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1. HUME HA JIEKAPCTBEHHUS ITIPOAYKT
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Kpamxa xapaxmepucmuxa Ha npogyxma - Mpunomente 1

Hyncesua 30 mg CTOMaUIHO-YCTOHYHBH TBBPH KalCyjiu :
Hyncesna 60 mg cCTOMaIIHO-YCTOHYHBH TBBLP/IH Karcyau . P 20(50lLS {67\0

b-

Dulsevia 30 mg hard gastro-resistant capsules EPa:weufaHue Ne 20 -03- 0%
Dulsevia 60 mg hard gastro-resistant capsules | semamp-.. LT iy
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2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Besika cToMalliHO-YCTOHYHMBA TBBp/A Kancya cbabpika 30 mg aynokceTuH (duloxetine) (kato
AYJOKCETHHOB XMApOXJIopHA (as duloxetine hydrochloride)).
Bcsaka croManiHo-yCToHYMBa TBBP/A Kancya cbabpxa 60 mg aynokceTHH (duloxetine) (kato
NyJIOKCETHHOB XHIAPOXJOpHA (as duloxetine hydrochloride)).

[TomMOLIHO BELECTBO ¢ M3BecTeH edeKT: 3axapos3a.
Beska 30 mg cToMaluHo-yCTOHYHBA TBBbP/A KarcyJia chabpka 10 34 mg 3axaposa.
Beska 60 mg croMauiHoO-ycToO4KMBa TBBPAA Karncyia cbabpxka 10 68 mg 3axaposa.

3a MBJAHKA CIHMCBHK HA MOMOLUHWTE BELLECTBA BHXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
CromauiHo-ycToHYHBa TBBPA Kancya.

30 mg: benn 10 1eKO OLBETEHH MEJIETH B TBHP/A KeJaTHHOBA KarcyJia ¢ pasmep 3 (Ib/KHHA Ha
kancynara: npubausurento 16 mm). Ta10TO Ha Kancynara e 65410 U Kana4yeTo € TbMHO CHHBO. Bbpxy
TAJIOTO Ha Karncynara e orne4araHo 30 B yepHo.

60 mg: Benu 10 eKO OLBETEHH MeENETH B TBHP/IA JKelaTHHOBA KaricyJa ¢ pasmep | (AbmkuHa Ha
Karicynarta: npubausurento 19 mm). TanoTo Ha Kancynarta € XbJITO-3€1€HO H Kana4ieTo € TbMHO
CHHBO. BhpXy TANOTO Ha Kancynata e ornedataHo 60 B uepHo.

4. K/IMHHYHHU JAHHH
4.1 TepaneBTHYHH MOKA3AHNA

JleyeHwne Ha ronaMo AeNpecHBHO PasCTPOHCTBO.
Jleuenune Ha nuabetHa nepudepHa HeBponaTHa Oonka.
JleyeHune Ha reHepaJIM3UPaHO TPEBOKHO Pa3CTPOHCTRO.

JynceBuna e nokaszaHa rnpu Bb3pacTHH.
3a JoMbJAHUTENHA HHPOPMaALMA BHKTE TO4Ka 5.1.

4.2 Jlo3MpOBKAa H HAYHH HA MPHJI0KEHHE

ﬂomposxa

Tonamo denpecusno pazcmpoticmso T
HauannaTa ¥ npenopbuMTe/IHaTa NOMLIbpPKALLA 1032 € 60 mg BeIHbK AHEBHO, C WK 0€3 xpaua;,[[gﬁ.yyr N
Haa 60 mg BeaHBXK JHEBHO, 0 MaKCHMalIHA 103a oT 120 mg BeHbK AHEBHO, ca ouemmmm ™, \ % \\\
nepcreKTHBHH KJIMHHYHH Npoy4BaHus 3a Oe3onacHocT. Benpeky ToBa, HAMa muu(wum e’ ;H, O RAER
N0KA3aTesICTBa NMpeAnonaraliiy, 4e NalMeHTHTe HEOTTOBOPH/IM Ha HayalHaTa npenqpméana aoza | 1
MOrarT [1a UHMarT 1noJiza OT nokKa4sallo THTpUpaHE Ha fo3aTa. \,‘ .\ .




OGukHoBEHO TepaneBTHUEH OTroBop ce HabmoaaBa cnel 2-4 CeIMHUHO NEUEHHE.

3a na 6BAe NpefoTBPATEH PELMAMB, CIE] KOHCOMHANPAHE HA AHTHAENIPECHBHIS OTTOEOp, ce
NpeopLYBa NEYEHHETO Aa NPOALIKH HAKOIKO mecena. [Tpy maluuenTH, KOMTO Ce MOBIHABAT OT
NIEMEHHE C JY/TIOKCETHH H MMAT AHAMHE3a 32 MOBTOPHH €NHM30IH Ha ro/1IMO JENPECHBHO PascTPOHCTEO,
MO3KE /14 C& B3EME MO/ BHHMAHHE NO-HATATBLIHO ABLATOCPOYHO EUEHHE ¢ 103a o1 60 mg 1o

120 mg/nHeeHo.

Tenepanuzupano mpegosicro pazcmpoticmeo

IIpenopbysataTa HauasiHa 1038 NNPH NALHEHTH C EHEPANM3HPaHO TPEBOKHO pascTpoiicTso e 30 mg
BEIHLXK AHEBHO, ¢ WK be3 xpana. [lpH nauHeHTH ¢ He3aZoBONMTENEH OTrOBOP N03aTa TpAbBa 1a ce
yBesHud 1o 60 mg, koeto e o0MyalHaTa MoaAbpIKAaLIA /1034 MPH MOBEUYETO MNALMEHTH.

Tlpy naurenTH ¢ KOMOPOHAHHM roNemMH AeNpecHBHE SMH30IH HAUAIHATA M MOAALPHKALIATA 1034 €
60 mg BeAHBHkK AHEBHO (MONS, BHXKTE CHILO NPEMNOPHKUTE 3 AO3MPAHE [10-TOpE).

Ho3u no 120 mg aHeBHO ca NoKasaiy, Ye ca edeKTUBHH W Ca OLUEHABAHH OT MEPCNEKTHBHHE KIMHHYHH
NpOYYBaHHA OTHOCHO OesonacHocTTa. Cliel0BaTeNnHO, MPH MALMEHTH ¢ HE3aI0BOJIMTENIEH OTIOBOD OT
60 mg, Moxe Ia ce MMa npeasua yBenuuene 10 90 mg umu 120 mg. YeemHueHHeTo Ha 103arTa
TpAOBa 1a € Bb3 OCHOBA HA KIIHHHYHHA OTIOBOP H MOHOCHMOCTTA,

Cne,u KOHCOJIHANPAHE Ha OTTOBOPA, CC MPENOPBHER NEHSHHEeTO 13 NPOABIIKH OlE HAKONKO MeceLa, 3a
na ce u3derHe peLHIuR.

Huabemna neputhepra neeponamnua boaxa

Havanuara u npenopbuntentata noaabpaalla 1o3a e 60 mg BenHbXK JHEBHO, © ITH Ge3 xpaHa, [1pu
NEPCNEKTHBHH KAHHUYHH MPOYUBaHUs OTHOCHO Ge30MmacHOCTTA ca OLEHARaHH /103H Haa 60 mg
BEHBLX AHEBHO, 0 MaKCHMAallHa J03a 0T 120 mg AHEBHO, NPHIOKEHA HAa PABHH Pa3eNeH: PHEMH.
[[nasmeHWTEe KOHUEHTPAUMH HA YNOKCETHH TIPOABABAT rO1AMa HHTEPHHANBHAYANHA BAPHAGHIHOCT
(Bx. Touka 5.2). CnenoBaTeHo, HA HAKOH NALMEHTH, KOMTO €4 OTTOBOPH/IM HE34J10BO0IHTENHO HA

60 mg, moraT Aa ca NONE3HH NO-BHCOKH NI03H.

OTtroBoptT KbM NeueHueTo Tpabea aa DvAe ougHABRAH ciied 2 Meceua. [1pH nauMeHTH ¢ HEAOCTATRYHO
EPBOHAYATHO MOBTHABAHE € MAIKO BEPOATEH JONMbAHHTENEH OTIOBOD CJIEJ TO3H NEPHOL.

TepanesTHuHata nossa Tpabea na Gbae NpeocUeHABAHA PEryIAPHO (MOHE HA BCEKH TPH Mecena) (Bak.
Touka 5.1).

Cretjuainu nonyaayuu

Tlayuenmu 8 cmapuecka ew3pacm

IIpu MauMeHTH B CTAPUECKA BB3PACT HE CE MPENopbUBa 4AANTHPAHE HA J034Ta SIMHCTBEHO Bb3
OCHOBA Ha Bb3pacTTa. Benpeku ToBa, KakTO NPH BCAKO TEKAPCTEO, C& HIMCKBA NOBHUICHO BHUMAHHE
KOraTO €€ NEKYBAT MALUMEHTH B CTapyecKa BB3pacT, ocobeHo ¢ [lyncepua B nHerHa Ao3a ot 120 mg
NpH CONEMH AEIPECHBHH €IIHIOAM HIIY IEHEPANN3MPAHO TPEROKHO PA3CTPOHCTBO, Thil KATO HMa
OrpaHHYEHH AaHHH (BXK. TOukH 4.4 1 5.2).

Yeprnodpotne yepexcoarne

Hyncesna He TpaGBa na ce H3N0/13BA OT NALMEHTH ¢ YepHOIpOoOHO 3abonaeaHe, [oBENO ;lo _
4epHOApoOHa HEJOCTATEHHOCT {BK. Toukd 4.3 1 5.2). e
bvopeuno vepexcoane i

He e HeoOxoaumMo KOpHrypaHe Ha 103aTa NP NAUUEHTH C JIEKA 10 YMEPEHa 6'56;)6‘#!&_13.‘4'{:{1))’}]1&{
(kpeaTunnHOBR KnupbHe 30 10 80 mi/min). Ayncesna ve TpaGea Aa ce ynoTpedapa OT NANMEHTH ©
Texko 6rOpeyuHo yepexkaaHe (KpeaTHHHHOB KNHpBHC <30 ml/min; 8. Touka 4.3). - . i



Heduampuuna nonyaayus

JlynoxceTiH He Tpsabra na ce ynorpebsaBa npu JeLa W IOHOWK HA BB3pacT noi |8 roauuy 3a nevenne
HA FOJISIMO JENIPECHBHO PAICTPOHCTRO, NOPaH choOpaKeHHA 3a 0€30NacHOCT H eHKACHOCT (BX.
ToukH 4.4, 4.8 1 5.1).

BezonacHoCTTa W edhMKACHOCTTA Ha AYNOKCETHH 33 JIEYEHHE HA TEHEPAIN3UPAHO TPEBOXKHO
pa3cTpOHCTBO NPH NEJUMATPHYHY MALMEHTH Ha Bb3pacT /-17 roaHHK He ca ycTtaHoBeHH. Hanuunure
MOHACTOALLEM JAHMH ¢a onHcanu B Touku 4.8, 5.1 n 5.2,

BesonacHocTra H eHKACHOCTTA Ha AYNOKCETHH 3a JIeUEHHE Ha AMabeTHa nepugepHa HeRponaTHa
0onka He ca u3cAeaBaHH. JIMNCRaT JaHHH.

IIpervceane na nevenuemo

Tpadea na ce u3barea pasko npeksesate. Korato ce npekbeea neuenue ¢ Jlyncerua, nosara Tpabra
Aa 6bae HAMANABAHA NIOCTENEHHO 33 MEPHO/ OT NMOHE €IHA IO JBE CSAMHLIM, 3a 3 C& HAMAIH PHCKA OT
peakuMH Ha oTHeMaHe (BX. To4ku 4.4, u 4.8). Ao cnel HaMaNABaHe Ha 103aTa WIH [IPH NPEKBCBAHE
HA €YEHHETO CE MOABABAT CUMITTOMM Ha HEMOHOCHMOCT TPA0EBa Ja ce WMa npeABH] NOJHOBABAHE HA
Ha3Ha4eHaTa NpeaM Tosa ao3a. Briocneacrsue, nekapaT Moxe Aa NPOABIKH Aa HAMANABA 103aTa, HO
No- NOCTEMEHHO,

HauuH Ha NPUIOKEHNHE
3a MepopatHo MPHACKEHHE.

4.3 IIpoTHBONOKAZAHME

CBpbX4YBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO HITH HAKOE OT MOMOIHHTE BELIECTEA, midpoenu B
ToYkKa 6.1,

EanospeMeHHOTO IpHAoxKeHHe Ha Jly/iceBHa ¢ HECENEKTHRHH, HeoOpaTHMK HHXMOKTOPH Ha
MoHoaMuHookcuaazata (MAO-uHxuOMTOpPH) € NPOTHBOMNOKA3AHO (BXK. Touka 4.3).

YeproapobHo 3abonseane, RoaAELIO A0 YepHOAPOOHO yBpexaaHe (Bxk. Todka 5.2).

Jlyncesua He TpAOBa fa ce npunara B koMOHHaums ¢ GnyBOKCaMHH, LMIIPOMNOKCALIMH HIH
enokcalut {T.e. Moitin CYP1A2 uHXHOUTOPH), THiT KaTO KOMOHMHHPAHETO BOAH 10 MOBHILEHH
MNa3MEHH KOHLIEHTPALMH HA IyJI0KCeTHH (BK. Touka 4.5).

Texkko 6L6peuHo yBpexaaHe (kpeaTHHHHOB KHpbHE <30 ml/min) (Bx. Touka 4.4).

3anouBaHe Ha neveHue ¢ J[yncerra e npoTMBONOKA3aHO NPH MALMEHTH C HEKOHTPOJTMpaHa
XHNEPTOHKA, Thi KaTO MOYKE [a 30U NALMEHTHTE HAa NOTEHLUHANIEH PHCK OT XMIIEPTOHHYHA KpU3a
(Bx. ToukH 4.4 u 4.8).

4.4 CoennaiHH npeIynpexaeHUs H NMpeIIa3HH MepKH npHn ynorpeba

Manua u npunaovyu

Hynceeua Tpadea fa ce NpHIara ¢ BAHMAHHE NPH NaLMEHTH ¢ aHAMHE3A 33 MAHHA MJIM C IMarHo3a
SunonspHo pasCTpOHCTBO H/UIH NPHNATBLH.

Muopuasza P
ChobinaBaHa € MHapHaza, CBbP3aHa ¢ JYJIOKCETHH, 3aTOBA NPEANYMCBAHETO Ha Ilyncegha Ha nauueﬂ
¢ MOBHLICHO BLTPEOYHO HANATAHE HIH TAKHBA C NOBHIUEH PHCK OT OCTPa TﬂCHOhmr&é r.n?yuoma i
TpﬂﬁBa Aa cTaBa C BHHMAaHHC. i



Kpveuo nanazamne u copoevna vecmoma
[Ipy HAKOH NALMEHTH AYJOKCETUH CE CBLP3BA C NOBHLIABAHE HA ADPTEPHATHOTO HANMATAHE H KITHHHYHO
3Ha4YKMMa XUnepToHHA. ToBa MOXKE 1a C¢ IWIKH Ha HOpAJpeHEPrHyHUA edeKT Ha NYNIOKCETHH,
JloknaaeaHu ca cy4ad Ha XMNEPTOHHYHH KPH3H, 0CODEHO NPH MaLMeHTY ChC ChIIECTRYBAILE BEYES
XHNepPTOHHA. 3aTOBA NPH NALMEHTH ¢ YCTAHOBEHA XHNEPTOHHA H/WNK APYTO ChpaedHo 3abonsasaHe ce
NPENophLUBa NPOCNEIABAHE HA APTEPHATHOTO HaNArane, oco0eHO MO BPEMEe Ha ITbPBHS MeCel Ha
neuenue. JlynokcetuH Tpabsa a ce H3NON3BA ¢ BHHMAHKE MPU NMALMEHTH, YHETO ChCTOSHHE MOXKE J1a
C€ BJIOLLH OT NOBHLUIABAHE HA ChHPAEHHATA YECTOTA WK OT NOEMUIABAHE HA APTEPHANHOTO HAJIATAHE.
HynoxceTnn TpaGBa a ce Npuiara BHUMATENHO H € IEKAPCTBEHH NMPOAYKTH, KOMTO MOTArT d
HAapylaT HeroBus MeTabonu3eM. (Bxk. Touka 4,5). [Ipy NaLuHEeHTH ¢ NEPCUCTHPALLO NORHIIABAHE HA

_ apTEPHAJIHOTO HA/IAraHE N0 BPEME HA TPHEM HA AYJIOKCETHH TpAOBa 1a ce 00CHAH NOHHKABAHE Ha
103aTa WK HOCTENEHO NpexpaTaraHe Ha nedeHueTo (XK. Touka 4.8). [Ipy nauweHTH ¢
HEKOHTPONMPaHa XMNEPTOHHA He TPADBA Ja C¢ 3anouRa IeUeHHe ¢ JyNokceTuH (BK. Touxa 4.3).

bvbpeuno yepexcoane

[ToBHILEHH N1A3MEHH KOHUEHTPALMH Ha OYJIOKCETHH ca HabN0AaBaHH NPH NALMEHTH C TEXKO
ObOpeuHO YBpeKAaHe, MOLNOKEHH Ha XeMOAnAIN3a (KpeaTHHHHOE KTWpBHC <30 ml/min). 3a
NALKUEHTH ¢ Texko Ou0pedHo yBpexxaane EmxTe Touka 4.3. 3a uHopMalug No OTHOILIEHHE Ha
MALMEHTHTE € J1eKa A0 yMepeHa 6s0pedHa HeTOCTATEHHOCT BHKTE TOuka 4.2

Cepomonunoa cunOpom/HegpoRenmuter MATUZHER CUHOPOM

KakTo npH neueHHe ¢ ApyrH CEPOTOHHHEPIHYHH JIEKAPCTBEHH CPeICTBA, TAKa M NPH JIEYEHHE C
AYNOKCETHH MOXKE Aa HACTBITH CEPOTOHHHOB CHHAPOM WIH HEBPONENTHYEH MAJTMTHEH CHHIIPOM
{HMC) — e/1HO Bb3MOXHO KMBOTO3aCTPALIABALLO CHCTOSHHE, 0coBeHO NpH eqHOBpeMeHHa ynoTpeba
Ha APYTH CCPOTOHHHEPrHYHN NeKapeTBeHH NpoayKTH (BrmounTendo SSRIs, SNRIs, Tpuumknnunu
aHTHAENPECAHTH WKW TPHITTAHU ), C IEKAPCTBEHH CPEACTBE, KOMTO HApYLIABAT MeTaloNM3Ma Ha
CEPOTOHHHA, KaTO MAQ-HHXHOHTOPY, HIH ¢ AHTHNCHXOTHYHH JISKAPCTBEHH CPECTBA UM APYTH
ACTNIAMHHOBY AHTArOHMCTH KK SynpeHopdHH, KOSTO MOKE /12 MOBJHAE HA CEPOTOHHHEPrHYHHTE
HEBPOTPAHCMHTEPHH CHCTEMH (B, ToukHd 4.3 u 4.5).

Ako CAHOBPEMEHHO NCYEHHE C OYNOKCETHH H APYTH CEPOTOHAHCPrHYHHN NNCKAPCTRECHH
CpEIlCTBaIrHEBPOHeﬂTHLlH, KOHTO MOTaT Aa NoBNHAAT Ha CCPOTOHHHCPrHYHHTE H/WH
AONAMHUHEPrHHHHTE HEBPOTPAHCMHTERHHU CHCTEMH, © KNHHHYHO OMpaBaaHo, CC NMpCnopwuba
BHUMATECITHO Haﬁmoneﬂne Ha NauHECHTHTE, ocobeHO MpH 3an0uYBaHe Ha JICYHEHHETO H MOBHLIABAHE HA
nosara.

CHMNTOMH Ha CEPOTOHHHOB CHH/IPOM MOXKE €a NPOMEHH B MCHXHYHHA eTaTyc (Hanp., Bb3byna,
XaNIOUMHALIMK, KOMA), BEreTaTHBHA HecTaOWNHOCT (Hanp. Taxukapans, konebaHnd Ha KPbBHOTO
HaJIATaHe, XHNEPTEPMHS ), HEPBHO-MYCKY/IHH HapylIeHnd (Hanp. xuneppednexcHs, JIUnca Ha
KOOPJAMHALIMA) H/WIH CTOMALUHO-YPEBHH CHMITTOMH {Harp. raaeHe, NOBPLLIAHE, AHAPHA ).
CepOTOHHHOBHST CHHIPOM B HaH-Texkara cH (opMa Moxe 1a HanogoGasa HMC, koliTo Bkaouga
XUNEePTePMUA, MYCKY/IHA PHTMAHOCT, NOBHLIEHH HMBA HA CEPyMHa KPeaTHH KHHa3a, aBTOHOMHA
HECTAOHNHOCT ¢ Bb3MOXHA 0bp3a QUIYKTYaLMA Ha *H3HEHHTE MOKAZATENH H [IPOMEHH B MCMXMYHOTO
CBCTOSHHE.

Kvam xanmapuion
o BpeMe Ha €THOBPEMEHHOTO PHAOKEHHE Ha Jlylcesra H pacTHTENHH JIEKAPCTBEHH MPOLYKTH,
ChABLP/KALIY AKBIT KaHTapHoH {Hypericum perforatum) MOkKe 1a ¢a N0-4€CTH HEXKEAHNTE PEAKLMH.

Camoybuticmao P
[onamo aenpecHBHO pa3CTPOHCTBO H FEHEPANH3HPAHO TPEBOKHO Pa3CTPOHCTRO: I[eﬂpechﬂ;ra»ce -
CBbP3BA C MOBHINEH PHUCK OT MHCJIH 32 CaMOyOHHCTBO, CaMOHApaHABaHe U caMoyOuiic q (cyhumi— o
cBbp3aHH cbOHTHA). TO3H puck ce 3ana3ea N0 HACTHLNBAHE Ha 3HaYMMa peMucHs. Tbii J

nonoOpeHHe MOXKE 12 HE HACTBITH 1O BPEME Ha TIBPBHTE HAKOJIKO CEAMWLIH OT JIEUeH qu qu 3210~
IBbI IEPHO, MALMEHTHTE TPAOBa N2 ObAAT NPOCIENABAHH BHUMATENHO /IO Hacmnsahe’m Ha' -l
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nogobuo noaodperre. OGWHAT KIMHUYEH OMUT MOKA3BA, Y€ PUCKBLT OT camoyOuiieTBO MOKe A4 ce
MOBHLLH Npe3 PAHHKTE €TanH Ha BH3CTAHOBABAHE.

JIpyTH NCHXWYHH ChCTOSHUA, 33 KOHTO ¢¢ nmpeanHcea JlyacesHa, MOXe CbLLO Aa ca CBbP3aHH ¢
MOBHLIEH PHCK OT CHOHUTHA, CBBP3aHH ChC CaMOyORICTBO. B nombiHeHHe, TE3H CHCTOAHKA MOXKeE 1A
¢a KOMOPOHIHH € rO/IIMO JENPECHBHO pa3cTpoicTBO. CNeI0BaTeHO ChLLIMTE NPeANa3Hu MEPKH,
CMIA3BaHH NIPH IEUEHHE HA MALHEHTH € TOIAMO JEMPECHBHO Pa3CcTpoicTBO, TpAbBa Aa ce cra3Bar U
MpH JieYeHHe Ha MALKEHTH ¢ APYTH NCHXMYHH pa3CTpOHCTRA.

HisecTHo €, HC NALHEHTH C AHAMHE34 24 CYHUHI-CBLPIAHH cuOHTHA MK TAKHBA4, OpOABABALIH
ZHAYMTENHA CTENEH Ha CYHUHAHH MHCITH Npelid HA4aJ0TO Ha JICYEHHETO, HMAT NO-BHCOK PHCK OT
CYHLUHAHH MHCJIH HMH CYHUHHOHO [MOBEACHHE H TpH6Ba Aa nony4at BHUHMaTe1HO Haﬁﬂlﬂ,[lEHHe no
BpEME Ha NEUCHHUCTO. MeTa-aHanu3 or maugbo KOHTpOJAWpPAaHH KJIHHHYHH H3IIHTBAHHA € NEKAPCTBCHH
NPOAYKTH - aHTHACNPECAHTH NPH NCHXHYHH HAPYLWICHHA NMOKA3Ba MOBHIICH PHCK OT CYHLIHMIHO
NOBREACHHE NPH AHTHAENPECAHTHTE B CPABHCHHE C I'IJI&L[GGO NIPY MAUHEHTH NOJ 25 FCOAHIIHA BL3pacT.

C'bOGI.l.laBaHlfl Ca Cny4aH Ha CYHUHAHH MHCJIH H CYHLMAHO NOBEACHHE 110 BpEME HA NeYEHHE C
IYTOKCETHH HIIH BEIHAra el MPEeKpaTABAHE Ha NeueHHeTo (Bxk. Touka 4.8).

MeanKkamMeHTO3HOTO JleyeHne TpAdea 1a ce CLILTCTEA OT BHUMATENHO NIPOC/AeNABAHE HA NALHEHTHTE
W Hali- Beve Te3M ¢ BUCOK PUCK, 0CO0EHO B HAYAJIOTO HA AeYEeHHETO H NPH NPOMAHA HA 103aTa.
IlaumenTHTe (M TE3H, KOHTO Ce TPHXKAT 33 MAUMEHTH) TpAGEa Aa OBAAT NOATOTESHH 3a HYXKIATA OT
fIpociiesaBaHe 3a MOABA Ha BCAKO KSTHHHYHO BIOLIABAHE, CYMHMIHO MOBEAEHHE WIH MUCITH H 32
HeoOHualiHH NpOMEHH B MOESISHHETO H, aKO MMA TAKHBA CHMITTOMH, He3aGaBHO Aa ObAe NOTbPCEH
NEKAPCKH CHBET.

Huabemna nepughepra neeponamna 6oaxa: KakTo Npy Apyra leKapcTBEHHA NPOIYKTH ¢ NoJ00HO
thapMaKONOrHYHO JSHCTBHE (AHTHASNPECAHTH) €a CHOOLIABAHN OTACHH CAYYAH HA CYMUMIHH HIEH H
CYHUHHO NIOBEASHHE MO BPEME Ha NIEUEHHE C AYNOKCETHH HITH BEAHara cJefl NpeKpaTABaHe Ha
neveHnero. OTHOCHO pUCKOBH (PAKTOPH 33 CYHLIMIHOCT NPH ASNPECHS, BHKTE 0-rope. Jlekapure
TpA0Ba a HACHPYUABAT MALMEHTHTE MO ECAKO BPEME Aa ChODIIABAT 33 BCAKAKBH THIKHHM MHCH HIH
4YyBCTBA.

Vnompeba npu deya u onowi nod 18-zoouuna ev3pacm

Jyncesua He TpAOBa 1a ce W3NON3BA 3a NEUEHHE Ha Aelia M IoHOoLIM noj 18 roauiixa pu3pacT.
CyvuuaHo nosenetue (CyHUMAHH ONHTH U CYRLIHIHH MHC/IH) H BPayKAEOHOCT (MPEHMHO arpecus,
OMOZULHOHHO NOBEJACHHE M THAB) Ca HaOMIOAABAHH NPH KIMHUYHK NPOYH4BaHHA MO-4ECTO NMPH Aeua H
IOHOLIM, IEKYBaHH ¢ AaHTHACTIPECAHTH, B CPABHEHHE ¢ TE3M JIEKyBaH# ¢ rmnanebo. Ako, Bb3 OCHORA Ha
KJTHHWYHA HYXAd, HEIABMCUMO OT TOBA, €& BIEME PELUCHHE 3a NieUeHHe, NauHeHTHTe Tpadea
BHHMATEJIHO J1a OBAAT NPOCAeaBaHH 3a I10MBA Ha CYUUMAHH CHMITTOMM (BK. Touka 5.1). B
JOIBITHEHHE, MPH AELA H KOHOLLH JIMIICBAT ALJATOCPOYHH MPOYUBAHHA 3a HE30NACHOCT 10 OTHOLUEHHE
HA PacTek, Cb3PABRAHE W KOTHMUTHBHO M MOBEACHYECKO pa3BHTHeE (RK. Touka 4.8).

Kpveouznugu
MMa cbo01eHns 3a aHOMANTHH KPBBOTEYEHHS, KATO EKXUMO3H, MYPILypa H CTOMALIHO-YPEBHO KbpBEHE
¢ HHXMOMTOPHTE HA OOPATHOTO 3axBaulaHe Ha cepoToHuHa (SSRIs) u nHxHGHTOPH Ha obpaTHOTO
3aXBalllaHe Ha cepoToHnH/HopaapeHanut (SNRIs), Bkmodntento nynokcerdt. JlyIoKCeTHH MOXe
713 TOBHUIM PHCKA OT TIOC/IEPOIOBO KPBBOTEUeHHE (BX. TouKa 4.6). [Ipenopuuea ce BHUMaHHe
fIpY NALMEHTH, MPHEMALUH AHTUKOANYNaHTH W/HIIH NEKAPCTBEHK NPOAYKTH, 32 KOMTO € U3BECTHO e,
NoBNHABAT TpoMBOLHTHaTa dynKis (Hanp. HCTIBC wny auetnncanuumiosa kncenunas ACKY i 7
TIPH MAUMEHTH ¢ H3BECTHA CKIIOHHOCT KbM KbpBEHE. 7 AP

!
Xunonampuemun .\ &

Tlpu npunarane va Jlyncesra € ChoOUIABAHA XUNIOHATPHEMHS, BKIIIOHMTEIIHO Clly4au Chi: "_pyz;iﬁ H ..

HATpHIt TTo-HKChHK OT 110 mmol/l. XunoHaTpueMnsiTa MOXKe Aa ce DKM Ha CHHIAPOM 1 HeanekBaTHa




cekpeums Ha autTuauypethueH XopMoH (CHAJZIC (SIADH)). TloseueTo cayuau Ha XHNOHATPHEMHA ca
¢hOOIIIABAHH MPH NALMEHTH B CTapyecKa Bb3pacT, 0co0eHO B KOMOMHALINSA ChC CKOPOLIHA aHAMHE3A 32
WIH HAJTHYKE Ha CHCTORHHE, TIPEAPA3IONATalLO KM ITPOMeHH Bbe BoaHuA banaHc. Heobxoaumo e
BHHMAHHE NPH NALMEHTHTE C NOBHLIEH PHCK OT XHMOHATPHEMHS; KATO TAKHBA B CTApHECKa Bb3pacT,
MaUHMEHTH ¢ HHPO3a, AEXHAPATHPAHHK MALHCHTH HIH NALWEHTH Ha JIEYCHHE C IHYDPETHLIH.

llpevcmanosasane na reveHuemo

CHMNTOMHTE Ha OTHEMAHE Ca YECTH NpPH IIPEKBCBAHE HA JleHeHHeTO, 0cODEHO B cy4auTe, KOraTo
NPeKLCBAHETO Ce U3RBPLUBA PA3KO (B, Touka 4.8). [1pn knHHHYHO NpoyyBaHe, HEXKeNaHH cLOUTHS,
HaOMoaaBRaHH Npy PA3KO NPEeKbCBaHEe Ha IEYEHHETO, Ca A0KIa1BaHH MpH 0kono 45% OT NAlHEHTHTE
NEKyBaHH C AYJIOKCETHH M 1pu 23% 0T nauHeHTHTe NpHeMailn niiauebo. PHCKBT OT CHMITOMH Ha
oTHeMaHeTo HaGmoaaBauy mpu SSRI's u SRNI’s moxe 61 3aBucH OT MHOXeCTBO dakTopy,
BKJIHOUMTE/THO MPOAB/KHTETHOCT H JO3HPOBKA HA NEYEHMETO W CTEMEH Ha HAMANABAHE HA J03aTa.
Haii-uecTo HabMOaaBaHUTE peaKlMK ¢ NOcCoYeHH B Touka 4.8.

OBUKHOBEHO, CUMITTOMHTE €A JIeKH 10 YMEPEHH, BBITPEKH, Y€ MPH HAKOHM OT MALMEHTHTE TE MOXKE 1a
Ob/1aT TEKKH M0 HHTEH3IUBHOCT. Te OGMKHOBEHO BL3HMKBAT B PAMKHTE HA MbPBHTE HAKOJIKO JHH OT
NpeYCTAHOBABAHE HA JICUCHUETO, HO €A IOKTAJBAHH H PEIKH CIIyHaH Ha TAKWBA CHMITTOMH NPH
MAUMEHTH, IPOMYCHANH A03a NO HeBHrMaHKe. KaTo 110, Te3u CHMOTOMH Ca CaMOOrpaHHYAaBaLlH Ce
1 OOHMKHOBEHO NPEMUHABAT B PAMKHTE HA 2 CEAMHILH, HO NPH HAKOH HHAHEWIH, TE MOXE [1a ca
HaJTHI1IE MO-MPOABLRITENHO (2-3 Mecena unu noeeue). E1o 3auto, ce npenopbypa NOCTENEHHO
HaMansBaHe Ha J03aTa Ha TYJTOKCETHH TIPH MPEyCTaHOBABAHE HA JIEYEHHETO 33 NEPHOA OT HE NO-
MAJKO OT 2 CEIMHLM, B 3aBUCHMOCT OT NOTPeGHOCTUTE Ha NaUMeHTa (BK. Touka 4.2).

Iayuenmu g cmapuecka ev3pacm

Hauuure 3a ynotpeda Ha 120 mg myNoKkCeTHH NPH MALMEHTH B CTApPYECcKa Bb3PacT ¢ FOJM
[ENpPECHBEH ENMU30J M MEeHEPaNM3HPaHO TPEBOKHO Pa3CcTPOHCTRBO ¢a OFpaHHYEHH. 3aTOBa, NEUEHHETO
Ha NAUHEHTH B CTapYecKa BB3PACT © MAKCHMAJIHA A03a TpAbBa Aa cTaBa ¢ BHUMaHHE (BK. Touka 4.2 u
5.2).

AKGMUIUA/NCUXOMOMOPHO De3NoKOtICME0

VnorpebaTa Ha IyIOKCETHH CE CRbP3BA C PA3BMTHE HA AKATHIHA, XapaKTepH3Mpallla Ce Chbe
CyBEKTHBHO HENPUITHO HITH H3TOIMTENHO GE3NOKOHCTBO W HYXJa OT HECTO ABIDKEHHE, CLIPOBOASHA
OT HeCTIOCOOHOCT 3a Ce/IEHe U CTOEHE Ha eAHO MACTO. ToBa € 110-BepoATHO [a CE POABH B PAMKHTE Ha
ITLPBHTE HAKONKO CEAMHLIM OT NeueHHeTo. [Ipy naleHTH, KOMTO NOMyHaT Te3H CUMIITOMH,
MOEMLIABAHETO Ha J03aTa MO}Ke Ja Obae BpeaHo.

Jlexapcmgenu npodyxmuy, coOupACaUl OYIOKCE M

JIYTOKCETHH C€ M3TION3BA NMOA PazIHYHH ThPrOBCKHM MAPKM 32 HAKOJIKO MOKA3aHHA (JICYEHHE Ha
auabeTHa HeBponaTHa 60MKa, TOJEMH ASMPECHBHH EMH30H, NEHEPANM3MPAHO TPEBOIKHO
PA3CTPOHCTRO ¥ YPHHHA cTpec MHKoHTHHeHUus). Tpabea na ce u3dArea ynorpedata Ha MmoBeve oT
€IHH OT TE€3H NPOAYKTH.

Xenamum/nosuuenu 4eproOpodru enzumu

CrobuIaBan ca cllyuaH Ha 4epHOIpOoGHO YBpeXAaHe, BIIIOYHTENHO CHITHO NIOBHLLIABAHE Ha
yepHoApoOHHTE en3uMH (>10 MbTH HAA ropHAaTa rpaHHLIA HA HOPMATa), XENaTHT U XKbJITEHULA, C
nynokceTHH (Bk. Touka 4.8). [ToseveTo OT TAX HACTBIBAT [0 BPEME HA MbPBMTE MECELH NIEUEHHE.
XapaxrepbT Ha UepHOAPOOHOTO YBpExkIaHe € NMpeJMMHO Xeniatouenynapen. JynokcetdH tpadsa na
Ce W3NO/3B4 ¢ BHHMAHHE NPH MALKMEHTH, IEKYBaHH C APYTH JIEKAPCTBEHH NPOAYKTH, CBLP3BAHH C
yBpeskaaHe Ha uepHus apob.

Cercyanna Ouc@ynxyun : R
CenexTnBHHTEe MHXMOHTOPH Ha ODPaTHOTO 3axBalllaHe Ha CEPOTOHHHA (SSRIS)/HHXH6HTDPH’TB HA -
00paTHOTO 2axBalilaHe Ha CEPOTOHHHA H HopaapeHanuHa (SNRIs) moraT na npuquﬂﬂq‘ camn'romu Ha

cekcyanHa AHCyHKUMA (Bx. Touka 4.8). Hma cpobluenns 3a npoab/IKHTETHA CCKC}/#XHH& :
AUChYHKLIKA, NPY KOATO CUMITTOMMTE NIPOABLIKABAT BLIIPEKH NPEKBCBAHETO HA HPUEMA HA ™




SSRIs/SNRI

3axapoza

HdyaceeHa cbabpxka 3axapo3a. [laluHeHTHTE ¢ peJKH HacneACTBEHH NpobieMH HA HEMOHOCHMOCT KbM
(GpyKTO33, MIOKO30-ranaKTo3Ha ManabcopOuua WK 3aXapa3o-H3oMaITazHa HeJOCTAThYHOCT He
TpabBa 1a MpHEMAT TO3H JIEKAPCTBEH NPOAYKT.

4.5 BiakmogeificTBHe ¢ APYrH JeKAPCTBEHH NPOAYKTH H Apyru opmu Ha B3auMoaeicTEHE

Huxubumopu na mono-avuno oxcudazama (MAO-unxudbumopu): Ilopaay pucKk OT CEPOTOHHHOB
CHHIpPOM, AYJIOKCETHH He TPAOEA A2 CE H3M0A3Ba B KOMOHHALIMA ¢ HECENCKTUBHH, HEOOPATHMH
MOHOaMHMHOOKCHAa3HH HHXHOUTOPH (MAO-nHXHOUTOpH) MK B paMKkuTe Ha note 14 qHM cnen
TIpeKBCBaHE Ha JieYeHHeTo ¢ MAO- HHXHOUTOPH. Bb3 OCHOBA Ha MOTY;KHBOTA HA AYJTOKCETHH, €
HeoDX0IMMO 1a H3MHHAT NOHE 5 AHH cien cnvpane Ha JlynceBua M mpeaM 3anodBane Ha MAO-
HHXHOUTOPH (BX. Touka 4.3).

He ce npenopnuBa eqHoBpeMeHHOTO npuiokerne Ha Jlyncesuna che cenextusHu odparumn MAO-
HHXHOHTOpPH, KaTo MoKnobemu (Bx. Touka 4.4). AHTHOMOTHKET IMHE30/1H € 0DpaTHM
necenekTueeH MAO-unxubuTop H He TpaOBa na ce JaBa HA NALUMEHTH, JeKyBanu ¢ Jyncesna (Bx.
Touka 4.4).

Huxubumopu na CYPIA2: Toii kato CYP1A2 yuacTea B MeTabonH3Ma Ha AyNOKCETHH,
€IHOBPEMEHHOTO NPHUAOsKEHUEe Ha AYNOKCETHH ¢ MOLIHH HHXUOUTOpH Ha CYP1A2 e BB3MOMKHO 12
JIOBeie Aa NO-BHCOKH KOHUEHTpaHMH Ha nynokceTHH. ®nyeoxcamuH (100 mg eantx aueBHO),
moreH HHXHOHTOp Ha CYPI A2, HamansBa NpUBHAHHA NIa3MEH KIIHPBHC HA JYJOKCETHH C OKOMO
77% w nouwaea AUCo-t 6 mpTy. 3atoBa Jyncesra He TpsaOBa Ja ce npunara B KOMOMHAIME ¢ MOLIHH
uHxuoutopr Ha CYP1 A2 kato ¢ayeokcamuH (k. Todka 4.3).

Mexapcmeenu npooyxmu, oeticmaayu eupxy [{HC: PucksT oT ynotpeba Ha AyNnoKceTHH B
komOuHaums ¢ apyri nosaussamwy [THC nekapeTBeHH NpoLyKTH HE € CHUCTEMHO OLICHIBAH, OCBEH B
CITyMauTe, ONUCaHM B Ta3u Touka. ClenoBaTe/lHO ce NPenopbyBa HOBHIUEHO BHHMAHHE, KOraTo
Hynceua ce npyeMa B KOMOHHaUMSA ¢ JPYTH LEHTPATHO AeHCTBALM TeKAPCTBEHH NPOAYKTH WIH
BELIECTBA, BKJIKOUHTENHO NKOX0 W CeAaTHBHU JIEKAPCTBEHH NPOAYKTH (Hanp. 0e3HoaHa3enHHy,
MOPPHHOMUMETHIIH, AHTHNICHXOTHUM, PeHobapburan, ceAaTHBHH AHTHXHCTAMHHN).

Cepomonunepzuiny aexapcmeenu cpedcmea: B penkH ciyyaH e cbo0L1aBaH CePOTOHHHOB CHHAPOM
MpH NaUHeHTH, kouTo u3non3eat SSRIs/SNRIs eqHoBpeMEHHO ¢bC CEPOTOHHHEPTHYHH CPEACTEA.
[TpenopbuBa ce BHHMaHue, ako Jly/1ceBua ce H3MON3Ba €AHOBPEMEHHO CBC CEPOTOHHHEPTHUHH
JeKapcTBeHH cpencTea, kato SSRIs, SNRIs, TPHUMIIHYHH AHTHAENPECAHTH, KATO KIOMHIIPAMUHH HIIH
aMuTpunminH, MAO-uHxuGnropu, kato MOKTOGeMH]T WK NTHHE3O0JIK, K bT KaHTapHoH (Hypericum
perforatum) unu Tpunrtany, SynpeHopdHH, TpamMaao, neTHANH U TpuirTodan (B, Touka 4.4).

Edhexm na oyaoxcemurn svpxy Opyzu 1exapcmeenu Hpooyxmu

Jexapcmsenu npoovemu, memabonuzupanu om CYP1A2: @apMakOKUHETHKATA Ha TEODHIHH,
cyberpat Ha CYP1A2, He ce MOBMMABA 3HAUMTENHO NIPH €AHOBPEMEHHO IIPHIOKEHHE C TYJIOKCETHH
{60 mg aBa NbTH JHEBHO).

Jexapcmaenu npooykmu memapoauzupanu om CYP2D6: IynokceTnH e ymepen KHXHOHTOD Ha
CYP2Dé. Korato aynoxkceTHH ce npuiara g ao3a 60 mg 1a IbTH AHEBHO ¢ 6AHHHYHA 1034
aesunpamen, koito € CYP2D6 cyGerpar, AUC Ha nesunpamus ce yenuyasa 3 nbTh . ChBMECTHOTO
npunokeHue Ha aynokcetnH (40 mg ABa MbTH JHEBHO) NOBHIIABA CTALMOHAapHaTa AUC fla - L,f'.
TOTEPOAMH (2 Mg [Ba [TbTH HEBHO) ChC 71%, HO He NOBNNABA (APMAKOKHHETHKATS Ha HEFOBHA™ ..
AKTHBEH 5-XHIpOKCUN MeTabONHT U He ¢ NMPENOopBYBRa aNaNTHUPaHE Ha a03aTa. Hpqnopwsa e
NORHIIIEHO NOBHUIEHD BEHWMaHMe, ako JlynceBua ce NPHIKEAra eqHOBPEMEHHO ¢ neKa‘nScTﬁcﬂn MPOLYKTH, '
KouTO ce MeTabonausupar ocHoBHO or CYP2D6 (pucnepnoH, TpHUMKJIMUHH aHTunthecaHm [TIIA,ZI]
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KaTO HOPTPHUITHIMH, AMHTPHITHIMH H HMHIIPAMHH) 0CO0EHO, aKO Te UMAT TECEH TEPNEBTHYEH
HHAeKe (kaTo aekanHu, nponad)eHoH U METOMPOION).

llepopannu konmpayenmueu u opyeu cmepouonu npenapamu: Pe3ynTaTure OT in vifro NpoyYBaHus
MOKA3BAT, Ye IYJIOKCETHH He HHIYLHpa KaTaauTHyHaTta akTHBHOCT HA CYP3A. Cneuuduunu in vivo
NPOYYBaHHA 3a JIEKaPCTBEHH B3aUMO/IEHCTBHS HE Ca MPOBEKIAHH.

Anmuxoazyranmu u anmuazpezanmu: V3nuckpa ce NOBHILIEHO BHUMAHKE, KOraTo yJIOKCETHH Ce
KOMOHMHHpA C MEpPOpPaIHKM AHTHKOATY/IaHTH WM AHTHATPEraHTH MOPa/H MOTEHLMAIHO NOBULIEH PHCK
OT KbpBEHE, KOETO MO3Ke J1a ce 00ACHHU ¢ (hapMaKoIMHAMUYHO B3aumogeiicterne. OCBEH TOBA €
cb00LIaBaHO NOBHLIABAHE Ha cToiHOcTHTE Ha INR Korato Ha nmaumeHTH, neKkyBaHu ¢ BapdapuH, ce
npujara eJHOBPEMEHHO JyJI0KCeTHH. Bee nak, etHOBpeMEHHOTO npHiIaraHe Ha JYJOKCETHH H
BaphapuH Ha 31paBu 100POBOJILIH, KaTO YaCT OT KIMHHYHO (PapMaKkoIOrHYHO NPOy4BaHe, NpH
CTALIMOHAPHO CLCTOAHHME HE BOJIH JI0 KJIMHHYHO 3HauMMa npomsHa B INR cnipsmo u3xoaHoTo HHBO
HIK BBB (hapMaKkoKMHeTHKaTa Ha R- wiu S- Bapdapun

Egpexmu na opyau nexapcmeenu npooykmu 6bpxy OyI0KCemun

Anmuayuonu rexapemea u H2 anmazonucmu: ENHOBpEMEHHOTO NPUIOKEHHE HA AyJIOKCETHH €
aHTHALMIM, ChABPIKALLY ATYMHHHI W MarHe3uH MITH Ha TyJTOKCETHH ¢ PaMOTHIMH, HAMA 3HAYMM
e(eKT BbpXy CKOPOCTTA MJIH CTENEHTa Ha pe30pOHsA Ha TYJIOKCETHH Clie/l NPHJIOIKEHHE Ha NepopaHa
no3a ot 40 mg.

Huoyxmopu na CYP1A42: Ananu3u Ha nonynauHOHHH GapMakOKHHETHUHH MPOYYBaHKsA M0OKA3BAT, 4e
nyliayute MmaT no4t 50% no-HUCKM MJIa3MEHH KOLIGHTPAaLMHK Ha 1yJIOKCETHH, B CPaBHEHHE C
HemyLla4yuTe.

4.6 @epruaurer, GpeMeHHOCT H KbpPMeHe

Depruaurer
B npoyuBaHus npH KHBOTHH IYJOKCETHH HAMA edeKT BbpXy (epTHinTeTa NpH MbXKeE, 2 eeKTUTE

MPH KEHH OYEBHHO Ca CaMO B 103H, KOUTO NPHYHHABAT TOKCHYHOCT 3a Maiikara.

BbpemenHocT
[IpoyuBanus ¢ KMBOTHH MOKa3BaT, PENpPOLYKTHBHA TOKCHYHOCT NPH HUBA HA CHCTEMHA EKCMO3HLINA

(AUC) Ha TyNOKCETHH NO-HUCKH OT MAKCHMAJIHATA KIIMHUYHA €KCMO3ULMA (BXK. Touka 5.3).

Hee ronemu obceppauronnu npoyusanus (eaHo ot CALLL Bimousaino 2 500 GpeMeHHH, ¢ eKCIO3ULIMS
Ha 1yTOKCETHH MPe3 ITbPBHA TPUMECTBP, H eaHo oT EC, Bkmoysawo | 500 GpemeHHH, ¢ eKcrnio3uLius
Ha AyTOKCETHH Mpe3 MbPBHA TPHMECTBP) HE Mpeanoaarat oLy NOBULLEH PUCK OT FOJIEMH BPOAEHH
mandopmalrH. AHaTH3BT Ha KOHKPETHH MandopMaLuy, Kato chpaeuHH MandopMauuH, MoKasea
HeyOeIMTEeTHH pe3yTaTy.

B npoyusaHeTo ot EC e HanpaBeHa Bpb3Kka MeKIy €KCIIO3HLMATA HA AYJOKCETHH Ha MaiKaTta no
BpEME Ha Hanpe/Haaa OpeMeHHOCT (10 Besko BpeMme oT 20-Ta recTallHOHHA CEIMHLA 10 paXKJaHETO) ¢
NIOBHLIECH PUCK OT MPEKAEBPEMEHHO paskaaHe (Mo-MaJiko OT 2 MTH, KOETO NMPHOIH3MUTETHO
CHOTBETCTBA Ha 6 JOMBJIHHTE/IHH NpexAeBpeMeHHH paxaaHus Ha 100 skeHH, Ha Tepamnus ¢ TyJIOKCETHH
B HanpeaHana 6pemenHoct). [lo-ronsmara yacT e Bb3HMKHANA MEKTY 35 M 36 recTallMOHHA CEIMHMLA.
Tazu Bpb3ka He e HaOnmoaaBaHa B npoyuBanero ot CALLL

AMEpHKaHCKH IaHHH OT HabIOAEHUA NPeJOCTaRAT A0KA3ATENCTRA 3a MOBHILIEH PHCK (MO-Mako oT 2
I'bTH) OT MOCIEPOJOBO KPBBOTEHEHHE ClIE/] €KCTIO3HLIMA Ha TYJIOKCETHH B PAMKHTE Ha MeceLl npean
pakaaHeTo. ‘
Enupemuonornunure nanny npeanonarar, ye ynorpedara Ha SSRIs no Bpeme Ha GpeMeHHocT e g
0coBeHO B HanpeHana OpeMEHHOCT, MOJXKE 1a MOBHLIH PUCKA OT NMepCHCTHpALIA nynmouanua 5
XunepTouus npu HosopoaeHoto (ITITXH). Benpekw, ye HAMa Npoy4BaHHs, PH KOHTOAa € s
uscnenpana epbakara Ha [TTTXH c neuennero cbe SNRI, To3u noTeHumaneH puck He Moxke na Owne
M3KJIKOYEH MPH 1YJIOKCETHH, B3EMaKKH Mo BHUMAHUE CBbP3aHHA MEXAHM3bM Ha ,ueucmue




(nHxHOMpaHe Ha 0OpaTHOTO 3axBalllaHE HA CEPOTOHHH).

[TonoGHO Ha ApyruTe CEpOTOHEPrHYHH JIEKAPCTBEHM MPOAYKTH, MOraT /1a CE MposBAT CHMIITOMH Ha
OTHEMaHe NPH HOBOPO/IEHH cJiefl ynoTpeba Ha [y/JI0KCETHH OT MakikaTa OJIM3KO /10 TepMUHAa.
CuMnTOMHMTE Ha OTHEMaHe, HabJI0AaBaHK MPH 1yJJOKCETHH, MOJKE /1a BKJIHOUBAT XHIOTOHHSA, TPEMOP,
HEPBHOCT, 3aTPY/JAHEHHs B XPAHEHETO, PECMUPATOPEH AMCTpeC U rbpyose. [loBeyeTo cayyau ca
Ha0JIl01aBaHH MM NPH PAXKIAHETO, WIH B TEYEHHE HA HAKOJIKO /IHH e/l PasK1aHETO.

ﬂyJ’lCEBHa Tpﬂ6Ba Ja C€ H3MOoJ3Ba 1o BpEME Ha 6peMeHHOCT, CaMoO aKo NMNOTECHUHAIHHTE MOJI13H
onpaBJaBat MOTEHLUHATHHUA PUCK 3a 1u1o/a. XXenute TpadBa aa ObaaT CLBETBAHW 12 HHPOPMUpAT
JieKaps CH, ako 3a0peMeHesT WK NIaHupaT OpeMEeHHOCT MO BPEME Ha JIEYEHHETO.

KbpMmene
JlynokceTHH ce OT/€eNs B MHOIO MaJlka cTerneH B KkbpMaTa Ha Da3aTa Ha u3c/ieiBaHe Ha 6 NaLHUeHTKH ¢

JIAKTaLKMsl, KOUTO He ca KbpMHJIK cBouTe Jeua. [1pubnusurennara nercka nHeBHa no03a Ha 6aza mg/kg
e npubnusutento 0,14% ot no3ata Ha maiikarta (Bx. Touka 5.2). T kato Ge3onacHocTTa Ha
nynokceTHH npu Oeberta He e ycTaHoBeHa, ynotpebata Ha Jly/iceBHa 1o BpeMe Ha KbPMEHE He ce
npenopbYea.

4.7 EdexTn BLpXy cnnocobHOCTTA 32 mogHpaHe H paboTa ¢ MAIIHHH

He ca u3BbpuIBaHM NpoyuBaHHs BbPXY crnocobHocTTa 3a wodupane v pabora ¢ MawuHy. Jlyacesua
MOXKE aa 61:,.[[5 CBbp3aHa CbC CEAHPAHEC H 3aMaAHOCT. l'lauueHTHTe Tpﬂ6Ba aa 6T:IlaT YBEAOMABAHH, U
aKO M3MKTBAT CEIHpaHe MM 3aMasHOCT, TpAOBa 1a U30ArBaT NOTeHUHaHO PUCKOBH paboTH KaTo
wodupaHe UK paboTa ¢ MALLHUHH.

4.8 HexenaHH JIeKAPCTBEHH PEAKIHH

a. Peziome na npoghuna na bezonacnocm

Haii-yecto cbobLuaBaHUTE HEKENAHHW PEAKLIMHU MPH NalMEHTH, JIEKYBaHH C 1yJIOKCETHH Ca rajieHe,
rnaBofosne, CyXoTa B yCTaTa, COMHOJIEHTHOCT H 3aMaiiBaHe. Bbnpeku ToBa, NOBEYETO OT YECTHTE

HeXe/laHH PeaKLMH ca JIEKH 10 YMEPEeHH, Te OOMKHOBEHO 3arouBaT PaHO MO BPEME Ha JIEYEHHETO H
No- roasiMa 4acT ca ¢ TeHAEHUMA 1a OTMHHAT IOPH, KOraTo TepanusaTa 6ble Npoab/KeHa.

0. Peziome na nexceranume 1eKapcmeenu peakyjuy, npeocmaseHo 6 maodauya
Tabnuua | noka3sa HekelaHUTE peaKLHH, HabMI0AaBaHH NMPH CMIOHTAHHO CbOOLIABAHE H NPH
r1anebo- KOHTPOJHUpaHH KITHHUYHH MPOYYBaHUS.

Tabnuya 1: Heocenanu pearyuu

OueHka Ha yecToTa: MHOro 4ectd (>1/10), yectn (>1/100 no <1/10), Heuectn (>1/1 000 oo <1/100),
peaku (=1/10 000 no <1/1 000), muoro peaku (<1/10 000), ¢ Hen3BecTHa YecTOTa (OT HATHUHHTE
JIaHHH HE MOKe /1a Ob/le HarpaBeHa OLEHKa).

inI BCAKO IpyrnHpaHe B 3aBHCUMOCT OT HECTOTATa HEXKEJIAHUTE PEaKLIHH Ca NMpEeACTaBEHH B HU3XO/IS1LL
pe€a no OTHOWEHHE HA TAXHaTa CCPHO3HOCT.
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4 Cnyuay Ha arpecus H CHAB ¢a ChOOINABAHH OCOOEHO B HAYANOTO WM CJEA NPEKBCRAHE Ha
JIEYEHUETO.

5 Cayuau Ha CyMUNHA HIICAIHA H CYHIUK/IHO NMOBEAEHHE Ca ChoOWABAHM N0 BPEME HA JIEYEHHE ©
JYIOKCETHH HJIH CKOPO ClEll NPEKLCBAHE HA JleYyeHHeTo (BxK. Touka 4.4).

¢ QueHeHa 4ecTOTa HA HEXENAHH PeaKLIHH, CHOOLIEHH MPH NOCTMAPKETHHIOBO HabmoaeHHe; He ca
HabmogaBaHu B N1aLeG0-KOHTPOIHMPaHH KNHHHYHH NPOYYBaHUS.

" He € CTATHCTHYECKH CHIHH(HKAHTHO Pa3inyKa ot niauebo.

¥ [IpunanbLKTE Ca MO-4eCTH NIPU NALMEHTH B CTAPYECKA Bb3PAcT (Bb3pacT >65 roHHNU).

® OueHeHaTa 4ecToTa ¢e $5a3npa Ha JaHHH OT BCHYKH KIIMHUYHH TIPOYYBAHHS.

19 Yeerorara € u3uncieHa Bb3 OCHOBA Ha NNALEC0-KOHTPOTHPAHH KIIMHHYHH H3NHTBAHHA.

6. Onucanue na u30paNy HeXceranU AEKAPCMEEHY Pearytil

CrniHpaHeTo Ha npHeMa Ha AyNOKCeTHH (0cODEHO KOraTo € BHE3aMnHo) YECTO BOAH AC CHMITTOMH Ha
OTHeMaHe. 3aMaiiBaHe, CEH3OPHH HApYIIEHHS (BKITIOYHTENHO NAPECTE3Ms WX yCeLlaHus, noAo0HH Ha
NpeMHHaBaHe Ha eIEKTPHYECKH TOK, oco0eHo B 00N1acTT4 Ha IV1ABaTa), HAPYIUEHHUS HA ChHA
(BrTIOYUTENHO Ge3CbHME H UHTEH3UBHO CHHYBAHE), YMOPa, COMHOJIEHTHOCT, Bb30Yaa HH
TPEBOMKHOCT, raficHe W/ HAH NOBPBIIAHE, TPEMOP, rNaBobONHe, MUAITHA, PA3APAZHHTENHOCT, AHAPHS,
XHMEPXHAPO3a H BEPTUIO Ca Hal-4eCTO CHOOLIABAHHTE HEXKENAHH PEAKLIHH.

Haii-0610 H 3a SSRIs, v 3a SNRIs, Te3n ¢BOHTHA ca Neky 10 YMEPEHH M CaMOOrpaHHyaBalli ce,
BBLIPEKHM Y€ TIPK HIKOH NZUHEHTH T MOMKE 1a €A TC/KKH H/KH NPOIBIXKHTENHH, 3aToBa ce
NpenopbyBa, KOraTo He ¢e Hajlara MoBeve JIEYEHHE C AYNOKCETHH Aa Obie H3BLPIICHO MOCTENEHHO
CMHpaHe, Ype3 HaMasIsBRaHE HA No3aTa (BK. Touka 4.2 n 4.4),

Ipes 12-ceamuuHaTa ocTpa a3a Ha TPH KIMHUYHY NPOYYBAHHA C JYJIOKCETUH NPH NALKEHTH ¢
nuabersa HeBponaTHa Gonka e HabMmoJaBaHO MAJIKO, HO CTATHCTHUECKH 3HAYHMO MOBHLISHHE B
KPbBHATA rIFOKO34 HA TTIAAHO, TIPH MAaLHEHTHTE Ha JieueHue ¢ aylokceTHH. HbAlc e crabuien u npu
MAaLHEHTHTE REKYBAHU C TYJIOKCETHH, H TIPU MALMEHTHTE NeKyBaHH ¢ niauebo. Ilpes da3zata Ha
YIIbIAABAHE HA TEZH MPOYUBAHMA, NPOLLLKIUIA 10 52 CEAMHLM, € HATHUHO NoRHWeRKe Ha HbAlc u
B [PYNATa Ha JYJMOKCETHH, H B rPYMaTa Ha pYTHHHA TEPANuA, HO CpeaHoTOo nosyueHHe ¢ 0,3% no-
TO/1IAMO B FpyNarta Ha ieyeHne ¢ Qy/okceTHH. Haau4no e nexo nosuilieHHe B KPbBHATA MIOKO32 Ha
r1aaHO H Ha OBUIMA XONECTEPOIT TIPH MALMEHTHTE JIEKYBaHH ¢ NYJNOKCETHH, A0KaTO Te3H J1adopaTopHH
H3CNEARAHHA MOKA3BAT NEKO HAMANIEHHE B IPpyNaTa Ha pyTHHHA Tepanus.

Kopurupanusar cnpsMo cbpeyHaTa yectora QT uHTepBan NpH NALHMEHTHTE, IEKYBAHH ¢ NYNOKCETHH,
He Ce pa3nuuasa OT TO3H, HabMIIABaH NPH NAlMEHTHTE, IeKyRaHK ¢ mnauedo. He ca Habmonasanu
KIHHHYHO 3HauuMK paznuik 33 QT, PR, QRS unu QTcB u3MepBaHua MExTy NauHEHTHTE,
NeKyBaHHTE ¢ JYJOKCETHH H Te3H JISKYBaHHTE ¢ rnauebo.

2. lleduampuuna nonyrayus

O6wo 509 nauneHTH agLia Ha Bb3pacT oT 7 10 17 roguHH ¢ rolaMo JEeMpecHBHO pascTpoiicTeo u 241
MeIHaTPHYHH NAUMEHTH Ha BL3PacT OT 7 10 17 TOAHHH ¢ FeHepanH3HpaHo TPEBOXKHO PasCTPOHCTBO ca
NeKYBaHH ¢ OY/IOKCETHH NPH KIHHAYHK npoy4Banus. KaTo uano npoduibT Ha HexenaHnTeE
JIEKAPCTBEHH PEAKLIMH HA JAYJIOKCETHH NPH J€1a H I0HOWIY € noaobeH Ha To3u, HabAKoaaBaH NP
Bb3PACTHH.

O6uo 467 nauuMeHTH OT NeJHATPHYHATA NOMYTALMA, KOHTO MbPEOHAYATHO €4 PAHAOMH3HPaHH 1a
MOMYYaBaT JYNOKCETHH B KAMHHYHH NIPOYUBAHHSA, H3MHTBAT cpeiHO Hamanenue Ha Ternoto 0,1 kg

kuM 10-Ta cenmuua B cpastetue ¢ 0,9 kg cpenHo yeenuueHue 1IpH 353 naUHEHTH, MONYUYABaIlH
nnauebo. Cnea TOBA B TeHEHME HA UETHPH MECEUEH 10 LIECT MECeueH MEePHO Ha NPOIB/IKEHHE, W
NALHEHTHTE NPOABABAT CKIOHHOCT KbM Bb3CTAHOBABAHE HA OYAKBAHOTO CH HIXOOHO Tcr’no B
MEepPLEHTHIA Ha 5a3aTa Ha NONYJIALMOHHHTE JaHHH OT BPLCTHHLMTE, ChbOTBETHO NO BbSp&CTfH non \“ \\

f ;
i
B npoyusaHnd ¢ NPOIBLMKKTEIHOCT 10 9 MeceLa NPH NaUHEHTHTE OT neﬂuarpuquav{'a Eonynaum
NIeKyBaHH ¢ A¥JIOKCETHH, ce Habnonaea obwo cpeaHo Hamanenue ot 1% Ha nepuem;mnﬂ 38 p‘bcr
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(namanenue ot 2% npu peua (7-11 roaunn) 1 yeenuwuenue ¢ 0,3% npu worowd (12-17 roannn)) (Bx.
Touka 4.4).

CrobluaBade Ha NOAO3IHPAHK HEKEJIAHH PEAKUHA

CrobLaeaHeTo Ha NOJAO3HPAHH HEXEAHH PeakLMK cnel paspewtasate 3a ynotpedba Ha lekapeTBeHHs
OpOAYKT € BaskHO. TOBa NMOZBOIABA /14 TPOIBIKH HAOMIOAEHHETO HA CHOTHOWEHHETO NMON3a/PUCK 33
NeKapeTBeHHA NpoayKT. OT MeIHLIMHCKHTE CNEUHATIMCTH € H3HCKBA 1a CbhoOilaBaT Beaka
NO03HpaHa HekeslaHa peakliua qpe3

H3nbaHWTENHA areHIMA MO NekapcTaTa

yi. . Jaman ['pyes” Ne 8

1303 Codusa

Ten.: +359 2 890 3417

yebOcaitt: www.bda.bg

4.9 Ilpenozmpane

Coobiasanu ca ciyqau Ha npejosupaHe, CaMOCTOATEHO WK B KOMOUHAUMS ¢ IpYTH JIEKAPCTREHH
MPOOYKTH, ¢ 103M Ha aynokceTHH oT 5 400 mg. Fima HAKONKO CMBPTHH CITyHaH, OCHOBHO NPH CMECEHO
Mpeao3upaHe, HO CLLLO TaKa ¢ AYNOKCETHH CAMOCTOATETHO B 1033 OT NPHOIHIMTETHO

1 000 mg,. TpH3HAIIATE U CHMITTOMHTE Ha NPERO3HPaHE (IYNOKCETHH CAMOCTOATENIHO HIIH B
koMOHHALMA ¢ APYTH JISKapCTBeHH POIYKTH) BRIIOUBAT COMHOIEHTHOCT, KOMA, CEPOTOHHHOB
CHH/IPOM, TIPHUTIAABLUH, IOBPBILAHE M TAXMKAPAHA.

He e u3BecteH cneuugpHueH aHTHIOT Ha AYMIOKCETHH, HO aKO HACTBIHM CEPOTOHHHOB CHH/POM MOXE
Aa ce MMa npeasH] cnelddUYHO JIedeHHE (KaTo ¢ LIMNPOXENTAAHH H/WITH TEMNIEPaTYPEH KOHTPO).
Tpatea pa ce noanbpxatT cBOOOIHN AUXATETHUTE MbTHIIA. [lpenoprHBa ce npocneasBaHe Ha
CbPAEYHHTE H )KW3HEHH MOKA3ATEITH, 33€1HO ¢ MOAXOAALH CHMITOMATHHYHH W NOANBPXKALIH MEPKH.
CromaluHa NpOMHBKA MOKe 1a € TI0Ka3aHa, aKo C€ H3RBPIIM Bh3MOXKHO HAH-CKOPO CIel
MOCTBILAHETO HIIK [IPY NALMCHTH CbC CHMITTOMM. AKTHBHHMAT BBITICH MOJKeE 2 MoJe3eH 3a
orpanMvaBaHe Ha pesopbuusra. [ynokceTHH HMa ronam obem Ha pasnpenenchue H opcupanara
ouype3a, xemonephysns M oOMeHHa nepdy3ud e MaNKo BEPOATHO Ja ¢a OT Mon3a.

5. ©®APMAKOJIOIMYHH CBOMCTBA
5.1 ®apmakolHHAMHYHHE CBOHCTBA
(apMaKoTepaneBTHYHA rpyna: ncuxoaHanenTHUM, ApyrH aHtuaenpecanty. ATC kon: NO6AXZI.

MexanuibsM Ha JelicTBHE

HynokcetnH e komOuunpan HHXHOMTOP HA 0OpaTHOTO 3axBauiane Ha cepoToHuH (5-HT) n
nopaapeHanut {NA). Toii ¢nabo uHxubHpa oOpaTHOTO 3aXBAlAHE Ha 10NaMHHA, €3 3HAYHM
aHHHTET KbM XHCTAMHHEPTHYHHTE, JOTTAMHHEPIrHYHH, XOJMHEPrHYHH H aRPEHEPIUYHH PELENTOPH.
JIynoKceTHH 1030-3aBHCHMO MOBHILABA EKCTPALENYIAPHHTE HHBA HA CEPOTOHHHA H
HOPHOPAJPCHAIHH B PA3IMYHA MO3BUHH 0ONacTH MPH XKHBOTHH.

(bapmakoauHamuuuu ebekTH
JynoKceTHH HopManu3upa nipara Ha 0/IKaTa NpY HAKOIKO NpeAKNHHHYHH MO/IETa Ha HeBponaTl-;a H
BLIMANHTENHA GONIKA ¥ CMEKUaBa MoBeAeHHETO npy GONKa B MO HA HepecHCTUpalLa /omca, CtiHTa
ce, e HHXHOWpawoTo Gokara neicTBUE Ha AYJIIOKCETHH € Pe3yNITaT oT nmcuunnpa&e*rg Ha
NECLEHAEHTHHTE HHXHOGHTOPHH GONKOBM MHTHINA HA LEHTPaIHATA HEPBHA CHCTe

Knunuuna edukacHocT | 5€30MaCHOCT |
Tonsame denpecusro pazcmpoiicmseo: JIyTOKCETHH € H3y4aBaH B KJIMHHYHH IPOT MH Bmw%amﬁ
3 158 naumentu (excnozuuma ot | 285 nauueHTo-ronWHM) oTroBapaiud Ha DMS- ]V KpuTEpUTE 3a .
ronaMa nenpecus. EQukacHocTTa Ha AYNOKCETHH [IPH NPENOPBUHTENHA THEBHA 1103&\’60/ 0 ﬁmﬂ‘@
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JHEBHO € NOKa3aHa MPH TPH OT TPUTE PaHAOMH3IWPAHH, ABOHHO-CIIENH, IU1aLe60 KOHTPONUpPaHH, ¢
(pHKcHpaHa 1034 NpoOyYBaHKSA B OCTpa (asa NpH Bb3pacTHH aMOyNaTOPHH MALIMEHTH C rofaM
nenpeckBeH enn3on. 061, eHKacHOCTTA Ha 1YTOKCETHH € AEMOHCTPHPAHA NPH AHEBHA 103
mexay 60 u 120 mg B 06110 TIET OT CeAEMTE PaHAOMM3MPAHH, ABOHHO-cnenH, niauedo
KOHTpONMpaHy, ¢ pukcupana 103a NpoyuBaHua B ocTpa (a3a npy Bb3pacTHH aMOYNaTOPHH MAlHEHTH
C ronaM JernpecHecH €enn3oa.

JyNOKCeTHH IMOKa3a CTATHCTHYECKO NPEIWMCTRO CIpAMO Nnauebo, npocneagHo Ypes noaobpexue Ha
obwwms pesynrar no 17 roukosara Hamilton Depression Rating Scale (HAM-D) (BiitounTento u va
EMOLIMOHATHHTE, H HA COMATHHHHTE CHMIITOMH Ha Aenpecks). CTenenTa Ha OTroBOpP H PEMHCHS ca
ChILO CTATHCTHYECKH 3HAYMMO M0-BUCOKH TNPH IYNIOKCETHH, B cpaBHeHHe ¢ mauebo. Camo manka
YACT OT MALMEHTHY BIJTIOYEHH B MUIOTHN KIMHUYHY NPOY4BAHUA ca WK ¢ Texkka JernpecHs
(u3xoaHo Hueo HAM-D>25).

B npoyuBaHe 3a npeI0TBPaTABAHE HA PELMIHB, NALUHEHTHTE, IIOBIMAIHN C€ OT 12-CEAMHUHO OTKPHTO,
MHTEH3UBHO JICYEHHE ¢ AYNOKCETHH 60 mg BEAHBK AHEBHO, ¢4 PAHIOMH3HPAHW WM HA AYTOKCETHH
60 mg BeAHBX AHEBHO WK Ha nauebo 3a owe 6 meceua. [Ipunaranero Ha AyaokceTHH 60 mg
BEIHBK JHEBHO MOKA3a CTATHCTUYECKO 3HA4YHMO NMpeMMCTBO B CpaBHeHHE ¢ Malebo (p=0,004), no
OTHOIUECHHE HA H3IMEPBAHETO 34 MbPBHHMEH M3XO0/, NPOGMMIAKTUKATA HA PELMIMB Ha Aenpecud,
M3MEPEHA HPEe3 BPEMETO 10 PEUHIHRA, YecToTaTa Ha pellMAHBHTE NO BPEME Ha 6-MeceYHHd ABOHHO-
cAsn neproa Ha npocneassaue e 17% n 29%, chOTBETHO, 3a JYJIOKCETHH U 3a naaiebo.

[To Bpeme Ha 52-ceaMu4HOTO NIALEOO KOHTPOIHPAHO JBOHHO-CANO JICYEHHE, IEKYBAHHUTE C
IYNOKCETHH NALIMEHTH C PELHANE Ha rOIIMO ASIPECUBHO PA3CTPOHCTBO HMAT CHIHH(HKAHTHO TIo-
asabr Bescumnromen nepuos (p<0,001) B CpaBHEHME ¢ NALMEHTUTE, PAHAOMH3WPAHH Ha rnauebo.
BCHUKK MauHeHTH npeBapuTenHo ca ce NORIHAIM OT AYJIOKCETHH NO BPEME HA OTBOPECHO NEUEHHE C
aynokcerdd (28 mo 34 ceamuun) npu no3a ot 60 no 120 mg/anesno. [o Bpeme Ha 52-ceaMHUHAaTA
nnaieGo KOHTpoNHpaHa ABoiHO-cnAna (aza Ha nedeHre 14,4% OT NAUMECHTHTE, JIEKYBaHH C
AynokceTHH M 33,1% OT nauMeHTUTe, TPETHPaHH ¢ Iauebo, npexyBaBaT OBTOPHA NOABA Ha
CHUMIITOMH Ha aenpecus (p<0,001).

E¢exkTsT oT npriaradeTo Ha AynokceTHH 60 mg BeAHbK AHEBHO NIPH NALMEHTH C JICTIPECHA B
crapuecka Bb3pacT (>65 roJMHH} € OleHeH cneuudHIHO B NPOYHBAHE, [I0KA3BALIO CTATHCTHYCCKH
3HAYMMa pa3nkka B HamanaraHeto Ha HAMDI17 pesysrata 3a NnaUHEHTHTE, IEKYBAHH ¢ AYTOKCETHH, B
cpasuenue ¢ ianebo. IonocsMocTTa Ha AymokceTHH 60 mg BeAHBLK AHEBHO MPH NALHEHTH B
CTapyecka BL3pacT € CPABHUMa C Ta3H, HalllioaBaHa NPY NO-MIaaH Bb3pacTHH naiueHTH. Obaue
AaHHHTE 33 NAUHEHTH M3TOKEHH Ha MaxcumanHara 103a (120 mg AHeBHO) ca OrpaHAYEHH H 3aTOBa Ce
NpenopbYBa NOBULIEHO BHHMAHHE MPH JIEUEHHE Ha Ta3H NOIMMyJIalus.

Teneparnuzuparno mpesoxcuo pascmpoticrnso. JlyJJOKCeTHH f10KA3a CTATHCTHYECKH 3HAUHMO
NPeAUMCTBO CNpAMO 1auedo MpH NeT oT NeT NPOYUBaHKUA, BKIIOHAINM YETHPH PAHAOMU3HPAHH,
JBOHHO- ¢J1eNH, Iiauebo KOHTPONUPAHH HHTEH3UBHH NPOY4BAHHA W POYYBAHE 32 MPOQUIAKTHKA HA
PEUMAMB [IPK BL3IPACTHHU C FEHEPATH3HPAHO TPEBONHO Pa3CTPOICTRO.

JlyNOKCETHH MOKa3a CTATHCTHYECKH 3HAYUMO {IPEAHMCTBO CIIPAMO I1aLebo, H3MEPEHO upe3
noaoGpeHHe Ha OGLIKA pe3yATaT no ckana 3a tpesoxHoct Ha Hamilton (Hamilton Anxiety Scale
(HAM-A)) u pesyarara 3a o610 GyHKIHOHAIIHO pa3CTPOHCTRO Mo ckana 3a uHBanuaHocT Ha Sheehan
{Sheehan Disability Scale {SDS)). CTeneHute Ha NOBNUABAHE H PEMMCHA Ca CHLLO [I0-BHCOKH [1pH
AYJIOKCETHH B cpaBHeHue ¢ rnauebo. JyToKceTHH NOKa3Ra CPaBHHMH PE3YATATH 34 ehHKACHOCT ¢
Te3d Ha BeHNA(daKCHH OT riegHa Touka noaobpeHne Ha obiusa pesynrtar no HAM-A.

Tpu npoyuease 3a NpoHNAKTHKA HA PELMIUB NALWEHTHTE, NMOBTUABALUM C€ OT §-MeCeuHo |
HHTEH3HBHO OTKPHTO TEYeHHe C JyNOKCETHH, Ca PAHAOMH3HPAHH 13 NOIYyUaBaT WK uyp;ﬁtqqemuum;, RN
nnaueo 3a nocneasauuTe 6 Meceua. ynokcerun 60 mg no 120 mg BesHBK NHEBHO o™ ‘(:*f
CTATHCTHHECKH 3HAYMMO NPEIHMCTBO B CpaBHerue ¢ niauebo (p < 0,001) npu npoding
pEUMINR, MZMEPEHO UPE3 BPEMETO A0 NOABA HA PpeUHAHB. UecTOTaTa Ha PEUMIMB Np Gu-]\ja:eq Hig

s

NEpHOIL Ha NOCTEABALIOTO NBOHHO-CAANO Tipocieassane ¢ 14% npu mynokceTnn n 43%cm pH nﬁlaﬂq@d" o




Edukacnoctra Ha aynokceTHd 30-120 mg (rbBkaBo A03UpaHe) BEAHBLK [HEBHO [IPH HALMEHTH B
crapyecka Bb3pacT (65 ro/IMHM) C reHepaiH3Mpas TPEBMKHO PA3CTPOHCTBO € OLEHEHA B €1HO
MpPOY4BaHE, KOETO MOKa3Ba CTATHCTHYECKH 3HAYUMO nojodpere B 00mua pesynrar 3a HAM-A sa
NaUHEHTHTE, NEKYBAHH ¢ AYJO0KCETHH, B CPABHEHHE C MALMEHTHTE, NOMyyaBally miauebo.
EdukacHocTTa M Ge30nacHOCTTa Ha AynokceTHH 30-120 mg BeaHbK NHEBHO MPH NAUHEHTH B
CTAPHECKA BB3PACT C FreHEPAIH3HPAHO TPEBOMKHO Pa3CTPOHCTBO ca MofolHH Ha HabraaBaHHTE B
Npoy4BaHHA NP [O-MTAAH Bb3PACTHH NAUMEHTH. BuIpekn TOBa JaHHKTE 3a MALIMEHTH B CTapyecka
BL3PACT, HITOKEHH HAa MakcHManHaTa n03a (120 mg aHeBHO), ¢a OrpaHHYeHH W MO TO3H HAYMH Ce
NpenopbYBa MOBHLIEHO BHUMAHME [IPY M3NOI3BAHETO HA TA3H 71034 NIPH NOMYJAUHATA B CTAPYecKa
Bb3pAacT.

Juabemua nepuepna nesponamua 6oaxa: ehpUKaCHOCTT HA AYIOKCETHH 32 JICYEHHE Ha AHA0EeTHA
HepponaTHa GOJIKA € YCTAHOBEHA PH 2 PaHAOMH3HPaHH, 12-ceMHYHH, NBOHHO-CICTH, Mauebo
KOHTPOJIHPaHH, MPoy4Banus ¢ GUKCHPaHa 103a Npy Bb3pacTHH (22 Ao 88-romuurnm) ¢ auabetna
HeBponaTHa 60J1Ka B NpoAb/keHHe NoHe Ha 6 Mecewa. [launenTure, OTrOBapAILH Ha KPHTEPHHTE 34
FOSAMO AICTIPECHBHO Pa3CTPOMHCTBO, Ca H3KIOYEHH OT Te3H Npoy4sanus. MaMepuTen Ha NbpEHYHUA
M3X0 € CeAMHYHATA CpeIHa CTOHHOCT Ha 24-yacopata §oJ1Ka, KOSTO € OTPa3ABaHa B €KEIHEBEH
JHEBHHK Ha mauueHTute no 11-roukoparta ckana Ha Likert.

B neete npoyusaHud, AyN0OKCeTHR 60 mg BeAHBkK AHEBHO M 60 Mg nBa NLTH JHEBHO 3HAYMTEIHO
HaMansaea Goskata, B cpaBHeHue ¢ nauebo. EQekThT MpH HAKOM NALMEHTH € BUAMM NPe3 TbPBUTE
CEAMMLUM HA ieueHHe. PauTHKaTa B CpeaHOTO NoaodpeHHe Meskay ABETE paMeHa Ha aKTHBHO JICUeHHE
He ¢ 3HauuTenHa. Orbensszano e noue 30% crobluaBao HaMassBaHe Ha SonkaTa npH NPUOAM3UTENHO
65% OT JIeKyBaHHTE ¢ JYJIOKCETHH nauneHTH cpewy 40% 3a nnauebo. COTBETHHTE LIMGPH 38 MOHE
50% penykumsa Ha GonkaTa ca choTBeTHO 50% 1 26%. CrenenTa Ha knuHiueH oTroBop (30% win
noeeue nogobpeHue Ha GonNkaTa) e aHATH3HPAHA COPEA TOBA JANTH NAUMEHTHT € NPOABUI
COMHOJIEHTHOCT MO BPEME Ha JIEYEHHETO WK He. 3a MaLyeHTHTE, KOHTO HE ¢4 NPOSBUIIH
COMHOJICHTHOCT € HabNoABaH KIMHHYEH OTroBOp MpH 47% OT NauMeHTHTE, Nony4asalli JyNOKCETHH
H 27% o1 nauxeHTHTe Ha nauebo. CTenenTa Ha KIHHHYEH OTTOBOP MPH NMALUHEHTHTE MPOABHIY
COMHOREHTHOCT € 60% Ha aynokceTsH 1 30% Ha nnauebo. IlauuenTrre, HENPOABABALUHK PEAYKIIHA Ha
Gonkara ot 30% B paMkuTe Ha 60 AHM NeYeHHE € MANKO BEPOATHO 1a JOCTHIHAT TOBA HHBO APH NO-
HATATLLIHO JleYeHHe.

ITpy OTBOPEHO ABAMOCPOUHO HEKOHTPOIHPAHO NPOYUYBAHE NOHHXARAHETO Ha BOJIKATA MPH NALMEHTH,
NOBNMAHK OT §-CEIMHUHO OCTPO JISUEHUE C QynokceTHH 60 mg eJHOKPaTHO AHEEBHO, C€ 3anmas3ea 3a
ole 6 MECeLa, KAKTO € OLEHEHO ¢ MPOMAHATA MO CKANdTa 3d KpaTKa oueHka Ha bonkara {Brief Pain
Inventory (BPI)) na 24-uacosus cpeaen Spoii ToukH 3a Goska.

Heauarpruna nonynanua

JynokceTns He e u3cieIBaH NPH NALMEHTH NOJ, 7-TOAMLIHA BL3PAcT.

[TpoBeneHH ca ABe paHAOMH3HPAHK, TBOHHOC/IENH, NAPaNENHH KIHHAYHH npoy4saHds npu 800
neMaTpHUHH NALHEHTH Ha BB3pacT oT 7 A0 17 roAMHM ¢ rofiaMo [IeNPECHBHO Pa3CTPOHCTBO {BK.
Touka 4.2). Tezu ase npoyuBaHUa BKIOYBAT 1 (-ceAMHYHA Mnauebo-KOHTPOAHpPaHa H AKTHBHO-
kouTponHpasa (payokceTHH) ocTpa (pasa, nocnenBaHa OT WECTMECEUEH NIEPHO/ HAa MPOIBIDKEHHE HA
AKTHBHO KOHTPOJIMpaHO JieueHue. Huto rpynara, nekyeana ¢ gynokceTHH (30-120 mg), wuto rpynara
¢ aKTHBHA koHTpona {(nyokceTnn 20-40 mg) CTATHCTHYECKH CE Pa3nu4aBaT OT Iwiauebo no
OTHOLUCHHE HA NIPOMAHATA B o6MTE pesyarary no ckanara Children’s Depression Rating Scale-
Revised (CDRS-R) ot u3xoaHus a0 kpaliHus MoMeHT. TIpekbeBaHe Ha IHCHHETO NOPATH HEXKENaHH
CLOMTHA € TI0-4ECTO NIPH MALMEHTHTE, NPHEMALLIH AYJIOKCETHH, B CPABHEHHE C TE3H, IEKYBAHH C. . -
nyokceTH, B noedeTo ciyyad nopaam raaene. [o speme Ha 10-ceaMHuHNA nepnouga axmm-lo s, *'f 2
NedeHUe € ChOBILIABAHO 33 CYMLIMAHO NoBeAgHHE (aynokceTrn 0/333 [0%], dnyokceTi )7225 Qjﬁ%] 7\
nnauebo 1/220 [0,5% ]). Mpes uenus 36-ceamuuen Kype Ha W3ciaeapaHeTo, 6 ot 333 aﬂueﬂrn o
MLPBOHAYANHO Ca PAHSOMM3NUPAHH 1A MONYUABAT AYIOKCETHH, H 3 OT 225 NauHeHTH| LKOH 0
TPBOHAYAHO ¢4 PaHAOMH3HPaHH /1A M0Ty4aBat (IyOKCETHH, NpOABABAT cyuuunﬂo\n@BeﬂéHHe .




(eKCrno3HUKMA-KOPHTYpaHaTa YECTOTA Ha cyHUHAHO noeeseHHe € 0,039 cbOHTHA HA MaLUMeHT Ha roaHHa
3a nynokcetuH, u 0,026 3a dnyokceTHH). OcBeH ToBa, €AHH MAUMEHT, KOWTO € IpeMuHAn oT utaueGo
Ha JIEYEHHE C TYNOKCETHH, € HMaN CYHUMIHO NOBEAEHHE [10 BPEME Ha NMPUEMA HA IY/IOKCETHH.

IlpoBeneto e panpomMusipane, IBOHHOCAANO, MIaUed0 KOHTPONMPAHO MPOYYEaHe MPH 272 NALHEHTH
OT MEAHATPHYHATA NONYNALMA Ha BL3pacT 7-17 roqMHH ¢ reHepan3upaHo TPEBOKHO PasCcTPOCTRO,
Hpoyuraneto kmousa 10-ceamuuna naauebo konTporupana octpa (asa, nocneasada or 18-
CEIMHUYCH NEPUOA HA NPOALIKEHHE HA NeYeHHeTo. B ToBa NpoyyBaue e W3non3BaHa rbBKaBa cxeMa
Ha 103MpaHE, 3a /1a ¢e 1a]€ Bb3MOKHOCT 3a HaBHO NOBHIIABAHE HA 103aTa OT 30 Mg BeAHLK AHEBHO
A0 No-BUCOKH 1031 (MakcuMyM 120 mg BenHBk AHEBHO). JleueHHeTo © AYIOKCETHH MOKA3Ba
CTATHCTHYECKH 3HAYUMO [10- roNiaMo noaobpeHHe Ha CHMITTOMHTE Ha MeHepatu3HPaHOTO TPEBOKHO
pa3CcTPOHCTBO, KAKTO € OLIEHEHO ¢ NOMOLITA HA CKANATa 33 TEXECT Ha reHepalu3upaHo TPEBOKHO
pasctpoiicTeo PARS(cpenna paznuka mexay ayiokcerus u mnaue6o 2,7 Toukn [95% U 1,3-4,0]),
cien 10 ceamuum Ha neuenve. MoaabpxaHeTo Ha edekra He e ouensrado. HaMa cTaTHCTHYECKH
3HauMMa Pa3/MKa B PEKLCBAHETO HA MPOYYBAHETO NOPA/IH HEKENAHH ChOMTUS MEXAY rPyNHTE C
AYNOKCETHH M Mnaledo B TeueHHe Ha 10-cenmuynara dasa Ha ocTpo neyeHue, JBama MalHeHTH,
KOMTO €a NPEXBLIIEHH OT Mnauebo KbM JTyJTOKCETHH cllel ocTpaTa (a3a, HINHUTEAT CYHLH/IHO
MOBEJACHHE, 10KATO NPHEMAT JyJIOKCCTHH N0 BpeMme Ha (asaTa Ha npoabkeue, He e HampaseHo
3aKNKYEHHE OTHOCHO LAOCTHOTO CHOTHOLUCHHE MONI3a/PHCK B Ta3W BL3PACTOBA rpyna (BXK. Chillo
ToukH 4.2 1 4.8).

I[IpoBenieHO € €AHO NPOYYBAHE NPH NEAHATPHYHH NALHEHTH CHC CHHAPOM Ha FOBEHW/IHA ITbPBHYHA
dubpomuanrug (juvenile primary fibromyalgia syndrome, JPFS), B koeTo rpynara, nekysana c
DYJIOKCETHH, HE € OTAeNeHa OT FPyNaTa, nofy4asaiua nialeto, 3a OUeHKa Ha H3MepUTeNs 3a
ObPBUYHA €duKacHOCT. 3aTOBA NHIICBAT JaHHH 33 €(UKACHOCT B Ta3H MONYJIALMA NIEHATPHUHH
nauyenTd. PanaoMu3upaHoTo, ABOHHOCIINO, NNaLle00-KOHTPOIHPAHO, NapasieaHOIPYNOBO
[POY4BaHE HA AYNOKCETHH € NPOBeAEHO NpH 184 10HOWIH Ha BB3pacT oT 13 ao 18 roaunn (cpenHa
Be3apact 15,53 roaunn) ¢ JPFS. {lpoyuBaneto pknrousa 13-cenMuueH ABoiHOCNAN NEPHO, Npe3
KOHTO AAUMEHTHTE Ca PAHIOMH3HPAHH Aa Nomy4yasat AynokcetHH 30 mg/60 mg unu nnaueGo Bcexn
aeH. JlynoKCceTHH He noka3sa eUKACHOCT [0 OTHOLLUEHHE HAa HAMANABAHETO Ha Gonkara, W3MepeHa
Ype3 H3IMEPUTENA Ha TbPBHYHKA PE3y.ITaT Ha KpalHaTa Touka - cpeneH ckop 3a 6onka no Brief Pain
Inventory (BPI): cpennara npomana Ha Hali-mankute ksaaparu (LS - least squares) oT u3xoaHaTa
CTOHHOCT Ha cpeaHHA ckop 3a Oonka no BPI na 13-tara ceamuua 13 e -0,97 B rpynaTa, nonyyasauia
nnauebo, B cpapHeHue ¢ -1,62 B rpynara, nonyyasawa aysokcerut 30/60 mg (p = 0,052).
PesynraTute 3a 6€30MacHOCT OT TOBA NIPOYUBAHE ¢4 CLBMECTHMH ¢ H3BECTHHS NMPOQHI Ha
He30macHOCT Ha NYTIOKCETHH.

Esponefickata areHuus no nexapcTearta oCBOOOXAAEA OT 33ABKEHHETO 34 NpPeIOCTaBAHE Ha
pe3ynTaTHTE OT NPOYUBAHHS C YJIOKCETHH MPH BCHYKH MOATPYIH HA NeAHaTPHYHATA HOMyNalUHa MpH
JICYEHHE Ha rOAAMO AeNPeCcUBHO Pa3cTpoiicTRo, nMabeTHa HerponaTHa 60/Ka H reHepalH3UupaHo
TPEBOXKHO Pa3cTpoiicTBo. BusTe Touka 4.2 3a HH(OpMaLKMa oTHocHO ynoTpebaTa npu aeua.

5.2 @®apmMakoKHHeTHYHH CBOHCTBA

JyJIOKCETHH ce NpUnara KaTo CaMoCTOATENIEH eHaHTHOMep. JIyNTOoKCeTHH ce MeTaboau3upa npeanMHo
oT okcHaaTHBHH eH3UMH (CYP1 A2 1 nonumopdnaus CYP2D6), nociaeasano 0T KOHIOrHpaHe.
DdapMakoKHHETHKATa Ha AYNOKCETHH MOKa3Ba FOJIAMa EAPHAOMIHOCT MEXAY OTAEAHHTE HHAMBHIH
(0Buio 50-60%), MbAxKala ce B H3BECTHA CTENEH HA NI0J1a, Bb3PACcTTa, CTATYCA HA TIOTIOHOMYLIEHE H
CBLCTOAHKETO Ha MeTabonu3npaiara cucrema CYP2D6.

Abcopbuns: JlynokceTut ce pesopOupa nobpe cren nepopanHo npuaokenue ¢ Cmay/ Hacrs 1
4aca ciien no3upane. AGCOMIOTHATA opaTHa GHOHAIMYHOCT Ha TYJIOKCETHH Bapupa §1,32% na 80% \
(cpenHo 50%). XpaHata yanTkaga BPEMETO 33 JOCTHTAHE Ha BBPXOBH KOHLIGHTPA uﬁqrﬁ'lﬁ;f@qaca ol
H TA MAprHHaAHO HAMAJIABA CTENeHTa Ha pezopbums (npudanzutendo 11%). Tesu hp@rﬂléﬂnmﬁé ca .

HAKAKBA KTHHHYHA 3HAYUMOCT. VO e e




Pasnpenenenue: Jlyn1okceTuH ce cBbp3Ba NpUbAN3HTENHO 96% ¢ YOBSIIKHTE MNAIMEHH NIPOTEHHH.
JlynoxceruH ce cBbP3Ba U ¢ anbymuH W ¢ anda-1 kucenus rnukonpotenH. [IpoTeHHHOTO CBBp3BaHE
He c€ MOBNHABA OT OBOPEUHO WK YepHOAPOOHO YBpEKIaHe,

Buompancpopmayus: JlynokceTHH ce MeTabonu3npa eKCTEHIHBHO U METAOOMHTHTE Ca EKCKPETHPAT
0CHOBHO ¢ ypuHaTa. llutoxpomute P450-2D6 u 1A2 xaranuzupar oOpazyBaHeTo Ha [1Ba OCHOBHH
MeTabOoNMTa [JTIOKOPOHH/ KOHIOTAT Ha 4-XMAPOKCH AYNOKceTHH U cyndareH KOHIOraT Ha 5-
XH/IPOKCH,6- METOKCH IYNOKCETHH. Bb3 OCHOBA Ha in vitro npoyuBaHHs, UMPKYIHpaliHTe MeTabonuTn
Ha AyJIOKCETHH ce c4MTaT (JapMaKONOrHHHO HEAKTHBHH. DapMaKOKHHETHKATA Ha AYJIOKCETHH APH
NALKMEHTH, KOHTO ca JIoLUH MeTabonu3aTopu no otHoluetine Ha CYP2D6 ne e cneuuduuno niyuasaHa.
OrpaHHYeHH JaHHH NIPEANONArar, Y€ NpH Te3H NAUHEHTH [L1a3MEHHTE HMBA HA JY/IOKCETHH ca Nno-
BHCOKH.

EnumMHHHpaHe: eMTHMHHALIMOHHHAT NOMYKHBOT HA OYJIOKCETHH BapHpa oT 8 no 17 vaca (cpeano 12
vaca). Cren MHTpaBeHO3HA 1033, NNTA3MEHUAT KITHPBHC Ha AYIOKCETHH Bapupa oT 22 l/uac no

46 l/uac (cpeano 36 l/uac). Cnen nepopaiHa 1034 YCTAHOBEHHMAT MIA3MEH KIMPBHC Ha AYNOKCETHH
gapupa oT 33 no 261 l/uac (cpeano 101 l/vac).

CneuranHy nonyaauuy

llor: Mexpay Mbaxe H KeHH ca HAgsHTHHUMPaHH GapMaKOKHMHETHHHH Pa3iMKH (AMSPEHTHHAT
NJIa3MeH KAHPBHC € mpubauzuTenHo 50% no-HUChK NPpH *kKeHH). Bb3 OCHOBA HA NPHNOKPHBAHE MO
OTHOLLEHHE HA KJIMPBLHCA, OCHOBAHHTE HA Nona (HapMaKOKUHETHYHH Pa3IMKH HE ONpaBAaBAT
NpenopbKaTa 3a H3MOM3EAHE Ha MO-HUCKA 033 MPH JKEHH- IAUHEHTH.

Bwzpacm: Haenndruupany ca (papMakoKHHETHYHH PAIMKH MEXKAY NO-MJIAJY U XKEHH B CTApYECKa
Bb3pacT (=65 roauun) (noenineHne Ha AUC ¢ okono 25%, a nonyxuBoThT € okono 25% no-abasr
NPH TE3H B CTAPUECKA BB3PACT), BBIPEKH Y€ CTENEHTA HA TE3H MPOMEHH HE € JOCTAaTh4YHA, 3a 1a ce
obocHOBe nIpoMsaHa Ha aosara. Kato ofwa npenopbka, nevenneTo B cTapyecka eb3pact tpabea na
CTaBa ¢ NOBHUIEHO BHAMAaHHE (BxK. TOUKH 4.2 1 4.4).

bvipevno yepexcoane: IlauyenTtuTe B Kpajina gasa Ha OB0peuHa HeaOCTaTBLYHOCT Ha AHaNM3a
(ESRD) umar 2 nbTH no-eucoku ctoiiHocTd HA Cmgax M AUC 3a aynokceTHH, B cpaBHeHHe Cbe
3apaeu nuua. [lpu nauseHTH ¢ neka no ymepena 6b0peuHa HenocTaTbYHOCT HaPMaKOKHHETHUHUTE
JaHHH 33 JYJIOKCETHH €a OrPaHHYEHH.

Yeproopoono yepexcoare: Y MepeHo qepHoapobHo 3abonaeane (Child Pugh knac B) zacara
(dapMaKOKHHETUKATA Ha yJIOKCETHH. B CpaBHEHHE CBC 3paBy THUA, APH NIALHEHTH ¢ YMEPEHO
yepHoaApoOHO 3ab0nsBaHe YCTAHOBEHHAT MIA3MEH KIHPBHC HA AYNOKCETHH € 79% no-HuCHK,
YCTaHOBEHHAT TEPMHHANICH NIOAYKHBOT € 2,3 nbTy 00-4506T, a AUC e 3,7 n0bTH No-BUCOKA.
®apMaKOKHHETHKATA HA IYNOKCETHH W HEFOBUTE MeTabONHUTH HE € U3y4aBaHa NPH MALKEHTH ¢ AeKa
HJTH TEXKKA YePHOIPOOHA HEAOCTATBUHOCT.,

Kvpmeugu maticu: JIHCNIO3HLMATA HA AYJIOKCETHH € H3Y4aBaHa [pu 6 KbPMELUM KeHH, KOHTo ca G1iH
noue 12 ceamMuum cnen paxaaxe. JynokceTHH ce OTKPHBA B KbPMAaTa H CTALIMOHAPHKTE
KOHLIEHTpalWH B Mai4HHOTO MJIAKO C4 OKOJIO €/1HAa-4€TBLPT OT Te34 B fu1aimMara. Konnuectsoto
JYNOKCETHH B KbpMaTa € NpUOnM3nTenHo 7 ug/nHesno npu aosupaxe ¢ 40 mg aga nbTH AHEBHO.
KbpMeHeTo He noBnHABa hapMaKOKHHETHKATA HA TyNOKCETHH.

Heouampuuna nonyaayus: DapMakOKHHETHYHHTE CBOHCTRA HA TYJIOKCETHH NPH nenuaﬁ)}i}?mw
MallMEHTH HA Bb3pacT OT 7 00 17 roauHH © ronamMo AenpecHBHO pa3CTPOHCTBO el m‘:p@pa.rmo ’

[U1a3MEHH KOHLEHTPALMH HA AYIOKCETUH B CTALMOHAPHO ChCTOAHUE IIPH nenHan!«l_q;i_H ﬂauHeHTH B ;>
NOBEYETO CNTYHaH Ca B FPAHHLINTE HA AHANA30HA HA KOHUCHTPAUKKTE, HADNONABAH IPH BL3PACTHH -
]




NALMEHTH.
5.3 IlpeakIHHHYHH JaHHH 3a Ge3omacHoCT

JlyJIOKCETHH He € reHOTOKCHHEH [IPM CTaHapTeH Habop OT TecToBe, a MPH NJIbXOBE He e
kapuuHoreHed. [1py mpoyuBaHe 3a KapLHOMEHHOCT NPH MIbXoBe ¢a HabioaapaHH MHOTOSAPEHH
KJIETKH B YepHHA ApoO MPH OTCBCTBHE HA IPYTH XHCTOMATONOMHYHH NPOMeHH. MexaHu3MBT, KOHTO &
B OCHOBATA MM H KJIMHUYHATA 3HAYHMMOCT ca HeH3BECTHH. JKeHCKH MHLIKH NONyyaBanH qyNOKCETHH B
NPOAL/DKEHHE Ha 2 TOJHHN HMAT MOBHILICHA YECTOTA HA XEMATOLEAYIAPHH a/ICHOMH U KapUIHHOMH
camo npu Bucokute 1034 (144 mg/kg/aHeBHO), HO TE Ca CHMTAT KATO BTOPHYHM Ha 4epHOApoOHaTa
MUKPO30OMAHA EH3UMHA MHAYKLMA. 3HA4UMOCTTA HA Te3W JaHHH MPH MHILUKH 1O OTHOLIEHHE Ha
XOpaTa He ¢ W3BecTHa. JKeHCKH nirbXoBe, noayvaeain AynokceTuH (45 mg/kg/nHesHo) npeau u npu
CHBOKYIIEHHE W NO BPEME HA paHHa GpeMeHHOCT, ¢a NoKa3aly HaMalleHa KOHCYMALHs Ha XpaHa oT
MaiiKarTa W Ha TENECHOTO TErIO, HapYLIABAHE HA LIMKbJIa Ha PAa3rOHBAHE, HAMANEHH NOKA3aTeNH 3a
Opost KUBOPOAECHU H MPEKUBIEMOCTTa HA MOTOMCTBOTO H 3a0aBeH pacTeX Ha MOTOMCTBOTO MPH HHBA
HA CHCTEMHA €KCMO3HLMNA, KOMTO B Haii-100pua ciy4aid ca mpubnHaHTeNHO 10 MaKCHMalHATa
knuHH4Ha excnozuuusa (AUC). B npoyysane 3a eMOPHOTOKCHYHOCT NPy 3akliuu ca HabmonaBady no-
BHCOKA YECTOTa Ha ChPASUHO-CHIOBH M CKENETHH MandopMaldyi NPH HUBA HAa CHCTEMHA €KCMO3HLIHA
noa MakcumanHara kinnuuHa ekcriosuuus (AUC). He ca Habmogaganu mandopMalHi B Apyro
NpOYYBaHE, 3a M3MHTBAHE HA NO-BHCOKH J03H Ha pa3ivyHa con Ha aynokceTHH. [pn
NpeHaTaNnHA/MOCTHATANHY TOKCHKOIOTHYHH NPOYYBAHHA NPH NTBXOBE, NYJIOKCETHH HHIYUHPA
HEXEeNaHH NOBSASCHUYECKH e(PEeKTH B MOKONEHHETO NIPH €KCMO3MULMA MO MAKCHMATHATA KIMHHYHA
excnozuuua (AUC).

[poyuBaHKA MPH MJIAAH NITHXORE TIOKAIRAT NPEXOAHH EKTH BLPXY HEBPOMOBEAEHUECKHTE PeaKLiuy,
KaKTO W 3HAYUTENHO HAMANABAHE Ha TENECHOTO TETIO ¥ KOHCYMHPAHETO HA XpaHa; KHAYKUHS Ha
YyepHOMPOOHHUTE EH3UMH H XenaTolenynapHa Bakyonuszaums npu 45 mg/kg /axesto. OSwmuaT npodun
Ha TOKCHYHOCT Ha AY/IOKCETHH MpPH MU ITbXOBE € NOA0GEH Ha TO3W NPH BB3PACTHH ILIBXOBE.
HueoTo Ha nunca Ha HexenaHu edeKTy € onpeaeneHo, e e 20 mg/kg /aHerHo.

0. PAPMALLEBTHMHH JAHHH
6.1 CnHcbK HA IOMOWHHETE BelnecTBa

CnCTaB Ha Karncyaara

3axapHu chepH (3axapo3a, LApEBHYHO HHLIECTE)
Xunpomenosa 6 cP

3axaposa

AcKOpOHHOBA KMCEJIHHA

XUNpoMeNno3eH aLeTaT CyKLHHAT

Tank

TpuetHnuHTpar

Twuranoe anokcug (E171)

OOBMBKa Ha Kancynarta

HKenatnn

Turanoe auokenn (E171)

Hupurorun (E132)

Kenr xenesen okena (E172) — camo npu xancynure 60 mg
Macrino (wennak, nponunenriadkon {E1520), depen xeneseH okcun (E172), kanues ;,;ﬁ&emm
(ES25)) ;/ ¥

6.2 HecnBmMecTHMOCTH




Henpunoxumo

6.3 Cpoxk Ha rognoct

24 meceua

6.4 CpeunanHH yc/IOBHSl HA CbXpaAHEeHHE

Ha ce cbxpanssa noa 30°C.
I[a C€ CbXpaHABa B OpHIrHHA/THATA OMNAaKOBKa, 3a Ja c€ Npeanasy OT Biara.

6.5 Buau chabpXKaHHe HA ONAKOBKATA

bnucrepu (OPA/AV/PE + DES donuo — AI/PE donuo): 7, 10, 14, 28, 30, 56, 60, 90 u 100 cromauHo-
YCTOWHYUBH TBBHPM KANCYJIH, B KYTHA.

He BcHYKH BMIOBM OMAaKOBKH MOrart Aa ObJaT [ycHaTH Ha nasapa.

6.6 CpoenuajHu npeana3’Hu MEPKH NPH H3XBBLPJISHE

Hsma cneunanHy W3MCKBaHus.

Hew3non3paHusT nekapcTBEH MPOAYKT HIM OTNAIBYHHTE MaTePHAIH OT Hero TpAOBa Ja ce H3XBBPIIAT
B CbOTBETCTBHE C MECTHHTE H3HCKBAHHA

7. NIIPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

KRKA, d. d., Novo mesto, émarje§ka cesta 6, 8501 Novo mesto, CnoeeHus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Hyncesua 30 mg - Per.Ne: 20150179

Hynceeua 60 mg - Per.Ne: 20150180

9, JATA HA ITBbPBO PA3SPEIIABAHE/TIOJHOBSABAHE HA PABPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha mbpBO pa3pelnaBaHe 3a ynorpeda: 26.05.2015

Jata Ha nocnenHo noaHoBsaBaHe:13.04.2020

10. JJATA HA AKTYAJIM3UPAHE HA TEKCTA

5 Mapr 2026

[ToapoGHa undopmalma 3a TO3W IEKapCTBEH NPOYKT € NpeJjocTaBeHa Ha yebealita Ha Manbnnutensa
Arenums no nexapcreara (MAJT) http://www.bda.bg.




