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1. UME HA JJEKAPCTBEHUSA ITPOAYKT
K Pe2. Ne ,.K?& /. dﬁﬁ errsssemsress s
Hekcetnn 20 mg cToMaliHO-yCTOHYMBH TBBPAM KATICYIIH Paapmwmw Ne P
Nexetin 20 mg gastro-resistant capsules, hard AP 6 3 A ﬂ 5 m zm

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Beaka kancyna ceaeprka 20 mg nynokceTHH (duloxetine) (ekBHBaneHTEH Ha 22.433 DyJIOKCETHHOB
xunpoxiopua (duloxetine hydrochloride)).

[IoMOLIHH BEIECTRBA ¢ HIBECTHO JEHCTBHE:
Besika xancyna Moxe aa ceabpAa 10 5,74 mg 3axapo3a.

3a [TeJIHHSA CIIUCHK HA MOMOINMHHTE BELIECTRA BIDKTE TOYKaA 6.1,
3. JEKAPCTBEHA ®OPMA

CroMamHO-yCTOHYHBA TBHPAA KarcyJia
TebpaH xxenaTvHOBU Kancynu pa3mep 4, ¢ HEMPO3payHO CHHBO TAJIO H HENPO3PayHO CHHBO Kanade,
IBITHHU ¢ OENU JI0 MOYTH Oenu Ha LBAT NEJIETH.

4, KJIMHAYHHU JAHHHA
4.1 TepaneBTHYHH NOKAZaHHSA

HekceTHH e nokasaH 3a JiedeHHE Ha yMepeHa [0 TeXKa CTPeC HHKOHTHHEHLIMA Ha ypunata (CHY) npH
AEHH.

HekceTun e mokasaH MpH Bb3pacTHH.
3a IonbJHUTENHA WH(OpMAaLIKs BUWKTE To4Ka S5.1.

4.2 JAO3HPOBKA H HAMAH HA NPHJIOKEeHHE

Ho3upoBka

IIpenopbuanara mo3a HekcerwH e 40 mg aBa mbTH AHEBHO, HE3aBHCHUMO OT xpaHeHero. Cnen 2-4
CeAMHLIM JI€UeHHE, NauueHTHTe TpaAdBa na OBOaT nMpernenaHd OTHOBO, 34 Ja Ce NPELCHH MON3ara M
NOHOCHMOCTTA Ha JIeYeHHETO. 1IpH HAKOM MalHEHTH MOXKE JJa MMa 110J13a TIPH 3an04YBaHe Ha JICHEHHETO ¢
Aoza ot 20 mg ABa IFTH JHEBHO 3a JB€ CeAMHIM, MpeJH MOBHIIABAHE HA J03aTa 0 NpenopbyaHara a03a
oT 40 mg npa MbTH AHeBHO. PA3K0OTO NOBHIIaBaHE HA A03aTa MOXE Ja HAMAJIH, HO HE H Jla EJUMHHHpA
PHCKa OT rajileHe U 3aMagHOCT.

Bourpexku ToBa, MMa orpaHHYeHH JAaHHH B TIoAKpena Ha edekTHBHOCTTa HA Hexcernn 20 mg aBa nbTH
JHEBHO.

EdexktuHoctra Ha HekcervH He ¢ mpoydBaHa 3a IOBe4e OT 3 Mecela, B IUIalLedo KOHTpOIMpaHH
npoyusanus. [lonzata ot ieuenneTo TpaOra na Obae pelOBHO NpeoLeHABaHa.

Kombuaupaneto Ha HekceTHH ¢ mporpaMa 3a TpeHHpaHe Ha MycKynarypata Ha Tasa (PFMT) mMoxe na
OBOe no-eeKTHBHO OT CAMOCTOATENIHOTO JieyeHue. [IpenopbuBa ce NpeleHABaHe Ha BE3MOXKHOCTTA 3a
KOMOHHHpaHE Ha JICUEHHETO ¢ TPEHUPaHe HA MyCKYJiaTypaTa Ha Ta3a.

H3I'IbJ1HHTEﬂHA Al EHU.Hﬂ I'H] MKA.P‘BIBATA

-




Heprodpabuo yepeoicoane
Hexcernn He TpalBa na ce npmiara npH >keHH ¢ yepHOApoOHO 3aboasBane, BOAEUIO A0 YepHOAPOOHO
yBpexaaHe (BUXKTE Touka 4.3 ¥ Touka 3.2).

bvopeyno yapesicoane

He e HeoOXxonuMo KOpWIMpaHe Ha [03aTa MPH NANMEHTH ¢ jieKa N0 ymepexa OnOpeuna ouchyHKms
(kpearuHuHOB KMpeHC 30 no 80 mb/min). Hekcerun He TpabOpa pa ce ynorpedsBa NMpH HaLUHECHTH ¢
TeXKO OBOpeuHO yBpekaaHe (kpeaTHHMHOB KITHPBHC < 30 ml/min; BikTe TouKa 4.3).

[Teouampuuna nonynayus
besonacHocTTa M edHKacHOCTTa Ha AYJIOKCETHH 3a JIEYCHHE Ha CTPEC HHKOHTHHEHLHA Ha YpPHHaTa He ca
A3CICABaHU. JIMIICBAT NaHHH.

Cneyuannu nonynayuy

Hayuenmu ¢ cmapuecra evzpacm
HeobxonanMo € BHHMaHHE NPH JIEYEHHETO HA NALIMEHTH B CTAPYECKA BH3PACT.

IIpexvcaane na reyenuemo.

Tpabsa na ce u3bArea paskoro npekncBade. [Ipu npexnscBane Ha geueHue ¢ HekceTHH Aosata TpadBa aa
Ce HaMallaBa DOCTENEHHO 3a NMepHOj OT Hal-MaJiko eAHa A0 ABE CEIMHLM, 33 Ja C€ HAMAJIH pUCKa OT
peakuMM Ha oTHeMaHe (BX. Touka 4.4 v Touka 4.8). Ako cie[ HaMalndBaHE HA A03aTa WIH IpH
MPEKBCBAHE HA JEUCHWETO CE€ MOABABAT CHMITOMM HA HEIIOHOCHMOCT TpAabBa na c€ uUMa MPCABHA
NOAHOBSIBAHE Ha Ha3zHaueHaTa npeaAd TOBa J03a. BrociencTBHe, JEKapdT MoOXe J1@ HPOABIDKH 1A
HaMallfaBa [03aTa, HO [O-MOCTEIEHHO.

HauyvH Ha npuiioxeHue
3a MepopaiHO NMPHIOKEHHE.

4.3 HporrBonokazannn

CBPBXYYBCTBHTEIHOCT KBM aKTMBHOTO BEILECTBO WIH HAKO€ OT MNOMOINHMTE BEHICCTBA, H30pOeHH B
Touka 6.1.

YepuoapobHo 3abongeaHe, Boaelo Ao YePHORPOOHO yBpekaaHe (BXK. TOUKa 5.2).

HekceTHH He TpsAORa aa ce mpwiara B KOMOHHAalLMA C HECCNEKTHRHH, HeoOpaTHMHM HHXMOHMTOpPH Ha
MOHOaMHUHOOKCHAA3aTa - MAQ-HHXUbATOpH (BK. TouKa 4.5).

Hekcerun He TpaOea ga ce npunara B komOunauus ¢ nmxuburopu Ha CYP1A2, kato ¢pryBOKCaMHH,
uunpodIokcaiH HWIH €HOKCAlMH, ThH KaTo mnogoOHo kKoMOHMHHpaHe BOAM [0 MOBHIIABAHE HA
MIa3MEHHUTE KORLICHTPALIMH HAa TYJIOKCETHH (BiK. TOUKa 4.5).

Texxo 0pOpeuHo yBpexaaHe (KpeaTHHHHOB KITHPBHC < 30 ml/min) (Bx. Touka 4.4).

3amouBaHe Ha JicueHHe ¢ HexceTHH € NPOTHBONOKA3aHO MPH NALMEHTH ¢ HEKOHTPOIHPaHA XUNCPTOHHS
NopajH NOTEHIHAJIEH PUCK OT XUNEPTOHUHHA KPH3a, KoeTo 61 3aCTPallHIO NAUHEHTUTE
Touka 4.8).




4.4 Cnennannn npeaynpexiaenns # npelna3HH MepKR OpH ynorpeba

Manun u npunaovyu
Hekcernn TpaGRa na ce mpuiara ¢ BHHMaHWe IPH MAIIMEHTH ¢ aHaMHE3a 3a MaHud HJIM ¢ AHArHoza
OUNOAAPHO PACTPOHCTRO W/AMH NPUNATHIN.

Cepomonunoe cundpom

Kakto npH jedyeHHEe ¢ JAPYTH CEPOTOHUHEPrHYHH JICKApCTBEHM CPEACTBA, Taka M MpH JICYEHHE C
OYyTOKCETHH MOKe€ MAa HACTBMH CEPOTOHMHOB CHHAPOM — €JHO BB3MOKHO KHBOTO3aCTPALIABAINO
CbCTOAHHUE, OCOOEHO MPU CAHOBPEMEHHA YnoTpeda Ha JpYyTIH CEpOTOHHHEPrHYHH JIEKAPCTBEHH CpeACTBa
(exmounTenno SSRIs, SNRIs, TpHIMKJIHYHH aHTHASTIPECAHTH WUIIA TPUITAHH ), ¢ JIEKAPCTBEHNU CPE/ICTBA,
KOMTO HapylaBaT MerabonH3Ma Ha cepoTOHMHA, kato MAQO-HHXWUOMTOpH, WK ¢ aHTHINCHXOTHYHH
NEeKapCTBeHH CpPEACTBA WIM JApyrH JACNAMHHOBM aHTArOHMCTH, KOETO MOXC Ja TNOBIHAC Ha
CEpOTOHHUHEPrUYHHATE HEBPOTPAHCMHUTEPHYU CHCTEMH (BX. TOUKH 4.3 1 4.5).

CHUMIITOMH Ha CEpOTOHMHOBHA CHHIAPOM MOXKE Ja ca TPOMEHH B MCHXHMYHMA cTaTyc (Hanp., Bb3Oyna,
XaMOLHMHALIAK, KOMQ), BETeTaTvBHA HecTabwiIHOCT (Hamp., TaXHKapauq, KonedaHud Ha KpPBBHOTO
HAJIATaHE, XHUIEPTEPMHS), HCPBHO-MYCKYJIHH HapylleHMs (Hamp., XuneppeQieKcus, JUNca Ha
KOOPIHHALIMSA) W/HIA CTOMAITHO-YPEBHH CHMITTOMH (Hamnp., rajieHe, NOBpbILaHe, THAPHA ).

AKO eIHOBPEMEHHO JIeYCHHE ¢ OYJIOKCETHH U APYTH CEPOTOHHHEPTHYHM JIEKAPCTBEHH CPEACTBA, KOUTO
MOTAaT [a MOBNUAAT HA CEPOTOHWHEPTHYHUTE H/UIH JONAMUHEPTHYHHTE HEBPOTPAHCMHTEPHA CHCTEMH, €
KIMHUYHO ONPABNaHO, C€ MpENophuBa BHHUMATENHO HaOMOAeHHE Ha MNalMEHTHTe, OcoDeHO NpH
3aroyBaHe Ha JIEUeHHEeTO M MOBHIIABAHETO HA J103aTa.

Kvam xanmapuon
Hexxenanvre peakuum Moxe Aa ca Mo-4€CTH TNMpPH €JHOBPEMEHHOTO MpHIMKeHHe Ha HekceTuH u
PacTHTENIHH JIEKAPCTBEHH NPOAYKTH, ChABPKAIIH s bat kKanTapHoH (Hypericum perforatum).

Mudpuasa

CpoburaBaHa € MMJIpHa3a, CBbp3aHa ¢ QyJIOKCETHH, 3aTOBa [peAnucsaHeTo Ha HEKCETHH Ha MAlUHEHTH ©
MIOBUIIIEHO BHTPEOUHO HAIATAHE WIM TAKHMBA ¢ [MOBMIIEH PHCK OT OCTpa TACHOBI'BIIHA ITlayKoMa TpsOBa
Zla CTaBa C BHUMAHHE.

Kpwsno namizane u copoeuna wecmoma

ITpy HAKOH MAUMEHTH NYJOKCETHH ce CBBP3Ba C MOBHUIIARAHE HA APTEPHUANHOTO HANATAHE H KIHWHHYHO
3HAaYMMa XHIIEPTOHHSA. TOBa MOke 1a C€ Ob/DKH Ha HOPAApeHeprHuHHA €(EeKT Ha AYyJIOKCETHH.
JoKknaasaHu ca Cilydad Ha XUIICPTOHHYHM KPH3H, 0cOOEHO NpPH HALHEHTH C YCTAHOBEHA XUIIEPTOHHA.
3aToBa MpH NALKUEHTHTE ¢ YCTAHOBEHA XMMIEPTOHUS W/HIH APYTO ChpAeUHO 3aD0INsABaHE, Ce MPENOpbYBa
npociesBaHe Ha KPBBHOTO HANATaHe, IO BPeMe Ha MMBPBHA Mecel] JieueHue. JlylokceTHH TpsadBa 1a ce
npwiara ¢ BHHMAaHHE [PH MNAIMEHTH, YHETO CBCTOAHHE MOXE Ja c¢ BJOWIHM OT [OBMIIABAHC HA
Chp/JCYHATa YeCTOTa Wid OT MOBMIIABAHE Ha KpbBHOTO HansraHe. JlynokceTwH TpsaOBa Ja ce MpHiara
BHUMATEIHO M C JICKAPCTBEHH MPOIYKTH, KOWTO MOrar Ja HapyllaT HeroBHs MeTadoau3bM. (BXK. TOHYKa
4.5). Tlp1 naleHTH ¢ DOCTOSHHO MOBHIIEHO KPBBHO HajisraHe Mopajgy [pheM Ha AyJIOKCETHH TpAdBa na
ce 0OCHIM MOHIKABaHe HA J03aTa WIM MOCTENEHO MpeKparsBaHe Ha nedeHuero (BK. Touka 4.8). Ilpu

NauyeHTH C HeKOHTPONHpPaHa XHIIEPTOHMS He TpAOBa Ja Ce 3anoyBa JieHeHHe ¢ AYJOKCETHH (BXK. TOUKa
4.3).




bvopeuno yepeocoare

[ToBHILEHH TUTa3MEHH KOHLEHTPALMK Ha AYJIOKCETHH ¢a HaO/II0laBaHK MPH MALHEHTH ¢ TEXKO 6B0peuro
yBpeXKAaHe, NOAIOKEHH Ha XeMOJHalnH3a (KPeaTHHHHOB KITHPBHC < 30 ml/min). 3a mauHeHTHTE ¢ TEXKKO
OnOpeuno yBpexnane BixTe Toyka 4.3. 3a uHGOpManHd MO OTHOIIEHHE HA MALHEHTHTE C JICKA [0
ymepeHa OL0peuHa nucyHKLMA BHKTE TOYKA 4.2,

Kpveousnueu

Jloknaneand ca cliydyad HA aHOMAJIHO KbPBEHE, KaTO €KXMMO3M, NMypnypa U KBEPBEHE OT CTOMAIIHO-
YPeBHNMA TPAKT TpM NpHEM Ha MHXMOMTOpPM Ha OOpaTHOTO 3aXBalllgHE Ha cepoToHHMHa (SSRIs) n
MHXHOHTOpH Ha o0O0paTHOTO 3axBaillaHe Ha cepoToHMH/HOopaapeHaMMH (SNRIS), BKIIOYHTENHO
nynokceTHH. Ilpenopbusa ce BHUMAaHME IpPH NALMEHTHTE TNpPUEMAlld AHTHKOATYJIaHTH W/ WM
NEKAPCTBEHH INPONYKTH, 33 KOMTO € M3BECTHO, Y€ MOBJIUABAT (YHKUMATa HAa TpoMOOLMTHTE (Hamp.,
HCIIBC wny auetuncandumioBa kucenuna - ACK), KakTo H NpH NaUMEHTH ¢ H3BECTHA TEHICHLIHA KbM
KbPBEHE.

IIpexvceane Ha aevenuemo

CHMIITOMHTE HA OTHEMaHE Ca 4eCTH NpH NPEeKbCBaHE HA JIEUEHHETO, OCODEHO B CITy4YaWTe, KOraTo
NPEeKhCBAHETO €€ H3BLPIOBA ps3ko (K. Touka 4.8). B KIHHHYHO IpOYYBaHE HEXEIaHH CHOMTHS,
HaOmonaBaHH NpH PA3KO MPEKBbCBaHE HA JICUCHHETO Ca AOKNAABAHM mpU Okono 44% OT MALHEHTHTE
nexkyBaHnu ¢ HexceTun u npu 24% oT naupeHTHTE NMpHeManu manebo.

PrckbT OT cHMOTOMH Ha oTHeMaHe, Habnmonapaad npy SSRI’s 1 SRNI’s Moke O# 3aBUCH OT MHOXKCECTBO
(paKTOpH, BKIIIOYHTENHO MPOAB/DKHTETHOCTTA B JO3HPOBKATA HA JICHEHUETO M CTENEHTa Ha HaMaliBaHe
Ha noszara. Hait-uecto Habmomasamute peakiuu ca noco4eHu B Touka 4.8. ODHKHOBEHO, TE€3H CHMIITOMH
ca JIeKU 10 YMEPEHU, BhIIpexH, Ye NPy HAKOU OT NALMEHTHTE Te MOXKe Zia ObaaT TeXKKH 110 MHTCH3UBHOCT.
Te 0OHMKHOBEHO BB3IHMKBAT B PAMKHTE Ha ITbPBUTE HAKOJIKO JHH OT MPEYCTAHOBABAHETO Ha JICYCHHETO,
HO ca JOKIaJBaHH H pedKH ClIydYau Ha TaKMBAa CHMIOTOMHM NpH MNANWEHTH, IPONMYyCHAIM 1033 HO
HeBHHMaHue. KaTo usno, Teaw CHMOTOMH Ca CaMOOrpaHH4aBallH ce H OOMKHOBEHO NpPeMHHABAT B
PaMKHTE Ha 2 CCAMMIIH, HO NMPH HAKOH WHIHBHAM, T€ MOXe Aa ¢a HaJiMuEe no-awiro (2-3 Mecena H
nopeuye). ETo 3amo, ce npenoppyuBa MNOCTENICHHO HAMAIgBaHe Ha J03aTa Ha OYJIOKCETHH IIpH
NPEYCTAHOBABAHE Ha JICUCHHETO B PaMKHTE HAa HE MO-MaJIKO OT 2 CEAMHIM, B 3aBHCHMMOCT OT
NOTpeOHOCTHTE HA NMaLHeHTa (BXK. TO4Ka 4.2).

Xunonampuemus

[Ipu npunarane Ha HekceTuH e cbo01aBaHa XHUMOHATPHEMHS BKJIIOUUTENHO CIy4YaH ChC CEPYMEH HATpHH
no-H|cHK o7 110 mmol/l. XunonatpueMusaTa Moke f1a ce AB/HKH Ha CHH/IPOM Ha HEAJCKBATHA CEKPELNA
Ha antaauypetrdeH xopmoH (CHAJIC). TMoBedero ciaydad Ha XMITOHATPHEMHA ca ChOOINABaHH MpH
NALHEHTH B CTapUecKa BB3PacT, 0COOEHO B KOMOHHALHA CHC CKOpOLIHAa aHaMHe3a 33 HIM HalnW4Me Ha
CBhCTOAHME, IPEAPARNMONAralll0o KbM HpOMEHH BLB BoOHHMA Oananc. Heobxomumo € BHHMaHHE IIpH
NAlHEHTHTE € TIOBHUWIEH PHCK OT XHMIIOHATPHEMHS; KATO TAKHBA B CTAPYECKa BB3PAcT, MALMEHTH ¢ IMPO3a,
ACXHAPATHPAHH MALMEHTH WM MALUCHTH HA NTEYCHUE ¢ JUYPETHLM.

Henpecus, cyuyuonu muciu u nogeoenue
Benpeku, ye HekcerHH He € mokasaH 3a JiedeHME Ha JIENPEeCcHsA, HErOBOTO AKTHBHO BEIUCCTBO
(IynokceTHH) MPUCHCTRA CBHUIO B CIHMCHKA KATO JIEKAPCTBEH MPOAYKT — aHTUAenpecanT. [enpecusara e
CBBP3aHA ¢ YBEJIUYEH PUCK OT MHCIIM 33 CAMOYOHICTBO, CAMOHApAHABAHE WIH CAMOYOMHCTBO (CYHLM]I-
CBbp3aHM cBOUTHH). TO3M PHCK NEepcHCTHpa, AOKATO HACTBIM 3HAYMTENHA peMmHcnd. T»H Karo
NOJOOPEHHETO MOKE A2 HE HACTHITH 110 BpeMe Ha ITHPBUTE HAKOJIKO WIH IOBEYES CEAMHIIN Ha JICYRHHETO,
nauueHTuTe TpadBa na ObaaT HaOMIOJZABAaHH BHMMATEJHO JAO HAcThIBAaHE Ha T&K &ﬂﬁ

BeeoOln, kKiIMHAYEH OMMT €, Ye PHCKBT OT caMOyOMICTBO MOKEe Ja HapacTHE B p.
BL3CTaHOBsABaHE. [lallieHTH ¢ aHaMHe3sa 33 CYHMUHO-CBBP3aHH CBOMTHA WIH Ta4




3HAYUTEHA CTEMeH HAa CYMUMAHN MHC/IM OPeJd HA4Yai0TO Ha JICYEHHETO, € H3BECHO, Y€ Ca ¢ MO-BUCOK
PUCK OT CYMLIMIHH MMCJTH WIH CYHLHJIHO NOBeAeHHe U TpaOBa Aa molyvaT BHHMAaTeHO HaOmoAeHHe no
BpeM€E Ha JiedyeHWero. Merta-aHamn3 ot ruialedo KOHTPONMpPaHK KIHHWYHH HM3IHIBAHHA C JICKAPCTBEHH
NpOAYKTH - AHTHACMPECAHTH TIPH MCHXMYHH 3a00NgBaHUs IOKa3Ba YBEJHYCH PHCK OT CYHHUIHO
MOBEACHHE IIPH AaHTUETIPECAHTHTE B CpaBHEHHE ¢ IU1a11e00 NPH NalMeHTH Mo 25 roJHIIHA Bb3PacT.

Cny4yaH Ha CYHUWIHHA MHCIIM W CYHLUUMAHO INOBEACHHE €3 JOKJIAJABAHHM IO BpeME Ha JIEUCHUETO ¢
TYJIOKCeTHH WIH CKOpPO Clejl MpeycTaHOBiBaHe Ha neuendero (Bx. Touka 4.8). Jlexapure Tpsabea aa
HachbpYaBaT MalMEeHTHTE Ja ChOOLIAaBaT 3a BCHYKHW MpPa4YHH MHCIH WIH YyBCTBA WIM ACNPECHBHH
CHMIITOMH 1O BCAKO BpeMe. AKO Mo BpeMe Ha JieueHneTo ¢ HekceTHH, mauMeHTa CTaHe TPEBOXKEH WK
pazBHE CHMIITOMH Ha ACTIPECHA, € HEOOXOIHMa CNCLHaIK3MpaHa MeJMLIMHCKA KOHCYITalud, ThH Kato
ICPECHATA € CEPUOIHO MEIHIUHCKO CHCTOSHUC. AKO €€ B3eME PCIIeHME 32 3anOuBaHC Ha JCUCHME C
aHTHJIETIPECAHTH, C€ MpPEToPBhYBa TIOCTENEHHO NpeycTaHoBsBaHe MpHema Ha HekceTHH (BK. Touka 4.2).

Ynompeba npu deya u onowu noo 18-200uwuina evipacm

HekceTrH He TpaOBa 1a ce M3MON3BA 3a JEYEHHE HA JI€lia ¥ FoHOIM noy 18-roaummHa pe3pacT. CyHUHMIHO
nopefieHHe (KaTO ONHTH H MHCAH 3a camMoyOuiicTBO) H BpaxaeOHOCT (IIpeaHMHO arpecus,
NPOTHBOIIOCTABAHE H IHAB), Ca HaOMONABaHH MO-4€CTO B KIMHHUYHHM [POYYBAHHA TPH Jela ¥ IOHOIIH
JICKYBAHU ¢ AHTHIAETIPECAHTH, B CPaBHEHHE C TE3H MpHEeMATH Tuiauefo. AKO, B3 OCHOBA HA KIIMHHYHA
HyK/13, HE3aBUCHMO OT TOBa C€ B3eMe pellleHHE 3a JieyYeHHe, TIaLMeHTHTe TpaOBa BHUMaTenHO /1a Obaar
OpOoC/ICASBaHH 32 [0ABA Ha CYHIMAHH CHMIOTOMM. B z0mbiiHEHHE, npu Jella H IOHOLUH JIHIICBAT
ObITOCPOYHU NPOoyuBaHUA 3a 0€30MacHOCT MO OTHOLIEHHE HA pacTeXa H Chb3pPABAHETO, KAaKTO H
KOrHUTHBHOTO PAa3BUTHE U TIOBEACHHE.

Jexapcmeenu npodykmu, CoOBPIHCAtU OYIOKCECMUH

JIyNMOKCETHH ce M3MON3Ba MOJ Pa3IHYHA ThPrOBCKH MapKH 33 HAKOJNKO NMOKa3aHUs (JiedeHHe Ha AHa0eTHa
HEBpONaTHa OONnkKa, rofaMO IEMpPEeCHBHO pPasCTPOMCTBO, TEHEPATH3IHpPaHO TPEBOXKHO PasTPOHCTBO H
YPHHHA CTpeCc MHKOHTHHeHLMs). Tpsaba na ce w3bsarea ynotpebata Ha moBe4ye OT €AMH OT TE3H
MPOAYKTH.

Xenamum/nosuwienu yepHoOpobnu enzumu

Cro0OIIAaBaHH Ca CIy4an Ha 4YepHOAPOOHO YBpexKIaHE, BKIOYHTEIHO 3HAYHMTE/IHO TOBHIICHHE Ha
yepHOApoOHUTE ¢H3MMH (>10 TBTH ropHaTa rpaHMLIA HA HOPMATa), XENIATHT H JKBJITEHHLA, C JyAOKCETHH
(ex Touka 4.8). TloBeyeTo OT TAX HacTEHIBAT MO BpeMe HA MbPBHTE MECEIM JICYCHHE. XapaKTepbT Ha
YepHOAPOOHOTO YBpexJIaHe € NpeauMHO XemaTollenynaped. Jynoxkcermn TpabBa na ce W3MOJ3BA C
BHHMAHHE NPH DallMeHTH, JIEKYBAHH ¢ ApYIH JIEKapCTBEHH NPOAYKTH, CBBP3aHH ¢ YBPEKAaHE HA YCPHHA

apo0.

Axmyanuzayua/ncuxomomopro 6e3noxoticmeo

Vnotpebara Ha AyJAOKCETHH Ce€ CBBP3Ba C PA3BMTHE HA AKATH3HA, XapaKTepH3Hpalla ¢e ChC CyOeKTHBHO
HETIPHATHO MM M3TOIIUTENHO Oe3MOKOWCTBO M HY)KAAa OT 4YecTo ABHWKEHHE, CLIPOBOACHO OT
HecriOCOOHOCT 3a celleHe M CTOCHE Ha elHO MscTo. ToBa € MO-BEpOSTHO Aa CE NPOSBH B PAMKHUTE Ha
NBPBHTE HAKOIKO CeAMHUM OT JiedeHHEeTO. JlpH mauWeHTH, KOHTO MOJy4aBaT TE3H CHMITTOMH,
NMOBHILABAHETO HA A03aTa MOXKeE /a Oblae BpeaHo.

Cexcyanna ouchyuxyus
CeneKkTUBHUTE WHXMOMTOPH Ha oOpaTHOTO 3axBalliaHe Ha ceporoHuMHa (SSRIS)/MHXHOMTOpPHTE Ha
oOpaTHOTO 3axBalllaHe Ha CepoTOHHMHAa M HopaapeHanuHa (SNRIs) morar na npuYMHAT CHMITOMH Ha
ceKcyanHa JuchyHKIMYg (BXK. Touka 4.8). MMa crobinenia 3a NpOAB/DKUTEIHA CEKCY. HA,
NIPH KOATO CHMITTOMWTE NIPOIBJDKABAT BHIIPEKH NIPeKbCBaHeTO Ha npuema Ha SNRIL




3axaposza

HekceruH TBBpAM CTOMALIHO-YCTOHYMBH KanCyJd ChIbpKa 3axaposa. [[alHMEHTHTE ¢ peakH
HACNECTBEHH IPOOIEMH, KATO HETIOHOCHMOCT KBbM (ppyKTO3a, [IIOKO30-TATaKTO3Ha MaslabcopOLms HiH
3axapa3o-u3oMainTaseH aeduuuT, Re TpaOBa 1a MpUeMar TOBa JIEKapCTRO.

4.5. BiauMoACHCTBEHE ¢ APYI'H JIEKAPCTBEHH NPOXYKTH H APYrH ¢GOpME HA B3AHMO/IEeHCTBHE

Huxubumopu na monoamunooxcuoazama (MAQO-unxubumopu).: 1lopagy pUCK OT CEPOTOHHHOB CHHAPOM,
ayNoKceTMH He TpAbBa Aa ce npwiara B KoMOHHanms ¢ HeCeNneKTHBHH HeoOpaTHMH MHXHMOMTODH Ha
MOHO-aMUHO okcupaazata (MAQO-uHXHUOHUTOpH), MIM B paMkKuTe Ha Hail-mManko 14 gHM  oT
NpEyCTAHOBABAHE Ha JiedeHHeTro ¢ JageH MAQO-pHxuOurop. BB3 ocHoBa Ha €ITMMMWHALMOHHHSA
MOTYKHBOT Ha AYJIOKCETHH, € HeOOXOAHMO [a U3MHHAT Hail-Malko 5 JHW cnen crHMpanHe Ha HekceTHH
IPEeAU 3aro4BaHe Ha ynorpedaTta Ha onpeaeneH MAQO-uaxubHTOp (BXK. TO4Ka 4.3).

He ce mpenopbvuea enHoBpemeHHata ynorpeba Ha HekceTHH cb¢ cenektueHM o0paTHMH MAO-
HHXUOUTOpPH, KaTO MOKIOOeMH, (B, TOYKA 4.4). AHTHOHOTHKBT JIMHE30JIHA € 00pPaTHM HECCICKTHBCH
MAQ-uaXHOHTOp ¥ He TPAOBA ja ce AaBa HA MAIMEHTH, NeKyranu ¢ Hekcerun (Bk. TouKa 4.4).

Huxubumopu mna CYPIA2: Toi xato CYPIA2 BkmoueH B MerabonuamMa Ha JYJIOKCETHH,
eIHOBPEMCHHOTO TpWIokeHHe Ha HexcerHH ¢ MomHH uHxuOMTOpH Ha CYP1A2, 00HKHOBEHO BOAH 10
MO-BUCOKHW KOHLEHTpauWH Ha AynokceTHH. OmyBokcamuH (100 mg BenHBX AHEBHO), KOWTO € MOUICH
HHxHOuTOp Ha CYP1A2, HaMmanssa MNpHBHIHMA IUIasMeH KJIHPBHC Ha JTYJIOKCETHH ¢ Okono 77% wu
noeuinasa AUCO-t 6 nymi. Eto 3amo, Hekcernn He TpabGpa Ooa ce mpunara B KoMOHHaLMs ¢ MOLLHM
uaxubuTopu Ha CYP1 A2, karo ¢umyrokcamuH (B, Touka 4.3).

Jexapcmeenu npodyrmu, oecmemiyu ¢opxy LIHC. Tlpenoprupa ce MOBHINEHO BHUMAHHE TIPH IIpHEMa Ha
HekceruH B komOHHaumMa ¢ apyrH, ACHCTBAIH BBPXY ILIEHTPAlHaTa HEPBHA CHCTEMA JICKAPCTBCHH
NPOAYKTH WIB CyOCTAHIMM, BKIOUHTEIHO &JIKOXOJI MW CEeNAaTHBHH JICKApPCTBEHH TMPOJYKTH
(OeHz0Ma3eNMMHU, MOP(OHHOMUMETHLIM, AHTHIICHXOTHUIH, (peHobapOuTan, cefaTUBHA aHTHXHCTAMHHH).

Cepomonunepzuynu aexapcmgenu cpeocmea: B peakm ciyyad, ¢ cboOmasaHO 3a TOABaTa Ha
CEpOTOHHHOB CHHAPOM TipH nanueHTH, xouto mnpueMaT SSRIS/SNRIs eaHOBpeMeHHO CbC
CEePOTOHMHEPTHYHHU JIEKAPCTBEHHM cpejCTRBa. IIpenophyBa ce MOBUIICHO BHHMaHHME, akO HekceTHH ce
M3M0/I3Ba €IHOBPEMEHHO CbC CEPOTOHMHEPrHYHH JekapcTBeHH cpenctBa kato SSRIs, SNRIs,
TPHLMKIMYHA aHTHICTIPECAHTH Karo KIOMHUNpPAaMHH HIH AMHTPHNTHIHH, MAOQO-UHXMOHTODH, Karo
MOKI00eMHT WIH NUHE30MHA, XBIT KaHTapuoH (Hypericum perforatum) wnd TpHNTaHH, TpaMaJodn,
ETHAUH U TpUNTOGhaH (BXK. Touka 4.4).

Egexmu na oyaoxcemun 6vpxy Opyau JeKapcmeen HpooOyKmu

JlekapcTBeHH NpOAYKTH, MeTabomusnpann or CYP1A2: B kiMHHYHO npoyuBaHe, (papMaKOKHHETHYHHTE
CBOMCTBA Ha Teo(MIMH, KoiTo e cybctpat Ha CYP1A2 He ca ce DOBNMANM 3HAYHTEITHO OT
€ THOBPEMEHHOTO NMPHJIOKEeHHE Ha AyJiokceTHH (60 mg 1Ba MbTH AHEBHO).

Jlexapcmsenu npooykmu memaboausupanu om CYP2D6: JlynokceTnH e yMep€H HWHXHMOHTOP Ha
CYP2D6. Koraro nynokceruH ce mpuiara B foza ot 60 mg ABa OBTH AHEBHO ¢ €AMHHYHA 7033
nesunpamud, CYP2D6 cyGcrpar, AUC Ha pesunpamuH ce yBenH4aBa 3 mbTH. CBBMECTHOTO

S-XUAPOKCHII METADONHT, NopagH KOCTO HE ce MpenopbuBa NPOMAHA HA 1032
BHHMAaHHE MpU €HOBPEMEHHATa ynoTpedba Ha AYJNOKCETHH C JICKAPCTBEHH NPOXYK



ce mnpeaumuo uepes CYP2D6  (pucnepupon, TpuuukaMuHH  aHtugenpecantH  [TLHA[]
KATOHOPTPHNTHINH, AMUTPUNTHIAH W MMHUIIPAMUH), B CIy4aid, Y€ MMAaT TECE€H TepaneBTHYEH HHIEKC
(kaTo ¢riexannna, nponadeHOH H METPOTIPOJION).

Ilepopannu xonmpayenmueu u opyeu cmepouonu npenapamu. Pe3ynraTHTe oOT in vifre Npoy4BaHHA
NOKa3BaT, 4e¢ AYyJOKCETHH He BOAM A0 KaTtanuTHuHO akTHBHpaHe Ha CYP3A. CneuMduuHH in vivo
IIPOYYBaHHs BEPXY JIEKAPCTBEHHTE B3aUMOJCHCTBHA He Ca MPOBESXKAaHH.

Anmuroazynanmu u aumuazpezanmu: H3UCKBA Ce MOBHUIGHO BHUMAHWE, KOraTo AYNOKCETHH C€
KOMOWHHMpa C OPANTHH AHTHKOATYJIAHTH MJIM aHTHATPETAHTH MOpatH MOTEHLMANIEH PHCK OT KBbpBEHE,
KOETO MOXe€ Aa ce OOSCHH ¢ (apMakoaMHaMHuHO B3auMoaeikcTBde. OCBeH ToBa € CBOOINABAHO
NOBUINAaBaHEe Ha croiHocTHre Ha INR, korato Ha nanueHTH, NEKyBaHM ¢ Bap(apHH, c¢ TpHIara
€THOBPEMEHHO IYJIOKCETHH. BCe Mak, €QHOBPEMEHHOTO IIPHIaraHe Ha IYJIOKCETHH M Bap(apHH Ha
37PaBH ZOOPOBONILH, KATO YACT OT KJIIHHHYHO ()apMaKOIOTHYHO NpOYYBaHe, TIPH CTALMOHAPHO ChCTOSHHE
HE BOJM 10 KIMHWYHO 3Ha4KMMa NpomsaHa B INR cnpsMo U3X0AHOTO HHBO HWIIM BBB (PApMaKOKHHETHKATa
Ha R- unu S- papgpapun.

Egexmu na opyeu aexapcmeenu npodykmu 8bpxy OyIoKcemun

Anmuayuonu rexapcemea u H2 aumazonucmu: CBBMECTHOTO NPIWIOKEHHE HA AYJIOKCCTHH ¢ aHTHAIIMIY,
ChAbpPKAINW aTYMHHHM M MAarHe3dil, WiH Ha JyJOKCeTHH ¢ (aMOTHAMH, HAMA 3HA4YMM e(ekT BbpXY
CKOpOCTTA HIM CTEeNEHTa Ha pe3opOus Ha MyTOKCETHH cliell MPWIOKEHUe Ha 1033 0T 40 mg rnepopanHo.

Huoykmopu na CYPIA2: llonmynailMOHHH (apMaKkOKWHECTHYHH aHAJIHM3H MOKA3BaT, Y€ MYLIayHTe HMAaT
no4td 50% 1o-HUCKH NJIa3MEeHH KOHLEHTPALWHA Ha JTyJIOKCETHH, B CPABHEHHE C HETIYILRYMTE.

4.6. @eprHIHTET, OpeMEHHOCT H KbpPMeHe

Depmunumem
B npoyuBaHMsA Npy KHBOTHH JYJIOKCETHH HAMA €(peKT BhPXY (PepTHIHTETA NPH MEXE, a CPEKTHTE MpH
’K€HH OUEBHAHO Ca CaMO B A03U, KOUTO NPHYHHABAT TOKCHYHOCT 3& MaWKaTa.

bpemennocm

[1poyuBaHusaTa IIpH XKHBOTHH MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT MPH HHBA HA CUCTEMHA €KCINO3HLIHS
(AUC) Ha AyNnoKCETHH NO-HKCKH OT MAaKCUMAJIHMIE B KIWHHYHATA TIpakTHKa (Bxk. Touka 5.3). [pe
roneMu obcepsaunoHHd nipoyysaHus (eaHo ot CAIIL, Bkmouraio 2500 6GpeMEHHH, ¢ €KCMNO3HIKMA HA
JAYJAOKCETHH 1IIpe3 MBPBHA TPHMECTBP, H eaHo oT EC, sxmoupame 1500 OpeMeHHM ¢ €KCNO3HLHMA Ha
OYJOKCETHH IMpe3 NBPBUS TPUMECTbpP) He Ipeamnonarat OOl NOBHIIEH PHCK OT TOJEMH BPOACHH
MangopMalMy. AHAIM3LT HAa KOHKpPEeTHH MandopMaliy, KaTo ChpAeYHH Mandopmaumu, [OKaspa
HEYODSIUTENTHH pe3yJITaTH.

B mpoyusanero ot EC e HanpaBeHa Bpb3ka MeX/y €KCIO3MIMATA Ha AYJOKCETHH Ha MaWKara 1o BpecMe
Ha HaMnpeHana 6peMeHHOCT (o BCAKO BpeMme oT 20-Ta recrallMOHHa CEIMHLA JI0 paXKJaHETO) ¢ NOBHINEH
PHCK OT MpPeKAEBPEMEHHO paKAaHe (MO-Manko OT 2 NbTH, KOSTO NMPHOMH3HTENHO CHOTBETCTBA Ha 6
AOITBJIHUTEIHY TIPEXIAECBPEMEeRHH paxkaaHus Ha 100 >xenu, Ha TepanmMia ¢ AYJIOKCETHH B HamnpeaHana
OpemenHocT). [To-ronamara yacT € Bb3HHKHANA MEXKTY 35 W 36 rectallMOHHA ceaAMHLA. Tazu BpB3Ka HE €
Habnroasana B npoyusanero ot CAILL

AMEpUKaHCKH AaHHH OT HaGIIOfeHHd MPEAOCTaBAT AOKA3ATENCTBA 33 MOBHIIEH PUCK (MO-MaJIKo OT 2
ITbTH) OT MOCIEPOAOBO KPHBOTEYEHHE CJi€]] €KCTIO3HIMA € AYJIOKCETHH B PaMKHTE
pasKIaHETO.




EnuaemMuoaorHysarTe JaHHK Opeanonarar, ye ynorpebara sa SSRIs nmo speme Ha 6pemennoct, ocobexo
B HanpeaHana OpeMEHHOCT, MOJKE Ja MOBHIIM PUCKA OT NEPCHCTHpAIlld IyJIMOHAIHA XMIICPTOHHA NIPH
gopopogenoro (IITIXH). Makap B HUKaKBH MpOyuBaHMs Aa HE € M3cneiBaHa Bpb3kara Ha IINIXH c
nedeHnero ¢he SNRI, To3H MoTeHIMAaneH pucK He Moxke 13 Oble U3KIIOUeH MpH TyJOKCETHH, B3EMaHKH
noj BHHMaHHEe CBBbP3aHHd MEXaHW3IBM Ha JeHcTBHe (MHXHOHpaHe Ha oO0parHOTO 3axXBallaHE Ha
CEPOTOHHH).

[IonoOHO Ha ApyrMTe CEpPOTOHEPrHYHH JIEKAPCTBEHH NPOAYKTH, CHMITOMH Ha OTHEMaHe MOrar Ja ce
HAaOJIFO/1aBaT NpH HOBOPOLEHOTO, CE/ NpPHEM Ha OYJOKCETHH OT MaiikaTa B MEPHOJA OKOJIO TCpMHHA.
CHMNTOMHTE Ha OTHEMaHe, HaOMOAaBaHU TPH AYJIOKCETHH, MOXe Aa BKJIIOYBAT XHIIOTOHHMSA, TPEMOP,
HEPBHOCT, 3aTPYJHEHHA B XpaHEHeTO, PEeCHHpaToped HAUCTpec H repdope. IloBeuero crnydaH ca
HabJIIONAaBaHH WIH NPH PaXKIAaHETO, HITH B TCUCHUE HA HAKOJIKO JHH Cieli paKAaHeTo.

Hexcerun TtpadBa na ce mpunara npH OpeMEHHOCT, €aMO ako I[IOTEHLHa/HaTa ToN3a onpaBAaBa
NOTEHIMANHHA PUCK 3a M1oaa. JKeHure TpabBa na 6bAAT CHBETBAHM JIa YBEIOMAT CBOA JIEKap, ako ca
OpEeMEHHH WM TUIaHUPAT OPEMEHHOCT 110 BPEME Ha JIEICHHETO.

Kvpuene

JIyJIOKCETHH c€ OTAEIA B MIAKOTO Ha KbPMELIMTE XKEHH ChBCeM ¢1abo, Ha Ga3ata Ha NMpoy4vBaHE MpH 6
IANHEHTKH ¢ laKTalHia, KOUTO HE ¢a KbPMHUIHM CBOHTE JELA. Hpnﬁnmmeﬂﬂa’ra NeTCKa JHERHAa J03da Ha
baza mg/kg e npubmmsurento 0,14% or nosara Ha Maiikara (Bxk Touka 5.2). Twil kaTo DezonmacHocTTa Ha
IyJNoKceTHH mpu Oebera He e ycraHoBeHa, ynorpebara Ha HekceTwH no speme Ha KbpMeHE HE C€
MPESMOPHYRA.

4.7. EdexTHn BbpXy ciocoOnOCTTA 32 mojpupane 7 paboTa ¢ MAIIHAN

He ca m3BbpmiBaHM MpOYYBaHWS BHPXY cnocoOHOCTTa 3a wogHpaHe H pafora ¢ MalkHH. HekceTHH
MOXe Ja ObAe CRBp3aHa Chbe ceupaHe U 3aMasHOCT. [lanHeHTHTE TpAOBa Na OBAAT yBeaOMABaHH, Y€ aKO
M3[MTBAT CEAHpaHEe WM 3aMasdHOCT, TpAOBa Ja M30ArBAT IMOTEHIIMAIIHO PUCKOBH JICHHOCTH KaTo
wodupaHe Wik paboTa ¢ MalllUHMU,

4.8. Hexenanu JJeKAPCTBEHHA PEAKIHH

a. Pestome na npoguna na bezonacnocm

Haii-uecTo cnobuiapaHuTe HexkenaHM ¢LOMTHA TIPH TIALMEHTHTE, JIEKyBaHH ¢ HEKCeTHH B KIHHHUYHM
NPOYUYBaHUs BBPXY CTPeC MHKOHTHMHEHUHMS Ha YpUHATa WIM APYrH HapyuieHdWs Ha JA0JHHA OTAe] Ha
NUKOYHATa CHCTEMA ca OWIM rajigHe, CYXO0Ta B YCTATA, yMOpa ¥ KoHcTHnaums. [laHHWTe OT ananu3a Ha
yeTHpd |2-ceaAMHYHH, NIaUebO-KOHTPOIUpPAHH KIMHMYHHM TPOYYBAHHA M[pA NALHCHTH CbC CTPEC
MHKOHTHHCHLUMA Ha YPHWHara, BKUTIOUBaluM 958 maupeHTa JIEKYBaHHM ¢ JYJIOKCETHH B 955 ManMeHTa
npHeMand 1ianebo Mokaspa, Y€ IOSBaTA Ha HEKENaHWTe ChOHTHUA OOMKHOBEHO Ce€ € ChCToANna Nnpes
NbPBATa CEAMHIA OT JICHEHHETO. [To-roisiMa JacT OT Hail-4eCTUTE HeXKeNlaHH chOMTHA, obaye ca JICKH a0
YMEPEHH M OT3BY4aRAT B paMKuTe Ha 30 AHH OT TAXHaTa noaea (Hanp., ragexe).

6. Pestome Ha nedxcenanume gexapcmeeny peakyu, hpedcmasero 6 mabauya
Tabnuua | mokassa HeXeNaHMTe peakildd, HaOMIONaBaHH TIPA CIIOHTAHHH CHOOHICHHA H rauebo-
KOHTPOJIMPAHH KJTHHUYHM MTPOYUBAHMA.

Tabnuua 1: Hexenanu peakiyu

OueHka Ha 4eCTOTaTa ca ONpejeSieHH Karo: MHoro dectd (=1/10), wectd (=1/100 no
(=1/1 000 po <1/100), peaxu (>1/10 000 no <1/1 000), maoro peaxu (<1/10 000).




[IpH BCAKO CPYNHpPAHE B 3aBHCHMOCT OT Y4ECTOTaTa HexkenaHuTe ¢PEeKTH ca MPECTABCHH B HU3XOAALI pe,
MO OTHOLICHHE HA TAXHATA CEPUO3HOCT.

MHoro 4ecTH YecTH HeuecTH Peaxn MHuoro peakn
Hudbexyuu u unchecmayuu
JIApUHIHT
Hapywienus na umynnama cucmema
Hapymienns, ABagunakTHyHa
CBEP3aHH ChC | peaKkius
CBPBXYYBCTBHTEIHOCT
Hapywenua na endoxpunnama cucmema
XHIMOTHPEOHANUZBM
Hapywenus na memabonuzma u xpanenemo
Hamanen anerut | Hdexuapatamus XUnepriinkeMusl
(moxstagBaHa
ococOeHO npU
NaHeHTH-AHA0eTHLIH )
XHIToHaTpUeMHA
CHAJIC®
Hewxwvenu napyutens
HHecoMuUA BpykcH3BM CyHuuaHo
Br3byna HezopueHTams MmoeeaeHue’®
Hamaneno Anarus CyHiuaHa uaeanus>’
nubuao AGHopMmeH oprazbM | Manms®
TpeBoKHOCT JIpKH cBhHUILLA XamoLHHaH
Hapyuienue Ha BpaxxzebHoct u
CHHS rugp?*
Hapywenus na nepsnama cucmema
[nasoGonue HepsrocT CepoTOHHHOB
3aMagHOCT Hapymenne Ha | CHHAPOM®
Jletaprus BHHMaHHETO Koueyacuu'®
ComaonenTHoct | Jucreysus Muoknonus
Tpemop JlJomo kadyecTBo Ha | Akatwims®
[Tapecresus CBHHSA [1CUXOMOTOPHO
besnoxoiicTBo®
ExcTpamMupaMiIHH
CHMITTOMH®
JIMCKHHE3HA
Cuugpom Ha
HECIMIOKOHHHUTE KpakKa
Hapyvuenus na ouume
3aMBIIIEHO Muapuaza ['naykoma
BHXKAAHE Hapymenue HA
3PEHHETO

Cyx0Ta B OYHTE

Hapywenusa na yxomo u rabupunma

Bepturo

IlIyMm B ymure'
bonka B yX0TO

Cepoeynu HapyueHus




[lannHuTalun

Hanxamepna aputMus,

Taxuxapaus rTABHO  MPEACHhPAHO
MbKIeHe®
Cos006U HAPVIUEH S
Xuneprouus®’ Cunkon’ XuneproHHyHa Kpu3a’
3avepBsiBaHe [lopuimeHo  kpbBHO | OpTOCTATHYHA
HansAraHe’ XHIOTOHUA
[lepudepHa
CTYACHUHA
Pecnupamopuu, 2pb0HU U MEOUACMUHANHY HADVULEHUA
[TpossaBaHe Hanpexenue B
I'bPIAOTO
Enucrakcuc
HurepcTHiMaHa
6enonpobua Gonect!?
Eo3snHOdITHA
[THEBMOHHA®
CmomMauiHO-4peeHt HapyuteHus
['aneHe Huapus CromamHo-4peBeH XeMarToxeszua
Cyxorta B ycrata | Kopemnua 6onka | KpbBOU3IHB’ MHUKpPOCKOIICKH
Koncrtunauus [Torpwluane TacTpoedTepur KOJIHT’
Jucnencus CToMaTHT
Opursane
["acTpur
Hucdarus
Mereopussm
Jlom 1uX OT ycTarta
Xenamo-Ounuapuu HapyuieHus
Xenartur’ YepHoapobOHa
Iloeuienu HEOCTATHYHOCT®
yeproapoOHu emzumu | XKonrenuuna®

(ALT, AST, ankanHa

docdaraza)
OcTtpo 4epHOAPOOHO
YBPSXKAAHE

Hapywenua ra xoocama u ROOKONCHAMA MbKAH

3acuneno norese | O0pur CunapoM Ha Stevens- | KoxeH

HomHo u3nortsgeane Johnson® BACKYJIHT
YpTukapus AHTHOHEBPOTHYEH
KoHTaKTeH iepMaTuT | OTOK®
Crynena nort Peakipuu Ha
3acuneHa TeHAECHLMA | (POTOUYBCTBHTEIHOCT
3a roABa Ha
XEMaTOMH

Hapywenua na myckyiano-ckeiemuama Cucmema u CbeOUHUmeIHama muvKan

MycKkynHO-CKeneTHa
Oonka

MycKynHo
HAMPEKCHHUE

Ha

[Torpeneane
MYCKYJTH




MycKylieH cnasnM
Tpuzmyc

Hapywenus na 6w

bOpeyume u NUKOYHU

me Homuwa

3arpyaHEeHo
YpHHHpaHe

HAusypun

Hukrypus

YecTO ypHHHpane
[IpoMeHeH mupHC Ha
ypuHara

3aabpikade Ha ypuHa®

Ionuypus
Hamanena quypesa

Hapywenua na svsnpouzeodumennama cucmema u 2epoama

I ' MHEKOJIOrHaHO
KbPBEHE
Menonaysannn
CHMITTOMH

MeHcTpyanHu
HapyLICHHA

I anakropesn
XUneprnpoIakKTHHEMHS
Iocnepoaoro
KpbBOTEUECHHE®

Qbwyu Hapyuienu

u ehexmu Ha MACH

OMO HA NPUAOHNCEHUE

Ymopa

ActeHns
Brpucane

Bonka B repaute’
[Tpunagpua®
AOHOpPMHH ycelaHUA
UyBCTBO 3a CTY]
Kaxna
Hepaznonoxenue
YyBCTRO 3a TOIJIMHA

Hapyiienns B
MoxoaKaTa

Hicneosanus

[loHmxKeuue Ha
TEer;I0TO
I[loxauBane

TEernoTo
VY erenH4yaraHe Ha

XOJIECTEPOIa B KPbBTA
[TopuilIcHHE Ha
KpeaTHH
(pochokuHazaTa B
KPBBTA

Ha

I[ToBHIlIcHHEe HA KATHA
B KPBBTa

' Ciyyan Ha KOHBYJICHH H CAYYaH Ha LIYM B YUIMTE ca ChOOIABAHH U ¢Jlell NPEKBCBaHE Ha JICHCHHETO.

? Cnnydau Ha OPTOCTATHYHA XHIIOTOHHA M CHHKOII ¢a CHOBIIABAHN 0COGEHO B HAUANOTO Ha JISUEHHETO.

3 Brokcre Toyka 4.4.

* Cnyuan Ha BpakaeGHOCT M FHAB ca ChOOIIaBaHH OcOOEHO B HAHANOTO HIHM Cllel NPEKbCBaHE Ha
NEYSHUETO,

> Criyyau Ha CYHLMIHA HACALHS M CYWLIHAHO NOBEACHHE Ca ChODIIABAHM MIPH JICUEHHE C TYNOKCETHH HITH
CKOpPO ciie[ NMPEeKbECBaHe Ha JICYEHHETO (BXK. TOYKA 4.4)

® YecroTarta € M3UHCIIEHA OT HEXENAHUTE PEAKIHH, ChOOLIEHE P NOCTMAPKETHHTOBOTO HabodeHHE;
He ca HaOMOJaBaHH B TWIane00-KOHTPOIHPAHH KIIHHHYHH H2IIHTBAHHS.

" He e craTuCTHUYeCKH CHrHAGHKAHTHO pasjliyHa oT Iianefo.

® [IpMnaBUMTE Ca HO-YECTH NPU MAITUEHTH B CTApyuecka BL3PacT (BB3pacT =65 roauHm).

? JecTOTaTa € H3YHUCIIEHA Bb3 OCHOBA HA JAHHH OT BCHYKH KITHHHYHH H3[THTBAHH.
“Yecrorara € H3uKcnena B»3 OCHOBA Ha m1aLEe60-KOHTPONAPAHH KITHHAYHH W3ITUTB




6. OUnucanue Ha u36panu HeXCENarnU eKaPCMEEHU Pearyiu

ITpekpaTaBaHeTO HA AYJIOKCETHH (OCODEHO KOraro € BHE3aIlHO) 4eCTO BOAM 0 CHMIITOMH Ha OTHEMaHe.
JaMaliBaHe, CCH30PHH HapylleHUs (BKIIOUMTEITHO TIapecTe3ns WiTH ycelllaHuA, MoJ00HH Ha MpeMHHaBaHe
Ha €JIEKTPHYECKH TOK, 0coOeHO B 00acTTa Ha TJlapaTa), HADYIMICHHS B ChHA (BKJIIOYHTEIIHO OC3CHHHE H
MHTCH3UBHO CHHYBaHe), YMOpPa, COMHOJIEHTHOCT, BB30y/la WM TPEBOKHOCT, rajleHE W/HIH MOBPBIIAHE,
TPEMOD, [IaBOOONHE, MHAITHA, Pa3APA3HHTCIHOCT, IHAPHA, XHIICPXHAAPO3a H CBETOBBPTEK Ca HaH-YECTO
cBhOOIABAHHTE HESKETAHH PEaKITHH.

O6mwo, 1 3a SSRIs u 3a SNRIs, Te3u cbOMTHA ¢a JIEKH 10 YMEPEHH W CAMOOTpaHH4YaBalllH C€, BBITPCKH Ye
NpH HAKOH MALUEHTH T€ MOXKE Aa Ca TEKKH W/HIH NPOIB/DKATENHM. 3aTOBA ce NPENOPbYBa, KOraro He Ce
Ha/mara noBeyve JICUCHHWE ¢ OYIOKCETUH fAa ObAe M3BBLPHICHO NOCTECHHO CIHpaHe, Ypes HaManABaHe Ha
nozara (Bx. Touka 4.2 v Touka 4.4).

QT vHTEPBaNBT, KOPUTHPAH CIPAMO ChpJAEYHATa YECTOTA, MPH NMAUHEHTHTE, NEKYBaHH ¢ RyJIOKCETHH HE
ce pasiuyaBa OT TO3M, HaGmojaead npd mnaneGo-TpeTupanuTe naimeHTH. He ca nabmoaaeaHu
KIIMHM4YHO 3HAYMMH pasznnumnd npu wiMepeanuara Ha QT, PR, QRS wm QTcB Mexny nekyBaHHTE C
AYJIOKCETHH NalEHTH H NAUMEHTUTE, TPETHPAHH C TUIanedo.

[Ipe3 12-cenmuuBata octpa ¢aza Ha TPH KIMHUYHH NPOYYBaHHA € XYJIOKCETHUH MPH TIAUHEHTH C
auabeTHa HeBpomnatHa OONka € HaGNOJaBaHO MAaNKO, HO CTATHCTHYECKHM 3HA4YMMO IIOBHINEHHE B
KpBBHATA [MIOKO32 HA TJaJHO, NPH NAIMEeHTHTE Ha jieueHHe ¢ gynokceTHH. HbAlC e crabunen u npu
MAHUEHTHTE JIEKYBAHU C JIYJIOKCETHH, W TpH TNaluMeHTHTe NeKyBaHH ¢ Iuaunebo. Ilpes dasara Ha
yIOB/DKABAHE HA TE3HW NMPOYYBaHHUA, MPOALIDKMANIA 10 52 ceaMuuM, € HaTHuHo noeuinerue Ha HbAlc u B
rpynara Ha JIyJIOKCEeTHH H B IPYyIAaTa Ha pyTHHHA Tepanusl, Ho cpegHoTo nosuieHue € ¢ 0,3% no-rojsmMo
B rpynara Ha jie4eHHe ¢ AYJIOKCeTHH. HanuuHo e fieko nOBHIIEHKE B KPbBHATA IIIOKO3a HA FIIaJHO H Ha
OOILKsA XOJIECTEPOJI NP MALMEHTHTE NeKYBaHH C NYJIOKCETHH, JIOKATO TE3H JIAOOpATOPHH M3Cie/BaHUA
NOKAa3BaT JICKO HAMAICHHE B rPyIIaTa Ha PYTHHHA Teparius.

Cpo0luaBane Ha NOAO3UPAHH HEXEIAHW PEaKIIHHA

CrofiaBaneTo HA MOAOIUPAHU HEXENAHM PEAKIMHA Ciie] paspeinasane 32 ynorpeda Ha JCKapCTBeHHS
NPOAYKT € BaskHO. TOBa Mo3BOJIARA Ja NPOAB/DKH HAOAKICHHETO HA CHOTHOLIEHHETO T10/13a/PHCK 34
NEKAPCTBEHHS NPOIYKT. OT MEAWUMHCKHTE CTICLHANIMCTH C€ M3HCKBA Ja ChoOwIaBaT BCika [10A03UpaHa
HEXXENaHa peaKlHa THPEKTHO Ha:

Hanpnnurenpa arcHuus no nexapersara (UAJD
yiL. ,,JdaMsH ['pyes™ Ne §

rp. Codua 1303,

Terl. +359 2 8903417

en. nowa: bda@bda.bg
yeOcalT: www.bda.bg

4.9. Ilpexpo3npane

Cpo0OImeHn ca crnyyan Ha npeao3upade TpH CAMOCTOATEHO NIPUIOKEHHE WM B KOMOHHAIMA ¢ ApYTH

NIEKAPCTBEHH NPOLYKTH ¢ AyNOKCETHH B 4034 0T 5 400 mg. Habmonarasy ca HAKOJKO (aTanHu Ciiyya,
rIaBHO IIPH KOMOHHHPaHO MpeIO3HpaHe, HO CHUIO M NPH CAMOCTOATEIHO MPHII0KEHHE Ha RYJIOKCETHH B
no3u okono 1 000 mg. [Ipu3HanpTe ¥ CHMITTOMHTE Ha NpeAO3HpaHe (TyNOKCETHH CaMOCTOATEIHO HITHA B
KOMOHHALIHA ¢ APYT'H JIEKApPCTBEHH NMPOAYKTH) BKIIIOYBAT COMHONIEHTHOCT, KOMa, CEpOTOHH
EPYOBE , IOBPBILAHE B TAXHKAPAMA.




He e u3Becten cnenuduyer aHTHAOT Ha AyJAOKETHH, HO TIPH NOABaTa Ha CEPOTOHUHOB CHHOPOM, MOXC /1A
ce OOMHCIM cCrelMQHYHO JiedeHHe (KAaTO HanpaMep ¢ LHMNPOXENTaJHH W/HIH KOHTPOJA Ha
Temneparypara). HeoOxonumo ¢ ocurypsapane Ha cBoboanu jauxarenHu merumia. [Ipenoprusa ce
NpoCIeagBaHe Ha ChpAeYHATa ASHHOCT H 3KM3HEHHTE MOKA3aTeNH, 3aeHO C [IPHIAraHeTO Ha MOAXOASIIH
CHMITTOMATHYHHU W MOAXLpIKAIH MepKH. CTOMAallIHA MPOMHMBKA MOXe Ja Obe nokaszana, B CJIydaH, ye ce
MPHIIOKH CKOPO Cjie MpUeMa WIKR NPH CHMIITOMATHUHH MAalHeHTH. AKTHBHMAT BBIJICH MOXeE ga Oble
nojeseH 3a orpaHddaBaHe Ha abcopOumara. JynokcerHH mMa ronaMm obeM Ha pasnpelde/icHHe, nopaau
koero opcupaHaTa Arypesa, xeMonepdy3uaTa 1 oOMeHHaTa niepdy3ns He ce oyaksa Aa ObAaT nonesyH.

5. ®APMAKOJOTI'HUHHA CBOHCTBA

5.1 ®apMaKOAHHAMHYHH CBOHCTBA
®apmMakotepanesTudHa rpyna: Jpyru antnaenpecantd. ATC koa: NO6AX21

Mexanuzvm na Oeticmeue

HynokcetuH € koMOMHMpaH WHxUOHTOp Ha oOpaTHOTO 3axBamiaHe Ha cepoToHHMHa (5-HT) w
HopaapenanuH (NA). Toit vHXHOHMpa cnabo oOpaTHOTO 3aXBalllaHe Ha AOMAMUHA, 0e3 3HaYUM a(pHHHUTET
KBM XHCTAMWHEPIHYHHUTE, JOMNAMHHEPTHYHHTE, XONHMHEPTHYHHTE U aJiPCHEPrHYHHTE PELEIITOPH.

Dapmaxoounamuunu egpexmu

B npoyuBauds npu »xkuBOTHM, nopuineHuTe HUBA Ha 5-HT m NA B cakpajHaTa uacT Ha rpeOHaYHHA
MO3BK, BOASAT OO NOBHUINABAHE HA TOHyca HA yperpara upe3 MOBHIIaBaHE HA HEpBHATa CTHMYyJauMs Ha
HOJIOBUTE OPTraHH A0 HaNpPeyHo HaOpasfieHHs MYCKyJN HA c(uUHKTepa Ha yperpata Mo BpeMe Ha
3aJpbKHATA (Pa3a HA MHUKLMOHHUA UUKLI. CMATa e, Ye ¢ NoAo0eH MEXAHU3IBM TIPR HEHUTE, BOACH AO
NO-CHIHO 3aTBapAHE HA ypeTpara NpH 3aAbpiKaHe Ha YPHHATA TIpH (pHU3HYECKH CTpeC, MOXe 1a Obae

0OACHEHa epEKTHBHOCTTA HA TYJIOKCETHH MPH JICUEHHE Ha HEHH ChC CTPEC MHKOHTHHEHLMA HA YPHHATA
(CHY).

Knunuyna epuxacruocm u 6e3onaciocm

EdexrupHocTTa Ha pgynokcetHH 40 mg, mpunaraH fABa ITBTH JHEBHO IIPH JIEYEHHE Ha CTpeEC
HHKOHTHHEHIIMS Ha YpHHATA € YCTAaHOBEHA IMPH 4YETHPH ABOHHO-CIIENH, TUIanedo KOHTPOJIHPaHH
MPOY4YBAHHA, B KOUTO ca paHaomizupaHd | 913 xkenu (22- no 83-roaumuna Bu3pact) cbe CHY; or TiX,
958 nauuneHTa ca paHAOMHU3HPaHH Ja NpHEMAaT AYJIOKCeTHH, a 955 - mnanebo. I1.pBHUHHTE KPHTEPHH 33
e(eKTHBHOCT ¢a OHNM uecTOTa Ha emu3oauTe Ha MHKOHTHHeHuusa (IEF), orpaseHa B JHEBHULMTE Ha
MALMEHTA ¥ PE3YJITATA Ha CNEH(PHYHOTO, CBBP3aHO ¢ HHKOHTHHEHIMATA KauecTBo Ha xkHMBOT ([-QOL).

HYecmoma na enuzooume na unxkonmurenyun: BBB BCHUKMTE 4YETHpH NPOYYBaHUA, NPH rpynara Ha
OYJNOKCEeTHH € Habmonapano 50% wid moBede cpeHO HAMaEHHME HA YECcToTara Ha €NMH30AMTE Ha
WHKOHTHHEHUMA, B cpaBHende ¢ 33% npu rpynara Ha mianebo. Paznuunug ca HabmoaaBaBH NMPH BCSKO
noceweHne cnen 4 ceamuiu (aynokcerud 54% u nnauebo 22%), 8 ceamuim (52% u 29%) u 12 ceaMuIm
(52% wu 33%) ot neyenuero.

B nonbaHHTENHO Npoy4YBaHE, OrpaHHYEHO CaMO 0 MALMEHTHTE C TEHKKA CTPEC HHKOHTHHCHLMSA Ha
YPHHATA, BCHYKH OTTOBOPH IPH JICHEHHETO ¢ JIYJIOKCETHH €a IOCTHTHATH B PAMKUTE Ha 2 CEIMHLIH.

Edexturoctta Ha Hexkcerswn He ¢ mpoyuBaHa 3a nepHoj TO-IBABT OT 3 Meceua nipun mnanedo
KOHTPOJHpaHU NpoyuBanus. KnuHuyna noisa ot jedeHuero ¢ HekceTHH B cpapHeHHME ¢ muanedo He €
YCTaHOBEHA ITPH XKEHH C JIEKA CTpec WHKOHTHHEHIIMA Ha YpUHAaTa, ofpeiciicHa B paHIOMH3HpaHHTe
Npoy4YBaHHUA KAaTO Takaea ¢ < 14 enH3oga HAa UHKOHTHHEHLUHA ceaAMu4HO. [Ipn Tesm H HE
BOJH JI0 NIO-TOJIAMA [10J13a OT TA3H [TIOCTHITHATA NIPH M0-KOHCEPBATHBHA €(PEKTH BB




Kauecmeo na sxcueom: Pesynrarure oT BBIIPOCHHMK, OTHACAIN CE A0 CBLP3aHOTO ¢ MHKOHTHHCHIIHATA
kayecTBe Ha xkHBOT (I-QOL) nokaseatr 3HauuTesHO MOJOOpeHHe NPH NALMEHTHTE HA JICYEHHE C
IYJIOKCETHH, B CPaBHEHME C Te3M OT rpynara Ha mauebo (noxoGpasane Ha ckopa 9,2 cnpsamo 5,9,
p<0,001). Tlpx winomseaneTo Ha oOmara ckana 3a nopolOpenuwe (PGl), 3HaunTenHO MoBede XeHU
H3NOI3BAINM AYJIOKCETHH CMATAT, Y€ TEXHHTEC CHMIITOMH Ha CTPEC MHKOHTHHCHLMS HAa YPHHATa ¢a CC
NOJOOPHITH OT JIEYSHHETO, B CPaBHEHHME ¢ JKEHMTE NpHeMallH Iwiaueto (64,6% cnpamo 50,1%, p<0,001).

Hexcemun u npeduwecmsaiyo onepamuero 3a0vpoicane wa ypunama: ChlIIECTBYBAT OIpaHHYSHH AaHHH,
KOWTO MPEANONarar, 3¢ Noa3UTe OT JIedeHHETO ¢ HekceTHH He ca MOHIKCHH [IPH XKEHHTE ChC CTPEC
HHKOHTHHEHLIMA HA YPHHATA, IPEThpPHEIH NPEIH TORA XUPYPIHYHO 3a1bPXKAHE HA YPHHATA.

Hexcemun u mpenupane na myckyaamypama wna maza: Ilo BpeMe Ha 12-CEIMHYHO CIIAIIO,
pPaHAOMH3HPaHO, KOHTPOJIMPAHO NpoyuyBaHe, HexceTHH 1okaspa No-rojisiMa peayKiusA Ha 4Y€CTOTaTa Ha
CNH30JHTE HA HHKOHTHHEHLIHSA, B CpaBHEHHE C IUtanebo WiIH CaMO TPEHHPAHETO Ha MYCKynatrypara Ha
Taza. KomOHHMpaHOTO NlevyeHHe (IyTOKCETHH + TpeHHpaHe MYCKYJIaTypaTa Ha Ta3a) MOKa3Ba Mo-rojiaMo
nogxo0peHHe, KAKTO M0 OTHOLMICHHE HA M3NON3BAHETO HA OTIpe/ieNIeHH NOMUBATENHH CpeJCTBA (HAIpUMep,
JAMCKH [pPeBpb3KH), Taka H M0 OTHOLIEHHE HAa [IOKA3&TENIHTe HA CRBP3AaHOTO CBC CHELM(PHYHOTO
CECTOSIHME KAYECTBO HA KMBOT, B CPABHEHHE CHC CAMOCTOATEIHOTO NMPHIOKEHHE Ha HekceTHH nian caMo
Ha TPCHUpAHE Ha MyCKyJaTypaTa Ha Ta3a.

lecuampuyuna nonyaayus

EBponelickara areHUus 1o JekapcTBara OCBOOOXKAaRa OT 33aTBIDKEHHETO 3a MNPEIOCTaBsHE Ha
pPE3YATATHTE OT NMPOYUYBAHUA C AYJIOKCETHH NPH BCHYKH NOATPYNH Ha NeJHaTpHYHATa MOMyAalHa NpH
JICYEHHE Ha rojiiMO RCNpecHBHO HapylueHue, 1HabeTHa HEBponaTHa OoNKa U reHepanu3upaHo TPEBOKHO
pascTpokcTsO. BroxTe Touka 4.2 3a vHdopmanus oTHOCHO ynotpebara npu aena.

3.2, PapMaKOKHHETHYHH CBOHCTBA

JlynokceTun ce mpunara Karo e€JHHMYeH eHaHTHoMmep. JynokceTHH ce MeTabonm3upa IPeauMHO OT
okcHaarnBHuTe ensuMH (CYPLIA2 w noaummopden CYP2D6), mocneasaHo OT KOHIOTHpaHE.
OapMaKkOKHHETAKATA Ha JIYJOKCETHH [I0Ka3Ba TojiaMa BapvMUOWIHOCT MEXKAY OTAC/THHTE HHAMBHIH
(obuxHoBeHO 50-60%), nn/bKkalla ce B W3BECTHA CTENeH HA TMOJa, BB3pacTra, THOTIOHOMYIIEHETO H
CBCTOAHHETO HA MeTabonuzMpauiara cuictema Ha CYP2D6.

Abcopbyusa: Mynokcetun ce abcopbupa nobpe npu nepopaiHo npuiokeHue, kato Cmax ce nocrura 6
qaca clies nprHeMa. AGCOMIOTHATA NepopajiHa GHOHAIMYHOCT Ha JYJOKCETHH Bapupa oT 32% so 80%
(cpenno 50%). XpaHata yab/DKapa BpeMeTO 3a IOCTHTAHE Ha ITHKOBA IUIA3MEHa KOHLEHTpalua oT 6 Ha
10 yaca u HamangBa kpaiiHata crencH Ha abcopbumsa (okxono 11%). Tesn npoMeHH HE ca ¢ HAKAKBA
KJIMHUYHA 3HAYUMOCT.

Pasnpedenenue: JynoxceTurn ce cBbp3Ba 0KONO 96% ¢ nasMeruTe npoTerHH. JlyJOKCETHH C€ CBBP3BA
KakTo ¢ anOyMHuHa, Taka M ¢ anda-1 KHCEMHHHHUS TTUKONPOTEHH. (CBBP3BAHETO ¢ NMPOTEHHMTE HE CE
TMOBJIMABA OT HAJTHYHETO HA OBOPeUHO WIH YepHOAPOOHO YBPEKIAHE.

buompancghopmayus: JIymoKCeTHH ce MeTaObONH3Hpa B 3HAYMTE/IHA CTENEH ¥ HErOBHTE METAOONIHTH Ce
OT/IENAT OoCHOBHO ¢ ypuHaTa. CYP2D6 u CYPIA2 xaranuzupar oOpasyBaHETO HA [BaTa OCHOBHU
MeTabONMHTA ITIOKOPOHOB KOHIOTaT Ha 4-XHIPOKCH KYJIOKCETHH M CYJI()aTeH KOHIOTAT HA 5-XMJPOKCH,D-
METOKCH JnyJIokceTHH. [Ipu ir vitro npoyuBaHH#, [MPKYJIHpALUTE METaOOJHTH Ha IYJIOKCETHH Ca




Ernumunuparne: eNAMUHALIHOHHHAT MOTY>KUBOT HA TyJIOKCETHH Bapupa oT 8 1o 17 yaca (cpeano 12 saca).
Criel] HHTPABEHO3HO MPHJIOKEHHE TLIAa3MCHUAT KIMPHHC Ha MYNOKCETHH BapHpa ot 22 l/4ac o 46 l/uac
(cpenHo 36 l/uac) Cnen nepopalien npHeM ONpeaeneHUaT ITTIa3MeH KITHPHHC Ha JYJIOKCETHH BapHpa oT 33
oo 261 Vuac (cpeano 101 1/9ac).

Creyuannu nonyrayuu

ITon: Mexnay Mbike ¥ KeHH ca MAeHTH(OHULMpaHH (papMaKOKUHETHYHHM Pa3iHKH (anepeHTHHAT IIa3sMeH
KITMpBHC e Tpubau3uTendo 50% mo-HHCEHK NpH xkeHM). Br3 OCHOBA Ha NPUITOKPHUBAHE 110 OTHOLIEHHE HA
KIHPBRHCA, OCHOBaHMTE Ha nona (QAapMakOKHHETHYHHM pPa3lHKM He OMNpaBiaBaT [IpenophKara 3a
H3IO/I3BAHE Ha MO-HHCKA 034 IIPH JKEHU NALMEHTH.

Bwv3pacm: Onpenenenn ca GapMakOKMHETHYHH PA3IMYHS MEXY MO-MJI3/IH KE€HU U TAKMBA B CTapuecKa
BB3pacT (65 ropunu) (AUC uHapacTea ¢ okono 25%, a eMMMHHAMOHHUAT NOMYKUBOT € NO-ALILI C
OKOJIO 25% NpH MHAMBHAWTE B CTApYECKA BB3PAcT), BHIPEKH, Y€ BEJIHYHMHATA HA TE3H NIPOMCHH HE €
3HAYMTEJIHA, 3a Ja ompaBlac mpomsHa Ha jgo3ara. Kato obima npenopbka, JISHEHHETO B CTapyecKa
BB3pacT Tp40Ba Na cTaBa ¢ NOBHILIEHO BHUMaHHe (BXK. Touka 4.2 u Touka 4.4).

bvOpeuno yspesicoane: TlaumeHTHTe ¢ KpaeH craauii Ha OBOpevHa HEAOCTaTHYHOCT, MOMIOKEHH Ha
AHANIH3a, UMAT 2-TbTH MO-BUCOKH ¢TOHHOCTH HAa Cmax 1 AUC Ha JynoKCETHH, B CPAaBHEHHE CBC 31pPaBH
WHIABAIM. CBLIECTBYBAT OrpaHHuYeHH (hapMAKOKHHETMYHHM JAHHH 33 AYJIOKCETHH IPH NALHEHTH C JIEKO
A0 ymepeHo OLOPEeYHO yBpeXKaaHe.

Yeproopobro yepescoane: YMepenara yepHoapabua nenoctareunocT (Child Pugh Class B) mpomensd
dapMaKOKHHETUKATZ Ha AyJoKcerun. B cpaBHeHMe ¢bC 3APABA HMHAMBWAW, ONPEIESNCHMAT IUIa3MEH
KJIMPBHC HA OYJIOKCETHH € ChC 79% MNO-HHUCHK, ONPEACNICHNAT KpaeH elMMUHALIMOHEH NOJIEXKHBOT € 2.3
opTH NMo-Abaer, a AUC ¢ 3,7 no-BHcoka NpH NAlHEHTHTE ¢ YMEpeHa YepHOApPOOHA HEAOCTATBUHOCT.
OapMaKOKMHETHKATA Ha AYJIOKCETHH H HErOBUTE MeTabONIMTH HE € MpoyYBaHa NpH NallMeHTH ¢ NEKA HIH
TEHKKA YepHOAPOOHA HEOCTATHYHOCT.,

Kvpmewju scenu: PaznipeneneHnero Ha AYJIOKCETHH € MPOYYEHO NpH 6 KbPMELIY JKeHH, Hail-Manko 12-
CEIMMIM cAel paxaaHeTo. JlynokceTuH ce OTKpMBA B KbpMaTa M CTALHOHAPHHUTE KOHICHTDALMM B
KbpMaTa ca OKoJIO Y% OT Te3H B ria3maTa. KonuuecTBoTo Ha DyJIOKCETHH B KbPMAaTa € OKOJIO 7 Ng/IHEBHO
NpH NOpWwiokeHHe Ha Jo3a or 40 mg fABa NBTH JAHeBHO. JlakranuATa HE Bb3ACHCTBA BBPXY
(hapMaKOKHHETHKATA Ha JY/IOKCETHH.

3.3. IIpeaAKAHHUYHE JAHWHHA 32 0€30MACHOCT

JlyTOKCeTHH HE € N'€HOTOKCHYEH U KaHIIEPOT€HEH NPH CTaHAaPTHH TECTORE IIPH IUTEXOBE.

MynTHHyKI€apHH KIIeTKH ¢a HabnoJaBaHM B YepHHs Apod, PH NMIcaTta Ha APYTH XHCTONATOIOTHYHH
IPOMEHH [0 BPEME Ha NPOYUBAHHA BLPXY KaHLEPOreHHOCTTA IIPH IUIbXOBe. MexanuiMuTe B OCHORATA
Ha TO3H MPOLEC M KIWHWYHATA 3HAYMMOCT He ca U3BecTHH. IIpH KEeHCKH MHIIKH, MpHEMAalliH TYJI0KCEeTHH
B IPOJBUKEHHE Ha 2 roaMHW, € HaOmoJaBaHa MOBMIIEHA YE€CTOTA HAa XEMATOLEIYJAPHH aicHOMH H
KapLIHHOMH, CaMO TIpH BHCOKH 103U (144 mg/kg/nHeBHO), HO TOBA € IPEUEHCHO KaTO BTOPHYHO B
pesysnTaT Ha HWHAYKIMA HA YEepHOAPOOHUTE MMKPO3OMHH €H3UMH. PeneBaHTHOCTTA Ha JAHHMTE,
NOJIYYEHHN [IPH MHIIKHA OCTABA HEH3BECTHA 3a Xopa. IIpH JKEHCKH ILTbXOBE, IPHMALLH AYJI0KCETHH Npe/H
A TIO BpEME HA OIUTOXKAAHETO W Npe3 paHHaTta OpeMEHHOCT € HaOMoJaBaHO NOHHXKEHHE Ha npﬂema Ha
XpaHa H TCIECHOTO TerI0 HAa MalkaTd, HapyLICHHE Ha TONOBOTO BCUCHHE,
YCPHOAPOOHHUA HHAEKC HA HOBOPOJEHOTO M IIPEKUBAEMOCTTA HA [IOTOMCTBOTO, H30CTRL
Ha MOTOMCTBOTO IIPH HHBA HA CHCTEMHA €KCMO3ULMA, OLCHEHH KaTO IMO-BHCOKH
npaktuka (AUC). B emOpHOTOKCHYHO mpoyuBaHe mpH 3aiUM ¢ HabnlojaBaHa




ChPACUYHO-CBAOBUTE W CKeneTHM mandopMalMy NpHM HHWBA HA CHCTEMHZ CKCMO3WIMA, MO-HWUCKW OT
MaKCHUMAJIHUTE B KiIMHWH4Hata npaktaka (AUC). He ca nabmogasaHM MandopMalHu INpH OpYTH
Npoy4uBaHHMA ¢ TMO-BUCOKM [JO3H Ha pa3iH4yHa con Ha JyJokceTHH. IlpH rmpoy4ysaHHAs BbpPXY
pe/NoCTHATAaMHATa TOKCHYHOCT TIPH ILUTBXOBE, JYJIOKCETHH BOAM [0 HEXENAaHH €(PEKTH B MTOBEACHHETO
Ha MOTOMCTBOTO NPH HHUBA HA CHCTEMHA €KCITO3HIIMS [10-HHCKH OT Te3H B KNMHHYHATa npakTaka (AUC).

[{poyupanus NMpH MIaAH TUTHXOBE MOKA3BAT NMPeXOAHM ePEKTH BbPXY HEBPONOBCACHUYECKHUTE PCaKUMH,
KAKTO M 3HAYMUTEIHO HaMaldfBaHE Ha TENEeCHOTO Terio M KOHCYMMpAaHETO Ha XpaHda, WHIYKIHA Ha
YepHOAPOOHHTE €H3HUMH, M XemaTouenyJIapHa Bakyonusauna npu 45 mg/kg/naerno. ObummaT npodun Ha
TOKCHYHOCT Ha AYJIOKCETHH TNPH MJIAH MUTEXOBE € Noao0eH Ha TO3H NPH BE3PacTHH TWibXxoBe. HUBOTO Ha
JIMIICA HA HEXENaHH eeKTH € onpeaencHo, ye e 20 mg/kg/nHeBHO.

6. ®APMAIEBTAUHHN JAHHW

6.1. CuHCcBK Ha DOMOINHHATE BelllecTBA

CohabpaxaHHe Ha KancyaaTa:

3axapHu chepH

XuapoxcunponwiMetwi uenynosa (HPMC 603 y HPMC-AS-LF)
3axapoza

Tank

TpHeTunor uuTpar

AMOHHEB XHApOoKcH] (25% pa3TBOp)

Onaapu 6sno 02A28361

Coberas Ha Onaapu 6a10 02A28361:
Turanos guokcun (E171)

HPMC 291(0/Xunpomenosa (E464)
Tank

CheraB Ha kancyanaTa oOBHBKA:

Turanos aguokcun (E171)

HMuguro xapM#iH

Kenarus

FD & C Cunbo 2 (E132)

6.2. HecbBMeCTHMOCTH

Henpunoxumo.

0.3. Cpok Ha rogeOCT

3 FOINHK

6.4. CnenHaJIHH YCJIOBHS HA ChXpaHeHHE
Ha ce cbXxpaHaBa Ha MACTO HEAOCTRITHO 3a Jela.

Ha ce cpXpaHiaBa B OPUrHHATHATA OMAKOBKA.
Ha ce ¢cpxpanssa nog 30 °C




6.5. Buan chaLpKaAHHE HA OHAKOBKATA
Henpospaunu PVC/PE/PVDC 6nvcTepn MOKPUTH ¢ allyMHHHEBO (POJTHO.

Enun 6mHctep coabppka 15 6pos cTtoManmHO-yCTOHYHBY KarCyaH
Pasmep Ha onakoBkarta: 30 Opos cromamHo-ycroiumsy kancynu (1 onakoska/ 2 6aucTepa).

0.6. CnennajHy npeaAnazHH MepKE IPH A3XBbPJISHE
Hsama crienHaiHy H3uCKBaHHA,

Heun3non3eaHuAT NpoayKT WIH OTHAABYHHTE MAaTEPUAIIH OT HEFO TpAOBa 1a c€ H3XBBPJIAT B
CHOTBETCTBHE ¢ MECTHHUTE W3UCKBAHWA.

7. HPUTEXATEJ] HA PASPEIIEHUETO 3A YHOTPEBA

HOBEJI ®APMA EOOX
yi1. OxkonoBpscTeH mbT Ne 36
Codus 1415, boarapus

8. HOMEP HA PASPEIIEHHUETO 3A YIIOTPEBA
Perucrpaunonex Ne 20180326

9. JATA HA ITHPBO PASPEINABAHEMIOAHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jarta Ha nspBO pazpewmasane: 16.11.2018
JlaTa Ha MOCJIEIHO MOHOBABAHE:!

10. JATA HA AKTYA/IM3UPAHE HA TEKCTA

07/2023




