KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHHUA ITPOAYKT

JYKCET 60 mg ctoMaltHO-yCTOWYMBH TBBP/IN KalCyJiu
DUXET 60 mg gastro-resistant capsules, hard

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besaka karncysia ceabpka 60 mg IyJOKCETHH OYJIOKCETHH KaTo AYJIOKCETHHOB XHapoxyiopua (duloxetine as
duloxetine hydrochloride).

[TomomHo(K) BeuecTBO(a) C M3BECTHO AEHCTBHE!
Bceska kancyna ceabpxka 17,2 mg 3axaposa.

L0076 Q29O |
62674  15-Uk- 1D

3a MbJIHKUA CIIMCHK HA NTOMOLIIHATE BELLECTBa BWXKTE To4ka 0. |-

3. JIEKAPCTBEHA ®OPMA

CroMalHo-yCcToH4YMBa TBbP/A KarncyJia.
TeBpaM )XeNaTHHOBH KarcyJu pa3mep ,,1% ¢ Henpo3pavyHo 3eJIeHO TAJIO U HEMPO3PayHO CHHBO Karlaye, IThJTHHU C

Oenu g0 nouTH Oe/TM Ha UBST IeJIeTH.

4. KJIMUHUYHU JAHHH

4.1 TepaneBTHYHH NMOKA3AHHA

JIYKCET e noka3san 3a jie4eHHe Ha rojisMo AeNpecuBHO pa3CTPONUCTRO.

JIYKCET e noka3san 3a ieuenne Ha 1nabeTHa nepudepHa HeBpornaTHa 0oJka.
JIYKCET e noka3saH 3a jie4deHHe HA reHepaTH3upaHO TPEBOXKHO Pa3CTPOHCTBO.

HYKCET e nokasaH npu Bb3pacTHH.
3a nomejHUTEIHA HHPOpPMaLIUA BHKTe ToYKa 5. 1.

4.2 Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

Llo3upoBka

['onsmo oenpecusno pazcmpoucmeo

HavanHaTa M npenopbYUTe/IHATA Nogabp Kaina o03a € 60 mg BeAHbK OHEBHO, ¢ WK Oe3 XpaHea. B
KJIMHUYHHU NPOYYBAHMSA Ca OLECHABAHM OT IJielHA TOUKa Ha 6e3onacHocTTa 4034 Hajl 60 mg Be/IHBLXK JHEBHO,
10 MakcuMaltHa o3a ot 120 mg BeAHbX AHEBHO. BBIIpekH TOBA, HAMA KIIHHUYHH JOKAa3aTeJICTBA
Mpeanosaramuy, 4e naiueHTHTe HEOTTOBOPHWJIM Ha HAYaJIHATa NpernopbyBaHa [103a MOraT /1a UMaT 10J13a OT

MOKa4yBallo THTPHpaHEe Ha Jo03arTa.

OOHWKHOBEHO TEPAIICBTHYCH OTIOBOp CC Ha0Jmo1aBa criej1 2-4 ceJIMUIIM JIEHEHHE.

3a ga ObJe NpeaoTBpAaTEH PEUMINB, Clie/l KOHCOJIMAMPAaHE HA aHTHAENPECHBHHUSA OTrOBOP C€ Mpenopb4yBa
JICYEHHUETO JAa NMPOJABJKHA HAKOJIKO Meceua. [Ipy naumeHTH, KOUTO ce MOBJIUABAT OT JIeUeHHUE C YJIOKCETHH H
MMaT aHaMHe3a 3a MOBTOPHH €ITU30/IM Ha IoJiiMa ICNpPECHA, MOXKE J1a CE B3EME 1M0oJl BHUMaHHUE
MO-HATATBIIHO IBJITOCPOYHO JieueHHe ¢ 103a oT 60 mg no 120 mg/aHeBHO.

I'enepanusupano mpesoiCcHoO pacmpoucmeo
[ IpenopbuBanaTa HavaJTHa 103a MPH MALUEHTH C TEHEPAJIM3MPAHO TPEBOXKHO pa3cTpoiicTBO € 30 mg BeIHBX
JIHEBHO ChC WK Oe3 xpaHa. [Ipy maumeHTH ¢ He3aJ0BONIMTEIIEH OTIrOBOp [03aTa TpAOBa /1a c€ YBEIHUYH 10

60 mg, xoeTo e oOMyaitHaTa MoIbprKallla 103a MPH MMOBEYETO MAILUEHTH.

an [MALLUCHTH C KUM{lpﬁHﬂ,HH roJIEMH ICNPECUBHH CITH30IH HaA4YaJIHATA U [MOIbprKallaTa /103




BEIHDK OHEBHO (MOJIA, BHXKTE CBHUIO MPENOPBKUTE 3a A03HPAHE [0-TOPE).

Hosu po 120 mg aHeBHO ca MOKA34TH, 9e ca eeKTHBHN U ca OLIEHABAHH ¢ orne Ha 6e30MacHOCTTa MPH
KTHHHIHH NpoydBaHnd. ClieIOBaTeNIHO, ITPU NMAUMEHTH ¢ HEe3aJOBOJIHTENEH OTroBop 40 60 mg, yBeTHIEHHE
no 90 mg wm 120 mg Moske 1a ce WMa NpeIBUAI. Y BEMAYEHAETO Ha J03aTa TpabBa a € Bb3 OCHOBA Ha
KJIIMHHYHHUA OTTOBOP M MOHOCHMOCT.

Crnen KOHCONMANMPAHE Ha OTTOBOPA, CE MPENOpBYBA Oa ce MPOIb/DkH JIEYEHHETO 3a HAKOIKO MeCela, 3a Ja ce
H3berne peuyane.

Huabemna nepugpepra negponamua Hosixa

HavanHaTa ¥ npenopbpauTenHaTta Mourbpxkaiia fo3a € 60 mg segHsx JHEBHO, CbC WIH De3 xpaHa. B
KIHHIYHHE TIPOYYBAHWS ca OLICHABAHM OT rNe[Ha TOYKa Ha 6e30nacHOCTTa J03M Hal 600 mg BEAHBX JHEBHO,
10 MakcuMaJtHa mo3a oT 120 mg xHeBHO, MpUIOKEHA KATO paBro pasdenenu npueMu. [lnaimenure
KOHLUEHTPALHH Ha JYFOKCETHH MPOABABAT rofiiMa MHTEPHHIVNBHIYaHa BApNabIHOCT (BXK. To4Ka 5.2).
CnenosaTelTHO, Ha HAKOH MALIMEHTH, KOMTO €4 OTTOBOPHIN HE3AAOBONMUTEHO Ha 60 mg, MoraTt Oa ca
TOJIE3HH HO-TOJIEMH JO3N.

OTroBopbT KbM JiedeHueTo TpAbBa Aa Oble oleHABaH cnex 2 Meceua. [1pn nauHeHTH ¢ HEJOCTATBYHO
THPBOHAYATHO NOBMUABAHE € MAITKO BEPOATEH NOITRIHUTEICH OTTOBOP chef TO3H MepHos.

TepaneBTHuHaTa nomn3a TpAdBa a Obae NpeolieHABaHA PEryIApHO (TOHE Ha BCEKM TPH MEceLa)
(BX. Touka 5.1).

flecuampuvuna nonyaayun

HynokcervH ne TpabBa ga ce ynorpedsasa Ipy Aella ¥ IOHOLIM Ha Bb3pacT noj 18 roAuHH 3a ieyeHne Ha
roJIAMO [EMPECHBHO PA3CTPOHCTRO, NOPAAMN ONMaceHHA 3a O€30NacHOCT M €PHKACHOCT (BXK. Touka 4.4,
To9ka 4.8 v Touka 5.1).

BeszonacHocTTa M eHKACHOCTTa Ha XYJOKCETHH 3a JieueHHe Ha auabeTHa nepHdepHa HesponaTHa 6oka nmH
reHepanu3MpaHo TPEBOXKHO Pa3CTPOMCTRO HE ca H3CHenBaHH. JINnceaT JaHHH.

Cneyuannu nonynrayuu

Ilayuenmu 6 cmapuecka ev3pacm

[Ipu nanpeHTH B CTapdecka Bb3pacT He Ce MpenopbuBa aNanTUpaHe Ha 103aTa EAMHCTBEHO BBE30CHOBA HA
BB3pacTTa. Briipeky ToBa, NoO0OHO HA BCEKH JICKAPCTBEH NIPOAYKT, C€ M3NCKBA BHUMAHME KOraTo ce
JIeKyBaT MAIHEHTH B cTapuecka Bep3pacT, ocobeHo ¢ 120 mg AYKCET anerHO mpH rojieMH 1eMpecHBHA
EIU30JI1, 33 KOETO UMa OrpaHHUYeHN NaHHU (BXK. TOUKa 4.4 1 Touka 5.2).

Heproopobro yapescoane
JYKCET ue tpabGra ga ce U3Noi3Ba Npu NMaHeHTH ¢ 9epHoapoOHo 3ab0ssBaHe, K0Beso 10 epHoIpobHa

HEIOCTATBHYHOCT (BX. TOYKa 4.3. ¥ TouKa 5.2).

brbpeuno yapescoanre

He ¢ HeoOXonuMo KOpPHTHpPaHE Ha J03aTa [MPH MaLMEHTH C Jieka 10 yMepeHa 0p0pedHa gucpyHkumnsa
(xpeatmruHOB KIHpbHC 30 10 80 ml/min). JIVKCET He TpaOea na ce ynorpeGsBa Mpu MaHUeHTH C TEXKKO
6bpOpeuHo yBpexaaHe (KpeaTHHHHOB KIHPBHC <30 ml/min; BuxTe To4ka 4.3).

IIpexwvceane Ha neyenuemo

Tpabsa pna ce n3barea pA3ko npexscrane. Korato ce npexwcra nedenue ¢ AYKCET, nosara tpsabea na 6nae
HaMaJIABaHa MOCTENEHHO 3a NePHOoA OT MOHE e/1Ha A0 IBE CEIMHULIM, 3a 1a C€ HAMAIM PUCKa OT peakLiMM Ha
OTHeMaHe (BK. Todka 4.4. n To4uka 4.8). Ako criel HaMalIsBaHe Ha 03aTa HITH ITPH [PEKBhCBAHE Ha JIEICHHETO
CE OABABAT CUMIITOMH HA HEMOHOCHMOCT TpAOBa Ja ce HMa NMpeIBHE NOXHOBABAHE HA HA3HAYCHATA NPEIH
TOBa 103a. BriocrieacTene, nekapat MOXe f1a MPOAb/DKH /1a HAMAIABA A03aTa, HO HO MO-IUTABHO.




Hauun na RPWIONCEHUE
3a nepopanHo NpUNOKEHNE.

4.3 [IpoTRBONOKA3ANAYA

CBpbXUyBCTBHTEIIHOCT KbM aKTHBHOTO BELLIECTBO HIM KbM HAKOS OT MOMOLHUTE BELUECTBA, H3OPOCHU B TOYKA
6.1.

EnnospeMmennoTo npuioxenue Ha JIYKCET c HecenekTHBHM, HEOOpaTUMH HHXUOKUTOPH Ha
MOHOoaMuHRookcHaaszata (MAO-uHxubutopu) e npoTHBONOKA3aHO (BX. TO4Ka 4.J).

YeproapobHo 3abonsBaHe, BOACLIO A0 9EPHOAPOOHO yBpeXIaHe (BX. TOIKa 5.2).

HAYKCET ne tpabsa na ce npunara B koMm6rHaluus ¢ §IyBOKCaMHH, LHNPogUIOKCalMH WIH €HOKCAMH (T.€.
moliHM CYP1 A2 uuxuburopn), Tt KATO KOMOMHHPAHETO BOIH 10 MMOBHILUCHH TJIA3MEHN KOHIICHTPALIMH HA
OYIOKCETHH (BX. Touka 4.5).

Texxko On6peuro yepexnaHe (kpeaTHHHHOB KHpBbHC <30 ml/min) (BXx. Touka 4.4).

3anoasare Ha neverue cbe J[YKCET e npotiBormokaszaHo nNpH NauMeHTH ¢ HEKOHTPOJIMPaHa XANEPTOHNS,
TBI KaTo MOXKe Ha HIJI0XKH NAaHUEeHTHTE Ha MOTEHIMAIEH PUCK OT XHIEPTONHYHA Kpn3a (BX. Touka 4.4
TOYKa 4.8).

4.4 Cnennany npeaynpexieHns » NpeaNa3An MEPKH NpR ynoTpebda

Marun u npunaovyu
HYKCET tpabea na ce npunara ¢ BHHMaHHUE NPH MALMEHRTHN ¢ aHAMHE3A 32 MaHHA WIK ¢ JHarHo3a
ONNOJIAPHO pascTPOHCTBO WHIKM NMPHNATBLIM.

Muopuaza

CrobiaBaHa € MuapHa3a, CBLP3aHa C JYNOKceTHH, 3aroBa npeanuceasero na JIYKCET Ha nanuentu ¢
NOBHLUEHO BLTPEOUHO HANAraHe WIH TAKMBA ¢ MOBMIUEH PUCK OT OCTPa TACHOBIbIIHA MNaykoma Tpadsa 1a
CTaBa ¢ BHUMaHHE.

Kpveno nanszawe u cvpoeuna wecmoma

IIpyn HAKOU NAUMEHTH JYJIOKCETHH CE€ CBBP3Ba C NOBHIIABAHE HA ApPTEPHATIHOTO HANATaHe U KIMHHYHO
3HAYNMa XUTIEPTOHHA. ToBa MoXe 2 ce Tb/DKH Ha HopaJpeHeprudIHHA eeKT Ha mynokceTHH. Jfoknaasanu
Ca CIIy4aH Ha XHIICPTOHHYHM KPH3H, 0CODeHO MPH NMALMEHTH ChC ChINCCTBYBALA Bede XHIIEPTOHKA, 3aTOBA
NPpHA NALKACHTH C YCTAHOBEHA XHNEPTOHHA W/ KIIK APYTo ChPACUHO 3ab0/IsBAHE Ce NPENOpDbYBA [IPOCNENIBAHE
Ha apTEePHAITHOTO HANIAraHe, ocobeHO Mo BpeMe Ha IIbPBUA Mecell neychue. JyaokceTHH Tpabpa na ce
H3ITI0JT3BA ¢ BHUMAHHE TPU NaUMEHTH, YHETO CBhCTOSHHE MOXE [1a C¢ RIOIIM OT NOBHIIABAHE Ha ChpeTHATA
4€CTOTa HITH OT 1TOKA4YBAHE Ha apTepManHoTO Hanarane, JlynokceTyH Tpsbna a ce pHUiiara BHUMATENHO M C
NeKapCTBEHH MPOLYKTH, KOUTO MOTaT a HApYUIAT HErOBUA MeTa0ONH3IBM. (BXK. Touka 4.5). [Ipy naiunesTH ¢
MEPCHCTHPAIO NOBUIISHUE HA KPBBHOTO HaNAraHe Mo BpEME Ha NMpHEMaHe Ha JYNOKCETHH TpAbGBa Ia ce
o0CHAM NTOHKAaBAHE HA 103aTa WIH MOCTENeHo MMpeKpaTaBane Ha fedenneTo (Bx. Touka 4.8). [Ipn naieTH
C HEXOHTPOJTApAaHA XMIIEPTOHHA HE TPAOBA J1a C€ 3aNM09Ba JIEHEHHE C TYJIOKCETHH (BX. TOUYKa 4.3).

bvbpeuno yepedicoane

[Ipu mauuenTH ¢ Texka OBOPEeTHa HEIOCTATEYHOCT HA XEMOAHATH3a (KpeaTHHAHOB KIApBHC <30 ml/min) ce
NPOABABAT [MOBHIICHH TUIA3MEHH KOHLCHTPALNY HA TYJIOKCETHH. 3a TIaUMCHTH ¢ Texkka O60pedHa
HEOCTATEYHOCT, BIDKTE Touka 4.3. 3a NaUHEHTH ¢ JIEKa Lo yMepeHa Ob0pedHa HeReCTaTLYUHOCT BHXKTE
Touka 4.2.

Ynompeb6a c anmudenpecanmu
VYrnorpebara Ha komOunanma JJYKCET ¢ antmaenpecanTn TpsabBa aa ctasa ¢ BHuMaHue. He ce mpenopbyba
KOMOMHHUpaHETO 0C0OCHO Che CeIeKTUBHH 00paTiMu MA Q-HHXKOHTODA. :




Kvrm kanmapuon
ITo BpeMe Ha eaHOBpeMeHHOTO npuinoxeHne Ha JIYKCET u pacTuTeHn iekapCTBEHN NPOOYKTH,
CBIBPKALIM XBAT KauTapHoH (Hypericum perforatum) Moxe a ca no-4eCTH HEXETAHHATE peakLMA.

Camoybuticmeo

Fonramo denpecusHo pazcmpoucmeo U ceHepaliu3upano mpesoxcHo pascmpoucmeo: Jlenpecusta ce CBbp3Ba
C NMOBHINEH PHUCK OT MHC/IH 3a caMoyOHHACTBO, caMoHapaHaBaHe U caMoyOuiicTBo (CynLNO-CBbp3aHH
chOuTHA). PHCKBT ce 3ama3Ba 00 HACTHITBAHE HA 3Ha9IHMa peMHCHA. ThH KaTo mogobpeHHeTo MOXKE 3 He
HACTBITH 110 BPEME Ha ITHPBHTE HAKONKO CEAMMLM JICUeHHE HITH TToBede, nalueHTHTe TpaOea 1a Onaart
npocieadBaHd BHUMATENIHO 10 HACThIBaHETO Ha MoAobHo nogodbpenne. O0LL KIMHHYEH OIHT €, Y€ PHCKBT
0T caMOYOUHCTBO MOXKE [a ce TIOBHIIHN Mpe3 pAHHHUTE €TAllH Ha Bh3CTAHOBABAHE.

Jpyru NCHXWIHA CHCTONHHA, 3a KoUTO ce mpeamnucea [IYKCET, moxe ¢wmio oa ca cBep3aHy ¢ MOBHIIEH
PHCK OT ChOUTHA, CBBP3aHy Cbe caMOyOuicTBO. B foMbAHEHHE, TE3H CLCTOAHNA MOXKE a ¢a KOMOPOMAHH C
roJaAMO ASNPECHBHO Pa3CTpONCTBO. CeN0BaTENIHO CBLUIMTE MPEANaIHN MEPKH, CrIa3BaHM PN NeUYeHHE Ha
NMaUMEHTHA ¢ TOIIAMO AENPEeCHBHO pa3cTpoicTBO, TpAOBA a ce cna3lBaT M MPH JICYCHHE Ha NTAIIHEHTH C IPYTH
NCHXHWYHH pazCTPOHCTRA.

ITauueHTH ¢ aHAMHE3a 3a CYNLUMUA-CBBP3aHN ChONTHS WIH TAKHUBA, [TPOABSBALIH 3HAYKHTENIHA CTENICH Ha
CYHIUMIHN MHCITH TIPEOH HAYAIOTO Ha JICYEHHETO, €A ¢ MTO-BUCOK PHCK OT CYHLIHIHN MHCITH

WA CYMIMIHO MOBEACHHE H TpAOBaA 1a MoyyaT BHHMATETHO HabMmoAeHHE TI0 BpeMe Ha JICYEHHETO.
MeTra-aHanus ot maiebo KOHTPOJTUpaHU KIIWHUUHU H3ITHTBAHKA € JIEKAPCTBEHH MPOAYKTH -
AHTROETIPECAHTH MPH NMCUXHYHH HAPYLICHHA TOKA3Ba YBEJIKUEH PHCK OT CYHLMIHO MTOBEACHHE NMpY
AHTUOEIPECAHTHTE B CPpaBHEHHE C MNaLebo NMpU NAMEHTH oA 25 rOAYINHA BR3pacT.

Cvo0iaBani ca Cliy4ad Ha CYMLUMIHH MUCITH U CYULMIHO FIOBSAEHHE 10 BPEME Ha JIEYEHHE C NYITOKCETHH
WITH BeJHara cjie/l NpeKpaTABaHe Ha NevyeHneTo (Bx. Touka 4.8).

JleweHneTo ¢ MeKapCTREHHA NMPOIYKT TPAOEA 1a C€ CHITHTCTBA OT BHUMATETHO NpOCNeaABaHe HA MalHeHTHTE H
Hali-Be"e Te3M ¢ BHCOK PHCK, 0cODEHO B HAYAIOTO HA JIeYEHHETO M MPH NpOMAHRA Ha go3arta. IlammerTuTe (n
T€3U, KONTO Ce IPHKAT 3a NaudeHTH) TpAOBa n0a ObaaT NOAroTBEHH 32 HyKIATa OT NpoCiesABaHe 3a N0ABa Ha
BCAKO KJIMHHYHO BJIOIIABAHE, CYULMIHO NOBEACHAE WIH MACIHA H 32 HEOOUYANHH IPOMEHH B TOBEAECHHETO

H, aK0 HMa TaKHBa CUMITTOMH, He3abaBHO Aa 6b1e TOTHPCEH IEKAPCKH CHBET.

Huabemua nepughepua nesponamua 6oaxa: Kakto ¢ gpyrn nexapcTBE€HMA NPOIYKTH ¢ NoJ0OHO
(apMaKoJIOTHYHO AeHCTBHE (aHTUaeIpecaHTH) ca ChboOLIaBaAHM OTACMHK CIIyUal Ha CYUUHAHH HOEH H
CYMILMIHO MOBEOSHHE M0 BpeMe Ha JIeUeHUe ¢ OYJIOKCETHH WITH BeJHara ClIel] peKpaTsABaHe Ha JICYSHHETO.
OTHOCHO PHCKOBH PaKTOPH 332 CYHLIHAHOCT NPH Jepecus, BikTe no-rope. Jlekapure tpAa6Gea Na HachpYaBar
NaLUASHTHTE 1O BCAKO BpeMe [a cboOLIaBaT 3a BCAKAKBHM ThXKHH MHCIIH WIH YYBCTBA.

Ynompeba npu deya u rorvouitu nod 18-zoouwna evipacm

OAYKCET re Tpabsa na ce H3M0/13Ba 32 JISUSHHIE HA Acla ¥ noapacTsaliM rmox 18 roquiHa Bb3pact.
CyHunaHo noeeaexye (CYHWUHIHN ONMATH U CYWIMAHA MHUCIH), ¥ BpaXAcOHOCT (NpeIUMHO arpecus,
ONO3ULMOHHO IOBEASHKE U T'HAB) ¢a HadmoJaBpaHK B KIIHHHYHH NPOYYBAHUA TO-4ECTO NpY Jeua K
TIOAPACTBALIN JICKYBAHH C aHTHCITPECAHTH, B CPABHEHNE C TE3M JIEKYBaHH ¢ rnanedbo. Ako, Bh30CHOBA HA
KIHHWUHA HYK1a, HE3aBHCHMO OT TOBA C€ B3eMe pellcHHE 3a JIeYeHHEe, NaUHeHTHTE TpAOBa BHMMATETHO 1A
ObOaT MpocneqABaHH 34 MOABA HA CYWHHIHU CHUMITTOMM (BXK. To4Ka 5.1). B gombiHenwe, npn aeua u
NOAPACTBALUM JIMNCBAT ABJINOCPOUHN NMPOYUBAHHA 3a 0€30MACHOCT 110 OTHOLICHHE HA pacTeX, Ch3pABAHE H
KOTHATHBHO W MOBEIEHISCKO pa3BUTHE (BX, Touka 4.8).

Kpveousznueu
HMMa cbobiueHns 3a aHOMaNHH KPBBOTEUEHHS, KATO EKXHMMO3M, ITYPIYyPa H CTOMALLIHO-YPEBHO KbPBEHE C
UHXUOHTOpUTE HA OOpAaTHOTO 3axBalane Ha cepoToHUHA {SSRIs) # nHxAOUTOpHUTE Ha 0OpaTHOTO
3axXBalqaHe Ha cepoToHUH/HopadpeHanuH (SNRIs) , srmouutenHo qynokceTHH. IlpenopbaBa ce BHUMaHHE
MpH MALMEHTH, ITpHEeMAalI aHTHKOAryJJaHTH W/ WITH JICKapCTBEHH NTPOAYKTH, 38 KOHTO € H3BECTHO 1e
TpoMOoLMTHaTA dyHkums (Hanp., HCTIBC wnu auerancanuuunosa xucenuua - ACK) u npu
MAUMEHTH € H3BECTHA TEHAESHLIUA KbM KbhpPBEHE.




Xunowampuemus

I'lpn npunarade Ha JJYKCET e chobniasana XUnoHaTpREMus, BKITKOYHTETHO CITYYaH ChC CEPYMEH HaTpHi
no-HUCEkK OT 110 mmol/l. XumonaTprueMusTa Moxe 1a ¢¢ IL/DKM Ha CHHIPOM Ha HEaJSKBAaTHA CEKpeLHA Ha
aHTUauypeTHucH XopMoH (CHAJIC). lloeeueTto cnyyan Ha XMIIOHATPUEMHA €a CHOOLIIABAHH NPH NALMEHTH B
CTapyecKa Bh3pacT, 0C00eHO B KOMOMHAIIMA CHC CKOPOIUHA aHAMHE3a 33 UK HATHYHE Ha ChCTOAHHE,
npeapasfoiaramo KbM NPOMEHY BB BOAHUA OanaHc. HeobxoquMo ¢ BHIMAaHNE TIPH NALACHTHTE C
MTOBHIIIEH PHUCK OT XHITOHATPHEMHSA,; KaTO TAKWBA B CTApPYECKa Bh3PACT, MTALHEHTH ¢ [UPO3a, AeXHApaTHPaAHH
MAUMECHTH WIN NALMEHTH HA IEYEHHE C JUYPETHLA.

[Tpexvcaane na nevenuemo

CyuMITToMHUTE Ha OTHEMAHE Ca YeCTH TP NMPEKbCBaHe Ha JIeYEHHETO, 0COOEHO B ClydanTe, KOraTo
[IPEKBCBAHETO CE€ U3BRPLIBA PA3KO (BXK. Touka 4.8). B KIIHHHUHO NPOYYRBAHE HEKENAHN CHOUTHUA

HaOmoaaBaHH NpH pA3KO NMPEKbCBAHE HA JICHEHUETO Ca JOKIANBAHY MPH 0K0JN0 45% OT NaUMeHTHTE

nexyeauu ¢ JJYKCET u nmpn 23% ot nauueHTHTE NpHeMany mauebdo.

PHCKBT OT CHMIITTOMHM Ha oTHemaHeTo HabmomaBaHu nmpu SSRI's u SRNI's Moxe Ou 3aBHCH OT MHOXKECTBO
¢aKTOpH, BKMOYHTETHO NPOIbDKHTETHOCT M JTO3UPOBKA HAa JIEHEHUETO M CTEMNEH HAa HaMalLIBaHE Ha /103aTa.
Haji-yecto HaOmonarannTe peakuny ca nocoueH# B Touka 4.8. OOMKHOBEHO, CHUMIITOMHTE ca JICKH 10 YMEPEHH,
BBIPEKH, Y€ NPH HAKOH OT MALIHEHTHTE Te MOXeE Ja OBOAT TEXKH 10 HHTEH3IWBHOCT. Te 0OHKHOBEHO
Bb3HHKBAT B PAMKUTE Ha ITBPBUTE HAKONKO JHH OT NIPEYCTAHOBABAHE HA JIeYeHHETO, HO €A NOKNA/ABAHNA K
Pe/KH CJiyqad Ha TaKMBAa CUMIITOMH TPH NALMEHTH, NIPONTYCHAH /103a 10 HeBHMMaHue, KaTto 151710, Te3n
CUMITTOMH C2 CAMOOTPaHUYABAIIM c€ H OOUKHOBEHO MPEMHUHABAT B PAMKHTE HA 2 CEIMHULM, HO TIPH HAKOU
MHIWBUOA, T€ MOXE J1a ca Hanule no-gwire (2-3 Mecena U nosede). ETo 3amo, ce Mpenops4Ra NOCTENEHHO
HaMAJIABAHE HA A03a2Ta HA JYJIOKCETHH IMPH NPEyCTAHOBABAHE HA JICUEHHETO B PAMKHTE Ha HE MO-MAJIKO OT 2
CEeAMULM, B 3aBUCUMOCT OT NOTPeOHOCTHTE Ha NauMeHTa (BX. To49Ka 4.2).

Hayuenmu 6 cmapuecka ev3pacm

Hanuure 3a ynotpeda Ha 120 mg JIYKCET npu naliveHTH B cTapuecka Bh3pacT ¢ MONAM ACTIPECHBEH €NMU30/1
ca OrpaHMYeHH. 3aTOBa, JIEHEHHUETO Ha nauuemﬁ B CTApYECKa BH3IPACT ¢ MAKCHMATHA 103a TpA0OBa [1a CTapa ¢
BHUMaHHe (Bx. Touka 4.2 ¥ Touka 5.2). Jlannute 3a yniotpe6a va JYKCET npu nausenTy B crapyecka
BB3PACT C FeHEPANTHIUPAHO TPEBOXKHO Pa3CTPOICTBO Ca OrpaHiueHH.

Axamuzusa/ncuxomomopio beznoxoiicmeo

YrorpebaTa Ha AYJIOKCETHH CE CBBP3Ba C Pa3BUTHE HA AKATH3HA, XapaKTEpH3Hpatlla ¢€ ChC CYOEKTHBHO
HEMPUATHO MM M3TOLUTENHO 0e3noKONCTBO ¥ HYXX/IA OT 4€CTO ABMKEHHE, CHbIPOBOAEHA OT HECNOCOOHOCT
33 CeJicHe ¥ CTOEHe Ha eAHO MACTO. ToBa e Mo-BepoATHO JIa CE NMPOSBH B pAMKHUTE Ha ThPBUTE HAKOJIKO
CEIMMLIM OT nedeHueTo. 1Ipu nauneHTH, KOUTO MOAYJaT TE3H CUMITTOMY, MOBHIIABAHETO Ha 103aTa MOXE Ia
Ovae BpeaHo.

HHexapcmeeru npooykmu, CoObPICALU OYNOKCEMUH

JlynokceTnH ce H3N0JI3Ba MOJ Pa3/IMdHH ThProBCKH MapKH 3a HAKOJIKO TIOKa3aHHuA (JiedeHre Ha nHabeTHa
HeBponatHa 0onka, roneMM OEnpeCHBHU ENMH300H, IeHEPaJIMIUpaHO TPEBOKHO Pa3CTPOHCTBO U CTpec
WHKOHTHHEHUHUA Ha ypuHara). Tpadea na ce uibarea ynorpedara Ha MoBeu€e 0T €AUH OT TE3H NMPOLYKTH.

Xenamum/noguwienu yeprioOpobru eH3uMy

CoobmasaHu ca ciydal Ha 4epHOAPOOHO YBpEKAaHe, BIUTIOYHTE/THO TEKKO TIOBUINCHHE Ha 9EPHOPOOHUTE
eH3uMH (> 10 mpTH ropHaTa rpaHKLa Ha HOpMaTa), XeNaTHUT H »KBJITEHKHIA, C JYJIOKCETHH (BXK. Touka 4.8).
IloBedeTo OT TAX HACTRIIBAT 1O BpEME Ha ITBPBUTE MecelM nedeHue. XapakrepsT Ha depHOApobHOTO
YBPEKIAHE € NMpeauMHO XenmarouenynapeH. JlynokceTHH TpsaOBa a ¢e H3MOoN3Ba ¢ BHHMAHUE TIPH NAMEHTH,
JIEKYBAHH ¢ ApPYTH JICKAPCTBEHH TIPOAYKTH, CBBP3BAHH C YBPEX/1aHe Ha uepHusa aApoo.

3axaposa

Cromanmo-yctofunsy karncynu JJYKCET cbabpxkart 3axaposa. [lannertrTe ¢ penku

HacsieICTBeHN Npo0G/ieMH Ha HeMOHOCHMOCT KM (PpyKTO3a, FIOK030-Ta/lakTo3Ha Majabcopouns win
3aXapa3o-N30MANITa3Ha HENOCTATHYHOCT He TPAGBa 1a NPHEMAT TO3H IEKAPCTBEH MPOIYKT. -




Cexcyanna oucynkyus
HuxubutoprTe Ha 0O6paTHOTO 3aXBailaHe Ha cepoToHrHa N HopaapeHanuua (SNRIs) morar ga npHunHAT

CHMITTOMH Ha ceKcyaiHa JUCPYHKLHS (BX. Touka 4.8). M2 cbo0IIeHHA 3a IPOOBIDKUTENTHA CEKCYaAIIHA
MACHYHKITHS, MPH XOATO CAMITTOMHTE NPOJb/I)KaRaT BBIIPEKH NPEKbCBAHETO HA MpuemMa Ha SNRI.

4.5 BiauMoaeicTBHE ¢ APYIH JIEKAPCTBECHHA POAYKTH H APYrH OPMH HA BIANMOJACACTBHE

Huxubumopu na mono-amuro oxcudazama (MAQ-unxubumopu): 1lopaamn puck oT CepOTOHHHOB CHHIPOM,
OYJIIOKCETHH He TpAOBa 1a ce U3non3pa B KOMOWHAUMA C HECENTEKTHBHH, HeoOpaTHMH MOHOAMHHOOKCHIA3HH
WHXHOUTOPH (MA O-uAXUbUTOPH), WK B pAMKHWTE Ha TTOHEe 14 JIHH OT IPEKBCBAHE Ha NedeHneTo ¢ MAO-
HHXHOUTOpH. BB3 0CHOBA HA TTONTyXKWBOTA Ha IYJIOKCETHH, € HE0OX0NHMMO 1a UIMHWHAT TIOHE 5 THM CJIEM
cupane Ha J[YKCET u npeaw 3anoasane Ha MAO-uaxu6nTopy (B, To4ka 4.3).

3a cenexTupHuTe, 00paTiMH MAO-HHXHOUTOPH, KATO MOKIIOOEMH]T, PUCKBT OT CEPOTOHHHOB CHHAPOM €
HUCHK. BLITpekH TOBa He ce MpenopbuBa efHoBpeMeHHOTO MpwioxkeHre Ha JJYKCET cnc celekTHBHHUTE,
obpatimn MAO-naxuburopu (BXx. To9ka 4.4).

Huxubumopu na CYPIAZ: Tovit kato CYP1A2 e BiumoucH B MeTabonu3Ma Ha QYJIOKCETHH, € JHOBPEMEHHOTO
NPHJIOKEHHE Ha OYIOKCETHH ¢ MOWHM HHXHONTOPH Ha CYP1 A2 € BepoATHO Ia J0BEAE A0 NO-BHCOKH
KOHIIEHTpaUWH Ha qynokceTuH. Onysoxcamun (100 mg BeaHnk HHEBHO), MomeH HHXHOuTop Ha CYP1A2,
HaMaJIfaBa NPHBUIHHMA TUTA3MEH KJIHPBHC Ha OYJIOKCETHH ¢ 0K010 77% u nosuinasa AUCq. 6 mpTH. 3aToBA
HYKCET He Tpabea na ce npuyiara B KOMOHHAUHA ¢ MOIUHU KHEXUOKTOpH HA CYP1 A2 kaTo (piyBokcaMuH
(B. TOdka 4.3).

Jexapcmeernu npodykmu, oeucmeawu eupxy L[HC: PUcKkBT 0T ynoTpeda Ha JyNIOKCETHH B KOMOUHALMA C
apyru nosnuasawy [THC 7IEXapCTBEHH MO/ KTH HE € CHCTEMHO OLEHABAH, OCBEH B CNy4aHTe, OMUCAHM B
Ta3d Touka. CleJoRaTelTHO ce npenupmna nnnnme}ﬂn sapmanne, koratod JJYKCET ce npuema B
KOMOHHAUHMA ¢ APYTH USHTPATHO AeHCTRAIH ﬂE:KﬂpCTBEHH MPOAYKTH UJTH BEIIECTBA, BKITFOMHTETHO aTKOXOJI
H CEOATHBHM JIEKAPCTBCHH ITPOAYKTH (HAMp. Ge3HOMMA3ETTHHH, MOP(HHOMHMETHIIH, AHTHTICHXOTHIIN,

¢enobapOrTan, ceAaTHBHH AHTUXHCTAMHUHH).

Cepomonunoa cundpom: B peaxw ciyqan € cb06U1aBaH CEPOTOHMHOB CHHOPOM TPH TTALMEHTH H3MOI3BAIIH
SSRIs (Hamp. napokeTHH, GITYOKCETHH), CbBMECTHO ChC CEPOTOHHHEPTHIHH JIEKAPCTBEHH MTPOIYKTH.
[TpennopbuBa ce BHuMaHHe, ako JJYKCET ce nanonisa ¢cbBMECTHO CHC CEPOTOHHHEPTHUHUTE
aHTagenpecanTd Kato SSRIs, TPHUMKNHYHY KATO KJIOMHNPAMHMH WIH aMHTPUIITHIINH, XbJIT KAHTAPHOH
(Hypericum perforatum), sennadakcHH WK TPHITTaHH, TpAMaAo, METHIHH H TpHITO(daH.

Egbexm na oyroxcemun abpxy Opyziu 1ekapcmeen npoodykmu

Jlexapcmeenu npooykmu, memabonuwzuparnu om CYPIA2: B KnNMHKHYHO Npoy4BaHe, papMaKOKMHETHKATA Ha
TeoprmH, cy6cTpat Ha CYP1 A2 He ce nOBITHABA 3HAYHTETHO OT CHBMECTHOTO NPWIOXEHHE C TYTOKCETHH
(60 mg aBa IETH JHEBHO).

Jlexapcmsenu npooyxkmu memaboausupanu om CYP2D6: JynokceTus e ymepen uHxuburop Ha CYP2DG6.
Koraro aynmokceTuH ce npunara B go3a oT 60 mg aBa mbTH AHEBHO ¢ €IWHHYHA 1033 Je3UNpaMAH, KOWTO €
CYP2D6 cyberpar, AUC Ha neaunpaMuH ce yeenmdaga 3 mbTH . CHBMECTHOTO NMPUITOKEHHE HA TYJIOKCETHH
(40 mg aBa MLTH AHEBHO) NoBHIIaBa cTaunoHapHara AUC Ha TontepoauH (2 mg ABa MLTH JHEBHO) ¢ 71%,
HO HE NOoBINABA PapMaKOKHMHETHKATA HA HEMOBHA AKTHBEH 5-XMAPOKCH MeTaOOJIKT K HE ce NpenopbyBa
afjarnTupaHe Ha fgozata. [IpenopraBa ce nosuiueHo BHMMaHue, ako JIYKCET ce npunara

€JHOBPEMEHHO C JIEKAPCTBEHH MPOOYKTH, KOUTO ce MeTtabonusupaTt ocHoeHO oT CYP2D6 (pucnepnon,
TPpULMKINUHN aHTHaenpecanTy [ TLIAJ(] kaTo HOpTpuNTWINH, AMATPHIITHIIMH M IMHUITPAaMHMH) 0Co0O€EHOD, aKo
Te UMAT TECEH TepanesTHYEH HHIekC (KaTo QUICKaHHHI, NponadeHOH H METOMIPOJION).

Iepopannu konmpayenmugu u opy2u cmepouoru npenapamu. PE3yNTaTHTE OT in vitro TpOyUBAHUA
MOKAa3BaT, 9¢ OYJOKCETHH He UHAYUMUpa KaTanntuiHaTa akTHBHOCT Ha CYP3A. Crnieunduynu in vivo
NpOYYB3aHHA 33 JICKADCTBEHH B3AaHMOAEHCTBHA HE A MPOBEXKAaHH.




Anmuxoazyranmu u aumuazpezanmu; 3UCKBa ce NOBULLEHO BHUMaHNE, KOTaTO IYJIOKCETHH ce KOMOUHNpa
C NEPOpaTIHA ATHHKOAryNaHTH WY AHTHArpera#TH nopa:M NoTeHUHANHO NOBHLIEH PHCK OT KLPBEHE, KOETO
MOXKe fa ce 00fACHHY ¢ dapMakOAHHaAMHYHO B3awMonencTeie. (JCBEeH TOBa € ChoDII2BaHO MMOBHIIABAHE Ha
ctoitiocTHTe Ha INR KoraTo Ha mauMeHTn, nekvaanm ¢ BapdapHH, ce Mpuiara eAHOBPEMEHHO TYJIOKCETHH.
Bce nax, eTHOBpEeMEHHOTO IMPWIAraHe HA Iy UCTHH M sap@apHH Ha 34pasy J0OpPOBOIIH, KaTO JacT OT
KIHHHYHO ($apMaKoJIOrM4HO NpoyysaHe, NpH ¢ JMOHAPHO ChCTOAHKE HE BOAM 10 KITHHHYHO 3HAYHMA
npomsHa B INR cnpsMo H3XoAHOTO HHBO $1Y BY.B papMakKOoXWHETHKATa Ha R- vnu S- pappapuH.

Epexmu na opyzu nexapcmeernu npodykmu bpxy DV 1OKCemuH

Anmuayuonu rexapemea u H2 anmazonucmu: C1BMECTHOTO NPUIIOKEHHE HA TYJIOKCETHH C aHTHALNIM,
CBABPXALLM ATYMHAHNHA # MATHE3WH, HITH Ha TyNOKCETHH ¢ GaMOTHIMH, HAMA 3HATUM e(eKT BRPXY
CKOPOCTTa WIH CTETEHTA Ha pe3opOna Ha QyNOKCETHH ciie] MPWIoKEHHe Ha J103a oT 40 mg nepopaiHo.

Huoyxmopu na CYPIA2: Anannsy Ha nonmynauuoHHN (apMakOKHHETHYHH NPOY4YBaHNA NOKa3BaT, 4e
nylauyuTe uMaT noutn 50% Mo-HUCKH [UIa3MEHH KOHLICHTpaluH Ha AYJIOKCETHH B CpaBHEHHE € HEMyLIAYHTE.

4.6 DepTHaAnTET, 6PEMEAHOCT H KHLPMENHE

Depmunrumem
JynokceTHH HAMa eekT BBpXY QepTHinTeTa [pH MbXKe, a €PeKTHTE NPH KEHHN OYESBHIHO Ca CaMo B JI03H,

KOMTO NMPHYHHABAT TOKCHYHOCT 3a MalkarTa.

bpemennocm

HsaMa agexBaTHH JaHHH 33 yrioTpeda Ha OyJIOKCETHH 0T BpeMeHHH eHH. [Ipoyasanng ¢ >KHBOTHH MOKa3Bar,
penpOIYKTHBHA TOKCHYHOCT NpHA HUBA Ha cncTeMHa excnosrumd (AUC) Ha QyNoKceTHH NO-HUCKH OT
MaKCHMaJIHATa KNTHHHYHA eKCNIO3HLMA (BX. TOUKa 5.3).
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EnuaeMHONTOrHYHHATE namm npe,unonara'r qe ynn'rpeﬁa'ra Ha ‘iSRIs o BpEMB Ha OpeMeHHOCT, 0CO0CHO B
HanpexHana GpeMeHHOCT, MOXe 1a nuﬂumﬁ pn?gp oT nepcncmpama MyJIMOHAITHA XUTIEPTOHUA NMPH
HosopoaeHoTo (HIIIXH). Makap B npﬂquaHHﬂ ,[La HE € H:icne,uaaﬂa Bpb3kaTa Ha [TITXH ¢

negernero ¢ SNRI, To3H NOTEHIMANIEH pHCK He Moxe Na Oblie WIKITIOUeH Py Ty/I0KCETHH, B3eMalkH nox

BHAMaHHe CBBP3aHHsd MEXaHH3bM Ha AeiicTBHE (MHXUOUpaHe Ha oDpaTHOTO 3axXBalllaHe HA CEPOTOHHH).

[Tono6HO Ha OPYTrUTE CEPOTOHEPrUYHU IEKAPCTBEHHN MPOAYKTH, MOTAT Aa Ce MPOABAT CUMIITOMU Ha
OTHEMaHe MPW HOBOpPOASHH Cliefd yioTpeba Ha TyMOKCEeTHH oT MakkaTa 6mmsko 1o TepmMuHa. CHMIITOMHTE
Ha OTHeMaHe, HabmonaBaHu TTPH OYJIOKCETHH, MOXE Ja BXIIOYBAT XHIIOTOHHA, TPEMOpP, HEPBHOCT,
3aTPYAHEHHA B XpaHEHETO, peCNIUpaToOpeH AucTpec U repyose. [loseueTo ciryvyas ca HaO/moJaBaHH WITH NpPH
paXKAAHETO, WIH B TEYEHHE Ha HAKOJIKO AHH CJIEA PAXIaHeTo.

HYKCET T1pabsa na ce #3Ton3Ba M0 BpeMe Ha OpeMeHHOCT, CaMo ako MOTCHLUHATHHTE MOJI3H ONpaBIaBaT
NOTEHIHATHNA PHCK 3a Inoaa. XKXennre Tpadsa ga ObaaT cbBeTBaHM A3 HHGOPMHUpPAT NeKapsa CH, aKo
3a0peMeHeaT, WIH TUTaKHpar 3a0peMeHsBaHe no BpeMeE Ha JICYEHHETO.

Kvpmerne

JyJIOKCEeTHH Ce OTIeN% B MHOFO MaJlKa CTelleH B KbpMara Ha Da3aTa Ha M3clie/IBaHe Ha § MauHEeHTKH C
nakTalKi, KOHTO He ¢a KbpMWIH cBoMTE Acla. TIpnOn3nuTenHarta deTcka JHEBHa fo3a Ha 6aza mg/kg €
npubmmsuTenno 0,14% ot mo3ata Ha Maikara (BX. Togka 5.2). Tei kato 6€30NacHOCTTa Ha JYNOKCETHH IPH
6ebeTa He € ycTaHoBeHa, ynoTpebara Ha JIYKCET no BpeMe Ha KbpMEHE He Ce NPENopL1Ba.

4.7 EdexTn BLpXy cnocodHOCTTA 32 modUpale B padoTa ¢ MAIDHEHA

He ca w3pspioBaHy TIPOYYIBaHHA BBPXY ¢MOcoOHOCTTA 32 wodupane n padota ¢ mawunu. JJYKCET Moxe na
Oblie CBbp3aHa che cenrpaHe u 3amasHocT. [TaunenTute TpAOBa da OBLAAT YBeIOMABAHH, 9€ aKO H3ITHTBAT

MaliHHA.




4.8 Hexenann nexapcTBeNn peaknHy

a. Pesiome Ha npoghuna na bezonacuocm

Haii-qecTo ChOOIMABAHUTE HEXKETAHHN peakUHH npu natveHTy, flekyaaHu ¢ JIYVKCET ca raaewxe,
rnapofoiiie, CyxoTa B yCTaTa, COMHONEHTHOCT B 3aMaiB:iHe. BeNpeKH TOBA, MOBEYETO OT YECTHTE HEXENIaHH
pPEAKIHH €A JIEKH 10 YMEPEHU, Te 0OUKHOBEHO 3ai10uBaT PAHO M0 BPEME Ha JICWEHHUETO, H MO-TOJiAMa 4acT Ca
¢ TEeHISHUMA Ja OTMHHAT JOPHK, KOTATO TeparnusTa Obi¢ MpO/IbIDKECHA.

6. Pestome ra Hediceranume nEKapCmMeesu peakyu, nPpedrmaeeHo 8 maoaula
Tabnuia | mokaspa HeXXeaHWTe peakLHH, Ha0FoXaBaHH NpPH CIIOHTAHHO CHLOOILIABAHE U NpH IuUTanedo-
KOHTPOJIHPaHH KIWHHYHHW NMpoy4BaHnA (BxnogBamm oomo 7 819 mauuentv, 4 823 Ha mynokceTud u 2 996
Ha rianebo) ¢ nenpecHs, TeHEpaATHIKPaHO TPEBOXKHO PascTpoHCcTBO U AUabeTHA HeBpoliaTHa OoITka.

Tabruya 1: Hexcenanu peaxkyuu

Ouenka Ha yecrora: MHoro uectn (=21/10), yecTn

(>1/10 000 go <1/1 000}, MmHoro peaku (<1/10 000).

(>1/100 ;uj <1/10), Hevectut (=>1/1 000 go <1/100), peoku

HPH BCAKO I'pyIHpAaHE B 3aBHCHMOCT OT YOCTOTATa HCXKEAAHHUTE pCakiini Ca IIPCACTAaBCHH B HU3XO0OAL pCh

[10 OTHOLOCHHEC Ha TAXHATA CCPHO3HOCT.

JInckunesus

HH CHMITTOMHK®

Muoro wectn | YecTh Hevectn Peakn Muoro peskn
Hngexyuu u urngpecmayuu _
JlapHHTHT
Hapywenun na umynnama cucmema
AnapunakTHIH
y a peakLns
Hapyenus,
CBBP3aHH ChC
N R  {/CBPEXTYBCTRHTE
| .| JIHOCT
Hapyuienus Ha eROOKDUHHAMA CUCTEM@ .. . L
4. ey .- XHMIOTHpEOHIN3
BM
Hapywenui na memaboauzma u xpaneHemo . .. |
HamajneH XHneprimkemMus, Hexuaparauns
aneTuT { NOKIaBaHa XHUNOHATPUEMH
ocobeHo pu 1
naiueHTH- CHAJIIC6
anadbeTHIH)
Hcwcuwnu Hapyuwienus _ .
HHcomnAns Cyuumaasa CyHUuMaHo
Br36yna uaeanus’’ noBefeHue™’
HamarneHo HapyiieHue Ha cbHa | Manus
nubuao BpykcHamm XamrounHaUuWy
TpeBoXHOCT Je3zopueHTaumns BpaxxneObHocT 1
AGHOpMEH Anarud N Tuas?
Opraibm | |
Spxu chpHWINA ,
Hapywenus na nepssama cucmema . )
['nasofonue 3aMasHoOCT MuoknoHus CepoToHHHOB
COMHOIEHTHOC Jletaprus Axatazus’ CUH/IpOM®
T Tpemop HepeHoOCT Kousyncnp!'
[Tapectesna i Hapymenwe Ha | IlcuxoMOTOpHO
BHUMAHHETO Oe3nokoMcTBO® S
Hucreyzns EkcTpanupaMun ns EHLAY n
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CHHAOpOoM Ha

. HECTIOKOHHHTE,
| Kpaka
Homo Ka4ecTso Ha
. CTJHH s . ————— -
Hapywenus na ouume ) S N
3aMBIIIEHO Munpasae I"mayxoma
BIDKIAHE Hapyiuenuve Ha
IPCHACTO
Hapywenus na yxomo u aabupunmu
Illym B yunte' Bepturo
Bonka B yXoTo
Copdeunu napyuerus _
[Tannutammux Taxukapams
HagkamepHa
apUTMHS, TTIARHO
NnpedchbpaHo
MBIAUEHE
Cwvdosu Hapyuiesun
IloBHILIEHO CHHKOT? XHMEepTOHHIHA
KPBBHO Xuneprouus>’ xpuza*®
HanAraHe’ OpTocTaTHuYHA
3adepBABAHE XHITOTOHHSA®
Ilepndepna
CTYACHHHA
Pecnupamopru, 2pbOHU U MEOUACMUHATHY HADYWEHUSA
[lpo3aBane Hanpexenne 8
bPJOTO
THCTAKCHC . 1.¢:
Cmomawno-4pesru HapyueHua N N 1 ..
["agene Koncrunauns CroMamHo-4peBeH | CTOMaTHT
Cyxorta B Hunapus | KPbBOW3AUB' - XeMaToxesus
ycTaTa KopemHa Oonka [facTpoeHTEpUT XanuTos3a
ITosphiaHe Opursase
Hucnencus lFactput
MeTteopu3sM Hucdarua
Xenamo-bunuapiu HapyweHus
Xenatur YepHonpobxa
[ToBHInEHH HEOOCTATRIHOCT
4epHOAPOOHH ®
emzumu (ALT, AST, | XKenrennua®
aTkatHa gocdarasa)
Octpo
JEpHOAPOOHO
| YBPCXKIAHE |
Hapywenud na xoxcama u hOOKOICHAMA MbKan
3acuieHo Howno n3notaeane | CUHAPOM Ha
NMOTEHE Yprukapns Stevens-
QO6pus Konrakren Johnson®
ACpPMaTHT AHTHOHEBPOTHU
Crynexa not €H OTOK®
Peakmm " nHa |
$HOTOUYBCTBUTETHOC
T
3acuneHa
TEHACHLMA 3d [10ABA
Ha XEMaTOMH
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Hapywenus Ha MyCKYIRO-CKENEMEAMA CUCTHE VA U CHEQUH UMENHAMA MbKAH

MyCcKyITHO- My CKYNHO Tpuamyc
CKeJieTHa DGi1ka HAIPEKEHHE
MycKkyneH } lorpenrane Ha
CNasbeM A MYCKYR L
Hapywenus na 6vbpeyume u nukounume momuyya |
Hu3ypns 3aabpxane Ha [ TpoMeHeH
Yecto ypHHa | MHPHC Ha
YpUHHpPaHE 3aTpyAHEHO ypHHAaTa
YPHHUpPAHE
Huxtypus
[lonuypus
Hamanena nnypesa
Hapywenus Ha éb3npousgooumensnama cucmema u 2vpoama
EpexkTHIHA I'mHexonormIKo MeHonay3anHu
aHCHYHKLMA KBPBEHE CHMIITOMM
Hapyinenue Ha MeHcTpyaiHi I"anakropes
esKyJauuaTa HapyIIEHHA XHMepnpoaaKTH
3abaBeHna CekcyanHa HEMHS
eAKYIIaIus IACPYHKLHA
bonka B TeCTHCHTE
Obwu Hapywenus u eghexmu Ha MACIMOMO KA RPUROICEHUE
[Tpunagsim® Bosnka B repaute’
YMopa AOHOpPMHH
yCEeIIAHUA
~IYBCTBO 32 CTyN, ]
Flikm
L Rrpncane
Hepasnonoxegwe
HYBCTRQ 32 TOILTHHA
X -1 Hapyuwienag & ]
Hzcnedsanun
Nonwkenne Ha | [Toxausawe Ha YBenudasaHe Ha
TErNOTO TErNnoTo XONECTEPONIA B
MoBHimeHne 1ia KpPBBTA
KpeaTHH
dochoknHazaTa B
KPBbBTa
[Topuuienne Ha
KANTHA B KPbBTa

' Cniyqam Ha KOHBYJICHM U C/TyYaH Ha IyM B YIIHTE ca Ch00IMaBanu ChIIO CNe/ NMPEKbCBaHEe Ha JIEYEHHETO.

2 Ciyyad Ha OpTOCTATHYHA XHIIOTOHHA ¥ CHHKON ca chobUiaBaHi 0coOEHO B HAYANOTO Ha JIEYEHHETO.

S BuxTe Touka 4.4.

4 Cnyuaw Ha BpaxIeOHOCT W THAB ca cho0IIaBaHH 0Cco0EHO B HAYAIOTO WITH clefl TPEKbCBAHE Ha JIEYCHHETO.
> Crydad wa CYHIHIHA HAEeallus ¥ CYHLMIHO TIOBEACHHE ca ¢ho0lnaBaHy 1o BpeMe Ha JIEYEHHE ¢
AYNOKCETHH HJIH CKOpO ciell MPEKbCBAHE Ha JIEYEHHETO (BX. TOuKa 4.4).

S QueHeHa YecTOTa Ha HEXENTAHH PEakUAH, CLOOIEHH NPK NOCT-MAPKETHHTOBOTO HabmoaeHue; He ca
HaOIIOIaBAHM B TIALeOO~-KOHTPONMPAHH KITHHHAHH NPOYIBAHHS,

7 He e craTHCTHYECKH CHrHMGHMKAHTHO pasfiduHa oT mnaiebo.

*IIpunaabpuKTe ca NO-4ECTH NPH NALMEHTH B CTApYecKa BLIPAcT (BL3pacT 265 ronnHm).

8. Onucanue Ha W3bpanu HEJCENaRU NeKapCMEEHN PeaKyuu.
[TpexpaTsBaHeTO Ha JYNOKCETHH (0COGEHO KOraTo € BHE3EMHO) YECTO BOIH 10 CHMITTOMH Ha OTHEMSRC:
3amaiipaHe, CEH3OpHH HApyHIEHUA (BKIIOUMTEIHO NapeCTe3Us WA ycelaHus, NofobHy Ha np '/ A e v
eNEKTPUYECKH TOK, 0coOeHo B 06/1aCTTa HA rNaBaTa), HAPYIUEHHA B ChHA (BKIIOUMTENHO Geafheie
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HHTEH3HBHO CbHYBaHE), yMOPa, COMHOIEHTHOCT, Bhi0yda Wit¥ TPEBOKHOCT, FaIcHE H/WITH NOBPbLUIAHE,
TPEMOP, [TaBO00IME, MAAITHS, PA3APAZHHATENHOCT, TIIAPHA, XHIEPXHIAPO3a H BEPTHIO Ca HAH~YeCTo
CBOOLLIABAHNTE HEXKEITAHN PEAKIINM.

O6mo, u 3a SSRIs 1 3a SNRIs, Tean cprOuTHS ct iTewn Mo YMEPEHH H CAMOOTPAHHYIABALIM CE€, BLITPEKH €
P HAKOHM NMALIHEHTH T€ MOXKE J1a €A 1¢KKH W/ UITH HPOTB/DKUTENHHN. 3aTOBA C€ NpenopbuBa, KOraTo He ce
Hajiara rosede JeYEHHE ¢ JyNOKCETHH J1a OBt +3BB IICHO TTOCTENEHHO CIIUpaHe, Upe3 HaMallABaHE Ha
no3ata (Bx. Touxa 4.2 U Touka 4.4).

IIpe3 12-cenMHuuHaTa OCTpa (paza Ha TPM KIHHHYHY NPOYYBAaHHA ¢ OYJIOKCETHH MPH NMALHEHTH ¢ AvabeTHa
HeBponaTHa Honka e HabmoaaBaHO MaJlko, HO CTATUCTHYECKH 3HAYHMO NMORHIIEHHUE B KPBHBHATA FITIOK032 Ha
TJIaHO, TIPH NALMEHTHTE Ha JiedeHre ¢ QyokceTHH. HbA ¢ e cTabisien v NpH MaUMEHTHTE IEKYBAHH C
IYTOKCETHH, U IpH MALUHEHTHTE JIEKYBaHH ¢ IIJ'I&IIEGO TIpe3 daszaTa Ha yowDKaBaHE Ha TE3IW NMPOYYBAHHA,
NpOoABINKUANIA 10 32 ceAMHULIK, € HaNNYHe nosutieHue Ha HbA lc 1 B rpynara Ha 1yJ10KCETHH U B rpymara Ha
pPyTHHHa Tepanus, HO CpeaHOTO nosHileHue e 0,3% no-rosisAiMo B rpynaTa Ha JieYeHue ¢ QyNIOKCETHH.
HanudHo e Jleko MOBAIIEHHE B KPBLBHATA TTIOK034 HA I'MTATHO M Ha 00K XonecTepon Npy NalHeHTHTE
JIEKYBaHH ¢ OYJIOKCETHH, JOKATO Te3U 1abopaTopHH HU3CNeaBaHus MOKA3BaT JIEKO HAMA/IEHHE B rpynaTa Ha
pYTHHHA Teparu4.

Kopurupaamsar cnpsamo cepaedHaTa gectota Q1 gHTEpBan MpH NaUEeHTHTE, MTEKYBAHH ¢ TyNIOKCETHH, HE C€
pa3THYaBa OT TO3H, HAOTIOAaBaH TP MAHHEHTHTE, JIeKyBaHH ¢ m1auedo. He ca HabmogaBaHH KTMHMIHO
3Ha9uMHK paidki 3a QT, PR, QRS win QTc¢B n3mMepBanufaTa MEXIY NALMEHTHTE, JIEKYBAHHTE C
OYJIOKCETUH ¥ TE€3H JIEKYBAHHTE ¢ [L1aueho.

2. lHeduampuuna nonynayus

O6wo 509 nauueHT™™ acua Ha BB3pacT OT 700 17 TOHY C TONAMO AETIPECHBHO pa3CTPOHCTBO Ca JICKYBaHH
C QYJIOKCETHH B KITHHAYHH HpD}"lBaHHﬂ Kat usmo i uqmn'b’r Ha HE}KE:IIEHHTE JICKapCTBEHH PEaKLWH Ha
IXYNOKCETHH TPH IeLa | IOHOLIH € ToJo0eH Ha TO3i, ‘fiaGincoaBaH npu B‘thaCTHH

332 nauMeHTH OT NeAUaTPHIHATA MOMYJIAlH, KOMTO [TbPBOHAYANHO Ca

PaHIOMH3HPaHH 3 NOMY1aBaT QyOKCETHH B KIMHIIHH NMPOYYBAaHUA, H3MUTBAT CPENHO HAMAEHHE Ha

.11 Ld rE" i"t 4
ternoto 0,2 kg kem 10-Ta cenmuua. C.HE,!I TOBa B ppuﬂ'mmenue Ha 6-MecedeH MepHoA Ha MPOJbIDKEHHE,
IIQOBEUETO OT TE3H MAUMNSHTH UMAT CI{IIUHHOCT I{'I:M B’hacTch:BﬂBaHe HA W3XOJHOTO CH TErNO B NEPLEHTHIA,
KOMNTO ce ouakpa Ha 6a3aTa Ha IONYNAIMOHHUTE JaHHH OT BPECTHHUMTE, CLOTBETHH IO BB3PAcT M O (BiK.

TOYKa 4.4).

-

ChobuiaBaHe Ha NONO3INPAHU HEXENAHH p"e'am_l,mi'

CobobinaBaneTo Ha NMOAO3¥PAHN HEKEITAHH PEaKLMH clie]] pﬂspemanane 3a yrnoTpeba Ha NeKapcTBEHUS
MPOOYKT € BaXKHO. TOBa IM0O3BOMABA 3 NPOOLITKY HaﬁmﬂlleHHETD Ha CHOTHOLOEHHETO MOM3a/pHCK 33
NIeKapCTBEHHA NPOAYKT. OT MEANLIMHCKIIE CIIEUNATHCTH CE Hancxna na cboOLIararT BCAKa MOJ03MpaHa
He)XeNnaHa peakLysa IUPeKTHO 4pes:

HamenauTenna arenuums no nekapcteata (UAJl):
yn. ,.JlamsaH ['pyep* Ne 8

rp. Codus 1303,

Ten, +359 2 8903417

es1. motna: bda@bda.bg
yebcaiT: www.bda.bg

4.9 [MTpexoznpane

Cpo0lmaBanM ca cyday Ha peao3upaHe, CaMOCTOSTEIHO HITH B KOMOHHAUHUA C APYTH NEeKapCTBEHH
NPOAYKTH, C K03 AyJNokceTuH oT 5 400 mg. FiMa HAKOIKO CMBPTHH CITyHau, OCHOBHO TIPH CMECEHO
pego3HpaHe, HO CHHIO TaKa ¢ JYNOKCETHH CaMOCTOATEIHO B 4032 ot npubansnrenHo | 000 mg. benesnre u
CAMITTOMHTE Ha Apefo3upane (yTOKCETHH CaMOCTOATETHO WKW B KOMOWHALMA C OPYTH IEKapCTBEHH
IMPOOYKTH) BKITIOYBAT COMHOJIEHTHOCT, KOMA, CEpDTDH_HHﬂ‘B CHHOPOM, TPANagbIH, NOBPBIOAHE H
TaXHKapIna. o
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He e u3secTen cnieupnduyed aHTHACT Ha OYJIO¥CETHH, i aKO HacThlIH CEPOTOHMHOB CHHAPOM MOXE N1a ce
HMa MPEABHI crielndUUHO JeUeHU: {KATO ¢ 1 IIPOXEIn AIMH W/ TeMIIepaTy peH KoHTpoJt), Tpabsa na ce
MOLAIBPXKAT CBOOOMHH INXATETHHTC MbTHIA . [IperophiBa ce MpocieRIBaHe Ha ChPICYHHUTE H KH3IHEHH
MOKAa3aTENN, 3aeqHO C NOAXOOSIIH CAMITTOMATHYIHHA 1 N bpKaull Mepkn. (TOMAaIHA ITPOMHEBKA MOXE 13 €
MOKa3aHa, ako € N3BBPLUIM Bb3MOXKHO HAR-URC 10 CED JOTITBIAHETO HITH NPK TMAIMEHTH CBC CHMITTOMH.
AKTHBHHAT BbITIEH MOXKE JIa NOJie3ed 3a 0!'piivyaBaHe Ha pe3opbundTa. JlynokceTHH HMa ronsaM o0eM Ha
pasnpeleleHie B popcupaHata quypesa, xoms aep@ysua » obmenHa nepdpysus € MaIKo BEpOATHO a ca oT
MnoJ13a.

s, ®APMAKOJIOTHYHH CBOHCTBA
5.1 PapMakoJARAMHYHH CBOHCTRA
(QapmakoTepaneBTAYHA rpyna; Apyru aHTHﬂBl'IE)EEaHTH, ATC kon: NO6AX2]

MexaHu3eM Ha TEHCTBHE ,

HynokceTHH € KOMOHHUpaH HHXHOHUTOp Ha oOpaTHOTO 3aXBaillaHe Ha cepoToHHH (5-HT) 1 HopanpeHamH
(NA). Toii cnabo urxubupa obpaTHOTO 3axBallaHe HA KOoNlaMHHa, 6€3 3HaYHM aQHHHTET KbM
XHCTAMHHEPTHYHHATE, AONaMHHEPTUYHH, XONHHEPrUYHY H afipeHEPruyHH peuentopH. JynokceTrHH ao3a-
3aBHCHMO MOBUIIABA CKCTpaLICTyJIapHATE HHBA Ha cepurnﬁuﬂa M HOPHOpAaApEeHAaNWH B pa3/IM9HA MO3bIHA
o0NacTH NpH XHUBOTHH.

dapMakoANHAMUYHU egbemu

IynoxceTHH HOpMAJTM3INpa npara Ha OoskaTa npy HAKOIKO MPEAXITHHAYHHA MOJIea Ha HEBpPONaTHa H
BBE3NANHTENHA 60JIKka ¥ cMeK1aBa roBeAeHNETy NpH 601ka 8 Mogen Ha nepecucTrpaina 6onka. Caura ce, q€
uHXxnGHpaioTo bosnkaTa AEHCTRHE Ha TYNTOKCETHH € PE3yJITaT 0T NOTEHUMHPAHETO HA NECLEHNCHTHATE
MHXHOHTOPHN BONKOBH m-'mma HA ueHTpa.nHa'%ﬁ Heana cume‘ﬁah
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lonsimo denpecugro paac:mpﬂm:mﬂﬂ .Ilynuﬁcemn e H?.ytlanaﬂ B KnHHHtrHH nporpaMH, smoyearmm 3 158
naneHTH (ekcno3unud ot | 285 nauﬁemn-ruﬁuun) n'rrnnapﬂmn 'ia DMS-IV kpuTepuuTe 3a ronsama
nenpecus. EdukacHocTTa Ha nynnxcemﬂ n[pﬁi 1pcnup1,qmerma niteBHa Ko3a 60 mg BeaHBXK JHEBHO €
foka3aHa [IpH TPH OT TPHTE PaHIOMH3IHPaHH, "B oiHO-CIIENH, TTale6o KOHTPOJTApaHH, ¢ ¢UKcHpaHa X033
Npoy4YBaHudA B OCTpa ¢aza Mpy BL3pacTHH amOyIaTOPHHU MAIMEHTH ¢ roJisM Jenpecuser ennson. Obilo,
epHKaCHOCTTA Ha QyJOKCETHH € JEMOHCTPHpaH NpH OHEeBH4 Ao3a Mexmy 60 u 120 mg B obwio et oT cenemre
PAaHOOMH3HPAHH, OBOWHO-CieNH, nnainebo KOHTPONHpaHH, ¢ ¢UKCHpaHa 1033 NpOyYBaHMA B OCTpa dasa npw

BB3pacTHH aMOy1aTopHY NALMEHTH C TOJIAM ACTIPECHBEH €ITH30N.

JIyNOKCETHH NoKa3a CTATUCTHYECKO NPEIUMCTRO CpAMO nauedo, npocneaeHo Ypel noaodpeHne Ha ooLus
pesynrat no 17 toukosara Hamilton Depression Rating Scale (HAM-D) (sxmountenHo 1 Ha

EMOLIMOHATHHTE ¥ Ha COMATHYMHHTE CUMITTOMY Ha Jcnpecus). CTeneATa Ha OTroBOp H PEMHCHA Ca CHIIO
CTaTHCTHYECKN 3HATMMO TI0-BHCOKH MPH OYJIOKCETHH, B CPABHEHHE C roranefo. CaMo Matka 4acT OT MalHEHTH
BKTIOYEHU B NWIOTHH KITHHHUHMH npqunaﬂm ca 6HnM © TE}KI{H AENIpECHs (v3xogno HuBo HAM-D>25).

B npoyaBaHe 3a NMpeOTBPATABAHE HA PELMIMB, IALIHEHTHTE, NOBNHSLIH ce OT 12-CeAMUTMHO OTKPHTO, OCTPO
NedeHue ¢ aynokceTHH 60 mg BeHBXK JHEBHO, €A PAHIOM WINPAHW HITH Ha TyJIOKCETHH 60 mg BEMHDBXK JHEBHO
WM Ha IUTane6o 3a oile 6 Mecena. [Ipunaranero Ha QyJIOKCETHH 60 mg BeaHbkK AHEBHO MOKA3a CTAaTHCTHIECKO
3HAYMMO MPEIMMCTBO B cpaBHeH#e ¢ nnauedo (p=0,004), no oTHOLIEHHE HA U3MEPBAHETO 33 MBPBHYEH H3XOI,
MPOQHNAKTHKATA HA PELMIONE HA NEMPECHA, H3MEPEHA Tpe3 BpEMETO [0 PEUMIMEA. YecTOoTaTa Ha pelAAMBHTE
10 BpeMe Ha 6-MeCeqHHUS nBﬂﬁHo -CIIAM MIEpHOL Ha npocnenanaﬂe g ]7% 1 29%, CLOTBETHO, 32 YNTOKCETHH H
3a nnauedo.

IMo BpeMe Ha 52-ceAMHMHOTO THTaUe60 KOHTPONUpaHO BOWHO-CIIATIO JIEYEHNeE JIEKYBaHHUTE C NyNOKCETHH

IMALIHEHTH C PELIMAMB Ha TOJIAMO JEMPECHBHO PascTPOWCTBO HMAT CHTHHQHWKAHTHO NO-TbTI O€3CHMATOMEH
nepuof (p<0,001) B CPaBHEHWE C TIALMCHTHTE, pavIOMH3HPaHH Ha rwauebo. Benakn manneHTH
NpeaBAPHTEIHO Ca CE NORTHAIN OT HYNOKCETHH rm‘ BPEME Ha OTBOPEHO JIEYEHHE C IYTIOKCETHRA
ceaMu1) npy no3za ot 60 no 120 mg/nHesHo. ”ﬁ npeme Ha 52-cE:,uMHqHaTa ane®o KOHTpOHHE
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NBoitHO-cJiAna daza Ha neueHue 14,4% ot nauuenTuTe, J1IeKyBaHH ¢ AyJIOKCeTHH, K 33,1% OT nauueHTHTE,
TpETHPaHM ¢ Iauedo, NpeXKNBABAT MTOBTOPHA NOABA Ha CUMITTOMHTE CH Ha nenpecus (p<0,001).

EdexTbT OT NpuiarageTo Ha AyNeKCeTHH 60 mg BeAN kR JHEBHO SIPH FRALMEHTH C JEITPECUA B CTap9YeCKa
Bb3pacT (>65 roanHu) e oLeHEH CREUNGHHHO B NPOYYBAHE, HICKAIBAINC CTATHCTHYECKN 3HATHMA pPa3THKa B
HamanapaHeTo Ha HAMDI17 pesynTara sa nanweH e, NeKyBaHH € AYAOKCETHH, B CPaBHEHME ¢ maledo.
[ToHocuMoOCTTa Ha AyNoKceTUH 60 mg BeAHBLY: “{€BHO NPH NAUHEHTH B CTAPUYECKA BH3PACT € CpaBHHMA C Tasy,
HabmoaasaHa MPH Mo-MJIATH BB3pacTHR natke:yH. Jdaanute, obane, 3a MaLMEHTH H3NTOKEHH Ha
MakcuMmanHara no3a (120 mg JHeBHO) ca orpaHiden H 3aTOBA Ce IPENOPDHIBa NOBHIIEHO BHHMAHWE MPH
NICUCHHE Ha Ta3K nonyJalus.

T'enepanusupano mpesoxcho pascmpoticmgo. JlynokceTuH moka3sa CTATHCTHIECKH 3HATHMO MPEIUMCTBO
crpaAMo T1auefo mpy NeT OT NeT MPOYIBAHMSA, BKIFOYAMHN Y THPH PAaHAOMH3HPAHH, ABOHHO-CNENH, IUanebo
KOHTPOJIHPAHH OCTPH NMPOYYBAaHHAA U NPOYYBAHE 33 NpOQHNAKTHKA Ha pELIINB NPH BH3PacTHH ©
reHepaIH3ApaHo TPEBOXKHO Pa3CTPOHCTBO.

JIYITOKCETHH NMOKa3a CTATHCTHYECKK 3HAYHMO MPEAvMCTBO CipsAMo Mitanebo, HaMepeHo Ypes noaoOpeHne Ha
o6ua ckop Mo ckana 3a TpeBoxHOCT Ha Hamilton (Hamilton Anxiety Scale (HAM-A)) u ckopa 3a obmio

G YHKUHOHANHO pa3CcTPOICTBO Mo ckana 3a nuBanuaHocT Ha Sheehan (Sheehan Disability Scale (SDS)).
CreneHuTe Ha TIOBNMSBAHE W PEMHCHA Ca CBHIIO TMO-BHCOKH IpH AYNOKCETHH B CpaBHEHHE ¢ rmnauebo.
JlynokceTHH MoOKa3Ba CpPaBHHMH pe3yNTaTH 3a eHKacHOCT ¢ Te3W Ha Bewrad)akCHH OT rNieHa TOdKa
noaobperre Ha obHA ckop no HAM-A.,

TIpu mpoydBane 3a npo¢HIaKTHKA HAa PEIIMIUE HAUMEHTHTE, MIOBAHSABAINNA Ce OT 6-MECETHO OCTPO OTKPHTO
Je4YeHHe ¢ OYNOKCETHH ca paHIOMH3NpaHy [Ja NOJTy4aBaT U/H Oy I0KCETHH, MITH ILTaueho 3a rmocieasamuTe 6
meceua. lynokcetun 60 mg no 120 mg pegHbk AHEBHO M0Ka3Ba CTATHCTHHECKH 3HAYUMO NPEIHMCTBO B
cpaBHeHHe ¢ mtanebo (p *i 0 OGI) an npncbunalcmxa'm Ha pmmnun H3MEPEHO 4pe3 BpEMETO 110 NosABa Ha
permans. YecToTaTa Ha pelnamB Tipes 6-MECETHHUS MEPHOl HA NOCTeABALIOTO ABOWHO-CIATIO MPOCTIEIABAHE
e 14% npu AYTIOKCETHH W 42% K nnaueﬁﬂ
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Huabemna nepupepna Heepanamna umxa Edm acﬂocﬂa Ha nynnxce'mu 34 neyeHue Ha AnaberHa
HeBponaTHa 00NKa € YCTAHOBEHA npH 2 pﬂHﬂDMH3HpﬂHH l"«édenmuqﬂn BBOIHO-Cnen#, ruianedbo
KOHTPONHpaHH, ¢ (prKCHApaHa J103a npnytmaﬂmr‘ [pY BHIPACTHH (22- o 88-roguiuHu) ¢ nuabeTHa
HEBpONaTHa 00/1Ka B MPOAb/HKEHUE TTOHE Ha é Mecena. 'l'IauHem'H're ‘OTTOBAapAUIH HA KPUTEPHHTE 32 FONAMO
NENpPECHBHO pa3cTPOACTBO, Ca M3KMoYeHH oT €30 NpOyYBaHIA. Hzmepmen Ha IMTbPBUYHMA H3X0] €
ceIMHYHaTa cpeaHa CTOMHOCT Ha 24-yacosaTa 00JIKa, KOATO € 0Tpa3fBaHa B €)KE€IHeBEH THEBHHUK HA
nagueHTHTE 1o | 1-ToukoBaTa ckana Ha Likert.

B nsete npoyusanus, JynokceTHH 60 mg BeaHBx q’iie:aﬂu n 60 mg A8a THTH JHEBHO 3HAYNTEIHO HAMANSABA
Gonkara, B cpaBHenue ¢ Waueto. EGexThT npu HAKOM NAaLMEHTH € BUIMM Npe3 MbPBHTE CEAMHLUM Ha
negeHue. PaznukaTa B cpeaAHOTO ToJobpeHne MexXIy ABeTe paMeHa Ha aKTHBHO JIEYEHHE HE € 3HAYHTEITHA,
OrtGensasano e nore 30% cprobuiaBaHo HamangBaHe Ha HonKaTa MPH MPHOINIATENTHO 65% OT JIeKy BAHHTE C
IOyJIeKCeTHH nauneHTH cpelty 40% 3a nnaue60. CLOTBETHHTE und:pu 33 noHe 50% penyxuna Ha Oonkara ca
chOTBETHO 50% u 26%. CreneHrta Ha KITHHRYEH oTroBop (50% wfm noeeye nonobpeHne Ha Oonkara) €
aHATM3MpAHa Crope/l TOBA JallH NALACHTHT € MPOTBHI COMHOJIEHTHOCT TI0 BpEME Ha JIeYEHHETO HWITH He. 3a
NAHAEHTHUTE, KOUTO HE Ca MPOABMIIH COMHOJIEHTHOCT € Haﬁmnnan KTHHUYEH OTTOROp NpH 47% oT
NAMEHTHTE, NOTy4aBaly QyIOKCETHH U 27% OT TIaUMEHTHTE Ha ' wrane6o. CTeneHTa Ha KITMHHIEH OTTOBOP
MpH NAaUHEHTHTE MPOABMIH coMHONeHTHocT € 60% Ha nynokceruH # 30% Ha nnauebo. [Taunenture,
HETTpOABABALUN peaykuusa Ha 6onkaTa oT 30% B paMKHTE Ha 60 AHH JIETEHHE € MAITKO BEPOATHO 113
JOCTHTHAT TOBA HWBO NMPH NO-HATaTBIIHO JIEHEHHC.

[Tpu OTBOPEHO NBITOCPOYIHO HEKOHTPONUPAHO MPOYYBaHe HaMATIEHHETO Ha 60JIKaTa NPH NalHEHTH,
MOBJUAHH OT 8-CEMHIHO OCTPO JieueHHe ¢ Oy TokceTHH 60 mg eJHOKpATHO THEBHO, CE 3aMa3ea 3a ome O
Mecelja, KakTo € OIICHEeHO ¢ MPOMAHATA 110 CKANATa 3a KpaTkKa oueHka Ha 6omkata (Brief Pain Inventory
(BPI)) na 24-uacorua cpeaen 6po¥ ToukH 3a doska.

Heduampuuna nonynayus




IlyNOKCETHH HE € U3CNeNRAN NPW Nauuuifr i 0o ' ToAMLIN: sb3paci. | IpoBegenn ca IBe PAaHOOMHIUPAHH,
[NBOAHOCENH, Napane/HM iCIWHHYHEA 11poyuBaHre npi 800 neiuaTph <t NankeHTH Ha Bb3pacT o1 7 o 17
rOOHHH C roJIAMO Jenpecusiio pa3cTpoiicteo (Bx. Touka 4.2). Tesn OBe fpoyyranus Bmodsar 10-cemMAYHa
naiebo-KOHTPONHPaHa H AKTHBHO-KOHTpovpada ((byoKCeTHH) ocTpa (B34, 11ocsie[IBaHa OT IIECTMECEYEH
MepHOR Ha NpPOOb/NDKEHHE Ha AKTHBHO KONTP:IMPaHo JevdeHuce, Huro rpyrara, neKyBaHa ¢ gynokceTHs (30-
120 mg), HUTO rpynarta ¢ aKThBHa KOHTpona {P:rvokcervn 2(1-40 mg) cTaTHCTAYECKM CEe pa3/IN4aBarT OT
m1auebo no oTHoWIEHKE HA NPOMAHATA B o0Ou Mt pe3ynwTH no ckanara Children’s Depression Rating
Scale-Revised (CDRS-R) ot m3xoaHua Ao kpah:ud MomMeHT. [TpekscBaHe Ha IEYEHUETO TTopany HeXXeTaHH
CLOWTHA € No-9eCTO MPH NMAUHEHTHUTE, IPHEMAlIH JIY;I0KCETHH, B CPABHEHHE C TE3H, JIEKYBAHH C
GayoKCeTHH, B NOBEYETO CTyuan nopanu raaeHe. [o speme Ha 1(0-ceaMu4RHA NEpHO HA GaKTUBHO JICHEHHE
e chobImaBaHo 3a cynumaHo nosegenne (mymokcetuH 0/333 [0%], dnayoxkceTun 2/225 [0,9%], nnauedo 1/220
[0,5% ]). [Ipe3 nenus 36-ceIMAYEH Kypc Ha U3CIeIBaHeTo, 6 oT 333 nmauMeHTH, KOUTO TThpBOHAYAITHO €A
paHAOMH3VPaHH & MOJTY4aBaT OyJOKCETHH, H 3 oT 225 nalMeHTH, KOWTO ITbPBOHAYAITHO Ca paHIOMHU3HPpaHH
A3 Momy4aBaT (IyOKCETHH, NPOABABAT CYHIIHAHO NMOBEACHHE (€KCNO3HUUA-KOPATHpaHaTa YECTOTA Ha
cynuuaHo noseneHue e 0,039 cuOuTra Ha nalHeHT KA roauHa 3a gAynokceTHH, H 0,026 3a quryokceTnH).
OcBeH ToBa, ¢AWH MALMEHT, KOHTO € MpeMWHAN OF T1auebo Ha JIEUeHHe ¢ TYJTOKCETHH, ¢ UMall CyHULUIHO
[OBeJcHHE 10 BpeMe Ha MPHEMa Ha TYJIOKCETHH. -

EBponeiickaTta are HUHA 10 NEKapCTBaTa ocBO00XKAaBa 0T 3ab/KEHAETO 32 MPENOCTaBAHE HA PE3YNITATUTE

OT NPOYYBRAHHNSA C TYJIOKCETHH NpPH BCHYKM NOAFPYINM HAa NEAHATPUYMHATA MTONYIALNAA [IPH JIeYeHAE HA TOJIAMO
IEMPECUBHO pa3cTpoiicTBo, AnabeTHa HeBponaTHa 00JTKa U NreHEPATTUZHPAHO TPEBOXKHO Pa3CTPONCTRO.

BuxTe Touka 4.2 3a MHGOPMALMA OTHOCHO YNOTpedaTa NpH JcLA.

.2 DapMAKOKHHETHYHH CRONCTBA

HynRokceTHH Ce TIpHJTara KaTto CAMOCTOATENEeH CHAHTHOMED, I[yﬂﬂl{CETP,H ce METHGOHHBHPEI NPENUMHO OT
Lttty
OKCHIATHBHH SH3UMHM (C Y?P'IM H nnnumopcbum CYPZDG) nncnenqﬁgn oT mmnrupaue
HIk | ' T
QapMakOKHHETHKATa Ha I%JIDKCETHH nﬁgcazaa FDJIHMH Bapuaﬁmmnc'r Memty IJT,IIEJ'IHHTE WHIAHRBHAH (061110

50-60%), nemkaima ce B H3BECTHA CTEMNEH Ha nuna, Bmpacwa cTaTyca Ha mmuunymene H ChCTOSHHETO
Ha METaﬁoanpamaTa cnc*rema CYP2 D6 )
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Abcopbyus: HymoKCeTHH ce pezupﬁﬂpa ,uuﬁpe cne,u nepﬂpaﬂ HO HPWIG}HEHHE ¢ Cmax HacTbnBauia 6 yaca
crniel Jo3upane. AGComoTHaTa opanHa 6HDHEJIW-'IHDCT Ha nynmcce*mn Bapnpa oT 32% 1o 80% (cpenno

50%). XpaHaTa yOb/KaBa BpEMETO 32 AOCTHTAHE Ha B‘prﬂBH KOHUEHTPALWH oT 6 Ha 10 yaca H T4
MApPTrUHAITHO HAMANABA CTENEHTa Ha pe3opbuud fnpnﬁhuamenﬂn 11%). “'TezH [IPOMEHH HE Ca C HIKAKBa
KITMHAYHA 3HAYHMOCT.

Pasnpedenenue. JIynokceTHH e pubmu3uTenHo 96% ¢BbpiaH ¢ HOBEUIKHUTE MIa3MeHH TIPOTEHHH.
JynoKceTHH ce cBbp3Ba H ¢ a10YMHH U ¢ anga-| kdcenus raukonpoTeHH. [IpOTEHHHOTO CERBP3BAHE HE CE
noenusapa ot 6s0peyHO WIN YepHOAPOOHO YBpEXIaHeE.

buompanchopmayus: JlynoXCeTHH ce MeTaboTH3HPa €KCTEH3UWBHO M METabOIMTHTE ca eKCKPETHPAT
OCHOBHO ¢ ypuHaTa. L{uroxpomute P450-2D6 n 1 A2 karannznpar o6pazyBaHeTo Ha ABa OCHOBHH
MeTabonuTa rMmoKOpOHH KOHIOraT Ha 4-XHIOPOKCH XYROKCETHH B Cy/I(aTeH KOHIOTAT Ha S-XuapoKcH,6-
METOKCH OYNoKceTHH. B3 0CHORa Ha In Vitro poOy9YBaHHA, unplcynupamm*t MeTaboMuTH Ha OyJIOKCETHH ce
CUMTAT (apMaKOIIOTHIHO HeakTHBHH. (GapMaKOKHHETHKATA HA nynmcceTHH MpH MALHEHTH, KOUTO Ca JIOUIN
meTabonn3aTopy no otTHowneHue Ha CYP2D6 He e crienuduaHO M3yuaBaHa. OrpaHHYeHH NaHHH
Mpeanonarat, ue npH Te3x NMalUeHTH NNasMEHHUTE HIUBA Ha Ny/IOKCETHH Ca NO-BHCOKH.

Enumunayus: ENTHMMARALHOHHHAT MOMY)KHBOT Ha QYJOKCETHH BapHpa oT 8 o 17 yaca (cpenwo 12 gaca).Cnen
HHTPaBEHO3HA [1038, MIa3MEHHUAT KIMPBHC Ha {yJIOKCETHH Bapupa ot 22 l/uac no 46 l/uac (cpeano 36

l/uac). Cnea nepopanta no3a yCTaHGBE:HHHT [1a3MeH KJ‘IHp’bHC Ha ﬂynmccemu BapHpa ot 33 1o 261 )/uac
(cpenno 101 l/gac).

Creyuantiu nonyrayuu
fTon: Mexny Mbxe U )KEHHM ca uﬂeﬂ'rﬂqmuﬂpaﬂn (apMaKOKHHETHYHHU pa3NHKH (anepeHT
KJIHUpBHC € NpuOnusnTentHo 0% no-HUCHK NpH XKeHH). Bh3 0CHORA HAa NPHUNOKPHBAHE N



KITHPBHCA, OCHOBAHWTE HA 11014 lbﬂpM AKOKHHCTHYHY pPa3/INKH HC OIIpaBaaBaT INpENnopbKaTa 3a U3I10N3BaHe
Ha MMo-HACKA 1033 NPH *KEHH MNALACHTH.

Bv3pacm: Vinenrndnunpanu ca papMaKoOKWHETHIHH PA3TUKH MEXAY MO-MJIAH U NMO-BbIPACTHH XEeHH (=635
rogwHy) (mopuineHne Ha AUC ¢ oxo5io 25%, a nomyXHBOTHT € 0k00 25% Mo-IBITLT MPH TE3H B CTapYecKa
BL3PacT), BbIPEKH ue CTEMEHTA Ha T¢3HW MPOMEHH HE € JOCTAaTb4YHa, 3a Ja ce 000CHOBE NPpOMAHA Ha A03aTa.
Kato of1a npenopbka, ne4eHNETO B CTapUuecKa Bh3pacT TpabBa Ja CTapa ¢ NIOBUIICHO BHHUMAHHE (BXK. TOYKU

42u44).

Bvbpeuno yepesicoane: TlaumeHTUTe B Kpakina ¢a3a Ha OnOpeyHa HEAOCTATEYHOCT HA AUANH3a MMaT 2 ITETH
O-BACOKH cTOHHOCTH Ha Cmax u AUC 3a QynoKCeTHH, B CpaBHEHHAE C 34pasy jana. [ Ipu mauneHTH ¢ Jeka Jo
yMepeHa 6s0pedHa HeloCcTaTh9HOCT hapMaKOKWHETHIHHTE JAHHA 38 TYJIOKCETHH Ca OrpaHHYEHH.

Yeprodpobuo yspescdare: Y MepeHo yepronpobHo 3abonssaHe (Child Pugh xnac B) 3acsara
dhapMaKOKHHETHKATA HA AYJOKCETHH. B cpaBHEHHE ¢ 3ApaBH JHLA, IPH NALKEHTH ¢ YMEPEHO YepHOoApoOHO
3a00/19BaHE YCTAHOBEHHAT IU1a3MEH KIIHPBHC Ha JYNIOKCETHH € 79% NO0-HUCHK, YCTAHOBEHHAT TEPMUHAIICH
MTOJIYXKHUBOT € 2,3 mbTH TIo~-OBTel, a AUC e 3,7 mpTtH no-eucoka. GapMakOKHHECTHKATA Ha XYJIOKCETHH H
HEroBHTE METAbONIMTH He € H3YYaBaHa TTPH MAIHEHTH ¢ JIEKa HITH TEXKa YepHOApoOHa HEXOCTATBbYHOCT.

Kvpmewu maticu: JIACIO3HIIMATA HA TYNOKCETHH € H3ydaBaHa MPH 6 KbPMEIIH KEHH, KOUTO ¢a OUITH TNOHe
12 ceamuim cnel paxkaaHe. LyJTOKCETHH ce OTKpHBA B KbpMaTa, B CTALMOHAPHUTE KOHIIGHTPALMH B
MaWIHHOTO MIIAKO Ca OKOJIO €HA-YETBBLPT OT Te3H B IU1azMaTa. KoIH4ecTBOTO JYTOKCETHH B KhPMATa €
MPHOIH3UTENHO 7 ug/IHEBHO NpH Ao3KupaHe ¢ 40 mg aBa MbTH JHEBHO. KBPMEHETO HE MOBJIUABA
(apMaKOKHHETHKATa Ha JYJIOKCETHH.

Heouampuuna nonynrayus: PapMaKkOKHHETHUHHTE CBOACTBA Ha JYJOKCETHH MPU NEAUATPHYHH NALUEHTH Ha
BB3pacT oT 7 Ao 17 roquHM c roasamo OenpecHBHO pa3CTPOCTBO ched NepopaiHO NpHaraHe B CXeMa Ha
no3upaHe 20 go 120 mg BenHBX AHEBHO Ca XapaKTepH3INpPaHH C MOMOLITA Ha MOy NALWOHHO-MOIETHPaH
aHaJIM3 Ha 6a3aTa Ha JaHHM OT 3 nmMpoy4yBaHuA. [IpeBHaeHUTE OT MOJElNa MIa3MEHH KOHLICHTpaUH Ha
OYJIOKCETHH B CTAIIMOHAPHO CHCTOSHWE NIPH MALHEHTH-JIELIa B TFOBEYETO CITyYaH ca B rPaHUIIMTE Ha
AUaNa3oHa Ha KOHLICHTpaLMNATE, HabmoNaBaH NPH BL3PACTHH MALHEHTH.

5.3 peak1nnRYAN JARHH 32 0€300ACHOCT

HyNOKCETHH He € reHOTOKCHYEH NMPU CTAHAapTeH Habop OT TECTOBE, a MPH NTbXOBE HE € KAPLKHOTCHEH.
[Ipr npoy4yBaHe 3@ KAPUMHOTEHHOCT NPH IUTEX0BE ca HAOMOJaBaHH MHOTOAJPEHH KIIETKH B YEPHHSA Opo0
MpH OTCHCTBHE HA JPYTHA XHCTOMATOMOrHIHH TPOMEHHN, MeXaHM3MBT, KOHTO € B OCHOBATA UM U KJTHHHYHATA
3HAYMMOCT Ca HEHIBECTHH. JKeHCKH MHUIIKH [TOTY4aBalTd AYJIOKCETHH 3a 2 rOOUHH UMAT MOBHIICHA YECTOTa
Ha XenaTouenysiapHH aeHoMH U KapUWHOMM caMo Npy BcokuTe Ho3H (144 mg/kg/nHeBHo), HO Te ca
CUMTAT KaTo BTOPUYHK Ha YepHOoIpoOHaTa MUKPO3OMA/IHA EH3UMHA HHIYKUMA. 3HAYMMOCTTA HA TE3H JAHHH
TTPH MUIOKH 110 OTHOUICHHE HA XOpaTa He ¢ H3BEeCTHA. JKEHCKH IUTBXOBE, MOMYy9JaBaIH OyJIOKCSTHH (45
mg/kg/nHeBHO) Npe/Iv W MPH CHBOKYTUIEHHE N M0 BpEME Ha paHHa OpEMEHHOCT, ca IMOKa3ajid HAaMaNeHNE Ha
KOHCYMalMsATa Ha XpaHa 0T MalKkaTa ¥ Ha TeNIECHOTO TErJ0, HapyllaBaHE Ha LMKbJIa Ha pa3roHBaHe,
HaMalleHM IoKasaTenM 3a Opos KHUBOPOACHH H MTPEKHUBACMOCTTA Ha NOTOMCTBOTO, U 3a0aBeH pacTex Ha
ITOTOMCTBROTO ITPH HHBA HA CHCTEMHA EKCITO3NLINA, KONTO B Hak-nodpua ciyqal ca npubIH3INTETHO 00
MaKCHMaTHaTa KIHHUIHA excriosuimg (AUC). B npoydasane 3a eMOPHOTOKCHYHOCT IIPH 3aiH ca
HaOmoAaBaHW MO-BHCOKA YE€CTOTAa HA CBHPAECYHO-CBAOBH M CKEJIETHH MajihOpMallMd TIPH HHBAa Ha CHCTEMHA
EKCIO3WLMA NnoJ MakcuMmanHara knuHuYHa exkcno3nuus (AUC). He ca HabOmonaeanu man@opmaiuy B Apyro
MpoyuBaHe, 32 W3IUTBaHE HA MO-BUCOKH JO3H Ha pa3fiMdHa col Ha QynokceTHH. [Ipu
MPECHATATHH/TTOCTHATAITHY TOKCHKOMIOTHYHA MPOYYBAHUA TPH TUTBXOBE, TYJIOKCETHH HHIYLMpa HEXKETaHN
MOBEAEHYECKH eheKTH B NOKOJIEHUETO MPH €KCMO3HLIMA 110 MAKCUMalTHaTa KNWHUYHA excrioznims (AUC),

[IpoyuBaHua npy MJIaaH IUTEXORE MOKA3BAT NMPEXOIHH e(heKTH BhPXY HEBPONOBEACHISCKHTE peakLH, KaKTo
M 3HAYMTEJTHO HAMANSBaHE HAa TEIIECHOTO TEITI0 H KOHCYMHPAHETO Ha XpaHa; MHAYKLMS Ha YePHOAPOOHATE
€H3WMH; ¥ XeMNaTolenyyiapHa saKkyonu3aund mpu 45 mg/kg/nHesno. O0mmsT mpod)ni1 Ha TOKC

HexkenaHHU eeKTH e onpeaencHo, Y€ € 20 mg/kg/nHesHo.




6. PAPMALOEBTUYHH JAHHH

6.1 CnBchLK Ha NOMOUIHATE BEOIECTRI

CbabpXkaHue Ha KancyJarta:

3axapHH cepu

xugpokcunpomumMeTit enynosa (karo HMPC 603 n HMPC-AS-LF)
3axapo3sa

Tanx

TpueTUnor uurpar

AMoHHeB XHapokcH] (25% pa3Teop)

Turanor auokcug (E171)

Onagpu 6ano 02A28361

CrcTas Ha ormaapu 6sano 02A28361
Twranor nHokcua (E171)

HPMC 2910 / Xunpomenosa (E464)
Tank

CoeTaB Ha kancynHara 0OBUBKA:
Turanos guokcug (E171)

FD&C Cunro 2/ Uaguro kapmud (E132)
Xenatun

6.2 HechrBMecTHMOCTH

Henpunoxxumo

6.3 Cpox na roanoct

3 roauHN

6.4 CoennanAn yc/10BAS HA CHXpanenne

Ha ce ¢cpXpaHsiBa Ha MACTO, HEIOCTBITHO 3a Aca.

Ha ce chbxpaHsABa B OpATrHHATHATA ONIAKOBKA, 3a Ja C€ MPEeAna3M OT Bjara
Ha ce cxxpansasa nog 30°C.

6.5 Baa » cBbALPKAAAC HA ONAKOBKATA

baucrepu ot HenpozpauHo PVC/PE/PVDC-AI donmo

Enun Onxctep coabpxka 14 6posA cTOMaALIHO-YCTONYHBH TBBPAH KaMCYNH.
PasMep Ha ommakosxarta: 28 Opos cToMamHO-yCTOWYMBY TBBPAM Kancy.u (2 6micrepa)
6.6 Crnenaanng npeAnasin MePKH NIPH H3IXBLPJINAE

Hama cneuyaniy K3HCKBAHWA

7. ITIPUTEXATEJI HA PASPEIIIEHHUETO 3A YIIOTPEBA
HOBEJI ®PAPMA EOO]

Oyn. “brarapus’ Nel09
rp. Codpus 1404, boarapusd




8. HOMEP(A) HA PAPEILIEHMETO 3A YIIOTPEEBA

Perucrparmonen Homep: 20160280

9. JATA HA ITBPBO PAZPEIUABAHE/TIOAHOBABAHE HA PAJPEIIEHHETO 3A
YNNIOTPEBA

JlaTa Ha rupBo paspemasane: 31.08.2016r.
JlaTa Ha noceaHo nmoaHoBsABaHe: 18.06.2021 r.

19. JATA HA AKTYAJIMZUPAHE HA TEKCTA

01/2025




