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Hynokcramma 3¢ mg cToMamHo-ycToHUMBY TBBHPAH KANCYJIH L OGOAPEHUR N oot orscvssmmenssisnl ottt
Duloxgamma 30 mg gastro-resistant capsules, hard

2, KAYECTBEH H KOIMMECTBEH ChCTAB

Beska croMamno-ycToifuina TBEpaa Kancyna ceaspxka 30 mg xynokceTnH (kato Xuapoxuopun) (duloxetine
(as hydrochloride).

IToMo1HO BEemMECTBO ¢ H3BECTHO ACHCTBHE
Bcska cToMamHo-ycToiMBa TRBPAA KaNcyna csAbpxka 52,0 mg 3axaposa,

3a mBIHHA CHHCEK HA NOMOIIHUTE BEMCCTBa BIDKTE TO4Ka 6.1.

3. JEKAPCTBEHA ®OPMA

Cromanno-ycroffiunea TBBpAa KANCY/a.
TrBPAH KENATHHOBH KANCYNH pazMep 3, ¢ TBMHOCHHS Kanauka u 6550 Tano.

4. KINMHHYHU JAHHH
4.1 TepaneBTHYHA NOKATAHNY

JleueHue na ronsMo JENpPecHBHO PA3CTPOHCTRO,
Jleuenne Ha gnabersa nepudepna HeBponaTHa Gosnxa.
Jleuenne Ha reHEPATUIHPAHO TPEBOXKHO PA3CTPONCTEO.

JlynoxcramMma e oKasaH PH BE3PACTHU.
3a nomeIHUTENHA HHGOPMATIMA BHXTE TOYKa 5.1.

4.2 [To3HpOBKA M HAYHH RA APHJIOAKEHHE

EO3HQOBK&

Tonamo oenpecusno pazempoiicmeo

HavanHara u npenopsuHTeHATa MOAXbPXKAIIA 1033 € 60 mg BeAHBK AHEBHO, C WIH 63 XpaHeHe. B
KIIMHHYHE IPOYYBaHMsA Ca OUCHABAHU OT INIEHA Touka HA 6€30MacHOCTTa JO3H Haj 60 mg BeAHEXK AHEBHO,
IO MAKCHMAJTHa 1033 0T 120 mg Benuex JHeRHO. BBIpEKH TOBA, HAMA KTHHHYHH J0OKA34TENCTBA
npeAnonaraliy, 4¢ NalHeHTHTE HEOTTOBOPHIH HA HAYAJIHATA NIPENOPBYBAHA 1034 MOrAT 1a HMAT HOMN3a OT
NMOKa4BallC THTPHPAHE Ha n103aTa.

O6HKHOBEHO TEpANeBTHYEH OTrOBOP ce Habmozaea ciel 2-4 CeIMHIM Te4eHHe,

3a 12 6B1€ APenOTBPaTEH PeLMANB, €€ KOBCONMAMPAHE HA AHTHACIPECHBHUA OTTOBOP CE
JIEYEHHETO A NPOABIDKH HAKOIKO Mecela. IIpH MmanueHTy, KOWTO ce MOBIMABAT OT JIeYEHH
MMAT aHaMHe3a 3a MOBTOPHH ENU30M Ha ONIAMA JETPECHS, MOXKE J1a Ce B3EME TIO]l BHUMA/HE
MO-HaTaTHIMHO ABJITOCPOYHO JTedenne ¢ Jo3a ot 60 mg no 120 mg/aHerHo. =
=
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AHEBHO ¢ HH Ge3 xpana. [Ipn nalMeHTH ¢ He3a0BOHTENEH OTrOBOP A03aTa TPAOBA /14 Ce YBEIHYH JIO
60 mg, koeto e obudatiHaTa MOLTBPXkALA 1034 PH OBEUETO NALMEHTH.,

TTpy naumenT! ¢ KoMOPOHIHH roJIeMH JENPeCHBHH €IM30IH HAYAIHATA ¥ MOUTBPIKAINATA 1034 € 60 mg
BEJHBXK JHEBHO (MOJIA, BHIKTE CBIIO NPENOPBKATE 3a QO3HpaHe mo-rope).

Ho3u a0 120 mg anesHo ca mokasanm, de ca epeKTHBHH M ca OLICHABAHH ¢ Orfe/l Ha 6e30NacHOCTTa IpH
KIHHMYHM npoy4BaHKa, CliefoBaTeNHo, IPH NALMEHTH C HE3AOBOINTENIeH OTTOBOP A0 60 mg, yBeTHYeHHE
no 90 mg uir 120 mg Moxe fa ce HMa MPEABAA. YBSAHUCHHETO HA A03aTa Tpabsa 1a € BB3 OCHOBA Ha
KTHHUYMHHSA OTFOBOP H OHOCHMOCT.

Cnen KoHCOAHMpaHE HA OTTOBOPA, CE PETIOPBYBA Ja ce NPONB/DKH JIEMEHHETO 33 HAKOJIKO Mecena, 3a 11a ce
u3lerHe peLHIuB.

Huabemna nepupepna neeponamna bonxa

HayanHara u npenopsHuMTeNHaTa NOAXBPKAWA 1032 € 60 Mg BeANBXK AHEBHO, Che WIH 6e3 xpaHene. B
KIIHHHYHM OpOYYBaHHA CA OLICHABAHH OT INIe/IHa TOYKa Ha 6e30nacHOCTTa A03H Haa 60 mg BeAHBK AHEBHO,
70 MAKCHMaJIHa 71032 oT 120 mg FHeBHO, IPWIOKEHA KATO PABHO paszeneHH npuemu. [Tnasmenara
KOHLIEHTpAl(HA HA NY/JIOKCETHH MpPOsABABA NONAMA HHTEPHHAHBHEYATHA BapHabHmHocT (Bk, Touka §.2),
CrenoBatenHo, Ha HAKOH NALHEHTH, KOHTO ¢4 OTTOBOPWIH HE3aJ0BOIUTETHO Ha 60 mg, MoxkKe 1a &
HONIE3HA No-roNifiMa 103a.

OTroBOpET KM JNeyeHHeTo Tpabba aa Gbae ouensasaH caen 2 Mecena. ITpH MalMEHTH ¢ HENOCTATEYHO
MTEPBOHAYAIHO TIOBTHABAHE € MAIKO BEPOATEH JONBIHHTENEH OTTOBOP C/EA TO3W NEPUO,.

TepariepTuunaTa nonsa Tpabea na 6uae NpeoLeHABaAa perysApHO (NOHE HA BCEKH TPH Mecena)
(Bx. TO9Ka 5.1).

Creyuannu nonyaayuu

Hayuernmu e cmapywecka evapacni

IIpy MasMenTH B cTapyecka BB3PacT He Ce MPEeNnopE4ka ANAIITHPAHe HA [034Ta eNMHCTBEKO Bh3 OCHOBA HA
BB3pacTra. Bunpeku ToBa, moaoOHo Ha BCekH NEKAPCTBEH MPORYKT, c& HBMCKBA BHMMAHHE KOTATO ce
JieKyBaT NMAUHEHTH B CTap4YecKa Bb3pact, ocobeno ¢ 120 mg gysrokceTHn AHEBHO NPH FOJIEMH JeNpecHBHH
€MH30AH WIIH IFeHepATH3HPAHO TPEBOKHO Pa3cTPOHCTBO, 38 KOETO MMA OTPAHNYSHH AaHHH (BkK. TOYKa 4.4 1
TOYKa 5.2),

Yepnoopobno yspexcoane
Aynokcramma He 1padBa na ce W3MNON3BA NPH MAlMEATH ¢ uYepHoApoOHo 3abonsmane, AoReNO 10
4epHOAPOOGHA HEAOCTATEYHOCT (BK. TOUKA 4.3. 1 TOUKa 5.2).

Bvbpeuno yepesicoane

He e HeobxoMMo KOpHTHpaHE Ha 103aTa TPH MALMEHTH C Jieka A0 yMepeHa 6b0peuna qucdyHkums
{(xpeatunusos KIHpbHC 30 no 80 ml/min). Mynmokcramma He TpaGBa ma ce ynorpe6GaBa npH NALHEHTH C
TeXKO OBOpeYHO yBpexkaaHe (KpeaTMHHHOB KiHpEHE <30 mi/min; BkTe Touka 4.3).

ITeouampuuna nonynayus

HynoxceTuH He Tpabpa 1a ce ynoTpe6aBa NpH JAenia H FOHOIMH Ha BB3pact noj 18 roauHM 3a ieuende Ha
TONAMO JIENPECHBHO Pa3CTPOHCTBO, nopaaH crobpakenns 3a GezonacHocT W eguKacHOCT (BK. ToukH 4.4, 4.8
Hs5.1).

Be3onacHOCTTa W eHKACHOCTTa HA DYJIOKCETHH 3a JieUeHHE Ha MeHEPATM3UPAHO TPEBOXKHO
[pH MEAHATPHYHH MALHCHTH HA BB3pacT 7-17 rodHHH He ca yeTaHOBeHH. JocTRIIHHUTE N

ca onmucaHH B Toukd 4.8, 5.1 u 5.2. SZS" b

Be3onacHOCTTa ¥ ePHKACHOCTTA Ha JyJIOKCETHH 34 NevcHue Ha AualerHa nepudepHa HERBQIES)

ca u3cexBany. Jiuncear ganHu. AL S
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Ilpexbcaane Ha NeUeHHETO

TpsGea na ce u3barea pasko npeksesaue. Korato ce npexnesa nevenne ¢ JynoxcraMma, 1o3aTa Tpabba na
Ow/le HaMaNABaHA MOCTENEHHO 3a NEPHOJ OT MOHE eIHA 10 ABE CEIMHIIH, 34 J1a ce HAMAITH PHCKA OT peakLuH
Ha OTHemaHe (BK. Touxka 4.4. K TouKa 4.8). AKO cllel HaMATABAHE HA J034Ta HIH NIPH NPEKLCBAHE HA
JMEYCHHETO Ce TOABABAT CHMIITOMH Ha HEMNOHOCHMOCT TpaOBa Ra ce HWMa nNpedBMA NOJHOBABAHE Ha

Ha3Ha4yeHaTa npeAH Tosa Aoza. Brnocnencrrue, JiekapaT Moxe fia MPOALDKH /1A HaMansRa H03aTa, HO MO-
TIOCTENEHHO,

Hagun wa npuioskenue
3a nepopaHO MPHIOKEHHE.

43 TIporuBonoxa3anng

CBpPBX4YBCTBHTENHOCT KM aKTHBHOTO BEUECTBO WIH KBM HAKOE OT MOMOIHHTE BELISCTER, H3GpoeHd B
TOo4Ka 6.1.

EnnoBpeMeHHOTO NpusiokeHHe Ha JyTOKCETHH C HECEIEKTHBHH, HeOOPaTHMH MHXMOHTOPH Ha
MOHOaMHHOOKCHAa3aTa (MAO-HHXHOHTOPH) e NPOTHBONOKA3aHO (BXK. Touka 4.5).

Yepnonpebuo 3abongpane, Boaello 4O YepHOIpOOHO yBpexkaaHe (Bx. Touxa 5.2).

Hynokcerun we 1pabea pa ce npunara B koMGHHAUMA ¢ IyBOKCAMMUH, DUIIPOGAOKCAMH HIH CHOKCALIMH
(re. mMomHu CYPIA2 HHXHOWTOpH), Thii KaT0 KOMOMHMpPAHETO BOJOH 10 [MOBHINEHH [UTA3MEHH
KOHIICHTPAL{NH Ha TYJIOKCETHH (BxkK. TOuKa 4.3).

Texxo Gp6peano yspexciane (xpeaTHHHHOB KTHpBHC <30 ml/min) (B, Touka 4.4).

3anouBaHe Ha JieveHHe ¢ JyNOKCETHH € NPOTHBOTIOKA3aHO TIPN MALMEHTH ¢ HEKOHTPOJIHPAHA XHITEPTOHHS,
TBH KATO MO3KE J1a HIOXKH NAIHCHTHTE HA MIOTEHIHATIEH PHCK OT XHIIEPTOHHYHA KpMaa (BK. Touka 4.4 1
Touka 4.8).

4.4 Coennajnu upeaynpexIenas u NPeANasHH MePKH PR ynoTpeda
Manus u npunadvyu

Hynokcetnn Tpabea ia ce npuiara ¢ BHHMAHHE [IPH MALHEHTH ¢ aHAMHE34 33 MAHWA WM C IMATHO34
GHNOIAPHO PA3CTPOMHCTRO, W/HITH IIPHMATBI.

Muopuasa

Crobmapana e MMApHasa, CRLPIAHA C AYJOKCETHH, 38TOBA NpeANUcBaneTo Ha JlyNoKeraMMa Ha maLMeHTH ¢
NIOBHINEHO BETPEOYHO HANATAHE HIIM TAKHBA C [OBHILICH PHCK OT OCTPa TACHOBrbiHA INIAyKOoMa TpAOBa Ia
CTaBa ¢ BHHMaHHE,

Kpvsro nannzane u copoeuna wecmoma
ITpH HAKOM MALMEHTH YIOKCETHH CE CEbP3IBA C NOBHINABAHE HA APTEPUATHOTO HAArAHE H KITHHIAYHO
3HaYMMa XMNepToHuA. ToBa MOXkKe na e TBIDKH Ha HOpaapeneprituHus edext Ha mynokceTun. Joxnaasanu
Ca ClTy4aH Ha XHIEPTOHHYHH KPH3H, 0CoOEHO MPH MAUHeHTH ¢hC CHILECTBYBAIIA BEYe XHIIEPTOHMA. 3aT0oBa
NpH NaLKEHTH C YCTAHOBEHA XMNEPTOHHA H/HITH Opyro ¢hpaeuHo 3abonBaHe ce NperopbsYea nNpociessane
Ha apTepHANIHOTO HalATaHe, oco0eHO o BpeMe Ha IMbPBHA Mecell iedenue. JlynokceTus Tpabea a ce
W3MONI3Ba ¢ BHUMAHHE YIPH NALMCHTH, YHETO ChCTOAHHE MOYKE J1a C€ BIIOIIH OT NOBHUIIABAHE HA c1=pneqHaTa
HECTOTA HAH OT NOKaYBaHe Ha apTEPHANHOTO HanArawe. JlynoxceTyn TpaOra 1a ce NPHIIAra BHMMRTE
JIEKapCTBEHH MPOAYKTH, KOMTO MOTAT Jia HAPYLIAT HETORHA METa0OIHIBM. (BK. TouKa 4.5
NEepCHCTUpALIO MOBHILCHHE HA KPBBHOTO HATATAHE MO BPEME Ha MPHEMaHe Ha DyAOKCEY
obceau nominkaBaHe Ha J03aTa MK MOCTENEHO IMPEKPATARAHE Ha JCUEHHETO (BiK. TO
C HEKOHTPONHMPAHA XUNIEPTOHHA He TpaOBa Aa ¢e 3anoysa JieueHHe C AYTOKCSTHH (BiK,

Bvbpeuno yspexcoane



[TosMmeHn MNa3MeHH KOHIIEHTpPAIMH Ha TYJIOKCETHH ¢4 HaGOJaBAHN IPH NALMEHTH ¢ TEXKO GEOpeyHo
YBpEXKIaHe, NOATOKEHH Ha XeMOAHATH3a (KpeaTHHMHOB KNIMpBHC <30 m/min). 3a nauHeHTH ¢ TeXK0
6u6peuno yBpexaane BikTe Tovuka 4.3. 3a MudOpPMALHA [0 OTHOLIEHHE HA NAITHEHTHTE ¢ JIeKa IO YMepeHa
660peyHa HeNOCTATHYHOCT BUKTE TOUKa 4.2.

Cepomonunos cunopom

KakTo mpu sieueHue ¢ apyT cepOTOHHHEPIMYHH JIEKAPCTBEHH CPEACTBA, TAKA K MPH JICUEHHE ¢ TyIOKCETHH
MOXe Ja HACTBNH CePOTOHHHOB CHHAPOM — €IHO BB3MOMHO MHBOTO34aCTPALIABAMO CHCTOAHHE, ocobeno
NPH eHOBPEMEHHA ynoTpeba Ha NPYrU CEpPOTOHMHEPIUYHH JIEKAPCTREHH cpeacTsa (BKmousTenHo SSRIs,
SNRIs, TPHUMKIMYHN aHTHAETIPECAHTH WIM TPHITAHW), C JIEKAPCTBEHH CPEICTBA, KOMTO HApYIABAT
MeTaboNHzMA Ha CEPOTOHMHA, KaTo MAO-HHXHOHTOPH, HITH ¢ AHTHIICHXOTHYHH TEKAPCTBEHH CPEACTSA WM
ApYTH JIOMAMHHOBH aHTATOHHCTH, KOETO MOXE [a MOBJIHAC HA CEPOTOHHHEPrHYHHTE HEBPOTPAHCMHTEPHH
CHCTeMH {B3K. TOUkM 4.3 B 4.5),

CHMITTOMH Ha CEPOTOHHHOBHA CHHAPOM MOXKE /12 Ca IPOMCHH B CHXHYHHNR CTaTyc (Hanp., Bb3byaa,
XATIOUHHALMH, KOMA), BEr€TaATHBHA HECTAOMMHOCT (Hanp., TAXMKapaus, koneGaHns Ha KPHBHOTO HansraHe,
XHTICPTEPMHS), HEPEHO-MYCKYJIHH HAPYHICHH (HAMp., XHTIEppediIeKCUA, JIUNCa KA KOOPAMHAIIHA) H/HiTH
CTOMAIITHO-YPEBHH CHMITTOMH (Hanp., raficHe, NOBpHiaHe, AHAPHA).

AKO €HOBPEMEHHO JieYeHHE ¢ MYJOKCETHH M APYTH CEPOTOHWHEPTHUHH JIEKAPCTBEHH CPEACTBA, KOWTO
MOTaT [ MOBMHAAT HA CEPOTOHHHEPTHUHHMTE W/HIM NOMAMHHEPIHYHHTE HEBPOTPAHCMHUTEPHH CHCTEMH €
KAHHHYHO OTIPABAAHO, C€ NPenopLYBa BHHMATEIHO Hab/noneHHe Ha nauMeHTa, ocODEHO NPH 3al0yBaHe HA
NeYCHHETO H NOBHUIUABAHETO HA 1034Ta.

Hoeam kaumapuon
[lo BpeMe HA eaHOBPEMEHHOTO MPHIOKEHHE HA MYJIOKCETHH M PACTHTENHH MPOXYKTH, CHABLPKAIM HKBIT
KaHTapuol (Hypericum perforatum) moxe fa ca No-veCTH HeXETAHHTE PEAKLIHH.

Camoybuiicmeo

Fonamo Jlenpecueno Pasctpoticteo u enepammiupano Tpesoxkio Pascrpofictso

Henpecuara ce cBhP3BA ¢ MOBHIIEH PHCK OT MHC/H 3a CaMOYGHICTBO, caMOHapansBaHe H caMoyGHHCTBO
{cynuma-ceppsaHd cubuTHA). PrcxkeT ce 3amazea 10 HACTBIBAHe HA 3HAYMMA peMHCHA. THi Kato
NOROOPEHHETO MOXE fla HE HACTHIM N0 BpeMe HA ITHPBMTE HAKONKO CEJMMilH JEHMeHHE WIH TOBede,
namuenTuTe TPpAOBa Aa 61LAAT NPOC/IENsBAHN BHHMATENHO A0 HACTBHIIBAHETO Ha NMOAOOHO MonoGpente. O6m
KIHHHYEH ONHT €, Y€ PHCKET OT caMOyOuificTBO MOXe fAa ce TIOBMIIM Mpe3 paHHMTE €TAM HA
BB3CTAHOBABAHE.

HApyrH NCHXAHH CHCTOAHHA, 33 KOHTO ce Npearncsa JynoxcraMma, MoXe CHIIO 12 Ca CBBP3aHH C TIOBUILICH
PHCK OT chOUTHA, CBEP3aHH CBC camoyGuiicTRo. B fombiHenye, T3l CHCTOAHMA MOXE I ca KOMOPGHAHH ¢
TOJLAMO JETIPECHBHO PascTpoiicTBo. ClEOBATENHO CHIUTE MPEANa3HH MEPKH, CTIa3Basii NPH JICUEHHE Ha
NALKEHTH ¢ FOMAMO JIENPECHBHO PAasCTPOHCTBO, TPAORA /1a e CTIA3BAT M NPH JICYCHNE HA NAIHEHTH ¢ JPYTH
MICHXHYHH Pa3cTpOHCcTRA,

[TaimeHTH ¢ aRaMHe3a 32 CYHLMA-CEBP3aty CHOMTHA WIH TaKMBa, IPOABABAINH 3HAYMTENHA CTENEeH Ha
CYBUHZIHH MHCIH TIPELH HAYAIOTO HA ASYEHHETO, € M3BECTHO 1A CA C NO-BHCOK PHCK OT CYMLIMIHE MHCIH
WIN CYMUIHAHO NOBesieHue H TpabBa Ja noMyuaT BHUHMAaTENTHO HAabIIOAEHNE IO BpeMe Ha JICHeHUETO.
Merta-ananu3 ot r1aue6o KOHTPOTHPAHH KTHHHYHH HIMHTBAHUA C IEKAPCTBEHH MPOIYKTH -
AHTH/IETIPECAHTH NpPH NCHXMYHH HAPYLIEHHA TIOKA3Ba YBETHYEH PHCK OT CYHLMAHO MOBENCHUE NIPH
aHTHIETIPECAHTHUTE B CPABHEHHE ¢ IUIaue6o npy NalHeHTH 0/ 25 TO/MIIHA BB3PacT.

Crobwmapan ca cry4an Ha CyHLMAHH MUCITH H CYHUMIHO NOBEJEHHE N0 BpEME Ha JicUeHHe
WITH BeJHara cnell NpexpaTsaBaHe Ha JeueHHeTo (BK. Touka 4.8),

N\

o TAY
MR 2L
4 .‘"’?"' __:d"_/f"



H, 8KO MMA TAKHBA CUMITTOMH, He3a0aBHO Na ObAe NOTHCEH NEKApCKH CHBET,

a a Ilepudepua HepponaTHa Bonka
Kaxto ¢ npyrH nekapcTBeHd NpoAayKrH ¢ noaoGHO (apMakonorHuHo neiicrade (aHTHASNIPECAHTH) ca
chOOIABAHM OTACHHM ClyYaH Ha CYHUMOHM MIACH M CYHUMAHO TOBEAEHHE 10 BpeMe Ha JieueHUe ¢
AYMOKCETHH WIH BEIHArA CjI€A NMPEKpaTABaHe Ha JiedeHHeTo. OTHOCHO PUCKOBH (JAKTOpH 38 CYMLHIHOCT
npH nenpecus, BiwkTe no-rope. Jlekapure Tpsa6Ba a HACHPYABAT MALMEHTHTE IO BCAKO BpeMe Ia ChobiabaT
38 BCAKARKBH ThKHH MHCITH HJIH YyBCTBA,

ITeduampuuna nonyrayun

HynoxceTun He Tpabra 1a ce H3MON3BA 3a NIeUeHHE Ha Aelia ¥ MOAPacTBALH Nox 18 roqumua BB3pacr.
CyMiHaHO moBenesHe (CYWMIMAHH OMMTH M CYHIMAHH MMCAH), H BPaxAeOHOCT (IpeaHMHO arpecHd,
OMO3UIMOHHO MOBCICHHE W THAB) ¢a HabmofaBaHM B KIWHWMHH TIPOYYBAHMA MO-4€CTO NMPH A€la M
NoApPacTBAIH JIEKYBAHH C AHTH/IEIIPECAHTH, B CPaBHEHHE ¢ TE3M JIEKyBaHH ¢ uane6o. AKo, Bb3 OCHOBA Ha
KIMHHYHA HYXK/a, He3aBHCHMO OT TOBA CE€ B3EME PEILIEHHE 32 JICUCHHE, MAHEHTHTE TpaOBa BHUMATEIHO 1A
Obaar npocnefsBaHy 3a NOABa HA CYMUIMIHHM CHMOTOMH (BX. Touka 5.1). B gombnnenwe, npu meua w
NOAPaCcTBALIM JIMMCBAT ABINTOCPOYHH HpoyyBaHHA 3a 0€30MacHOCT M0 OTHOLIGHHE HA PacTexk, ChIpABaHe H
KOTHHTHBHO H [TOBEAECHYCSCKO pa3BHTHE (BXK. ToUKA 4.8).

Kpveouznusu

HMa crolimenns 3a aHOMANHH KPBBOTEUEHH, KATO EKXHMO3H, IyPIypa H CTOMAIIHO-YPEBHO KBPBEHE C
HHXHGHTOPHTE Ha 0b6paTHOTO 3axBamane Ha cepotounHa (SSRIs) u uHXHGHTOpHTE Ha 06paTHOTO
3aXBallaHe HA cepoToHMH/HopaapeHanud (SNRIs) , BrmounTento aynokceThH. JlyTOKCETHH MOXKE na
TIOBHINM PHCKA OT NMOCIEPOIOBO KPHBOTEUCHHE (BXK. Touka 4.6). [Ipenopbyka ce BHUMaHME NpH NaLHEHTH,
npHeMallli aHTHKOAryJ1aHTH W/WIH JeKapeTBeHH NPOAYKTH, 38 KOWTO € U3BECTHO Y€, OBIHABAT
TpomboumTHaTa dyskina (Hanp., HCTIBC mwin anerwicaniuiiosa kucenida - ACK) w npu nageenty ¢
H3BECTHA TeHICHIIHA KbM KbpPBEHE.

Xunonampuemus

IIpy nipunarase Ha AYNOKCETHH ¢ CHOOMaBaHA XHNOHATPHEMHSA, BKIIIOUHTENHO CIYYaK ChC CEPYMEH HAaTpHii
no-HuesK oT 110 mmol/l. XunoHaTpuemusaTa Moxke Aa ce ThIDKH Ha CHHAPOM Ha HEAJAEKBaTHA CEKPELHA Ha
anTiadyperiien xopmon (CHAJTX). TloeeueTo ¢ydan HAa XMITOHETPUEMMUS ca CHOOLIABAHY [IPH TALMEHTH
B CTApUYECKA BB3PacT, 0cOGEHO B KOMOHHALMS CBHC CKOPOLIHA AHAMHE34 33 WIH HATHYHE Ha CHCTOSHME,
NpeAPasnoONATaLIo0 KEM NPOMeHH BbB BOIHHA Gamanc. Heobxoaumo ¢ BHUMaKMe HPH MAHEHTHTE C
NOBHILIEH PHCK OT XHIOHATPHEMHA, KATO TAKMBA B CTAPYECKA BH3PACT, MALHEHTH C LHPO3a, AeXHAPATHPAHH
NalHeHTH WIH NalHEHTH HA JIEYeHHE C JIHYPETHLIH.

IIpeycmanoensare na nevenuemo
CHMITTOMHTE Ha OTHEMaHe ¢a 4eCTH MPH NPEKBCBAHE Ha ICUCHHETO, OCOGEHO B CTyYaHTE, KOTaTo
NPEKHLCBAHETO C& HIBBPIIBA PA3KO (B, TouKa 4.8). B xmuHUYHO npoyvBaHe He)KeNaHH CHLOHTHA
Hab01aBaHH TIPH PA3KO NPEKbCBAHE Ha JIEUeHHETO ca NOKMAABAHH IPH 0kojio 45% oT nalHeHTHTe
JIEKYBAHH C IYTOKCETHH H NpH 23% 0T naumeHTHTe NpHeMani mwiaieso.

PHCKBT OT CHMIITOMHM Ha OTHeMaHeTo HaGmonaBanu npu SSRI’s u SRNI’s moxe 64 3aBHCH OT MHOXKECTBO
(baKTOpH, BKIIOYHTENHO NPOIBKMTENTHOCT H JOZHPOBKA HA JIEYEHHETO U CTENEH Ha HaMa/sBaHe Ha [103aTa.
Hafi-uecto HabmomaBanuTe peakumu ca mocodeHH B Touka 4.8. OOGHKHOBEHO, CHMITOMHTE ¢4 NEKH 10
YMEpPEHH, BBIPEKH, Y€ NPH HAKOM OT MALHEeHTHTEe Te Moke A3 ObJAT TEXKH M0 MHTEHIHBHOCT. e
OOHKHOBEHO BB3HHKBAT B PAMKHTE HA MBPBUTE HAKOMKO [JHH OT MPEYCTAHOBABAHE Ha JICUCHHETO, HO Ca
OOKNAJBAHH M MHOTO PeAKH CIy4aM Ha TaKHea CHMITTOMH NpH IAUMEHTH, TPOMyCHamM a03a Mo
HeBHMMaHHe. Kato LAN0, Te3sy CMMNTOMH Ca caMOOrpaHHYaBalliy ce H OOHMKHOBEHO NPEMHHABAT B PAMKHTE
Ha 2 ceZIMMLM, HO TPH HAKOH MHIMBHIIH, Te MOKE Aa ca HAMIE NMo-xAbiro (2-3 Meceua u roeeue). Eto 3aio,
€& NperopwYBa NOCTENEHHO HAMAIABAHE HA A03aTa Ha JYJNOKCETHH NPH NpeyCTaHOBSBAHE

Iayuenmu 8 cmapuecxa evipacm
HaHnnTte 3a ynorpeba Ha 120 mg ZyTOKCETHH NPH NMALMEHTH B CTAPYECKA BB3PAc
€MH30] H reHEPATM3HPAHO TPEBOXKHO pPa3CTPOICTBO Ca OTPAHHYEHH. BaTona, e



Axamusus/ncuxomomopuo beanoxoiicmso

VYnotpebara Ha yJIOKCETHH C€ CRLP3Ba ¢ PASBHTHE HA AKATHIHS, XAPAKTEPHIHPALA ce ¢ CyGeKTHBHO
HETIPMITHO WIH H3TomuETeTHO 6e3n0KoficTBO H HyKIa OT ABIOKEHHE, YeCTO CHIPOBOAEHA 0T HeCnocoGHOCT
33 CeleHE H CTOEHe Ha €4HO MscTo. ToBa € No-BEPOATHO A& C€ MPOSBH B PAMKHTC Ha HBPBHTE HAKOJIKO
CEAMMIM OT JledeHneTo. [Ipy natHeHTH, KOHTO MOMYHAT TE3M CUMITOMH, MOBHIIARAHETO HA 03aTa MOXKE J1a
6bae BpeaHO.

Jlexapcmeenu npodyxmu, coObpicauju OYI0KCEmuH

JIyJIOKCETHH ce H3MOJ3BA o/ PAMIHYHH THProBCKH MAPKH 34 HAKOAKO NMOKa3aHHA (JleueHue Ha fuabeTHa
HEBPONATHA GOJIKA, ro/IAMO JCTPECHRHO PasTPONCTBO, FeHEPATH3PAHO TPEBOKHO PA3CTPOHCTEO M YPHHHA
cTpec HHKOHTHHeHUM:). Tpabsa na ce H3abATBa ynoTpe6ara Ha MOBEYE OT eAMH OT Te3H NPOAYKTH.

Xenamum/nosutiienu 4eproOpoORY eH3uMU

CrobmasaHu ca CiTy4aH Ha 4epHOAPOGHO YBpEKAAHE, BKTIOUHTENHO TEXKKH MOBHIIEHHA HA YePHOIPOOHHTE
eH3uMH (=10 meTH ropHaTa rpaHHUA HAa HOPMATa), XENATHT H XKBLAITEHHLA, ¢ AYIOKCETHH (BK. TouKa 4.8).
TfoBeueTo OT TAX HACTHIIBAT 110 BpeMe HA TEPBUTE MeceLH NieyeHHe. XapaKTepsT Ha 4epHoapoiHoTo
yBpexnaHe ¢ MpeJuMHO XenaToueyaapeH. JynokceTuH TpAGBa a ce M3non3Ba ¢ BEUMAHWE MPH NALHEHTH,
NEeKYBaHH ¢ ApYrH JIEKAPCTBEHH NPOAYKTH, CBBP3BaHM C YBPEXKIAHE Ha YepHHA APos.

Cexcyanna ducynxyun

CenexrHpHHTe HHXHOHTOPH Ha O6paTHOTO 3axBaliaHe Ha ceporoHHHa (SSRIs)/muxuburopure Ha 06paTHOTO
3aXBAIIAHE HA CEPOTOHHHA W HopaapeHanuha (SNRIs) Morar na npHYHHAT CHMMITTOMH Ha CEKCyauHa
machysxuma (BX. Touka 4.8). MMa choOweHus 3a OPOIB/DKHTENHA CEKCYANHA AMCQYHXIMA, PH KOATO
CHMITOMHTE NPOAL/DKABAT BRIIPEKH NpeKbcBateTo Ha npueMa Ha SSRIs/SNRIs,

3axaposa

Hynokcramma cuabpaa saxaposa. [lauueHTHTe ¢ penxu HacieACTBEHH NPOOIEMH HA HETIOHOCHMOCT KhM
¢pyKTO3a, IMOKO30-ranakTosHa Manabcopbims WK 3axapaio-u3oManTalen aedHuMT He TpaGea na MpyueMar
TO3H JIEKAPCTBEH MPOTYKT.

4.5 BsammoaeiicTBHE ¢ APYTR JeKAPCTBEHH IPOAYKTH K APYrE GOPMH Ha BIaHMOaeicTRRE

Huxubumopu na mono-amuno oxcuoazama (MAQO-unxubumopu)

Iopanu pHCK OT CEPOTOHHHOB CHHApPOM, NYIOKCETHH He TpsfBa Aa ce H3MON3Ba B KOMOMHAUMA ©
HeCeJIeKTHBHH, HEOGPATHMH MOHOAMHHOOKCHAA3HH MHXHOHTOPH (MAO-HHXHOHTOPH), WK B PAMKHTE Ha
noHe 14 auu OT mpexkceaHe Ha JedeHHero ¢ MAO-mHxuGuropu. B3 ocHOBA Ha MOMYKHBOTa HA
AyJNOKCETHH, € HeoOX0AMMO Ja W3MHHAT MIOHE 5 JHH criea chiMpaHe Ha JyokcramMMa H TipeaM 3ano4BaHe Ha
MAOQ-unxuburopn (BK. Touka 4.3).

He ce npernopb4sa enHOBpeMEHROTO MPUIOKEHHE HA AYJOKCETHH ChC CelleKTHBHUTE, 0OpatumMu MAO-
HHXUOUTOPH, KATO MOKJIoOeMH (BXK. To4Ka 4.4). ARTHOHOTHKET JIMHE30NH € 0OPATHM HECEAEKTHBEH
MAO-uHxu6aTOp 1 He TPAOBa Ja ce NaBa HA NALMEHTH, NeKYBaHH ¢ JyIOKCeTHH (B, Touka 4.4).

Huxubumopu na CYPI1A2

Tt kato CYPIA2 e pkmouver B MeTabonm3amMa Ha OyJIOKCETHH, €IHOBPEMEHHOTO INPHIOKEHHE Ha
HyNoKceTHH ¢ MolHM “HxuOHTOpH Ha CYP1A2 e BepoATHO 1a 1oBefe 1a NO-BHCOKM KOHLEHTPAUHH Ha
aynokcetud. @®mypoxcamMuH (100 mg BeaHBXK IOHEBHO), MomeH uuxuGHTOp Ha CYP1A2, Hamansma
MPUBHIHKUA [UTA3MEH KJIHPBHC HR TYJOKCETHH ¢ okolo 77% n nosumasa AUCe. 6 meTH. 3aT0Ba JyNOKCETHH

He TpAGBa J1a ce Mpuiara B koMOuHALMs ¢ MOIHH HHxuGHTOpH Ha CYP1A2 kato ¢yeoxcaMuH (BX. TouKa
4.3).

Jexapcmeenu npodyxmu, deticmeawu svpxy LTHC

PucksT 0T ynoTpeba Ha AyaoKkceTvs B koMOHEAWHA ¢ Apyrd nosaHasamu ITHC ne
CHCTEMHO OLICHABAH, OCRCH B CIYJaHTE, ONMHCAHH B Ta3H TOYKA. Cnenonarenﬂo C
BHMMAHHE, KOTaToO MyJNOKCETHH C€ TIpHeMa B KOMOWHAIMs ¢ APYrH LEHTPaTHO




TIPOAYKTH WM BELIECTBA, BKIIOYHTEIHO ATKOXON H CEJATHBHH JIGKAPCTBEHH MPOAYKTH (HAIp.
6esnomHazeminH, MOpYHHOMUMETHIH, AHTHICUXOTHUM, GeHOOapOHTaN, CEAATHBHH RHTHXHCTAMMHHI).

Cepomonunepzuiuny rexapecmeaenu cpedcmsa

B penxu coywaM e c»05maBaH CEPOTOHHMHOB CHHRPOM NpH nauMentH, kourto H3nonssat SSRIs/SNRIs
€THOBPEMEHHO CBC COPOTOHHHEPTHYHM JIEKAPCTBEHH cpenicTBa. [Ipenopbupa ce BHHMAHME, aKO AYITOKCETHH
C¢ H3MON3BA €JHOBPEMEHHO CBC CEPOTOHMHEPIHYHHM JEKapcTBEHW cpenctea, Kato SSRIs, SNRIs,
TPHUHKIWYHH AHTHICHPECAHTH, KATO KIOMHNPAMMH MIH aMHTpUnTWIHH, MAO-unxuburopd, karo
MOKMOOeME WM JMHE30NuA, KuiIT KaHrapuoH (Hypericum perforatum) wnm Tpunmanu, Tpamanon,
Gynpexopdus, neTHIHH U TpHITOdaH (BX. TouKa 4.4),

€K Ha OYIOKCEMUH 8bPXY OPY2U ReKAPCMBERU N Kmu
Hexapcmeenu npodyxmu, memabonuzuparu om CYPIA2
DapMaKOKMHETHKATa Ha TeodwnuH, cyberpar Ha CYP1A2, He ce MOBNHABA IHAYMTENHO OT CHEMECTHOTO
IIPHIOKEHHE ¢ AynokceTHH (60 mg aBa METH AHEBHO),

Jlexapcmeenu npodyxmu memabonusupanu om CYP2D6

HMynokcernn € ymeper unxubutop Ha CYP2D6. Koraro QynokceTHH ce npunara B 103a ot 60 mg aga meTH
OHEBHO C eqMHUYHA 1034 NesunpamuH, koito e CYP2D6 cyGetpat, AUC Ha Ae3sHTIpaMuH ce yBenu4aBa 3
neTH. CHBMECTHOTO MpHJIOKEHHe Ha AMylokceTHH (40 mg /1Ba IMBTH AHEBHO) MOBMILABA CTALMOHADHATA
AUC Ha tonTepoauH (2 mg ABa METH AHEBHO) ¢ 71%, HO He nomiMsiBa $AaPMAKOKHHETHKATA HA HETOBHS
AKTHBEH 3-XHAPOKCHI METaboNMT ¥ He CE NpenopeYea ajanTupaHe Ha ao3ata. Tlpenoppusa ce NOBHMINEHO
BHHMAaHHE, aKO AYJIOKCETHH ¢¢ IIPHUNIAra ¢AHOBPEMEHHO C TEKAPCTBEHH NMPOAYKTH, KOMTO ce MeTabonu3Hpar
ocHoBHO 0T CYP2D6 (pucnepmon, TpHumknauny adtHaenpecaktd [TLIAJ{] xaro HoprpunTHaus,
AMHTPHITWIMH M HMMIPAMHH) 0COOEHO, ako Te MMAaT TECeH TEPIEBTHMEH MHIEKC (KaTo duekamuup,
nponaf)eHOH H METOTIPOJION).

1Tepopanuu xoumpayenmusu u Opy2u cmepoudHu npenapami
PesynTature OT in vitro npoy4YBaHHA [OKA3BAT, Y€ JYIOKCETHH HE HHIYLHPA KATAIHTHYHATA AKTHBHOCT Ha
CYP3A. Cnenmdutny in vivo poyvBaHuA 3a JIEAPCTBEHH B3aUMO/ICHCTBHS HE Ca TIPOBENAHH.

AHMUKOGZYAIAHMY U GHMUGZPE2aHMU

Hauckea ce MOBHIIEHO BHHMAHHE, KOTaTO DYJOKCETHH C¢ KOMOHHHpPA ¢ MEPOpaTHA ATHHKOATYNAHTH HIH
AHTHATPETAHTH TOpAM TNOTCHIHANHO MOBHMIIEH pPHCK OT KBPBEHe, KOETO MOXKE Ja ce O0iACHM ¢
dapmaxoauHaMHUHO B3aumoneiicTene. OCBeH TOBa e choOIaBaHo MOBHINABAHE HA cToliHOCTHTE Ha INR
KOraro Ha MALUWEHTH, NeKyBAHH ¢ BapdapHH, ce NpHIara eIHOBpeMEHHO AyNokceTHH. Bee max,
€IHOBPEMEHHOTO [IpHIaraHe Ha JyXOKCeTHH M BaphapuH Ha 3apaBH ZOOPOBOMIM, KATO YacT OT KIMHHYHO
(apMaKOIOrHYHO MpOoyUBaHe, NPH CTAIHOHAPHO CHCTOAHNE He BOIH 0 KIMHHYHO 3HAYMMa npoMana B INR
CIIPAMO H3XOAHOTO HABO WIH BbB (hapMakokuHeTHKaTa Ha R- wnw S- papdapun,

eKmu Ha OPy2u REKAPCMBEHY NPOOVKIMU GbDXY OYIOKCENUN
Aumuanudnu aexapcmea u H; anmazonucmu
CBBMECTHOTO NMPUIOKEHHE HA JYNOKCETHH € aHTHALMAHW, CHIBPXAWM ANyMMHMH M Mardeswii, WiH Ha
IynokceTHH ¢ (aMOTHIMH, HAMA 3HAYMM e(EeKT BEPXy CKOPOCTTA WIM CTeMeHTa Ha pelopOums Ha
OYJOKCETHH ClieA NpUIokKeHHe Ha 1o3a oT 40 mg nepopanHo.

Huoyxmopu na CYP1A2
AHaIM3H Ha NONyNalHoOHHH PapMAKOKMHETHYHH [IPOYYBAHHSA TIOKA3BAT, Y€ MyHIaYyHTe MMaT nourn 50% no-
HHCKH TUTa3MEHH KOLEHTPAaMH Ha NYIOKCETHH, B CPABHEHUE ¢ HEITYILIauyHTe.

4.6 @epTHAHTET, GPEMERHOCT H KbPMEHE
EBpemennocm

[TpoyuBaHHsA ¢ JKHBOTHM NOKA3BAT PENPOTYKTHBHA TOKCHYHOCT TIPH HHBA HA CHCTEM
HAa TYHNOKCETHH MO-HACKH OT MaKCHMAaTHaTa KIHHHIHA ¢KCIO3HIMA (BXK. ToUKa 5.3).




Hee ronemn obceppannonHy npoydeanus (equo ot CAILLl, skmousauio 2500 GpeMeHHH, ¢ eKCTIO3MLMA Ha
AYAOKCETHH Npe3 WbPBUA TpHMecThp, H enHo oT EC, Bmousamo 1500 GpeMeHHH, ¢ €KCMO3MiMA Ha
OyNOKCETHH Npe3 [MuPBUA TPUMECTHP) He TpeAnojiarar ofIl MOBMINEH PHCK OT TONEMH BpPOAEHH
ManGopMarHK. AHANH3BT Ha KOHKPeTHH MalQopMaliiy, Kato CHPAGYHH MAan(popMalis, MOKa3Ba
HeyOeauTenHn pesyTraTH.

B npoyusaneto or EC ¢ nanpapena Bpb3ka MexkIy eKCNOSHLMSTA HA MYNIOKCSTHH Ha MaiKara ro BpeMme Ha
HanpeaHaTa OpeMEeHHOCT (TI0 BCAKO BpeMe OT 20-Ta recTalHOHHA CeAMHLA 0 PAKARHETO) C MOBHINSH PHCK
OT IPEKACBPEMEHHO paxknaHe {(NO-MaKo OT 2 SIBTH, KOeTo NpPUOIH3MTENHO CLOTBeTCTBA Ha 6
JOITBIHHTENHA NPEXKACBpEMeHHM paknaHud Ha 100 >xeHu, Ha TepamHa ¢ AYJOKCETHH B HalpejaHana
Gpemenroct). [lo-ronAMaTa MACT € BB3HHKHANA MEKIY 35 M 36 recrauMoHHa cenmMuna. TasH BpB3Ka He e
Habmonasana B mpoyueaneto ot CAIIL

AMEpHKaHCKHN NaHHM 0T HaOMIONACHHA NpeJOCTABAT NOKA34TENCTRA 38 NMOBHIIEH PHCK (MO-MAIKO OT 2 METH)
OT [OCIICPOZIOBO KPBBOTEHEHHE CIEA EKCTIO3MIMA Ha AYNIOKCETUH B PAMKHTE Ha MECel] IPEeaH POKAAHETO.

EnupeMuonoraynyTe NakHm npeanonarar, 4e ynorpedara Ha SSRIs mo speme Ha GpeMeHHOCT, OcoBeHO B
Hanpeanana GpeMeHHOCT, MOXKE a MOBHINH PHCKA OT TIEPCUCTHPALIA NYIMOHAHA XHIIEPTOHMS TIpH
HoropozaeHoTo (TITTXH). Maxkap 8 HHKaKed nNpoyvBaHWs Ja HE e W3caeaBaua Bpr3kara Ha TTIIXH ¢
neyeHueTo ¢b¢ SNRI, To3M noTeHIManeH puck He Moxe Ja GpAe H3KTIOYeH NP AyTOKCETHH, BIeMaiiku 1o
BHHUMAaHHE CBBP3aHHA MEXaHM3BM Ha JeticTBre (HHxubHpane Ha 00paTHOTO 3aXBAIIAHE Ha CEPOTOHHH).

[MonoGHo Ha ApYrMTe CEpPOTOHEPrMYHH NEKAPCTREHH NPOXYKTH, MOMAT Ja Ce TIPOSBAT CHMITTOMM Ha
OTHEMaHe MpPH HOBOPONCHH ciej ynoTpeba HA AyMOKCETHH OT MaikaTta Gnuako no repmuHa. CHMITTOMHATE
Ha OTHeMaHe, HabMoRaBaHW TIpH JYNOKCETHH, MOXX€ 103 BKNIOMBAT XHIOTOHHMS, TPEMOpP, HEPBHOCT,
3ATPY/IHEHUA B XPAHEHETO, PECTIHPATOPEH ANCTpec H rbpuose. [lopedero ciyyaM ca HAGMIOKABAHH WM TIPH
PRKAAHETO, HITH B TEYEHHE HA HAKONKO JHH ClIe PAKAAHETO,

HAynokcramma TpabBa Aa ce H3MON3RA MO BpeMe HA GPEMEHHOCT, CaMO aKO NOTEHUMATHATA 110134 OfpaBIaBa
NOTeHUHANHMA PUCK 3a nnoga. Xenure Tpabea na ObaaT chBerTBaHH 12 MHQOPMUPAT JieKaps CH, aKo
3abpeMeHesT, HiIH IUIaHMpaT 3a0peMeHABaHE N0 BPEME Ha JICYEHHETO,

Kopmene

HynokceTHH ce OTIENS B MHOTO MaTIKa CTeNeH B KbpMaTa Ha 6a3aTta Ha M3c/ie/BaHe Ha 6 MALMEHTKH ¢
NAKTALMA, KOUTO HE Ca KpMKIH cponTe deua. IIpnGmsurentara aeTcka uesHa go3a Ha 6asa mg/kg e
npubGmasurento 0,14% or nosara Ha mafixara (. Touka 5.2). Teii kato 6e30nacHOCTTA Ha JyTOKCETHH NPH
GeGeta He e ycTaHOBeHa, yNoTpeGaTa Ha JIylOKcraMMa 1o BpeMe Ha KbDMEHE He O TIPenophyBa.

Pepmuntimem

B npoy9saHHA npM RMBOTHY NY/IOKCETHH HAMA e(eKT BBPXy (epruiureTa NpH MEXe, & eeKTHTE NpH
HCHH O9EBHAHOC Ca CaMC B A03H, KOHTO IPHYHHABAT TOKCHYHOCT 32 Malikara.

4.7 EdexTn BLpxy cuocofHocTTa 32 modupane u pabora ¢ MAMHAH

He ca m3sppinBany npoy4BaHHA BBPXY CIIOCOOHOCTTa 3a odupane w paGoTa ¢ MaituaH. JlyJoKkceTHH Moke
na 6bjie cBbp3aH ChC cenHpaHe H 3aMatHocT, [lanneHTHTe TpAGBa 1a 6HAAT YBeJOMSBAHH, Y€ AKO HAMUTBAT
cenHpane WM 3aMasHOCT, TpAOBA la M3GArBAT NOTEHUMATHO puckoBH paBoTH kato modupase Wi pabora c

MAaIlWHH.

4.8 Hexesanu JeKAPCTBEAH PEAKIHA

a. Peziome na npoghuna na 6esonacuocm
Havi-uecTo crholIaBaHnTe HexenaHH PeakundH NP NAUHCHTH, TeKYBAHH C JYIOKCETHH,
rnapobonpe, CyxoTa B yCTaTa, COMHOJGHTHOCT M 3aMaiieane, Bunpekn ToBa,

HEXKEMaHH PeakliHM ca JICKH 10 YMEpeHH; Te¢ oOMKHOBEHO 3all0YBaT paHo No BpeM
TO/IAMA YacT €a ¢ TEHACHIMA 14 OTMHHAT JIOPH, KOTaTo Tepanusta Gbae Npoab/nKeHa



6. Peziome Ha neXcerantime AeKapCmeeny peaxyut, NPeocmaseno 8 mabruya
Tabnuua 1 noka3Ba HeXeauHTe peaKiiy, HabMONABAHH NPH CTIOHTAHHO CHOOIABaKe 1 NpH Mnatebo-

KOHTPOIKPaHH KITHHHIHH POYYBAHKS.

Tabnuya 1: Hexcenanu peaxyuy

Ouenka Ha vectora: Muoro wectu (= 1/10), wectu (= 1/100 g0 < 1/10), veuectn (= 1/1 000 g0 < 1/100),

penxy (= 1/10 000 go < 1/1 000), muoro

peaku (< 1/10 000).

inl BCAKO rpyNUPaHe B 3aBHCHMOCT OT YECTOTATA HEMETAHHTE PEAKIIMH ¢A MPEACTARCHH B HH3XOIALIN pen

10 OTHOILIEHHE HA TAXHATA CEPHO3ZHOCT.

MpHuoro qectn Yectn Heyeern Peaxn Mpuoro peakn
Hudbexyuu u ungpecmayru
JlapuaTHT
Hapywenua na wmynuama cucmema
AnabunakriiHa
peakis
Hapywenss,
CBBP3aHH CbC
CBP'bXYYBCTBHTEITHOCT
Hapywenua na enooxpunnama cucmema
XHNOTHPEOHAHIBEM
Hapywienus na memaboruzma u Xxpanenemo
Hawmanen XHneprimkeMus Jexunparaims
aneTHT {noxnanpana XunoHaTpueMHa
ocofeHo mpH CHAJIX®
TANHEeHTH (CHHOpOM Ha
IHabeTHiiH) HeaHeKBaTHa
CeKpeLHa Ha
aHTHIUYpeTHYeH
XOPMOH)
Tcuxuunu napyuenus
HHcomMHMA CyuunaHa CymumaHo
Bu3byna Aneauus™’ nogeicHue™’
HamaneHo Hapymwenne ua cbua | Manua
mbuno Bpykcuanm XamomHauHmn
TpepoxkHOCT HezopuenTaims Bpaxaebuoct u
AbBHOpMeH Anarud rHaB*
oprazsm
Spxu cEHHILA
Hapywenun na nepenama cucmema
I'maBobonue 3aMasHOCT Muoxnouns CeporoHuHOB
ComHonenTHocT | Jleraprus Axarusus’ cuHpom®
Tpemop Hepsrocr Kousyncuy’
Ilapecte3us Hapymienne Ha INcuxoMoTopHo
BHHMAHWETO Ge3nokoiicTro®
Hucreysus ExcTpamapamuans
JHcKMHe3H cuMrTomMu®




CunapoM Ha
HECHIOKOHHUTE
Kpaka

Jlomo kavecTno Ha
CHHA

Hapywenua na ouume

3amerieHo Mmunpuasa 'mayxoma
BHDKAAHE Hapyuienue va
3peHHETOo
Hapywenua na yxomo u rabupunma
Uiym e yiiure' | Bepruro
Bonxka B yxoto
Cvpdeunu napyuenun
[Manmuraimn Taxuxapans
Hanxamephna
apHTMUA, TIABHO
IpeACHPAHO
MBXACHE
Crvoosu Hapyuierus
TMosumieHo Cunxon? XHNepTOHHYHA
KPHBHO Xuneproums™ 7 Kpuza*$
Hangrane’ OprocTaTuyna
3auepBaBane XUIIOTOHHA?
Tlepngepra
CTyZeHHHA
Pecnupamopru, 2pe0xu u MeQuacmunaniu napyuienus
Ipoaspane Hanpexenue B HurepeTvmanna
IBPIIOTO 6enofipobua Gonect'?
Emicrakcue Eosunopunaa
naeamMoHHsA®
CmoMauuno-upessy Hapyuenus
lagene Konctumamma | Cromamno-uperen | CromaTur
Cyxora B ycrara | JIuaps KPBBOHTHE' Xematoxesus
Kopemna Gonka | TacTpoeuTepur Jlom awx oT
Topbinane Opurpare Yerara
Jucnencus TacTpur Mukpockonckun
Onatynenuus | Jucdarna KOMUT
Xenamo-6urtiapru napyutenun
Xemartur? Yeproapobua
Tornmenu HEAOCTATHYHOCT®
YepHOAPOSHH Kunrenmua®
ensumu (ALT, AST,
ankansa (pocdatasa)
Qctpo depHOAPOOHO
YBpEKIAHE

Hapywenua na koocama u nooxosxcnama muvxan

3acuneno

Homno w3norapade
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nOTCHE

1 O6pus

Ypraxapns
Kouraxren

ACPMATHT

Crynena nor
Peakupn Ha
(OTOUYBCTBUTENHOCT
3acHneHa

TEHJEHUMA 38 NI0ABA
Ha X€MaTOMH

Johnson®
AHIHOHEBPOTHYCH
OTOK®

BACKYJTUT

Hapywerus na MycKyIHO-CKEREMBAMA CUCMEMA U CHEOUHUMETHAMA MbKAH

MyckymHo~ Myckynso Tpuzmyc
ckeneTHa 6onka | HanpekeHue
Myckynen Iotpensane Ha
CMAIbM MYCKYJH
Hapywenua na 6vbpeyume u nuxounume nomuyag
Huzypus 3agep:kaHe Ha Ilpomenen
Yecto yYpHHa MHpHC Ha
YPHHHpaHe 3atpyaReHO YpMHATa
YpHHHpane
Huxrypus
TNonstypus
Hamanena nuypesa

Hapywenua na ev3npouzeodumennama cucmema u zvpoama

Epexrunna
JHCGYHKIHA
HapymeHue Ha
eAKyIaIMaTa
3abapena
eAKYIaHs

I'iHeKonoruaHo
KLpBeHE
MencTpyanHu
HapylueHus
Cekcyanna
JuchyHKuus
Bonka B TecTHcHTe

MeHonay3sanHn
CHMITTOMH
Tanakropes
XHrepnponaKkTu-
HeMUA
Tocrepomoro
KPbBOTEUEHME®

Obwu napywenus u epexmu Ha MICmMOMO nA RPUROIICERUE

Mpumageuy®
¥YMopa

Boiika B repaute’
AbBHOpMAK
yceuanus

YysctBo 3a crya
Kaxna

Brpucane
HepaznonoxkeHue
UyBcTBO 33 TOMIMHEA
Hapyinenus B
TIOXOAKATA

Hzcneosanusn

[Noumwxenue Ha
TErNOTO

Toxkagsane Ha
TErNOTO
Hoskinesue Ba
KpeaTHH
ocokunazara B
KPBETA
Tlopumenue Ha
KANH4 B KPBBTA

Ypenuuarae Ha
XOJiecTepoNa B

KPBLBIa

AHirre
T

AI,'-‘
oo

1
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1 Cyryvyay Ha KOHBYJICHH H CITydYaH Ha IyM B yIIHTe ¢4 cho0UIABAHM CBINO ¢Nejl PEKLCBAHE HA NIEYEHUETO.
2Cimy4au Ha OPTOCTATHHHA XHIIOTOHHA U CHHKOI ca ChoOLIABAHN 0cO0EHO B HAYANIOTO HA JIeUeHHETO.

3 Bwnxre TouKa 4.4.

4 Cmyuau Ha BpaKeGHOCT M rHAB ca chobiasaHK ocoGeHO B HAYANOTO WIH CIE] MPEKBCBAHE HA TEYSHHETO.
5 CiTyqan Ha CyHIMIHA MACAIHA H CYHLHAHO MOBeeHNE Ca ChOOLIABAHH MO BpeMe Ha JICICHHE ©
AYTOKCETHH HITH CKOPO CICA NPEeKbeBaHe HA NeYeHHeTo (BXK. TouKa 4.4).

¢ OnieHeHa 9€CTOTa HA HeXKENIaHH PeaKLy, CROGIIEHH MPH NOCTMAPKETHHTOBOTO HAGIIONEHHE; HE ca
Habmonapany B matle00-KOHTPONUPAHH KIMHUYHH MPOYYBaHHA,

7He e craTHCTHYECKH CHTHHOHKAHTHO pasiivHa o1 miauebo,

s [IpunampLmTe Ca no-4ecTH NPH NALMEHTH B CTAPUECKa Bh3paCT (BB3PAcT >65 Mo(uHHM)

sUecToTaTa € M3YHCTIEHA BB3 OCHOBA HA AAHHH OT BCHUKH KIIMHHYHH H3ITHTBAHHA

109ecTOTaTa € M3YHCIEHA BB3 OCHOBA Ha IAaLeb0-KOHTPOITHPAHH KTHHHYHA H3NHTBARMA.

6. Onucanue Ha U3GPAaNY HEHCERAHU AEKAPCMEEH PEaKIiL

MpekparaBanero Ha TynokceTHH (OCOOEHO KOraTo € BHE3aNHo) YeCTO BOJH A0 CHMITOMH Ha OTHeMaHe.
3amaiiBasie, CCH30DHM HapYIUCHHA (BKIIOUHTETHO MAPECTEINS HIH YCEINaHHs, NoA00HH Ha IPEeMUHABAHE HA
eNEKTPHHECKH TOK, ocobeHo B o6nacTra Ha rnabara), HapyieHHd B ChHS (BKIIOYHTENHO 6e3ChHHE U
HHTEH3HMBHO CHHYBAHE), YMOPa, COMHOAEHTHOCT, BE30YIa HUTH TPEBOXKHOCT, TaJieHe HW/HJIH NOBpLILAHE,
TPeMOp, raBodoIHe, MHANTHA, PA3APa3HATENHOCT, JHAPHSA, XHISPXHUAPO3a K BEPTHTO ca Haif-uecTo
ChLOOINABAHITE HEXKETAHH PeaKIHH,

O6mo, 1 32 SSRIs 1 32 SNRISs, Tean cBOHTHA Ca IeKH A0 YMEPeHH ¥ CAMOOTPAHMYABALITH €€, BENPEKH 4E
NpH HAKOH NAUHEHTH T€ MOKE 1 Ca TEXKH W/HIH OPOXBIDKUTENHA. 38TOBA CE NPENophYBa, XOraTo He ce
Hajara noBeyve JCYeHHE ¢ JYNOKCeTHH Ja ObJe M3IBBPIIEHO NOCTENEHHO CIHpPaHe, upes HaAMasSBaHe Ha
Ao3aTa (Bx. Todka 4.2 u Touka 4.4),

IIpes 12-cenmuHaTa ocTpa (asa Ha TPH KITHHHIHH NPOYUYBAHMA C AYJIOKCETHH IpH NMAIMEHTH ¢ quabeTHa
HespornaTHa Gonka e HabMONABAHO MAJIKO, HO CTATHCTHYECKY 3HAYMMO MOBHLIEHHME B KPBBHATA MIOKO3a Ha
[IATHO, IPU NALHEHTHTE Ha JicUeHHE ¢ AyNoKCeTHH. HbA (. ¢ cTabHneH H Npu nalpeHTHTE AeKyBaHH C
RyJNOKCETHH, W [IPM MaUMEeHTHTE JleKyBaHH ¢ nnane6o. [Ipes dasata Ha yan/nkaBaHe Ha Te3H NMPOy4BAHHSA,
NpOABLKMIA A0 52 CEOMHLM, € HATHYIHO NopHmenue Ha HbA . ¥ B rpynara Ha AyNOKCeTHH B MpyIIaTa Ha
PYTHHHA TEPANHA, HO CPEIHOTO NosHINeHHe e 0,3% no-rossmMo B rpynara Ha JIE4eHHe ¢ AYIOKCETHH.
Hanuuwo e jieko NopHIIEHHE B KPBBHATA [MIOKO34 HA IMANHO H Ha OGLIHA XOJIECTEPO NPH NAIMEHTHTe
AEKyBaHU C AYTOKCCTHH, TOKATO Te3H 1abopaTopHH HICICABAHUA MTOKA3BAT JIEKO HaManes e B TPynara Ha
PYTHHHA Tepamui.

Kopurapasusr cnpamo cepaeusata qectota QT MHTepBai NpH NALMEHTHTE, IEKYBAHU ¢ AYJIOKCETHH, HE C&
pasiHyaBa OT TO3H, HaGmoAaBaH NPH NALMEHTHTe, JICKYBaHHK ¢ Iaue6o. He ca nabriogapany KIHHWYHO
aHa4yuMH paanuki 3a QT, PR, QRS unu QTcB H3mMepBaHHATA MKy NAlHEHTHTE, TEKyBAHHTE ¢
IOyMOKCeTHH M TE3H JIEKYBaHHUTE C TUianeo.

2. Heouampuuna nonyaayun

OGwo 509 nauvenT Aeua Ha BE3pacT o1 7 30 17 FOMMHM ¢ TONAMO JEIIPECHBHO PasCTPOiCTBO M 241
NEAMATPUYHH NAalMeHTH Ha BB3PAcT OT 7 A0 17 roJHHH ¢ TeHepaANH3UPaHO TPEBOXKHO pa3cTpoicTBO ca
JIeKyBaHu ¢ AYJIOKCETHH B KITHHHYHE nipoyuBaHHA. Karo uano npodiinsT Ha HeXeTAHRHTE NEKapCTBEHH
PeaKuHy Ha MYJNOKCETHH MPH AeLa H OHOWIM € noiofeH Ha 1034, HabmoJaBaH NpY BE3PacTHH.

O6mo 467 neHarpyuHK TALMEHTH, KOHTO ITHPBOHAYAIHO ¢4 PAHAOMUINPAHH [1a NOTy4aBAT JyTOKCETHH B
KIIHHUYHH NPOYUBaHHSA, H3MMTBAT CPeqHO HamalicHue Ha TernoTo 0,1 kg kbM 10-Ta cenMuna B cpaBHEHUE ¢
0,9 kg cpenno ypenudenue npu 353 naumenTH, nonyyasauu wianeGo. Crex ToBa B TEUEHHE HA YETHPH-

Mece'eH 0 WeCT-MEeCeUeH NepHOs Ha MPOIAbIDKEHHE, NALHEHTHTE CPeJHO MMAT CKIOHH:




npu feua (7-11 roguun) u ysenudenne ¢ 0,3% npu tonows 12-17 roaunn)) (k. Touka 4.4).

Crobulapane Ha ONO3MPAHA HEXENAHH PeaKIy

CrofinaraneTo Ha NOJOIUPAHH HEXETAHH PEAKUMY CITe]l PA3peLaBaHeE 34 YOTpeGa HA NEXapeTBEHUs
MPOAYKT € BaykHO. TOBa MO3B0JIABA A NPOABILKH HAOMIOAEHHETO HA CHOTHOIMIEHHETO NIOM3A/PHCK 34
REKAPCTBEHHA MPOAYKT. OT MERHUMHCKHTE CIICLHHANHCTH CE H3HCKBA Ja cho5INaraT BeAKA NON03KpaHa
HeXenaHa peakuyg upes HallHOHATHA CHCTeMa 3a ¢hobliaBane:

Buarapan

MznwiiHHTE/THA areHLHA 110 JleKapeTBaTa
yi. ,,JJamsau I'pyep” Ne 8

1303 Codns

Ten.: +359 2 8903417

yebcaiit: www.bda.bg

49 TIipenozmpane

Crobmasany ca cryuaH Ha NPENO3HPaHe, CAMOCTOATENHO K1Y B KOMOHHALMA ¢ APYTH JEKAPCTBERH
NIPORYKTH, ¢ XO3H AYIOKceTHH 0T 3 400 mg. IMa HAKONKO CMBPTHH CIIy4au, OCHOBHO IIPH CMECEHO
npeJIo3UpaHe, HO CHUIO TaKa ¢ AYMOKCETHH CAMOCTOATENHO B 1033 oT Nprbnusurenso 1 000 mg. Benesure u
CHMITTOMMTE Ha npeno3upaHe (QyTOKCETHH CAMOCTOATENHO HITH B KOMOHHALIMA C APYTH JIEKAPCTBEHH
NPOAYKTH) BKJIKOYBAT COMHOJICHTHOCT, KOM3, CEPOTOHMHOB CHHIPOM, TPHNATLIM, MOBPBLIAHE U
TaxUKapIui.

He e usBecTen cneundHyen aHTHAOT HA TY/JIOKCETHH, HO aKO HACTBIIH CEPOTOHHHOB CHHAPOM MOXE Aa C&
HMa NpeABHA crelH(pHYHO feYenHe (KaTo ¢ INITPOXSNTaIHH WK TeMNEpaTypeH XxoHTpon). Tps6ea na ce
noftbpkat ¢BOOOIHH IHXaTeHUTe METHINA. [Tpenophusa ce IipocnesBane HA CHPASUHHTE H XH3HEHH
NOKA3ATENH, 3a¢IHO ¢ TOAXONANIH CHMITOMATHYHH H NOMIBPXalIi Mepkd. CTOMALIHA TIPOMHBKA MOXE 18
€ M0KA38H4, aKO ¢ U3BBPINH BE3MOXKHO Hal-CKOPO CeR HOMTBIIAHETO HH IIPH MALMEHTH ChC CHMITTOMH.
AKTHBHHAT BBETMIeH MOMKe 1a §bae nosie3eH 3a orpauuyasaHe Ha pesopOuuata. JlyNOKCETHH HMa romaM obeM
Ha pasrnpernenenue u GopcuparaTa JUypesa, Xemonepdy3us H 0OMeHHa nepdy3us € MaJIKO BEPOATHO Ja ca
OT noJ3a.

5. ®APMAKOJOIHYHH CBOMCTBA
5.1 @apmaxoIHHaMAEYAR cBoHCTBA
(apmakoTepanerTHIa rpyna: Jpyru anrunenpecantd, ATC xon: NO6AX21

Mexann3nM Ha geiicTeue
Jlynokcerun e KoMOMHMpaH HHXHOWTOP Ha 0OPaTHOTO 3aXBallaHe Ha cepoToruH (5-HT) u HopaapeHamun

(NA). Toii cnabo uHxuGHpa oOpaTHOTO 3aXBaluane Ha ACNAaMHUHA, 6e3 3HAYMM aQHHUTET KBM
XHCTAMMHCPTHYHHTE, NOTNAMHHEPrHYHH, XOMUHEPIHYHH H aAPeHEpTHYHH petenTopH. JlynokceTun 103a-
38BHCHMO TOBUINABA EKCTPALEIYIAPHUTE HHBA HA CEPOTOHMHA H HOPHOPAIPEHAIHH B PA3IHYHM MOIBYHH
001aCTH IPH YKUBOTHH.

DapmMako HHAMUYHH edekTH

JynokceTnn HOpManu3Kpa npara Ha SojKaTa NPH HAKOJIKO NPeAKTMHAYHE MOMIENA HA HEBPONATHA H
BE3NanuTeNHa Gonka H cMEKUaBa NMOBEIEHHETO MPH GosiKa B Moaen Ha nepcucTHpawa Gonka. Cuura ce, ue
MHXH6KMpamoTo Gonkarta AeHcTBHE Ha J{YJOKCETHH € Pe3yNTar OT NOTEHIIHKPAHETO Ha NeClieHAEHTHHTE
HHXMOWTOPHY GO/IKOBH ITBTHING Ha LEHTPATHATA HEPBHA CHCTEMA,

Kinnnnusa edmkacnocT | 6ezonjacnoct

Tonamo denpecusro pascmpoticmeo:
JlynokceTHH € M3ydaBaH B KIHHMYHH NPOrpaMH, BK/HousamM 3 158 nammenTn (
NanMeHTo-roauny) otroeapsimd Ha DMS-IV  xpurepuure 3a ronsMa mempecu
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AYNOKCeTHH [PH NPeNopLYHTENHA JHEBHA 1033 60 mg BeAWLXK IHEBHO € NMOKA3aHA NPH TPM OT TPHTE
PAHAOMH3KpPAHH, ABOHHO-CIIENH, IUTALe60 KOHTPOIHPaHH, ¢ (PHKCHpaHa J03a NPOYUBAHHA B OCTpa a3a Opu
BBL3PACTHH aMOyJIATOPHH TIAUMEHTH ¢ IO/M fenpecHBeR emuszofn. O6ulo, eHKACHOCTTA Ha JYIOKCETHH €
ACMOHCTPApAHA [IPH AHEBHA n03a mexcdy 60 u 120 mg B oOmo mer oT cenemre paHIOMHZHpaHH, ABOKHO-
creny, nmaluedo KOHTPOITHpaHH, ¢ GHKCHpaHa 038 NPOYHMBAHHA B OCTPA (433 NP BB3PACTHH aMOYIATOPHH
MALHEHTH C rOMAM AENPecHBEH eH30N.

HynokceTnn rokasa CTATHCTHYECKO TIPeIAMCTBO CHPAMO M1ane6o, MpocieAeHo Ypes noAoGpeHne Ha o6
pesynrar no 17 Toukosara Hamilton Depression Rating Scale (HAM-D) (sxmoudTeHO ¥ Ha
SMOLHOHAIHHTE H Ha COMATHYHHTE CHMITTOMH Ha Aenpecid). CTeneHTa Ha OTTOBOP H PEMHCHS Ca CHILO
CTATHCTHYECKH 3HaYMMO NI0-BHCOKH NPH JYJIOKCETHH, B CpaEHeHHe ¢ rutanelo. CaMo Mairka 9acT oT
TIALMEHTH BKIIOYCHH B MTWIOTHH KIMHHYHHE IPOYYBAHHA ¢a OMITH ¢ TeXKa AenpecHs (H3xoauo Hueo HAM-
D>25).

B npoyusate 3a npeaoTepaTABaHe Ha PeLMIUB, NALIMEHTHTE, NOBIWAIH C€ OT 12-COMHUHO OTKPHTO, OCTPO
nedYeHHe ¢ AYTOKCETHH 60 mg BeAHEIK ARCBHO, C& PAHNOMAZHPAHH HIH Ha NyJOKCETHH 60 mg BeaHBK
ZIHEBHO WK Ha 1ulanebo 3a ome 6 Mecena. JIpwiaraHero Ha AynokceTsH 60 mg BeHEX JHEBHO NOKa’a
CTATUCTHYECKO 3HAYMMO NpeJHMCTBO B CpaBHeHHe ¢ 1anebo (p=0,004), no oTHoIIEH®E HA H3MEPBAHETO 34
IBLPBHYEH M3XOA, NPOQHIAKTHKATA HA PELAIVE Ha JeNPeCHA, U3MePeHa Ype3 BPEMETO A0 PeLIMAHBa,
YecToTaTa Ha PEIMIMBHTE IO BPEME Ha 6-MECedHHS ABOMHO-CIIN NEPHOX Ha mpoceasBane e 17% u 29%,
CLOTBETHO, 33 TYJOKCETHH H 32 manefo.

To Bpeme Ha 52-CeaMHTHOTO TWIALEG0 KOHTPONHPAHO NBOHHO-CIINTIO JEUEHHE JIEKYBaHHTE C TyTIOKCETHH
NAUMEHTH ¢ PEUHARE HA rOJIAMO JETIPECHBHO Pa3CTPORCTBO HMAT CHFHMGHKAHTHO O-ABIBT GE3CHMITTOMEH
nepro (p<0,001) B cpaBHEHHE ¢ NALKEHTHTE, PaHAOMM3UPAHU Ha wianebo. Beukuy namyeHTH
IPEABAPHTETHO €A C€ NOBJIHANH OT AYNOKCETHH MO BpeMe Ha OTBOPEHO NedeHne ¢ JynokceTuH (28 no 34
ceamuL) npu go3a ot 60 no 120 mg/auenHo. 1o Bpeme Ha S2-ceqmuuHaTa nnaneo KOHTPOTHpaHa
ApoHHO-claANa (paza Ha nevenye [4,4% OT mauMeHTHTe, TEKYBAHH ¢ AYIOKCETHH, H 33,1% oT maupeHTHTe,
TPETHPAHH ¢ IW1aLte00, MPEKHBABAT IOBTOPHA MOABA HA CHMITTOMMTE CH Ha aenpecus (p<0,001).

EdexTsT o1 npunaraneto Ha xynokceTHH 60 mg BEIHEXK JHEBHO NPH MALHEHTH C TETPECHS B CTapuecka
BB3PACT (265 rognHM) € oreHes cnelMdHUHO B NPOYHBAHE, MOKAIBALIO CTATUCTHYECKH 3HAYHMA PA3IHKA B
HaMassisaHeTo Ha HAMD17 pesynrara 3a naumeHTHTe, IEKYBAHH ¢ AYOKCETHH, B CPaBHEHHe ¢ Uiaueso.
[MoxocumocTTa Ha MynokceTHH 60 Mg BeIHEXK JHEBHO NIPH MALUMCHTH B CTAPHECKA BH3PACT € CPRBHHMA C
Ta3H, HabMoxaBaHa NpH NO-M/IANH BE3PACTHH NalMenTy. JJannute, obayve, 3a NalHEHTH WITOKEHH Ha
MakKcHMaIHaTa J03a (120 mg nHeBHO) ¢a OrpaHWYEHH H 33TOBA C& IPENOPHYBA NOBULICHO BHUMAHKE TIPH
JieueHuE HA TA3H NOMyAalMA.

TIenepanuzuparo Tpegoxcno Pazcmpoiicmeo

HynokceTHH noKa3a CTATHCTHHECKH 3HAYHMO TPEMMCTBO CIIPAMO IUIauedo MPH NeT OT NeT MPOYHBaHHA,
BKJIOYBALIH YeTHPH PAHAOMU3HPAHH, (BOHHO-CIICTIH, TNae00 KOHTPOIIMPaHy OCTPH NPOYYBaHHS U
Mpey4BaHe 32 NPOPHIAKTHEA Ha PEIHIHNB NIPH BH3PACTHH ¢ TEHEPATTHINPAHO TPEBOXHO PA3CTPOHUCTRO.

JyNoKceTHH NoKa3a CTATUCTHYECKH 3HAHMO NPeIRMCTBO CIpsAMO Tutauebo, namepeno ypes nonobpeune Ha
obua cKop o ckana 3a TpeBokHoCT Ha Hamilton (Hamilton Anxiety Scale (HAM-A)) u ckopa 3a o6io
pyHKUMOHANHO pascTPORCTBO TIO CKaNa 3a HHBATMAHOCT Ha Sheehan (Sheehan Disability Scale (SDS)).
CTeneHuTe Ha MOBTHABAHE H PEMHCHS €A CBILO I0-BHCOKH TP AYTOKCETHH B CpaBHEHHE ¢ nauebo.
HynokceTus 1noKa3Ba CPpaBHHMH Pe3YNTATH 32 ePHKACHOCT ¢ Te3H Ha BeHIAa(hakCHH OT rileQiHa TOuKa
nonobperue Ha obmua ckop no HAM-A.

[Ipu npoyusaue 3a NpodIIaKTHKA Ha PELHAMB HALKEHTHTE, NOBIHABALIM CE OT 6~MECEUHO OCTPO QTKPHTO

nedeHHe C JYTOKCETHH, Ca PAHIOMHIHPAHH 13 TIONMYYABAT WK TyJAOKCETHH, WIH nuaueGo 3 : TG
6 Meceua. lynokcetun 60 mg no 120 mg BeJHE®K JHEBHO MOKA3BA CTATHCTHHECKK 3HAYH, /
cpasueHue ¢ mwiauebo (p < 0,001) npu npodunakTHraTa Ha PeLHANE, HIMEPEHO Ype3 B
peuyans. UecToTaTa HA pELIMANB nIpes 6-MeceyuHus NEPHOA Ha NOCeBaOTO msoﬁHo- S
¢ 14% npn aynokcerH 1 42% npu mnaueGo.

-
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EduxacHocTTa Ha mynokcerus 30-120 mg (IsBK4BO 103UpaHe) BeAHBX AHEBHO MPH MALMEHTH B CTapUecKa
BE3pacT (>635 romMHN) ¢ reHepaTH3APaHO TPEBOKHO PA3CTPONICTBO € OLIEHEHa B €IHO MPOoyUBaHE, KOETO
TIOKA3Ba CTATHCTHYECKHA 3Ha4YMMO Noaobperme B oOnma pesynrar 3a HAM-A 3a nauwerTHTe, TEKyBaHH C
TYyNOKCETHH, B CPABHEHHE ¢ MAIHCHTHTE, NOydasamu iatiebo. E¢uracHoctra v GezonacrocTTa Ha
AynoxceTur 30-120 mg peHLXk JHEBHO NIPH JIAUHEHTH B CTAPYECKA BB3PACT ¢ FEHEPATTHIHPAHO TPEBOKHO
Pa3cTpoiicTBO ca nopoSHH Ha HalmonasanuTe B MPOYYRAHNA MPH TO-MJIAAH BE3PACTHH NalHerTH. Brrpekn
TOBa TAHHHTE 32 MALHEHTH B CTAPYECKa BB3PAcT, HAIOKEHH Ha MakcHMannaTa Jo3a (120 mg anero), ca
OFPaHHYCHH H M0 TO3H HAYMH Ce NPENOPhYBa NOBHIICHO BHUMaHHE NIPH H3MOT3BAHETO Ha TA3H 1034 MpH
TOMYNALMATA B CTAPHECKA BHIPACT.

Huabemna Iepupepna Hesponamna Boaxa

EdukacHocTTa Ha KynoKceTHH 3a JicueHHe Ha Anaberna HesponaTtHa Gonka € ycTaHOBEHa npy 2
paHaOMU3Kpany, 12-cenmuiHn, nBoliHO-cnieny, nnaneSo KOHTPOIUpaHH, ¢ PHKCHpaHa J03a MPoyYBaHHA
pu BB3pacTHH (22- 1o 88-roaumiHu) ¢ AuabeTHa HepponaTHa 50IKa B NPOAWIXEHME NIOHE HA 6 Mecena,
IMaypenTure, OTroBapANM Ha KPHTEPHATE 38 FONAMO NETIPECHBHO Pa3cTPOHCTRO, €4 HIKIOYEHM OT Te3u
npoy4usaHud. Hamepuren Ha MepBUYHKA M3XOA € CEIMHYHATA CPEAHA CTOWHOCT Ha 24-yacoBaTa Gonka,
KOATO € OTpa3fABaHa B €keAHEREH JHEBHHK Ha natenture 1o 11-touxoeara ckana Ha Likert,

B nsete npoyuBaHss, KyToKceTHH 60 mg BeaHbK AHSBHO H 60 mg JBa ITLTH JHERHO 3HAYMTEHO HAMANARA
6onkara, B cpaBHeHHe ¢ alle60. EdekThT NpH HIKOM NALMEHTH € BUIHM NPe3 TLPBHTE CEIMHIH HA
neueHue. Paznkkara B cpeHoTO NoAoGpeHHe MY JRETE PAMEHA HA AKTUBHO TEUSHHE HE ¢ 3HAUHTENHA.
Or6enszano e none 30% crobmasano Hamanseaxe Ha GoykaTa Mpu NpHOTH3UTENHO 65% OT TeKyBaHHTE ¢
AyIOKCETHH NauueHtH cpemy 40% 3a nnaue6o. CroTBeTHAHTE uMdpH 3a noue 50% pexykusus Ha Gosnkara ca
chOTBETHO 50% 1 26%. CreneHTa Ha KIHHIYEH OTroBOp (50% HIH Noseve Nonobpenue Ha Gonkara) e
AHATH3WpaHA CIIOPER TOBA QA MALHEHTHT € MPOSBHI COMHONEHTHOCT 10 BPEME Ha JIEUEHHETO Wy He. 3a
NAIHEHTHTE, KOHTO HE Ca TIPOSIBIITH COMHONIEHTHOCT € Ha0mongaH KIMHHYEH OTroBop npu 47% ot
NAUHeHTHTE, NOMYYaBamy AYNOKCETHH ¥ 27% OT nanMenTuTe Ha mianebo. CrenenTa Ha KITHHUYEH OTrOBOP
TIPH [ALHEHTHTE NPOABKHIIH COMHONEHTHOCT € 60% Ha nynmokcetud i 30% ua mnane6o, ManuenTyTe,
HeTpoABABAINHM pedykuus Ha Gonkata or 30% B pamkuTe Ha 60 IHH JedeHHE € MANIKO BEPOSTHO 14
JOCTHTHAT TOBA HUBO TPH MO-HATATHIIHG JIEUYEHHE.,

Tp# OTBOPEHO ABATOCPOUTHO HEKOHTPOIMPAHO MPOYUBAHE HAMANIEHHETO Ha GoMIKaTa IIPH MALEHTH,
NOBTHUAHM OT 8-CeIMHUHO OCTPO IeYeHHe ¢ Ay/TOKCeTHH 60 mg eAHOKPATHO JHEBHO, CE 3a11a3Ba 3a ollle 6
Mecenia, KAKTO & OLEHEHO ¢ NMPOMIHATA MO CKanaTa 3a KpaTKa onenka Ha Gonkata (Brief Pain Inventory
(BPI)) na 24-yacoBus cpenen Gpoii TouKu 3a Goska.

HennaTpuyta nomynayns
JynoKkceTHH He e H3cleABaH NPH NAUMEHTH 0] 7-rOJHIOHA BL3PACT.

Tipoeenenn ca iBe pangOMH3HpaHK, NBOHHOCIENH, APANEAHH KITMHIYHY MPOyYBanus rpu 800
MeHaTPHYHHU NAUMEHTH Ha BRIPACT ot 7 A0 17 rofiMHK ¢ ronamo JenpecuBHO pascTpolicTao (BikK. TOUKa
4.2). Teau Ape npoyuBaHus BKMousaT 10-ceMHvHA INALEG0-KOHTPONKPAHA M AKTHBHO-KOHTPOIHPAHA
(bnyokceTun) ocTpa dasa, nocreaBaHa OT MECTMECEUCH IEPHOA HA MPOABILKEHHE HA AKTHBHO
KoHTponupaHo neucHne. Huto rpynara, sexypasa ¢ qynokcerus (30-120 mg), HMTO rpynara ¢ akTHBHA
KouTpona (ayoxcerrn 20-40 mg) cTaTHCTHYECKH ce pasiuaBar oT mianefo Mo OTHOMEHUe Ha PoMAHATA
B ofuTe pesynrar no cxanara Children’s Depression Rating Scale-Revised (CDRS-R) ot w3xoanus mo
Kpa#iHus MomenT. [IpexneBane Ha IEUSHYETO MOPANH HeXKenaHu CEOMTHS € NMO-YecTo TIPH NALHEHTUTE,
NpHeMANIH AYTOKCETHH, B CPABHEHKE C TE3H, ISKYBaHHU ¢ QIYOKCETHH, B IOBEHETO CAYYaH MTOPARHU rafieHe.
Ilo Bpeme Ha 10-cenqMuuHMA Tephol] HAa aKTUBHO JieueHHE € CLOGIMARAHO 3a CYMIHIHO MOBEICHHE
(mynoxcernn 0/333 [0%], pmyokcetun 2/225 [0,9%), rinaneGo 1/220 [0,5% ). [Ipes uenns 36-cesmuueH
KypC Ha M3C/IeiBaHeTo, 6 oT 333 nallMeHTH, KOHTO ITEPBOHAYAIHO Ca PAHIOMHIUPAHH A2 NOTyY
AYNOKCETHH, ¥ 3 OT 225 NAlMEHTH, KOWTO IEPROHAYATIHO c4 PAHAOMM3HpPAHY 4 NOTy4aBa

IOyJIOKCETHH.
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TpoBezieHO € PaHAOMH3MPAHO, AROUHOCIANO, IWIALEG0 KOHTPOMUPaHO MPOyvBaHE MPH 272 NALMEHTH 0T
NeANaTPHYHATA MOIYJIALMA HA BB3PACT 7-17 rOJHHH ¢ NeHEPATH3IUPAHO TPEBOXKHO PA3CTpolcTao.
IlpoyuBanero Bkmousa 10-ceamutna niane6o KOHTPOMHpaHa ocTpa (asa, nocneapana ot 18-cenmmveH
NepHOA Ha MPOTBILKeHHE Ha JleueHHeTo. B ToBa Npoy4BaHe € H3MI0A3BAHA 'bBKABA CXEMA Ha JI03KpaHe, 3a Ja
ce Jazie BB3IMOXKHOCT 33 6aBHO NOBHINABaHE Ha J03aTa oT 30 mg BeAHbK AHEBHO 0 TIO-BHCOKH JI03H
(maxcuMyM 120 mg BenHBR AHERHO). JleueHHETO ¢ AYNOKCETHH NOKA3BA CTATHCTHYECKH 3HAYMMO ITO0-
roaaMo noaoGpeHne Ha CHMITTOMHTE Ha FEHEPANTH3MPAHOTO TPEROIKHO Pa3CTPOHCTBO, KAKTO € OLEHEHO ¢
MIOMOIIITA Ha CKAJIATa 33 TEKECT HA FeHEPATIM3UPAHO TPEBOXKHO paicTpoiicTso PARS (cpeana pasnuka
MeXTy MYIOKCETHH M Mutane6o 2,7 Touks [95% A 1,3-4,01), caen 10 cenmun Ha nedenye. [lonaspxanero
Ha ebekTa He ¢ onenaBaHo. Hama cTatHeTHMECKH 3HAWAMA PA3NHKA B IPEKBCBAKETO HA MPOYHBAHETO
NOPAIA HEXKENAHH CHOWTHA MEXY IPYNHTe C AYIOKCeTHH H ntale6o B TeveHde Ha 10-ceammynara basa na
OCTpO JiedeH¥e. JlBamMa MalHeHTH, KOHTO ca MpeXBLPIIEHH OT Iiauebo KM JyJIoKceTHH ciiel ocTpata dasa,
H3MHTBAT CYHUHAHO NIOBEACHHE, JOKATO NPHEMAT MYJOKCETHH N0 BpeMe Ha $a3ata Ha Mpoanhkeune, He e
HANpaBeHO 3AKTIOYEHHE OTHOCHO LAIOCTHOTO CHOTHOLIEHHE TIOJN3a/PHCK B TA3M BBIPACTOBA TPyna (BXK.
cbIo Touky 4.2 u 4.8).

TTposeaeHo € eaHO NPOyvRaHe NPH NEMATPHYHH NALMEHTH CHC CHHAPOM HA I0BEHITHA THPBHYHA
¢$ubpomuanTua (juvenile primary fibromyalgia syndrome, JPFS), B koeTo rpynaTa, neKyBana ¢ Ly TOKCETHH,
He € OTZeNeHa OT rPyMaTa, noJlyyasallla naaneso, 3a OLeHKa HA H3MEPHTEN 34 MbPBHYHA ePHKACHOCT.
3aToBa NUIICBAT JAHHH 34 ePHKACHOCT B TA3H MONY/Ialikg EAUMATPHYHH MauHeHTH, PaHIoOMH3HpaHoTO,
JABOHRHOC/IANOC, MTALe60-KOHTPOTHPAHO, IAPANIETTHO FPYTIOBO fIPOyYBaHe HA JYJIOKCETHH € NIPOBEACHO NpPH
184 joHomm Ha Br3pact ot 13 po 18 ronuuw (cpenna erapact 15,53 rogunm) ¢ JPFS. [TpoyusaneTo BiTIOuRa
13-ceamuyeH NBOMHOCIIAN NEPHOL, pe3 KOTO NalMeHTHTe Ca PAHAOMU3HPAHH 24 NOTYYABAT [iyJIOKCETHH
30 mg/60 mg mm mianeto Beexku AeH. JlyNMOKCETHH HE NOKa3pa epHKAacHOCT MO OTHOILICHHE Ha
HaManaBaHeTo Ha Go/KaTa, MaMepena Upe3 HIMePHTeId Ha TEPBUYHUS Pe3yJITaT Ha KpaiHaTa TouKa -
cpeaeH ckop 3a boska no Brief Pain Inventory (BPI): cpemuata npomsna Ha Haif-Mankure keaaparu (LS -
least squares) ot u3XoHATA CTOHHOCT Ha cpeaHud ckop 3a Gonka mo BPT ua 13-tata ceamuua ¢ -0,97 B
rpynara, nony4aeama niane6o, B cpapHenue ¢ -1,62 B rpynara, mony4apatia gynokcetdn 30/60 mg (p =
0,052). Pesynratute 3a 6€30MacHOCT OT TOBA HPOYHBAHE Ca CHBMECTHMH C H3BECTHMA Npodui Ha
5e30MacHOCT HA AYAOKCETHH.

Erponefickata areHi#a 1o eKapcTBaTa 0CBOGOKAABA OT 3a1b/DKEHHETO 3a IPEJOCTABSHE HA peayNTaTHTe
OT [IPOYIBAHNSA ¢ pedEPERTEH IEKAPCTBEH IPOAYKT, CHIBPMKALL AYJIOKCETHH [PH BCUUKH NOArPYNH HA
NCAHATPHUHATA MOy IALIMA NPH JIEYEHUE HA FONAMO JIENPECUBHO pascTpolicTso, nuafeTHa HeBpoTaTHA
Gonka 1 reHepanM3NPaHO TPEBOXKHO PasCTPOHCTRO. Binkre Touka 4.2 3a HHOOpMALIMA OTHOCHO yroTpeGara
0pH feua.

5.2 <DapMakoKHHETHIHH cBoicTBa

JynoKceTd ce npuiara KaTo CAMOCTOATENEH eHaHTHOMED. JIYMOKCETHH Ce MeTAGONM3Hpa MPeIUMHO OT
okcunatupHH en3iMu (CYP1A2 u nonumopdena CYP2D6), nocnensano ot koHIorupase.
DapMakOKMHETUKATA Ha TyJTOKCETHH TOKa3Ba rosMa BaprabuiiHoCT MeXIY OTACHUTE HHAMBHAHM (06mo
50-60%), mpimKkailia ce B H3BECTHA CTENEH HA [I0]IA, BE3PACTTA, CTATYCA HA TIOTIOHOMYIIEHE H CECTONHHMETO
Ha MeTabonusupaitata cicrema CYP2D6.

AbcopGuua
JynokceTnH ce pezopbupa A00pe cner nepopanyo npraoxenne ¢ Cpax HACTENBALIA 6 Yaca

cnea aosupane. AGcomoTHaTa opanina GMOHATHYHOCT Ha TYNOKCETHH Bapupa oT 32% no 80% (cpenso
50%). Xpanara yuikaBa BpeMeTo 3a JOCTHIaHe Ha BEPXOBH KOHUCHTpalLMK ot 6 Ha 10 9aca ¥ T4
MaPTHHAITHO HaMallsiBa CTeNeHTa Ha pesopOumsa (npubnusurenHo 11%). Tesu npoMeHH He ca ¢ HAKAKRa
KIMHAYHA 3HAYMMOCT.

Pasnpenenenue
HynoxceTun e npHOGIH3ATENHO 96% CBBP3aH C YOBELIKHTE IUTA3MEHH NPOTEHHH.

HynokceTud ce cBbp3Ba M ¢ aNOYMHH U ¢ anda-1 xucenns ruxornporend. [poTennH;
NOBJIHARA OT GBEOPeYHO HITH YepHOAPOGHO YBpeXIaHE.
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Buortpancdopmarnis

HynoxceTHH ce MeTabOTH3HPA EKCTEH3WBHO B MeTabONMTIYE C¢ EKCKPETHPAT OCHOBHO ¢ YPHHATA.
Lluroxpomure P450-2D6 1 1A2 karann3upar o6pazysaneTo Ha ABa OCHOBHH MeTaloJIHTA NIOXKOPOHKUA
KOHIOraT Ha 4-XKAPOKCH AYNOKCETHH U Cy/i(haTeH KOHIOTAT HA S-XUAPOKCH,6-METOKCH TYJAOKCETHH, Bb3
OCHOBA HA in Vitro IPOYUBaHKA, UHPKYIMpPAIIMTE METAOOIATH Ha MyTOKCETHH ce CHHTAT (apMakoIOrHYHO
HeakTHRHM. PapMaKOKHHETHKATA Ha TYJOKCETHH IPH NalHEHTH, KOHTO Ca JIOMIA METabONH3aTOPH N0
otHomeHue Ha CYP2D6 ne e creunduyno Hiyuasana. OrpaHHYCHH JaHHH IPSATIONATAT, e [IPH TE3H
NalMEHTH NIa3SMEHHTE HHBA Ha JYJIOKCETHH Ca NO-BHCOKH.

EnuMHHBpane

ENHMHHALHOHHHAT TIOMYKHBOT Ha Ty TOKCETHH BapHpa oT 8 mo 17 vaca (cpearo 12 yaca).

Cnen HHTpaBeHO3HA 2033, IIAMEHHAT KITHPBLHC HA AYJIOKCETHH Bapupa ot 22 L/yac no 46 l/uac (cpeaHo 36
/gac). Cnen nepopanna o3a yCTAHOBEHWAT MIAZMEH KIMPHHC Ha AYIOXCETHH Bapupa ot 33 no 261 Juac
(cpemno 101 uac).

Crieuvansy nomynarmd

Iion

Mexay MExe H XKeHU ca HASHTHOHLIHPAHH (PAPMAKOKHHETHTHE PA3THKH (ANICPEHTHHAT IU1a3MEH
KIHPBHC & MpHbausuTento 50% mo-HACHK MpH xeHH). B3 OCHOBA HA MPHIIOKPHBAHE ITO0 OTHONIEHHE HA
KIHPBHCA, OCHOBAHMTE Ha NOJA (PAPMAKOKWHETHYHY PA3THKH He OTIPaBJABAT NPeNopPLKATA 3a M3NON3BAHE
Ha NIO-HHCKA 032 MPH KCHH NaLMeHTH.

Bw3pacm

Haenruduimpann ca GapMakoKHHETHYHH PA3THKM MEXKAY 110-MNANH M NIO-B3PACTHY HeHU (65 rouHm)
(mopuenue Ha AUC ¢ okono 25%, a nomyMBOTET € OKONO 25% Mo-TBTBI PH Te3H B CTAPYECKA BB3PACT),
BBLIPEKH Ye CTENEHTA Ha TE3H NIPOMEHH He € I0CTAaThHA, 33 4 ¢e 000CHOBe MpoMsAHa Ha fo3ata. Karo o6uma

NpenophKa, IeHSHNETO B CTAPYECKA BB3PAcT TPAORA Ja CTARA C MNOBHINEHO BHUMAHME (BXK. TOUKH
4.2 n4.4).

bv6peyno yspesicoane

ITannentHTe B Kpaitna ¢asa Ha 6E0pedHa HEROCTATHYHOCT HA AMANM3A UMAT 2 ITETH NO-BHCOKH CTOMHOCTH
Ha Cmax 1 AUC 32 1yJOKCETHH, B CPaBHCHHE CBC 3ApaBd mhua. Ipu nawyenTs ¢ iexa 10 ymepena 6xbpeuna
HEAOCTATHYHOCT (hapMaKOKHHETHYHHTE JAHHM 33 AYJIOKCETHH ¢4 OTpaHiteHH.

Yepnoopobuo yepescoane

Ymepeno ueproapobuo 3a6onasane (Child Pugh kiac B) 3acara dapMakoKHHETHKATR Ha XYJIOKCETHH. B
CpaBHEHHE Che 3NPABH JHLIA, IPH NAIMEHTH ¢ YMEPeHo YepHoapobHo 3abonMBaHe YCTAHOBEHUAT M1A3MEH
KJIMPBHC Ha yJIOKCETHH € 79% MO-HUCHK, YCTAHOBSHMAT TEPMUHANIEH NIOTYXHBOT € 2,3 ITTH [0-IhITEF, 4
AUC ¢ 3,7 mbTH no-Bucoka. PapMakOKMHETHKATA Ha JyJIOKCETHH ¥ HETOBMTE MeTabONHTH He € W3ydyaBaHa
NPH NAIMEHTH C JIeKa WM TEXKA YepHOAPOoOHA HENOCTATEYHOCT.

Kvpmewu maiixu

JAKMCcHo3HIMATa HA AY;IOKCETHH € W3Y4aBaHa Mpu 6 KbpMeIH keHH, KOMTO ¢a OunH noue 12 ceqmunm cien
paxnaune. JlyJTOKCeTHH ce OTKPHBa B KBPMATA, M CTALIMOHAPHHTE KOHLIEHTPALMH B MafUMHOTO MITAKO ca
OKOJI0 eHA-4eTBBPT OT Te3H B NnasMara. KomiyecTROTO AyNOKCETHH B KbpMaTa € NpubavM3HTenHo 7
1g/MHeBHO TpH no3Hpane ¢ 40 mg nsa IeTH AHeBHO. KbpMeHeTO He noBnusea dhapMaKoKWHETHKATa Ha
IyNOKCETHH.

Heouampuuna nonyrayus
MapMaxoxkuHeTHYHHTE CBOHCTBA HA JIYNIOKCETHH TIPH NEAHATPHYHHA MALMEHTH Ha BB3pacT OT
TFOAHHH € TOJIAMO JENPECHBHO PasCTPOHCTRO Clell NEPOPANHO MPHIaraHe B CXema Ha 103
mg BEAHLK JHEBHO Ca XapaKTePHIUPAHH ¢ MOMOIUTA HA MOMYJIAHOHHO-MO/IETTHPaH aH
IAHHH OT 3 poy4sauud. [IpeABUACHATE OT MOAETa [LTA3MEHH KOHUCHTPALUHH HA JYIIO,
CTallHOHAPHO CHCTOAHHE NpH HALHEHTH-ICHA B [TOBEYETO CITyya ca B TpaHHLMTe Ha
KOHLICHTpalUWuTe, HAGMOAaBaH NPK BH3PACTHH MAUHEHTH.
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53 HpeaxasaHYHH JAHHEHA 32 Ge300aCHOCT

JynokceTHH He € FeHOTOKCHYEH MpH cTaHaapTeH Habop OT TECTOBE, a MPH [LTHXOBE HE € KAPLIMHOTEHEH.
ITpu npoyusaHe 3a KAPUWHOrEHHOCT NPH IUTHXOBE €A HA0ONaBaHH MHOTOSAPEHH KIETKH B 4ePHHA APoD
IPH GTCHCTBHE Ha APYTH XHCTOMATONOTHYHH IIPOMEHM, MeXaHM3MET, KOHTO © B OCHOBATA HM M KNTHHHYHATA
3HAYMMOCT ¢ HEH3BECTHH. JKeHCKH MHIIKH NOJTy4aBany Ay/IOKCETHN 3a 2 TOAMHM MMAT MOBHILEHA YeCTOTa
HA XETAaTOLETyAapHH 8/IHOMH M KapLIMHOMH ¢aMo TIpH BicokuTe 103M (144 mg/kg TT/AHEBHO), HO Te ce
CUMTAT KAaTO BTOPHYHH Ha YepHOAPOOHATA MMKPO3OMATHA €H3HMHA HHAYKIMS. 3HAYMMOCTTA HA TE3H JaHHH
NPH MHINKH [10 OTHOLIEHKE HA XOPaTa He ¢ H3BecTHA. KeHCKH IUTBXOBe, NoMy4araan ayaokceThH (45 mg/kg
TT/AHEBHO) NPeNH H IIPH CHBOKYIUICHME M TI0 BpeME Ha paHHA GpeMeBHOCT, Ca MoKazand HaMaleHHe HA
KOHCYMalMATa Ha XpaHa oT MaifkaTa U Ha TeNecHOTO TErNo, HAPYLIABAHE HA IMKH/IA HA PAsTOHBaHE,
HaManeHd NokalaTeny 3a 6pos AKHBOPOEHH H NPEKMBAEMOCTTa Ha IOTOMCTEOTO, U 3a6aBeH pacTex Ha
MOTOMCTBOTO NIPH HHBA HA CHCTEMHA EKCIO3MIIMA, KOHTO B Hai-100pus citydaif ca MpuOIM3HTeNHO 10
MaKCHMAaNHaTa KTHHKYHA ekcnosuatia (AUC). B npoydeare 38 eMGPHOTOKCHUHOCT TIPH 3a5iLH ca
HaG/monapalH No-BHCOKA YECTOTA HA ChPAEYHO-CHAOBH U CKeETHH MandopMaLuy NPH HMBA HA CHCTEMHA
EKCIO3KIMSA IO MAKCHMaNHaTa KinHH4Ha excriozuima (AUC). He ca HaGmonaBabnu MangopMalmu B Ipyro
Npoy|BaHe, 3a MINNTBAHE HA NO-BHCOKH JIO3H Ha pallIHvHa coll Ha gynokceTuH. ITpu npeHaramuu/
MOCTHATANHY TOKCHKONOTHYHH NIPOYUBAHHA NPH IWTHXOBE, AYJIOKCETHH HHAYUHPA HEKETAHH TOBEACHYECKH
e(PEKTH B NOKONEHHETO [IPH CKCMO3HIMA NOR MAKCHMAIHATA KiHHHYHa excriosnms (AUC).

[poyusansys NpH MIaaK MIBX0OBE NOKA3BAT NPEXOAHH e¢eXTH BEPXY HEBPOTIOBEACHUYECKUTE PEaKiMH,
KaKTO H 3HAYMTETHO HAMAJIABAHE Ha TeJIECHOTO TETJIO H KOHCYMHPAHETO Ha XpaHa; MHAYKIMS Ha
4epHOAPOOHHTE eH3UMH; N XenaToLeTynapHa BaKyonuzauud mpu 45 mg/kg Tr/auesqo. O6mnHaT podun Ha
TOKCHYHOCT Ha OyAOKCETHH TIPH MAaaH TUTbX0Be € nodo6eH Ha TO3H NMpH BB3pacTHH JUThXoBe, HHRPOTO Ha
JMIICa Ha HexelaHH ehexTn e onpefieneno, Ye e 20 mg/kg T1/OHeERHo.

6. ®APMAIEBTHYHH JAHHH
6.1 Caoncbk HA DOMOMKATE BelliecTBA

Coherap Ha Kancyaara:
Xwunpomenosa

XuIIpomennoaa aleTar CyKiuHHaT
3axaposa

3axapuu chepu

Tanx

Turanos auokens (E171)
Tpuerun unrpar

O0prBka Ha vancyaaTa:
Kenatnu

Turauos nuokcua (E171)
Hupuro kapmus (E132)
6.2 HechbBMecTHMOCTH
Henpunoxkumo,

6.3 Cpox na rogsoct
24 Mecena

6.4 CrennaaHH yCJ10BHE HA ChXpaHeHuHe

Ja He ce cuxpanssa Han 30°C. Jla ce chxpaHABa B OPHrHHANTHATA OTIAKOBKA, 34 14 ¢S
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6.5 BnagucbaALPXKAAAE A2 OMNAKOBKATA

Bmncrep or PVC/PE/PCTFE wnu PVC/PE/PVAC, 3anevataH ¢ amyMAHHERO $osko.
Omnakoskn ot 28, 30, 98 u 100 croMantxo-ycroHunps TBEPAH Kancyu.

He Bcwuxu BHIOBE OMAKOBKH MOTAT aa GbAaT MycHATH B Mpoaaxk6a.

6.6 Chnennannn npeAna3HA MEPKH NPA HIXBLPASHE

Hama crenuansy W3KCKBAHKS,

7. HPHTEXATEJ HA PAIPEUIEHVETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG

Flugfeld-Allee 24

71034 Bablingen

T'epMaHHA

8. HOMEP(A) HA PABPEINEHWETO 3A YIIOTPEBA

20150359

9. JATA HA NIHPBO PASPEHIABAHETIONAHOBABAHE HA PA3PEINEHHETO
YIOTPEBA

Jara Ha mbpBO paspentanane: 27 Oxromepu 2015 r.

Jarta Ha mocneaHo noaHoBABane: 26 Maii 2020 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

02/2022
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