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1. HME HA JIEKAPCTBEHMUS IMTPOAYKT
OHEJIAP 60 mg TBbpAH CTOMALIHO-YCTOWYHUBH KarCyJIH
ONELAR 60 mg hard gastro-resistant capsules

2. KAYECTBEH H KOJIMYMECTBEH CHCTAB
Besika kancyna ceabpika 60 mg aynokcerus (duloxetine) (karo xuapoxnopun) (as hydrochloride).
[IoMOI111HO BELIECTBO ¢ U3BECTHO ICMCTBHE: BCAKA Karncysa chabpka 153 mg 3axapo3a.

3a MBJIHKSA CITUCHK Ha INMOMOLIHHWTE BEIECTBA BHXXTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa cromauiHO-ycTOHYMBA KaricyJia.

Tebpna sxenaTuHOBa Kancyja pasmep ,,0° ¢ abpKUHA 0K0J10 21,7 mm ¢bC CBETJIOCUBO TAJIO U PO30BO
Karnaue, CbAbpKallo M04YTH Oey neneTu.

4. K/IMHHYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

JleueHue Ha rojsaMo AernpecUBHO pa3CTPOMCTBO.
Jleuenue Ha nuabetHa nepudepHa HeBponaTHa 60JKa.
Jleuenue Ha reHepaM3upPaHoO TPEBOKHO Pa3CTPOMCTBO.

OHEJIAP e noka3aH npu Bb3pacTHH.

3a JombaHUMTENIHa MHOpMaLIMA BHXKTE TOuKa 5.1.

4.2 Jlo3HpoBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

TI'onamo oenpecueno pazcmpoicmeo

HauanHara u npenopbsuMTeNnHaTa noaabpxkama no3a e 60 mg BeagHbLXK AHEBHO ¢ WM 0e3 xpaHa. B
KJIMHUYHHU MPOYYBAHUSA Ca OLIEHABAHMW OT IJIeHA TOYKa Ha Oe3onacHocTTa 403U Haja 60 mg BeAHBK
JHEBHO 10 MakcumanHa ao3a ot 120 mg BeaHbK AHEBHO. Bbnpeku ToBa, HAMA KIMHHYHM
NOKa3aTelCcTBa, MNpEaAnoJaramy, Y€ MalueHTHTe, MPH KOWTO HAMa OTroBOp Ha Hava/iHaTta
npenopbyaHa J103a, MOraT Jja UMarT 1oJi3a OT NMOKa4yBalllo THTPUPAHE Ha A03aTa.

OOuKHOBEHO TCPAnCBTHYCH OTTOBOP CC HaOmonasa ciejn 2-4 ceIMHUILIM JIeYeHHE.

3a na Obae npeaoTBpaTeéH peLMIMB, CJeA KOHCOMMAMpAHE Ha AaHTUACIIPECHBHHMS OTroBOp Ce
MpenopbyBa JICYEHUETO Ja NPOAB/DKH HAKOJKO Mmeceua. [Ipu nmauueHTH, KOMTO Ce€ IMOBJIMABAT OT
JICYEHHE ¢ AYJIOKCETHH M MMaT aHaMHe3a 3a NOBTOPHM €MW30[M Ha rojisma Jernpecus, MOXe Ja ce
B3E€M€ 110/ BHUMaHHE M0-HATaThYHO ABJArOCPOYHO jieueHue ¢ Ao3a ot 60 mg no 120 mg axeBHo.

['enepanuzupano mpeeoicHo pazcmpoiicmeo

[IpenoprunTenHaTa HavajlHa J103a MPH MALMEHTH ¢ FEHEPAIM3UPaHO TPEBOXKHO pascTpoicTeo € 30
mg BeAHBK JAHEBHO ¢ WM 0e3 xpaHa. [Ipn nauueHTH ¢ He3aAOBOJIUTENEH OTIOBOP Ao3aTa TpsaOBa aa
ce noBULIMU 10 60 mg, koeTo e oOuyaiiHaTa NoAAbpPIKALLA 1032 MPU NTOBEYETO MALUEHTH.
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OezomacHOCTTa NMpPH KNHHHYHH NpOyuBaHMA. CnefoBaTe/IHO, NpH NMAUMEHTH C HE3aA0BONHTENCH
otroeop ac¢ 60 mg, nopuinenue a0 90 mg nin 120 mg MoXe 1a ce HMa npeaBHA. Y BeJIHYCHHETO Ha
R03aTa TpAbGBa A4 € Bb3 OCHOBA Ha KIIHHHYHHA OTTOBOP H MOHOCHMOCT.

Cnex KOHCONHMAMpPAHE HA OTTOBOPA CE MNPEenophYBa Jad CE€ [POXLIDKH JICYCHUETO 38 HAKOJIKO
Mecella, 3a Ja ¢ce u3berne peHams.

Huabemna nepuchepna nesponamna boaka

Havannara u npenopsuMTeNBaTa NOAMBpKaIN2 1033 ¢ 60 mg aHeBHO ¢ WiH 6e3 xpana. B knusMyHy
NpOYYBAaHUA 0T IJIeHAa TOYKa HA 0€30macHOCTTa ¢a OLSHABAHH JO3H Haj 60 mg BeAHEXK HHEBHO AO
MakcumarHO 120 mg AHeBHO, NPWIOXKEHH KaTo pasfe/icHH npueMu. [InazMeHHTe KOHIIEHTpauHH Ha
OYNOKCETHH [IPOABABAT MO-TONAMa HHTEePMHAMBHMAYATHA BapHaOMMHOCT (BIDKTE Touka J.2).
CnenoBarenso, npu HAKOH IALMEHTH, TIPH KOUTO OTrOBOPHT Ha 60 mg e He3aAOBONHTEJIEH, MOTAT
A4 €a MOJC3HH IMO-BHCOKH NO3H.

OTroBopbT kbM JleueHHEeTo Tpadsa aa ObAae oucHeH ciex 2 Mecena. IIpyu NalHenTH ¢ HEAOCTATHUCH
TEPROHAYAJIEH OTTOROD € MANKO BEPOATEH JOITHJIHHTE/ICH OTTOBOP Cliell TO3H NEPHO.

TepanceTrdnara nonsa Tpabpa ga Gblae npeoleHABAHA PEryNsapHO (IMOHE HA BCEKH TPH Mecela)
(BI2KTE TOUKA 3.1).

Creyuannu nonyaayuu

Ilayuenmu e cmapnecxa evapacm

He ce npenopruBa afnanTipase HAa J03aTa NPH MAIACHTH B CTapYecka BBIPACT CAHHCTBEHO BH3
OCHOBA Ha BB3pacTTa. BBhIpekn TOBA, KAKTO NMPH BCEKH JIEKApCTBEH MNPOOYKT Cé H3IMCKBA
BHHMAaHHWE, KOTATO ce JIeKYyBaT HAalMEHTH B CTap4ecka BB3pact, ocobeno ¢ mosza 120 mg
OyIOKCETHH [JHEBHO IIPH TOJMEMH JCMPeCHBHH €MNHM30AM WIH TIEHEPAIH3HPAHO TPEBOXHO
pa3cTpoicTBO, 38 KOGTO HMa OrpaHHueHn NaHHH (BIDKTE TouKa 4.4 u Touka 5.2).

Yeprodpobuo vepescdane
OHEJIAP He Tpa0Ba Aa ce mpuiara npy MALMEHTH ¢ uYepHOApoOHO 3abonaBaHe, AOBENO A0
YepHOAPOOHA HEAOCTATLYHOCT (BHXKTE TOYKA 4.3 H TOUKA 5.2).

bubpeuno yepeaxrcoane

He e HeoOxoamMo ajanTHpaHe HAa [103aTa NPH NAMCHTH ¢ JeKa A0 yMepeHa Onbpedna
auchyrkipia (kpearnHHOB KMHpEHE 30 a0 80 ml/ min). OHEJIAP ne TpaOea na ce mpunara npH
NALMEeHTH C TeXKO 0u0peuno yBpexaane (kpeaTHHHHOB KnHpBHC <30 ml/min; BibkTe TOuKa 4.3).

Heouampuuna nonynayus
HynoxceTin He TpAOBa Aa ce mpuAara OopH Aeila H OHOMH nox 18-rogmmuna B’LSp&CT 34 JICYEHHE HA

ronaMo RENMpecHBHO pPasCTpoiicTBO Mopaau chobpaxkeHHA 3a 6e30macHOCT H e(HKACHOCT (BHKTE
TO49Ka 4.4, Touxa 4.8 H TouKa 5.1).

BesonacHocTTa H ePUKACHOCTTA HA JAYNOKCETHH 34 JIEMEHHE HA TCHEPVIMIHUPAHO TPEBOXHO
pasCTpOHCTBO TPH NEAHATPHYHH MNALHMEHTH Ha BB3pacT 7-17 rogMHM HE €a YCTAHOBEHW,
Hanpunure kM MOMEHTA JaHHHM ¢4 OIMcaHy B ToukH 4.8, 5.1 u 5.2,

be3onacHOCTTa H €(PMKACHOCTTA HA AYJIOKCETHH 3a JigUeHAe HA AMaberHa mepudepHa HEBpPOIATHA
Oonka He ca mpoyveHu. HamMa HanHuHKE ARHHM.

Ilpeycmanoeneane na aevenuemo
BHezanHoTO mnpeycTaHopsBane Tpabsa ma ce wu3barea. Koraro neuenmero ¢ OHEIA] H\Hﬂ !?o 2
[peyCTAHOBABa, A03aTa TpaOBa 4a Ce MOHIKABA MOCTENECHHO 3a MEpHOJ OT MOHEe ejHa

CEeMHLH, 33 3 C€ HAMAJIM PHCKBT OT PEaKLHH Ha OTHEMaHe (BHXKTe Touka 4.4 U TOYKa ¥ f )+ 3408 4
Clle]l TMOHKKAaBaHE Ha J033Ta HWIH npeyc*mnomne Ha JICYCHHETO C€ TIOSBAT CHMETOMY *'. ﬂ?‘i,& b=
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HEMOROCHMOCT, TpabBa Za ce HMa nNpeABH] NOAHOBABAHE HA Ha3HAYCHATA NpeaAH TOBa K03a.
BriocnencTsBHe exapaT MOXKe Aa IPOAB/DKH Ja HaMaJIgBAa NO3aTa, HO NO-MOCTEIICHHO.

Hauun Ha NpUICKEHHE
3a NepopanHo NMPRICKCHHE,

4.3 IIpoTHBOHOKA3ZAHHAN
CBpPBXUYBCTBUTENHOCT KbM AKTHBHOTO BEINCCTBO MIM KbM HAKoe OT NOMOIUIHHTE BeliecTsa,
H30poeHH B TO4Ka 6.1.

CeMectHoTo npmiioxenne Ha OHEJIAP um HecenekTuBHM, oOpaTuMM MOHOAMHHOOKCHAAZHH
urxubaropi (MAOH) e npoTHBONOKA3aHO (BILKTE TOUKA 4.5).

YeproapoGHO 3360asBaHe, BOASILO A0 YePHOAPOGHO YBpexaaHe (BIKTe TOIKA 5.2).

OHEJIAP ne Tpsbea ma ce mpunara B KOMOHHaIMA ¢ (IYBOKCAMHMH, WMIIpOQIOKCAIH WM
eHokcaud (T.6. MomHH CYP1A2 unxuburopu), Thil KaTo XKOMOHHHMpPAHETO BOAH A0 IOBHILCHH

IUIa3MEeHH KOHLICHTPALMH Ha YJIOKCETHH (BIDKTe TOUKa 4.5).
Texko 66pevHo yBpeaane (KpeaTHHHHOB KIMpBHC <30 ml/min) (BrpkTe TO4Ka 4.4).

JanoupaHe HAa neycHHe ¢ OHEJIAP ¢ nporMBOMOKAa3aHO NpH MALMEHTH ¢ HEKOHTPOJIHpAHA
XMINEPTOHMA, Thil KaTO MOXKe Ja M3MO/DKM NAIMEHTHTS Ha MOTeHIMANICH PHCK OT XMIepTOHMYHA
KpH3a (BIDKTE TO4Ka 4.4 H TOuKa 4.8).

4.4 CoenHAJHM DpeAyYNpeXRAcHHS H NPEANIIEH MEPKH OPH YHOTpeda

Manus u npunaovyu

OHEJIAP 1pabBa na ce nipunara ¢ BHUMaHMe NpH NAUHECHTH ¢ AHAMHE3a 32 MAHHA RIH QHarHosa
33 OUIIOJIMPHO PA3CTPOHCTEO W/ HJIM NIPHNIAIBIM.

Muopuaza

CroburaBana € MuApHasa, CRbpP3aHa C AYNOKCETHH, TIOPaAy TOBA € He0OXONMMO BHUMAHHE, KOTaTo
OHEJIAP ¢ npeanucBaH HA NMALMEHTH ¢ NMOBHIICHO BBTPEOYHO HANATAHE WM INPH TaKHBA C
MOBMIIEH PHCK OT OCTPa TECHOBI'BIIHA TTIAYKOMA.

Kpveno nanmeane u copoeuna vecmoma |
HAYNOXCETHH ce acOLHMPA ¢ MOBHLIARAHE HA KPHBHOTO HANAraHe H KIHHHYHO 3HAYMMA XHIIEPTOHHS
Npy HAKOH TMALMEHTH. 10BA MOXE Ja C€ OWDKH Ha HOpaApeHepruyHus eexT Ha INYNOKCETHH,
Cryday Ha XMNIEPTOHMYHA KpH3a Ca CHOOIABAHH NPH AYNOKCETHH, 0COOCHO IPH NAUHEHTH CBC
ChIIECTBYBalla Beue xumeprouud. [lopagu ToBa, NpH MaMEeHTH ¢ H3BECTHA XHNCPTOHMA H/ WIH
APYro chpAe4uHO 3a00/ABaHe CE NpENopHYsa NpOcIeAsBaHe Ha KPHBHOTO HauAraHe, ocobeHo mnpes
ITLPBHA Mecell oT JgeueHHero. JynokcernH Tpadsa a ce mpunara ¢ BHUMAaHHE NPH MALHEHTH, YHETO
CHCTOAHME MOXKE Ja ¢€ RJIOIIM OT NOBHINABAHEC HA CHPACUYHATA YECTOTA HIIM OT IOKAYBAHE HA
aprepHanqHoTe HajuAradHe. HeoOxoaumo ¢ CBIl0 BHHMAHHE, KOT210 AYJIOKCETHH C€ HpHaara ¢
AEKapCTBEeHH TPOAYKTH, KOHTO MOTar aa NormmsasT Merabonmama My (Bmkre Touka 4.5). Ilpm
NallHeHTH ¢ MEPCHCTHPALIO MOBHLICHKHE HA KPBBHOTO HAJIATaHe MO BpeMe Ha mpHeMa Ha JYJIOKCETHH,
TpsbBa na ce OOMHCIM MM NOHWXABAHEC Ha JIO34TA, WIM TOCTENICHHO KPEYCTAHOBABAHE HY
neudeHHeTo (BHATEe TodKa 4.8). [Ipn naipieHTH ¢ HEKOHTPONHpPaHAR XHIIEPTOHHA He TpuOBa na ce
3aN0YBa JIeYeHHEe ¢ AYIOKCeTHH (BIDKTE Touka 4.3).

Bvbpeuno yepexcoane
IToBMIIeHH IUIA3MEHH KOHUECHTPALlUMH Ha JAYJOKCETHH ¢4 HabMOJaBaHK NPH MAIMEHTH C ?

6u0peuHO yBpekzaHe Ha Xemoauamusa (KpeaTHHHHOB KHpBHC <30 ml/min). 3a manme 7 V.
TexKO GBOpedHO yBpexIaHe BKTe Touka 4.3. Bikre Touxa 4.2 32 undopmanud 3a naifief
C JIeka HIH yMepeHa On0pevna auchyHxim. =
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Cepomonunos cundpom |
Kakro npm ApyruTe CepOTOHMHEPTHYHHM areHTH, CEPOTOHMHOB CHHAPOM, NOTCHUMAIHO
YHUBOTO3aCTPAIIABAIIO CHCTOSHHE, MOMKE [Ia CE€ MPOABH MPH JICYEHHE ¢ QYNOKCETHH, 0CO0SHO IpH
CBBMECTHO NPHIOKEHHE HA JPYTH CepOTOHMHeprauHH areHTH (BmounresHo CHO3C, CHO3CH,
TPHLIMKIHYHH aHTHIACIIPECAHTH WM TPHIITAHH), C 8r¢HIM, KOHTO HapylaBaT MeTa0oin3Ma Ha
cepoToHHH, kato MAOH, wiH ¢ AHTHNCHXOTHIH, WIH APYrH HONAMHHOBH AHTAOHHCTH, KOHTO

MOTAT 1A MOBIHAAT CEPOTOHHHEPrHUHMTE HEBPOTPAHCMHTEPHH CHCTEMH (BIDKTE TOYKA 4.3 M TOYKa
4.5).

CHMOTOMHTE Ha CEPOTOHMHOB CHHAPOM MOraT [a BKIIOYBAT NPOMEHM B MEHTAIHHMA CTATYC
(HanpuMep BB30YAa, XAMOLMHALIAH, KOMAa), BEreTaTHBHA HeCTAOHIHOCT (HANPHMED TaXHKAPIHA,
KoJNeDaHHS B KPBHBHOTO HANATAHE, XHIEPTEPMHS), HEBPOMYCKYJIHH HApYIHCHHS (HAnpHMeEp
XurneppedqexcHs, JMNcCa Ha KOOPAWHALMA) W/ WIH CTOMANTHO-YPEBHH CHMITTOMH (HAampHMep
raacHe, MOBpPHUIAHE, THAPHA ).

AKO CBBMECTHOTO JIEHE€HHE ¢ AYMOKCETHH M OPYTHM CEPOTOHHHEPIrHHHH Ar¢HTH, KOMTO MOTaT Ja
MOBIMAAT CEPOTOHUHEPTHUHHTE W MHIH JONAMHHEPTHYHHTE HEBPOTPAHCMHMTEPHM CHCTEMH e
KIHHHYHO HEOOXOAMMO, ¢ MPENOphbYBa BHHMATENIHO NMPOC/ICARBaHE HA MAACHTHTE, 0COOCHO NpH
3al104YBaHe Ha JICYEHHETO H TPH NOBHIIABAHE HA A03aTA.

Kvam kanmapuon
Hexenanure peakiMH MOXe f[a <€a Mo-u4ecTH npH cnBMectHo npunokerne Ha OHEJIAP m

PACTHTETIHH JICKAPCTBEHH [IPOAYKTH, KOMTO ChIBpPAAT KBIT KantapuoH (Hypericum perforatum).

Camoybuticmeo

Ionamo Oenpecusno pascmpoticmeo U 2eHepATU3UPARO MPESOICRO pascmpoticmeo.: JlenpecusrTa ce
acoLUHHpa ¢ NOBMIIEH PHUCK OT CYMIIAHM MUC/IH, CAMOHApaHsABaHE H CaMOYOHMHCTBO (CyHUMAHHM
cobuTa). To3m pHCK ce 3amasea A0 HACTHIIBAHE HAa 3HAYHMA PEMHCHA. ThiH KaTO MOXKE A3 He
HACTBHIIM MOAOCOPEHHE Mpe3 IMBPBHTE HAKOJKO WIH NOBEeYe CeMMIM OT JICYCHHMETO, NALMCHTHTE
TpaOBa na OBAAT MpocneasBaHu OTONM30 NOKATO HE HACTHIM TakoBa noaobpeHue. O0m xiHHWICH
OIHT €, Y€ PUCKEBT OT CaMOYOMICTBO MOXKe Aa ce NOBHINY B PAHHHTE €TAIH HA BE3CTEHOBABAHE.

JApyra NCHXMYHA CHCTOAHMA, NpH kouTo ce npeamuca OHEJIAP, morar ¢chpmo na ca CBBP3&HM C
NOBHIIEH PUCK OT CYHUMAHH CHOMTHA. B nomrbnHeHMe, Te3H CHCTOAHHA MOXKE Ja ¢a KOMOpOHOHE ¢
rosiMo AenpecHBHO pasctpoiictso. [Iopaan Topa, TpadBa fa ce CIA3BAT CHIOHUTE IIPEANA3HH MEPKH
KaTO NpeANasHATEe MEPKH, CIIa3BAHHM IPH JICYCHHE HA NMAIMEHTH ¢ MOJIAMO ASHPECHBHO pasCTpoicTBO,
KOTrarTo ¢a JCKYBAHH [TALMEHTH ¢ APYTH NICHXUYHH HAPYIHCHHA.

ITatpeHTH ¢ aHAMHE3a 33 CYHIHAHM ChOUTHA MJIH TAKMBA, KOMTO CA MMANH 3HAYHTENHM CYHIMAHA
MHCIIH TIpeJH 3arou4BaHE Ha JICYCHHE ca ¢ MNOBHUINEH PHCK 33 CYHIHMIHM MHCITH WM CYHLMOHO
rloBeicHHE H TpAOBa Aa ObAAT BHUMATETHO MPOCIIEAABAHM 1O BpeMe Ha jieueHHeTo. Mera-anann3 Ha
TNALEeO0-KONTPOIMpaHH KIMHHYHH M3MHTBAHKHA C AHTHACTIPECAHTHH JICKAPCTBEHH IIPOAYKTH NpPH
MCHXHYHH pasCTpoHCTBA IOKA3BA NIOBHHISH PHCK OT CYHLUHAHO NOBEACHHE NPH AHTHACTIPECAHTHTE B
CpaBHEHME ¢ Iaebo Npy NALMEHTH oA 25-roauIHa Bh3pacT.

Chnyyan Ha CYHUMAHM MHCITH WM CYMIMAHO NOBEAEHHE ca choDIIABAHM IIPH JICYEHHE ©
IAYyJNIOKCETHH WIH HEMOCPEACTBEHO CNEA NPEeyCcTAHOBABaHE Ha JIeYeHHETO (BHXKTE TOUKA 4.8).

Monwuropupane oTONMM30 HA NALMEHTUTE H OCOOCHO HA TE3H ¢ MOBIHICH PHCK TpAOBa Aa CHITBTCTBA
JICYEHHETO C JICKAPCTBEHHS MPOAYKT, 0coOE€HO B HAYAJIOTO Ha TEPAITHATA M CJIe]l MPOMSHA HA NO3ATE
IlapmenTuTe (M XOpara, KOMTO ce TpHKAT 3a T#X) TpabBa ma Obnar npeaynpedosh
HEOOXOMHUMOCTTA OT NMpOCAeAsBaHE 338 KIHHUYHO BJIOWIABAHE, CYHLMAHO MOBECACHUE HIIE
HeoOHYaitHH MPOMEHH B NMOBEACHHETO, KAKTO H AR NMOTHPCAT MEIMIMHCKH CHBET He3aglHs
TaKHBA CHMITTOMH C€ TIOABAT. (




fuabemna nepugpepna nesponamna 6oaxa: Kakro npm Apyrure NEeKapCTBEHH MPOAYKTH ChC CXOJHO
$apMakoNOrHYHO AelicTBHC (aHTHAECNPECAHTH), Ca ChOOINABAHM M30JIMPAHH CIIyYaW HA CYHLMITHM
MHCJIH H NOBCACHHC TIIPH JICYCHHE C OYNOKCCTHH WIH HCNMOCPESACTBEHO CACHA NPEYCTAHOBABAHE HA
neyennero. OTHOCHO PHCKOBHTE (PAKTOPH 3a CYHIMAHOCT MPH AENPECHA BIDKTE No-rope. Jlexapure
TpAOBa Aa HACHPUABAT MALMEHTHTE Ja CHOOIIABAT 338 BCAKAKBH TPEBOKHH MHCHH WIH YyBCTBA DO
BCAKO BpeEMe.

Ynompeba npu oeya u ionowu noo 18-2o0wmuna ev3pacm

OHEJIAP He Tpabea na ce mpunara 3a neueHHe mpH Jela W ioHomH noj 18-ropwmmua BB3pacT.
CyHuugHo nopejeHue (CyHUHIHH ONMTH M CYHLIMIHM MHCIH) H BpaxueOHOCT (OCHOBHO arpecii,
ONMO3HIMOHHO MORE/ICHHE H MHAB) ca HAONIOAABAHHM 10-4ECTO B KIMHUYHWTE M3IMTBAHMA NPH AeIa U
IOHOIIN, NIEKYBaHH ¢ aHTHICTIPECAHTH, B CPABHEHHUE ¢ TE3M, NEeKyBaHH ¢ aueto. Ako, HE3ABHCHMO
OT TOB&, BL3 OCHOBA Ha KIIHHHYHA HEOOXOAHMMOCT e B3eME PEIICHHE 32 JIeueHHe, MalHeHTHTe TpsaOea
Aa ObZaT BHHMATENHO HNPOCNEeNMBAHM 34 MOABA HA CHYLIHAHH CHMNTOMH (Bikre Tovuka 5.1). B
NOITRIHEHHE, JTHIICBAT AAHHM 3a HBJATOCpOvHa 6e30macHOCT NpH Aella B IOHOIM MO OTHOIICHHE Ha
pacreXka, Ch3pABAHETO H KOTHHTHBHOTO H IIOBSACHYECKO PA3BUTHE (BHKTe TOuKa 4.8).

Kpveousnueu .
HUma cpolLueHMA 32 AHOPMANHHM KPBHBOTEUEHHS KaTO €KXHMO3H, NypIypa M CTOMAIIHO-9PEBHO
KbPBEHE IPH CEJIeKTHBHUTE MHXHOHTOpH Ha oDOparHOTO 3axBamane HA ceporoHmna (CHO3C) n
CEeNeKTHBHHTE HHXHWOHTOPH Ha 00paTHOTO 3axBaiaHe Ha cepororde/ HopaaperanuH (CHO3CH),
BIUIIOYHTENHO IynokceTHH. I[Iperopnupa ce BHHUMAHME TIpH NALHEHTH, KOMTO IPHEMAT
aHTUKOATyllaHTH W WM JIeKapCTB6HM MNpPOAYKTH, 33 KOMTO € H3BECTHO, Y€ MNOBIHABAT

TpoMbouutHata Qyrkums (Rampumep HCIIBC win auetrncanuiiosa kucenuta (ACK)), » npu
NALMEHTH, KOMTO 34 NIpeapa3nofiokeHH KEM KBPBEHE.

Xunovampuemun

XHIIOHATPHEMHA € CchOOLaBaHa NpH TIPWIOKEHHe HAa AYJAOKCETHMH, BKFOYHMTENHO CIAYMAH CBHC
CEpPYMEH HarpMii mo-HMCBK o1 110 mmol/l. XunonarpieMuaTa MOXKe Ja ¢e ABDKH Ha CHHIAPOM Ha
HeanckeaTHa cekpenua Ha anraadypernyeH XxopmoH (CHAJC). IloBesero cimywam Ha
XUTIOHATPHEMIA ¢a CHOOIABAHHN MpM HALMEHTH B CTApYECKA BB3pAcT, 0COOCHO B KOMOHHAINE CHe
CKOpOINHA aHAMHe3a 3a WM HANMYHe Ha ChCTOSHHE, MPeAPasnoarailo KbM MPOMEHH BB BOJHMSA
O6ananc. HeobGxonumo € BHMMaHME NMpM NMALMEHTH C MOBHINEH PHCK OT XHMNOHATPHEMHH, KATO
NALMEHTHTE B CTApYeCKa BB3PacT, T€3M ¢ LMpOo3a, ACXMAPATHPAHH NaUMEeHTH WIH NAHEeHTH,
NIEKYBaHH ¢ AHYPETHLH.

Hpeycmanoesasane na nevenuemo
CHMITOMMTE Ha OTHEMAaHE, KOraTo JIEYEHMETO € IMIPEYCTaHOBEHO, C€a YecTH, 0Cco0EHO  aKo
NPEYCTAHOBABAHETO € BHE3aNnHo (BIDKTE TouKa 4.8). B KIKHUYHHTE NMPOYUBAHKS HEXEJIAHR PSAKIMM,
HaOMORaBaHM P MPEYCTAHOBABAHE Ha JICYCHHMETO ca Habmopapanu mpy npubmnarenHo 45% or
nauuenture, Jekypauu ¢ OHEJIAP, u 23% ot naumenTdte, NeKyBaHu ¢ IvianeGo. PHCKET or
CHMITTOMH Ha oTHemaHe, Habmogasaru npu CHO3C u CUO3CH moxe 61 3aHcM OT MHOXECTBO
(akTOpH, BKIOYMTENHC MPOABDKATCAHOCTTA HA JIEUYEHHETO M JO3HPOBKA H CTETGHTR Ha
NOHK’KaBaHe Ha go3ara. Haii-uecTo choOmapaHMTe HeXENAHM peakilMH ca ONKNCAHM B TOUKa 4.8,
ObuyaiiHe Te3n CHMITTOMH €a JIEKH KO YMEPEHH, HO BBIIPEKH TOBA, NIPH HAKOM NAIMEHTH 1€ MOTAT
Ia Ca TeXKHU MO HHTCH3UTET. OOH4aliHO Te ce MPOABABAT NpPE3 ITHPBUATE AHM e NPeYCTAHOBABAHE
Ha JIEYEHHWETO, HO MHOrO pInko ¢a choOIIABABH TAKMBA CHMIITOMH NpH IAIHEHTH, KOHTO Ca
NpOMyCHAI A03a N0 HepHuMaHue., OOudaiiHO Te3M CHMITOMH ¢a CaMOOTpaHHYABAIINN C€ M
OOWKHOBEHO M34e3BAT B PAMKHTE HAa 2 CeAMHIM, HO TPH HAKOH NALMEHTH Morar A8 Onaar
OpPOABLKUTENHN (2-3 Mecelia HaM noeeue). [lopanu ToBa cé mMpenopLvBa NOCTENECHHO
H& f0o3aT8 AYAOKCETHH IIPH NPECYCTAHOBABAHE HA NEHEHUETO 33 MEPHOI He NO-MANBK
Bb3 OCHOBA Ha HYXKAHTE Ha NalMeHTa (BIKTE TOYKa 4.2).

Hayuenmu ¢ cmapuecka evapacm




Hannure 3a ynmotpeba Ha 120 mg OHEJIAP npu DamHeHTH B CTAPYCCKAR BB3PACT € IOJIAMO
AETNPEeCHBHO Pa3CTPOHCTBO H MreHEPAIM3HPAHO TPEBOMKHO PasCTPOHCTBO ca orpanndeHH. Ilopaau ToBa
ce M3MCKBa BHHMAHME, KOTATO NAIMEHTH B CTAPUYECKA BBH3PACT Ca JIEKYBAHM C MAKCHMANHA 0034
(BIKTE TOUKA 4.2 ¥ TOUKa 5.2).

Axamusuwa/ ncuxomomopro 6e3noxkosicmeo

VYnorpebara Ha AYNOKCETHH C€ acOLMMpa ¢ PasBHBAHE HA AKATH3MS, KOSTO CE€ XapaKTEpuM3Hpa CBbC
CYOSKTHBHO HEMPHATHO HIH H3TOLIMTENHO 0e3MOKOHCTBO M HEOOXOQMMOCT OT ABHDKEHHE, YECTO
NPHAPYXKESHH OT HCBB3MOKHOCT 34 CTOCHE WIHM CEZieHE Ha €fJHO MiCTO, ToBa ¢ MO-BEpOSTHO Ja Ce
MPOABM Npe3 NMBPBHTE HAKOAKO cefMMIM OT neveHueTo. [Ipn nanmeHTH, KOMTO pasBMAT TAKMBa
CHMITTOMH, IOBHIIABAHCTO HA J033Ta MOXE Aa € BPEIHO.

Jlexapcmeenu npooykmu, CoOupICAtYU OYAOKCEMUH
JAYNOKCETHH ¢ HANMYEH MOJ PasnHYHH ThProBCKH MMEHA NPH HAKONKO HMOKA3aHMS (neqelme HA

nuaberHa HeppomatHa Oonka, roJIAMO JEPECHBHO Ppa3CTPOMCTBO, TEHEPANIH3HPAHO TPEBOMKHO
pascTpoHCTBO W YPHHHS CTpeC HHKOHTHHEHIMA), EaHoBpeMeHHaTa ynoTpeba Ha nmopeue or e,u:un oT
TE3H MpOAyKTH TpAOBa 1a ce n3bArBa.

Xenamum/ nosuueny 4eproopobru en3umu

llpu ynorpebara HA OYNOKCETHH ca CHOOMABAHM ClIydad Ha jepHOAPOOHO yBpekKAaHe,
BKTIOYHTENHO MOBKLICHH 4epHOIpOoOHHE eH3aMu (10 MbTH ropHaTa rpaHylla 0T HOPMATA), XCTIATHT
M KeITeHdla (BibxTe Touka 4.8). IloBedeTo OT T4X Ca c€ NOSBWIH Npe3 NEPBHTE MeCei OT

neyeHreTo. XapaxTephT HA UCPHOAPOOHOTO YBpEXKIaHe € TIPEAMMHO XelaroLienynapeH.
HOynokcerns TpabBa Aa ce mpHnara ¢ BHHUMaHME MPH NALIEHTH, KOHTO C€ JIEKYBAT ¢ APYIH

JIEKAPCTBEHH NMPOAYKTH, CEbP3aHH ¢ YBPEXKAAHE Ha YepHHS Apol.

3axaposa

OHEJIAP TBBEpAM CTOMAIIHO-YCTOMYMBH KANCYNHM CHABPXAT 3axaposa. [IaliHeHTHTE ¢ peAKH
HACJICICTBEHH NpolieMH HA HEMOHOCHMMOCT KM (PYKTO38, IIOK030-TANAKTO3HA Manabeopbuma
WM 3aXap030-H30MAJITa3HA HEAOCTATHLIHOCT HE TpAOBA Aa IPHEMAT TO3H JIEKAPCTBEH MPOAYKT.

4,5 BaanMoaelicTBHE ¢ APYTH JEKAPCTBEHHE OPOAYKTH H APYrE GOPME HA B3aAMOoAeiicTBEE
Monoamunocoxcudasuu unxubumopu (MAOH): Ilopagy pHcka OT CESPOTOHHHOB CHHAPOM,
AYNOKCeTHH HE TpAGBa fAa ce mnpunara B XKOMOHHAIMA ¢ HECSJIEKTHBHH HeoOpaTuMHu
MOHOAMMHOOKCHAa3HH HHxuOuTOpu (MAOH), mwim B pamMkuTe Ha 14 JHH cliell NpEYCTAHOBIBAHE HA
neuyenue ¢ MAOH. BB3 0CHOBA HA MOJMYXKHBOTHET HA AYJIOKCETHH ¢a HeoOXoauMM NMOHE 5 MM cien
cnmpane Ha nedeHueTo ¢ OHEJIAP npenu zanousane Ha MAOH (Bixre TOuka 4.3).

CoemectHoTO npunoxerre Ha OHEJIAP u cenextueay, obpatuMia MAOH, karo moknoGemia, He ce
npenopbusa (BkTe Touka 4.4). AHTHOHOTHKLT JHHe30nu e oOpatiM HecenekTnBeH MAOU n ne
TpaOBa Ja ce mpunara npu nanuenTy, nexypand ¢ OHEJIAP (ke Touka 4.4).

Huxubumopu CYPIA2: Twii xaro CYPlA2 e BrmoueH B MerabomisMa Ha JYDOKCETHH,
CHBMECTHOTO TIPHJIOAKECHHE HA DYJOKCETHH ¢ MomMH HHxuOutopu Ha CYP1A2 BeposTHo BOAH RO
NOBHIICHH KOHLCHTpauMH Ha AynokceThH. DnyBokcamun (100 mg BegHsK AHEBHO), aMOIIEH
uHxubuTOop Ha CYP1A2, noHwkaBa TIpHBHAHNA IUIA3MEH KIMPHHC HA HYOKCETHH ¢ OKOJIO 77% M
nopumasa AUC,, 6 meTh. 3atoBa OHEJIAP He Tpabpa na ce mpwiara B KOMOMHAIMA ¢ MOMIHH
HHxubHTOpH Ha CYP1A2 karo ¢aysokcamun (BioKTe ToOMKa 4.3).

Jexapcmesenu npodyxmu, oeticmemyu evpxy L[HC. Puckbpr oT ynorpebara H4 OYJIOKCETHH B
KOMOMHAIMA ¢ APYTH NEKAPCTBEHW NMPOAYKTH, Binuseiny Bepxy [IHC He e cucTeMaTHIHO OLCHABAM,-
OCBeH B CJIyyaWTe, ONHCAHH B TO3M paszgen. Crenoparenuo ce NPenopryBa BHHMAHY s
OHEJIAP ce npuiara 8 KOMOHHAIHA ¢ JPYTH HEHTPATHO NeHCTBANIM JEKAPCTBEHH
BCIIECTRA, BKIOUYMTENIHO AQINKOXOA M CEAaTHBHHM JIGKAPCTBETH IPOAYKTH
OcH3zOomMazenMHM,  MOPGHHOMHMETHIHM,  AHTHNCHXOTHOH,  ¢eHOGapOUTAN, k




AHTHXHUCTAMHHHM).

Cepomonunepzuunu azenmu: B penxu ciydan ¢ ch00IaBal CePOTOHHHOB CHHIAPOM TIPH TIAIMEHTH,
npuemamn CUO3C/ CHO3CH cbBMecTHO Cbe CepoTOHHMHEprHyHM areHTH. llpenopsuBa .ce
BHMMaHue, korato OHEJIAP ce npsiara ceBMECTHO CBC cepoTORHHEprHYHM arentn kato CHO3C,
CHO3CH, TpHUHKIHYHE RHTHASOPECaHTH XaTo KaoMunpamuH win amurpuinmwisd, MAOH karo
MokoBeMuI WK JIHHE30IH, KhIT KanTapHor (Hypericum perforatum) win TpHITaHH, TPaMano,
neTHANE H Tpuirodan (BHATe TOUKA 4.4).

Egexmu na dynoxcemun enpxy 0pyzu 1eKapcmeenu npooyxkmu
Jdexapcmeenu npodyxmu, memabonuzupanu om CYPIA2: DapMakOKHHETHKATA Ha TCODHARH,

CYP1AZ2 cyOcTpar, He ce noBAHABA 3HAYHMO OT CHBMECTHOTO NIPHTIOXEHHe Ha XyNokceTHH (60
mg ABA IMETH JJHEBHO).

Jlexapcmeaenu npodyxmu, memaboruzupavu om CYP2D6: JIynOKCeTHH € yMepeH HHXHOWTOp Ha
CYP2D6. Koraro nynokcetuH ce mpwnara B fo3a 60 mg Asa 0bTH AHCBHO ¢ AHHMYHA N033
nesunpamud, CYP2D6 cyberpar, the AUC na pesunpammn ce noprimasa 3 mpTH. CHBMECTHOTO
NpWIOKESHNEe Ha HynoxceTHH (40 mg mBa MHTH AHCBHO) mopHuiaBa crapmonapHata AUC Ha
tonrepodnd (2 mg nBa meTH AHEBHO) ¢ 71%, HOo He MoRNMABa (PapMaKOKHHETHKATA HA HEIOBHA
aKTUBEH S5-XMIpoKcWwl MeTabomuT M He ce npenopbusa amanTHpaHe Ha josara. HeofOxomumo e
sHAMaHHue, ako OHEJIAP ce npunara cpBMeCTHO ¢ seKapCTBEHH MPOAYKTH, KOHTO TIPEMMHO Ce
metabonusupar or CYP2D6 (pucnepnnon, TpHUMKTHYHH aHTHACNPECAHTH KATO HOPTPHITAIMH,
AMMTPHUIITIUIMH B HMHIIpaMHH), 0COOEHO aK0 Te HMAa TeceH TepaneBTH4eH HHACKC (kato duiekaunma,

nponag)eHOH W METOITPOJION ).

Hepopannu roumpayenmueu u Opyeu cmepoudnu azewmu. Pe3ynTature or in vitro NpoyuBaHHA
IOKa3BaT, Y& XYJOKCETHH HE IPeAN3BHKBA KaTanuTuqHa aktHBHOCT HA CYPIA. Cnempmduvmm in
Vivo NPOYUBAHHA 3a JICKAPCTBCHM B3AMMOJACHCTBHA HE CA NPOBEATAHH. |

Aumuxoazynanmu u anmuazpezanmy: HeoGxomuMo ¢ BHAMaHKe, KOTATO XYAOKCETHH ¢ NPHAATA B
KOMOMHALMA ¢ NepopanHy AHTHKOATY/IAHTH WM &HTHArPEraHTH, Nopaju NOTEHIMAIEH TOBMINCH
PHCK OT KBbPBEHE, Ab/DKAIl c€ Ha (papMakoAHHAMIHUHO B3auMoacticTere. OcBeH ToBa ca CHOGIABAHY
NOBHUINGHH CTOMHOCTH Ha INR, Koraro AynOKCerHH € npriaral ChbBMECTHO NPH NALMEHTH, JIEKYBAHH
¢ BapdapuH. Bhnpekd TOBa, CHBBMECTHOTO MPMIOKEHHE Ha AYJIOKCETHH H BapdapHH NpH 3ApaBH
ROGPOBOILM, KATO YACT OT WIHMHHYHO (PapMaKoJIOrMYHO NpOy4BaHe, HE BOAY A0 KIWHWYHO 3HAMHMH
npomeHd B INR chopamo m3xonHure CTONHOCTH MM BBB (papMakOKHHETHKAaTa Ha R- wm S-

BapApHH.

Epexmu na opyzu nexapcmsenu ~pooyKkmi 6upxy 0ya0Kkcemun

Anmuayuou u H; anmazonucmu: CHBMECTHOTO NPHIOKEHHE Ha TYJIOKCETHH H ATYMHHHA W
MATHE3WH-CHABPKANIA AHTHAIMAM WIH AYNOKCCTHMH H (aHOTHIOWH HAMa 3HAMHM edexr BBpXY
CKOPOCTTa WIHM CTENCHTA Ha pe3opbiMs Ha AYJNOKCETHH ciiell MPHIOKEHHE HA 1038 or 40 mg

nepopaHo.

Huoywmopu na CYP1A42; TlonynauMoHeH HapMakOKMHETHYEH AHAIW3 TIOKA3Ba, Y€ MYyLIAYMTe MMAT
nouTd 50% no-HKUCKH IUIA3MEeHH KOHLIEHTPAIMH Ha XyJIOKTeHM B CPABHEHHE C HEIMyIIaumTe,

4,6 Pepraanrer, (peMeHEOCT H KbPMEHE

Pepmunumem |

Hynokcernn HAMa edeKT BbPXY MbAKHA (EPTHIIHTET, 8 SPEKTHIC NPH KEHH Ca OYEBHIHN
CaMo NpH 03K, KOMTO NPWIHHABAT TOKCHIHOCT 3a Maiikara.

Bpemennocm
HsiMa HaHYHHA afieKBATHH JAaHHH 33 yhotpefara Ha AyNOKCeTHH DpH OpeMentik
ITIpoyuBanysTa mpM XMBOTHM ITOKA3BAT PENPOAYKTHBHA TOKCHYHOCT [pPH CHCTEM !
ekcriozuna (AUC) Ha AyMOKCETHH NO-HHCKH OT MAKCHMATHATA KIMHHYHA EKCIIOINT;
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TO04Ka 5.3).
IToTeHIHANTHHAT PHCK NIPH XOPA HE € HIBECTEH.

EnmiieMHONOMMYHHATE JaHHH MoACKassar, ve ynorpedara Ha CHO3C npu 6pemensoct, 0co0eHO B
KbCHHTE CTagHM, MOXKE 43 TIOBHIIM PHCKA OT nepcHctupainia Oenoapobra XuneproHHs [pH
Hosoponenoto {JIBXH). Benpexky ve wamMa npoyuBaHmus, wicnenpany Bpn3kata Mexay IIbXH u
CHO3C, to3v noTteHIMaliecH PpHCK HE MOXe Ja OBbJie M3KMOUYEH IIPH OYJIOKCETHH, KaTO ¢ HMa
MpeABH CXOHHA MEXaHHIBM Ha AeHicTBHe (HHXHOHpaHe Ha 05paTHOTO 3aXBallaHe HA CCPOTOHHH).

Kakro Ip¥ IOpyruTe CEpOTOHHHEPrHMYHH JICKAPCTBEHM IIPOAYKTH, aKO Maifkara € IpHEMATs
AYNOKCETHH ONIH3KO IO TEpMMHA, IPH HOBOPOACHOTO MOraT Aa CE NMOABAT CHMITTOMH Ha OTHEMAHE.
CHUMNITOMHTE Ha OTHEMaHe, HaOmoAaBaHW MPH AYJOKCETHH, MOraTr Za BKIGOYBAT XMIIOTOHMA,
TPEMOP, HEPRHOCT, TPYHAHOCTH IIPH XpaHeHe, pecIuparopeH AucTpec H repyose. Ilosevero ot Tesn
CITY4AH ¢a HAGMOAABAHH HiH NPH POKAAHETO, WIH B PAMKHTE Ha HAKOJIKO ZTHH CJIEN] pOKAAHETO.

OHEJIAP 1pabpa na ce npuiara mo BpeMe Ha OpeMEHHOCT, caMO aKO MOTCHUHANHHMTE MOMN3H
OMpPAaBJaBaT IOTCeHUMATHHA PHCK 3a wioaa. Xenure Tpabpa Aa OpAaT NOCHBETBAHH a8 YBEAOMAT
TEXHHA NEeKap, ako 3abpeMeHeaT WK INaHHpaT GpeMeHHOCT N0 BPpeME HA JICUCHUETO,

Kvpmerne

JIYIOKCETHH ce eKCKpeTHpa B KBPMATa B MHOTO MAJKH KOMHMeCTBa Ha 0838 Ha wacnensaHe nipH 6
NALHEHTKH, KOHTO Heé ca KBPMHAHM CBOMTE feua. IIpHOmmsHTeNnHaTa NETCKA AHEBHA A03a Ha Gasa
mg/kg e npuGmsurento 0,14% or Ao3ara na Majixara (BykTe Touka 5.2). Tnil kaTo 6€30NACHOCTTA
Ha AYJIOKCETHH TIPH HOBOPOJACHH He € WiBecTHA, ynorpedara Ha OHEJIAP no speMe Ha KbpMEHE He

ce NpenopbYBa.

4.7 Edexrs Bupxy cnocoduocTTa 32 modrpane H patoTa ¢ MAIBHHNA

He ca npoeexpaHu mpoyuBaHus 3a edekture BEpXY cnocobHocTra 3a modmupase u pabora ¢
mamuan, OHEJIAP moxe na ce acolpmpa Ccbe ceaalms Win 3amasHoct. [lanmenTure Tpabra aa
6bIaT MpeXyNpeNeHH, Ye aKO M3IUTAT CejAlMs WIM 3aMAafHOCT, TPSOBA Na M3GATBAT MOTCHLHAIHO
ONAcCHU ACHHOCTH KATO MO(HPaHETO H paboTaTa C MalHHH.

48 HexelaHH JeKAPCTBECHH PeaKki(HA

a. Pesiome na npouna na bezonacrocm

Haifi-uecTo cHOOIMABaHMTE HEKENAHH peaKiMK MpH nanmeHTH, JekyBann ¢ OHEJIAP ca ranewne,
rnapodonye, cyxora B yCTaTa, CHHAHBOCT H 3aMasdocT. BBBOPEKH TOBA, NMPH NOBEUYETO NAUHOHTH
HEOKCIAHUTE PCAKLMH C8 JICKH A0 yMepeHu, o0n4aiiHO 3anoyYyBaT B HAYAI0TO HA JIeYCHHMETO W MO~
rofaMaTa 4acT HMaT TeHACHIHA J1a OTMHHAT, JOpH KOTaTo JICYEHHETO MPOALIDKH.

6. Pe3iome RQ RENCCAAHUME REKADCMBERY Peaxyyu 6 mabauyen 640

B Tabnuma 1 ca npencraseHM HexeNnaHWTe JCKAPCTBCHH peakumy, HabmoaapaHd 1pH
CTIOHTAHHO CHOOLIABaHe M MPH MAa1edo KOHTPONMPAHHTE KIMHHYHA M3IMTBAHKA (BIJIOYBALIH
obmo 9454 napmentn, 5703 nBa gynmokcernH W 3751 Ha mnaneGo) npu  Aenpecwud,
reHCPATH3MPAHO TPEBOKHO PA3CTPOHCTBO 1 aHbeTHA HeBpONAaTHA GONKA.

Tabnuya 1. Heocenanu peaxyuu
OueHKAa Ha 4ecToTa: MHOro dect (>>1/10), yectn (=1/100, no <1/10), mrewectu (=1/1 000, so
<1/100), peaxu (=1/10 000, Bo <1/1 000}, maoro peaku (<1/10 000).

BbB BCAKA OT rPYNMTE MO YECTOTA HEHKEJIAHUTE NEKAPCTBEHH pPEeaKLHH ¢a NPEACTaBEHH B HU3XOAAN]
peA 1O OTHOHICHNE HA TAXHATA CEPHOIHOCT. :

Yectn HeuecTn "

U unPpecmayuu
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? Cityuan Ha OPTOCTATHYHA XHMIOTOHHA H CHHKON ¢A AOKNIABAHH NPEHMHO NPH 3aII0UBAHE
HA JIEYEHHETO.

> BikTe TouKa 4.4,

% Cryuan Ha arpecHs M THAB Ca JOKIaJBAHH 0COGEHO B PAHHHTE ETANM HA JieYeHHe WIH Cie]
NPEYCTAHOBABAHE HA JICYEHHUETO.

> Cryvan Ha CyMIMIAHA HIealdd H CYHMUMAHO NOBEACHME ca JOKIAABANH K JICYECHHE C
AYJIOKCETHH HITH CKOPO CJISN TIPEyCTAHORABAHE Ha JICUYCHHETO (BIDKTe TOYKA 4.4).

® Ouenena yecToTa NpH CHOGIMEHNATA 32 HEKENAHH PEAKIHH B IOCTMAPKETHHIOBHA OIMT;
He ca Habnonasany npy wianebo KONTPONHPAHNTE INTMHHYHH U3NHTBAHWUA,

” He e craTHCTHUECKH 3HAYMMO PazIMYHA OT IwIaue6o.

® TapanusTa ca GWIH MO-YECTH NPH NALMEHTH B CTApYecKa BB3pacT (265 ronuHH).

8. Onucanue Ha u30panY HENCENARY PEaKyuH
IIpeycTanoABaHETO HAa AYJIOKCETHH (OCOOCHO aKO € BHE3RMHO) YECTO BOAHM AC CHMNOTOMM HA
orneMane. Haii-uecto choOmapannTe peakiH <¢a 3aMafHOCT, CEH3OPHM HApYINeHHA
(BIJIFOMMTENIHO NApecTe’sds WIM YCEINaHHA OT eNEKTPHYECKH MoK, ocobeno B 06 /-- %
[N1aBaTa), HAPYIICHHA Ha ChHA (BISIIOYMTENHO Oe3chHME H APKH CHHHING), yMODA, SHHINEOC g
BH30yZa WIH TPEBOXKHOCT, TaxeHe KW/ WIH NOBpBINaHE, TPEMop, MaBoOOIHE, &3 i

pa3fApa3sHUTETHOCT, AHAPHA, XHTIIEPXHMAPO3a U BEPTHTO. /




O6mio, u 33 CHO3C, 1 3a CHO3CH, Te3m peakuuu ca JEKH A0 YMEPEHH H CAMOOTpaHHYABAIH
ce. BBIIpekH TOBa, IPU HAKOH NAIMEHTH Te MOraT fa 0BbAAT TexXKH W/ HIHM IMPOXBIIKHTEIHH.
[Topanu TORa ce MpenoppYBa, KOraTo JISYEHHETO C AYNOKCETUH Bede He ¢ HeoOXomumo, No3ara
J8 ce MOHIKaBa 0ABHO M TOCTEIICHHO A0 NPEYCTAHOBABAHE Ha JICUCHHETO (BIKTE TOUKa 4.2 H
Touka 4.4).

[pes 12-cemmuMnaTa ocTpa (a3a HA TPH KIHMHHYHM H3NHTBAHMS HA IYJIOKCETHH IPH NAHHEHTH C
AHabeTHa HeBponaTHa Oonka ¢ HabmoaapaHO MANKO, HO CTATHCTHYSCKH 3HAYMMO NIOBHINCHHE B
KPbBHATA IIIOKO3a Ha DIAAHO NIpH MallMeHTHTe Ha AynokcetwH. HbAlc e crabGuned m mpH
NalyeHTHTe, neKyBaHH ¢ AYJAOKCeTHH, H npute3nd Ha miauebo. [Ipes gasara Ha yxwjpkaBane aH
Te3H mnma}ms, OPOABLDKHAA A0 52 CexMum, ¢ Habmonapano nopumenue Ha HbAlc u B
rpynara Ha AyJIOKCEeTHH, M B TPYNara Ha PyTHHHA TepanHi, HO cpeHoTo noeumenHe ¢ 0,3% no-
TOJNIAMO B TPYNATa Ha AyJIOKCETHH. Hanuuko ¢ M IeKo MOBMILEHHE B KPHBHATA ITIOKO3a HA TTIAHO
H Ha o0LIMA XOJeCTEPOI NPH NALKHEHTHTE Ha AYJOKCETHH, JOKATO TE3H 1aOOPAaTOPHH H3C/IEMBAHNSA

NOKA3BAT JCKO HAMAJICHHE B rpynaTa Ha PYTHHHA TepaltiA.

Kopurupanusar cnpsmMo cppaeuHata decTtora QT wHTEpBan mpH NALMEHTHTE, NEKYBAHH C
JOYJOKCETHH, HE C€ painuvaBa OT TO3H, HaOmoAaBaH MpH NalMeHTHTe Ha miauebo. He ca
nabmonapaHy KITHHHYHO 3HauMMH pazaukl 2a QT, PR, QRS nnu QTcB uzMepBanuaTa MEXIY
MallHCHTHTE Haé,IJyJIOKCBTHH ¥ nnane6o.

2. Ileduampwuna nonynayus

obmo 509 naumeHTa feua Ha BB3pacT OT 7 Ao 17 rogMHM ¢ roJiMO ACHPECHBHO Pa3CTPOHCTBO H
241 nanpeHTa Aena Ha BE3pacT oT 7 A0 17 rofuHH ¢ reHepaam3sHpaHo TPEBOXKHO PasCTPOHCTBO ca
JEKYBAHH C AYJIOKCETHH IO BpeMe Ha XIMHAYHMTE IIpoy4BaHMaA. KaTo Oio mpodHrsT Ha
HEKENIAHATE JICKAPCTBCHH peaKlMH Ha JYNOKCETMH NPH Jela H IOHOWH € CXOACH ¢ TO3M,
HaOnoAaBaH MpH BL3PACTHM.

Obmo 467 n¢nna'rp1{qnn naljieHTa, KOWTO MBEPBOHAYAJIHO Ca PaHZOMM3HpAHH Aa MNOJIydaBar
AYJOKCETHH NPH KIKHUYHH MPOYYBAHHA, M3NIUTBAT cpeAHO NomwkeHHe Ha Tersoro 0,1 xr kem 10-
ceaMHlia B cpapHenue ¢ 0,9 Kr cpeaHo yBemudeHHe npH 353 nauuenTa, nomyyasaum mnadeSo. Cren
TOBA B TeYEHHE HA 4 A0 6-MeceueH NEpHOA Ha NPOTBIDKEHHE, MAIHEHTHTE CPEIHO UMAT CKIIOHHOCT
KbM BB3CTAHOBABAHE HA OYAKBAHOTO CH M3XOJHO TETJIO B MAPLEHTIIA Ha 0a3aTa Ha MOMYIaIHOHHHATS
JIAHHH OT BPLCTHHLIATE, CHOTBETHH MO BH3pacT H HOI.

B npoyuBaHHs: ¢ IPOXBIDKHTENTHOCT A0 9 Mecela NpH NANUEHTHTE OT NEAHATPHYHATA MOMYIIAIHS,
NIEKyBaHH ¢ MYJIOKCETHH, c¢ HaOmopapa oOmo cpenHo HaManeHue OT 1% Ha mepHEHTHIA 3a PBCT
(namanenue or 2% npu Aeua (7-11 rogmun) B yeeandenue ¢ 0,3% npu ronomm (12-17 ropunm))
(BHKTE TOUKA 4.4).

Cvobwasane Ha nROOOIUPAHU HENCERARY DeaKyuu

CrobiaBanero Ha NOAO3HPAHH HEXENAHH peakliMM CJIE] paspeillaBaHe 3a ynoTpeda Ha JICKapCTBeHHA
MPOAYKT € BakHO. TORa MO3BONABA /2 TIPOTHDKA HAOMIOACHHUETO HA ChOTHOIISHHETO MOM3a/ PHCK 34
NEKapCTBeHHA ' mpoAykT. OT MEeAMLMHCKHMTE COEUHAIHCTH Cce W3HCKBa Ja ¢bhoOInaBsarT BCHKA
NOJO3HPAHA HEMKEIAHA PEAKIIHA Ype3 HALIMOHAIHATA CHCTEMA 3a ¢hobIllaBane:

M3mpiHiTENMA areHIlA 1o JIEKapeTBaTa

ya. ,.Jlaman Ipyes” Ne 8

1303 Codpua

Ten.: +359 2 8903417

yebcaliT: www.bda.bg

4.9 TIlpenosupane

Cro0imasaHy ca clydad Ha NPEAO3HPaHE, CaMOCTOATENHO H B KOMOHHAIMA ¢ APYTH
TIPOYKTH, C MO03H AYROKCETHH oT 5400 mg. MMa HAKONKO CMEPTHH ClyHas, OCHOBHO Mpl¥ gMEobRE:: 1.
MPEAO3UPAHE, HO CHIUO Taka C AYJOKCETHH CAMOCTOATENHO B 1038 MpuGmm3mTent oz 1009 Mg Vo,




[IpusHaMTe ¥ CUMIITOMHTE Ha MpeAo3HpaHe (AYJOKCETHH CaMOCTOATENIHO WM B KOMOMHAIMA C
APYTH JEKAPCTBEHH MNPOAYKTH) BKMIOMBAT CHHIMBOCT, KOMa, CEPOTOHMHOB CHMHAPOM, I'BPUOBE,
NOBPBIIAHE U TAXHKAPAMA.

He ¢ u3zBecTeH crieuupuyed aHTHAOT Ha AYJIOKCETHH, HO aKO HACTBITM CEPOTOHHHOB CHHAPOM, MOXE
Ia ce MMa MpeaBH cneunHIHO JedeHHe (KATO ¢ UWHIpoXenTaaiH B/ HiIH TEMIIepaTypeH KOHTPOI).
TpabBa na ce moaabpxar cpobOJHM OHXaTeNHMM NMhTHIIA. I[lpemopeuBa ce NPOCIEAIBAHE HA
CBPACYHHTE H XM3HEHHTE NOKa3aTejiM, 3a€AHO C NOSXONAIH CHUMIITOMATHYHM H NOLTHPKAUIH
MepkH. CTOMALIHMAT JIaBaX MOME Ja € OT Nol3a, aKo ¢€ M3BLPIIM BB3IMOXKHO Hal-CKOpO clien
TMOrTBIAHE WIH TpH MNAIHEHTH CBC CHMITTOMHM, AKTUBHHAT BBITIEH MOXE 12 € OT I03a 3a
orpannyaBaHe Ha aGcopOomsTa. JlynokceTuH uMa ronaM o0em Ha pasnpenesieHne H (opcHpaHaTa
aaypesa, Xxemonepdysusra u obMeHHaTa nepdy3us He ce ouakea Aa ¢a OT Noj3a.

5. ©OAPMAKOQJIOI'MYHU CBOUCTBA
S.1 @apmMakoIMHAMHIHE CBOHCTBA
dapmakoTepanepTuiHa rpyna: Jipyru antunenpecantd. ATC koa: NO6AX21.

Mexanuzwm na Oeticmeue

Nynokcernn e xombpBupan wMHXuOMTOP Ha oOparHoTO 3axBamjade Ha ceporonMH (5-HT) u
HopaapeHantdH (NA). Toii cnabo muxubupa oOpaTHOTO3axBailaHEe Ha JONAMMHA, 0€3 3HAYHM
apMHMTET KBM XHCTAMMHEPTMYHHTE, AONAMUHEPrHYHHTE, XOJMHEPIHUHHTE H aAPCHEPrHUHHTE
peuermrropy. JyTOKCETHH M0303aBHCHMO IOBHINABA EKCTPACTYJApHUTE HUBA HA CEPOTOHMHA H
HOpaJpeHaAlIMHa B PasIHYHA MO3BYHHM 00NaCTH TP XKHBOTHH.

DapmaroOunamuuny edexmu

HAyNoKceTHH HOpMaJI3Hpa npara Ha §o/IKkaTa Mpy HAKOAKO NPeRCTHHUYHHE MOACAA H8 HEBPOIaTHa H
BBE3MANHTENNHA GONKa H CMEKYaBa NoBeZeHNeTo NpH 00NKa B MojeN Ha nepecucrupama Gonka. Camra
ce, 4e HHXUOUPAIROTO ACHCTBHE Ha AYIOKCETHH € PE3Y/ITaT OT NOTCHIMAPAHETO Ha AeCIieHICHTHHTE
MHXHOHTOPHM OOIKOBH ITHTHINA HA LIEHTPAIHATA HEPBHA CHCTEMA.

Knunuuna ecpuxacnocm u 6e3onacuocm

T'onamo oenpecusno pascmpoticrneo. JIyNOKCETHH € NPOYHEH B KNIHHWYHH MpOrpaMH, BKIIOYBAIIH
3 158 maumenTy (excno3mpis or 1285 nauperTo rogunm), otTroapAuH Ha DSM-IV xpuTepHmTe 38
rojsiMa aenpecun. EduxacHOCTTa Ha XYNOKCETHH NpH NpenopbyuMTeNiHa AHCBHA fAo3a 60 mg
BC/IHbK JHEBHO € J0Ka3aHa INpH TPH OT TpHTe paHNOMM3HpaHW, HBOHHocHenH, mwiaiebo
KOHTpONMpaHHW, ¢ ¢uKCHpaHa J03a TpoyuyBaHus B ocTpa ¢aza mpH BB3pacTHH AMOYJIATOPHH
HAUHEHTH ¢ TojaM JenpecuseH emusold. Karo nano eQMKacHOCTIa Ha JAYJNOKCETHH €
ACMOHCTPHpaHa NpH AHEBHA [103a MeXY 60 mg 1 120 mg 8 0010 ner OT cefIeMTe PAHAOMU3IHPAHH,

apolinocneny, mwiauebo KoHTponuMpaud, ¢ (QHMKCHpaHa 2033 NpoyuBaHMs B ocTpa (asa npu
BB3PACTHH aMOYNATOPHH NALMEHTH C FONIAM JSIIPECHBEH SIH30/,.

JAyNoKceTHH NEMOHCTPHPA CTATHCTHUECKO NPEAMMCTBO CHPAMO IUIanebo, mpocnencHo dpe3s
nogobpenne Ha obmuA peynratr no 17-ToukoBara ckana 3a aenpecusta Ha XamuretH (HAM-D)
(BUIIOUHTENIHO M Ha €MOIMOHAJIHHTE M Ha COMATHYHHMTE CHMITTOMH Ha aenpecus). CTerneHTa Ha
OTTOBOP M PEMHCHS Ca CHIIQ CTATUCTHYECKH 3HAYHMO TI0-BUCOKH NPH AYJIOKCETHH, B CPABHEHHE C
nnaie6o. CamMo MaKa uacT OT NALMEHTH, BKIOYCHH B MWIOTHH KIHHHYHH MPoydBaHHA ca 6w ¢
TeXKa Aenpecus (u3xoaHo HuBo HAM-D>25).

B npoyuBaHe 3a IpeAOTBpATSBAHE HAa PeLMAMB, NALMEHTUTE, NMOBIMATH c€ OT |2-CeAMHMHOTO
OTKPHTO, OCTPO JIeYeHMEe ¢ AynokceTmH 60 mg BeiHLK IHEBHO, ¢a paHIOMH3IHPAHH WIM Ha
ayJoxkceTuH 60 mg peansK JHEBHO, HITH Ha mianebo 3a ome 6 Mecena. Ilpunarasero Ha e

60 mg BEAHBK OHEBHO NMOKA3Pa CTATHCTHYCCKH 3HAYMMO NPEAHMCTBO B cpaBHeHHe
(p=0,004) no oTHOIICHHE HA H3MEPBAHETO 32 IWHPBHUEH HM3XOA, MpOPHIAKTHKATA HA f

ACTIPCCHA, HIMCDCHaA Hpe3 BPEMCTO OO0 pPELHAMRA. Yecrorata Ha PCIMOUBHIC TIO B

"o,




manedo.

[lo BpemMe Ha 52-cemMHuHO INALE00 KOHTPOJHPAHO ABOHHOCHAMO JICYEHHE, NALUEHTHTE,
JIEKYBaHH ¢ AYNOKCETHH, C pelMNB HA rONAMO JCNPECHBHO pa3cTpOiicTBO HMAT CHTHH(HKAHTHO
mo-geasr OescummroMeH nepHoX (p<(0.001) B cpaBHeHHE C MAUMEHTHTES, PAHNOMM3IHDAHM Ha
wiane®o. BcHUkM MalMeNTH NpeaBapHTENHO Cac ce MOBIMAIM OT OYJOKCETHH [0 BpeME& Ha
OTBOPEHO JicueHMe ¢ AynokceTHH (28 10 34 cegmuny) npH go3a ot 60 mg ao 120 mg anesHo. Ilo
BpeMe Ha 52-cenMuMHaTa mnauedo KOHTposgHpaHa ABOHHocHAna (asa Ha seyenme 14,4% ot
MallHCHTHTe, NEKyBaHW ¢ aylokcetmH, M 33,1% or nampentute Ha nnanebo mpexKuBIABAT
MOBTOPHA TTOABA Ha CHMITTOMHTE CH Ha jaernpecus (p<0.001).

EdexTsT Ha aynokceTHH 60 mg BeOHBXK JAHEBHO NMPH MALMEHTH B CTApYECKa BHIPACT C JErpecHd
(=65 years) e olieHeH B crelM/HUHO MPOYUBaHE, MOKA3BAMO CTATHCTHYECKH 3HAYHMA Pa3jIHKa B
HamangsaHero Ha HAMDI7 pesynrara 3a namyeHTHTe, NEKYBAHH ¢ AYJIOKCETHH, B CPABHEHHE C
mnauebo. [IoHocHMocTTa Ha AynokceTHH 60 mg BeIHEXK AHCBHO TIPH NALHCHTH B CTAPUECKA BE3PACT
€ cpaBHIMa ¢ Ta3u HabmoAasaHa NpH NO-MJIAAM BL3PACTHH NALMEHTH. BBIIPEKH TORA, AAHHHTE IIPH
MALMEHTH B CTAPYECKA BBIPACT, HAIOXKEHHM Ha MaKKckMasHa ao3a (120 mg AneBHO) Ca OrpaHMYCHH H
3aTORA CE NPENOpPbHYBa MOBHIICHO BHUMAHHE IPH JICYSCHHUETO HA Ta3H NONYJaLus.

Tenepanusupano mpesodicro pascmpoticmeo: JyROKCETHH AEMOHCTPMPa CTATHYECKH 3HAYMMO
NPEeAUMCTBO CTIPAMO IUTalebo MpH meT OT meT NPOYYBAHMA, BKIIOYBALIH YETHPH PAHAOMHIHPAHHM,

ABOHHOCHKENH, MNanebo KOHTPOAMpaHM OCTPH NpPOYYBAHWA M NPOyHUBAHE 33 MPOPUIAKTHKA HA
PELIMIHB [P BE3PACTHH ¢ IEeHEPANHIHPAHO TPEBOXKHO Pa3CTPOHCTRO.

JIymOKCETHH NEMOHCTPHpPA CTATHCTHYECKH 3HAYMMO MPEAMMCTBO CIIpAMO muaue6o, wiMepeHo 4pes
noaobpeHne Ha oOmHA CKOp MO CKajlara 3a TpeBokHoCcT Ha XamunrhbH (HAM-A) u ckopa 3a obmo
(YHKUMOHATHO pPa3CTPOMCTBO MO ckajata 3a uHBaMOHOCT Ha Lllwnn (Shechan Disability Scale
(SDS)). CreneHnTe Ha NOBIHABAHE H PEMHCHS Ca CBINO NMO-BHCOKH MPH AYJIOKCETHH B CPABHEHME C
rianiebo. J[ynokcerdH 1oKassa CpaBHUMH Pe3YATaTH 38 e(HKACHOCT ¢ Te3H Ha BeHIadaKkcMH OT
rIeAHA ToOYKa noaobpeHue Ha obinua ckop mo HAM-A.

IIpn npoyusaHe a npodHIAKTHKA HA PEIMIHB MAlfAEHTHET, TIOBHAIH C& OT 6-MEeceqHOTO OCTpO
OTKPHUTO JICUCHHE ¢ AyTOKCETHH, ¢a pAHAOMHM3HPAHN M MONYyYaBaT WiH JYJOKCETHH, HIH mianebo 3a
cneppauure 6 Meceua. Iysnokcernn 60 mg g0 120 mg penqHBXK QHCBHO MOKA3BA CTATHCTHUYECKH
IHAYMMO MPEOHMCTBO B cpaBHeHWe ¢ Iiaunebo (p<0.001) npu upodunakTHKaTa Ha PpeIMAMB,
H3MEPCHO Ype3 BPeMETOAC NOABA HA pelHaHB. YecToTaTa HA pEelIAME Npe3 6-MeCeyHHd MEePHOA HA
NIOCHEBALIOTO ABOHHOC/IaNO npocneaapane ¢ 14% npu nqynoxcerdH H 42% npu nmnanebo.

Edukacnoctra Ha nynokcernd 3¢ mg — 120 mg (reekaBo Ao3HpaHe) BeANbAK JHEBHO NMPH MAiHOHTH
B crap4ecka BBIpacT (65 years) ¢ T€HepalM3HPaHO TPEBOKHO pa3CTpOCTBO e OleHeHA IpH
NPOYUYBAHE, KOETO MOKA3BA CTATHCTHHCCKM 3HA4YHMMO noaobpenue B obmmsa ckxop 3a HAM-A 3a
NALMEHTUTE, JIEKYBaHH ¢ AYNOKCETHH, B CpaBHEHME ¢ NalpeHTHTe Ha mianebo. EduracHocTTa H
Oe3zonacHocTTa Ha QynoxceTuH 30 mg — 120 mg BeaHDXK AHEBHO NPH NMALMEHTH B CTapUECKa BL3PACT
C FeHCPANTM3HPAHO TPEBOXHO Pa3CTPOMCTBO ca nouoOHM Ha HabmonaBaHWTe B NPOYYBAHHA NpH MO-
MJIaJIH BHIPacTHH NAlHeHTH. Bpiipekd Tosa, AaHHHUTE 34 NallUeHTH B CTAPUecKa BB3PACT, HAIOKEHH
Ha MakcumanHa go3a (120 mg), ca orpeHWdYeHH H MOpagy TOB& CE MPEHOpPBHYBA BHHMAHHE IIPH
W3II0JI3BAHETO HA Ta3H 1033 MPH NOMYJIALAATE B CTAPUECKA BB3PacT.

HHuabemna nepugepna nesponamua Goaxa: EduiacHocTTa Ha IYJOKCETHH KATO JICHCHME IIpH
nuaberHa aesponarHa 0onkxa € ycTaHOBeHA NpH 2 paHaoMH3upann, 12-ceaMudHE, ABOHHOCHENH,
nnalebokoHTponupaHu, ¢ dHKCHpaHa A03a NMPOYYBAHMA NpPH BBEIpacTHH (22- no 88-roam IR,
nnabeTHa HeBponaTHa Oonka B npoIwiDkeHHe Ha moHe 6 meceua. [lanmenrtuTe, OTrOBapTUY
KPHTEPHMTE 338 TOAAMO JEMPEeCHBHO PasCTPoiiCTBO, ca HIKIIOUEHH OT Te3H MpoyyBanHd. Fiike
Ha ITHPBMYHMA M30] € CeMHUHATA CPEAHA CTOHHOCT Ha 24-4acoBaTa GoNka, KOATO € OYRiRs
€XkeHEREH JHEBHHK Ha maimenTHTe no [ 1-toukoBara ckaja Ha JIukepr. i




IIp npoyqBanus, XynokceTHH 60 mg u BegHbXK gHEBHO 60 mg ABa MBETH AHEBHO 3HAYMTEIIHO
Hamandea Gonkara B cpasHeHHe ¢ rane6o. EdexrsT npH HAKOM NAHMEHTH ¢ BHIHM NpPe3 ITBBHTE
CeIMHIM Ha JicueHne. PaunikaTa B cpefHOTO NoA00peHHe Mexy ABETe PAMCHA Ha AKTHBHO JICHCHHE
He e 3HauntenHa. OrGenssaHo ¢ none 30% cpolmaBano HaManaBaHe Ha Oonkara npH
IpHOIM3HTETHO 65% OT NeKyBaHHTe ¢ AyNOKCETHH nmauucHTH cpenly 40% 3a nnauebo. CroTBeTHHTE
pdpH 3a ore 50% oT pemykumsTa Ha O6onkaTa ca croTBeTHO 50% M 26%. CTenenTa Ha KIMHUYEH
otroBop (50% wm noseue noaobperHne Ha 6oNKaTa) € aHARWIHPAHA CIIOPEA TOBA AANH NAHCHTHT €
POABHI COMHOMICHTHOCT 110 BPEME Ha JISYCHHETO HWIH He. 3a NALMEHTHTE, KOHTO HE Ca MPOABHIH
COMHONEHTHOCT ¢ Ha0mogaBaH KuMHMYeH OTroBop nNpH 47% OT NALMEHTHTE, NOXYJIABALIH
ayJnoKceTHH M 27% oT naiHeHTHTe Ha Miaunebo. CreneHTa Ha KIMHMYEH OTrOBOP IMPH NALMEHTHTS
fpossuma CHHAHBOCT € 60% 3a AyokcetwH # 30% 3a mmanebo. IlauMenTdTe, HempoABIBAIM
penykums Ha 6onkara or 30% B paMxuTe Ha 60 AHH NeYeHME € MAIKO BEPOATHO Jia NOCTHTHAT TOBA
HHEBO TIPM MO-HATATHIIHO JIeHYeHHe.

ITp# OTBOPEHO ABATOCPOUHO HEKOHTPOIHPAHO NPOyUBAHE HAMANCHHETO Ha OonKaTa NpH NALMEHTH,
[IOBJIMAHM OT $-CEIMHYHO OCTPO JEeYCHHE ¢ AYAOKCeTHH 60 mg eIHOKPATHO AHEBHO ce 3amaipa 3a
oule 6 Mecena, KaKTo € OLICHEHO ¢ NPOMAHATA 110 CKA/aTa 3a KPaTka OLcHKa Ha o0nkara (Brief Pain
Inventory (BPI)) na 24-uacosua cpeneH Opoif Touku 3a Goixa.

Ieouampuuna nonyrayun
JIyNnOKCeTHH HE e MpOyYBaH NPH NalMEHTH N0 7-TOAMLIHA BH3PacT.

MposencHW ca 1Be PaHIOMH3HPaHM, ABOMHOCHENH, NapajieNHH KIHHHYHH npoyusanus npu 800
[eAMATPUYHH MAlHEHTa Ha BB3PacT oT 7 Ao 17 rojHHu ¢ TONAMO ASIPECHBHO PasCTPOHCTBO (BHKTE
TodKa 4.2). Te3u JBe NpoydBaHus BKMouBarT 10-cenMuyHa miauefo KOHTPONHPAHA M AKTHBHO
KoHTponMpaHa (yoKceTHH) ocTpa (pasa, nmocnenBaHa OT INECTMECEUEH MEPHON HA NPOXLIDKCHNE HA
aKTHBHO KOHTpo;HpaHo nevenne, Huro rpynara, nexyBasa ¢ mynokcerss (30 mg — 120 mg), awro
rpynara ¢ akTupHA Kourpona (¢uyokcerHH 20 mg — 40 mg) CTaTMCTHYECKH CE pa3jHHaBar oT
mwiauefo Mo OTHOUICHHe HAa MPOMAHATA B obimure pesyaratd no ckanata Children’s Depression
Rating Scale -Revised (CDRS-R) or m3xomHus a0 kpaiiams MomeHT. IIpexbcpane Ha JICUeHHETO
NOpaju HEXeNaHW CEOHTHA e MO-4ecTO NpH MALMeHTHTE, NpHEeMalH AYNOKCETHH, B CPABHEHHE C
Tead, JIEKyBaHH ¢ (UIYOKCETHH, B TIOBEYeTO Ciy4aH mopama rapede. Ilo speme Ha 10-cepmMmiHus
IEPHOL HA AKTHBHO NedeHHe e chodmapano cymimaHo nesefenne (Aynokcersn (/333 [0%e],
duyoxcernn 2/225 [0.9%)], mnaue6o 1/220 [0.5%]). ITpe3 nenna 36-cenMUYEH KypC Ha H3CICABAHETO
6 or 333 NalUMeHTH, KOWOT ITHPBOHAYANHO Ca PAHAOMM3HUPAHH Ha AYNOKCETHH, H 3 OT 225 NAUHeHTH,
KOMTO ITHPBOHAYANTHO Ca PAaHXOMM3HDaHH HA (DIYOKCeTHH, IIDOABABAT CYHUHAHO MOBEACHHE
(eXcTIO3MITAS-KOPHTHpAHaTa HecToTa HA cyMuuano moeemenue € 0,039 cpburHa Ha rogmHa 3a
IynokceTHH ¥ 0,026 3a ¢yoxcernr). OcBeH TOBa, /{HH MALHEHT, kKOH#TO € NpeMHHAN oT MIanedo Ha
NEYCHUE C AYIOKCETHH, € HMaJl CYHUHAHO MOBEACHHE TI0 BpeMe Ha NpHeMa Ha JAYJIOKCETHH.

TIpoBeAEHO € PAHAOMH3HPAHO, ABOMHOCIIANO, IIaue00 KOHTPONMPAHO NMPOyYBaHe Npy 272 nalHeHTH
OT MeAUATPAYHATA TNOMYNAMA Ha BwB3pacT 7 — 17 roguHH ¢ TreHepaTH3APAHO TPEBOXKHO
pascTpoiicteo. [Ipoyusamero pxmouBa 10-ceqmuuna mnane6o KoWTponupaHa ocrtpa (asa,
nocjaeapaHa ot 18-ceaMEveH nepHOl HA NPOABIDKEHHE HA jedyeHHeTo, B ToRa mnpoydpaHe e
M31I0/13B3HA MBBKABA CXeMa Ha JO3HpPAHE, 3a Ja ¢ AaJe Bh3MMKHOCT 38 OaBHO NOBHIIABAHE HA 103274
oT 30 mg BeAHBX AHEBHO A0 MO-BHCOKM Ao3H (MakcuMym 120 mg Benubxk AHEBHO). JleueHnero ¢
JXYNOKCETHH TNOKA3BA CTATHCTHYECKH 3HAYAMO IO-FOJAMO Tofo0peHHe HA CHMTOMHMTE Ha
TreHepaH3NPaHO TPEBOKHO PasCTPOHCTBO, KAKTO € OLEHCHO ¢ MOMOINTA Ha cKanaTta 38 TEMeCT HA
reHEPATH3UPAHO TPEBOKHO pascTpoiicrso PARS (cpeaHa paznnka Mexmy AYJIOKCETHH H muiauebo 2.7
Toukk [95% CI 1.3-4.0]), cea 10 ceaqmiim Ha neueHme. IlopabpaaHeTo Ha edekTa He € OLICHABAHO.

HaMa cTaTiCTHUECKH 3Ha4HMa PA3THKa B MMPEKbCBAHETO HA NPOYYBAHETO NIOPAAH HOKEIAHH CEOMTRL: ...
MeX[Iy IpyIHTe ¢ AYJIOKCETHH M Iuiane6o B TeueHwe Ha 10-cenmuqmara daza Ha ocTpg Aewditiidin PN
JlBaMa NALMEHTH, KOMTO ca MPEXBBPICHH 0T Ialefo KM LYNOKCETHH el ocTpaTa ¢ Fapnamiagp: \
CYMIMAHO MOBEAEHHE, NOKATO NMPHEMAT MYJOKCETHH NO BpeMe Ha (azaTa Ha Mpomp/ieyngHies

HAMPABEHO 3AKTIOYCHHE OTHOCHO IIOCTHOTO CHOTHOLIEHHE MOJ3a/ PHUCK B Ta3H Bt i 5y




(BrKTE TOUKA 4.2 M TOUKA 4.8).

Epponelickara areHuMs no nekapcreata ocBoOOKAABA OT 3aABDKCHHETO 33 MPEeAOCTaBAHE Ha
PE3YJITATHTE OT MPOYJYBAHMS C AYJOKCETHH MpPH BCHYKH TMONIPYNHM HA [eAHATPHYHATA
nomyaauus TpHd NeYeHue Ha roiaMo JENPecHBHO PascTpoiicTro, JuaberHa HeponaTHa Oonka H
reHepalM3HpaHO TPEBOKHO pascTpolicTeo. Brmkre Touxa 4.2 3a uHpopMaiMa OTHOCHO

yrioTpebara rpH acua.

5.2 DapMakoOKHHEETHIHEA ¢BolicTBA

JIVROKCETHH ce TpHiIara KaTo CaMOCTOATENEH eHaHTHOMep. JIVJIOKCETHH ce MerabonMsupa
npeaaMHO oT OkcuaaTueud exzMMH (CYP1A2 u nommmopdumna CYP2D6), nmocneppano or
KOHIOHrHpane. $apMakOKMHETHKATA HAa MyNOKCETHH ACMOHCTpHpA rojiaMa BapHaOHIHOCT MEXZY
OTACHHUTEe HHAUBNANY (0bmo 60-60%), nwipKalua ce B M3BECTHA CTeNEH Ha No0J1a, BB3PACTTA, CTATYCA
Ha TIOTIOHOTYHICHE H CHhCTOSHHETO Ha MeTabomusupaiara cucreMa CYP2D6.

Abcopbyun: JlynoxceruH ce pe3opOHpa ao0pe cien nepopanHo npunokenue ¢ O, HACTHIBAIE 6
yaca muej Ao3HpaHe. AGcomoTHara opaiHa GHOHAMMYHOCT Ha AYJIOKCETHH €B AMana3oda or 32%
no 80% (cpenno 50%). XpaHaTa yAB/DKABA BPEMETO 3a JOCTHTaHE HA NMKOBY IUIASMEHH
KoHUenTpauuy oT 6 Ha 10 vyaca W T MaprHHaNHO HaMmaisBa CTENeHTa Ha pesopbums
(mpuGmasrTenno 11%). Tesn NpoMEHH HAMAT KITHHWYHA 3HAYTHMOCT.,

Pasnpeoenenue: [lynoxcerns ¢ npubmuzurento 96% cBep3aH ¢ mIa3sMEeHHTE POTCHHH NpH XOpa.
HynoKceTHH ce CBbp3Ba H ¢ anbyMHH H ¢ anfa-1 xucesms rauxonporedH. Cpbp3BaHETO C NPOTEHHA
He ce MOBJIHARA OT OBOpedHO WK YepHOAPOOHO YBpeKaaHe.

Buompancgopmayun: aynokcernt ce MeraboymsHpa eKCTEH3MBHO M MeTabOJIHTHTE ¢ce eKCKPeTHPAT
OCHOBHO ¢ ypuHaTa. lluroxpomure P450-2D6 n 1A2 karamusupar oOpa3yBaHeTo Ha BA OCHOBHM
MeTabOIMTa TIIOKOPOHHA KOHIOHIAT HA 4-XMAPOKCH AYMOKCETHH M CyNJareH KOHIOHIAT Ha S-
XHAPOKCH, 0-METOKCH AYNOKCeTHH. Bn3 OCHOBA Ha in vifro TpOydYBaHHS, IMpPKYHAHpPaUlHTE
MeTabDONMTH Ha MYNOKCETHMH ce CUMTAT (apMaKkoJOTWHHO HeAKTHBHM. QapMakOKWHETHKATA HAa
AYJIOKCeTHH TNPH NAaleHTH, KOHTO ca JiomH MmeTabomuzatopy no orHomenue Ha CYP2D6 ne e
cnemyuHO NpoyuBaHa. OrpaHHYMeHHd JAHHM TPEONoNAaraT, Ye NpH Te3H NANHCHTH IUIa3MEHHTS
HHBA Ha XYAOKCETHH Ca MO-BHCOKH.

Enumunupane: ETAMHAALMOHHUAT NOTYXXHBOT Ha YJOKCCTHH BapHpa oT 8 xo 17 gaca (cpemro 12
uaca). Ceal HHTPaBeHO3Ha A03a TUIa3MEHHAT KIMPBHC Ha AYJIOKCETHH Bapupa oT 22 1/yac mo 46
l/uac (cpemso 36 1/uac). Cnen nepopanHa 033 YCTAHOBSHHMAT IUTA3MEH KIHMPBHC HA NYJIOKCETHH
Bapipa ot 33 no 261 V/uac (cpeano 101 Vuac).

Crneyuannu nonyrayuu
Hon: Wpenrmnduumpany ca $apMakOKMHETHYHM PasiiMKH MEXIY MBXE H XCHH (ANepEHTHHAT

UIa3sMeH KMpBHC € npubmasurento 50% mo-HMCHK NMpU skeHH). Bb3 OCHOBA HA NMPUIIOKPHBAHE
MO OTHOINEHHME HA KIMPBHCA, OCHOBAHHATE HA Mona GapMAKOKWHETHIHH PaiivKg HE ONPABJABAT
MpenoOpbKa 3a HIMOI3BAHE HA TIO-HHACKA 1033 NPH KeHH NMallHEHTH.

Buvspacm: WUpentudpuimpann ca (papMaKOKMHETHYHH pa3jTHqUi MeXay No-MJIafgH W NMO-BH3PacTHH
Keau (=65 rogunn) (AUC ce mosuiuaBa ¢ npHOmmsureano 25%, a wia3MEHHMAT MOMYXHBOT C€
yIbIDKaBa ¢ Npubnu3aTeNHO 25% NpH NALMEHTH B CTAPUSCKA BH3PAcT), BHIPEKH Y€ CTENECHTA Ha TE3H
MpoOMEHH He € JOCTaTh4Ha, 33 Za ¢¢ oDOCHOBe mpomMsHa HA Joszara. Karo obma mnpenopbka,
JIEUEHHETO B CTAPYECKa BE3PACT TPAORA f1a CTABA ¢ NOBUINEHO BHHMAHHE (BIDKTe TOUKA 4.2 H TOYKA: -
4.4).

bvbpeuno vepexcoane: [lanpentute B KpaiiHa da3a Ha Ou0peuna HEAOCTATHYHOCT HA M i iL" A
2 MBTH NO-BUCOKH CTOHHOCTH Ma Cyy,, H AUC B cpaBHeHHe Che 30pasu nuua. [Tpy narmpelie ¢ jesa. 1.



OrpaHMCHH.

Yepnoopobno yepexcoagne: YmepeHo uepHompoOHo yepexpaane (Child Pugh Class B) 3acara
¢dapMaKOKHHETHKATa Ha OYNOKCETHH, B cpaBHeHHe CBC 3ApABH JMlla, MNPy MALHEHTH ¢ YMEPEHO
yepHOoApoOHO 3a00MABaAHE YCTAHOBEHHAT IUIA3MEH KIMPBHC HAa IYJIOKCETHH € 79% no-HHCBE,
YCTAHOBEHHAT TEPMHHAACH IMOMYKHBOT € 2,3 bt mo-awasr, a AUC e 3,7 mpTH no-BHCOKa.
(PDapMaKOKHHETHKATA Ha XYIOKCETHH M HEFOBHTE META00ONMTH He € H3YUaBaHa MPH NALHCHTH C JIEKa
WIH TexKKa YepHOAPOOHA HEOCTATBYHOCT.

Kvpmewpu maitxu; JMcnosHnpsTa Ha XYNOKCETHH ¢ W3y4aBaHA NMpH 6 KbpMEHIM KEHH, KOMTO Ca
Owm none 12 ceamuuu cneg paxkiaHe. JynoKCYTMH €€ OTKpHBA B KbpMaTa H CTALHOHAPHHUTE
KOHIIGHTPAIlHH B MAiTUMHOTO MJISKO ¢4 OKOJO Y4 OT Te3d B rmasmata. KomugecTBOTO AYIOKCETHH B
KbpMaTa € NpuONM3uTeNnHo 7 pg/muesHo npuposupane ¢ 40 mg Ara meTH gHeBHO. KppMeHeTo He
MOB/INABA PapMaKOKHHCTHKATE HE AVIOKCETHH.

ITeduampuuna nonyaayus: DapMakoOKHHETHKATA Ha AYJIOKCETHH MMPH ICIUATPHYHH MALMEHTH HA
BB3pAcT OT 7 A0 17 roiHH ¢ rofaMo ACMPeCHBHO pasCTPOACTEO Clien NEPOPAHO NPWIOKEHHE HA
20 mg no 120 mg BeaHBAK AHEBHO CEé XaPaKTepH3upa ¢ MOMOIITa HA MOITYNALMOHHO-MOACTHPAH
aHanmu3 Ha Oaszara Ha naHHM oT 3 npoyusaHui. [IpenasracHMTe OT MOAC)A IUTA3MEHH KOHIICHTPALNHH
Ha AYJIOKCETHH B CTAIMOHAPHO CHCTOAHHE TIPH MALMCHTH ACLia B IIOBEYETO CAYIAH C8 B MPaHHIIHTE
Ha JHana3oHa Ha KOHIEeHTpalluuTe, HabmoAasaHH MpU BH3PACcTHH.
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JlynokceTHH He € TeHOTOKCHYEH MnpH CraHpapTeH Habop OT TecToBe, a NPH IUIEXOBE HE €
kapuuHorenen. [Ipy npoydsane 3a KaplMHOIEHHOCT NPH IUTbXOBe ca HaGMOM4aBAHH MHOTOSAPCHH
KJICTKH B YepHHA APOO MpH OTCHCTBHE HA APYTH XMCTOIATOJOTHYHM IPOMEHH. MeXaHnu3MeT, KOHTO €
B OCHOBATA MM H KJIMHWYHATA 3HAYMMOCT HE ¢a W3BeCTHH. JKeHCKH MMIIKH, NONYYaBaH XyNOKCeTHH
33 2 rofMHHM, UMaT MOBUINEHA YEeCTOTa HA XENATONCIYAApHH aACHOMH M KApUHMHOMH CaMO IIpH
pucoknuTe a03d (144 mg/kg/nHeBBo), HO Te Ce CUMTAT KATO BTOPMYHH Ha uepHoxpoOhata
MHKPO30OMA/IHA €H3MMHA HHAYKUMS, 3HAYMMOCTTA HA Te3W AAHHN NPH MHIIKH 00 OTHOIMICHHS HA
Xopara He € H3BecTHa. JKMHCKH IUTBXOBE, NIOTydaBsais QyiokceTuH (45 mg/kg/AHeBHO) OpeaH M npH
CHBOKYIUIEHHE H TIO BpeMe Ha paHHa OpeMEHHOCT, ca NOKa3aNny HaMalleHHe Ha KOHCYMAI[HATa HA
XpaHa OT MaiikaTa B Ha TeNeCHOTO TErNio, HapyINABaHE¢ HA I[WKBJA H4 pa3srOHBaHE, HAMANICHH
noKasaTeld 3a OpoA JKHBOPOACHM H MNPEKHBACMOCTTA Ha NOTOMCTBOTO, M 3a6aseH pacreXx Ha
TIOTOMCTBOTO TIPH HHBA HA CHCTEMHA €KCTIO3HLMA, KOMTO B Hai-nobpus ciayuyaii ca npHGmM3HTENHO
0 MakcHMaiiHaTa kiaHHIHA exenozdius (AUC). B npoyusaHe 3a eMOPHOTOKCHMHOCT TIPH 3aMIH ca
HaO/MIONaBaHH MO-BHMCOKA YECTOTA HA CHPAESHYHO-CHAOBH H CKeJleTHH MandopMauMM NpH HHBA HA
CHCTEMHA EKCHO3HLMS NIOX MaKCHMatHaTa KiMeMuHa excnosuuus (AUC). He ca HaGmopmaepaum
MandopMalum B Ipyro mMpoydBaHe 3a H3MMTBAHE HA TIO-BHCOKM NO03M HA paliudHa ¢OJ HA
aynokcetHH. Ilpm npenatans®/ HOCTHATAJIHK TOKCHKOIOIMYHH MpPOy4YRaHHMA IIPH IUTBXOBE
OYIIOKCETHH HHAYILMpA HEKeNaHU MOBEACHYSCKH e(EeKTH B NOKOJCHHETO HPH EKCTIO3BLIHA IOX
MaKCHMATHATa KIHHuYHA ekeno3Hima (AUC),

[IpoyupaHMs npH MJAAM IUTEXOBE MNOKA3BAT NpPeXOAHH ©(PEKTH BBPXY HEBPOMOBEACHYCCKMTE
PEaKLHH, KAKTO M 3HAYHTE/IHO HAMANABAHE HA TEJICCHOTO TErI0 M KOHCYMHDAHETO HA XPRHA;

HHIYKIHMA Ha YepHOAPOOHMTE eH3HMH; M XemaTouenylapHa Bakyonmsamua npu 45 mg/kg/day.
O6mmar npodun Ha TOKCHYHOCT Ha AYJIOKCETHH NMPH MJaaH IUTbXoBe € noaolbeH Ha TO3H NIpH
BB3PACTHH IUIBXOBe. HHBOTO Ha JIMIICA HA HEXENaHH €QeKTH e OoNpeacncHo B pasmep HAa 20
mg/kg/AHeBHO.

6. PAPMAIIEBTHYHH JAHHM
6.1 Cnachk B NOMOIMAMTE BEIECTBSE
Copyesuna na neremume:.

3axapuu cepu (3axapo3a, LAPEBHYHO HHILECTE)




Obsuska Ha neremume:;
Xunpomenosza 2910/5mPa-s
Kpocnmoeunon THIn A

3axaposa

XHnpomenosa auerTar CyKuHHaT
Tpuernn uurpar (E1505)

Tank

Makporon §000

Twranop anakcua (E171).

Obsuska na xancyrama:
Turauos guokcun (E171)
XenaruH

Hatpuep naypun cyngar
Epurposun (E127)

Yepren xeneszen okcun (E172)
Yepen xxenezeH okeua (E172).

6.2 HecnhBMecTEMOCTH
Henpunoxumo.

6.3 Cpox na roxmoct
PVC/PE/PVDC-Alu 6immcrepu: 24 Mecena
PA/AL/PVC-Alu Gnuctepn: 24 Mecena.

64 Cuenpaand yc10BES HA CbXpaHeHHE
Ha cexpanasa noa 30°C B OpUrHHANIHATA OTIAKOBKA, 33 3 C€ NpeaIasH OT BJIAra.

6.5 Buja B chALPKAHEHEE HA ONAKOBKATA

PA/AV/PVC-Alu 6muctepn n npospaurn PVC/PE/PVDC-Alu 6mucteps.
Bugose onakoekH: onuctepu x 7, 28, 30, 56, 84, 98, 100, 140, 196, 500.
He BcHuk# BUAOBE ONAKOBKM MOTAT Na ObAaT IMyCcHATH B ImpoaxkoOa.

6.6 CoennajHH NpeAlfAA MEPKH HPH H3XBLpJIsAHE
Hsama cniemaniy H3HCKBAHHA.

7. IPATEXATEJ HA PA3SPEINIEHHETO 3A YIIOTPEBA
Medochemie Ltd.,

1-10 Constantinoupoleos str.,

3011 Limassol,

Kurrep

8. HOMEP(A) HA PASPEHNIEHHETO 3A YIIOTPEBA
Per. Ne: 20160164

9. JATA HA ITHPBO PA3PEIIABAHE/ IOAHOBABAHE HA PA3SPEINIEHHETO 3A
YIHOTPEDBA
Jara Ha IrepBO paspeimasade: 16 mai 2016 r.

10. BATA HA AKTYAJIN3HPAHE HA TEKCTA
08/2016




