KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. HME HA JJEKAPCTBEHHA MTPOJAYKT

AVKCET 30 mg cToMamHo-yCTOHYHEH TBBPAH KAICYTH
DUXET 30 mg gastro-resistant capsules, hard

2. KAYECTBEH U KOTHYECTBEH ChCTAB

Beska Kkancyna chabpika 30 mg AYIOKCETHH KaTo NYJIOKCETHHOB XMAPOXNopHI (duloxetine as duloxetine
hydrochloride)

 WBMHNTENHA ATEHLUWAR N0 EKAPCTBATA

HMoMomHo(H) BelecTBo(a) ¢ MIBECTHO ACHCTBHE: (Kpamua xapaxmepuCuKa Ha npogyxma - ITpuacwerue 1
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CroMaurHo-ycToiYHBa TRBPAA Kancyna,
TeEpAN KENATHHOBH KallCYJIH pa3Mep ,,3“ ¢ HeNMpo3padHo 6410 TA10 H HENpO3pavyHO ThMHOCHHBO Karade,
TRIEHM ¢ Oen A0 nouTH 6y Ha LBAT NENeTH.

4. KIHHAYHHUA JAHHHA
4.1 TepanesTHYHH NOKATAHAN

JYKCET e nokasaH 3a e4eHHe Ha roJiiMo JeTIPecHBHO pascTPOHCTBO,
JVKCET e nokasaH 3a neueHue Ha AuabeTHa nepudepHa HEBporraTHa Oonka. .
JAYKCET e noxasaH 3a Jie4eHHe Ha FTeHEpaJIH3HPAHO TPEBOAKHO pasCTPOHCTBO.

JAVKCET ¢ moxasaH npy BE3pacTHH.
3a nomenHUTENHA HH(OpMALMA BHXKTE TouKa 5.1,

4.2 Jo3ApoBKa H HAYHH HA DPHIOKEHHE

EO3EQOBR3.

Tonsmo denpecusno pascmpoiicmso

Hauansara ¥ npenopbuMTeNnHaTa nogaspxama 103a ¢ 60 mg BenHbK AHERHO, ¢ WK Ges xpana. B
KJIWHHYHH MPOYYBaHHA Ca OLIEHABAaHU OT IJlefHa To4Ka Ha OesonacHocTTa A03H Haj 60 mg BenHEA AHEBHO,
J0 MAKCHMAJIHA Ao3a oT 120 mg BeAnb:x AHEBHO. Benpexu ToBa, HAMAa KIIMHHYHH JOKA3aTe/ICTBA
NpeAnoJIaraiy, Ye HaHEHTHTe BeOTTOROPIIH Ha HaYaIHATa NpenopbyYBaHa 034 MOTaT A2 HMAaT 1107133 OT
NOKa4BalIC THTPHPaHE Ha A03aTa.

O6HKHOBEHO TEpaNeBTHYEH OTTOBOP ce HabmioziaBa ciez 2-4 ceAMHLIH JICUCHHE,

3a na OBIe NpenoTBpaTEH PELMAHE, ClIE] KOHCONHAHPaHe Ha aHTHACHPECHBHHA OTTOBOD € NpenopbiBa
NEYEeHHETO 12 MPOABIDKH HAKOTKO Mecena, [IpH nariueHTH, KOUTO ce NIOBIMABAT OT JIEUEHHE ¢ AyNOKCETHH H
HMAT aHaAMHE3a 3a NOBTOPHH ENU30IM HA rONAMA AeNpecHs, MOJKE Aa ce B3eMe N0 BHUMAHHE
MO-HATATHIIHO ABJITOCPOYHO JieueHHe ¢ a03a oT 60 mg ao 120 mg/nHerHo.

Tenepanusupano mpesoicno pascmpoticmeo
IpenopnupanaTa HauagHa A03a NPH NALMEHTH C FEHEPATM3HPAHO TPEBOXKHO PA3CTPOHCTBE T30 IR BC/HBK
IOHEBHO CBhe WIH Ge3 xpaHa. [Ipu naumenTH ¢ He3aJOBONHTENICH OTTOBOP /103aTa TPAOPHF fackX
60 mg, koeTo ¢ oOudaliHaT2 NOAABPIKALIA /1032 TIPH NOBEYETO MALHEHTH.

TIpH NAUKMEHTH ¢ KOMOPOHAHK ToNeMu IENPECHBHH €MH30/H HaYATHATA H MOTh kAR
BEMIHBXK JHEBHO (MOJIA, BIDKTE CHILO NPENOPEKHUTE 32 I03UpPaHE TI0-Tope).



Jo3u xo 120 mg nHeBHO ca NoKasany, e ¢a e(heKTHBHMA M Ca OLIEHABAHH C OTfie/| Ha 6€30NacHOCTTa NPH
KIHHWYHH Ipoy4yBaHHA. CleNlOBATENHO, IPH NALHEHTH ¢ He3aJ0BONHTENEH 0TroBop Ao 60 mg, ysenHyeHHe
no 90 mg wrn 120 mg moxe a ce EMa NpeaBHI. Y BeIHYEHHETO Ha 103aTa TpsOBa 1a € Bb3 OCHOBA Ha
KIHHHYHHA OTTOBOP M IOHOCHMOCT.

Cne,u KOHCONWIAHPAHS Ha OTT OBOp4a, C¢ Npenopnyea aa ce I[])O,!I'BJDKH JIeUEHHETO 33 HAKOJIKO MeCela, 34 1a ¢
mlerHe peuuams.

Huabemna nepugbepra nesponamua Goaxa

HauanHata B npenopBhYHTeNHATA OMTBPXKaa 1033 € 60 mg BeAHBK JHEBHO, ¢hC WK Oe3 XpaHa. B
KIHHHYHH NMPOYYBAHHA Ca OLECHABAHH OT IMi¢AHA TOUKA Ha 6e30nacHOCTTa X034 Haa 60 mg BeIHBK AHEBHO,
10 MakcHMaJHa 103a oT 120 mg qHeBHO, MPHIIOKEHA KATO PABHO pasac/ieHH npHeMH. [InazMenuTe
KOHLIEHTpalMH HA AYJIOKCETHH [POSBABAT rojiAMa HHTEpHHAHBHAYAITHA BAPHAOUWIHOCT (BXK. TO4KA 5.2).
Cnie10BATEITHO, Ha HIKOH NALHEHTH, KOMTO ¢a OTTOBOPHIIA HE3aJOBONHTENHO Ha 60 mg, MoraT fa ca
TIONE3HH MO-TOJIEMH JIO3H,

OTroBOPBT KBM JIEY€HHETO TPAOBA Na Oble oleHABaH caen 2 Mecenia. [Ipn nauueHTH ¢ HEIOCTATEYHO
ITEPBOHAYATHO NMOBTHABAHE € MATKO BEPOATEH AOMBIHHTEIEH OTIOBOP CNIE TO3H NepHOA.

TepaneBTH9HaTa NoN3a Tpsdea fa GEe NpeoueHsBaHa PEryaspHO (NIOHe HA BCEKH TP Mecela)
{px. TOUuKa 5.1).

Heduampuuna nonynayus

HAynokceTnn He TpAGBa qa ce ynorpeGaBa npu Jena H IOHOIIH Ha BB3pacT oA, 18 roauny 3a neuenne Ha
roJAMO JERPECHBHO PAa3CTPOHCTBO, NOPAaH ONaceHH 3a ﬁeaonacnom' # epukacHOCT (Bi. TOUka 4.4,
Touka 4.8 u Touxa 5.1).

BesonacHocTTa ¢ edHKACHOCTTA HA KYJIOKCETHH 3a JieteHue Ha nHabeTHa neputepHa HesponaTHa 60nKa HIK
FEHEPATIH3HPaHO TPEBOXKHO Pa3CcTpOHCTBO He ca u3cnenpanH. JIMncear NaHHH.

Cnet{uwmu nonyaqayuu

Hayuenmu ¢ cmapuecxa ev3pacm

Hpu naupenTH B CTapyecka BB3pPAcT HE ce MPenopbuBa afaTHPaHe Ha 03aTa €JMHCTBCHO B3 OCHOBA HAa
BB3pacTTa. Bunpekn Toka, NoAoOHO HA BCEKH JISKAPCTBEH NPOAYKT, & H3HCKBA BHHMAHKE KOTATO ce
TleKyBaT NIALKMEHTH B cTapyecka Bb3pact, ocobeno ¢ 120 mg JYKCET aneBHO npH roleMH ACNPeCHBHH
€IH30/1H, 33 KOETO HMa OrpaHHYEHH AAHHH (Bx. TOYKa 4.4 ¥ To4Ka 5.2).

Heprodpobrio yepexcoane
JAVKCET He Tpabea Aa ce H3M0/138a NPH NALHEHTH ¢ 9¢pHOAPOGHO 3a00naBane, HOBENO A0 YepHOApoOHa
HeAOCTATRYHOCT (BAK. Touka 4.3. M Touka 5.2).

Bvopeuno yepexcoane

He e Heo6X0qMMO KOPHIHpAHE Ha 1034Ta IIPH NALHEHTH C JeKa 10 ymepeHa Guipeuna guchyHKuys
{kpearnnnoB KIMpEHC 30 A0 80 ml/min). JIYKCET He Tpa0ea aa ce ynoTpebasa MpH NALMEHTH ¢ TEKKO
6p0pedHO yBpexnane (kpeaTHHUHOB KWIMPHHE <30 mi/min; BrokTe Touka 4.3).

IIpexwvceane na nevenuemo
Tpsabea na ce usfiarsa pasko npexscsane. Korato ce npexsera aewenne ¢ JIYKCET, nosara tpabsa na 65ae
HAMaNABaHa NOCTENEHHO 3a IEPHOJ OT TIOHE ©IHA A0 ABE CCOMHIIM, 3a 12 C& HAMAIH PHCKA OT peaxunn Ha

oTHeMaHe (Bk. TOUKa 4.4. H To4Ka 4.8). Ako cneq HaManAB3aHE Ha A03aTa MM NPH NPEKHCA .
ce NOABABAT CHMITTOMM Ha HEMOHOCHMOCT TPAOBA Na ce MMa NPEABHA MTOJHOBABAHE Ha K3
TOBA A03a. BriocneacTee, nekapsaT Moke Ja MpoADKH fla HaMallsBa A03ara, HO Mo-

Havyun na npunoxcenue
3a nepopajiHO NPHIIOKEHHE.



4.3 IporHBONOKA3AHAR

CBpBXYYBCTBHTEJIHOCT KbM AKTHBHOTO BELIECTBO HWIH KbM HSKOE OT [OMOLIHHTE BElECTBAa, H3OpOeHH B
TOYyKa 6.1.

EmnospeMenHoto npuioxkenne Ha JIYKCET c HecenekTHBHH, He0OpaTHMH HHXHOHTOPH Ha
MOHOaMHHooKcHAa3aTa (MAO-HEXHOHTOPH) e npoTHBONOKa3aHo (BxK. TO4Ka 4.5).

YepHonpobHo 3abonseane, Bosemo A0 yepHOAPoGHO yBpexk/iane (Bx. Touka 5.2).

AYKCET ne 1pa6Ba Aa ce npuiara B KOMOHHALKSA C QUIyBOKCAMHH, LHIIPOQIOKCAIMH HAH eHOKCALHH (T.€.
mMomHH CYP1A2 uxu6uTopH), THE KaT0 KOMGHHHPAHETO BOJM 0 MOBHIICHH IUIA3MEHH KOHICHTPALKH Ha
AYNOKCETHH {BX. Touka 4.5),

Texxo 6p6peuno yBpexkaaHe (KpeaTHHHHOB KIHPBHC <30 ml/min) (Bxk. Touka 4.4).

3anousane Ha nedenue cse JIVKCET e npoTHBONOKA33HO MPH MALUMEHTH ¢ HEKOHTPOIMPAHA XHIIEPTOHHKA,
Thil KaT0 MOXe 12 N3/0KH MALUKEHTHTE Ha NOTEHLHANCH PHCK OT XHIEPTOHHIHA KpH3a (BXK. Touka 4.4 1
TouKa 4.8).

4.4 Cnennanun npegynpe:xneHAd # NPeIUATHA MEPKH OpH ynoTpeba

Manus u npunaovyu
AYKCET 1pabpa na ce npunara ¢ BHHMaHHE TIpH MALHCHTH ¢ AaHAMHE32 33 MAHHs MM C IMarHo3a
OunNoNApHO pa3cTPOKCTBO W/HIH NPHNAXBLIM.

Mudpuaza

Crobimaeana e MHApHasa, CEbp3aHa ¢ AyJMOKCETHH, 3aToBa npeanucsasero Ha JIYKCET na naupenTs ¢
MOBHIIEHO BRFTPEOYHO HaNAraHe WA TAKHBA C TIOBHILEH PHCK OT OCTpa TACHOBIHIHA IIaykoMa Tpabea na
CTaBa ¢ BHUMaHHeE.

Kpveno namrzane u copoeyna vecmonia

IIpn HAKOH NaUHeHTH AYNOKCETHH ¢& CBEP3Ra ¢ MIOBHILABaHe Ha apTepPHATHOTO HAATAHE H KIHHHYHO
3HAYHAMA XMNIEPTOHHA. TOBa MOXKe /1a ce ILIDKM Ha HopaapeHeprudHusa e(exT Ha QynokceTHH. Jloknansann
€a CITy4aH Ha XUNEPTOHWYHH KPH3H, OCOOEHO IIPH NMALMEHTH ChC ChLISCTRYRAINA Bevde XWNEPTOHHA. 3aT0Ba
MPH NAUHCHTH ¢ YCTAHOBSHA XHNEPTOHHA H/HUITH APYTO CHPASYHO 3a004BaHe ce [peNophyBa MPOCICAABAHE
Ha apTepHalTHOTO HANATaHe, 0coGeHO 10 BpeMe Ha MbpBHaA Mecel ieueHHe . JlynokceTHH Tpabea na ce
H3NOJI3Ba ¢ BHUMAHKE NPH NANHEHTH, YHeTO CBCTOAHHE MOPKE 1A C€ BMIOLUM OT NOBMINARAHE HA CHPICUHATA
4eCTOTa HIH OT NMOKa4BaHe Ha apTepHaTHOTO HanaraHe, JlynokceTHH TpAabBa na ce MpUnara BHUMATEHO H ¢
JICKapCTBEHH NPOJYKTH, KOHTO MOTAT A2 Hapyluar Heroeud meralomuseM. (Bxk. Touka 4.5). [Ips naunenTy ¢
NEPCHCTHPALLLO NOBHIICHHE HAa KPLBHOTO HaNAraHe no BpeMe Ha IPHEMAHE Ha DyNOKCETHH TpAOBa na ce
o0CHAM NOHWKABAHE HA 103aTa WIH NOCTENEHO NPEKpaTABAaHE Ha JedeHHeTo (Bxk. Touka 4.8). IIpn nauneHTH
C HEKOHTpPOIHpaHa XHITSPTOHHA He TpA0Ba Ja ce 3aroupa JeueHHe ¢ JyJOKCETHH (BK. Touka 4.3).

Bubpeuno yepescoane

IToBuIIEHN NNa3MEHH KOHLIEHTPALMH Ha NyJIOKCceTHH ca HabJoAaBanK [PH MAUHMEHTH ¢ TeXK0 O0pedHo
yBpeXNaHe, NOJJIOKEHH Ha XeMOAHanH3a (KpeaTHHHHOB KIHphHC <30 ml/min). 3a manHeHTH ¢ TEXKO
616peuHo yBpexaane Buxre TouKa 4.3. 32 MHOPMALMA TI0 OTHOLIEHHE HA NALMEHTHTE C JIeKa IO YMEpeHa
0pOpeyHa HENOCTATHYHOCT BIKTE TOYKA 4.2.

Ynompeba c anmudenpecanmu

VYnorpebara Ha kombunanma JJYKCET ¢ antuaenpecanTi TpaGea Ja CTaBa ¢ BH
KOMOHMHHpaHeTo 0cobeHO Che cenekTHBEM 0OpaTHMH MAO-HHXHOHTOPH.




Koam xawmapuon
ITo BpemMe Ha egHOBpeMeHHoTO Nipwickene Ha JIYKCET u pacTHTEIHH NEKAPCTBEHH APOXYKTH,
CBHIBPAANTH ABIT KaHTapHoH (Hypericum perforatum) Moxe f1a ca IO-4€CTH HEKEAHHTE PEAKITHH.

Camoybuiicmso

Tonsmo denpecusro pascmpoiicmeo u 2enepanuzupanc mpeeodicHo pascmpoticmeo: Jlenpecusta ce CBbp3Ba
C NOBHIIEH PHCK OT MHCJTH 3a caMoyOuiicTBO, caMOHapaHsBaHe H caMOyOHICTEO (CyHIMa-CBBP3aHH
ceOHTHA). PUCKET Cce 3anaiBa no HacTHIBaHE Ha 3HaYMMa peMHcHA. Trit KaTo MOZOBPEHHETO MOXe ia He
HACTBITH 110 BPEME Ha ITBPBHMTE HAKOJIKO CEAMMIIM JIEYCHHE WM NOBeYe, NaHenTHTe Tpabpa na 6unar
TIPOCNIEIABAHH BHHMATENHO [0 HACTBLNBAHETO Ha Mojo6Ho nonobpenne. OB11 KIMHHYEH OIHT €, Y€ PHCKBT
OT CaMOyOMHCTBO MOXKE Ja ce NOBHIIHK Npe3 PaHHKTE €TAlH Ha BBH3CTAHOBABAHE.

JipyIH NCHXHYHE CBCTOAHHS, 3a KonTo ce mpeamucea [IYKCET, Moske chIIo Aa ca CBLP3aHH ¢ MOBHILICH
PHCK OT CBOMTHSA, CBBP3aHH ChC CaMOYOHICTBO, B JOIMBIHEHHE, TE3H CHCTOSHHA MOXE J1a ¢a KOMOPOHIHH ¢
TOIMO JIENPECHBHO PasCTpoiicTBo. CIIeAOBATENHO ChHIIHTE NPeANa3HH MEPKH, CNia3BaHH NpH NeYeHHS Ha
DalMeHTH ¢ TONAMO JENPECHBHO Pa3cTPOiicTBO, TPAOBa Aa ce cra3BaT U MPH JISYCHKE HA NAHEHTH C APYTH
NCHXHYHH Pa3CTPOHCTRA.

IMaupeHTn ¢ aHaMHe3a 33 CYHIMA-CBBP3aHA CHOUTHA HITH TAKHBA, MPOABABAINM 3HAYMTE/IHA CTEMCH Ha
CYHIIMAHH MHCIIH IIPeIH HAYAJIOTO Ha JICUEHHETO, Ca C [0-BHCOK PHCK OT CYHIMAHH MHCTH

WIH CYHIHJIHO NMOBeIeHHe M TpaOBa Ja monyyar BHUMATETHO HaOMONCHHE 10 BpEME Ha JICHEHHUETO.
Mera-ananus ot wianeto XOHTPONHpaHH KIHHAYHNA H3ITHTBAHHA C JIEKAPCTBEHH ITPOAYKTH -
AHTHACTIPECAHTH IPH IICHXHYHH HAPYLIEHHA N0KA3Ba YBEIIMYCH PHCK OT CYHIIHIHO NOBEACHHE NIPH
aHTHIEMPECAHTHTE B CpaBHeHHe ¢ Mianedo MpH MAlHEeHTH oA 25 roaHiliza BL3pact.

Cro0ImaBaHH ca CIy9aH Ha CYHUHIHKM MHCJIH M CYHIHMHO TIOBEAEHHE TI0 BPEMe Ha JICYEHHE C JyNOKCETHH
WIH BeHAra e/l NPeKpaTaBaHe Ha JeueHneTo (BA. Touka 4.8).

MegukaMeHTO3HOTO Ne4enne TpaOBa N1a ce CHITETCTBA OT BHUMATENHO NPOcieadBaHe Ha MAlMEHTHTE M Hak-
BEYE TE3H ¢ BUCOK PHCK, 0c00EHO B HAYANIOTO HA JIGYEHHETO H NPH NMpOMsAHA Ha No3ata. IlauneHTHTe (1 Te3H,
KOHMTO C€ MPHXKAT 34 NALKMEeHTH) TPAOBa Na OBAAT MOATOTBEHH 34 HYXKIATA OT [IPOCNCAABAHE 3a MOIRA Ha
BCAKO KIIMHHYHO BJIOLIABAHE, CYMIHIHO OBEICHHE WIH MHCITH M 33 HeoOH4aliHi NPOMERH B NIOBEAEHHETO
H, aKO MMa TAKHBA CUMITOMH, He3a8aBHO J1a OBAE MOTEPCEH NEKAPCKH CHBET.

Huabemna nepupepra vesponamna poaxa: Kaxto ¢ ApyrH ekapcTseHH HPOIYKTH ¢ MOA0OHO
¢apMakonorHyHo AelicTBHe (aHTHAENPECAHTH) ca ChOOIABAHH OTIENHH CITydaH Ha CYHUHIHH HICH H
CYHLIHJIHO MOBEICHHE 110 BpeME Ha NedeHHe ¢ QYJIOKCETHH WX SeJHara CNe/l IpeKpaTABaHe Ha ICYSHUETO.
OTHOCHO PHCKOBH (PaKTOpH 3a CYMUMAHOCT NpPH Jenpecud, BuxkTe mo-rope. Jlekapure Tpabea na Hachpyapatr
MALMEHTHUTE 10 BCAKO BpeMe Aa ChoOIIaBaT 32 BCAKAKBH THKHH MHCITH HITH YYBCTBA.

Ynompeba npu deya u onowu nod 18-2001wuna 6v3pacm

AYKCET He TpaGea Aa ce H3NOA3Ba 32 JIeYeHHE Ha Aelia H NoApacTBalld noA 18 roquimHa Bb3pact.
Cynumano noseneHue (CyHIHAHA ONMTH H CYHITHIHH MHCAH), B Bpaskae6HOCT (NPEIHMHO arpecHs,
OIMO3HLIHOHHO TICBEAEHHE U MHAE) ca HAOMOAAaBaHH B KIIMHAYHH NPOYYBaHHA N0-4ECTO NPH Jieua U
NOAPACTBALIM JCKYBaHH C aHTHAEIIPECAHTH, B CPaBHEHHE ¢ TE3H JIEKYBaHH ¢ manebo. Ako, Bb3 OCHOBA Ha
KIHHHYHA HY>/1a, HE3aBHCHMO OT TOBA CE B3eME PeLleHHe 3a JieueHHe, MALHeHTHTe TpA0Ba BHHMATEIIHO 12
Opaar NpocrenABaHH 3a NOABA Ha CYMIHAHH CHMITOMH (BX. Touka 5.1). B normennenue, npu aeua v
MOAPaCTBALIM JIHIICBAT ABJICOCPOYHH NpOYUBaHHA 33 6€30MACHOCT N0 OTHOLICHKE Ha PacTexk, Ch3pABaHe H
KOIHHTHBHO H NOBEJEHYECKO PA3BHTHE {BXK. TouKa 4.8).

Kpveousnusu
HMma crOGINEHHS 33 aHOMATHH KPBBOTEYEHHA, KaTO eKXMMO3H, IypNypa H CTOMALIHO-YPEBHO KbPBEHE C
HHxHOHTOpHTE Ha 06paTHOTO 3axXBallaHe Ha cepoToHHa (SSRIs) H uHXHOUTOPHTE Ha
3axBataHe Ha CepoTCHMH/HopanspeHanud (SNRIs) , BrmounTenHo QynokceTHH. [Ip s
MpH TNAUMEHTH, NPHEMAalld AHTHKOArYJAHTH WIIH JICKAPCTBEHH ITPOAYKTH, A4 RO¥
TOBJIHABAT TpoMOOIMTHaTa dyHKIMA (Hanp., HCIIBC wim aueTuncaldiiopa
MALMEHTH ¢ H3BECTHA TEHCHIIMA KBM KBPBEHE.




Xunonwampuemus

IMpu npunarase ra JIYKCET e chobiapana XHNOHATPHEMHS, BIJTIOYHTEIHO CITy4aH CBC CEPYMEH HATPHH
no-HHCEK oT 110 mmol/l. XunonaTpueMusTa Moxke Aa ce JHIDKM Ha CHHAPOM Ha HeaJleKBaTHA CEKpeLMs Ha
anraauyperrdeH xopmoH (CHAZC). IoeeuweTo cliydar Ha XHOOHATPHEMHS Ca ¢hOOLIABaHH IIPH NALIHCHTH B
cTapuecka Bb3pacT, 0c00eHO B KOMOHHALMA CBC CKOPOIIIHA AHAMHES2 32 HITH HANMHUHE Ha CBCTOAHHE,
NpeapasIonaramo KsM npoMeHy see Boguua 6ananc. Heo6xoanMo e BHMMaHHe fIpH NALHEHTHTE C
TIOBMINEH PUCK OT XMIIOHATPHEMIB; KATO TAKHWBA B CTAPUECKA BB3PACT, IANMEHTH ¢ LMPO3a, ASXHAPATHPAHA
MAIHEHTH WIH NALHCHTH HA NIEYEHHE ¢ AUy PETHIIH.

Ilpeycmaroeasane na reweHuemo

CHMITTOMHTE Ha OTHEMAaHE ca YECTH NPH NpeKbCBaHe Ha JeueHHETo, 0cobeHo B CIy4anTe, Koraro
NPeKBCBAHETO CE H3BBPIIBA PA3KO (BK. TouKa 4.8). B kMHUYHO IIPOYYBaHe HexeNnaHu ChOHTHS
Ha0MOJARAHH MIPH PASKO MPEKbCBAHE HA ICYEHHETO ca JOKIafABaHH IPH 0KOMo 45% OT NalMeHTHTE
nexysann ¢ JYKCET u npu 23% oT naumeHTHTe npHeMany niauebo.

PHCKBT OT CHMITTOMY Ha OTHeMaHeTo HaGmonaBand mpu SSRI's m SRNI’s moxe 0K 3aBHCH OT MHOXECTBO
thaxTopH, BKIIOYHTENHO NPOARDKHUTENHOCT M JO3HPOBKA HA JICHCHHETO H CTENCH Ha HaMandBaHe Ha Jo3ara.
Haii-yecto HaOmonasaHMTe peakuuu ca mocodeHW B Touka 4.8. OGHKHOBEHO, CHMITOMHTE Ca JICKH [0
yMEpeHH, BBIPEKH, Ye NPH HAKOH OT MALUKEHTHTE Te MOxe Aa GBAAT TEXKH 10 HHTEH3HBHOCT. Te o6ukHOREHO
BB3HHKBAT B PAMKHTE Ha TbPBHTE HAKOJKO AHH OT IIpEYCTaHOBABAHE Ha JIEYEHHETO, HO Ca NOKIIaIBaHH H
PEIKH CITy4aH Ha TaKHBa CHMITTOMH NpH NALHEHTH, MPOyCHAITH 03a o HeBHHMaHHKe. Kato uano, Tesn
CHMITTOMH €a CaMOOTPAHHYABAIIH Ce ¥ OOMKHOBEHO NNPEMHHABAT B PaMKHTE Ha 2 CEIMHIIH, HO MPH HAKOH
HHIHBHAH, T MOXKE Jla ca HaltHle no-aeiro (2-3 meceua B noeeye). ETo 3aiio, ce NpenopsiBa nocTeNeHHO
HaMa/IgBaHe Ha 03aTa Ha TYJOKCETHH [PH MPEyCTAHOBABAHE HA JICIEHHETO B PAMKHTE HA HE MO-MAKO OT 2
CEMHIIM, B 3ABHCHMOCT OT MOTPeGHOCTHTE HA NallHeHTa (BXk. TO4Ka 4.2).

Hayuenmu e cmapuecka gv3pacm

Hannure 3a ynorpeba Ha 120 mg IVKCET npH nanHeHTH B CTapYecKa BE3pacT ¢ FONAM JIENPECHEEH EMH30L
ca orpaHMueHH. 3aTOBa, NEYEHHETO Ha NALMEHTH B CTAPYECKA Bh3PacT ¢ MAKCHMaJlHa 1034 TpabBea ja cTaBa ¢
BHHMaHHE (BK. TouKa 4.2 H TouKa 5.2). JlannuTe 3a ynotpeba Ha JIYKCET npH naigieHTn B crapyecka
BB3PACT ¢ F'€HEPATH3HPAHO TPEBOXKHO PazCTPOHCTBO ¢a OrpaHHYeHA.

Axamuzua/ncuxomomopno 6eznoxoticmso

Ynorpebara Ha AyNOKCETHH ¢e CBBP3Ba C pa3BHTHE HA AKATH3HA, XAPAKTEPH3HPAIIA CE ChC CYOEKTHBHO
HENPHATHO WM M3TOINMTETHO OE3MN0OKOMCTEO M HYKA OT 4ECTO ABMIKCHHE, CHIIPOBOACHA OT HEeCTIOCOGHOCT
34 CeIcHE M CTOCHE Ha £aHO MACTO. ToRa € MO-BEPOATHO Aa e [IPOSBH B PAMKHTE HA IIBPBHTE HAKOJIKO
CEIMMLM OT JieueHHeTo. [Ipn naudenTy, KOUTC NONYYAT Te3H CHMIITOMH, NOBHIIABAHETO HA A034Ta MOXE A
6bne BpeaHO.

Jlexapcmsenu npodyxmu, coObpAUCaIY OYIOKCEMUH

JIYIOKCETHH ce H3MOMI3Ba MO Pa3/IidHK TEPrOBCKH MAPKH 33 HAKOJKO MOKa3aHus (JieueHne HA nHabeTHa
HeBponaTHa OosKa, rojeMH NENPeCHBHH ENH30M, TEHEpaNH3MpaHO TPEBOXKHO pPasCTPOHCTBO H CTpec
HHKOHTHHEHIMS Ha ypHHaTa). Tpabpa aa ce u3barsa ynorpeGaTa Ha oBeye OT eJMH OT TE3H NPOAYKTH.

Xenamum/nosuwenu yvepuoopobuu ensumu

CrobIIaBaHH ca CIyYaH Ha YEPHOAPOGHO yBPEXIaHe, BKIIOUMTENHO TEXKO MOBHIICHHE HA YepHOAPOGHHUTE
exsuMe (>10 eTH ropHaTa rpaHMLA Ha HOPMATA), XENMATHT H JKBITEHHLA, C AyIOKCETHH (Bxk. Todka 4.8).
ToBeueTo OT TAX HACTBNBAT MO BPEME HA ITHPBHTE MECELH JieueHne. XapakrepsT Ha YEPHONPOBHOTO
YBpexKAaHe € ApeAHMHO XenarouenynapeH. JlyaokceTu TpaGea Aa ce H3M0/13Ba ¢ BHHMAHHE IPH MAlMEHTH,
NEKYBaHH C APYTH JIEKAPCTBEHH NPOAYKTH, CEBP3BAHH C YBPEKAAHE HA YSPHHA APOD.

3axapoza

Cromainno-ycroituusu kancymi JIVKCET ceabpskar 3axaposa. [laipenture ¢ peaka
HacneACTBCHH NPobIeMH Ha HEMOHOCHMOCT KBM (DPYKTO3a, IIIFOKO30-FalaKTO3Ha MaJl
CyKpa3a-H30ManTa3Ha HeJ0CTATBYHOCT He TPAOBA 4 npHeMAT TO3H JIEKapCTBEH TIpO,




Cexcyanna oucynxyun
HuxubHTOopHTE Ha 0OpAaTHOTO 3aXBallaHe HA CEPOTOHHHA H HOpajpeHanHa (SNRIs) MoraT Aa NPpHUMHAT

CHMITTOMH Ha ceKCYayHa AucyHKIHA (BXx. Touka 4.8). HMa cro0meHAd 32 IPOABIDKHTEHA CEKCYanHa
AUCYHKLHA, TIPH KOATO CHMITOMMTE IIPOJLIDKABAT BHIPEKH MPeKbCBAHETO Ha nMpHema Ha SNRI.

4.5 BsaumonelicTBue ¢ JPYrH NeKapcTBEHH NPOAYKTH M Apyra popME Ha B3anMoneiicTeHe

Huxubumopu na morno-amuno oxcudazama (MAQ-unxubumopu): Tlopagn pHCK OT CEPOTOHHHOB CHHAPOM,
AYAOKCETHH He TPA0BA fa ce H3MOI3Ba B KOMOMHAIMA ¢ HeCEeJIEKTHBHH, He0OPaTHMH MOHOaMBHOOKCHa3HH
HHx16uTOpH (MAO-HHXUOHTOPH), HITH B PAMKHTE Ha IToHe 14 AHH OT NpeKbCBaHe Ha JieueHHeTo ¢ MAO-
HHXHOHTOPH. BB3 OCHOBA Ha NOMYXHBOTA Ha AYTIOKCETHH, € HEOGXOMMO JIa H3MHUHAT MOHE 5 IHK Crien
cnnpane Ha [IYKCET 1 npeau 3ancusane na MAO-uaxuburopn (Bx. Touka 4.3).

3a cenexrusHuTe, 06paTHMH MAO-HEXHGHTOPH, KaTO MOKNOOEMH], PHCKBT OT CEPOTOHHHOB CHHIPOM €
HMCBK. BBIpeks ToBa He ce npenopsuea eanobpemensoro npiioxeHue Ha JIVKCET cue cenekTHBHHNTE,
obpatiMia MAQO-unxubutopn (BX. Touka 4.4).

Huxubumopu na CYPIA2: Tei kato CYP1A2 e BxmoueH B MeTab0H3Ma HA AYJIOKCETHH, €IHOBPSMEHHOTO
TIPHJIOKCHHE HA AYJIOKCETHH ¢ MOIMHH HHXHOUTOpH Ha CYP1A2 € BepoATHO a AOBEAC AO MO-BHCOKH
KOHIEHTPAWH Ha gynokcersH. Omysokcamun (100 mg seausx qHeBHO), MomeH HHxubaTOp Ha CYP1A2,
HaMaNABa MPHBHAHKUA IUIa3MEH KIHPBLHC Ha LYJIOKCETHH ¢ 0koNo 77% H norHmaea AUC,. 6 meTH. 3aToBa
JAVKCET He Tpabea aa ce npwiara B KoMGHHALMA ¢ MoIHA HHXHGHTOpH Ha CYP1A2 kato diayBokcaMHH
(B3k. TOuKa 4.3).

Jexapcmeenu npodykmu, deticmeawju evpxy L{HC: PrcksT 0T ynorpeba Ha AyTOKCETHH B KOMOHHALMA C
Apyru nosnuasamd [{HC nekapcTBeHn NpoayKTH He € CHCTEMHO OLIGHABAH, OCBCH B CITy4alTe, ONMCAHH B
Ta3M Touka. Cle/IOBaTeNHO ce Npenophysa nosHLeHo BHuMaHne, korato JIYKCET ce npuema B
KOMOMHALMA ¢ APYTH HEHTPAIHO ACHCTRALIM JIEKAPCTBEHH NPOAYKTH HITH BSLIECTBA, BIJIOUHTETHO AJTKOX0I
H CEJJaTHBHH JIEKAPCTBEHH NPOAYKTH {Hanp. 6e3HoAHa3enMHH, MOPOHHOMHMETHIIH, AHTHIICHXOTHLH,
¢penobapburan, ceaTHBHH AHTHXHCTAMHHH).

Cepomonunog cundpom: B penku ciiydan e cr00IIaBaH CepOTOHRHHOB CHHIPOM NPH NALUBEHTH H3MOJI3BALIA
SSRIs (Hanp. napoxeTHH, QIyOKCETHH), CHBMECTHO ChC CEPOTOHMHEPTHHY JICKApCTBEHH IPOAYKTH.
IIpenopruea ce BHHMaHHe, ako JJYKCET ce H3noen3sa CHBMECTHO CBC CEpOTOHHHEPTHYHHTE
anTHaenpecaHTd KaTo SSRIs, TPHIMKIHYHE KATO KIOMHITPaMHH WIH AMUTPHITTHIHH, AKBJIT KAHTAPHOH
(Hypericum perforatum), rernagakcHH HIN TPHITaHH, TPAMATON, IETHAHH H TPHNTO(DAH.

Edgpexm na dynoxcemun ewpxy opyzu aexapcmeeHnu npodykmu

Aexapcmeenu npodyxmu, memaboruzupanu om CYP1A2: B KIHHHYHO NpoyHBaHe, GpapMakOKHHETHKATA HA
teonuH, cy6eTpaT Ha CYP1A2 He ce nopnuABa 3HAUHTETHO OT CHBMECTHOTO NPHIOKEHHE ¢ MYJIOKCETHH
(60 mg nBa MLTHA AHEBHO).

Jexapcmeenu npooykmu memabonuzuparu om CYP2D6: JlynoxceTH ¢ ymepeHn pHxuburop Ha CYP2D6.
Korato nynokceTHH ce npara B qo3a ot 60 mg aga mbTH JHEBHO C SHHUYHA 1033 JS3WITPAMHH, KOHTO €
CYP2D6 cybcrpar, AUC Ha ne3sHnpamut ce yBenmdasa 3 mbhTH. CBBMECTHOTO IPHIMKCHHS HA TYJIOKCETHH
(40 mg nBa METH HEBHO) NOBHILABA cTanponapHara AUC Ha Tontepoaus (2 mg [Ba ITTH AHEBHO) ¢ 71%,
HO He NOBJIHABa (apMaKOKMHETHKATA HA HETOBHA AKTHBEH 5-XHIPOKCHI MeTaDOMHT K He ce NPEenopbHBa
ajlanTupaHe Ha fozata. [IpemopbuBa ce nosuueno BHuManue, ako JIYVKCET ce npunara

€IHOBPEMEHHO ¢ ISKAPCTBEHH NPOAYKTH, KOMTO ce MeTabonwampar ochosro 01 CYP2D6 (pucniepnon,
TPHUMKIAYHN aATHIenpecanTH [TLIAJI] kaTo HOPTPHITTHIIAH, AMUTPHITTANKHH M HMHIIPAMHH) 0coBeHo, ako
TE HMAT TECEH TEPANCBTHYEH HAAEKC (KaTo duiekanHn, ponad)eHOH H METOTIPOAON).

Hepopannu xonmpayenmusu u Opyzu cmepoudnu npenapamu: Pesynrature ot in vitro
NOKa3BaT, Ye AyJIOKCETHH He HHIYIMpa KaTanHTHYHaTa akTueHOCT Ha CYP3A. Cne
NpOy4BaHHA 3a JIEKAPCTRECHH B3aHMOZEHCTBHA HE ca NPOBEKAAHH.

Anmuxoazyraumu u anmuazpezanmu: U3HcKBa ce NOBUINEHO BHEMAHHE, KOrATO



C NCPOPAITHH ATHHKOAIYIAHTH MJTH aHTHArperaHTH Mmopaan NOTEHIHANHO [IOBHIIEH PHCK OT KBpPBEHE, KOETO
MOXe Jia ce oDsCcHH ¢ dapmakoaHHamMHYHO B3auMoaeiicTre. OCcBEH TOBa € choOIABAHO TIOBHILIABAHE HA
ctofiHocTHTe Ha INR korato Ha nanMeHnTs, NeKyBaHH ¢ BapdapuH, ce npHIara efHOBPEMEHHO NyIOKCETHH.
Bce nak, eMHORPEMEHHOTO NPHNArade Ha JyNOKCeTHH W Baphapuy Ha 34paBy o0poBOLM, KaTo YacT Or
K/IHHHYHO (papMAKOIOrHYHO NPOYYBaHE, NNPH CTAIMOHAPHO CHCTOAHHE HE BOAM A0 KITHHHYHO 3HaYHMA
npomsHa B INR cripamo 3xonHoTo HHBO MK BHB (papMaxoKUHETHKaTa Ha R- wiH S- Bapdapun.

Egpexntu ua dpyzu nexapcmeenu npodyxmu eopxy dyroxcemun

Anmuayudnu rexapemea u H2 aumazonucmu: CbBMECTHOTO NPHIOKEHHE Ha JYJIOKCETHH C aHTHALMAK,
ChAbPIKAIIA ATyMHHHI H MATHE3Hi, HITH Ha MyJJOKCETHH ¢ (PAMOTH/IHH, HAMA 3HA4YAM €DEKT BBpXY
CKOPOCTTA MJIH CTENEHTA HA Ppe30pOHA Ha MYNOKCETHH cliell IPHUNOXKEHHE Ha A03a oT 40 mg nepopanHo.

Hroykmopu na CYP1A2: AHanwzy Ha nonynaliHoHHH apMaKOKHHETHYHH NPOYy4BaAHMsA [IOKA3RaT, 4e
nymaymTe HMaT NouTH 50% No-HHCKH NITa3MEHH KOHLIGHTPAlHH Ha JyJOKCETHH B CPABHEHHE C HelyImainTe.

4.6 PepTHAATET, GpeMEHHOCT H KbPMeHe

Deprunurer
JlynokceTuH HaMa eteKT BepXy GepTHIATETA IPH MEXKE, a e(PEKTHTE MPH KEHH OYEBHIHO €a CaMo B JO3H,
KOHTO NPUYAHABAT TOKCHYHOCT 33 Maikara.

BpemenHocT
Hama apexBaTHU AaHHM 32 ynoTpe(a Ha JyNOKCETHH oT GpeMeHHH xeHH. [IpoyupaHusA ¢ )KHBOTHH MOKa3BarT,

penpOAYKTHBHA TOKCHUHOCT MPH HIBA Ha cHeTeMHa ekcnosuia (AUC) Ha AynoKCeTHH I10-HHCKH OT
MAKCHMATTHATA KIIMHMYHA eKCIIO3M1MS (BXK. Touxa 5.3).

TToTeHUMANHAAT PHCK 3a XOpa HE € H3BECTEH.

EnnaeMuonorHyHMTe JaHHH Npeanonarart, 4e ynotpebara Ha SSRIs mo BpeMe Ha GpeMEHHOCT, 0cobeHo B
HanpeaHana GpeMEHHOCT, MOJKe Jja IOBHINHM PHCKA OT NEPCHCTHPALLA ITY/IMOHAHA XHIICPTOHHA MPH
HosopoaeHoto (IITIXH). Maxkap B npoyysaHHs Aa He ¢ H3caeneaHa Bpe3kara Ha [INIXH ¢

nedendero ¢ SNRI, To3u notedumanen puck He Moxe aa ObJe HIKIHOUEH MMPH NYTOKCETHH, B3EMaHKH M0JT
BHEMAHHE CBLP3aHHA MEXaHH3EM Ha JeHCTBHE (HHXHOMpaHe Ha o0paTHOTO 3axBallaHe Ha CepOTOHHH).

[Tono6Ho Ha APYTHTE CEpPOTOHEPrHYHH IeKAPCTBEHN NPOAYKTH, MOraT Ja ce NPOABAT CHMITIOMH Ha
OTHEMaHe NPH HOBOPOIEHH cliea ynoTpeba Ha AyNOKCEeTHH OT MaiikaTa 6mi3ko 10 TepMHHa. CAMITOMHTE
HA OTHEMaHe, HaOMIOIABAHH TIPH TYNOKCETHH, MOXKE [1a BKIIIOYBAT XMIIOTOHMA, TPEMOP, HEPBHOCT,
3aTPYIHEHUs B XPAHEHETO, PECMpaTOpeH AucTpec H repyoke. [Topeuero cmyuan ca HabniogapaHH HITH TTPH
PaXAAHETO, WIH B TEYeHHE HA HAKOJIKO JHM CIIE] POKIAHETO.

JXYKCET Tpab6Ba na ce w3nonsea no Bpeme Ha GpEMEHHOCT, CaAMO aKo NOTEHUHAIHHTE NOJI3H ONPABAABAT
MOTEHLMATHHA PHCK 33 wioAa. XKenute TpsaOsa ga ObAaT cHBETBAHH Aa HHPOPMHPAT JIEKaps CH, aKO
3abpeMeHedT, WM IUTaHHpAaT 3a0peMECHABAHE 1O BPEME Ha JICICHHETO.

Knpmene

JyJIOKCeTHH Ce OTAeNA B MHOTO MajiKa CTeTieH B KbpMaTa Ha 6a3arTa Ha Hac/ieBaHe Ha 6 NalHeHTKH C
NaKTauus, KOHTO HE ca KbPMHIIH cBOMTe Aena, [Ipubnuzurennara aeTcka AHeBHa no3a Ha 6aza mg/kg ¢
npubnmsurenno 0,14% ot nosata Ha Maiikara (BXK. Touka 5.2). Twii xaTo 6e30nacHOCTTa Ha Xy/ICKCETHH IPH
bebera He e ycTaHoBeHa, ynotpeGara Ha JIYKCET no BpeMe Ha KbpMEHE He ce NperopBYEea,

4.7 EdexTh BLpXy cnocobHOCTTA 32 modupane H pabora ¢ MAamHEHR

He ca mapbpmBann npoyuBaHns BepXy cnocoGHOCTTA 3a modHpaHe H pabora ¢ mamM
6pae cBBp3aHa CBC ceaupate H 3aMagHocT. [laumenTHTe TpsOBa na 6aaT yRezOMABAY
celHpaHe MITH 3aMasHOCT, TpAOBa 1a H30ArBaT NOTEHIIHANHO PHCKOBH pabOTH KAaTo §
MAIIHHH.



4.8 HexeaHR NeKAPCTBCHA peaknan

a. Pesiome na npoghuna na bezonacrocm

Haif-uecTo crobiaBaHiTe HEXKENaHH peakuMH npu nanwenTH, nekysann ¢ JIVKCET, ca rajene,
raBobOJIHE, CYXOTa B YCTATA, COMHOJIEHTHOCT M 3aMaiiBaHe. BbIIpekH TOBa, IOBEYETO OT YECTUTE HEXKENaHH
PeaKiMH Ca JIeKH IC YMEPSHH, Te OOHMKHOBEHO 3al104BaT PaHo 10 BpeMe Ha JICYEHHETO, | [10-ToJIAMa HacT ca
C TEHJCHIIMA 1a OTMHHAT IOPH, KOTAaTO TEpanuaTa Obae npoaL/okeHa.

6. PesioMe na nexceranume texapcmeeny peaxylil, npedcmaseno 8 mabauya
Ta6nuua 1 noka3ea HesKeNaHWTE PEaKUHH, Ha)IIOFABAHM NPH CIIOHTAHHO CHOOMABAHE H NMPH TUIALEG0-
KOHTPOJTHPAHH KIIAHHYHH TIPOYYBaHKA (BKmouBauy o6io 7 819 namuenTn, 4 823 Ha aynokceTHH H 2 996
Ha Wiaue6o) ¢ AeTpecHs, FeHepaIH3MPAHO TPEBOXKHO pascTpoiicTso H AabeTHa HepponaTHa 6oJiKa.

Tabauya 1: Hexcenanu peaxyuu

OueHka Ha wectoTa: MHoro uectH (>1/10), uects (>1/100 go <1/10), Heuectn (=1/1 000 no <1/100), penxu
(>1/10 000 xo <1/1 000), muoro peaku (<1/10 000).

HPH BCAKO IPYIHPaHe B 3aBHCHMOCT OT Y€CTOTaTa HeXKeaHNTE PpeakliHi Ca NpeCTapeHH B HH3XOAAII pen

IO OTHOIICHHE HAa TAXHATa CCPHO3HOCT.

Muoro secTs | YecTH | HewecTn Penxn | Mauoro pexxu
Hugpexyuu u ungpecmayiu
| JlapsHryT |
HapyueHus Ha uMyHKRGMA CUCIEMA
AHapUnakTHH
a peakups
Hapymenns,
CBBP3aHH CBC
CBPBXYYBCTBHTE
JIHOCT
Hapyvwuenua na endoxpunnama cucmema
XunorHpeoH 13
BM
Hapywenus na memabonuzma u xpanexemo
Hamanen XunepriuKeMus Jexunpatauus
aneTur (moxmanpana XMnOHATPHEMU
ocobeHo npu 1
NaIHEHTH- CHAJZIC6
JHAOCTHIN)
Hcwxwmnu napyueriun
Hucomuns CyuimaHa Cynumso
Bn3byza upeanus’®’ noeesieHue’”’
Hawmaneno Hapywmenue Ha | Manus
THOHIO CLHA Xamor\HaHH
TpepoxksOCT Bpykcustm BpaxnebHoCT 1
AGHOpPMEH JesopueHTaums Iass’
OprassM Anarus
SApkn CEHAIIA
Hapyuenua na nepenama cucmema
nasoGonue 3amasaHocT Muoknonus CepoTOHHHOB
COMHONIEHTHOC Jleraprus Axatuzns’ cunzpom®
T Tpemop Heperoct Koueyncun'
Iapecteann Hapymenune Ha | IlcuxoMoTop!
BHHMAHHETO Oe3nokoicTB

Jucreysus




Jlnckune3us
CunapoM Ha
HeCMOKOHHHUTE
Kpaxa

Joio kadecTBO Ha
ChbHA

HH cuMNITOMHE®

Hapywenus na ouume
3amMBrieHo Mupnpnasa I'mayxoma
BIDKAaHe Hapyienne na
3pCHHETO
Hapyenus na yxomo u nabupunma
IlTym B yurare! Bepruro
bonka B yxoro
Cupdeunu napywenus
ITannyranum Taxuxaprus
Hapxamepna
apPHUTMHA, TTIABHO
npeaAchpAHO
MBHKACHES
Cv0o6u Hapyuienus
IMoexmeno Cunxor’ XuneproHuyHa
KPBBHO Xuneptonus™’ Kpusa™S
HansraHe’ OprocTaTHYHA
3auepraBane XHIIOTOHHA”
[Mepudepua
CTYAEHHHA
Pecnupamopru, 2ppORU U MEOUACMUHARHU HADYUIEHUA
Tposapaue Hanpexenue B
T'BPJIOTO
Enncrakcuc
Cmomauino-upeenu Hapywenus
I'apnene KoncTunanus CromaurHo-vypeseH | CroMaTut
Cyxora B HMuapus KphLEOUINHB' XeMaToxesHs
ycraTta Kopemna Gonka I'acrpoeHTepHT Xanurosza
Iosprinane Opursane
JHcnencus T'acrpuT
Mereopuzbm Hucharus
Xenamo-6wiuapny Hapyuienun
Xenartut’ YepHoapobHa
Iopumesn HEeOOCTATHUHOCT
4epHOAPOOHH 8
emsumA (ALT, AST, | XKenrennna®
aNKaTHa
tocdaraza)
QOctpo
YepHOAPOOHO
YBpexXIaHe
Hapyuenun na xoxcama i nOOKoNCHAMA MoKAH
3acuneno Homuo ninotasane | CHHAPOM HA
MOTEHE Yprukapus Stevens-
O6puB KonTakren Johnson®
ASPMATHT AHTHOHEBPOTHY
Cryzaena not €H OToK®
Peaknuu Ha
GoTOYYBCTBHTEIHOC
T

JacuneHa




TCHACHLHA 33 TIIOABa

Ha XeMAaTOMH
Hapywenus na Myckyano-ckenemuama Cucmema 1 CbeOuHUMenHama nibKan
MyckynHo- MyckynHo Tpusmyc
ckenersa Honmka HaMpeKeHHe
Myckynen IMoTpeneane Ha
ChaybeM MYCKYJIH
Hapywenun na bvbpeyume u nuxounume momuiyd
Husypus 3agbpskaHe Ha IIpomeneH
Yecro YpHHA MHPHC HA
YPpHHHpaHe 3arpyaHeHo YpHHATa
yYpHHHpaHe
HukTtypus
Honuypua
HamaneHna guvpesa
Hapywenus na ev3npoussodumennama cucmema u 2opdama
Epextunna FHHEKONOTHYHO Meronay3anHi
AUCYHKIMS KBPBCHE CHMITTOMH
Hapyinenne na MencTpyanHu Ianmakropes
eAKYJIalHATa HApyILIeHHs XwurnepnponakTH
3abapena CexcyanHa HEMHA
eAKynanms JHcyHKIMA

boaka B TecTHCHTE

Obwu napyuenun u edhexmu Ha MACMOMO RA NPWIONCEHNE

[punaxsi® Boiika B repamte’
VYmMopa AGHODMHHI
ycelanus

YyBcTBO 38 CTYA,
HKaxaa

Brpucane
Hepaznonoxenue
YyBCTBO 32 TOINIHHA
Hapymenus B
[OX0/JKaTa

Hecnedeanun

TNoxmkenre Ha TMNokaurane Ha VeenvuapaHe Ha
TErneTo TErnoTo XONecTepona B
Tlopuinenue Ha KpbBTa

KpeaTHH
tbocdorkunazata B
KPBBTa
TToBHuIcHHE HA
KaJiid B KPBBTA

! Criyuau Ha KOHBYJICKH H CIIydaH Ha HIYM B YIIMTE Ca CHOOMIABAHH CHILO CIEA MPEKbCBAHE Ha JIEUCHHETO.
2Cny4au Ha OPTOCTATHYHA XHNIOTOHHA H CHHKOI ¢a ChOGIABaHN 0coOEHO B HAYAIOTO HA JICYEHHETO.

3 Bikre TouKa 4.4.

4 Criyuan Ha Bpax1eGHOCT M FHAE ca CHOOIaBaHH 0cOGEHO B HAYAIOTO WIIH ClIEX MPEKBCBAHE HA A€HEHHETO.
3 Ciryuau Ha CyMLMJIHA Waeauss H CYHLIIHO TIOBE/IEHHE Ca ChoOIIABAHH NO BPEME Ha JIHEHHE C
JAYJIOKCETHH HIH CKOpO CJIE] IPEKbCBaHe Ha leueRHeTo (BK. Touka 4.4),

¢ OLeHeHa YeCTOTA HA HEXENAHH PEeaKLlMH, COOLIEHH NPH NOCT-MAPKETHHIOBOTO HAOMIOACHNE; He ca
HabmoAapaHH B MNale60-KOHTPONHPAHH KIHHHYHH IPOYYBAHHI.

"He e cTaTHCTHYECKH CHIHAQHKAHTHO payIHYHa OT Iiane6o.

¥ [IpMnagbLMTe Ca N0-YECTH OPH NMALMEHTH B CTAPUECKa Bh3PacT (BB3pacT >65 roam

6. Onucanue Ha u3bpanu HeXCENany ReKapCMBenu Pearyui
IpexparaBaneTo Ha DyNOKCETHH (OCODEHO KOraTo € BHE3ANnHo) YeCTO BOJH /10 C




3aMaiiBaHe, CEH30PHH HapylleHHs (BKMIOYHTENHO MAPECTE3Hs WIH ycellaHus, noaodHN Ha IPeMUHABaHEe Ha
eJIEKTPHYECKH TOK, OCOGEHO B 06JIaCTTa Ha I71aBaTa), HApyLUIeHHS B ChHA (BIMTIOUHTENHO Ge3ChHHE H
HHTEH3HBHO CBHYBaHe), yMopa, COMHONIEHTHOCT, BE30Y/1a HIIM TPEBOXKHOCT, TaZicHe H/HITH NIOBPBIIAHe,
TPEMOP, IMaBoboIHe, MUANTHSA, Pa3ipa3HHTENHOCT, THAPHS, XMIIEPXHAPO3a H BEPTHIO ¢a Hali-4ecTo
choOLIaBaHHTe HEXXEJIAHH PeaKiHM.

O6mo, 1 3a SSRIs 1 3a SNRIs, Tesu ¢u0HTHA ca JIEKH 0 YMEPSHH H CAMOOrpaHHYaBaM e, BEIPEKH He
NpH HAKOHU MAlMEHTH Te MOXKE Ja ¢4 TEXKKH H/iIi POIBIDKATENHH. 3aTOBa C€ NNPENOPHYBA, KOraro He ce
Hanara rnoBeye JIEUeHHe ¢ yJIOKCETHH Aa Ob/le H3BBPUICHO NIOCTENEHHO CHpaHe, Ype3 HaMaJISBaHe Ha
Aczata (BkK. Touka 4.2 u Touka 4.4).

IIpe3 12-cenMuunara ocTpa Gasa Ha TPH KITHMHHYHE NPOYYBAHKA C AYJIOKCETHH TPH NALHEHTH ¢ AnabeTHa
HeBpornaTHa 0o/ka ¢ Hab/IoAaBaHO MAKO, HO CTATHCTHYECKH 3HAYHMO MOBHIIEHHE B KPbBHATA IIFOK03a HA
T71a/IHO, NPH NALMEHTHTE Ha JieueHHe ¢ aynokceTHH, HbA lc e cTabuieH H IPH NALHEHTHTE JIEKYBaHH C
AYIIOKCETHH, H MPH NANHEHTHTE JieKyBaHu ¢ miauebo. [Ipes ¢azaTa Ha yARDKaBaHe HA Te3H NPOYUBAHHS,
MPOABLIDKANA A0 52 CEIMHINM, € HAMMYHO nosuineHne Ha HbAlc H B rpynarta Ha JyJIOKCETHH W B IPYnaTa Ha
PYTHHHA Tepanui, HO CpeAHOTO noBHIWeHHE ¢ 0,3% Mo-roiAMo B rpynara Ha NEYCHHE C JYNOKCETHH.
Hanuuno € Jieko NOBHINEHKE B KPBBHATA IIIIOKO34 Ha [M1a1HO H Ha OOIIMA X0IeCTEPO.l NPH NalHeHTHTE
NeKyBaHH ¢ AyJTOKCETHH, A0KaTO Te3n JabopaToOpPHH H3CACBAHHA MMOKA3BAT IEKO HAMANIEHHE B rpynara Ha
PYTHHHA TeparHs.

Koparupanwar cipamo cepaeunara dectota QT uHTEpBa IpH NaUHEHTHTE, JIEKYBaHH C Ty/IOKCETHH, He Ce
pazsinyaBa OT TO3H, HaG/oNaBaH NpH NALMEHTHTE, JieKyBanH ¢ Iwianebo. He ca Habmonapanu KIHHUYHO
3Ha4MMH pa3nHkH 3a QT, PR, QRS wmm QTcB u3MepBaHuATa MexXAy MALHEHTHTE, JIEKYBAHHTE C
JYJIOKCETHHE M TE3H JIEKYBaHHTE ¢ IUIaLebo.

2. Heouampuuna nonynayun

O6mo 509 naipenTH Aena Ha BB3pacT oT 7 A0 17 FOOMHM ¢ roNnaMo JENpPecHBHO PasCTPOHCTRO ca IEKyBaHH
C AYNOKCETHH B KITHHKYHY nipoy4eanuA. Kato uano npodureT Ha HeXeaHHUTE ICKAPCTBEHH peakLyy Ha
IOyTOKCETHH MPH Jela | IOHOLIH € nofo0eH Ha TO3H, HaGNIONABaH fIPH BH3PacTHH.

332 nalMeHTH OT NEAUATPHYIHATA NOMyal|a, KOHTO MTbPBOHAYANHO Ca

PaHIOMHM3HPAHH Ja NOXYy4aBaT AYJIOKCETHH B KIIMHHYHU NPOYYBaHHA, H3[IMTBAT CPEIHO HAMaNeHHEe Ha
tersioto 0,2 kg xem 10-ta cenmuna. Crnea Toea B NPOIBIDKEHHE HA 6-MeCeUeH MEPHO HA MPOAB/DKEHHE,
MOBEYECTO OT TE3H NAalHEHTH HMAT CKIIOHHOCT KBM Bbh3CTAHOBABAHE HA H3XOAHOTO CH TCrio B NEPLECHTHIA,
KOHTO ce ouakpa Ha Gasara Ha MONMYNAMMOHHHTE JaHHH OT BPBCTHHLMTE, CHOTBETHH M0 BE3PAcT M NON (BX.
Touka 4.4),

Crofmapane Ha NOAQIHPAHH HEXKENAHH PEAKIIHH
Cpo611aBaHeTO Ha TIONO3HPAHN HEKENAHH PeaKiHH Clle] paspeliaBaHe 3a YNoTpeba Ha IeKapCTBEHHS

TIPOIYKT € BaskHO. ToBa no3BonsBa Aa NPOALIDKH HaGMOAEHHETO HA CHOTHOIIEHAETO NMOMA3a/PHCK 32
nexapcTBeHHA nPoAykr. OT MEAHIMHCKHMTE CNENHATHCTH C6 H3UCKEA fla ChoOIHABAT BCAKA N003HpaHa
HEXKENaHa PEaKLMA UPEKTHO Ype3:

HamemuTenna aresuns no nekapereara (MAJD):
ya. ,,Jdaman I'pyer” Ne 8

rp. Codmua 1303,

Ten. +359 2 8903417

en. nowa: bda@bda.bg

yeOcaifT: www.bda.bg

49 IIpenosapane

NMpOAYKTH, ¢ J03H AynokceTdH ot 5 400 mg. Hma Haxonko CMBLPTHH CIIYy4aH, OCHO
TNIPEO3HPaHE, HO CHIHO TAKa ¢ AYJIOKCETHH CAMOCTOSTENHO B 032 OT NpHOIM3



TAXHKapHs.

He e H3BecTeH cneypudMyYel aHTHIOT Ha KYJIOKCETHH, HO AKO HACTHIH CEPOTOHHHOB CHHIPOM MOJKe J1a e
HMa peBH] CneuHHIHO NeueHHe (KaTo ¢ MNIPOXENTaANH H/WH TeMnepaTypen konTpon), TpaGea na ce
TIOAZBPXKAT CBOGOAHH AuxareHuTe mbTHILA. [IpenopriBa ce npocaensBate Ha ChpAeTHHTE H XKH3HEHH
MoKa3aTeNH, 3aeJHO ¢ MOAXONAINM CHMIOTOMATHIHH B MOAXBPKAIH Mepkd. CTOMAIlIHA APOMHBKA MOJXKeE JIa €
NOKA3aHa, aKO ¢ H3BBPILH Bb3MOKHO HAH-CKOPO CNeJ] MOTIBIIAHETO WK NPH NAUMEHTH ChC CUMITTOMH.
AKTHBHHAT BbIIIEH MOXKE Aa MOJIE3EH 34 OrpaHH4aBaHe Ha pesopﬁlmu'ra. ﬂyJIOKCBTI{H HMa rojiam OGCM Ha
pasnpeseneHHe U GopCHpaHaTa nuypesa, Xxemonepdysua 1 oOMeHHa nepdysHa € MaIKo BEpOATHO Aa ca oT
no3a.

5. ®APMAKOJIOTHYHH CBOHUCTBA
5.1 DapMakoIHHAMAYTHH CBOHCTBA
dapmMakoTepanerTH4Ha rpyna: ApyTH antuaenpecantd, ATC kox: NO6AX21

MexanuzeM Ha neficTere

HynokceTHH ¢ KOMOHHMpPaH HHXHOHTOP Ha OOPATHOTO 3axBamaHe Ha cepoToHuH (5-HT) u HopaapeHanuH
(NA). To# cmabo uaxubupa 06paTHOTO 3axXBalllaHe Ha NOTaMKHa, 6e3 3HaYMM apUHHTET KBM
XHCTAMMHEPIHUHHTE, NOMAMHHEPrHYHH, XOJHHEPIHYHH H aIpeHEPrHHH pelienTopH. JlyIOKCeTHH f03a-
3aBHCHMO MOBHIIABa €KCTpalleTyIapHKTe HHBAa Ha CEPOTOHHHA H HOPHOPAAPEHAIHH B PA3THYHH MO3BYHH
obnacTH NpH KHBOTHH.

DapMaKOTHHAMWYHH edeKTH

JIyTOKCETHH HOPMAaJTM3Hpa npara Ha Gonkarta HpH HAKOJKO NPeIKTHHHYHE MO/ETIa Ha HeBPOMNaTHA H
BE3MANMTENHA 6OMKA H CMEKYaBa NOoBEASHHETO pH GoMKka B MoAien Ha nepcHcTHpama 6onka. Cunra ce, ue
HHXHOHpaloTo GoJKaTa AeCTBHE HA AYJIOKCETHH € Pe3y/ITaT OT NOTCHUMHPAHETO Ha JeCLIEHIeHTHHTe
HHXHOMTOpHH OONKOBY ITHTHIIA HA LIEHTPAJTHATA HEPBHA CHCTeMa.

Knunnyna edukacHocT H Ge300acHOCT

Tonamo denpecueno pazcmpoticmeo. JIyNOKCETHH € H3yYaBaH B KIIMEUYHH NPOTPaMH, BKmOuBamy 3 158
nanyeHTy (eKcno3uua ot 1 285 maumeHTo-roAMHK) otropapAwmy Ha DMS-1V kputepuuTe 3a ronama
nenpecHa. E¢uxacHocTTa Ha QyTOKCETHH TIPH MpPenophUHTENHA AHEeBH2 A03a 60 mg BeAHEX JHEBHO €
NOKa3aHa NPH TPX OT TPHTE PaHAOMH3HMPaHH, ABORHO-ClIENH, [ialebo KOHTpOnMpanH, ¢ PHKcupana 1033
TIPOYYBaHHA B ocTpa ¢a3a IpH BL3pacTHH aMGynaTopHH NALMEHTH C TOJIAM JienpecHBeH em3on. O6mo,
e(MKaCHOCTTa Ha JIy/TOKCETHH € JEMOHCTPHpaH IIPH JHEBHA 1033 MexkIy 60 n 120 mg B 06mo ner ot ceseMTe
PaHAOMM3HPAHH, JBOHHO-CIICMH, IUIANe50 KOHTPONMPAHH, ¢ ¢HKCHpaHa 1033 MPOYIBaHHMA B ocTpa dasa npu
BB3PaCcTHH aM0yNaTOPHH NALMEHTH ¢ TOJMAM JCNPECHBEH ENH30A.

JIyOKCETHH [10Ka3a CTATHCTHYECKO MPEAHMCTBO CIpAMO Mtanelo, mpocneaeHo ypes nopobpenue Ha 06w
pesynrat no 17 Toukosara Hamilton Depression Rating Scale (HAM-D) (Buno4sTe/lHO H Ha

€MOLIHOHATIHATE ¥ Ha COMATHYHHTE CUMITTOMH Ha Jenpecus). CTenenTa Ha OTTOBOP H PEMHCHA ¢a CHIIO
CTATHCTHYECKH 3HAYHMO MO-BHCOKH MPH XYJOKCETHH, B CPaBHEHHE ¢ Iianebo. Camo Mallka 4acT 0T NAlHeHTH
BKJIIOYEHH B NHIOTHH KIMHHYHY APOyYBaHuA ca 1K ¢ Texka aeripecks (H3xoaHo HuBo HAM-D>25).

B npoyurate 3a npegoTEpaTABaHe Ha PELAHB, NALHEHTHTS, MOBIHAIM C€ OT 12-CeAMHYHO OTKPHTO, OCTPO

JeYEHHe ¢ OYNOKCETHH 60 mg BeAHLK AHEBHO, Ca PaHAOMH3MpPAaHH HIIH Ha OY/IOKCeTHH 60 mg BeXHbxK
IHeBHO MNHM Ha mianebo 3a ome 6 Mmeceua. Ilpunaranero Ha AynokceTHH 60 mg BeIHEBX AHEBHO MOKasa
CTATHCTHUECKO 3HAYHMO NPeMMCTBO B cpaBHeHHe ¢ mianebo (p=0,004), no oTHOIIEHHEe HAa M3MEPBAHETO 34
OBPBHYEH M3XO0J, NpoQMIAKTHKATA Ha PELHOHB Ha ACTpecud, HM3IMEpeHa 4pe3 BPEMETO N0 DPEHMMBA.
YecTOTATA HA PEUBAKBHTE IO BpeMe Ha 6-MeceuHHs ABOIHO-CIAN NMepHoA Ha npocneassane € 17% u 29%,
CHLOTBETHO, 3a AYJIOKCETHH H 3a Iauefo.

ITo BpeMe Ha 52-ceAMMUHOTO ENanebo KOHTPONUPAHO JBOHHO-CIAIO JIEYEHHE JIEKY By
MAUMEHTH ¢ PSUHMIHE HA TOJISAMO JEMpPECHBHO Pa3CTPOMCTBO HMAT CHIHA(HKAHTHO 1]
nepHoA (p<0,001) B cpapHEHHE ¢ NALMEHTHTE, PAHAOMH3WpaHK Ha Wiauebo. Be



TIPEABAPHTENIHO Ca CE MOBJIMALTH OT AYNOKCETHH IO BpeMe Ha OTBOPEHO JieueHHe ¢ AyNoKceTHH (28 no 34
CEAMHIM) TTpH 1032 oT 60 1o 120 mg/muepro. [To BpeMe Ha 52-ceMHYHATA MU1alle00 KOHTPOIHpaHa
aBoitHo-ciAna dasa Ha neyenwe 14,4% or nanyMeHTHTE, TIEKYBaHH C AYFOKCETHH, K 33,1% o nmauueHTHTE,
TPETHPAHH ¢ MiaLeGo, MPeXXHBABAT NOBTOPHA NOABA HA CHMITTOMHTE CH Ha aenpecus (p<0,001).

EdexTsT 0T NpiiaraHeTo Ha aynokceTHH 60 mg BeAHbXK AHERHO IPH MAIHEHTH C JCMPECHs B CTapuecka
BE3pact (Z65 roauuu) e oLeHeH cneHgUvHO B MPOy4BaHe, HOKA3Balllo CTATHCTHYSCKH 3HAYMMA pa3ivKa B
HamanasaneTo Ha HAMD17 pesyarara 3a NaUMeHTHTE, JIEKYBaHH ¢ TYJIOKCETHH, B CPaBHEHHE ¢ IL1ane6o.
HonocuMocTTa Ha AynokceTHH 60 mg BeHLK JHEBHO IPH NMAIMCHTH B CTAPYECKA BB3PACT & CPABHHME C Ta3H,
HabmonasaHa NpH NO-MAaJH BL3pacTHH NMauHeHTH. JlaHHuTe, obade, 3a NalHEHTH M3II0XKEHH Ha
MakcHMmankaTta Ao3a (120 mg AHeBHO) ca OrpaHMMEHH M 3aTOBa CE MPEerophysa [OBHIICHO BHAMaHHE TIDH
TICYCHHUE HA Ta3H NOMyNalHs.

I'enepanuzupano mpesosicro pazempoiicmgo: JlynokceTHH oKasa CTATHCTHYECKH 3HAMHMO NPEHMCTBO
CIIPAMO IUIaLeG0 MPH NET OT NET NPOYYBaHKs, BKIN0YALH YETHPH PAHAOMH3HPAHH, NBOHHO-CIenH, iauedo
KOHTPONHPAHH OCTPH MPOYYBAHHS H MpoYyYBaHe 3a Mpo(HIaKTHKA HA PELIHAMB NPH BE3PAcTHH ©
TEHEPAIH3HPAHO TPEBOKHO PACTPOHCTRO.

JIyloXCeTHH MOKA3a CTATHCTHYECKH 3HAYHMO [PEIMMCTBO COpAMO rianelo, H3IMEepeHo upes nojobpeHue Ha
0b1Hs CKOP NO CKaa 3a TpeBoxkHocT Ha Hamilton (Hamilton Anxiety Scale (HAM-A)) i ckopa 3a 0610
GYHKIMOHANHO pascTPOHCTRO MO CKaja 33 MHBAIHANOCT Ha Sheehan (Sheehan Disability Scale (SDS)).
CTemeHWTe Ha MOBIMABAHE M PEMHMCHA €4 CHILO MNO-BHCOKM IPH OyJOKCETHH B CpaBHEHHe ¢ mnauebo.
JIyNmOKCeTHH TNOKa3Ba CPaBHHMH pPe3ynTaTH 3a e(QMKacHOCT ¢ Te3H Ha BeHNadakCHMH OT IJIEJHA TOYKA
nonpobperne Ha obmua ckop no HAM-A.

IIpu npoy4BaHe 3a NPOGHUIAKTHKA HA PELMANB MALMEHTHTE, NOBTHABAIIH CE OT 6-MECEYHO OCTPO OTKPHTO
NleveHue ¢ AYIOKCETHH ca PAHAOMHIMPAHM A MOMYYaBAT WIH KYJIOKCETHH, WiH IUlanebo 3a nocneasamHre 6
Mecena. lynokcernn 60 mg no 120 mg BeAHBX JHEBHO MOKA3IBA CTATHCTHISCKH 3HAYHMO MPEAHMCTRO B
cpaBHeHHe ¢ mnanebo (p < 0,001) npy npogHIAKTHKATA HA PELMAHB, H3MEPEHO Ype3 BPEMETO 10 N0ABA Ha
petaue. YecToTaTa HA pELMAMB Npe3 6-MeceyHHA NEPHOA Ha MOCIEABALIOTO ABOHHO-CIIANO NpocieasBaHe

¢ 14% npu gynokcetrdH 1 42% npu wraneo.

Juabemua nepudpepna nesponamna 6onka: EpukacHocTTa Ha DynOKCETHH 32 JiedeHHe Ha nuabeTHa
HEBpONaTHA GOITKA € YCTAHOBEHA NTPH 2 paHAOMM3HpaHH, 12-ceMHYHH, JBOMHO-CIICNH, [UTauebo
KOHTPOJIHpaHH, ¢ PHKCHpaHa 1033 NPoyUBaHHA NPH BB3pacTHH (22- 1o 88-roguunn) ¢ AnabeTHa
HepponaTHa 60JKa B MpoABLKeHHe NoHe Ha 6 Mecela. [lalHeHTHTe, OTTOBApAIH HA KPHTEPHHTE 34 TONAMO
JETIPECHBHO Pa3CTPOICTBO, Ca H3KMIOUEHH OT TE3H NpoydYBaHus. MamepHTen Ha MBPBHYHMA M3X0X €
CEMHYHATA CPEJHa CTOMHOCT Ha 24-yacoBaTta 60iKa, KOATO € OTpa3sBaHa B €3KeJHEBEeH JHEBHUK Ha
nauueHTHTE N0 11-Toukopara ckana Ha Likert.

B npere npoyusaHusi, AyJokceTHH 60 mg BeAHbK AHeBHO B 60 mg ABa MBTH JHEBHO 3HAYHTEIHO HAMANABA
fonkara, B cpapHeHHe ¢ IWiaLedo. EdekTsT npn HAKON MAMEHTH € BHAWM Npes MBPBHTE CEAMHIM Ha
neveHye. PazmukaTa B cpemHOTO nomoOpeHne MeXKIy JBETE pamMeHA Ha aKTHBHO JEYEHHE He € 3HAUMTENTHA.
OrGeng3aHo € noxe 30% crobwasano Hamanseane Ha Gonkara MpH NpubIH3HTENHO 65% OT NEKYBAaHHTE ¢
AyREKCETHH naumMeHTH cpery 40% 3a mwianeo. Crotsernure 1pdpn 3a none 50% penyxums Ha Gonkara ca
cboTBETHO 50% 1 26%. CTenenTa Ha KNHHHYeH oTroRop (50% WK noeeye moaoGpenne Ha Honkara)
aHaJIH3HPaHa CIIope]] TOBA JAIH MAUMEHTHT € MPOSBII COMHOJIEHTHOCT TT0 BPEME Ha JIEYEHHETO HIH He. 3a
NAIMEHTHTE, KOHTO HE ¢a NPOABHIM COMHOIEHTHOCT € HaGMoABaH KIIHHMYEH OTroBop npd 47% ot
NalMeHTHTE, MONYYaBallH IyJIOKCeTHH K 27% oT naudeHTHTe Ha ranebo. CTeneHTa Ha KIHHHYEH OTrOBOD
NpH NaLMeHTHTE NMPOSABHIH COMHONEHTHOCT € 60% Ha mynokcerHH H 30% Ha nnanebo. [Tauuenrnre,
HenpoasABalM pexyKUuns Ha GonkaTa oT 30% B pamkuTe Ha 60 nHEA JedeHHe € MANKO BEPOATHO J1a
JOCTHIHAT TOBa HHBO MPH MO-HATATHIITHO JieYeHHE.

I[IpH OTBOPEHO ABATOCPOMHO HEKOHTPOIHPAHO MPOyYBaHe HaMaJIeHHETO HA Gokara np
fIORITUAHH OT 8-CEAMHYHO OCTPO NeUeHHe ¢ AYJIOKCeTHH 60 mg €AHOKPATHO JHEBHO,
MeCela, KAKTO € OLIEHEHO ¢ IPOMSIHATA MO CKAJIATa 3a KpaTKa OueHka Ha Sonkara (Bri
(BPI)) na 24-gacoeu4 cpeneH Opoii Toukm 3a Oonka.



Heouampuuna nonyrayus

JynoKkceTHH He e H3cheABAH NPH MALMEHTH o7, 7-roamiuHa sb3pact. [Iposeaenu ca pe paHIOMHZHDAHH,
ABOMHOCNENH, NApaie/IHH KTHHHYHM npoydasanns npa 800 nezuaTpaHy NALUMEHTH Ha Bb3pacT oT 7 fo 17
FOAMHH ¢ FOJIAMO JENPeCHBHO pascTpOHCTBO (BXK. TOuKa 4.2). Tesn aBe nNpoy4saHHs BKMOUBaT 10-ceaMuiHa
1ane60-KOHTPOTHPaHa H AKTHBHO-KOHTPOTHpaHa ((yokceTH) ocTpa dasa, HOCAEIBAHA OT LIECTMECEIeH
TEPHOT HA MIPOABKEHHE HA AKTMBHO KOHTpPOJTHpaHo Jieuenue. Huro rpymara, nexypaHa ¢ ayjaokceTuH (30-
120 mg), HHTO rpynaTa ¢ akTHBHA KOHTpona (duryokceTuH 20-40 mg) CTATHCTHYECKH CE pasiTHIagaT oT
nnauebo 1o OTHOMEHHE HA MPOMAHATA B obmyuTe pesynraTy no ckanata Children’s Depression Rating
Scale-Revised (CDRS-R) ot usxoauud 10 KpaifHHA MOMeHT. [IpekscBaHe Ha NEUCHHETO NOPAAH HeXKe1aHH
CLOMTHA € MO-4ECTO NpH MAlHEHTHTE, MPHEMAIIH JYJI0KCETHH, B CPABHEHHE C Te3H, JICKYBAHH C
¢uIyoKCETHH, B IOBEYETO cllyuau nopamu rajgere. Ilo speme Ha 10-ceAMHYHHA NEPHOA HA AKTHBHO JICYCHHE
€ chobIABAHO 3a CyHMIMHO NoBecHHe (xymnokcetun 0/333 [0%], duryokcernn 2/225 [0,9%)], nnauebo 1/220
[0,5% ). Ilpes uenua 36-cenmMuueH Kypc Ha H3CNEABAHETO, 6§ 0T 333 naUMEeHTH, KOHTO IHPROHAYAIHO Ca
PAHAOMH3HPAHH a [IOMYy4YaBAT TyJOKCETHH, H 3 oT 225 MalHeHTH, KOHTO MhPROHAYAITHO €A PAaHJOMHIHPAHH
Ja Moy4asat GryOoXceTHH, MpoABABaT CYHUHIHO NOBeAeHHe (€KCIO3HIMA-KOPHIHpaHaTa 4eCToTa Ha
CYHUEAHO noseaeHne ¢ 0,039 ch6HTHA Ha NMALHEHT Ha roAMHa 3a Ay/okceTHH, K 0,026 3a dayokceTHH).
OcaeH TOBa, €IHH NALMEHT, KOHTO ¢ NMPEMHHAJ OT 1anebo Ha NeYeHHE C AYJIOKCETHH, € HMA CYUIIHIHO
HOBEACHHE IO BpEMe Ha pHEMa HA JY/OKCETHH.

EpponeiickaTa areHiiis 1o JiekapcTeaTa ocBobOMAaBa OT 3aAL/DKEHHETO 32 NPEAOCTABAHE HAa PE3YNTATHTE
OT MPOYH4BaHNA C QyNOKCETHH NPH BCHYKH NOATPYIM Ha NeJNaTpHYHATA IOIyNalHs NpH Ie4eHHe HA FoJIIMO
JETpecHBHO pa3cTpoiicTeo, AnabeTHa HeBpomaTHa GOMKa W MeHepaMM3HPaHO TPEBOKHO PA3CTPOHCTBO.
Brxre TouKa 4.2 3a mHdOpMaUNA 0THOCHO ynioTpebarta npH Aela.

5.2 PapMaKOKHHECTHYHHE CBOliCTBA

JlyIOKCETHH ce MpHIara KaTo cCaMOCTOATENEH eHaHTHOMED. JlynokceTHH ce MeTabonu3npa NpefIiMHO OT
okcuaaTHeHN en3zuMH {CYP1A2 i nomimopduus CYP2D6), nocneasaHO OT KOHIOTHPaHE.
DapMaKOKHHETHKATA Ha AYJIOKCETHH MIOKA3BA rO/IAMa BAPHAGUITHOCT MEXTY OTACAHHTE HHITHBHIN {06110
50-60%), nwmxamma ce B H3BeCTHa cTelleH Ha [101a, Bb3PacTTa, CTATyCa Ha TIOTIOHONYILICHE H CHCTOAHHETO
Ha Metabonnsnpainara cucrema CYP2D6.

Abcopbyun: JlynokcetHH ce pezopOupa noSpe crell nepopaiso nprioxkeHne ¢ Cmax HacTenBawa 6 Haca
cnen AosHpane. AGCOMOTHATa opanHa GHOHAIMYHOCT Ha AYJIOKCETHH Baphpa ot 32% no 80% (cpeaHo
50%). XpaHaTa yALIDKABA BPEMETO 33 AOCTHTAHE HAa BBPXOBH KOHLEHTpalMH ot 6 Ha 10 vaca u T4
MAprHHATHO HaMallfiBa cTeneHTa Ha pesopbuma (npubausurenno 11%). Tesn npoMenu He ca ¢ HAKAKBa
KIHHWYHA 3HaYHMOCT.

Pasnpeoenenue: Jlynoxcerut € npubnInsHTenHo 96% cBHp3aH ¢ YOBEIIKHTE IJIa3MEHH MPOTEHHH.
JynokceTHH ce cBbp3Ba H ¢ anbymuH H ¢ anda-1 xucenns raukonpoTelH. [IpoTeHHHOTO CBBEP3BAHE HE CE
MOBJIMABA OT HBEOPETHO WM YepHOIPOOHO YBpEKIaHe.

Buompancgopmayus: JlyNnokceTuH ce MeTaloNM3Hpa EKCTEHZHBHO H METAbOIHTHTE €4 CKCKpPEeTHpaT
OCHOBHO ¢ ypHHata. Iluroxpomure P450-2D6 u 1A2 xaranusupar obpasyBaHeTo Ha ABa OCHOBHH
MeTabOJHTA IIOKOPOHME KOHIOTAT Ha 4-XHMAPOKCH JYNOKCETHH | cyn(aTeH KOHIOTAT Ha 5-XHAPOKCH,6-
METOKCH AYJIOKCETHH. B13 0CHOBA Ha in vitro NpoyuBaHus, IAPKYTHpaluTe MeTaGONHTH Ha TYJIOKCETHH Ce
cuHTaT GapMaKoNOTHYHO HeaKTHBHH. DapMakOKHHETHKATA Ha AYJIOKCETHH NpPH NMalHEHTH, KOMTO Ca JIOIIH
MeTabonnzaropu no otHolleHue Ha CYP2D6 He € cnenudryHo H3ydaBada. OrpaHH4eHH JJAHHH
nNpeanoaarar, 4e NpH Te3H NallHCHTH J1a3MCHHTEC HHBAa HA AYNOKCETHH Ca MNo-BHCOKH.

Enumunayua: ENMMUHAIMOHHEAT NOMY>KHBOT HA YNIOKCETHH Bapupa ot 8 no 17 Jaca (cpearo
HHTpaBeHO3Ha 1034, TUIa3MEeHHAT KIMPBHC Ha yJNOKCeTHH BapHpa ot 22 |/uac no 46 L/uac
1/9ac). Cnea nepopanna 1032 YCTAHOBEHHAT IUIA3MEH KIIHPBHC Ha TyJIOKCETHH BAPHpA O
(cpeano 101 lfuac).

Cneyuannu nonyaayuu



ITon: Mexny MBie H KeHH ca HAeHTHYULMpaHH GapMAKOKHHETHHHH Pa3fIMKH (allepeHTHUAT IUIa3MeH
KIHPBHC € npubausuTeHO 50% no-HUCHK MpH xXeHH). Bb3 0CHOBA Ha MPHIIOKPHBAHE MO OTHOLICHHE HA
KIHPBHCA, OCHOBAHKTE HA NoNia PapMaKOKHHETHYHH Pa3IMKH HE ONPaBAABAT MPENOPBKATa 32 H3NON3BaHEe
Ha N0-HUCKA 1034 NIPH JCHH MAHEHTH.

Buvapacm: Upentadgumpani ca hapMaKOKHHETHYHH PANIHKH MEXIY TO-MIIA/IH K M10-BB3PACTHH KeHH (265
roaunu) (nosuurelre Ha AUC ¢ okono 25%, a NOMy>kMBOTET € 0Kono 25% Mo-IsJIer TIPH TE3H B CTapiecKa
BB3pacT), BBIPEKH Y€ CTENEHTA Ha TE3H NPOMEHH He € JOCTaThYHa, 3a Aa ce 060CHOBE MPOMAHA Ha A03aTa.

Karto ofina npenopeka, 1e4eHHETO B CTApUECKa Bb3pacT TpaOBa Aa cTaBa ¢ MORHINEHO BHUMAaHHE (BX. TOYKH
42n44).

Bvbpeuno yspesicoare: TlanpenTure B Kpaiina haza Ha G0pedHa HEJOCTATEYHOCT Ha THATM3A UMAT 2 ITBTH
N0-BUCOKH CTOHHOCTH Ha Cmax B AUC 3a AyIOKCETHH, B CPaBHEHHE C 3paBH TANA. [IpH NALMEHTH ¢ Jieka 10
ymepena 6p6peyna HegoCTaTBYHOCT HapMAKOKMHETHYHHTE JAHHH 338 AYJOKCETHH €A OFPaHHYCHH.

Yeprodpobro yepexcoane: Y Mepeno depHoapobro 3abonasasne (Child Pugh knac B) sacara
dapMakOKHHETHKATA HA AYJOKCETHH. B cpaBHeHMe ¢ 3APABM JHLA, IPH NALHEHTH ¢ YMEPEHO 9€pHOAPOOHO
3a0019BaHe YCTAHOBEHHAT IU1a3MEH KAKPBHC HA AYNOKCETHH € 79% MO-HHCHK, YCTAHOBEHHAT TEPMHHATEH
MONYXHBOT € 2,3 meTH no-guaer, 4 AUC e 3,7 ot no-pHcoka. DapMAKOKHHETHKATA HA TyJIOKCETHH H
HErOBHTE MeTalOMMTH HE € H3YJaBaHa NPH NALMEHTH C JIeKa IWITH TExXKA YepHOAPoOHa HEAOCTATHYHOCT.

Kupmewu matncy: JTACNO3ULMSTA HA JyTIOKCETHH € M3y4ABAHA TIPH 6 KbPMEIH KEeHH, KOHTO ca GWiH MoHe
12 cepmuum cnien paxaane. Jynokceras ce OTKpHBa B KpMAaTa, H CTAIHOHAPHUTE KOHLICHTPAlHH B
MaHYHHOTO MJIAKO ca OKOJNO efHA-YETRBPT OT TE3W B rIa3MaTa. KolnH4ecTBOTO AYJIOKCETHH B KbpMaTa €
npubnusuTrenso 7 pg/aHeBHo Npy posupake ¢ 40 mg asa MeTH AHeBHO. KEpMEHETO He MOBIHABA
(bapMakoKHHeTHKATa Ha TyJOKCETHH.

Ileduampuuna nonyaayus: DapMakoKMAEETHYHHTE CBOKCTRA HA AYNOKCETHH NPH NEIHATPHYHH NALHEHTH Ha
BB3pacT OT 7 70 17 roguHu ¢ roJaMo ACMPECHBHO Pa3CTPOMCTBO el NEpOpaIHO NPWIAraHe B CXeMa Ha
Joaupate 20 a0 120 mg BeAHEXK JHEBHO €A XAPAKTEPHIHPAHH C NIOMOLITA Ha NOMYJIALHOHHO-MO/IE/IHpaH
aHayM3 Ha 6azaTa Ha JaAHH oT 3 npoyusaHus. [IpeBHIEHATE OT MOAENA ILUTA3MEHH KOHLICHTPALHH Ha
AYNOKCETHH B CTAllHOHAPHO CHCTOAHHE NPH MALIHEHTH-E11A B NOBEYETO CAy4aH ¢a B rPpaHHLMTE Ha
AMana3oHa Ha KOHUEHTpaLMuTe, Habmo aBaH IPH BBE3PACTHH IMALHEHTH.

53 IMpeaxHAANIHE JAHEH 332 Oe300aCHOCT

JlynokceTHH He € TeHOTOKCHYEH MPH CTaHAapTeH Habop OT TECTOBE, a NMPH ILTEXO0BE HE € KapIIMHOTEHEH.

I1py npoyuBaHe 3a KAPLHHOTEHHOCT TIPH IUILXOBE Ca HAaOMIOAABAHN MHOTOALPEHH KIIETKH B UEpHHSA Apod

TIPH OTCHCTBHE Ha APYTH XHCTONATONMOTHYHH NMPpoMeHH. MeXaHH3MBT, KOHTO € B OCHOBATa HM W KITHHHYHATA
3HAYHMOCT ¢a HeM3BSCTHH. JKeHCKH MHIIKH MOTYYaBaTH TyJJOKCETHH 3a 2 FTONMHH MMaT NOBHIIIEHA YecToTa
Ha XeraToLeTyAapHH aJIeHOMH M KapLIMHOMH caMo ripH BicoKHTe 103H (144 mg/kg/nHeBHo), HO Te ca

CUHTAT KaTO BTOPHYHH Ha YepHOAPOGHATA MHKPO3OMAITHA €HIHMHA HHAYKLMA. 3HAUHMOCTTA HA Te3H JaHHH
NpH MHIKK [0 OTHOLIEHHE HA XOpaTa He € H3BECTHA. JKEHCKH [LTHXO0Be, TIOMyHaBaIH TYJOKCETHH (45
mg/kg/THEeBHO) NpeaH H NpH CHBOKYIUIEHKME U NO BpeMe Ha paHHA OpeMeHHOCT, ¢a MoKa3ali HaMa/leHHe Ha
KOHCYMAlIMATA Ha XpaHa OT MaifkaTa H Ha TeJIECHOTO Terlo, HapymaBaHe Ha IIHKB/Ia Ha pasroHBaHe,

HaMaJteHH NOKA3aTeNH 3a Gpos KMBOPOACHH H MPEKHBAEMOCTTA Ha IOTOMCTBOTO, H 3a0aBeH pacTex Ha
NOTOMCTBOTO NP HMBA HA CHCTEMHA EKCIIOZHIIHSA, KOMTO B Haii-Zo0pHA clTydaii ca NpUOIM3HTENHO 10
MAKCHMANHATA KNHHHuHa excnosuuus (AUC). B npoyusaHe 3a eMOPHOTOKCHYHOCT IIPH 3aiiliH ca
HaOmMOJABAHK NO-BHCOKA YECTOTA HA CHPAEYHO-CHAOBY H CKENETHHW MandopMmauMH NpH HHBA HA CHCTEMHA
eKCMO3UIHA MO MAKCHMANHATA KiHHKHYHA excrnosHups (AUC). He ca nabmosapatn Mangopmaiyi B 1pyro
NPOYyUBaHe, 32 H3MHTBAHE HA NO-BHCOKHM JO3H HA pasiiMYHa COJ Ha MyJ0oKceTHH, [1pn

MPeHATATHH/ MOCTHATAIHA TOKCHKOJIOTHYHH NPOYYBaHHS NPH TUTEXO0BE, AYJOKCETHH HHIYLMPpa HEXKCIaHH

H 3HAYMTENTHO HAMAJIABAHE HA TEIECHOTO TEITIO0 H KOHCYMHPAHETO HA XpaHa;
eH3HMH; ¥ XENATOLeTy/IapHa Bakyonusanus npH 45 mg/kg/nneBHo. O6umaT npodun



AYJOKCETHH NPH MIIaAH [LTEXOBE € MoA00eH Ha TO3H NPH BB3pacTHU mrsxose. HuBOTO Ha Hmnca Ha
HexenaHH eekTH € onpeaeneHo, ye ¢ 20 mg/kg/nHepHo.

6. CAPMAINIEBTHYHH JAHHU

6.1 CnRcHK HA DOMOINBHATE BEeNeCTBA

CuabpikaHHe Ha Kancynara:

3axapuu cepu

XuppokcHmponunmeTi uenynoza (HPMC 603 u HPLC-AS-LF)
3axaposa

Tank

TpHeTHNOB LTPaT

AMoHMEB XuApokcHz (25% pasteop)

Onanpu 6sn10 02A28361

Crocra Ha onanpu 6o 02A28361:
Turanoe nokeun (E171)

HPMC 2910/Xunpomencosa (E464)
Tank

CrcTap Ha KancyjiHaTa OOBHBKA:
Twuranos quokcuzn (E171)

FD&C Cuubo 2 (E132)

Huguro kapman

HKenatun

6.2 HecbBMeCTHMOCTH

Henpuioxxumo

6.3 Cpok Ha roaHOCT

3 roauHK

6.4 CoensaHM YC/IOBHSA HA ChXpAHEHHE

Ja ce cexpanssa Ha MACTO, HEIOCTBITHO 3a ACLA.

Ja ce cbXpaHsBa B OPHIHMHATHATA ONAKOBKA, 32 JIa ce NpeAnasy OT Biiara.
Ja ce cexpanssa nog 30°C,

6.5 BAA B CHABPAKAHNE HA ONAKOBKATA

Bnuctepn o1 Henpospauso PVC/PE/PVDC-AL donuo

Eaun 6nucrep chappka 14 Gpos cToMamuo-ycTORYHEN TRBPAK KANCYIIH.
Pasmep na onakopkata: 28 G6pod cTOMaIHO-YCTOWYHBY TBBEPAH KancyJiH (2 6mucrepa)
6.6 Coennannag NpeANa’Hsd MEPKH NPH HIXBLPJIsSHE

Hsma cnier@anHHd H3ACKBAHKSA

1. IIPUTEXATEJN HA PASPEIIEHHETO 3A YIIOTPEBA
HOBEJ ®APMA EOOJ

yi1. ,,OxkonoBpecTeH 0BT Ne 36
rp. Codusa 1415, brarapus




Tem.: +359 2 962 62 80
dakc: +359 2 962 90 36
en.nowma: info@nobelpharma.bg

8. HOMEP(A) HA PASPEINEHHUETO 3A YIIOTPEBA

Perncrpaunonen Homep: 20160286

9. JATA HA IBPBO PA3IPEIIABAHEMIOAHOBABAHE HA PA3IPEHIEHHETO 3A
YHOOTPEBA

Hara Ha mepBo paspeinasane: 01.09.2016 r.
JlaTa Ha ocieqHO NOAHOBABAHE:

10. JATA HA AKTYAJIN3IAPAHE HA TEKCTA
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