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1. HME HA JEKAPCTBEHHA INTPOAYKT

JAYKCET 60 mg croMalmHo-ycTONYHBH TEBHPIAM KAICYTH
DUXET 60 mg gastro-resistant capsules, hard

2. KAYECTBEH H KOIHYECTBEH ChCTAB

Besgka kancyna ceabpxa 60 mg ayIoKCeTHH AYJIOKCETHH KATO AYJIOKCETHHOB XMApoXIopua (duloxetine as
duloxetine hydrochloride).

TomomHo(K) BEIIECTBO(a) ¢ H3BECTHO AeHCTBHE: W3NbRAHUTENHA ATEHLINA N0 NIEKAPCTBATA
Beska karicyna ceabpika 17,2 mg zaxaposa. KGamia xapaKmepuCHLKa #a npogywma - Mpusomenue 1
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3.  JIEKAPCTBEHA ®OPMA | Ogospeme Me e o

CroMalnHo-ycToiiuuBea TBBpAa KANCYJa.
TebpAM *eaaTHHOBH KalCyJH pa3Mmep ,,1“ ¢ HEeNpo3pa4YHO 3eNEHO TANO H HENPO3PAuHO CHHLO Kamayve, TbAHH
¢ Oen 10 nouTH 6ENH Ha LBAT MEJIETH.

4, KJIHHIYHHA JAHHHA
4.1 TepaneBTHUHH NOKAIAHHSA

AYKCET e nokasaH 3a Jie4eHHe Ha TONISMO ACSTIPECHBHO PasCTPOHCTRO.
JAYKCET e nokasaH 3a neyenne Ha auaberna nepudepHa HeBponaTHa Goka.
JVYKCET e noka3san 3a Jie4eHHe Ha TeHEPATH3HPAHO TPEBOXKHO Pa3sCTPOMCTBO.

JYKCET e nokasaH npH Bb3pacTHH.
3a aonBIHHTENHA HHpOpMaLHs BIKTE TOYKa 5.1.

4.2 Jo3EpoBKa H HAYHA HA NPHIOKCHHE

O3MPOBKA

Fonamo Oenpecusno pazcmpoiicmeo

Havannara u npenopb4YHTe/HATA IOAXBPXKAIA 2032 € 60 mg BeAHEK AHEBHO, ¢ WIH 6e3 Xpanea. B
KITHHHYHH NPOYYBAHHS €4 OLICHABAHH OT IJle/IHA TOYKA Ha Ge3omacHocTTa 1034 Hag 60 mg BeHLK AHEBHO,
10 MakCHMalHa 103a oT 120 mg BenHsK NHEBHO. BBNpekH ToOBa, HAMA KITHHHYHH /I0KA3aTe/ICTBA
TIpeAINOJIaraliiy, 4¢ NalHEeHTHTE HEOTTOBOPHIH Ha HAaYallHAaTa NPENopbYBaHa J03a MOFaT fia MMAT 10134 0T
NMOKAaYBalll0 THTPHPAHE Ha N034Ta.

OOHKHOBEHO TepaneBTHICH OTTOBOp ce HabmoaaBsa ciell 2-4 CEAMMITH JIEYSHHE.

3a ga 6wae NpenoTBpaTeH PELMIME, CII KOHCONHANPAHE Ha aHTHACTIPECHEBHHASA OTTOBOP CE NPenopb4Ba
JIEYEHHETO A TIPOABIDKH HAKOIKO Mecera. [Ip#H manMeHTH, KOWTO ce MORMUABAT OT JICYSHUE ¢ NYJIOKCETHH K
HMaT aHAMHE3a 32 MIOBTOPHH CITH30AM HA TOIAMA JICNPECHs, MOJKE A C B3eMe TI0Jl BHHMAHHE
NO-HATATBIUHO JBArOCPOYHO fAeuenue ¢ Jo3a oT 60 mg ao 120 mg/nHeBHo.

Tenepanuzupano mpesosicno pazcmpoiicmeo
I[IpenopruBaHaTa HauallHa 1034 MPH NALMESHTH C FEHEPATH3APAHO TPEBOKHO pascTpoiicTro € 30
AHEBHO ¢bC WK Ge3 XpaHa. IIpn nauMeHTH ¢ He3aIOBONIMTENEH OTTOBOP Ao3aTa TpAGBa Aa Cg

60 mg, xoero ¢ oOHYaiiHaTa NOATBPKAIIA J03a TIPH MOBEYETO HALUHEHTH.

Hp[‘l NalHcHT! C ROMOPGHI[I{H roneMd ACTIpCCHBHHA CIH30AH HaYallHATA H oA bpakalza



BEIHBK AHEBHO (MOJIA, BIDKTE CHIIO MPENOPHKHTE 34 A03HPAHE MO-Tope).

Jo3u no 120 mg aHeRHO ca MoKa3anH, ue ca eeKTHBHH H ¢a OLISHABAHH ¢ orNiel Ha Oe3onmacHocTTa NpH
KAMHMYHY 1poyusaHus. ClieoBaTeNHO, TIPH NMAHHEHTH ¢ HE3aA0BONHTENEH OTTOBOp Ao 60 mg, ypennyeHne
1o 90 mg unx 120 mg MoXke Oa ce uma npeaeHa. YBeNHYEHHETO HA A03aTa TpAbBa a ¢ B2 OCHOBA Ha
KJIHHHYHHASA OTTOBOP M MOHOCHMOCT,

Cren koHCONMAHPaHe HA OTTOBOPA, Ce APEeNOopHYEa A4 Ce NPOJBILKH JIEYeHHETO 32 HIKOJIKO MECELIA, 34 /i C¢
u30erue pennams.

Juabemua nepughepna nesponamna boaxa

HavaymHata ¥ npenopb4HTeHATA NOLABPIKALIA 1034 € 60 mg BeAHEXK JHERHO, Che Wik 6e3 XpaHa. B
KIMHWSHW TIPOYUBaHHA Ca OLICHABAHH OT TJie/lHa Touka Ha Ge30nacHoCTTa Ko3H Haj 60 mg BeAHDK JHECBHO,
J0 MakcuManHa Ao3a ot 120 mg AHeBHO, NPUIOKEHa KATO PaBHO pasaeneHH npHeMH. IInasMennTe
KOHLICHTPAIEH Ha JYTIOKCETHH MIPOABIBAT FOJIAMA HHTepHHAHBHAYATHA BapHaOUITHOCT (BK. Touka 3.2).
CrepoBaTenso, Ha HIKOH ITALMEHTH, KOHTO CA OTTOBOPHIIN HE3aJ0BOJIMTENHO Ha 60 mg, MoraT na ca
[ONIE3HH MO-TOJIEMH J03H.

OTroBOpET KbM JICUEHHETO TPAOBa Jia 61ae ouensaBaH ciex 2 Meceua. [Ips narpeHTH ¢ HETOCTATEYHO
MLPBOHAYANHO NOBIHMABAHE € MAJIKO BepoATeH AOITEIRATENEH OTTOBOP CliEH TO3H NEpPHO,.

TepanerTHunara nonza Tpabea na 6v1e NpeoLeHABaHa PerypHO (IOHE HA BCEKM TPH Mecena)
(B%. Togka 5.1).

Heduampuuna nonyrayus

Jlynokcernn He TpabBa Nia ce ynoTpeOABa IIPH Jella M I0HOLIH Ha BB3pacT nox, 18 ronuHH 3a neucHHE HA
roJAAMO AENPECHBHO Pa3CTPOICTRO, Nopaay onaceHus 3a 6e30MacHOCT H edHKacHOCT (BXK. To4Ka 4.4,
Touka 4.8 ¥ Touka 5.1).

Be3onacHoCTTa H epHKacHOCTTa Ha YNOKCETHH 34 iedeHne Ha AuabeTHa neprdepHa HepponaTHa Honka WK
FEHEPAIM3MPAHO TPEBOKHO Pa3CTPOICTRO He ca H3cHeABaHH. JIMIICBAT NaHHH.

Creyuannu nonynayuu

Hayuenmu 6 cmapyecxa ev3pacm

Ipu nauueHTH B CTAPYECKa BB3PACT HE ce MPENOpbYBa afaNTHPaHe Ha 03aTa SAHHCTBEHO BB30CHOBA HA
BB3pacTTa. Benpexs ToBa, nonobHO Ha BCeKH JIEKAPCTBEH NPONYKT, C€ H3UCKBAa BHMMAHHE KOTraTo ¢e
TIeKYBAT NalHEHTH B CTAPYECKA Bh3pact, ocobeno ¢ 120 mg IYKCET aneBHO npH I'oJIEMH JENPECHBHH
eNK30/1H, 33 KOSTO MMA OrPAHHYCHH JaHHH (BX. Touka 4.4 M Touka 5.2).

Ueprodpobro yepeoicoane
JAYKCET ne Tpa6Ba na ce M3nmo3ea pH NALMEHTH ¢ YepHOAPoOHO 3a00ABaHe, I0BENC 0 4epHOApoOHa
HEAOCTATHIHOCT (BK. TovKa 4.3. 1 Touka 5.2).

Bvbpeuno yepexwcoane

He e Heobxonumo kopHTHpaHe Ha f03aTa NPH NAlMEHTH C Jieka 10 yMepeHa 6s0peuHa mucdynkims
(kpeatniHHEOB KITHPBHC 30 10 80 ml/min). IYKCET He Tpabga na ce ynorpebABa NpH NALUHEHTH ¢ TEXKKO
610peuno yBpexaaHe (kpeaTHHUHOB KMpBHC <30 ml/min; piwkre Touxa 4.3).

Hpexvceane na revenuemo
Tpa6za na ce n3darea pako npeksesane. Koraro ce npexnena nevenne ¢ JIYKCET, nosata Tpabea aa 6bae
HAMAJIABAHA TIOCTETIEHHO 3a MIEPHOJ OT NOHE €AHA 0 B¢ CEJMHIIH, 3a 1a C& HAMATH PHCKA OT peaxunu Ha




Havun na npunosicenue
3a nepopanHO NpHIOKEHHE.

43 IIporusonoxasanms

CBpBXYYBCTBHTENHOCT KbM AKTHBHOTO BEUIECTBO HIH KbM HAKO€ OT NOMOIMHHTE BELNECTBA, M3OpOEHH B
Touka 6.1.

EmiorpeMenroro npuioxkenne Ha JIYKCET ¢ HecenekTvBHH, HeoOpaTHMH HHXHOHTOPH Ha
MoHcamMuHookcHaasaTa (MAO-uxubuTopu) € NpoTHEONOKA3aHO (Bxk. TouKa 4.5).

YepHoapobro 3abonaBane, BOAEILO A0 YepHOAPOOHO yBpexkaaHe (Bx. Touka 5.2).

JYKCET ue Tpa6ra na ce npanara B koMGuHams ¢ GayBOKCAMHH, LHMTIPOGIIOKCALME WIH €HOKCALIHH (T.€.
MoIHE CYPIA2 uHXuOHTOpK), THH KaTO KOMOMHHPaHETO BOAM J10 ITOBUILICHH IJa3MEHH KOHLIEHTpALHH Ha
JYNOKCETHH (BA. TouKka 4.5).

Texko OB0peuHo yBpexkaaHe (KpeaTHHUHOB KIHPBHS <30 ml/min) (gx. Touka 4.4).

3anouBare Ha neueHne ce¢ JJYKCET e npoteonokazano npy NalfHeHTH ¢ HEKOATPONHPAHA XHNEPTOHKA,
Thii KaTO MOKEe Ja H3ITOXKH MALHEHTHTE Ha NOTEHLKANCH PHCK OT XHIIEPTOHHYHA KpH3a (BXK. TOuKka 4.4 H
Touka 4.8).

4.4 Cnensanug npeAynpexIeHHs B NpeaNa3Hu MePKH OpH ynoTpeba

Manus u npunaoviyu
JAVYKCET Tpa6ea na ce npuiara ¢ BHMMatiHe NIPH NALMEHTH C aHAMHE3a 32 MAHHA WIH ¢ HarHo3a
OHIIONAPHO PascTPOHCTBO WA NPUNATBIIH.

Muopuaza

CrobmaBana e MHApHA3a, CBBP3AHA ¢ QYIOKCETHH, 3aTOBa npeannceanero Ha JJYKCET ua naukienTu ¢
NOBHIIEHO BETPEOYHO HANAraHe MK TAKHBA C TIOBHILIEH PHCK OT OCTpa TACHOBILIHA [T1ayKOoMa TpAdBa na
cTaBa C BHHMAHHE,

Kpweno nanazane u copdeyna yecmona

Hpn HAKOH NALHEHTH AYJIOKCETHH ¢€ CBLP3BA ¢ MOBHIIABAHE HA APTEPHATIHOTO HAIAraHe H KITHHHYHO
3HaYHMa XunepToHuA. ToBa MOKe Jla Ce XBIDKA Ha HOpagpeHepruuHns eeKT Ha JynokceTHH. Jloknansann
€a CIIy4aH Ha XHNEPTOHHYHH KPH3H, 0co0eHO NPH NALMEHTH CbC CHINECTBYBaHIA BEYE XHIEPTOHHA. 3aT0B2
TPH NAIHEHTH ¢ YCTaHOBEHA XHNEPTOHHMA W/UITH ApYTo ChPACUHO 3abonsBaHe ce npenopeusa MpocnesBaHe
Ha apTEPHAIHOTO HAIATaHe, OCOGEHO NO BpeMe Ha MLPBHA Mecell ieueHwe. JlynokceTHH Tpabsa aa ce
H3110/13Ba ¢ BHHMAaHME fIpH MALMEHTH, YHETO CHCTOAHHE MOJKE Ja C€ BIOIIM OT NOBHINABAHE HA ChpAEYHATA
4ECTOTA HITH OT [IOKAYBAHE HA aAPTEpHAIHOTO HataraHe, JlynokceTnH TpaGpa na ce npuiara BHHMATCITHO H ©
NEKAPCTBEHH MPOXYKTH, KOHTO MOTAT A3 HAPYIIAT HeroBus Metabonuapm. (Bixk. Touka 4.5). I1pu naupentu ¢
NEPCHCTHPALIO NOBHIICHHE Ha KPBBHOTO HATATAHE 10 BPEME Ha MpHeMaHe Ha TyJOKCeTHH Tpiabpa 1a ce
0OCHIH NOHMKABAHE HA JI03ATA KM NOCTENEHO MPEKpaTABaHe Ha JieyeHueTo (BkK. Touka 4.8). IIpn nauneHTH
¢ HEKOHTPOIHPaHA XHIIEPTOHHA He TPAGRA Jja ce 3ar0YBa JIEEHHE ¢ YIOKCETHH (BXK. Touka 4.3).

Bvbpeuno yepesicoane

I1pu maumMeHTH ¢ TeXKa GBOpeyHa HENOCTaTPYHOCT Ha XEMOJHANIA3A (KPEATHHHHOB KAMPBHC <30 ml/min) ce
NPOABABAT MOBHIIEHH IUIA3MEHH KOHLIEHTPALWM Ha AYJIOKCETHH. 3a MaUKeHTH ¢ Texkka 6n0peuna
HEAOCTAaTLYHOCT, BHXTE To4Ka 4.3. 3a nmaienTH ¢ neka 1o yMepeHa 656peuta HeOCTaTbYHOCT BHDKTE
Touka 4.2.

VYnompeba c aumudenpecanmu
Ynotpebara na komGusama JIYKCET ¢ antuaenpecanTd TpAOBa na crapa ¢ BHAMaHHU
KOMOHHHMpPaHETO OCOOEHO ChC CENEKTHBHH 00paTHMH MAO-HHXHOMTODH.



AKoam xanmapuon
Ho Bpeme Ha eqHoBpemMeHHOTO npwiokeHHe Ha JJYKCET u pacTUTeIIHH NEKAPCTBEHH NPOAYKTH,
crOBpKaIi XenT KanrapuoH (Hypericum perforatum) moske xa ca mo-uecTH HeKeJaHHTE peaKuHH.

Camoybuiicmeo

Tonamo Oenpecusio pazcmpoiicmeo U 2eHeparu3upano mpesodicno pascmpoticmso. Jlenpecnira ce CEbp3Ba
€ TIOBHILIEH PHCK OT MMCITH 3a camoyOHHCTBO, cCaMOHapaHABaHE H CaMOYOHIHCTBO (CYHUMA-CBbP3aHH
cB0ATHA). PHCKET ce 3ana3ea Ao HACTHNBaHE Ha 3HAYMMAa peMucHa. Thii kaTo nonobGpeHHeTo MoXe aa He
HACTBIIH TIO BpeMe HA TGPBHTE HAKOJKO CEZIMHLIA ICUCHHE WIH TIOBEYe, NallHeHTHTe Tpabsa na 6naar
Npoc/eNdBaHy BHIMATEIHO A0 HACTBIIBAHETO Ha MoaobHO noxoGperue. O6II KIMHHYEH ONMT €, e PHCKBT
OT CaMOYOHICTBO MOsKe /1a Ce MOBHLIH [Pe3 PAHHHTE €TalH Ha Bh3CTAHOBABAHE.

JpyTH NCHXUYHE CHCTOSHEA, 3a kKouTO ce npeamucea JIYKCET, Moxke cB1l0 Ja ¢a CBbp3aHH ¢ NOBHILICH
PHCK OT CHOMTHS, CBBP3aHH ChC CaMOYOHiicTBO. B lonbHeHHe, Te3H CHCTOSHHA MOXKE JIa C& KOMOpOHAHH ¢
TOIAMO JieTIpecHBHO pascTpoiicTro. ClrenoBaTenso chUIMTe MPeANa3sHA MEPKH, CIIa3BaHH [IPH JICYCHHE HA
MAlMEHTH ¢ TONAMO ACTIPECHBHO pascTpolicTEO, TpAOBA Aa ce CNa3BaT H NPH JSUCHHE HA NALHEHTH ¢ PYyTrH
MCHXHMYHH PA3CTPOHCTBA.

TTauHeHTH ¢ aHaMHE3a 33 CYHLMA-CBBP3aHH ChOHTHA HIH TAKHBA, MPOABSBALUM 3HAYHTCIIHA CTETEH Ha
CYHMLHMAHHA MHCITH NPEAH HAYAIOTO Ha JIEYEHHETO, Ca C N0-BHCOK PHCK OT CYHLIEIHE MHCIIH

HJIH CYHIIMZHO MOBEAEH e M TPAOBA 1a NOMy4aT BHHMATENIHO HabMONEHHE 10 BpEME Ha JIeYeHHeTO.
Meta-ananu3 ot wiauebo KOHTPOIHpaHH KIHHHYHH H3THTEAHHA ¢ JIEKAPCTEEHH NPOXYKTH -
aHTHACMPECAHTH NPH NCHXMYHH HAPYIICHHA NOKA3Ba YBEIHUEH PHCK OT CYHIHOHO HOBEJICHHE ITPH
aHTHAENpECaHTHTE B CPaBHEHHKE C TIAleO0 NpH MALHEHTH NMOA 25 rOJHITHA BE3PACT.

CrobmaBaHy ca CTydaH Ha CyMIMAHH MUCIIH H CYHIHIHO MOBEACHHE MO BPEME Ha JISUEHHE C YTIOKCETHH
WIH BeJiHara clieJi IpeKpaTABAHe Ha NEYCHHETO (BK. TouKa 4.8).

Jleuenuero ¢ NeKapCTBEHHA NPOAYKT TPAOBa 1a ce CHITFTCTBA OT BHUMATE/NHO NPOCHEAABAHE HA NALHCHTHTE B
Hail-BEYE TE3H C BHCOK PHCK, 0COOEHO B HAYANOTO Ha JIEYSHHETO W NpH NpomMaHa Ha jgosata. [laukenTHre (M
TE3H, KOUTO C€ IPHDKAT 32 NalMeHTH) Tpabpa Aa 6baaT MoAroTBEHH 3a Hy)KIaTa OT NpocneBaHe 3a NOABa Ha
BCAKO KJIHHHYHO BIIOIIABAHE, CYHIMHO MOBSACHHE HIIM MHCJTH K 32 HeOOHYalHH IPOMEHH B ITOBCACHUETO

H, KO HMa TaKHBa CHMIITOMM, He3abaBHO Aa GBJe NOTHPCEH JIEKAPCKH CHBET.

Huabemna nepuepna negponamna boaxa: KakTo ¢ Apyra NEKapcTBeHH MPOXYKTH ¢ NI0A06HO
thapMaKororuuHo aeficTene (aHTHIENPECAHTH) Ca ChOOIMABAHK OTAEHH CIIy4aH Ha CYHLM/IHH HICH K
CYHIIMIHO NOBEACHHE MO BpeMe Ha JieueHHe ¢ AYJIOKCEeTHH WIH BEHara cleh NpeKpaTABaHe Ha JIEYEHHETO.
OTHOCHO PHCKOBH (AKTOPH 3a CYHUMAHOCT NPH AeNpecus, BepkTe no-rope. Jlekapure Tpabpa Ja Hackpyasar
MIAlMEHTHTE MO BCAKO BpeMe Aa cho01IaBaT 3a BCAKAKBH THKHH MHCIIH HIH 9yBCTBA.

Vnompeba npu deya u ionowu nod 18-z00uuna ev3pacm

JYKCET He TpaGea Aa ce H3MOA3Ba 3a JIe4eHKEe HA Aella H MOApacTBAWM o 18 roauiHa BB3pact.
CyHumano noBeacHAS (CYMIHAHH OMMTH U CYHIHIHH MHCIIH), H BpaxaeOHOCT (MpeTHMHO arpecus,
OMO3HLIMOHHO MNOBEACHHE K MHAB) ca HaDMOAABaHH B KTHHHYHH NMPOyYBaHMA MO-4ESCTO NMPH Aela H
NoApacTBAINH JICKYBaHH ¢ aHTHACOPCCAHNTH, B CPABHEHHE ¢ TE3H JICKYBAaHH C nnaueﬁo. AKO, BB30CHOBA Ha
KIIMHHYHA HYX[a, HE3aBHCHMO OT TOBA CE B3EME PellieHHE 32 JeueHHe, IAlWeHTHTe TPA0Ba BHHMATEIHO Aa
OBaaT npocienABaHH 3a NOSRA HA CYMLIHIHH CHMIITOMH (Bx. TouKa 5.1). B nonmbyiHeHHe, npy aeua v
HOAPACTBALIN NHIICBAT ABJITOCPOYHH NPOYYBaHHA 33 6e30MacHOCT N0 OTHOHICHHE Ha PACTeX, CH3pABaHE H
KOTHHTHBHO H NOBEICHYECKO Pa3BHTHe (BK. Touka 4.8).

Kprveouznusu
Hma cpobLiieHHA 32 aHOMATHH KPbBOTEUSHHS, KATO EKXHMO3H, ITypITypa H CTOMALIKO-YPEBHO KBPBEHE ¢
HHXHOHTOpHTE Ha 00paTHOTO 3axBamane Ha ceporoHnHa (SSRIs) u nHxuOHTOpHTE HA 0OpaTHOTO

IPH TALHEHTH, NpHeMall\ AHTHKOATYJIaHTH M/HJIH JEKapCTBEHH TNPOAYKTH, 3a KO
MOBTHARAT TpoMGorTHATA HyHKIMA (Hanp., HCIIBC Wiy aneTHICATHIIWIOBA KHCETHHS
MAHEHTH ¢ H3BECTHE TEHASHLMA KM KBPBCHE.



Xunonampuemust

INpu npunarane na JJYKCET e cho6napaHa XHNOHATPHEMHS, BKIIOUHTENIHO C/Iy4aH CBhC CEPYMEH HATPHIA
No-HHCBK oT 110 mmol/l. XMIoHaTpHeMHATA MOKe JIa ¢€ THDKH Ha CHHAPOM HAa HEaACKBaTHA CeXperHs Ha
anmumnypersieH xopMoH (CHAJIC). Hoeeuerto cnydau Ha XHNOHAaTPHEMHS ca ChOOIIABAHM NPH NALMEHTH B
CTapYecKa BE3pacT, ocobeHo B KOMOHHALHA ChC CKOPOLIHA AHAMHE3A 34 HIH HANKYHE Ha CECTOAHHE,
MpeApa3nosaramo KbM NpoMeHH BB BoHuA 6ananc. Heobxomumo e BHHMaHHE NPH NMALWEHTHTE C
NOBHIICH PHCK OT XUIOHATPHEMHA; KaTO TAKHBA B cTapyecka BL3pacT, DAlMEHTH ¢ [IHPO3a, ASXHPATHPaHH
MALHEHTH HITH NALHEHTH HA JIEYeHHE ¢ AHYPETHLH.

Ilpexvceane na nevenuemo

CHMITOMHTE Ha OTHEMAHE ¢a Y€CTH NpH NPEKBCBaHE HA NeHEHHETO, 0COOEHO B CIyYaHuTe, KOTaTo
NPEKBCBAHETO CE H3BBLPIIBA PA3KO (BK. Touka 4.8). B KiIHMHHYHO npoy4BaHe HeXXelaHH CLOMTHA

HabMOAaBAHH NPH PA3KO MPEKbCBAHE Ha TEYESHHETO ca JOKIaJBaHH mpH okono 45% OT NauHeHTHTe

nexysauH ¢ JIVKCET u npu 23% ot nauseHTHTE NpHeMaTy mnauedo.

PHCKBT OT cHMITTOMH Ha OTHemaHero HabmogaaHu npu SSRI’s u SRNI’s moke GH 3aBHCH OT MHOXECTBO
(akTopH, BKIIOUHTEITHO MPOALIDKHATEIHOCT H JO3HPOBKA Ha JIGYCHHETO H CTefleH Ha HAMANABAHS HA J1034Ta.
Hafi-wecto mabmogasaHuTe peakiiid ca nmocoucHd B Touka 4.8, OOHMKHOBEHO, CHMITOMHTE €4 JIEKH 1O
YMepeHH, BBIPEKH, e NIPH HAKOH OT MAUMEHTHTE Te MOXe Aa GBAAT TexKH Mo HHTeH3uBHOCT. Te o6nkHOBEHO
BE3HHKBAT B PAMKHTE Ha IMHPBHTE HAKOJKO JHH OT BPCYCTAHOBABAHE HA NEYCHHETO, HO CA IOKNaABaHK H
PeAKH CTyyay Ha TAKHBA CHMITTOMM NPH [IAUHEHTH, NIPOITYCHAIH 4034 no HesHHManue. Karo usno, Te3n
CHMITTOMM Ca CAMOOIPaHHYABAIIN Ce U OGHKHOBEHO NPEMHHABAT B PAMKHTE Ha 2 CEIMMLM, HO MNPH HAKOH
HHIHBU/H, T€ MOXKE /1a ca HAJIMIIE MO-ABIro (2-3 mMecena W noeeye). ETo 3amo, ¢ npenoppusa NoCTeNeHHO
HaMaJMBaHe Ha 03aTa Ha AYMOKCETHH NPH [PEYCTAHOBSBAHE HA JIEYeHKETO B PAMKHTE Ha HE TO-MAJIKO OT 2
CEAMHLIY, B 38BUCHMOCT OT [IOTPeOHOCTHTE Ha MALHEHTa (BXK. Touka 4.2).

Ilayuenmu ¢ cmapuecka ev3pacm

JannnTe 3a ynorpeba na 120 mg IYKCET npu nalgseHTH B cTapyecka Bs3pacT ¢ FOAM JIENPeCHBEH eNH20
€a OrpaHmYeHH. 3aToBa, TE4CHEETO Ha MALKERTH B CTAPYECKA Bh3PacT C MAKCHMANHA J103a TpabBa 1a cTasa ¢
BHHMaHHe {BK. Touka 4.2 1 Touka 3.2). Jlanaure 32 ynorpeba Ha JIYKCET npu naiseHTH B cTapyecka
BB3PacT ¢ FeHEPATH3HPAHO TPEBOXKHO pa3cTPOFCTBO Ca OrpaHHYEHH.

Axamusus/ncuxomomopno He3noxoticmso

Vrnotpebara Ha AyJIOKCETHH CE CEEP3Ba C PA3BHTHE HA AKATH3MA, XApaKTEPH3Upallla c€ Che CyOEKTHBHO
HEMPHATHO WIH M3TOLMTETHO Ge3M0KOHCTEO M YA OT 4ecTo ABIDKEHHE, CHIPOBOJIEHA OT HecnocoOHOCT
33 CE/ICHE H CTOSHE Ha €THO MACTO. ToBa e 0-BEPOATHO Ja ce MPOABH B pAMKHTE HA [TbPBHTE HAKONKO
CeIMHIIM OT fie9eHHeTO. [Ipn narpieHTH, KOHTO NONMyYaT Te3H CHMITTOMH, TIOBKINIABAHETO Ha J103aTa MOXKE J1a
6B1e BpeHo.

Jexapcmeenu npodyxmu, coObpIcauji OynoKCemus

JlynokceTHH ce U3noA3Ea NOA Pa3iliHyHA THPIOBCKH MAPKH 32 HAKOJIKO M0Ka3aHus (JiedeHHe Ha nuabeTHa
HeBponaTHa Oonka, roneMH AENPECHBHH €NH20[HM, [EHEPATHIUPAHO TPEBOXKHO PaCTPOMCTBO H CTpec
HHKOHTHHEHIINA Ha ypuHara). Tpabea na ce u3bArsa ynorpebara Ha oBede OT €IMH OT TE3H NPOTYKTH.

Xenamum/noewuenu weprodpobru enzumu

Cro0LIaBany ca CIIyvad Ha YepHOAPOGHO YBpekKaHe, BKIIOUHTENHO TEXKO MOBHIIEHHE HA YepHOAPOGHUTE
en3umH (>10 meTH ropHaTa rpaHMIA HA HOPMATA), XEMATHT M IKKITEHHLIA, C JYJIOKCETHH (BK. To4Ka 4.8).
TToBeueTo OT TAX HACTBHNBAT 10 BPEME HA ITBPBHMTE MECELIH JIEYeHHe. XapaKTephT Ha 4ePHOAPOOHOTO
YEPEAIAHE € IPSIUMHO XenaTouenyiapeH. JlynokceTHH TpaGBa Ja ce H3MOA3Ba ¢ BHHMAHHE MPH NALMeHTH,
NeKyBaHH C APYTH JTEKAPCTBEHH MPOIYKTH, CBBP3BAHH ¢ YBPEKIaHE HA YepHUS apos.

3axapoza
Cromamno-ycroiiuneu kancym JIYKCET chaspkar 3axaposa. [lanpeHTaTe ¢ peakH

HACNEICTEEHH NPODJIEMA Ha HEMOHOCHMOCT KBM (DPYKTO3a, [IIOKO30-ranakTo3Ha Manabe
3aXapa30-H30MAITa3HA HeJOCTATHYHOCT He TPAOBa a NpHEeMaT TO3H JIEKAPCTBEH PO,



Cexcyanna oucghynxyus

HuxuburopHTe Ha 00paTHOTO 3aXBalllaHe Ha CepoTOHMHA W HopaipeHanusa (SNRIs) MoraT fa npHidHsT
CHMIITOMH Ha CekcyanHa mucdyHkngs (Bx. Touka 4.8). iMa cho0menns 3a NpoAB/DKHTEIIHA CEKCyanHa
auchyHKIWs, OPH KOSATO CHMITTOMHTE IIPOBIDKABAT BEIPEKH NPEKbCBaHeTO Ha pHema Ha SNRIL

4.5 B3anmoaeficTBHe ¢ IPYTH JeKapcTBeHH HPOAYKTH B APYTH GopME Ha B3AEMOAcHCTBHE

Huxubumopu na mono-amuno oxcudazama (MAO-unxubumopu): Hopaan pucK ot CEpOTOHHHOB CHHIPOM,
IYJIOKCETHH He TpabBa na ce U3Mno/3Ba B KOMOMHALHA C HeCEIEKTHBHH, HeoOpaTHMH MOHOAMHHOOKCH/Ia3HH
HEXHOHTOPH (MAO-HHXHOHTOpH), MK B paMKHTe Ha NOHe 14 AHA OT peKbCBaHE Ha JieYeHHeTo ¢ MAO-
MHXMOHTOPH. B3 ocHOBA Ha NMONYXKHBOTA HA JYJIOKCETHH, € HEOOXOAMMO JIa H3MHWHAT MOHE 5 NHU CIea
cnupane Ha JIYKCET u npemu 3anousane Ha MAO-uaxubuTOpH (BXK. To4Ka 4.3).

3a cenexTUBHUTE, OOpaTHMU MAQ-HAXHOHUTOPH, KaTo MOKIOGEMH/, PHCKBT OT CEPOTOHHHOB CHHAPOM €
HHCBK. Benpeku ToBa He ce IpenopbuBa eaHoppeMennoTo npuioxerue Ha JIYKCET cbe cenekriBHHTE,
obpaTHMH MAO-uHxHGHTOpH (BX. TOuKa 4.4).

Huxubumopu na CYP1A42: Toii karo CYP1A2 e prmovueH B meTaboIH3Ma Ha JYJIOKCETHH, ETHOBPEMEHHOTO
MPHAOKEHHE Ha AYNOKCETHH ¢ MoIEH HExuOuTopH Ha CYP1AZ2 e BeposTHO Na JoBeae A0 NO-BUCOKH
KOHLICHTPALMH Ha AynokcetdH. @nysokcami (100 mg BeAHEX THEBHO), MOLIeH HHXHOHTOP Ha CYP1A2,
HaManapa MPHBHIHHA [UIA3MEH KIMPLHC Ha JYJIOKCETHH ¢ 0kono 77% u noermasa AUCq. 6 neTH. 3aToBa
JIVKCET He TpsaGea na ce npunara B komGuBanms ¢ mowae HuxubHTopH Ha CYP1A2 xato duryBokcaMHH
(Bx. Touxa 4.3},

JHexapcmsenu npodyimu, deticmeauyu evpxy LJJHC: Puckut 0T ynoTpeba Ha TyIOKCETHH B KOMOGUHALIMA ¢
apyru nosmusaBaiy 1 [HC nekapcTeeHH MPOAYKTH He € CHCTEMHO OLIEHABAH, OCBEH B CITyUaHnTe, OIIHCAHH B
Ta3H Touka. ClieoparenHo ce npenopbyea noexieHo pHuManue, koraro JIYKCET ce npuema B
KOMOHHAIMSA C APYTH UEHTPATHO AeHCTBAIIM JEKapCTBEHH MPOAYKTH HIH BEHECTBa, BKIIOYHTEHO aNKOXO0MN
¥ CeJIATUBHH JIeKapCTBEHH NPOAYKTH (Hanp. Ge3s0aHa3enHHH, MOPQHHOMHMETHIH, AHTHTICHXOTHIH,
teroGapOHTAN, CENATHRHN AHTHXHCTAMHHH).

Cepomonunos cundpom: B penku ciryuan e cbo01[aBaH CEPOTOHHHOB CHEAPOM IPH NAlHEHTH H3NOM3BAIIH
SSRIs (Hanp. napokeTHH, GIyOKCETHH), CbBMECTHO ChC CEPOTOHHHEPTMMHH TeKapPCTREHH MPOYKTH.
Ilpenopwusa ¢ce pauManue, ako JIYKCET ce u3nonssa CbBMECTHO ChC CEPOTOHUHEPTHYHHTE
anTHAenpecadTH Kato SSRIs, TPHIMKNHYHH KaTO KIOMHIIPAMHH HITH aMHTPHIITHARH, XXBIT KAHTapHOH

(Hypericum perforatum), Beniahakchy WiH TPHITAHHE, TPAMAKO/, NETHIHH H TPUNITO(AH.

Eexm na oynoxcemun évpxy Opyzu nexapcmeeniu npooyKmu

Jexapcmeenu npodyxmu, memabonusupanu om CYPI1A2: B xnuas4YHO NpoyuBaHe, ¢apMakoKHHeTHKaTa Ha
TeoHHH, cyberpar Ha CYP1AZ2 He ce nMoBnMsABa 3HAYHTENHO OT CHBMECTHOTO NPHIOKEHHE ¢ AYIOKCETHH
(60 mg ABa METH AHEBHO).

Jexapcmeenu npodyxmu memabonusupars om CYP2D6: JlynokceriH ¢ yMepeH uaxuburop Ha CYP2D6.
Koraro aymoxcerns ce npunara B no3a ot 60 mg ABa MHTH JHEBHO ¢ CAHHKHYHA 1034 AC3HIIPAMHH, KOWTO €
CYP2D6 cybGerpar, AUC Ha pe3unpamMuH ce yBenuyasa 3 mbTH . CBBMECTHOTO NPHIIOKEHHE Ha AYJIOKCETHH
{40 mg aBa nyTH AHEeBHO) NOBHILaBa cTanpoHapHara AUC Ha TonTepoauH (2 mg aBa IETH AHeBHO) ¢ 71%,
HO HE NOBNHABA (APMAKOKHHETHKATA HA HETOBHA AKTHBEH 5-XHIPOKCHI METab0JIHT M He C¢ Npernopbisa
apanTHpane Ha fo3ara. [penopbusa ce nopumeHo BHHManKe, axo JIVKCET ce npunara

€HOBPEMEHHO C JICKAPCTBEHH NPOAYKTH, KOMTO ce MeTaGoymsupar ocHoBHO o CYP2D6 (pucniepaon,
TPHUMITHYHE aHTHAenipecanTy [ TLIAJT] KaTo HOPTPUITHITHH, AMHTPHIITHIMH H HMHITPaMHH) ocobeHo, ako
Te MMAT TECEH TEPANeBTHYEH HEACKS (KaTo (nekauHu, nponadeHOH H METOIPOION).

Ilepopannu xoumpayenmusu u Opyzu cmepoudHu npenapan. PesylaraTure ot in vitro
TIOKA3BAT, 4¢ AyNOKCETHH He MHAYLWMPA KaTanuTH4HaTa akTHBHOCT Ha CYP3A. Cnenn
Npoy4BaHHA 3a IEKAPCTBEHH BIaHMOACHCTENS He ca MPOBEXKIaHH.



Anmuxoazynanmu u anmuazpezanmu: W3ncksa ce NOBAIIEHO BHHMaHHE, KOFATO JYJIOKCETHH C& KOMOHHHEpa
C IIEpPOpPAIHH ATHUKOATYIAHTH HWITH AHTHATPEraHTH Opaay NOTEHIHAIHO NMOBHINEH PHCK OT KEPBEHE, KOETO
MoK Aa ce 06scHn ¢ PpapMakoAuHaMI4HO BaanMozeiicTie. OcBeH TOBa € ChODINABAHO NOBHLIABAHE Ha
croiiHocTUTe Ha INR Korato Ha malMeHTH, TeKyBaHH ¢ BapgapiH, ce ApHAara eIHOBPEMEHHO JTYJIOKCETHH.
Bce nak, eAHOBPEMEHHOTO NPHIATAHE HA AYJIOKCETHH M BapapHH Ha 34paBH A0OPOBONIIM, KATO ¥aACT OT
KIHHHYHO (papMaKOIOTHYHO NPOYYBaHe, NPH CTAIMOHAPHO CHCTOAHHE HE BOAM SO KIIHHHYHO 3HaAUYHMa
npomsana B INR cnpaMo u3xoaHOTO HHBO WIH BbB (papMakokMHeTHKaTa Ha R- uinu S- Bapdapun.

Ecpexmu na dpyzu rexapcmeenu npodyxmu vpxy Oyaoxcemun

Anmuayuonu aexapcmsa u H2 anmazonucmu: CbBMECTHOTO TIPHIOKEHHE HA TYJIOKCETHH ¢ aHTHALIMAY,
ChIOBPKALUH ATYMHHHIT M MATHE3HIA, WIH Ha TYJIOKCETHH ¢ (aMOTHIMH, HAMA 3HAYHM e(eKT BBPXY
CKOPOCTTa WIH CTENEHTA Ha pe30pOHA Ha TYNOKCETHH CJiel IPHIOKeHHe Ha /1033 0T 40 mg nepopanHo.

Hudyxmopu na CYPI1A2: AHaiM3H Ha NOMyJaHHOHHH (2apMaKOKHHETHYHH NIPOYYBAaHHA [IOKA3BAT, U
MylmaydTe HMat noutd 50% no-HHCKH M1a3MeHH KOHIEHTPalMH Ha JYNOKCETHH B CPABHEHHE ¢ HEITyIIAYHTE.

4.6 PepTHARTET, OpeMeHHOCT H KbpMeHe

Depmunumem
JynoxceTvH HaAMa edekr BbpXY QepTUIHTeTa IPH MbKe, a e(eKTHTE MPH KEHH OYEBHIHO Ca CaMoO B J03H,
KOWTO MPHYHHABAT TOKCHYHOCT 3a Majikara.

Bpemennocm

Hsama agekBaTHH JaHHM 3a ynoTpe0a Ha JyNOKCeTHH OT OpeMeHHH xKeHH. [IpoydBanHi ¢ JKHBOTHH TTOKA3Bar,
PENpPOAYKTHBHA TOKCHYHOCT PH HHBa Ha CHCTeMHa ekcriozuuma (AUC) Ha AyTOKCETHH MO-HUCKH OT
MaKCHMaJIHaTa KIMHHYIHA eKCro3HIMA (BX. TouKa 5.3).

TMorenumanuAaT PHCK 38 XOpa HC € H3BECTCH.

EnuneMnonorsuHuTe JaHHE npeanonarar, ue ynorpebara Ha SSRIs o BpeMe Ha GpemMeHHOCT, ocobeHo B
HanpeaHana GpeMeHHOCT, MOMKE J1a NOBUIIH PHCKA OT NEPCHCTHPALIA ITY/IMOHANHA XHIIEPTOHHA MPH
HoeopoaeHoTo (IINTXH). Makap B nmpoyuBaHH4 Ja He € H3clenBana Bpp3kara Ha IIIIXH ¢

negenneto ¢ SNRI, To3n noTeHuHaneH puck He Moke Aa ObAe M3KTIOUEH IPH AYJIOKCETHH, B3EMaHKH MO/
BHHMaHHE CBBP3aHHA MEXaHH3IbM Ha AeiicTBHe (MHXHOHpaHe Ha OOPATHOTO 3aXBalllaHe HA CEPOTOHHH).

IMoncbHO Ha APYTHTE CEPOTOHEPTHYHH JIEKAPCTBEHH MPOAYKTH, MOTAT JIa C& OPOABAT CHMITTOMH Ha
OTHeMaHe TIPH HOBOPOZAEHM C/le yNoTpe6a Ha yNOKCETHH OT Maiikara 6113K0 10 TepMHHa. CHMIITOMHTE
Ha OTHEMAHE, HaO/MOAaBaHH NIPH AYJOKCETHH, MOXeE /ia BKITIOYBAT XMIIOTOHHA, TREMOP, HEPBHOCT,
3aTpyAHEHHA B XPAHEHETO, peclHpaTOpeH AUCTpec H repuoee. IloBeyeTo ciydaH ca HabIIONABaHH WIH NPH
PaXIAHETO, HIIH B TCUCHHE HA HAKOJIKO NHH ClISl paXOaHCTO.

JAYKCET tpsa0ra na ce usnonsea o BpeMe Ha OpeMEHHOCT, CaMO0 aKo NOTEHUHAJIHHTE [OJ13H ONpaBAaBaT
NOTEHUHAMHAA PUCK 3a woAa. Jexure TpaGea aa 6bAaT CHBETBAHH A HH(QOPMHpAT JieKaps CH, ako
3a0peMEHEAT, WiIH IUTaHHpaT 3a0peMeHABaAHE 110 BPEME Ha JIEYEHHETO.

Kvpmene

I[ynoxce'mn €€ 0TACNA B MHOI'O MAJIKa CTEIIEH B KEpMaTa Ha Oazata Ha H3CIeABAHS HA 6 NaUMEeHTKH ¢
NaKTAlHA, KOHTO He ¢a KhPMIIH cBOMTE felia. [IpuOnu3nTenHaTa neTcka JHeBHa 1033 Ha Gaza mg/kg €
npubnasurento 0,14% ot nosara Ha Malikara (Bx. Touka 5.2). Thii kaTo 6e30MaCHOCTTa Ha Jy/IOKCETHH TIPH
GebeTa He e ycTaHosena, ynorpebara Ha JIVKCET no BpemMe Ha KbpMeHe He c€ NMPENopbBa.

4.7 EdexTn BRpxy cnocofHOCTTA 32 Modupane H pabora ¢ MAIIHHE

He ca M3BBpINBAHH TPOYYBaHHA BEPXY cnocoOHOCTTA 3a mwodupane u pabora ¢ Main
6Ble CBBp3aHa ChC ceiupade i 3aMadHoct. [lauuenTare TpaOea na 6BAaT yBeAOMA
CenMpaHe HIH 3aMasHOCT, TpAGRa 1a M30ATBAT NMOTEHLMATHO PHCKORH paboTH KaTo
MallHHH.



4.8 Hexkenanu NexapcTBeHE peaklHl

a. Pesiome wa npoguaa na 6ezonacnocm

Haii-gecTo cho0raBanuTe HEXXEAHN Peakmdi NpH naupeHTH, Jekysanu ¢ JIVKCET ca razene,
rnagofonme, cyxora B ycTara, COMHONIEHTHOCT H 3aMaiiBane. BENpexu ToBa, NOBEYETO OT YECTHTE HEXKENAHH
PEaKIHH Ca ICKH 10 YMEPEHH, Te OOHKHOBEHO 3aNI04BAT PAaHO M0 BPEME HA JICYEHHETO, | N0-TOMIAMa HacT ca
¢ TCHAEHUMA Aa OTMHHAT JOPH, KOTATO TepanuaTa 6bae NpoabIDKEeHa.

0. Peztome Ha nedcenanume 1exapcmeen peakyui, npeocmaseno 8 mabauya

TabnHua 1 noka3sa HexkelaHHTE peakiiny, HaOIFONABAHH IIPH CTIOHTAHHO chobmasaHe B NpH mwiauebo-
KOHTPONAKPAHH KIHHHMHA TIPOyJIBaHHA (BKousauy o6uo 7 819 nawuerTn, 4 823 Ha AynokceTHH u 2 996
Ha IU1alle60) ¢ AenpecHs, FeHepaTH3IHPaHO TPEBOKHO Pa3CTPoHCTBO W AuabeTHa HepponaTHa 6onka.

Tabnuya I: Hesicenanu peaxyuu
Ouenka Ha uectota: Muoro uectu (>1/10), uectu (>1/100 no <1/10), neuectn (>1/1 000 no <1/100), penxn
(=1/10 000 no <1/1 000), MHOTO pPeakn (<1/10 000).

Ilpy BCAKO IpyMHpate B 3aBHCMMOCT OT YECTOTATA HEXENaHUTE PEAKIMH ca NPEACTABCHH B HH3XOAII pea
IO OTHOLIEHHE HA TAXHATA CEPHO3HOCT.

Mmuoro sectn | YectH I HeaecTn l Peakn | Muoro peakn
Hudberyuu u unchecmayuu
| JlapuHrHT | |
Hapywenus na umynnama cucmema
AnadrmakTHYH
a peakums
Hapymienus,
CBBP3aHH ChC
CBPBXYYBCTBUTE
JHOCT
Hapywenun na endorxpruninama cucmema
XunoTHpeoHau3
BM
Hapyueenun na memaboruava u xpanenemo
Hawmanen XUneproukeMus Hexunparauys
aneTuT (moxnagpaHa XuUnmoHATPHEMH
ocobeHo npA 1
TALHMSHTH- CHAJIC6
apaberutiy)
Heowxuwunu napyuenus
HucoMHuA Cyuunasa Cyruuano
Bu3byna npeauus’’ nosencHue™’
Hamaneno Hapymerue Ha | Manus
nubuno CBHA XamouuHauuu
TpeBoXHOCT BpykcH3BM BpaxaebHocT H
AbBHOpMeH JlesopuenTamms uas?
opraseM Anartus
Spks cHHMLIA
Hapyuienun na neperama cucmema
I'maBobonue 3amasHOCT MHuOKIOHHSA Cepotonnros
COMHONEHTHOC Jletaprus Axaruzua’ CHHApOM®
T Tpemop Hepphoct Konsyncuu!
IapecTeaus Hapymenue Ha | ITenxoMoTOpHO
BHMMAHHETO GesnokoiicTo®
Huacreysus ExcTpanupamun
Jucxunesus HH CHMNTOMH®




CHHApOM Ha
HECTOKOHHHTE
Kpaka

Jlomo kadecTRO Ha
CHHA

Hapywenun na ovume

3aMBIIeHO Muapuasa I'nayxoma
BIDKZaHe Hapymiense Ha
SpeHHETO
Hapywenus va yxomo u aabupunma
IIym B ymure! Bepruro
Bonka B yxoto
Copoeunu napyuuenua
[Manouranum Taxuxapnua
Hangkamepra
APHTMHES, TIaBHO
OpenCHPIHO
MBXKIEHEe
Cvdosu napyuienua
Hoexineno Cuskorn® XunepTroHHYHA
KPBBHO Xunepronss®’ kpusa™®
Hansrage’ Oprocratiuna
3avepesBane XHIOTOHHSA’
Ilepudepna
CTY/ICHHHA
Pecnupamopru, 2peonu u Meduacmunaryu Hapyuenus
IIpo3ssane Harmpexenne B
CHPIOTO
EnmcrakcHe
Cmomauno-upesru Rapyienus
Iapene KoHcrunaums CromamHo-upepen | CTOMAaTHT
Cyxora B Hnapus KPBBOHIHE’ Xemaroxesusa
ycTarta Kopemua 6onka I'acTpoenTeput Xanwrosza
IoBpsiane Opureane
Jucnencua lacrpur
MeTteoprseM Hucharus
Xenamo-bunuapnu napyuwenun
Xenarur YepHoapoGua
Iopnmenn HEJIOCTATHYHOCT
uepHOAPOOHH s
ensumu (ALT, AST, | XCurrennna®
ankanHa
¢docdaraza)
Octpo
YepHOAPOOHO
YBpeKaHe
Hapyuienusa Ha KOXCAMA 1 nOOKONCHAMA MbKaH
3acuneno Hompo nznorapane | CHHOpOM Ha
NOTeHe Ypruxapus Stevens-
Obpus KonrakTen Johnson®
JAEpMaTHT AHIHOHEBPOTHT
Cryaena not eH otok®
Peakmun Ha
(OTOIYBCTBHTETHOC
T
3acuneHa

TEHOCHIIHA 3a NMOABa




l Ha X€MATOMH

Hapywenun na mycxyano-ckenemnama cucmema U CbeOURUmentama mokan

MycKyIHO- Myckynuo TpuaMyc
cKemeTHa GoKa HaIpexKeHHe
MyckyneH [Morpeneane Ha
CHA3HM MYCKYJIH
Hapywenua na Ovbpeyume 1 nuxosHume nomua
Huzypus 3aanpxaHe Ha IIpoMenen
Yecto YpHHA MHPHC Ha
YpHHHpaHe 3aTpyaHeHO YpHHATa
YPHHHpaHe
Huxtypns
IMonuypus
Hamanena auypesa
Hapyuenus na ab3npouzso0umennama cucmema i 2upoama
Epektwina FuHexonoruyHo Menonay3anai
JHCHYHKIMA KEpBEHE CHMIITOMHA
Hapyiuenne Ha MeHcTpyanHu I'anmakropes
eAKyaLHATa HAPYBICHHS XunepnponaakTH
3abapeHa CekcyanHa HEMHA
eAKynalus AuchyHKIAA

bonka B TECTHCHTE

OB napyuuenia u e

THU HQ MACMOMO RAQ RPWIONCERUE

HMpanaxsos®
YMopa

Bonka B repamute’
AOHOpPMHEH
ycellaHus

YyBCTBO 38 CTYH
Kaxna

BTtpHcaue
Hepasnonoxenne
YyBcTBO 33 TOILIHHA
Hapywenus B
MOXOJKaTa

Hacnedsanus

Honmkenwe Ha

Tlokausane Ha

ITopHienue Ha

KaJIig B KPBBTA

Vaenynuasape Ha

TErJI0TO TErI0TO XOIlECTEPOIA B
Iosmuenue Ha KpBBTA
KpeaTHH
docokunazara B
KPBBTa

! Cilyuau Ha KOHBY/ICHH M CITy4aH Ha IIyM B YIIIHTE ¢a ChOOIIABANK CHILO CJE/l IPEKBCBAHE Ha JICYSHHETO.
2Cny4ad HAa OPTOCTATHIHA XHIIOTOHHA H CHHKOII ca cLobIaBany 0coBEHO B HAYATIOTO HA JIEYEHHETO.

3 Biokte Touka 4.4.

4 Cry4an Ha BpaxneBHOCT 1 THAB ca ChoOABaHH 0COGEHO B HAYATIOTO WIIH Ciie]l HPEKBCBAHE HA JIEYEHHETO.
3 Cny9an Ha CyHIMIHa M€alia H CYRIMIHO TOBE/IEHHE ca ChoOIABAHM N0 BpeMe Ha JIEYeHHe ¢
ZYNOKCETHH WIH CKOPO cJiefl NPEKECBaHEe Ha JICHSHHETO (BXK. Touka 4.4).

$ OLeHeHa YeCTOTA HA HEXKETAHH PeaKLHH, CHOOLIEHH IPH NOCT-MAPKETHHIOBOTO HAOMIOZEHHE; He ca
HabmoaaBaHH B IU1aLEe60-KOHTPOIHPAHH KIMHHYHY NPOYYBaHHS.

7 He e craTuCTHUECKM CHTHU(EKAHTHO PasiHyuHa oT riauebo.

[IpunagbimTe ca NO-4€CTH NPH NALMEHTH B CTAPYECKa BB3PacT (BL3pacT >65 rOAHHH).

8. Onucanue na usbpani Hexcenanu NeKapcmeeni pearyuu
[MpexpaTaBaHeTo Ha JY/IOKCETHH {0COGEHO KOraTo € BHE3aNHO) YECTO BOAH 0 CHMIT
3amaiiBane, CEH30PHH HapyIICHHA (BKIIOYHTEIHO NAPECTE3HA HWIH YCIIAHNA, Moaod



eJICKTPHUECKH TOK, 0co0eHO B 06acTTa Ha IMaBaTa), HApYIUEHHA B ChHS (BKIOYHTENHO Oe3ChHAE U
HHTEH3HBHO CHHYBaHE), YMOPa, COMHONIEHTHOCT, Bb30Y/1a WIH TPEBOKHOCT, TafIGHE H/HJIH NIOBPBILAHE,
TpEeMOp, INaBoGoNKe, MHANTHA, pa3Apa3HHTENHOCT, THAPHA, XHIIEPXHAPO3a H BEPTHTO ¢a Hal-uecTo
CHOOIIABAHMTE HEKENAHH PEAKITHE.

O6mo, u 3a SSRIs u 3a SNRIs, Tean ¢cE0MTHA ca JEKH A0 YMEPESHH H CaMOOTPaHHHABALlH CE, BBIIPEKH qe
DBPH HIKOH AALMEHTH T¢ MOKE A Ca TEXKKH W/HIN OPOZBIDKUTETHN. 3aT0Ba ce NPenopbyBa, KoTaTo He ce
Hanara noBey4¢ NeYCHHE ¢ JyNOKCETHH Aa 01/le B3BBPLICHO MOCTENEHHO CIIHpaHe, Ype3 HAMAILIBaHe Ha
Jo3ata (BK. Touka 4.2 ¥ Touka 4.4).

Ilpe3 12-cenMuuHaTa octpa das3a Ha TPH KIMHWYHH NPOYYBAHKA C JYMOKCETHH IIPH MALKMEHTH ¢ AHabeTHa
HepponaTHa 6onka e HabmonaBaHO MAJTKO, HO CTATHCTHYECKH 3HAYHMO TIOBHIICHHE B KPBEHATA ITOKO3a Ha
I71aJIHO, TIPH MALHEHTHTE Ha NedeHHe ¢ aynokceTnH. HbAlc e crabunen U npH naiMeHTHTE JIEKyBaHH C
IDyNOKCETHH, H NPH NAlMEHTHTE IeKyBaHu ¢ mnateto. [Ipes ¢pazara Ha yab/DkaBane Ha TE3H NIPOYUBAHHA,
MPOIBL/DKHNA 10 52 ceMHULM, € HAMHYHO NopHImeHAe Ha HbA 1c H B rpynaTta Ha AYJIOKCETHH H B rpyfiaTta Ha
PYTHHHA Tepalus, HO CpeiHOTO nopHineHne ¢ 0,3% no-roaMo B rpynaTa Ha JCYEHHE ¢ NyJIOKCETHH.
Hanu4Ho € neKko NORAINECHAE B KPBBHATA [IOKO33 HA MIAJHO H Ha 00IHA XONeCTEPO IIPH MALHEHTHTE
JIeKYB4HH C AYJIOKCETHH, AOKATO Te3H TaGOpaTOPHH H3CIeJBAHHMA NOKA3BAT JEKO HAaMalIeHHe B IrpyriaTa Ha

PYTHHHA Tepanus.

KopHrupaHusaT cnipaMo cepaeqnarta yecrora QT uHTepBan npH NalMEHTHTE, IEKYBaHH C IYJIOKCETHH, HE Ce
pa3iMu4aBa OT TO3H, HaGNIoNaBaH NPH NALHEHTHTE, JIeKyeaHH ¢ Iwanebo. He ca Habmonasaly KITHHHYHO
3paynmMi paiukd 2a QT, PR, QRS amn QTcB u3MeppaHuaTa MEXAY NANHECHTHTE, IEKYBaHHTE
JYNOKCETHH W TE3H NeKyBaHHTe ¢ rwiaue6o.

2. lleouampuuna nonynayus

O6mo 509 nauueHTH Aeia HA BB3PAcT oT 7 10 17 rOMHH C roAsMO ASTIPECHBHO Pa3CTPOMCTRO ca EKyBaHH
¢ AYNOKCETHH B KTHHWYHH npoyusatui. KaTto nano npoduisT Ha HeKeTaHWTE JIEKAPCTBEHH PEaKIHH Ha
JAyNOKCETHH IIPH JElia H IOHOIHN € Nofo0eH Ha TO3H, HabMoJaBaH NMPH BE3PaCTHH.

332 nauMeHTH OT NEAHATPUYHATA NOMYNALMA, KOHTO TEPBOHAYATHO ca _

PaHIOMH3HPAHK 12 NOTYYaBaT AY/JIOKCETHH B KITMHHYHHA NMPOYYBaHKS, HIHTBAT CPEAHO HAMATICHHE Ha
Ternoro 0,2 kg xbm 10-1a cepmuua. Cnep ToBa B MpogB/DKeHHE Ha 6-MeceueH NepHO/l Ha NPOXbDKEHHE,
NOBEYETO OT Te3H NAIHEHTH UMAT CKIOHHOCT KbM BB3CTAHOBABAHE HA MIXOOHOTO CH TErNO B NEPUEHTHIA,
KOHTO ce ouaksa Ha Ga3zaTa Ha NOMyJAlHOHHHTE JAHHH OT BPhCTHHIIHTE, CHOTBETHH TIO BB3DACT M 110 (B3K.
Touka 4.4).

Crofmapane Ha NoN03UPaHA HeXeNIaHA PeaKLHH
CrobliaBatero Ha NOAO3HPaHA HEXXENAHW PEAKIHH ClIEN| paspelaBaHe 3a ynorpeba Ha ieKapCTBeHHA

APOAYKT € BaxKHO. TOBA MO3BO/LABA Aa NPOABIDKY HabIIOASHHETO Ha ChOTHOIICHHETO NMOMN3a/PHCK 32
JIeKapCTBEHHMA MpoAyKT. OT MEAMIMHCKHTE CTICLHAJIACTH Ce M3HCKBa JIa choOLaBaT BCAKA MON03MpaHa
HeXellaHA PeaKiKd AHPEKTHO Ypes:

WznmenanTenna aredims no nexapersara (MAJI):
yin. ,,Jaman I'pyep™ Ne 8

rp. Codmusa 1303,

Ten. +359 2 8903417

en. nowa: bda@bda.bg

yebcaiiT: www.bda.bg

4.9 IIpeaoznpane

CrpobmaBsanu ca ClIy4aH Ha IPEO3HPaHE, CAMOCTOSTENHO HWIH B KOMOHHAIHAA ¢ APYTH JIEKapCTBEHH
NPOAYKTH, C I03H AylokceTHH oT 5 400 mg. Hma HAKXOIKO CMBLPTHM CITydaH, OCHOBHO MpPH C
Npeno3Hpase, HO ChIIO TAKa C AYJIOKCETHH CAMOCTOSTENHO B 1032 OT NPHOIH3HTENHO 1
CHMIITOMHTE Ha NpeAc3HpaHe (AyTOKCETHH CaMOCTOATENHO HIH B koMOMHaLMs ¢ Ipy
NPOIYKTH) BKIIOYBAT COMHOIIEHTHOCT, KOMA, CEPOTOHHHOB CHHIPOM, NPHNIATBIH, I
TAXHKAPIWA.




He e mBecTen cneuuduyed aHTHAOT Ha JyNOKCETHH, HO aKO HACTHITN CEPOTOHWHOB CHHAPOM MOXe Aa ce
MM TpeBUA COCLHAGUYHO JieueHHE (KATO ¢ IMITPOXENTAAMH H/HIH TeMneparypeH koHTpon), Tpatea Aa ce
noaabLpxKaT cBoGOHN AUXaTenHuTe MFTAMA. [IpenopryuBa ce NpocneAsBaHe HA CHPAEYHHTE H )KH3HEHH
NOKAa3aTEelH, 386QHO ¢ NOOXOAAUH CHMITTOMATHYHH H NOAABPKAILIH MCPKH. Cromatina TIPOMMBKA MOXKE 4 €
noKa3aHa, ako C€¢ H3IBEPIOH BE3MOKHO Haﬁ-CKOPO clea NOrABINAHCTO HUITH [IPH NMALHEHTH CEC CHMITTOMH.
AKTHBHHSAT BEITICH MOXe /13 TIOJIE3€H 32 OrpaHHYaBaHe Ha pe3opOimara. JlynokceTHH HMa rojiam ofeM Ha
pasnpenenenne H GopcupanaTa auypesa, xemonepdysnus U oOMeHHa nepdy3nd € MaJIKO BEPOATHO Aa ca OT
mon3a.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 DapmMaxoARHAMAYHE CBOHCTBA
®apmakoTepanepTHIHa Tpyna: ApyrH anTHaenpecaHtd, ATC xon: NO6AX21

Mexanu3tM Ha eicTBRE

JlynokceTHH ¢ KOMOMHHpaH HHXHOHTOP Ha 00PATHOTO 3axBaiaHe Ha cepoTonnH (5-HT) H HopanpeHanHH
(NA). Toli cnabo neaxubnpa 06paTHOTO 3aXBalNaHe Ha NOMaMUHA, 6¢3 3HAYHM aQHHHTET KbM
XHCTAMHHEPIHYHHTE, JONAMHHEPIHIHH, XOJMHEPIrHYHH H aApeHepruyHy penienTopi. JlynokcernH fo3a-
3aBHCHMO [OBHLIABA €KCTPAUCHyNapHHTE HHBA HA CEPOTOHHHA H HOPHOPAJPEHAIHH B PasiK4HH MO3bYHH
obnacT NpH XUBOTHH,

dapmakoAHHAMWYHHE edeKTr

JynokceT¥H Hopmanu3upa npara Ha 6onkaTa NpH HAKONKO NPeJKTHHHYHH MOJIENA Ha HEBPONIATHA H
BB3MTUTHTE/THE G0JIKa H cMeKYaBa NOoBeAeHHETO pH Honka B Moaen Ha NepcHcTHpamia 6omka. Cuuta ce, 4e
HHXHOHPaNIOTO GoNKkaTa NeficTBHE HA KYJIOKCETHH € PE3yJITaT OT NOTEHUHBPAHETO HA NeCUCHAEHTHHTE
HHXMOHTOPHH GONKOBH IBTHIIA HA LICHTPAIIHATA HEPBHA CHCTEMA.

KnuHnuHa edukacHocT B 6e300acHOCT

Tonamo denpecusno pascmpoiicmeo: JIynokceTnH e w3yyasaH B KTMHAYHH NpOTpaM, BKJousawld 3 158
natiHeHTH (eKCcno3HLHA oT 1 285 narmeHTO-roanHN) oTroBapsiiy Ha DMS-TV xpHTepHuTE 33 ronsMa
nenpecHs. EdukacHocTTa Ha AYAOKCETHH NPH NPENCPBUHTENTHA AHEBHA 1033 60 mg BEIHEX AHEBHO €
TIOK43aHa P TPH OT TPHTE PaHAOMH3HPaHH, ABOHHO-CIIENH, WIAuefo KOHTPOIHpaHH, ¢ GukcKpana f03a
npoy4BaHHA B ocTpa dasza npu BE3pacTHY aMByNATOPHH MALMEHTH ¢ TOJAM JenpeciBed enusoz. 0o,
e(HKacHOCTTa Ha AYNOKCETHH € JAEMOHCTPHpaH NPH OHEBHA Jio3a Mexry 60 i 120 mg B oburo met ot ceneMre
PaHIOMH3UPaHH, ABOHHO-CIENH, MaueGo KOHTPOAHpaHH, ¢ GukcupaHa 103a NpOy4BaHus B ocTpa ¢aza npH
Bb3pacTHH aMOy/IaTOpHH NMAllHEHTH ¢ FONSM ACNPECHBEH STH301.

JIyNOKCeTHH NOKa3a CTATHCTHYECKO TMPEAUMCTEO CTIpaMo Tuiauebo, mpoceaeHo dpes nofodperne Ha ofius
pesynrar no 17 roukopara Hamilton Depression Rating Scale (HAM-D) (BkmouHTenHO H Ha

€MOLIHOHATIHMTE M HAa COMaTHIHHTE CHMITTOMH Ha JenpecHd). CTeneHTa Ha OTTOBOP M PEMECHS €A CBHILO
CTATHCTHYECKH 3HAYHMO TIO-BHCOKH NPH AyNOKCETHH, B cpaBHeHHe ¢ anebo. CaMo Manka 4acT OT NalMeHTH
BKJIFOYCHH B IHJIOTHH KINHHUYHHA NPoyYBaHuA ca GHjH ¢ TeXKa aenpecus (m3xomaHo Huso HAM-D>235).

B npoy4sane 3a npeoTBpaTABaHE HA PEHH/INB, MAIHEHTHTE, NOBIHANH C€ OT 12-CeIMHYHO OTKPHTO, OCTPO
neveHHe ¢ AynokcetHH 60 mg BeAHBX JHEBHO, Ca PAHAOMHM3HpaHH WIH Ha MyNOoKceTHH 60 mg BOAHBK
IHEBHO MITH Ha mnanebo 3a ome 6 Meceua. Ilpmnaradero Ha AynokcernH 60 mg BeAnwsX AHEBHO TOKaza
CTATHCTHYECKO 3HAYMMO NPEHMCTBO B cpaBHeHHE ¢ mnauebo (p=0,004), no oTHOINEHHE HAa M3MEPBAHETO 32
ITEPBHYEH HM3X0J, TPO(QHNAKTHKATA Ha peLMAMB Ha JCMpecHs, H3IMEPeHa 4Ype3 BPEMETO [0 PpelHHBAa.
YecToTaTa Ha PeLAMBHTE 110 BpEME Ha 6-MeceuHHa ABOHHO-CIAN MepHOA Ha mpocneassane ¢ 17% u 29%,
CHOTBETHO, 38 JYJIOKCETHH H 3a 1anedo.

ITo BpeMe Ha 52-ceAMHYHOTO MUIaNebo KOHTPOMMPAHO ABOHHO-CIIANO JICHEHHE JICKYBaH
NAalHEHTH ¢ PEUUANB Ha roaMo JENPECHBHO PascTPOHCTRO HMAT CHIHH{HKAHTHO NO-
nepuon (p<0,001) B cparHeHNe C MALIMEHTHTE, PAHAOMW3HPAHH Ha rwianebo. BeHuxu
NPEBAPHTENHO ¢a CE [OBIHAIH OT AYJOKCETHH [10 BpEME Ha OTBOPEHO JICYEHHE C Y.




cenMuum) npu foza ot 60 a0 120 mg/aHesno. Mo Bpeme Ha 52-ceqmMuuHATA IIaNe00 KOHTpONIHpaHa
ABoiiHO-cyANa daza Ha neueHne 14,4% OT GauMeHTHTE, JICKYBAHH C JYNOKCETHH, & 33,1% 0T mauueHTHTE,
TPeTHPaHH ¢ WiaueGo, MPeKHBABAT NOBTOPHA MOABA HA CHMITTOMHUTE CH Ha aenpecus (p<0,001).

EdexThT OT NpHiaraseTo Ha AynokceTHH 60 mg BeAHBXK AHEBHO NPH NMAUHCHTH C JENPECHs B CTapUecKa
BB3pacT (>65 roaunn) e oueHeH cnewduMHO B MpoyyBaHe, MOKA3Bamo CTATHCTHYECKH 3HAYMMA Pa3fiuka B
HaManaBaHero Ha HAMDI 7 peaysrrata 3a nalMeHTHTe, TeKyBaHH ¢ AyIOKCETHH, B CPaBHEHHE ¢ nnauebo.
TToHocHMOCTTAa HA AynoKceTHH 60 mg BeaHLX OHEBHO IIPH MAIMEHTH B CTApPUYECKA BB3PACT € CpaBHHMA C
Tasw, HabmogaBaHa NpH mo-MiIagM BE3pacTHu nauueHTy. Januure, ob6ade, 33 NAlHEHTH H3JI0XEHH Ha
MakcHMasTHaTa A03a (120 mg OHeBHO) ca OrpaHMHEHH M 3aTOBA C¢ NpenopHYBa NOBHINEHO BHAMAHHE MPpH
JIEYEHHE Ha Ta3H MOMYJ/IALEA.

Tenepamuupano mpeeoxcuo pascmpoiicmeo. JlyTOKCeTHH T0Ka3a CTATHCTHYECKH 3HAYHMO MPEIHMCTBO
cnpAMo mnaueo npM NeT OT NeT NpOoyYBaHHA, BKIIOUAIH YETHPH PaHIOMH3HpPaHH, JBORHO-ClIenH, Iiauebo
KOHTPOJIHPaHH OCTPH NpOYUYBaHEA W IPCYUYBaHe 3a Npo(RIAKTHKA Ha PELHIMB ITPH BL3PACTHH ¢
reHePATH3HPAHO TPEBOXKHO palCcTPOHCTRO.

JIyIOKCETHH NMOKA3a CTATHCTHYECKH 3HAYHMO IPeIMMCTBO CIPAMO Iw1aneGo, H3MepeHo upes NoJoOpeHne Ha
omA cKOp No ckana 3a TpeBokHOoCT Ha Hamilton (Hamilton Anxiety Scale (HAM-A)) u ckopa 3a 0610
(YHKIHOHAHO Pa3CTPOMCTBO N0 CKANA 33 HHBanuaHocT Ha Sheehan (Sheehan Disability Scale (SDS)).
CrenenuTe HAa MOBMTHSBAHE H PEMHUCHS €A CBINO TO-BHCOKHM TIPH OYJIOKCETHH B CpaRHeHHe ¢ mnanuebo.
JIynoKceTHH IOKA3Ba CPABHMMM PE3YNTATH 3a ePHKACHOCT ¢ Te3H HAa BEHJAMAKCHH OT TINEJHA TO4KA
nogobpenre Ha obuus ckop mo HAM-A.

TIpu npoyuBaHe 3a NpodANAKTHKA HA PEUMIHE MALHEHTHTE, MOBIHIBAINA CE OT 6-MECEYHO OCTPO OTKPHTO
NeMEHHE ¢ AYTOKCETHH Ca PAHAOMM3HPAHH A NOMYYaBaT WIH AYJIOKCETHH, N ruiale6o 3a nociengamure 6
Mmecena. iynokcerss 60 mg 1o 120 mg BefIHBXK AHEBHO NMOKA3BA CTATUCTHYESCKH 3HAYHMO NPETHUMCTBO B
cpaBsHeHHe ¢ Ianebo (p < 0,001) np npodHIaKTHKATa Ha PELIHIHB, H3MEPEHO Ype3 BPEMETO [0 1I0ABA HA
permaue. Yectorara Ha pelHAMB npe3 6-MecedHHS MePHO/ Ha TIOCIeABALIOTO ABOHHO-CIANO MPOCTIEASBAHE
e 14% npH aynokcetuH 1 42% npu mnaneGo.

Huabemna nepughepna negponamua 6onxa: EQuxacHOCTTa Ha XYIOKCETHH 32 JieueHHe Ha AualerHa
HeBpollaTHa 6ONKa € YCTaHOBeHa npd 2 paBIoMH3Apaty, 12-cenMHYHM, ABOHHO-cIeny, mianebo
KOHTPOJINPaHH, ¢ GUKCHPaHA 1034 NPOYYBAHHUA NPH BH3PAcTHH (22- o 88-roaumuu) ¢ nHabeTHa
HeBpoTIaTHa §oNKa B IIpoJWIKeHHe TIOHe Ha 6 Mecenia. ITanueHTHTE, 0TTOBApAINM HA KPHTCPHUTE 32 FONIAMO
JCTPECHBHO Pa3CTPOFHCTBO, Ca U3KIOUEHH OT TE3H NMpoyuBaHH. H3MepHTEN Ha IBPBUUHUA H3XOA €
ceJMHYHATA CPeIHA CTOHHOCT Ha 24-yacoBara GoJKa, KOATO € OTPa3iABaHA B SKCIHEBEH JHEBHHK HA
nmauHeHTHTe no 1 1-Touxosara ckana Ha Likert.

B aserte npoyusanns, dynokceTiH 60 mg BeAHEK OHEBHO H 60 mg ABa [THTH JHEBHO SHAYHTEIHO HAMAIABA
Oonkara, B cpasHeHHe ¢ mnaneGo. EQexThT NpH HAKOH NALMEHTH ¢ BHAMM IIPe3 [TbPBHUTE CEAMHLH Ha
neyenre. PazmikaTa B cpennoTo nogobpeHue M1y aBeTe paMeHa Ha aKTHBHO JIEYEHHE HE € 3HAUUTENTHA.
Or6ennsano ¢ none 30% crobmasano Hamangsane Ha GonkaTa Ipy MPUOMH3KTENHO 65% OT NIeKyBaHHUTe C
IDyNeKCeTHH TIaHeHTH cpelity 40% 3a ruiane6o. CroTBeTHUTE LM pH 34 noHe 50% penykuma Ha Oonkarta ca
¢poTBeTHO 50% 1 26%. Crenenra Ha KiHHI4eH oTroBop (50% wiu nmopeye noaobpesne na 6onkara) e
AHAJIM3HPaHA CIIOPEA TOBA JANMH NALMEHTHT € IPOSBHI COMHOJIEHTHOCT [0 BpEME Ha JIEYEHHETO HiIH He. 3a
NAUMEHTHTE, KOMTO HE ¢a NPOSABHIM COMHOIEHTHOCT € HabJioaBaH KIHHHYEH 0TToBop npH 47% ot
NalMeHTHTE, NOTyYaBallH JynokceTvd U 27% ot nanuenTure Ha nnanebo. CrenenTa na KIWHIYEH OTTOBOP
[pH NMalMEHTHTE NPOABHIM COMHONEHTHOCT € 60% na qynoxcerun u 30% va manebo. Ianuentwure,
HeNposABABallK peayKLua Ha Oonxara oT 30% B paMKkuTe Ha 60 THH AcUECHHE € MAJIKO BEPOATHO Aa
JOCTHTHAT TOBA HUBO ITPH NO-HATATHIIHO JIEHEHHE.

[py OTBOPEHO ABNATOCPOMHO HEKOHTPONHPAHO NPOyUYBaHe HaMasleHHeTo Ha DojikaTa npH NalHEeHTH,
MOBJIMAHH OT 8-CEAMHYHO OCTPO JIedeHHe ¢ YJOKCeTHH 60 mg eAHOKpAaTHO HEBHO, C€ 3
Mecelld, KaKTo € OLIEHeHO ¢ NPOMAHATA MO CKajaTa 3a KpaTka oueHka Ha 6onkara (Brief
(BPI)) Ha 24-uacoBus cpeaeH Opoii To4KH 32 Gonka.




Hleouampuana nonyrayus

JIynOKCeTHH He ¢ H3CJAEABAH NPH MIALHEHTH NOA 7-TofAMINHA Be3pacT. IIpoBeaeHH ca Ape paHAOMH3HPAHH,
ABOHHOCIETIH, MAPANIC/IMA KITHHAYHHE TTpoy4BaHus npd 800 MeaHaTpHYHH NALMEHTH Ha BB3pacT ot 7 ao 17
TOIMHH C TONAMO ACHPECUBHO pa3cTpoicTBO (BK. Touka 4.2). Tesu ape npoy4saHna BKmoysar 1 0-ceqMuiHa
wiane6o-KOHTPONHMPAHA H AKTHBHO-KOHTpONHpaHa (duiyokceTHH) ocTpa $a3a, NoclieIBaHa oOT [eCTMeCEIeH
NepHOA Ha NPOXB/DKEHHE HA aKTHBHO KOHTpoNHpaHo nevesne. Huto rpynara, nexysasa ¢ aynokceTuH (30-
120 mg), HuTO rpynara c akTeBHA KOHTpona (uyokcerrn 20-40 mg) CTATHCTHYECKH CE Pa3Niu4aBaT OT
rwiane6o no OTHOWIEHHE Ha poMAHaTa B o6umTe peaynTaTd no ckanara Children’s Depression Rating
Scale-Revised (CDRS-R) ot usxoanus a0 Kpaiinig MoMeHT. [IpekbcBaHe Ha NeYeHHETO MIOPaH HEXKellaHH
CHOMTHA € N0-4eCTO IPH MALHEHTHTE, MPHEMAIIH AYJIOKCETHH, B CPABHEHHE ¢ TE3H, JIEKYBAHH C
¢ryokceTuH, B noBeveTo cnyyau nopanaH rajese. Ilo speme Ha 10-ceAMHYHHA NEPHOA HA AKTHBHO JICHCHHE
e ChOBHIABAHO 33 CYMUMAHO noBencHHe (TynokceTHH 0/333 [0%], duyokcernn 2/225 [0,9%)], nnauebo 1/220
[0,5% ]). Ipe3 uenus 36-cenMuteH Kypc Ha H3CIEABaHETO, 6 OT 333 NauMeHTH, KOHTO MBPBOHAYAIIHO ca
paHIOMH3HPaHH Ja NOIy4aBaT AyTOKCETHH, B 3 oT 225 nalHeRTH, KOUTO IThPBOHAYaTHO ca PAHAOMHA3IHPAHH
Ja No’y4aBar GIIyOKCETHH, IPOABABAT CYHLIHAHO TOBEAeHHe (eKCIIO3HLMA-KOPHIMpaHaTa YecToTa Ha
cynuuaHo noseaenue ¢ 0,039 cx6HTHA Ha MALMEHT Ha ro/iMHa 3a AynokceTHH, | 0,026 3a ¢uyokceTHn).
OcBeH TOBa, €IMH NTAUMEHT, KOMTO € IPeMHHAN OT IUTalle60 Ha JICYCHHE C YJIOKCETHH, € HMAJ CYHLIMAHO
TIOBEIEHHE N0 BpEMe Ha MPHEMA Ha J1yJIOKCETHH.

EpponeiickaTa areH1A N0 JeKapcTeaTta 0cBOGOKIaRA OT 33 B/DKEHHETO 34 MPeAOCTABAHE HA Pe3yJITATHTE

OT NPOYUBAHMSA C AYJOKCETHH TIPH BCHYKH TIOArPYIH HA NeAHaTpHUHATa TOMYNAlHY NPH JISYCHHE HA FOTIAMO
IETIPECHBHO Pa3CTPOHCTBO, nuabeTHa HeBponaTHa GONKa M reHepaTH3HPaHo TPEBOKHO Pa3CTPOKCTBO.
Brkre Touka 4.2 3a uHGOpManma oTHOCHO ynoTpebaTa mpH Aena.

5.2 DapMAKOKHBCTHIHH CBOHCTBA

JlymoKCeTHH ce TpHiIara Karo camocrosTeneH eHanthoMep. JIynokceTHH ce MeTabonu3Hpa NpeAnMHO OT
okcuaaTHBHH eH3HMH (CYP1A2 u nonmumopdHna CYP2D6), nocnensaHo 0T KOHIOTHpAHe.
DapMaKOKHHETHKATA Ha AyJOKCETHH NOKA3Ba rojiaMa BapHabunHoCT Mexay OT/lenHuTe HHHBHAH (0bmo
50-60%), nwoKama ce B H3BECTHa CTETIEH Ha MONa, BE3PAcTTa, CTATyca Ha TIOTIOHONYLUICHE H ChCTOSHHETO
Ha MeTabonuanpamara cicrema CYP2D6.

Abcopbyua: [lynokceTHH ce peiopbupa nobpe cnea nepopanso npuwioxkeHHe ¢ Cmax HacTbnBama 6 yaca
cnen ao3upate. AGComoTHaTa opanHa GHOHATHMHOCT Ha HyJIOKCEeTHH BapHpa ot 32% no 80% (cpeano
50%). XpaHara yah/bkaBa BpEMETO 3a JOCTHIAHE Ha BBPXOBH KOHIEHTpalH oT 6 Ha 10 vaca U T4
MapruHalHO HaMaJlABa cTeneHTa Ha pe3opbuus (npubnusurento 11%). Te3n npoMeHH He ca ¢ HAKAKBA
KIHHHYHA 3HAYHMOCT.

Pasnpedenenue: lynokcerns e npubimsurenHo 96% cpbp3aH ¢ YOBEIIKHTE IUIA3MEHH APOTEHHH.
JlynokceTHH ce ¢BEp3Ba K ¢ anOyMHH H ¢ anda-1 kucemma riukonporedt. IIpoTennHoTo CBEp3BaHe He ce
[OB/THABA OT OBOPEYHO WK YepHOOPOOHO yBpeKIaHe.

Buompancgopmayun: Kynokcerun ce MeTabonu3Hpa eKCTEH3HBHO H MeTADOIIMTHTE Ca EKCKPETHPAT
OCHOBHO ¢ ypuHara. [{uroxpomure P450-2D6 u 1 A2 karanusupar o6pa3yBaHeTo Ha JB& OCHOBHH
MeTaboJIMTa IIIOKOPOHHA KOHIOTAT Ha 4-XMAPOKCH AYTOKCETHH H CYA(aTEH KOHIOTAT HA S-XHAPOKCH,6-
METOKCH JiyNokceTHH. B3 oCHOBA Ha in vitro NpoydYBaHUs, IHPKYTHPALIUTE METaOOHTH Ha JYJIOKCETHH Ce
cHHTaT (apMaKoIOrH4yHO HeaKTHBHH. PapMAKOKHHETHKATA HA TYIOKCETHH NPH MALHEHTH, KOUTO Ca NOLIH
Merabonus3aTropH no orHowmenue Ha CYP2D6 "e € cnenmdmuso u3ydasaHa. OrpaHHYEHH JaHHH
MpEANoJarar, 4¢ Npy Te3H NaHeHTH INa3MEeHUTe HABA Ha JYJIOKCETHH €3 MO-BHCOKH.

Enumunayus: EIHMAHAITHONNMAT TTOMYXHBOT HA AYJIOKCETHH Bapupa ot 8 1o 17 vaca (cpeano 12 gaca).Crien
HHTpPaBEHO3HA 1034, TUIa3MEHHAT KNIMPLHC HA AYJIOKCETHH BapHpa oT 22 l/uac o 46 l/gac (cpemmo 36

{cpenno 101 Vuac).

Cneyuannu nonynayuu
Ilon: Mexay MBbXe W KeHH ca BASHTHGHIMpaHH (dapMakOKKHETHYHH Pa3IHKH (arie



KIHpBHC € npubmazutento 50% mo-HHCHK NpH *eHH). BB3 0CHOBA Ha NPHNOKPHBAHE MO OTHOINEHHE Ha
KAHMPDbHCA, OCHOBAHHUTE Ha N0 $apMakoKMHeTHYHH pa3fMKH He ONpaB/asaT NpefopEKaTa 3a H3NoN3BaHe
Ha [O-HHCKA 034 NPH JKCHH NALMCHTH.

Buwapacm: Unentuduumpans ca GapMakoKHHETHUHH PA3THKA MEXY [T0-MNAJH ¥ O-BE3PACTHH XKeHH (=65
roanan) (nopumenne Ha AUC ¢ okono 25%, a NOMy>KHBOTEHT € 0KoJIo 25% NO-XBTbI NP TE3H B CTapuecka
BB3PacT), BEIPEKH Y€ CTENEHTA Ha TE3H MMPOMEHH HE € IOCTATEYHA, 3a Aa ¢¢ 00ocHOBE MPOMAHA Ha J03aTa.
Karo o61mia npenoprka, fevyeHHETo B CTApYecka BE3pacT TpAGBa Jia cTaBa ¢ NOBHIICHO BHUMAaHHe (BX. TOYKH
42udA).

Bvbpeuno yepexcoane: TlanuenTure B Kpaiina da3za Ha 6L0pedHa HEAOCTATHYHOCT Ha AHAJIH32 UMAT 2 ITBTH
10-BHCOKH cToiHocTE Ha Cmax 1 AUC 3a 1ynokceTvH, B CpaBHEHHE ¢ 3ApaBH NHIA. [IpH naumeHTH ¢ aeka 10
ymepeHa O016pedna HeoCTaTHIHOCT PapMAKOKUHETHYHHTE JAHHH 33 JYJIOKCETHH Ca OTpaHHYEHH.

Yepnodpobuo yepescoane: YmepeHo uepnonpobuo 3abonssane (Child Pugh knac B) 3acara
(hapMaKOKHHETUKATA Ha AYJOKCETUH. B cpasHenme ¢ 30paBH THIA, TPH MALHEHTH ¢ YMEPEHO JepHOAPOobHO
3a60NsBaHe YCTAHOBEHHAT IU1a3MEH KIIHPBHC HA JYAOKCETHH € 79% No-HHUCHK, YCTAHOBEHHAT TEPMHHAEH
MOMYKHBOT ¢ 2,3 T no-asaer, a AUC e 3,7 T no-pHcoka. PapMaKOKHHETHKATA Ha TYJIOKCETHH H
HETOBHTE METAGONMTH He € H3y4yaBaHa NpH MALMEHTH C AeKA HIH TeXKa YepHOAPOOHA HEAOCTATHYHOCT.

Kvpmewgu maiixu: JIAcnosHMATa Ha TyJOKCETHH € H3YYaBaHa NPH 6 KHPMEIIH JKEHH, KOHTO ca OHH noHe
12 ceamunn ciren paxaane. JIyJTOKCETHH ce OTKPHBA B KbPMATa, H CTALIHOHAPHHTE KOHLIEHTPALMH B
MalfYMHOTO MIAKO Ca OKOJIO €JHA-YETBHLPT OT Te3H B Iia3maTa. KomdecTBoTo QyOKCETHH B KbpMaTa €
npHONH3NTEHO 7 Pg/MHEBHO ApH Ao3Hpane ¢ 40 mg 1Ba TbTH AHeBHO. KBpMeHeTO HE MOBIHARA
thapMakoOKHHeTHKATa HA AyIIOKCETHH.

Heouampuvna nonynayus: ©apMakoKHHeTHUHHTE CBOHCTBA HA JYJIOKCETHH NPH MEAHATPUYHHA NalMEHTH HA
BBE3pact OT 7 A0 17 roauHA ¢ rofaMo KEMpPecHBHO Pa3cTPOiCTBO Cllel NEpOpalHO NpHIarane B cXema Ha
aozupane 20 1o 120 mg BeAHEBX JHEBHO ca XapaKTePH3HPaHH C MOMOLITA Ha NOMyJIAHHOHHO-MOZIeIMpaH
aHanu3 Ha OasaTa Ha AaHHH OoT 3 npoy4eaHns. [IpeaBHIEHATE OT MOAENa [IA3MEHH KOHLUEHTPALIMH HA
IYTOKCETHH B CTALHOHAPHO CHCTOSIHHE NP MauHEHTH-ACLa B IOBEYETO CJIyYaH ca B TpaHHLIMTe Ha
IHMana3oHa Ha KOHLIEHTpauuuTe, HabmoJapaH PH BE3PACTHH NALMEHTH.

5.3 HpeaknHEEYBE AaHAE 32 0€300aACHOCT

JIyNIOKCETHH He € TEeHOTOKCHYEH TIPH CTaHapTeH Habop OT TECTOBE, a NPH ILTEXOBE HE € KapLMHOTEHEeH.
TIpu npoyvBaHe 3a KAPLUMHOTEHHOCT MPH TTHXO0BE Ca HAGIOAABaHH MHOTOAAPECHH KICTKH B YepHHA Apob
IPH OTCBECTBHE HA APYTH XHCTONATOIONHYHH OpoMeHH. MexaHH3MbT, KOHTO € B OCHOBATA HM W KIMHHYHATa
3HAYHMOCT ca HEH3BECTHH. JSHCKH MHALLKH NONYYABAITH AyNOKCETHH 34 2 TOJHHH HMAT [IOBHIIIEHA YeCTOTa
Ha XeTaTolleyIapHH aIeHOMH H KapLHHOMH caMO APH BHcOKHTe A03H {144 mg/kg/nHeBHO), HO Te ca
CYUHMTAT KaTO BTOPHYHH Ha YEPHOAPOOHATA MHKPO3OMAIHA SH3UMHA HHAYKLMA. 3HAYHMOCTTa Ha Te3H JaHHH
TIpH MHIIIKH [10 OTHOIIIEHHE Ha X0PaTa He e u3BeCTHA. JKEHCKH NTEXOBE, TIOMYJaBATH TYJIOKCeTHH (45
mg/kg/AHeBHO) peaH M MPH CHBOKYIUIEHHE U TIO BPEMe Ha paHHa GpPeMEeHHOCT, Ca MIOKA3a1H HaMalleHHe Ha
KOHCYMAallMATa Ha XpaHa OT MaiikaTa M Ha TeJIECHOTO TEerJ10, HapyIlaBaHe Ha HHKHIA HA pasrOHBaHe,
HamaneHH NOKa3aTelH 3a OPOA JKHBOPOAESHH M NPEXHUBACMOCTTA Ha [IOTOMCTBOTO, H 3a6aBEH pacTex Ha
TIOTOMCTBOTO MPH HABA HA CHCTEMHA EKCTIO3HIIHSA, KOWTO B Hal-noGpus ciTyyail ca NpHOAH3HTENHO 10
MaKCHMalHaTa KIIHHHYHa excnosuunsa (AUC). B npoy4ysaHe 3a eMOPHOTOKCHIHOCT NPH 3aHLH ca
HabmonaBaHH NO-BACOKA HECTOTA HA ChPAEYHO-CHAOBH M CKeNleTHM MangOopmaliMH NPH HHBa HA CHCTEMHA
EKCTIO3MIIMA MO MAKCHMAIHATA KIMHNYHA excriosHums (AUC). He ca nabmonasann MangopMauym B Apyro
npoyYBaHe, 3a M3MHTBAHE HA ITO-BHCOKH NO3H HAa PadiH4HA COM Ha aynokceTrH. [Ipu

NPEeHATATHY/ TIOCTHATATHH TOKCHKOJIOTHYHH [POYYBAHMA [IPH IUTLXOBE, AYJIOKCETHH HHAYLHPa HesKeJlaH!
NOBEACHYECKH e(eKTH B TIOKOJIEHHETO NpH €KCIO3HLHA N0 MAKCHMATHATA KIIHHWUHA eKcnoauuns (AUC).

[IpoyuBanms npu MIaJik IUTEXOBE IOKA3BAT NPEXOIHH ¢(eKTH BLPXY HEBPONOBEACHYEC
H 3HAYHTENHO HAMAJIABAHE Ha TEJIECHOTO TETJIO H KOHCYMHPAHETO Ha XpaHa; HHAYKLMA 1
€H3HMHM; H XenaTouetylapHa BaKyonusauus npH 45 mg/kg/nueeHo. OBmuAT npodmn
AYNOKCETHH MpH MM ILThXOBE € NoA0GEeH Ha TO3H HPH BE3PAcTHH ILTkXose. HHEBO



HexenaHH eeKTH € onpeaeicHo, ue ¢ 20 mg/kg/aHesHo.

6. PAPMANEBTHIHHA JAHHH

6.1 CnnacbK HA NOMOIIHATE BEINeCTBA

Coappxanie Ha KancyJara:

3axapHu chepu

XM/IPOKCHITPOIWIMETH Liei1yno3a (kato HMPC 603 u HMPC-AS-LF)
3axaposa

Tank

Tpuerunor uuTpar

AMoHHeB xunpokcha (25% pasrTeop)

Turanos avokcHa (E171)

Omnanpn 6ano 02A28361

Crcras Ha onaapn 6an0 02A28361
Twranoe muoxcun (E171)

HPMC 2910 / Xunpomenosa (E464)
Tank

Cherap Ha KancynHaTa oOBHBKA:
Turanoe auoxcun (E171)

FD&C Cunro 2/ Huauro kapMus (E132)

HKenatux

6.2 HechbBMECTEMOCTH

Henpunoxumo

6.3 Cpox Ha roguocT

3 roguHM

6.4 Crpensanny ycJOBHA HA ChXPaHeHHE

Ja ce cpxpaHsBa Ba MACTO, HEOCTBITHO 3a ACLA.

Ja ce cEXpaHABa B OPHTHHAJTHATA ONAKOBKA, 34 a ce NMpeAnasu or Bjara
Ha ce cvxpanaea nog 30°C.

6.5 BHA B chALpXKAHHE HA ONAKOBKATA

Bnmcrepu ot nenpospauno PVC/PE/PVDC-AL gonuo

Enun Gnnctep ceabpxa 14 6pod cToMaliHO-yCTOHYHMEH TREPAN KAlCYJIH.
PaaMep Ha onakoexara; 28 6post CTOMAIIHO-YCTOHYHBH TEBPAM Kancyiu (2 6nuctepa)
6.6 Croennaing ApeANa3IHA MEPKH IPH HIXBLDJISHE

Hama cneupanHy M3HCKBaHHA

7. MPATEXKATEJ HA PAJPEIIEHHETO 3A YHHOTPEBA
HOBEJ ©®AFPMA ECGOJ

yi. ,,OxonopphcTeH MET Ne 36

rp. Cobun 1415, brorapus
Ten.: +359 2 962 62 80




daxc: +359 2 962 90 36
en.noma: info@nobelpharma.bg

8. HOMEP(A) HA PASPEIIEHAETO 3A YIIOTPEEA
Peructpaunnonen Homep: 20160280

9. JATA HA TBPBO PASPEINABAHE/TIOJHOBABAHE HA PAJPEIIEHHETO 3A
YIIOTPEBA '

Jara Ha nspBoO paspeinaBade: 31.08.2016 r.
Hata Ha nocneaHo IoJHOBABaHE:

10, JATA HA AKTYAJIU3APAHE HA TEKCTA

04/2021




