIENH, IUTaleb0 KOHTPOSIMpaHy, ¢ QUKCHpaKa 1033 NpoydBaHus B OCTpa (paza npH
Bb3pAacTHH aMOYJIaTOPHH MAUMEHTH C TOJIAM OECTIPECHBEH €MU30/.

JAYNOKCETHUH IMOKa3a CTaTHCTUYECKO NTPEANMCTBO CITPAMO T1auedo, npocieicHO Ype3 noaodbpenue Ha obmus
pesysrraT mo 17 Toakorara Hamilton Depression Rating Scale (HAM-D) (BxkmounTerTHO B Ha

€MOLIMOHATHUTE W HA COMaTHYHUTE CHMIITOMH Ha fenpecusa). CTeneHTa Ha OTrOBOP H PEMHUCHA €3 ChLIO
CTATHCTHYECKHN 3HAYMMO TTO-BUCOKH TIPN AYNOXCETHH, B CpaBHEHME ¢ anebo. CaMo ManKa 4acT OT NalHEHTH
BKTIOYEHH B MAJIOTHU XJTHHWIHH NIPOYIBAHUA ca OWITH ¢ Texka aerpecus (M3xoaHo HHeo HAM-D>23),

B npoydBaHe 32 NMPEJOTBPATABAHE HA PEHUANB, MALHEHTHTE, MOBIHATH ce OT 12-CeAMHIHO OTKPHTO, OCTPO
JeyeHHe ¢ AyJoxceTHH 60 mg BenHbK AHEBHO, Ca PAHOOMH3IUPAHH WIKM HAa OYJIOKCETHH 60 mg BeAHbLK
AHEBHO WM Ha mjauebo 3a ome 6 Mecena. [IpmiaraneTo Ha aynokceTuH 60 mg BeAHBK QHEBHO MOKaza
CTAaTHCTHYECKO 3HAYHMO TIpeJHMCTBO B cpaBHeHHe c IUauebo (p=0,004), no oTHOLIEHHE Ha W3MEPBAHETO 3a
NBPBUYEH U3X0[, NMPOQIIaKTHKaTa Ha pPEUMINB HA AENpecHd, W3IMEpPEeHa 4Ype3 BPEMETO A0 pPEUMINBA.
YecToTaTa Ha peLMIMBHTE MO BpeME HAa 6-MeCeuHHs NBOIHO-cnAn nepHon Ha npocnenssane € 17% u 29%,
CBOTBETHO, 33 JYJIOKCETHH W 3a rutauebo.

ITo Bpeme Ha 52-ceAMUIHOTO TUTaNE00 KOHRTPOIIMPAHO ABOHHO-CHATIO JIEYEHHE JIEKYBAHHTE C Y10




NpeABApHUTENHO Ca Ce MOBITHAIH OT AYJIOKCETHH [10 BpeME Ha OTBOPEHO JlieueHHue ¢ TynokceTHH (28 no 34
ceaMuLM) npH ao3a ot 60 a0 120 mg/aHeBHo. Ilo BpeMe Ha 52-ceamuuHaTa nnanebo KOHTpONHpaHa
NBOWHO-CNATA (aza Ha neveHne 14,4% oT nalmeHTHTE, NEKYBAHH ¢ TYNOXCETHH, M 33,1% oT naumenTHTe,
TPETHPAHH ¢ ILNaLebo, MpeXUBARAT MOBTOPHA NOSBA HA CUMITTOMHTE CHM Ha aetnpecus (p<0,001).

EdexTsT OT NpHnaradeTo Ha AynokceTHH 60 mg BeAHbX JHEBHO NMPH NALKEHTH C AENPECHA B CTAPUYECKa
BB3pacT (=65 ronnHM) € oleHeH cneuUUIHO B IPOYUBaHE, MOKA3BALL0 CTATUCTHYECKH 3Ha4UNMa pa3JinKa B
HamMamspaHeTo HAa HAMDI17 pesynraTa 3a MauyeHTHTe, NEKYBAaHH ¢ OYJIOKCETHH, B ¢cpaBHeHHe ¢ Tuiauebo.
[MorocumMocTTa Ha HynokcerwH 60 mg BeOJHBK JHEBHO NPH NAMEHTH B CTapuecKa Bb3pacT € CpaBHHUMa C TaiH,
HabmonaBaHa MpH Mo-Mllaay Bh3pacTHH NALMEHTH, JanawnTe, obave, 332 NaLMEHTH H3JI0KEHH Ha
MakcHManHata 1o3a (120 mg n1HeBHo) ca orpaHHYeHH Y 3aTOBa Ce NMPENnophIka NOBHAINEHO BHUMAHUE TIPH
JIeYeHHE HA Ta3| MOTyaalms.

[enepanusupano mpegoxcho pascmpoticmeo. lynokCeTHH NoKa3a CTaTHCTHUECKH 3HAYHMO MPENHMCTBO
CHPAMO U1ALEe00 IpH feT OT NeT NPoYYBAHMA, BKITIOYALIH YETHPH PAaHAOMU3HPAHH, ABOHHO-clieny, mnauebo
KOHTPOJTHPaHH OCTPH TIPOYYBAHMA M MPOYHBAHE 34 NPOPUITAKTHKA Ha PEUNINB NPH BB3PACTHY C
reHEepaTHINPAHO TPEBOXKHO Pa3CcTpoOHCTRO.

JyNOKCETHH NOKa3a CTATHCTHYECKH 3HAUMMO NMPEAUMCTBO CApAMO miauebo, n3MepeHo upes noaoopeHune Ha
oOmmMsA ckop 1o ckasa 3a TpesoxkHocT Ha Hamilton (Hamilton Anxiety Scale (HAM-A)) u ckopa 3a 061110
GYHKIHOHATHO pa3CTpocTBO MO ckaa 3a HEBAMIHOCT Ha Sheehan (Sheehan Disability Scale (SDS)).
CTeneHUTEe Ha MOBNIMABAHE M PEMHCHA Ca CBHINO TMO-BHUCOKH TIpW OYNOKCETHH B CpaBHEHMe ¢ Tmauebo.
JIynokceTHH mMoKa3Ba CpaBHMMM pe3ynTaTd 3a eMKacHOCT ¢ Te3H Ha BeHratakCHH OT IrNefHa TO4YKa
nmogoOpernue Ha odmus ckop mo HAM-A.

[Ipu npoyuBaHe 3a Npo¢gHuIaKTHKA Ha peUNANB NTALMEHTUTE, MOBIUABALIH CE OT 6-MECEYHO OCTPO OTKPHTO
NIEYEHHE ¢ JYJOKCETHH Ca PAHIOMU3HpPAHHU A4 NONY4aBaT Wik OYNOKCETHH, Wik mnauedo 3a nocaeapaumnre 6
mecena. Jynokcetu 60 mg no 120 mg BegHsK JHEBHO MMOKa3Ba CTATACTHIECKHA 3HAYHMO NPEAHMCTRO B
cpaBHeHHe ¢ mnanedo (p < 0,001) npu mpodunakTHkaTa Ha peUHONB, H3MEPEHO Tpe3 BPEMETO [0 NOog9Ba Ha
peuuans. YecroTara Ha peumauB mpe3 6-MeCevHUA NIepHO Ha MOCISABAINOTO JBOWHO-CIIANO HPOCIIEAABaAHE

e 14% npu gynokceTnH 4 42% npu nnauedo.

Huabemua nepugepna nesponamua bonxa: EQUKacHOCTTa Ha JYJTOKCETHH 3a Jle9eHHe Ha NHabeTHa
HerponaTHa OONKa € YCTAaHOBEHA NMpH 2 paHAOMM3NpaHY, |12-cenqMUaHH, OBONHO-CNENH, TUiatebo
KOHTPOJINpanH, ¢ pPMKCHpaHa [103a Npoy4BaHUd NpH Bb3pacTHY (22- no 88-rogunn) ¢ auabeTHa
HeBponaTHa 00NKa B NpoJbkeHNne NoHe Ha 6 Meceua. [launeHTuTe, OTrOBapsLIH HA KPHTEPUHUTE 3a FOIAMO
OETpECHBHO pa3CTPOUCTBO, ca HIKMOYEHH OT TE3H Npoy4ysaHua. MaMepuren Ha MEpPBHYHAS H3X01, €
CEOMHYHATA Cpe/lHa CTOMHOCT Ha 24-yacoraTta DoMKa, KOATO € OTpa3sBaHa B eXKEHCBEH JHERHHK Ha
nanuedTuTe no 11-roukosatra ckana Ha Likert.

B neerte npoydsaHns, QynokceTHH 60 mg BeqHBX NHeBHO W 60 mg NBa ITHTH JHEBHO 3HAYWTENTHO HAMAITABA
bonxara, B cpaBHeHHE ¢ MIale6o. EQekThT NpH HAKOH NMALMEHTH € BUIUM TIpe3 IThPBHTE CEAMUIIH Ha
nedeHHe. PaznHkarta B cpeqHOTO ogo0peHye MexIy ABeTe paMeHa Ha aKTHBHO JICYEHHE He € 3HAaUHTENHa.
OrbenasaHo e noxe 30% cbobulapaHo HamansaBaHe Ha OoJsikaTta Nnpx NpUONN3HTENHO 65% OT NEKYBaHHTE C
OynekceTHH nauneHTH cpemny 40% 3a nnauebo. CroTBeTRUTE HHUGPH 3a nioHe 50% pegykums Ha OoTkaTta ca
cbOTBETHO 50% 1 26%. CreneHTa Ha KIHHKHUYEH O0TroBOp (50% win norewe moaodpeHne Ha OosTKaTa) €
aHAJIW3APaHa Cropen TOBA NaTH NAUNEHTHT € MPOABHI COMHOJIEHTHOCT IO BpeMe Ha JIedeHHETO WK He. 3a
NAUWECHTHTE, KOUTO HE Ca NMPOABILTH COMHONEHTHOCT € HAaOM0ABaH KIHHHYEH OTrosop npH 47% ot
MalMEHTHTE, MONyYaBalH TyJIOKCETHH H 27% OT mauMeHTHTe Ha Iulauebo. CtenenTa Ha KITMHWHEH OTTOROP
TIpH NMALHEHTHUTE MTPOgBHIIM COMHOJIEHTHOCT € 00% Ha gynokceTHH U 30% Ha rutanebo. INauuenTure,
HEMpOABABALIM PEAYKINA Ha bonkaTta oT 30% B paMkuTe Ha 60 QHA NedeHHE € MalKo BEPOATHO J1a
DOCTUTHAT TOBA HUBO NPH NO-HATATHLLUIHO JIEYEHHE.

[1p# oTBOPEHO TBLIIMOCPOYHO HEKOHTPOJSIMPAHO POYYBAHE HAMAJICHNETO Ha 00JIKaTa MpH NaluMeHTH,

MOBIAAHE OT 8-CEIMUYHO OCTPO JICICHHE ¢ AYNOKCeTHH 60 mg eHOKpATHO HEBHO, Ce 3aIa3Ba 3854
Mecella, KaKTO € OLEHEHO ¢ TTpOMsSHaTa Mo CKanaTa 3a KpaTka oueHka Ha Oonkara (Brief Pain
(BPI)) Ha 24-vacoBus cpeaeH Opo# ToukH 3a Ooika.




ITeouampuuna nonyaarus

HynoxceTHH He e n3cieqBaH NMPH NMAUWEHTH N0 7-roguinHa Be3pacT. [IpoBeneHH ca 1Be paHIOMHU3HPaAHH,
ABOMHOCTEH, NMApANICTHN KIWHAYHN npoydBanua rmpu 800 meaMaTpHUHM NaLUeHTH Ha BBapacT ot 7 o 17
TOJIMHH C TOJIAMO JeNPECHBHO pascTpoiicTio (BxX. Touka 4.2). Tesn aBe npoyuBanus sxmodsat 10-ceqMuIHa
mraLeb0-KOHTPONHUpaHa ¥ AKTHBHO-KOHTpONKpaHa ((pNyoKkCeTHH) ocTpa dasa, nociie/1BaHa OT [IeCTMECEYEH
Nepuo Ha MPOAb/DKEHNE Ha aKTHBHO KOHTpoAupaHo Nneuenne. HUTo rpynara, nekyBaHa ¢ aynoxkcerus (30-
120 mg), HurTo rpynaTa ¢ akTHBHA koHTpona (payokceTnH 20-40 mg) cTaTUCTHIECKH CE pa3/IidaBaT oT
mnauedo mo OTHOMIEHHE Ha NTpoMsHATa B obiuTe pesynTtaTH o ckanata Children’s Depression Rating
Scale-Revised (CDRS-R) ot u3xonnua ao xpaiiHug MoMeHT. [IpekbeBaHe Ha neyeHHeTo Nopany HeXeNIaHN
CHBOHATHA € Mo-4ecTO NpPH NMALMEeHTHTe, MPHEMAH OYJIOKCETHH, B CpABHEHHE C TE3H, NEKYBAHH C
dyoKCeTHH, B MOBEUETO CIyvaun rnopaau ragene. Ilo speMe Ha 10-ceAMUMHIA IEpHO/ HA AKTHBHO JIEIEHHE
¢ ChOOIAaRaHoO 3a CYHIMAHO NoBeaeHne (nynokcerHH 0/333 [0%], dnyokcernn 2/225 [0,9%], mrauebo 1/220
[0,5% ]). ITpe3 uenma 36-ceaMHueH Kypc Ha U3ClieABaHETO, 6 0T 333 nauMeHTH, KOHTO MBPBOHAYATHO Ca
pPaHIOMHM3HPAHN [1a NOJTy4YaBaT OYJIOKCETHH, H 3 oT 225 nauMeHTH, KOUTO [TbPBOHAUANHO ¢a paHAOMH3HPAHN
Ia Mony4aBat (pITyOKCETHH, NIPOSBABAT CYWLIMIHO MOBEIEHHE (€KCTIO3HLIMA-KOPHTMPAHATA YECTOTA HA
cyuimaHo noseaeHue € 0,039 crbuTHA Ha NAMEHT HAa TOAWHA 3a TyMokceTHH, U 0,026 3a dyokceTHH).
OcseH TOBa, €0WH TIALUMEHT, KONTO € MIpeMHHA 0T Iauedo Ha JiedeHue ¢ TyJTOKCETHH, € MM CYHLIWIHO
MOBEIEHHUE 110 BpEME Ha NMPHEMa Ha TyJIOKCETHH.

EBponefickaTa areHUHMA [0 lekapcTeaTta ocBoO0kKIaBa OT 3a0B/DKCHHETO 32 NPeJOCTaABAHE Ha Pe3y/TTaTHTe
OT MNpOY9YBaAHHUA C TYJOKCETHH NPH BCHYKH NOATrPYIH HA NleAHATpHYHATA MOMy/IALHA MU JICYCHUE HA IOJIAMO
oenpecHBHO pa3cTpOACTBO, AabeTHA HeBponaTHA O0NKa M FreHepaTH3NPaHo TPEBOXHO Pa3CTPONCTBO.
Brokte Touka 4.2 3a vHQopMals OTHOCHO yrnioTpefara nmpH aena.

3.2 PapMaKoKNHETAYMHA CBONCTBA

HynoxceTHH ce nMpunara KaTo cCaMOCTOATENICH eHaHTHOMep. JyNTOoKCeTHH ce MeTabomanpa peqUMHO OT
okcHgaTHBHH eH3MMH (CYPI1A2 n monuMopduua CYP2D6), nocnegpaHo oT KOHIOTHPaHE.
MapMakOKMHETHKATA Ha JYJIOKCETHH MOKa3Ba rogiMa BapnabWwiHOCT MeXIY OTACTHUTE HHAHBHAH (0010
50-60%), abkalia ce B H3BECTHA CTENeH Ha NoJia, Bb3pacTTa, CTaTyca Ha TIOTIOHONYHIEHE W ChCTOAHHUETO
Ha MeTtabonusupalara cucrema CYP2D6.

Abcopbyus: Jlynokcetus ce pesopbupa no0pe ciel nepopaliHo npwioxkenne ¢ Cmax HacTbBama 6 Jaca
clen no3upane. AOcomoTHaTa opanHa OHOHANTHYHOCT Ha AYNOKCETHH BapHupa oT 32% no 80% (cpenno
50%). XpaHaTa yapmkaBa BpEMETO 3a JOCTHIaHe HA BbPXOBH KOHLUeHTpauu# oT 6 Ha 10 yaca n T
MApPTHHAJTHO HaMAallfBa CTEeNIeHTa Ha pe3opouua (mpudnusurenye | 1%). Tesn npoMeHN He ca ¢ HIKaxBa
KITHHHYHA 3HA9YHAMOCT.

Paznpeoenenue: ynokceruH e npuONU3IHTENHO 96% CBBp3aH ¢ YOBECUIKHTE IJIa3MEHH [TPOTEHHH.
JlyokceTHH ce CBhp3Ba U ¢ andyMuH ¥ ¢ anda-1 kucenna ramkonpoTerH. [IpoTeNHHOTO CRBp3BAHE HE CE
MoB/IMABA 0T OBOPEYHO HIW UepHOAPOOHO YBpeXKIaKe.

buompancopmayua: QynoxkceTux ce metabonusypa eKCTEH3IHBHO K MeTabOMUTHTE ca eKCKPETHPAT
OCHOBHO ¢ ypuHaTa. Llproxpomure P450-2D6 u 1 A2 katarmu3npar oOpazysaHeTo HAa IBA OCHOBHH
MeTaGosiTa MMOKOPOHH]L KOHIOTAT Ha 4-XUAPOKCH HYJOKCETHH M CyJI(paTeH KOHIOTAT Ha S-XHIAPOKCH,6-
METOKCH OyJIokceTHH. Bb3 OcHOBa Ha in vitro Mpoy4BaHuA, UHPKYIHpAIIATE METa00THTH Ha TYJIOKCETHH Ce
cyyTaT (GapMakoNnoruuHo HeakTHBHY, DapMaKOKHMHETHKATa Ha JYJIOKCETHH NPH NALUWEHTH, KOHTO Ca JIOLIN
MeTabosmzaTopH no otTHomeHne Ha CYP2D6 He e cneuududHo H3ydasaHa. OrpaHMYeHA JAHHH
TTPEOTIONIATAT, Y€ NMPH TE3W MaUNEHTH IUTA3MEHHTE HIUBA HA IYJIOKCETHH Ca NMo-BUCOKH.

Erumunayun: ENTUMAHALUOHHHAT NOJTYXXUBOT HA OYJIOKCETHH Bapupa oT 8 0o 17 yaca (cpeano 12 waca).Cneq
WHTPaBEHO3Ha 033, MJIa3MEHAAT KITMPBHC Ha OyJIOKCETHH BapHpa oT 22 |/uac no 46 1/gac (cpeano 36

l/qac). Cnen nepopanHa n03a yCTAHOBEHHAT TUIA3MEH KIIHPBHC Ha TyJOKCETHH Bapupa oT 33 o 261 l/gac
(cpenHo 101 l/gac). ) _

Cneyuannu nonynayuu




fTon: Mexoy Mbxe U )KE€HH ¢a WISHTUPULIMPpAHH PapMaKOKHHETHUHRH Pa3lIiKH (AllepeHTHHUAT TU1a3Med
KIAPBHC € Mpubin3uTenHo 50% no-Huchk npu xenn). Bp3 0CHOBA HA NPHNOKPHBAHE MO OTHOLICHHE HA
KITHPBHCA, OCHOBAHHTE Ha 110/1a (PapMaKOKMHETAYHH PA3IMKH HE ONpaBAaBaT MPENopPBKATa 33 U3MOJI3BaHE
Ha MM0-HHACKA 1103 TTPH XKESHN MAIHEHTH.

Bw3pacm: NUnentudHLMpany ca papMakOKHHETHIHH Pa3InKH MEXAY NO-MJIaaH B NO-BB3PacTHH KeHH (=65
ronunH) (nosuueHue Ha AUC ¢ okomo 25%, a nomyKUBOTET € 0KONO 25% No-OBiIbl pH TE3H B CTapYecka
BB3PACT), BBIPEKH 4e CTENEHTA HA TE3HM TIPOMEHH HE € JOCTAaThYHA, 34 a ce 0D0CHOBE IIPOMAHA Ha A03aTa.

KaTto 06ma npenopbka, TEISHUETO B CTapyecka Bb3pacT TpAOBa /1a CTaBa ¢ TIOBHLIEHO BHUMaHNE (BXK. TOYKH
4.2 u 4.4).

Bvbpeyno yepeocoane: TlauneHTHTE B KpaiiHa ¢a3a Ha 6p0pev9Ha HEHOCTATHYHOCT Ha AWAIN3A UMAT 2 ITBTH
MO-BUCOKH CTOHHOCTH Ha Cmax U AUC 3a TyJTOKCETHH, B CPABHEHHE C 3ApaBH NMMUA. [Ipu nauenTH ¢ exa xo
yMepeHa O1n0peyHa HeOCTaThUHOCT PapMaKOKHHETHYHHITE JAHHH 32 TYJIOKCETHH €a OrpaHHuEeHH.

Yepruoopobro yepesicoane: Y mepeHo 9eproapodHo 3abonasare (Child Pugh knac B) 3acsara
¢apMaKkOKWHETHKATA HAa AYJIOKCETHH. B CpaBHEHKE C 3APABM JIMLA, TPH TIALMEHTH C YMEPEHO YePHOAPOOHO
3a00IIBaHE YCTAHOBEHMAT IUTA3MEH KITMPBLHC HA YNIOKCETHH € 79% Mo-HUCHK, YCTAHOBEHHUAT TEPMHUHAICH
MOMYKHBOT € 2,3 mbTH no-asier, a AUC e 3,7 meTH no-Bucoxa. PapMakOKHHETHKATA HA OYJIOKCETHH U
HEroBATE MeTabOMNTH He € H3y9aBaHa NMPH NALUEHTH ¢ JIEK3a WIH TeXKa YepHoapoOHa HENOCTATRIHOCT.

Kvpmewgu masixu: JJucno3nuusTa Ha QyJIOKCETHH € W3ydaBaHa IpH 6 KbPMELIH XXeHH, KONTO ca OMIH NoHe
12 cenmuum cnen paxkaaHe. JlynokceTHH ce OTKpHBa B KbPMAaTa, M CTALHOHAPHUTE KOHLIEHTPALNH B
MalqHOTO MIIAKO €A OKOMTO €JHA-YeTBEPT OT TE3H B MNazMaTa. KolTHiecTBoTo AYNOKCETHH B KEpMATA €
MpuOIN3InTENHO 7 Hg/AHEBHO NpH Ko3npaHe ¢ 40 mg nBa rsTH AHEBHO. KEpMEHETO He MoBTMABa
¢apMakoKWHETHKaTa Ha [y/IOKCETHH,

[Teouampuuna nonyaayus.: @apMakoOKHHETHYHHUTE CBOMCTBA HA JYJIOKCETHH ITPH NMeJHATPHYHH TTALMEHTH Ha
BB3IPACT OT 7 0 17 rOOVHH C TOJIAMO IEMPECHBHO pa3CTpORCTBO ClieH MepopaIHO NPWIAaraHe B CXeMa Ha
nozupane 20 g0 120 mg BeAHBK HAHEBHO ca XapaKTepH3IHPAHH ¢ MTOMOIITA HA NOMYJIALHOHHO-MOAENTUPaH
aHanu3 Ha DazaTa Ha fadHK oT 3 npoyuyBauus. [IpensuaeHnTe OT MOJIENA IJTA3MEHH KOHLIEHTPALUH Ha
OYITOKCETHH B CTALIHOHAPHO CBHCTOAHHE NPH MALKWEHTH-IELa B MOBEYETO Cy4aHd ca B FPAHHLINTE HA
OHArna3oHa Ha KOHUCHTpaUWUTe, HabmoaasaH NpH Bb3PACTHH NMALIMEHTH.

5.3 Ipeax1naAaAnA JaHHA 33 Oe30macHOCT

HyNoKceTHH He € reHOTOKCHYEH MpH CTaHaapTeH Habop OT TECTOBE, a MPH ILTbXOBE HE € KapLIHHOTEHEH.
[IpHn npoyuBaHe 32 KAPLUMHOIEHHOCT IMPH TUTEXOBE ca HaOMOAaBaHU MHOTOSIPEHH KJIETKH B 9epHHUA Apob
MPH OTCHCTBHE HA APYrH XUCTONATOMOrHYHH NpOoMeHN. MexaHu3MbT, KOHTO € B OCHOBATa UM W KIIMHWYHATA
3HAYMMOCT ca HEW3BECTHH. JKEHCKH MUILIKH NOTyYaBaiy YJIOKCETHH 3a 2 FOJIMHU UMAT NOBUILIEHA YECTOTa
Ha XelaTolenylapHy aIcHOMH W KapLIMHOMH caMo NPH BHCOKHTE O03u (144 mg/kg/nHeBHO), HO Te ca
CYHTAT KAaTO BTOPHYHH Ha 4eEpHOApoOHaTa MUKPO30MAJIHA EH3WMHA HHIYKUMA. 3HAYMMOCTTA Ha Te3H JaHHH
TIPY MHIOKH 110 OTHOLISHME HA XOpaTa He € WiBecTHA. K eHCKH TUTbXOBE, NMOTy4aBaId OyJIOKCeTHH (45
mg/kg/qHeBHO) MMPeAN M NPH CbBOKYIUICHHE H 10 BPpEME Ha paHHA OpeMEHHOCT, ca NOKa3allH HAMAJIEHHE Ha
KOHCYMaIMATa Ha XpaHa OT MalikaTa H Ha TEIIECHOTO TErJio, HapylIaBaHE Ha [IMK'HJIA Ha pa3roHBaHe,
HAMAJICHH ITOKa3aTenu 3a 6pos )KHBOPOACHH H INIPEKHBAEMOCTTa Ha TOTOMCTBOTO, H 3a0aBeH pacTex Ha
MOTOMCTBOTO INPH HABA HA CHCTEMHA €KCIO3IMLUMA, KOUTO B Hail-100pua criyqal ca npuOMM3UTENHO 0
MakCHMalTHaTa KIHHHIHa excrnosuiua (AUC). B npoyuBaHe 3a eMOpPHOTOKCHYHOCT MpY 3alLM ca
Ha0rogaBaHW TMO-BHCOKA YECTOTA HR ChPAEYHO-CBAOBY M CKENETHU Ma(OpMAlHX MPH HHABA Ha CHCTEMHA
EKCTO3ULHSA Mo MaKCHManHaTa KiMHHIHA ekcrno3nmsa (AUC). He ca Habmopgasanu MaigopMailii B ApyTo
[POY4YBaHe, 32 U3MUTBAHE HA MO-BUCOKH J03H Ha pa3iWyHa CON Ha BYNOKCETHH. [IpH

[peHaTaTHW NOCTHATATHH TOKCHKOIOTHYHH NPOYYBaHUA NPH IUTEXOBE, IyNOKCETHH MHAYLHpPA HeXelaH!
[IOBEACHYECKH e(peKTH B TIOKOJECHHAETO MPH €KCTIO3WIHA MOA MaKCHMaNHaTa KIHHWYHA ekcriosHius (AUC).

[TpoyuBaHus Tpy MIIaaH IUTbXOBE MOKA3BAT NMPEXOAHN e(PEKTH BLPXY HEBPOMOBEASHIECKHTE peaKLiuH, KakI(
U 3HAYMTENHO HAMANIABAHE HA TENECHOTO TErNMO U KOHCYMHDAHETO HA XpaHa; MHIAYKLHNA Ha YEpHE u; P
L
: L

€H3INMH; H XenaTolUemynapHa sakyonnsauus npu 45 mg/kg/nHesno. O0umsT npodun Ha To 4 i Ty,
u,




TyJIOKCETHH TP MJIaHU ILTbXOBE € Nogo0Gen Ha TO3HM NpH BL3pacTHH epXose. HMBoTO Ha inca Ha

HexxenaHy edekt e onpeneneHo, ve ¢ 20 mg/kg/nneBHo,

6. OAPMAHEBTHYHH JAHHHA

6.1 CnHchK HA TOMOIMHANTE BEIECTBa

ChabprxaHne Ha KalCyJIaTa.
3axapHu chepm

XuppokcumpormunmeTin tenynosza {HPMC 603 n HPLC-AS-LF)

3axapo3sa
Tank
TpueTunoB untpar

AMoHneB xuapokcug (25% pastsop)

Omnanpu 6amo 02A28361

Cncras Ha onagpu 6ano 02A28361;

Turanos nuokcug (E171)

HPMC 2910/Xunpomenosa (E464)

Tank

ChCTaB Ha KancynHata oOBHBKA:

Turanos auokcera (E171)
FD&C Cunro 2 (E132)

Huanro kapMuH
AenaruH

6.2 HecnpMecTAMOCTH
Henpuwinoxumo
6.3 Cpox Ha rognocT

3 rOMHHN

6.4 CnennaaHy YC/I0BHS HA ChXPAHCHAE

ﬂﬂ CC ChXpaHsiiBa Ha MACTO, HCJOCTBITHO 34 J€11A.
,IIH CC ChbXpPaHABad B OpDHIHHATTHATA OMaKOBKa, 34 Jla C€ nNpe€anain OT BJlara.

Jla ce cuxpansgsa mox 30°C.

6.5 BRO B coALPXAHKHE Ha ONAKOBKATA

brncrepn ot Henpo3padHo PVC/PE/PVDC-AI donno

EquH 6rmmeTtep cnaepika 14 0pod cTOMAIHO-YCTONYHARH TRBPAH KalCYITH.

Pa3Mep Ha omakoBkaTta: 28 6pod cToOMalIHO-YCTOWIHBH TBBPAM Kancymnu (2 Onucrepa)

6.6 CuenrajHE NpeANa3zdA MepKH NPH H3XBRLPJIAAHE

Hama crielHaTHY H3UCKBAHHA

7. IMIPUTEXATEJI HA PAIPEHIEHHMETO 3A YIIOTPEBA

HOBEJ ®APMA EOO/
oyn.”bunrapusa’” Nel(9
rp. Copuna 1404, bvnrapus
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8. HOMEP(A) HA PAZPEILIEHHETO 3A YIIOTPEBA
Peructpaumornen HoMep: 20160286

9. IJATA HA ITbPBO PA3ZPEUIABAHE/TIOAHOBABAHE HA PA3ZPEILIEHHETO 3A
YIIOTPEDBA

JlaTta Ha mbpBO paspewiasaue: 01.09.2016r.
IlaTa Ha nocnenHo noaHoesBaHe:18.06.2021 r.

10. JATA HA AKTYAJ/IMN3IUPAHE HA TEKCTA
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