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Hynokcramma 60 mg cTOMAIHO-YCTORTHBA TBEPAHR KANCYAH
Duloxgamma 60 mg gastro-resistant capsules, hard

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Bcesxa croMamHo-ycToHYHBa TREPAA Kancyna ceabpmka 60 mg aynokcerun (karo xuapoxnopun) (duloxetine
(as hydrochloride).

TToMoNAO BEmIECTBO ¢ HIBECTHO JIeiCTBHE
Befika croMamHo~ycTOHYHBA TRBPAA Kancyna csabpka 104,0 mg 3axaposa.

3a DENHHEA CNMCEK HA MOMOILHKTE BEINSCTRA BIKTE Touxa 6.1,

3. JEKAPCTBEHA ®OPMA

CroMatHo-ycToliyHBa TBEpAR Karcyna.
TeBpAH KEMATHHOBH KANCYIIH pa3Mep |, ¢ ThBMHOCHHEA Kaayka H CBETIIONEICHO TAIO.

4. K/IMHHAYHH BAHHH
4.1 TepanenTHYHH NOKAIAHKA

Jieuenuie na romIMO JENPECHBHO PA3CTPOICTRO.
Jleuenue na anaberHa nepudepHa Hepponatha Gonka.
Jledenve Ha FEHEPATTM3UPAHO TPEBOXKHO Pa3CTPOICTRO.

HynokcraMMa e 1ioxasaH NpH BB3pACTHH.
3a nomrnHKETENHA HH)OpMaLH BIDKTE ToUKa S.1.

4.2 JloaMpoBKR H HATHHE Ha HPRACKEHHE

HOQ_[!QOBK&

Tonnxo oenpecuano pazcmpoticmeo

Havanuara 1 npeniops4nte/iHaTa NOAXBPKAIMTa 1032 e 60 mg sear K NHeBHO, ¢ Hik H6e3 xpadere, B
KJTMHUYHH NPOYYBAHHSA Ca OLEHSBAHK OT FiieAHa Touka Ha Ge3onacHocTra A03H HAX 60 mg BeAHDX JHEBHO,
IO MaKCHMaTHa 1033 0T 120 mg BeHBXK aHeBHO. Bhipeky T0Ba, HAMA KIHHHYHH J0KA3aTencTa
HpeAnOaaralid, 4e ralueHTHTe HEOTTOBOPUIY Ha HAYAIHATA PenopbYBaHa 03a MOraT Aa HMAT 110133 OT
TIOKAYBAUIO TUTPUPAHE HA A034TA.

O6uKHOBEHO TepaneRTHUEH OTIOBOP ce Habmoaasa cel 2-4 ceMHuM JIeUeHHe.,

3a na 6b1€ NPEAOTBPATEH PELHAMB, ClTefl KOHCONHAWPAHE Ha AHTHIENPECHBHHA OTTOBOPD CE npen
JEYSHHUETO 1a POTB/IKH HAKONKO Mecella. IIpi naumeHTy, KOMTO Ce NOBAMABAT OT JCHEHHE ¢
HMAT aHAMHE3a 32 NOBTOPHH ENM30/IK Ha TONAMA AenpecHs, MOXE J1a ¢e B3eMe NOI BHHMaH
MO-HATATHIIHO ABIN0CPOYHO JIeueHHe ¢ Ao3a oT 60 mg Ao 120 mg/nHerno.




aHerHo ¢ Wnu Ge3 xpaxa. [Ipu naiweHTH ¢ HE3aXOBONMTENEH OTIOBOP 203aTa TPADEA 1A CE YBEIWUH JI0
60 mg, koeTo ¢ oOutaliHaTe NOATBPKALIA 1032 IPH OBEUETO NALMEHTH.

Ipu naumenTH ¢ KOMOPGHAHH TONeMH IENPECHBHH SIM01A HAYARHATA M NOAABPKallaTa f03a € 60 mg
BeJHBK AHEBHO (MONS, BYIKTE CHILO NPENOPEKMTE 34 JO3HPAHE [0-rope).

Ao3u xo 120 mg axesHo ca noka3anH, 4e ca ¢DexTHBHY U ca OLEHSBAHM ¢ Ornell Ha 5e30NacHoCTTa NPH
KJIBMHHYHH NpoyuBaHua. CefoBatenno, Npy NALKEHTH ¢ HE3aM0BOMHTENCH OTroBop A0 60 mg, yBenrHucHHe
10 90 mg mwH 120 mg Moxke 2a ce HMa npexpua. YBEIWYESHHETO HA 103aTa TPAGRA 3 € B3 OCHORA Ha
KAHHHYHHS OTTOBOP W MOHOCHMOCT.,

Ciex xoHCOMMANpaHe HA OTTOBOPA, CE TPENOPHYUBA AA Ce NPOXLIKY JIEUSHHETO 33 HAKOAKO MEeCcela, 32 Aa ce
u30erne perymee,

Auabemna nepugpepna neeponamna boaxa

HawanHara M npenopbsuHTeNHaTa NOANbKANIA 103a € 60 mg BeIHEXK THEBHO, ChC HITH 6e3 xpauese. B
KITHHHYHH TPOY4BAHMNS Ca OLEHABAHH OT IIICAH] TOUKa Ha 6ezonacHocTra 2031 Han 60 mg BeaHBK MHEBHO,
RO MaxcHmanHa J1o3a ot 120 mg nHeBHO, NpIUTOKEHA KATO paBHO pasnesieHH npuemn. [htasmedara
KOHICHTPaIMA Ha JyJIOKCeTHH NPOSBABA rofAMa RHTCpHHAHBHAYANHA BapHabIIHOCT (BXK. TOYKA 5.2).
CaenoBaTento, Ha HAKOH NALUMEHTH, KOMTO CA OTTOBOPHIM HE3AJOBOSHTENHO HA 60 mg, MoXe 14 e
MoJe3Ha No-rojiAMa A034a.

OrtrosopeT KBM NedenreTo TPaGBa qa Gbae oleHABaH cie 2 Mecena. IIpH RalHeNTH ¢ HEIOCTATEYHO
MBPBOKEYATHO NOBAHABANE € MAJIKO BEPOATEH NOITKIHHTENEH OTTOROP CNEN TO3H NEPHO,

TepanesTuunara nossa Tpabea ga 6b/e npeoLeHsBaHa PEryIspHO (MIOHE Ha BCEKH TP Meceila)
{Rx. TOYKa 5.1).

Creyuaruu nonyaayun

Hayuenmu s cmapyecka eespacm

[Tpu naumenTH B CTAPYECKA RB3PACT HE CE IIPENIOPHYBA ANANTHPAHE HA JI034TA €IHHCTBEHO B2 OCHOBA Ha
BB3IpAcTTa. BrOpekd Toba, nomoGHO Ha BCEKU NEKAPCTREH TIPOAYKT, C€ H3KCKBA BHHMAHHE KOTATo Ce
NeKyBaT MAUMOHTH B CTAPYECKA BB3PAcT, 0cobeno ¢ 120 mg AyNOKCETHH JHEBHO MPU TONEMY JEMPECHBHI
€MH304H KM FeHEPATH3HPAHO TPEBOKHO PA3CTPONCTBO, 23 KOETO HMAa OrpaHHYeHH JAHHH (BXK. Touka 4.4 #
TouKa 5.2).

Yepuoopobro yepexcdare
HynokcraMma He TpabBa Ja ce M3NON3BAa NpH TNAlMeHTH C uepHompoSHo s3alosdsae, NOBENC A0
YepHOApPOOHA HEOCTATEUHOCT (BX. TOuUKA 4.3, ¥ TouKa 5.2),

FBwhpeuno yepescoane _

He ¢ neobxXoaumo kopuTHpane Ha J03aTa HPH NALMEHTH C JieKa 10 yMepena Gr6peqra nuedynKima
(kpeatnnunos knupehc 30 g0 80 mi/min). dynokcramma He TpaGBa aa ce ynoTpeGspa NpH NALHEHTH C
TeXKKO OBOPEUHO yBpexkaaHe (KpeaTHHHHOB KNUpBHE <30 mi/min; BHxcre Touka 4.3).

{leduampuuna nonyrayus

JynokceTrn He TpalBa na ce ynorpeGasa npu Qe v IOHOIIM Ha Bb3pact N0x 18 ronunn 3a nevenne Ha
TOMAMO JENPECHBHO PasCTPOHCTRO, Topaau chobpaxenus 3a 6e30NMacHOCT M ePMKACHOCT (RK. Touku 4.4, 4.8
n5.1)

besonacHocTTa M epHKACHOCTTA HA {YJOKCETHH 32 NISYeHHE HA MeHEPATHIHPAKO TPEBOKHO PasC
MpY NEINATPUYKY TAUMEHTH Ba BB3pactT 7-17 rofuHH He ca ycTaHoBeHH. JIOCTHITHKTE OHAC
ca onucaHu 8 ToukH 4.8, 5.1 w 5.2,

beszonacnoctra ¥ eHKACHOCTTa Ha MYNOKCETHH 3a ieueHwe Ha quabeTna nepudepra HeB
ca uscneapaHn. Juncear JaHHH,
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Ipeknceane Ha JieYeHHETO

Tpabea na ce uzbsarpa pasko npexncsane. Korato ce npekscpa fneveHne ¢ Jlysokcramma, Ao3aTa Tpabsa ga
fbne HaManIBaua MOCTENEHHO 38 IEPHOR OT NOHE eNHa A0 ABE CeMHIIM, 3a 1A CC HAMATH PHCKA OT PeaKiHu
Ha OTHeMaHe (BX. Touka 4.4. M Touka 4.8). AKo Crnell HAMAandBAHE HA 1034TAa WM TPH NpeKLCBaHE Ha
NICYEHHETO Ce NOABABAT CHMITTOMM H2 HENOHOCHMMOCT TpAGBA 5a ce MMa Dpelpuj NOXHOBABAHE Ha
HA3HAYEHATA NPeNH T0BA Jo3a, BriocneacTBHe, Nekapsar MoOXe Aa NPOSRDKH A8 HARMANABa RO34TA, HO O
MOCTEMEHHO.

Hauny pa npunoxenye
3a nepopanHo NPHIOKEHHE.

43 [Iporaponoxa3anus

CBpPBXYYBCTBHTENHOCT KbM AKTHBHOTO BEHIECTBO MM KEM HSKOE OT IOMOIIHHTE pellecTBa, W3bpoend B
TOUKa 6.1.

EnnospemeHHOTO NpHIOKeHHe Ha TyNOKCETHH ¢ HECENEKTABHH, HEOOPaTHMH HHXHOHTOPH Ha
MOHOAMUHOOKCHAA38TE (MAQO-HHXHOHTOPH) ¢ IPOTHBONOKa3aHo (BK. Touka 4.5).

HYeproapobro 3a6onxBane, BOAEIIO J0 HepPHOAPOOHD yRpexkaaHe (BXK, Touka 5.2).

Hynoxcetut e TpSEa Ja ce npunara B KoMOUHAWMA ¢ (GIIYBOKCAMHH, UHNIPOGAOKCAME WM HOKCALMH
(re. momuu CYPIA2 wexwGuTopH), THH KaTG KOMOMHHPaHeTO BONM 10 NOBHLUGHH ILIA3MEHW
KOHLEHTPALYH Ha JYJIOKCETUH {BXK. TOuKa 4.5).

Texxo 6p0pedno yBpexxnane (KpeaTHHHHOB KupsHCe <30 mi/min) (. Toaxa 4.4).

3anoysaxe Ha JIeYEHHE € JYIOKCETHH € POTHRONOKAIAHO TIPH MALMEHTH ¢ HEKOHTPOTHPAHA XHICPTOHAS,
THH KATO MOXE A& HITOKH NALHCHTHTE Ha OTEHIMANEH PUCK OT XMIIEPTOHHYHA Kpu3a (BK. Touka 4.4 u
Touka 4.8).

44 Cneuauannu apexynpesxIeHns H NPeANAIAE MePKH IPH yHoTpeda
Manun u npunadvyu

HynokceTvs Tpa6Ba Na ce MpuIara ¢ BHHMaHHE TP NAUHEHTH C aHAMHE3a 33 MABKA FIH ¢ IHarHo3a
GHTIONIPHO pa3CTPONCTRO, WK IPUNATBIM.

Mudpuaza

Crofmasana e MHAPHA3A, CBBP3aHA ¢ [YIOKCETHH, 3aTOBA IPEANMCBAHETO Ha JyNoKCraMma Ha NalueHTH ¢
NOBHINEHO BETPEOYHO HANATAHE WM TAKHEA ¢ [IOBUIIEH PHCK OT OCTPA TACHOBIBAHA T/IAyKOMa Tpa6Ba 1a
CTaBa C BHHMaHuUe.

Kpvero nanseane u copoeuna wvecmoma

Tlpy HAKOM NALMEHTH JyJIOKCETHH C CBBP3Ea C [IOBUIIABAHE HA APTEPHATHOTO HATATAHE H KIIHHHYHO
3HaYUMa XunepToHua. ToBa MOXe Ja ce NWDKM Ha HopaapeHepraunus eekr Ha nynokceTnn, Jlokragsanm
Ca cly4aH Ha XMNEPTOHWYKY KPH3M, OCO0EHO NMPH MALHEHTH ChC ChIECTBYBAILA BEYE XHIIEPTOHMA. 3aToBa
TIpH NAHMEHTH C YCTAHOBEHA XWNePTOHUA W/HAK APYTO ChpAeHHO 3a00/1MBaHe C¢ NPENOpLYBa NPOC/IeAIBaHe
Ha apTEPUAITHOTO HALIraHe, 0Co0EHO No BpeMe Ha MbPBUA Mecel aeveHne. JlynokceTnn TpiGpa aa ce
H300J1388 ¢ BHUMAHHE NPH NALIHEHTH, YHETO ChCTOAHKE MOXKE Ja & BIIOUIH OT NOBHINABAHE HA CHPAEHHATA

obChau NoHMKABAHE Ha O3ATa WM MOCTENECHO NPEXPATABAHE HA ICUEHHETO (BK. TOUK
C HEeKOHTPO/IHPAHA XHTICPTORHA He TpA0pa Aa ce 3aNouBa JIEYeHHe C AYNOKCETHH (BIK.

bvbpeunc yepexcoane



Hosutueny niasmMeHH KOHUEHTPAWMH Ha AYAOKCETHH ca HabmOnaBaHy IPH NALIMEHTH ¢ Texko 6L0pedno
YBpPeXaHe, NOMANOKEHH Ha XeMOAMATH3a (KpeaTHHHHOB KAKpBHE <30 m/min), 3a natpiesTH ¢ TEXKO
6n6peuno yapexaane BKTe Touka 4.3, 3a HupopMaIIs N0 OTHOINEHHE HA TTALMEHTHTE C JIEKA JI0 YMepesia
OnOpeuna HEAOCTATEUHOCT BHXKTE TOUKE 4.2,

Cepomonuros cunopom

Kakto npu NieveHue ¢ NpyrH CepOTOHHHEPTHYHH JICKAPCTRENH CPEeNCTBA, TAKA U NPH JEYEHHE ¢ AYIOKCETHH
MOXe Na HACTBIIM CEPOTOHHMHOB CHHIPOM — €IHO BHIMOKHO KHBOTO3ACTpPAIABAINO CECTOAHWE, 0CODeHO
pH €AHOBpeMEHHa ynotpeba Ha APYTH CEPOTOHHHEDTMYHH JlekapcTBeHu cpencTea (sxmounTenno SSRis,
SNRIs, TPHUMKIHIHM QHTHAETIPECAHTH WIM TPHITAHH), ¢ JIEKapCTBEHH CPEACTSa, KOMTO HApYIIABaT
MeTabonu3Ma Ha CepoToHHHa, KaT0 MAO-UHXHOHTOPH, MK C aHTUTICHXOTHYHM JIEKAPCTREHH CPEACTRA HIH
ApYrH NONAMHHOBH 8HTATOHHCTH, KOETO MOXE Ja NOBIHSE HA CEPOTOHWHEPrHYHHWTE HEBPOTPAHCMHTEPHH
cucTeMH (BX. ToUukH 4.3 u 4.5).

CHUMITTOMH Ha CEPOTOHHHOBHA CHHAPOM MOXKE 42 ca NPOMERY B ICUXHYHHUA CTATyC (Hanp., bb30yaa,
XaJIOUUHALHN, KOMA), BETECTATHBHA KeCTAOUWIHOCT (HAND., TAXHKApAHA, KoieOaung Ha KphBHOTO HaNAraHe,
XHTIEPTEPMHEA), HEPBHO-MYCKYJTHE HApYIIeHRs (Hanp., Xuneppediiekcus, THIica Ha KOOPIWHALMA) B/HIH
CTOMALIHO-YPEBHH CHMITOMH (Hallp., rafeHe, noBpbUane, AHApHS).

AKO eHOBPEMEHHO JIeYeHHe C AYJOKCETMH M JPYIH CEpPOTOHMHEPIMYHH JIEKAPCTBEHH CPEACTBA, KOWTO
MOTaT @ TOBIMAAT HA CEPOTOHMHEPIHHMHHTE M/WIH AONAMHHEPTHYHHTE HEBPOTPAHCMUTEPHH CHCTEMH €
KIMHHYHO ONpABJaHo, Ce MPEnophuBa BHUMATENHO HAOIMIONEHHE Ha NAKEHTa, 0COGeHO [PH 3aNOYBAHE HA
JIEUEHHUETO ¥ MOBHILABAHETO Ha JO3ATA,

Kvam xaumaption
{lo speMe Ha €JHOBPEMEHHOTO NMPHICKEHME HA JYJOKCETHH M DACTUTEHY MPOAYKTH, ChABDKAIM HHIT
KaHTapHoH (Flypericum perforatum) Moxe 1a ca MO-YECTH HENKETAHHTE PEAKIIHH.

CamoyGuticmeo

T'onamo JienpecusHo Pascrpoiicto u [enepanuanpano Tpesoskno Pascrpolictso

HenpecusTa ce cpbpaBa C NIOBHIDEH PHCK OT MMCIH 3a caMoyOuiicTBO, caMOHapaHsBane H caMoyGHMitcTBO
(cynmump-cebpaann ce6uTHA). PHCKBT ce 3ama3sa N0 HACTHIBAHE HA 3HAYMMA pemucHA. Thil Kato
nonoCpeHAeTo MOXE ia HE HACTHOH (0 BPEMEe Ha ILPBHTE HAKONKC CEAMHIH JeucHHe WIH IOBEYe,
naipenTHTe TPA6B2 1a OBAAT NPOC/IeNIBAHM BHUMATENIHO A0 HACTBITBAHETO Ha NoA0GHO nonoGperne. O6I
KMMHHYEH OMMT €, 4e PHCKLT OT caMOYOHHCTBO Moike X2 ce NOBMIM Npe3 DPAHHHTE ©Tamd Ha
PBICTAHOBABAHE.

Jpyrv NCHXHYHN CHCTOAHKS, 38 KOHTO Ce IpeAnHcaa {yToKcraMma, MOKe ChIo 4a ¢a CBBP3aHH C NIOBMIICH
PHCK OT CHOHTIA, CBEP3akH CbC camoyOuiicTo. B nonmbisneHue, Te3n CheTONHHA MOXKE Ja ¢& KOMOPOHAHH ¢
FOMIAMO JEIPECHBHO pascTpoiicTso. ClenoBarento CHIMTE NMPENNasHU MEPKH, CTIA3BaHH NPH NieYeHHe Ha
NALHEHTH C rONAMO AETIPECHBHO Pa3cTpoicTBO, TpAOGBa Aa ce CHA3BaT # NPH JIeYeHHE Ha TALMEHTH ¢ APYTH
MCHXHYHH pa3CcTpOiCTRA.

[MaunenTH ¢ aHaMHE3a 33 CYRUNSI-CBBP3aHN CHROUTHA HITH TAKHBA, IPOABABAIIH SHAYHTE IHA CTEIEH Ha
CYHUMIHM MMCITH NPSIY HAYATIOTO Ha JICYeHHETO, € M3BeCTHO Ja ca ¢ NO-BICOK PHCK OT CYMLIMIHE MHCTH
WM CYMUMAHO IOBeAeHHe i TpaGBa 1a nomy4aT BHHMATETHO Hab ioeHHe 1O BpeMe Ha JIEYCHHETO,
Mera-ananus ot nianebo KOHTPOTHPaHH KINHHYHYE H3NMHUTBAHUSA C TEKAPCTBEHH TIPOTYKTH -
AHTHAENPECAHTH APH NCHXHYHH HAPYINCHHS NIOKA3Ba YBEINYEH PUCK OT CYHUMIHO NOBEICHHE TIPH
AHTUAETIPECAHTHTE B CPABHEHHE ¢ ILTaLebo nmpH NaLHeHTH NoA 25 roJHIIHA BB3PACT.

Crobuiapany ca Cy4aH Ha CYRUMIHE MHCTH M CYHUMIHO NOBEIECHHE O BPEME HA JIEUESHHE ¢
HITH BelHAra clej npexkpaTaBaHe Ha MevUeHHeTo (BX. Touka 4.8},




H, aK0 HM3 TAKHBA CHMITTOMY, He3alaBHO Na 6% moTRCEH JICKAPCKH CBBET.

Juviaberya [Tepndepua Herponatra Bojtka

Kakro ¢ npyru aekapcreeny mpoAykTH ¢ nogoGHO (apMakoNOTHUHO NeHCTBHE (aHTHACTIPECAHTH) Ca
CHOOIABAHR OTAENHH CYYaW Ba CYMUMIHE HIeM H CYMLMINO NOBENEHHE 70 BPEME H2 JIEYeHHe C
AYNIOKCETHH WIH BeIHara Cliefi TIPEKpaTABAHE Ha iedeHMeTo. OTHOCHO PHCKOBH (aKTOPH 33 CYMUMIHOCT
IIpH Jenpechs, BiDKTe no-rope. flexapure Tpa6pa fa HachpuaBaT MANHEHTHTE N0 BCSKO BPeMe fia choOmarar
38 BCAKAKBHY THKHM MHCIH HIM YYBCTBA.

Hleduampuuna nonyrayun

HAyaoxceTun He Tpa6pa fa ce W3MON3BA 3a NEUCHHE Ha [EUa M NOAPACTBAIH o7 18 ToAHIIHA BL3pacT.
CyHUMAHO noBeleHME (CYMIMIHM ONWTH W CYHUMIHM MHCITH), H BpaaeOHOCT (npeauMHO arpecms,
ONO3UIHMOHKO fIOBEEHHE M THAB) ca HaOMOMaBaHH B KIMHHYHM NpOYYBAHUA T0-YECTO IIPH Aeua W
MOAPACTBALIH JIEKYBAHH C AHTUIETIPECAHTH, B CPABHEHHE C TE3H JIGKYBaHH ¢ Tane6o. Ao, BB3 OCHOBA HA
KJIMHHYHA HYXd, HE3aBHCHMO OT TOBA Ce B3EME PELICHHE 3a IEUeHHe, NALUMEHTHTE TPAOBA BHMMATENHO A3
6BaaT mpochefsBaNH 3a MOSBA HA CYMUMJHH CHMIOTOMH (BX. Touka 5.1). B nomminenwe, npH jeua n
NOPaCTBALIY JIMIICBAT TLITOCPOYHH MPOYUBAHMA 32 6e3011aCHOCT M0 OTHOUICHHE Ha PAacTexX, CL3PIBAHE H
KOTHHTHBHO M NOBENIEHYECKO pa3BuTHe (Bik. Touka 4.8).

Kpvsouznueu

Hwma cpo6merns 3a aHOMaNHH KPBBOTEYEHHA, KATO eKXHMO3H, MypPIlypa ¥ CTOMAITHO-IPEBHO KhPBEHE C
uHxuburopuTe Ra o6paTHOTO 3axBamane Ha cepotonmna (SSRis) u waxuGHTOpHTE Ha 06paTHOTO
3aXBalllAHe HA CePOTOHNH/HOpanpeHanuH (SNRIs) , Bkmountento aynokceTst. JynoKceTHH MOxe a
ROBHIDM PHCKA OT NOC/IEPONORO KPBBOTEUCHH e (Bik. Todka 4.6). [Ipenoppusa ce BHUMaHME NPH NALMEHTH,
TIpYEMAlIH AHTHKORTYNIAHTH H/HIH JIEKAPCTBEHH BPORYKTH, 32 KOMTO € W3BECTHO 4e, TIOB/IHABAT
TpoMGouMTHaTa QyHKuus (Hanp., HCITBC win anerwicanmmwiosa kucenvsa - ACK) # npH naumerTH ¢
U3BECTHA TEHACHUHA KhM KbpBEHE.

AXunonampuemusn

Tpy npunarakie Ba JyNOKCETHH € CROOLIABAHA XHIIOHATPHEMHA, BXIIOUMTENHO CITYUaH ChC CEPYMEH HaTpuiii
Ho-HUCHK 0T 110 mmol/l. XunosarpreMusTa MOKE 22 Ce Tb/HKi HA CHHAPOM Ha HEANEKBATHA CEKPELIA HA
anTaauyperHyeH xopMon (CHAJIX). TlopeueTo cyyuan ua XunoHaTpHeMus ¢a CLOGLIARAHV MPY MAlTHEHTH
B CTApYeCKa BB3PACT, 0cO0EHO B KOMDHHALUMS CHC CKOPOILHA AHAMHE3a 38 HIH HATWYHE HA CHCTOAHHE,
Npeapasnonaralloe KbM NpoMenn BEB poasns Gananc, Heo6xomumo ¢ sHHMAaHWE DK NAIHEHTHTE ¢
[OBHIIEH PHCK OT XMITOHATPHEMUS, KATO TAKHBA B CTAPYeCKA BR3PACT, MALHEHTH ¢ LMPO3a, NEXHIPATUDAHH
NAIKEHTH WM NAlMEHTH Ha JIEYCHHE C NUYPeTHLH.

IIpeycmanoeseane va reeriemo

CHMOTOMHTE HA OTHEMAHE Ca YECTH DPH IPEKHCBAHE HA NTEUSHHETO, 0COGEHO B CITYYaHTE, KOTATO
MPEXHCBEHETO Ce HIBBpINRa PA3KO (Bk. Toyka 4.8). B xnunsuyHo npoyqsane Hexenany crOHuTHa
HalNIONABAHH NPH PA3KO NPEKBCBAHE HA NCUEHKETO ca JOKIAABAHH NpH 0komo 45% OT IauMeNTHTe
JIEKYBaHHM ¢ YJIOKCETHH M pH 23% oT nauneHTHTe npheMans mwiauedo,

PHCKBT oT cumnToMu Ha oTHeMadeTo Kabuionasans npH SSRI's 1 SRNI's Moxe GH 3aBHCH OT MHOKECTBO
DAKTOPH, BITHOMUTENHO NPOIBILKHTENHOCT M JO3KPOBKA HA JICYEHHETO W CTENSH Ha HAMATIBAHE HA JO3ATA,
Haii-vuecto nabmonasatnTe peakiM ca nocodeHH B Touka 4.8, OGHKHOBEHO, CHMITOMBTE Ca NEKH 10
YMEPCHH, BBIPEKH, Y€ IPU HAKOH OT NALMEeHTHTE Te MOKe a3 OBRaT TEKKH 110 MHTEH3UBHOCT. Te
OBMKHOBEHO RL3HMKBAT B PAMKHMTE HA MLPBHTE HAKOIKO AHH OT NPEYCTRHOBABAHE HA JIEUSHHMETO, HO CA
JOKIANBAHM M MHOTO PEAKH Ciydad Ha TAKHBA CUMITTOMH NpPH TALMEHTH, NPONYCHANM A03a 10
HeBHHMaHKE. KaTo usiio, Te3u CHMITTOMH Ca CaMOOTPaHHYABAIIA ce ¥ OOMKHOBEHO NPEMHHABAT B PAMKHTE
Ha 2 CeIMHLM, HO MPH HAKOM HHIMBHIN, T€ MOXKE J1a Ca HajMLe No-Ibaro (2-3 Meceua i roseqe). Eto 3amo,
C& NMpenopbiBa NOCTENEHHO HAMANYBAHE Ha J03aTa HA NYJOKCETHH Mpu MpeyCTAHOBABAHE Ha JIEYEHHETO B
PAMKHTE Ha HE NO-MAJKO OT 2 Ce/IMUIM, B 3aBUCHMOCT OT MOTPeGHOCTHTE HA NALMENTa (BXK. TO 73 T

Hayuenmu e cmapuecka ev3pacm

Hanuute 3a ynorpeba Ha 120 mg QynoxkceTHH NMPH NALMEHTH B CTAPHESCKA BH3PACT C
CIH3OM H TeHEPANH3NPAHO TPEBOXHO PascTPOHCTBO Ca OTpaHHYeHH. 3aroBa, nededuet tm;
cTapuecka PB3pacT ¢ MAKCHMAaNHAa J103a Tpa0Ba Qa cTaea ¢ BHAMaHwe (K. Touka 4.2 u ToYXa §:.2).
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Axamuzus/ncuxomomopnro besnoxoiicmeo

Ynorpebara Ha JynoKCeTHH Ce CBEPIBA C PA3BUTHE HA AKATH3NS, XaPAKTEPHIMPAIA e ¢ CyBeKTHBHO
HETIPUATHO WITH H3TOIMTENHO 0e3NoKOHCTBO H HYHKA OT RBHNEHHUE, YECTO CHIIPOBOEHA OT HECTIOCOBHOCT
32 CeIeHe B CTOeHE Ha enHo MscTo. ToBa € MO-BEpPOATHO Jia Ce NMPOSBH B PAMKHTE HA ITHPBHTE HAKOMKO
CeJIMHLIM OT NIeueHUeTO. [ipy MaLkeHTH, KOMTO MOAYYaT TE3H CHMITTOMH, NOBHINGBAHETO HA NO3ATA MOYXE A
Guae Bpenyo.

Jlexapcmeenu npodyxmu, coOvpxcauiu Oyroxcemun

JynoxceTuH ce H3NOM3BA O PAITHYHY THPTOBCKM MAPKH 33 HAKOJIKO TOKA3AHHA (ledeHHe Ha AuabeTna
HeBpORaTHa 60/1K2, TO/IAMO JENPECHBHO PA3TPONCTRO, TEHEPATHINPAHD TPEBOKHO PAa3CTPOHCTBO K YpUHHA
cTpec MHKOBTHHEHIUA). Tpsbpa na ce u36area ynotpedara Ha nOBeve OT EAHK OF TE3H NPOAYKTH.

Xenamum/nosuweny 4eproOpobrY ensumu

Crobiiasanu ca cryqan ha 4epHoApolHO yBpexknake, BKITIOUATETHO TEXKY NOBRIICHHS HA uepHOApOoOHUTE
eu3pMy (=10 uTH ropHaTa rpaHuIla Ha HOpMATa), XEMATUT | KBITEHULA, ¢ XY/IOKCeTHH (BxK. Touka 4.8).
TlosedeTo OT TAX HACTHIIBAT 1TC BpeMe Ha IBPBHTE MECEIIM JIeUeH e, XapakTeprT Ha YEPHOAPOOHOTO
YBpEKAaHe € NpeAuMHO XenaronenynapeH. ynokceru TpabBa aa ce H3MoA3Ba ¢ BHHMAHKE IpH NAUHEHTH,
NeKyBaHW ¢ JPYTH NEKaPCTBEHH MPOAYKTH, CREP3BAHH C YBPEKIAHE HA YepHHS Ipob.

Cexcyania oucghyrxyun

CenexTupunte HHXHONTOPH Ha 0GPATHOTO 3aXBAlIAHE HA CEPOTOHMHA (SSRIs)muxuburopute Ha oGpaTHOTO
3aXBAIAHE HA CCPOTOHMEA H HOpaapeHamuua (SNRIs) MoraT Na NpMYMHAT CHMITOMM Ha CEKCyanHa
auchyskms (Bx. Todka 4.8). Mva chobimenns 3a mpoabLIKMTENHA CeKCyanHa MMCOYHKUMA, PH KOATO
CHMIITOMHUTE NMPOARKABAT BLIPEKH MPEKBCBAHETO Ha npreMa Ha SSRIs/SNRIs,

3axaposa

Hynoxeramma cuanpxa 3axaposa. TlalpeHTnTe © peaXM HACTENCTBEHYU NPOGNEMH Ha HEMOHOCHMOCT KbM
(pyKTO3a, TIOKO30-TANAKTOHA ManaGcopOLIMA HTH 3aXapa30-H3IOMAITaseH AehHIMT He Tpabea 1a npHeMar
TO3H JleKapCTBEH NPOXYKT.

4.5 BsaumopelicTBRe ¢ APYTH NeKAPCTBEHN NPOXYKTH U ApYrH GOpME HA BIaBmMoaeHcTBHE

Huxubumopu na mono-avuro oxcudasama (MAO-wixubumopu)

Nopana puck OT CepOTOHMHOB CHHAPOM, NYNOKCETHH HE TpiGBa fa Ce H3MON3BAR B KOMOHHaums C
HECENeKTHBHY, HEOGPATUMH MOHOAMHHOOKCHA23HH HHXHOHTOPH (MAO-HHXHGHTOPH), WIH B PAMKHTE Ha
noHe 14 nHW OT mpekecBaHe Ha JieyenweTo ¢ MAO-uHxuOutopu. Bri ocHOBA Ha MONYKMBOTZ Ha
IyJIOKCETHH, € HCOOXOMUMO /8 H3MHHAT TOHE 5 QHM Criefl cnkpane Ha JlylokcraMMa H NPe/IH 3anousaHe Ha
MAO-uaxubuTopn (Bx. TouKa 4.3).

He ce npenoptuba eqHOBPEMERHOTO NPUIOHEHHE HA YNOKCETHH ChC CENEKTUBHHTE, oGparumu MAO-
HHXHUOHTOPH, KaTo MokToGeMus (BK. To4Ka 4.4). AHTHOHOTHKBT AHHEIONH]L € ofpaTHM HecelleKTHBEH
MAO-ruxHOHTOp ¥ He TpsGBa Jia Ce 1aBa HA NALMEHTH, JIEKYBAHY ¢ TyNOKCETHH (B, TOUKa 4.4).

Huxubumopu na CYPIA2

Tol xato CYPIA2 e srmosen B metaGonusma Ha [AyNOKCETHH, ERHOBPEMEHHOTO NDHIOXEHME HA
AyNOKCETHH ¢ MouHK nExuOWTOpH Ha CYP1A2 e BeposTHO Ja n0BeA€ A2 MO-BHCOKM KOWLEHTDAIWH Ha
AynokcetHH. Dmysokcamud (100 mg BeaHB® AHeBHO), MowieH unXubHTOp Ha CYPIA2, Hamansea
(PUBHAHER ILTA3MEH K/THPBHC Ha JYNOKCETHH ¢ 0KoIo 77% v nopuasa AUC,. 6 mbTH. 3aT0BA JyAOKCETHH

He TpaGEa [a ce Npunara B KOMGHHALMA ¢ MOLIHK HEXHOHTOPH Ha CYP1A2 karo duyBokcamus (B, ToUKa
4.3).

Jexapcmesenu npodykmu, deticmaawu supxy ITHC

PucksT ot ynotpeba Ha AynokceTHH B KomGuralms ¢ apyry nosnussame [{HC nekape
CHCTEMHO OUCHABAH, OCBER B C/IyYaHTe, OHCAHM B TasH TOuka, CleXoBaTeNHo ce mp
BHHMAHME, KOraTo JYJIOKCETHH C¢ MpHeMa B KOMOWHAUMsA C APYrd LEHTpasHo ek




NMPONYKTH WIH BEIIECTBA, BKMOYHTENHO A&NKOXON M CEJATHBHM JIEKADCTBEHM TPOAYKTH (Hanp,
Gesnonmasenyuy, MOPHHHOMIMETHLIM, AHTHTICUXOTUIH, deH0GapGHTAN, CEAATHBHH AHTHXHCTAMHHH).

Cepomonunepzuytiu nexapcmeenu cpedcmea

B pemxu cnydan e cpobmaBaH CEPOTOHHHOB CHMHAPOM NPH NALMEHTH, KouTo M3momsear SSRIs/SNRIs
¢/IHOBPEMEHHO CBC CEPOTOHHHEPTUHHM JIeKapcTseHy cpeacTea. [Ipenopsusa ce BHHMaHHE, 2KO AYJIOKCETHH
C¢ H3MOM3Ba E€AHOBPEMEHHO CBbC CEPOTOHMHCPTMYHH NeKapcTBEHH cpelcTBa, Karo SSRIs, SNRIs,
TPHIMKIHYHE  AHTHACTIDECAHTH, KATO KIOMHIPAMHH WIH aMHTPHOTHIHH, MAO-HHXMOMTOPH, KaTo
MOKIODEMHN MM NMHe30NHA, KBAT KawTapuoH (Hypericum perforafum) Wi TpHITTaHH, Tpamajon,
Gynpenopdun, NeTHIMH H TpaTodan (BX. Touka 4.4).

Eghexm na oyraxcenun evpxy Opyeu sexapemeenu npodykmu

Jexapcmsenu npodyxmu, memabonuzupanu om CYP142
DapMaKkoKMHETHKaTa Ha TeodwiHH, cyberpar Ha CYP1A2, He ce MOBMMABA 3HAMMTENHO OT CHBMECTHOTO
APUIIOKEHHE ¢ TynoxceTyH (60 mg ABa 5T AHEBHO).

Jlexapcmsenu npodyxmu memaborusupanu om CYP2D6

Hynokcetun e ymepen unxuburop va CYP2D6. Korato gynokcerds ce npunara 8 103a oT 60 mg npa mstH
AHEBHO C CAHHUYHA 1038 Ae3unpamHH, koiito ¢ CYP2D6 cyberpar, AUC na aesunpamuu ce ysenwuaga 3
nsTH. CHBMECTHOTO NPHJIOXKEHME HAa NyMokcerHH (40 mg [Ba MBTH AHEBHO) MOBHINABA CTAIHOHAPHATA
AUC Ha TorreponnH (2 mg 18a METH AHEBHO) ¢ 71%, HO He NOBNMABA (PAPMAKOKHHETHKATA HA HETOBHA
aKTHBEH 5-XHAPOKCII MeTabONHT ¥ He Ce mpenops4Ba afanTHpane Ha nosara. Ilpenoprusa ce MOBMuISHO
BHHMAHHE, aKO NYJOKCETHH CC MPUIIATA ¢AHOBPEMEHHO C IEKAPCTBEHH TPOAYKTH, KOHTO Ce MeTabomH3upar
ocHoBHO oT CYP2D6 (pucnepaon, Tpuumcimuns awtupenpecants [TIAJ) kaTo HopTpumrius,
AMUTPHITHINH U WMHNPaMKH) 0COGEHO, ako Te HMAT TeceH TEPHEBTHUYCH HHACKC (Kato (uickauHmg,
npornadieHOH H METONPONON).

Hepoparnu xonmpayenmusy u Opyzu cmepoudnu npenapamu
Pesynrarute ot in vitro npoyusaHHs MOKa3Bart, e AyNOKCETHH He HHAYLUAPa KATATHTHYHATA SKTHBHOCT Ha
CYP3A. Criennduynn in vivo npoyuBaHHs 3a IeapcTBEHN B3aHMOJIEHCTEIA HE CA TPOBENIAHH.

Aumuxoazynarmu u aumuazpezanmu

H3uckRa ce nOBHWEHO BHHMAHME, KOraTo AYJIOKCETHH ce KOMGMHHpA ¢ NMEpOpaHY ATHUKOACYJAHTH WIH
AHTHArPETaHTH MOPaJM [OTEHUMANHO TNOBMINEH PHCK OT KbPBEHE, KOETO MOXe Ja ce ODICHM ©
$apmaxozunamuuno B3anmonesicTBue. OcBeH ToBa € ChoOLIABAHO MOBMIIARAHE Ha CToMHocTHTE Ha INR
KOraTo Ha TAalWeHTH, NeKyBaHH C BapQapHH, cc NOPHIAra eJHOBPEMEHHO JYJOKCETHH. Bee mak,
SIHOBPEMEHHOTO NPUIIAraHe Ha KYJOKCeTHH H BaphapiH Ha 3npasu A0GPOBOJUM, KATO YACT OT KIMHAHHO
$apMakOIOrHHO Bpoy4BaHe, TPH CTALHOHAPHO CHCTOSHHE HE BOIH 710 KTMHAYHO 3HAYMMA poMsHa B INR
CIPAMO M3XONHOTO HUBO WITH BB (hapmMakokuHeTHKaTa Ha R- unu S- sapdapui.

Edexmu na Opyeu aexapcmeenu npodykmu ebpxy OViAoKCEmun

Aumuayuonu rexapemea u Hy anmazowucmuy

ChBMECTHOTO NPWIOKEHHE HA NYNOKCETHH ¢ SHTHAUMAH, CHABPXKANM ATYMHHMH M MarHeamii, wiM Ha
AYNOKCETHH ¢ (PAMOTHIMH, HAMA 3HAYMM e(eKT BEPXY CKOPOCTTA WIM CTENeHTa Ha pesopbuua Ha
Ty OKCeTHH ClIeq [TPHIMKeRHE Ha 203a oT 40 mg nepopanso.

Huoyxkmopu nqa CYP1A2
AHann3u Ha oMy auMoHHH GapMaKOKMHETHYHH (IPOYYBAHMS [OKA3BAT, ¢ MyMIAYHTe HMAT NouTH 50% no-
HHCKH NMNa3MEeHH KOLUEHTPaUnH Ha JYNOKCETHH, B CPABHEHME C HEMyLIauMTe,

4.6 @epTHANTET, GPeMEUHOCT M KbPMEHE

e
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Ilpoyusatus ¢ KHBOTHH NOKA3BAT PENPOAYKTHEHA TOKCHYHOCT MPH HABA HA CHCTEMHA {ﬁ@(‘;j\‘;\\
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Ha JIyJIOKCETHH MO-HUCKHM OT MAXCHMATTHATA KITHHHYHA eKCrIO3HtMA (BX. Touka 5.3).
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/Be ronemu obcepraipionny npoyyeanus (exno ot CAILL swunousamo 2500 SpeMeHHH, ¢ eKCIO3HIMA Ha
RYJIOKCETHH [Tpe3 ITbPRBHA TPUMECTHD, W eaHo ot EC, sxmoysamo 1500 OpemeHHM, ¢ €KCIIO3MIHA Ha
OYyNOKCETHH MNpe3 IBPBHS TPHMECTHRP) He mpeanofaraT ofll NOBHIIEH DPHCK OT TOMEMH BPOJEHH
Manopmauui. AHATM3ET H3 KOHKPETHH MandOpMauMl, KAaTo CHPACYHH MandopMalid, TOKa3ea
HeyOeqUTeNHH pe3yITaTH.

B npoyusanero or EC ¢ HanpaBena Bp3Ka MeXIy eKCHO3ULMATA Ha JYNOKCETHH Ha MaikaTa no BpeMe Ha
HanpenHana SpeMeHHOCT (110 BCAKO BpeMe oT 20~Ta recTALHOHHA CeMHUYA 10 POKIAHETO) ¢ NOBKINEH PUCK
OT TpPeANeBPpEMEHHO paxgaHe (MO-MAIKC OT 2 MWBhTH, KOeTo NpUGTH3WTENHO CHLOTBETCTBZ HAa 6
AOITL/IHATENHH NPEXACBPEMEHNH paxnanua Ha 100 skeHW, Ha Tepanua ¢ XyNOKCETWH B HanpenHana
Gpemennoct). Ilo-ronamara 4acT e Bb3RHKHana Mexy 35 u 36 recraumonHa cenmuia. Tasu BPE3KA HE €
Halnionasasa B npoyysaneto oT CAILL

AMEpUKAHCKH AKHH OT HaGTI0NeHUA TPEIOCTARAT JOKA3ATENICTBA 32 TIOBHINEH PHCK (TI0-MANKO 0T 2 ITETH)
OT MOCNIEPONOBO KPBBOTEUCHHE ClIe]] EKCMO3UIMA HA MyAOKCCTHH B PAMKHTE Ha Mecell IPeRH PakIaHeTo,

EnunemMuonoruanuTe nasu npeanonarar, 4e yrorpebara na SSRIs no BpeMe Ha GpeMeHHOCT, 0coBeHO B
HanpenHana OpeMEHHOCT, MOXKE /1a MOBHIIN PHCKA OT TIEPCHCTHPALIE MY/IMOHATHA XHIIEPTOHHA 1IPH
Hosopoaeroro (IITIXH). Makap B HHKaKBH NPOYYBaHHA 14 HE € H3che IBana BpB3KaTa na [TIXH ¢
nevenuero ck¢ SNRI, To3u moTeHImanes pHCK He MOXe 2a 6bae H3KTIOUEH NPH AYIOKCETHH, BIEMaiiKi Mo
BHHMaHHE CBEP3aHUA MEXaHM3BM HA AeficTBue (MHXHONpane Ha oGPATHOTO 3aXBAINAHE HA CEPOTOHHH),

HofoGHo Ha OpYrHTE CEpPOTOHEPTHHMHH JIOKAPCTBEHH NPONYKTH, MOTAT Na CE MNPOABAT CHMIOTOMH HA
OTHEMaHE NPH HOROPOLUEHH CieN ynoTpeba Ha MyNOKCETHH OT Maitkara Onmusko Ao TepMHHA, CHMITOMHTE
Ha OTHeMaHe, HaDMIONABAHM TIPU MYNOKCETHH, MOMKE Ja BKNIOMBAT XHNOTOMMSA, TPEMOp, HEPBHOCT,
3aTPYAHEHAA B XPAHEHETO, PECITHPATOPEH HCTPEC H I'bpyoBe. IloBedeTo cmyyam ca HabMONaBaHy Uny Npy
PKAAHETO, MM B TEUECHHE HA HAKOJIKO JHH CAEH PAXIAHETO.

Hynokcramma TpsiGea Aa ce W3MOM3Ba 10 BpeMe Ha GPEMEHHOCT, CaMO aKO OTEHLIMANHATA NIOJ3a ONPABLABA
noreHUMaNHUA PHCK 3a mionad. Xenure TpaGma Na ObAaT CHEBETBaHH NA WHQOPMHPAT JeKapi CH, aKo
3abpemeHesT, WK NNaHupaT 3abpeMenssane No BpeMe Ha JIeUeHHETO.

Kvpmene

HynoxceTdn ce OTAENS B MHOTO MaJiKa CTENEH B KbPMATa Ha 5a3aTa Ha H3c/IeABaHE HA 6 NALMEHTKH ¢
AaKTaUHA, KOHTO HE ca KePMHAH CBOHTE Aeua. Hlpubansurennara nercka NHeBHA Ao03a Ha Gaza mg/kg e
npubnusuresuo 0,14% or nosara Ha Malikata (BXx. Touka 5.2). Thif karo 6€30MacHOCTTa Ha TY/IOKCETHH MPH
Gebera ne e ycTanoBena, ynorpelara Ha J{ylokcramMma 1o BpeMe Ha KbpPMEHE He ce NIPEnopEyBa,

Qepmunumem
B npoyusanns npr K#BOTHM DyNOKCETHH HAMA (KT BLPXy depTHIMTeTA NpH Mbike, a edeKTHTE mph
KEHH O4EBHIHO CA CaAMO B BO3H, KOHTO [IPHMHHABAT TOKCHYHOCT 33 Malkara.

4.7 Edexrtn supxy cnocobnocTra 3a wodnpane n paora ¢ Mamunn

He ca u3sbpiusanu npoyusauus LpXy cnocoGHOCTTa 34 modupare | pabota ¢ MamHHH. Jly10KCeTHH MOXKe
nia 6BAe CBLP3aH Che cenMpane U 3amMaaHoct. [TaunenTrTe TpabBa Aa GBAAT yRENOMABAHH, HYE AKO M3MUTBAT
CequpaHe WIH 3aMasHoCT, TpalBa 12 H3GATBAT NOTEHLHANHO PHCKOBH paGoTH kato modupane wiu pabota ¢
MAalIuHH.

4.8 HexenaHu JekapCTBEHH peakun

a. Pezome na npoguna na 6esonacriocm
Hait-uecto chobuiasanuTe HekeaHH PeaKiliy NPH ALMENTH, IEKYBAHH C JYJIOKCETHH,
rnaBofonMe, CyXoTa B ycTaTta, COMHONEHTHOCT M 3amaiipade. BwnpekH ToBa, ryﬁ
HEXKe/IZHH peakLH Ca JIeKH [0 YMEPeHH; Te 0OHKHOBCHO 3alouBaT paHO MO BpeMeE’ il
FOMIAMA YACT C& ¢ TERICHLAN AA OTMHHAT JIOPH, KOTATO TepanisTa Gh1e NpOIbIKeHs! £
i
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0. Pe310Me Ha HENCERANUME NEKAPCINBEN Y PEGKIYHY, NPEOCTIAGERO 8 mabiuyd
Tabnuua 1 nokasea HeXeENAHUTE PeaKIMH, HaGIOABAHY NPH CIOHTAHHO CHOGWABANE H IIPH IWIauebo-
KOHTPOJIMPaHH KIMHUYHH POy IBaHHS.

Tabauya 1: Hewcenanu peaxyun
Ouenka Ha 9ectora: Meoro gectn (= 1/10), yeetH (> 1/100 g0 < 1/10), nenectu (= 1/1 000 xo < 1/100),
penxu (= 1/10 000 no < 1/1 000), mBoro pemxu (< 1/10 000).

TIpH Bcako rpynupane B 3aBACHMOCT OT YeCTOTATA HEXENAHHTE PEAKUMH Ca NMPEACTABEHH B HH3XOAAIL Pex
M0 OTHOHICHHE HA TAXHATA CePHO3HOCT.

MHoro gectd Yecrn Hevectd Peaxu Mauero peaxn
Hugperxyuu u unpecmayuu
Jlapuarur
Hapywenus na umynnama cucmema
AnadunaxTiiHa
peakus
Hapyerus,
CBBP3aHH ChC
CBPBXYYBCTBHUTEIHOCT
Hapywenus na endoxpunnama cucmema
XHIIOTHPEOUTHZEM
Hapywenun na memabonuzma u xpanereno
Hamanen XuneprigxeMus Hexunparauus
aTeTHT (noxnanBana XunoHarpHeMus
ocoBeno npu CHAJIXS
HNALHEHTH (cusnpom Ha
aHabeTuim) HEaneKpaTHa
CeKpelLHa Ha
aHTUIMYPETHYEH
XOPMOH)
Heuxwynu napyuenus
Hucomuus Cynumnana Cyuumano
B136yaa uneauns®’ nosegeHne’™’
Hamanerno Hapymeuue na ceus | Mannsg
nubuno Bpykcuzbm XamoudHaLHH
TpeBoxkHOCT AesopueHranus BpakaeOHocT H
ABHOpMen Anatus ruag
oprazeM
Hpxu crHHUIIA
Hapywenua na wepsnama cticmema
I'nasobonue 3amasHoCT Muoknonus CepoTosuHoB
Comuonenroct | Jlerapras AKaTH3us’ chEapoM®
Tpemop HepeHoct Kousyncuu! )
Mapecresns  |Hapymenne na TICHXOMOTOPHO s \
EHAMBHHETO GeanokoiicTro® i .
Hucreysus ExcTpanupampany || i
JiucxuHesns CHMITTOMH® 1 !
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CunapoM Ha
HECTOKOHHUTE
KpaKa

Jlomo kauecTso Ha
C¢BHA

Hapywenun na ovume

3ambrieHO Munpuaza I'naykoma
BIDKJIaHE Hapymenne na
3peHHETO

Hapyuwenun na yxomo u aabupunma

Hlym B yunre! | Bepraro

bonxka B yxoro
Cupoeunu napyuenun
TNanmararmu Taxukapnus
Hapkamepra
ApUTMHFS, TIABHO
NPEACHPAHO
MBIKIEHE
Cuwoosu Hapyuenus
Tosuiuero Cunxon? XuneprouuyHa
KpPBBHO Xunepronms>’ kpusa™®
Hansrasne’ OprocratudHa
3aueppaBane | XMIOTOHHA®
Hepudepna
CTYIEHUHA

Pecnupamopnu, 2peOHu U MEOUACMUNAIRU HAPYIEKUR

Ipozseane Hanpexenue s Hureperuumanua
FBPROTO GenoapoGua Gonecr'’
Enucraxcue Eozudoduma
ITHEBMOHHA®

Cmomauino-upesnu Hapyiuenun

Tanene Konctunaima | CromamHo-upesen | Cromarur

Cyxora s ycrara | Juapus KPbBOHITHE' Xematoxeaus
Kopemua Gonka | CacTpoenrepur Jlom aBx ot
INosprinane Opurgaze VYerata
Jucnencus T'actput Mukpockoncky
Gnatynenoms | ucdaras KOJTHT®

Xenamao-6unuapru napyutenun

Xenatut® Yepuoapotina
[opumenn HEOCTATBYHOCT®
yepHONPOGHH Krirrenmua®
eranmu (ALT, AST,
ankanua docdarasa) ) m}*\
Octpo uepHOAPOGHO o ‘;;f,‘f i, /‘?“33’;, A
yBpexAAHE g -

)
.
e e

Hapywenusa na xodcama u NOOKONCHAMA mbKaH

3acuneHo Howno w3norssare l CuHIpoM Ha Stevensvi;\ -
.Y ‘_
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MOTEHE
O6pur

YprHkapHsa
Konrakren

JEPMATHT

Crynena not
Peakupu Ha
OTOUYBCTBHTETHOCT
3acunena

TEHJICHUMA 32 NOARA
Ha XeMaTOMH

Johnson®

AHTHOHEBPOTHYEH

otok®

BACKyJIHT

Hapywenua na MycKynno-creremuama cucmema u CoeQuHUMenHama muxan

MyckynHo- MyckynHo Tpuamyc
ckesieTHa 6OKa | HANpEKeHHE
MycKy.ien [Torpenease Ha
CNaIbM MYCKYJIK
Hapywenua na 6v6peyume u nuxoynume nemuya
Husypus 3anbpKane sa IpomeneH
Yecro YpHHa MUPHC Ha
YpHHHpaHe 3atpynneno ypHHaTa
VpUHUpaHe
Huxcrypus
TMomypus
HamaneHna nuypesa

Hapywenus na svsnpouzsooumennama cucmema u 2bpoama

Epexrinna
JACOHYHKUHS
Hapymensue na
eAKyNALIUATA
3abarena
eAKynaums

T'unexonoruuso
KbpBEHE
Mencrpyanau
HapyIDeHHA
Cexcyanna
nachyHKUHS
Bornka B TecThcure

Menonaysanam
CHMITTOMH
lanaxrtopes
Xunepnponaxkri-
HeMHS
TTocneponmoso
KpBBOTEYCHHE®

Obwu napyuenus 1 ehexmu Ha MACIMOMA HA RPULONCEHUE

Tpunareun®
Ywmopa

Boska 8 repaute’
AGHOpMEH
ycenagus

YyBcTBO 38 CTYR
Kaxna

Brpricane
Hepasnonoxenue
YyBCcTBO 32 TOILTHHA
Hapyuienus 8
HoxXoakara

Hacnedsanus

IMoumwxenne Ha
TErnoTo

[Tokausane Ha
TErNoTO
Iorxienne Ha
KpeaTHH
dochokunazata B
KpbBTa
Nosmnenwue Ha
Ka/IdA B KPHRTA

Yeemmapane Ha
XOJiecTepona B
KpPBETA,
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1 Cyqad Ha KOHBYJICHH H CIy4ay Ha IyM B YIRHTE ¢4 ChOGMABARM CHINO €61 NPEKBCBARE BA JEHEHHETO.
2 CyyaH Ha OPTOCTATHYHA XHIOTOHHA ¥ CHHKO €2 CROGINABAHK OCOGEHO B HAYANIOTO Ha JICHEHHETO.

3 Binkre ToyKka 4.4,

4Cryyad Ha BpaxeGHOCT M THAB ca ChoOIIARAHH 0COOEHO B HAYANOTO HITH CJ1e] NPEKbCBAHE HA JEUEHKETO.
5 Coryvyan Ha CyMLIMAHA Haealns ¥ CYHIMITHO NoBeieHye ca Cro6lasanu N0 BpemMe Ha JIedeHwE C
RyMOKCETHH HWIH CKOPO CiCA MPEKECBAHE HA ISYSHHeTO (BiK. Touka 4.4),

6 OUeHeHa YeCTOTA HA HEKENaHH peakiinH, ChOOLICHH IPH MOCTMAPKETHHIOBOTO HaGmoAeHue; He ca
Habmonapaky B I1a1e60-KOHTPOTHPAHY KIHHKYIHHA IPOYYBAHHS,

1He e crarucTudecku cCHrHHgHKARTHO pasiuHa oT mwiauebo.

s [IpUnagpumTe Ca MO-4eCTH NPH NALMEHTH B CTAPYECKA BH3pAcT (BB3pacT 265 ronnuu)

secToraTa e H3YHCIIEHA BB3 OCHOBA HA JAHHH OT BCHYKH KIHHWYHHA H3MTHTBAHMA

10eCcTOTaTA € H3UHC/ICHA BB3 OCHOBA Ha WaleGo-KOHTPONIUPAHH KIMHWYHN H3IIMTRAHHS,

6. Onucantie Ha u3DPANU HENCERARU JNEXAPCMBEHU Pearyuy

[TpexpaTaBaHeTo Ha AYAOKCETHH (OCOGEHO KOTATO € BHE3ANMNO) YECTD BOAH 10 CHMITTOMH HA OTHeMaHe.
3amaiiBane, CEH30PHH HapYIIEHNA (BKLIOYUTEHO NAPeCTE3xs WIH YCEITAHUA, MONOOHH Ha MPeMUHABAHE Ha
EMIEKTPHYCCKH TOK, 0¢obeno B o6acTTa Ha r1aBaTa), HapyIleHHd B ChHA {BKIIOYHTETHO Ge3ChHIE U
MHTCH3HBHO CEHYBAHE), YMOPA, COMHOIEHTHOCT, Bb30Yya HWIH TPEBOKHOCT, FajieHe M/WiK NoBphLIaNe,
TPEMOp, TAaBo0ONME, MHANITHA, PA3PA3HUTETHOCT, ZHAPKSA, XHIIEPXHAPO3a M BEPTHTO Ca Hafi-4ecTo
cBOOLIABAHHTE HEHKENAHH PEAKITHH.

O6mo, ¥ 3a SSRIs 1 3a SNRIs, Te3n chGUTHA Ca NEKY A0 YMEPEHH M CAMOOrPAHMYABALITH CE, BLIPEKH e
TNPH HAKOH MALHCHTH T MOXE Ja €A TEXKH H/WTH NPONBDKKTENHM. 3aT0BA Ce IPenopLIBa, KOTATO HE Ce
Hasara foBeve JieUeHHe ¢ AYNOKCeTHH Na 6B/e HIBBPIICHO MOCTEMEHRO CUPAHE, YUpe3 HAMAABaHe HA
ro3ara (BK. Touka 4.2 ¥ Touxa 4.4).

[Ipes 12-ceamunara ocTpa Bhasa HA TPH KIBHUYHYA IPOYUBAHKS ¢ XYAOKCETHH NPH NALHEHTH ¢ AuabeTHa
HepponarHa Hojixa ¢ HalIONABAHO MAJIKO, HO CTATMCTHUECKH 3HAMUAMO NOBMIIEHUE B KPHBHATA [TIOKO34 HA
TRagHO, TPU MAUMCHTHTE HA TeuckHe ¢ AyJiokceTHH. HbA;: e cTabune ¥ Ipy nalMeHTHTE IEKYBaHH ¢
JYNOKCETHH, Y IPH NAilMeHTHTe NeKyBanu ¢ nnauedo. [Tpes dazara ua yabmkaane Ha Te3n NPoyYBaHHA,
TPORBILKANA A0 52 CEAMULIM, € HATHYHO NoBuenne Ha HbA i B rpynarta Ha AyNOKCETHR M B Tpynara Ha
PYTHHHA Tepanis, HO CPeJHOTO NoBHIeHHE € 0,3% No-ro/IMo B rpyNaTa Ha JleueHHe C JYNOKCETHH,
Hammmo e neko nopuilienre B KPEBHATA LMOKO32 HA TIAMHO U HA OBIMAA XOMECTEPON PH NAUHEHTHTE
A€KyBaHH C XYNOKCETHH, IOKATO Te3H 1a0opaTopHH M3CACABAHUS MOKA3BAT NEKO HAMANEHWE B TPyTIaTa HA
PYTHHHA Tepanus.

Kopurupanusr cnpamo cxpieynarta decrota QT uHTepBan npH naLMeHTHTe, JIEKYBAHH ¢ JYNOKCETHH, He ce
pa3iyasa Ot TO3M, HalmoAABaH NPH MALMeHTHTe, TeKyBaHk ¢ Ianeto. He ca nabmonapany KIMHUYHO
3nayumMy pasaukd 3a QT, PR, QRS wix QTcB uaMepBanvaTa MexIy MALHEHTHTe, IeKYBAHHTE C
AyOKCETHH H Te3H NeKyBsaHuTe ¢ nuanebo.

2. Heonampyuna nonynayus

O6uo 509 naugentH feta Ha BB3Pact 0T 7,20 17 roAHHM ¢ TOMAMO [EMPECHBHO PascTpolcTBo U 241
NeAHATPHYHH NIALMEHTH Ha BB3pacT o1 7 10 17 roaMHy ¢ reHepais3Hpato TPEBOKHO Pa3CTPOICTRO ¢a
TIeKYBaHH C TyJOKCETHH B KIIMHHYHE Npoy4sanud. Kato usiao npodunkt Ha HeXXenaHHTe NeKapCTBEHH
peaKiHi Ha AYAOKCETHH NPH eua H IOHOHIY € ogoben Ha To3y, HaGmonaraH Npy BB3PacTHH.

O6wo 467 neanaTpHYHHA TIALMEHTH, KOWTO MMEPBOHAYATHO Ca PAHAOMIUPAHH AA NOMYUABAT MyNOKCETHH B
KAHHUYHH OPOYYBAHHUA, HITHTBAT CPpeAHO HaMaienHe HA TeroTo 0,1 kg xeMm 10-Ta ceqmuina B cpapHenue ¢
0,9 kg cpenro ypenuyerue npa 353 nauneHTH, nony4yasawd wiauebo. Ciien T0Ba B TeHEHHE Ha YETHPH-
MeceueH JIo WeCT-MECeYUeH NIEPHO]l Ha NPONBIDKEHUE, NALMEHTHTE CPeIHO BMaT CKIIOHHOC
BBICTAHOBABAHE HA OYAKBAHOTOC CH H3XOMHO TETJIC B NEPUEHTHIA Ha (azaTa Ha oMy
BPBCTHULIMTE, CHOTRETHY 110 RB3PACT H MO,

s F; s
B HPOYUBRAHHA C NIPOAB/GKHTEITHOCT RO 9 Mecella IpH nalineHTHre oT ne.uua’rpnqﬂa‘,&ﬁﬂq‘rgy AN, nexynaﬂ‘ﬂ‘

¢ AynOkceTHH, oe Habmoziara OGLLIO cpeano Hamanenue OT 1% Ha nepuenTHIa 3a phot{HaManeHne oT 2%
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npy geua (7-11 roguun) 4 ysemmyenue ¢ 0,3% npu 1onows (12-17 ronunn)) (k. Touka 4.4).

Crofinapane Ha OAOINPAHY HEKENAHH DEaKIHH
CnolmasaseTo Ha MOAOIMPAHY HEXKETAHY PEAKLIMY Clielf paspelnagane 3a ymorpe6a na JICKAPCTBCHHR

TIPONYKT € BaykHO. TOBa NO3BONARA A MPOXBIKY HAGTIOAEHHETO Ha CHOTHOIEHHETO NION3A/PHCK 32
NEKaPCTBCHUA NPORYKT. OT MEAHIMHCKATE CIIELIMATIMCTH Ce M3UCKBA A2 ChoGLUaBAT BCAKA NON03KMpaHa
HEXKeNaHa PeaKiys 4pes HAHOHAIHA CHCTeMa 34 chobiiaBane:

Bobarapus

HamenuyTenta areHUMs 00 1EKaPCTBATA
yn. Jaman T'pyer” Ne 8

1303 Codmn

Ten.: +359 2 8903417

yebeaiiT: www.bda.bg

4.9 TIlpexozupane

Crobwmapany ca crydan Ha NPEAO3UPaHE, CAMOCTOATENHO KTH B KOMGMHALHA C APYTH JTEKAPCTBEHH
NPOAYKTH, ¢ 1034 AynokceTHr oT 3 400 mg. MMa HAKONKO CMBPTHH CITYy4aH, OCHOBHO [IPH CMECEHO
TIPEO3HPAHE, HO CHUYO TAKA ¢ KYIOKCETHH CaMOCTOATENHO B 1033 oT npubsmsutento 1 000 mg. benesure u
CHMIITOMUTE Ha MPeIo3upare (yAOKCETHH CaAMOCTOSTEIHO WM B KOMOMHALHS C IPYTH NEKAPCTBEHU
DPOAYKTH) BKMOYBAT COMHONIEHTHOCT, KOMA, CEPOTOHHHOB CHHIPOM, TIPHNAXBLI, HOBpBIIateE H
TAXUKAPIUS.

He e uspecTeH crienmouties aHTHAOT Ha AyTOKCETHH, HO AKO HACTBHIH CEPOTOHHHOB CHHAPOM MOKE J1a ce
HMa NIPeIBHA CrieHGUUHO TeueHHe (KaTo ¢ LMNPOXENTaaiH H/HIH TeMnepaTypen koutpom). Tpatsa xa ce
noAnspar cBo0oaHK NUxaTenHHTe METHINA. [IpenopsuBa ce NPOCNEAABAHE HA CHPASYBHUTE U JKHIHEHH
{TOKA3ATE/H, 3364HO € TIOAXOAALIH CHMITTOMATHYHHU W NOINBPKAIK Mepki. CTOMAlIHA TIPOMHBKA MOXKE Jd
€ MOKa3aHa, aKo ¢ H3IBBLPLIH BEIMOXKHO HAl-CKOPO clte] NOTTHIAHETO WIH NPH HAIHEHTH CBC CHMITTOMY,
AKTHBHUAT BBTJIEH MOXeE a2 GbJe nojie3eH 3a orpanuvaBase Ha pesopoumaTa. JySoKCeTHH uMa ronsimM oGem
Ha pasnipenesnienue 1 hopcupanara aMypesa, Xemonepdy3us u o6meHHa epQy3HA € Mako BepodTHO Ja ca
OT 1034,

5.  ®APMAKOJIOTMYHH CBOMCTRBA
51 @apmaxonsHaMuYHEE cBolicTBA
QapmakorepanesTuyHa rpyna; Jpyru antunenpecanmu, ATC xon: NO6AX21

MexaHu3bM Ha nelicTBre
Aynokcetn ¢ kKOMOMHMpPas MHXUGHTOP KA OOPAaTHOTO 3aXBaliane Ha ceporounH (5-HT) u HopanpeHanHH

(NA). Toii ciabo urxubupa oGpaTHoTO 3aXBalate Ha A0TaMHHa, Ge3 3HauMM adMHMTET KEM
XHCTAMHHEPIUMHUTE, AOMAMHHEPTAYHH, XOIMHEPIHHHY K aIPEHEPrHyHu peuerrropu. JlyIoKceTHH Ko3a-
3ABHCHMO OBHINABA EKCTPALETYIAPHHTE HHBA HA CEPOTOHHHA M HOPHOPALIPEHAIHH B PAIIHYHA MOZBYHH
obXacTd IpH JMBOTHH,

(apmaxonpuaMuyBy edekTH

HynokceTHn nopMamH3Kpa npara Ha GOIKaTa P HAKOJKO NPEIXIMHAYHY MOJIENA Ha HEBPOTIATHA |
Bh3nanMTeNna 6onka H cMeKYaBa NOBEACHUETO pu Gonka B MOAEN Ha nepcucTHpaina Goka. Cuunra ce, ve
MHXHONpamoTo Gonkara AcHCTBHE Ha JYAOKCETHH € PE3YJITAT OT NOTEHIHHAPAHETO HA necueggan’mu‘rc
MHXHOHTOPHH OOJIKOBH METHINA HA IEHTPANHATA HEPBHA CHCTEMA.

Kaunuyna edhkacrHoct ¥ GespnacHoct
T'onsmo oenpecusno pazcmpoiicmeo:

HynokceTHH ¢ H3Y4aBaH B KNMHMYHM NPOrpaMH, BKmousaty 3 158 nanmweHTh (,
NAUKEHTO-TOAUHH) oTropapawk Ha DMS-IV kpurepumre 32 romama ,uenpecmi
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RY/IOKCETHH PR NPENOpLUHTENHa NHeBHa nosa 60 mg BeawbX AHEBHO € IOKA3aHA NPH TPH OT TpHTe
PaHIOMM3HPAHH, IBOHHO-CNENH, Wiaue6o KOHTPONHPAHH, ¢ GHKCHPAHA 2032 IPOYHBAHNA B OCTPa (asa Npu
BB3PacTHH aMOYNaTOPHM NALMEHTH © TOSM JENPEcUBEH enu3on. 06110, epHKACHOCTTA Ha AYNOKCETHH €
JCMOHCTPHpaHa MpH AHEBHA /io3a Mexay 60 u 120 mg s obuwo mer or ceaeMTe paHIOMMIMpPAHY, NBOKHO-
creny, miauebo KOHTPONHPaHH, ¢ (PUKCHPaHa 1033 NMPOYHBAHMA B OCTpa ($ala NpH BH3IPacTHH aMOynaTOpHH
TIALMEHTH ¢ TONIAM JeNPECUBEH eNH30N,

Ay nOKCEeTHH N0Ka3a CTATUCTHYECKO NPeIMMCTBO CrpaMe Iwiaue6o, mpoceaeHo upes nogobperve Ha obus
pesynrar no 17 toukosara Hamilton Depression Rating Scale (HAM-D) (BinounTenHo | Ha
SMOLIHOHANHHTEC ¥ Ha COMATUYHATE CHMITOMH Ha fenpecka). CTeNeHTa Ha OTTOBOP H PEMHCHS ¢a CHILO
CTATHCTHYECKH 3HAYHMO TIO-BHCOKM NPH YJIOKCETHH, B cpaBHenue ¢ ruranefo. CaMo Masika 4acT ot

NALHEHTH BXIOUCHH B NHIOTHU KIMHHYHK NIPOY4BAHKA Ca OHIIH C TeXKa AenpecHs (H3xoaHo Buso HAM-
D>25).

B npoy4sane 3a npefoTepaTaBate HA peUVIMB, TALMEHTHTE, MOBIHATH ¢e OT 12-CeaMHUHO OTKPHTO, OCTPO
Ne4CHHE C AYNOKCETHH 60 Mg BENHEK AHEBHO, Ca PAHIOMWIHPAHH HIH Ha ZY/IOKCETHR 60 mg BexubX
RHEBHO KIIH Ha Aauebo 3a olte 6 meceua. Ipunaranero Ha qynokcetuH 60 mg BeaHEXK HEBHO NOKa3a
CTATHCTHYECKO 3HAMMO NPSAMMCTBO B cpaBHeHHe ¢ wianebo (p=0,004), no oTHoWeHHE HA H3MEpPBAHETO 3a
IMEPRHYCH H3XOX, IPOQUIAKTHKATA Ha PELHAHE Ha JENnpecyd, M3MEPEHa Ypes BPeMETO 10 PEIHINBA.
YecToTaTa Ha peLMAUBHTE IO BPEME Ha 6-MeceHIA JBOAHO-CRAT NEPHOA Ha mpocaeasbane e 17% u 29%,
CHLOTBETHO, 38 AYJIOKCETHH H 32 rwianelo.

Mo Bpeme Ha 52-ceamudroro nuanebo KOHTPOIMPAHO NBOKHO-CANO AEYSHHE NEKYBAHHTE C AYIOKCETHH
NAUHEHTH ¢ PCIHIME HA FOJAMO ACTIPECHBHO PA3CTPOHCTBO UMAT CHIHHGHKAHTHO HO-ABBI DE3CHMITTOMEH
nepuos (p<0,001) B cpaBHeHHe ¢ NauHenTHTE, PAHIOMUUPAHM Ha wiarnebo. Beuuku nanvenTy
NIPEABAPHTEIHO CA Ce MORMMANY OT AYJIOKCETHH N0 BPEME Ha OTBOPEHO JIeHeH e ¢ AYAOKCETHH (28 no 34
ceaMuUH) apH Jo3a ot 60 ao 120 mg/nnerHo. Ilo Bpeme Ha 52-cenmutinaTa wiaueGo KOHTPOTMpaHa
ABoHHO-clifina Qasa na nevenre 14,4% oT nanpeHTHTe, IEKYBAKY ¢ AyJI0KceTHH, H 33,1% oT naumenTyTe,
TPETHPAHH ¢ Nnaue6o, npexxUBABAT IOBTOPHA NIOABA HA CHMITTOMMTE CH Ha Aenpecus (p<0,001).

EdeKTbT OT MpUIaraHeTo Ha AYNOKCETHH 60 Mg BEIHEIK THEBHO NPH NALIMEHTH C JEenpecHs & cTapyecka
BB3PACT (265 roguum) e oneHer crielHIHO B MPOYMBAHE, NOKA3ZBALIO CTATHCTHYECKH 3HAMMMA PasIHKa B
HamanssareTo Ha HAMD17 pesynrara 3a naupeHTure, JIEKYBAHM ¢ JYJIOKCETHH, B CpaBHEHHE ¢ 1anedo.
TlonocnMocTra Ha fynokceTHE 60 mg BeAHEXK NHEBHO NPH MALMEHTH B CTAPYECKA BB3PACT € CPABHHMA C
Tasy, HabmonaBana Py 10-MNAAH BBIPACTHH NaimeyTn. Jlanyute, 06ave, 3a MALMEHTH H3NOKEHH HA
MaKchmanHaTa 103a (120 mg qHeBHO) Ca OrpaByMEHH H 3aTOBA CE MPENOPHYBA TOBHINEHO BHHMAHUE NPH
TICUEHWE HA Ta3K MOMyAALRA.

T'enepanusupano Tpesoxcno Pascmpoticmeo

HAynoxceTsH nokaza CTATHCTHYECKH 3HAYMMO NPENUMCTBO CIPAMO TUIALEGO TIPH ET OT NET NPOYHBAHHA,
BKAIOYBAINH YETHPH PAHTOMH3HPARH, ABOHHO-Ceny, mnalefo KOHTPONHPAKY OCTPH MPOYURAHHA K
npoy4Base 33 NPOQHIAKTHKA HA PEMIHMB NIPK BHIPACTHY C reHEPANM3UPAHO TPEBOKHO PasCTPOHCTBO,

AYJIOKCEThH Iokasa CTATHCTUUECKH 3HAYMMO MPEMMCTBO CIIPAMO T1ae60o, HIMEPEHO Ypes nono6peHne Ha
obluyst ckOp No ckana 33 TpesoxkuocT Ka Hamilton (Hamilton Anxiety Scale (HAM-A)) u ckopa 3a 06imo
$yHKIMOHANHO PaseTPOHCTBO MO cKana 3a MHBaNUAHOCT Ha Sheehan (Sheehan Disability Scale (SDS)).
CrenehnTe Ha MOBTHABAHE H PEMHCHA €A CBHILO NO-BUCOKHM NPH TYJOKCETHH B CPABHEHHE ¢ n1aueso.
Hy/noKceTHH 10ka3sa CpaBHUMH PE3yNITaTH 32 ehMKACHOCT ¢ TE3M Ha BEHTaaKCHH OT rIEAHA TOYKA
nofobpenue Ha obuus ckop mo HAM-A.

Tpy npoyuBase 3a NPoPKUAAKTHKA HE PEUHIHB NAUHEHTHTE, NIOBAHABALIN CE OT 6-MECEHUHO OCTPO
NEeYeHHe C QyJOKCeTHH, Ca PAHAOMHI3HPAHH /13 NOJIy4aBaT Hiiu JyJI0KCeTHH, MM nauebo 3a
6 meceita. ynoxcetrs 60 mg 1o 120 mg reAR®XK IHEBHO NOKA3Ba CTATHCTHYECKHA HAUMMELT MMC

A e ey
cpaexenme ¢ rianeSo (p < 0,001) npu npodunakTikaTa Ha PeUMANE, HIMEPEHO YPE3 BPE ETO 2O Hoaa ﬂ?\ AN
peumaus. HecToTata Ha PeLMAMB Mpe3 6-MeCeHHHA NEPHOZ Ha IOCTEABALIOTO NBOWHO-CANID Apotneninate) <

¢ 14% npn gynokcerns 1 42% npy nnauebo. {

i N - N,
%»; «

14



E¢uxacnocrra Ha nynokcerus 30-120 mg (FbEKaBO H03UpaHe) BeHEXK AHEBHO TIPU NAIMEHTH B CTAPYECKa
BE3PACT (>65 roauHK} ¢ reHePATH3HPAHO TPEBOKHO PRICTPOICTEO € OLEHEHA B £IHO (POyYBaHE, KOETO
NOKA3BA CTATMCTHYECKH 3HAYHMO NofoBGpenne B o6mmsa pesynrar 3a HAM-A 3a nauueHTHTe, IGKYB2HH ¢
IOyNOKCETHH, B CPaBHEHHE C TALMEHTHTE, NOsyYaBanm 1auebo. EbukacHoCcTTa 1 Ge30MacHoCTTa Ha
AynoxceTrH 30-120 mg peIHLK AHEBHO TIPH NALHEHTH B CTAPYECKA BE3PACT € FEHEPANTHIHPAHO TPEBOKHO
pascTpocTBO ca MooOHN Ha HaboNaRAHKTE B IPOYYBAHMS TIPH NO-MTAAY BH3PACTHH NAUMENTH, BEIpeKkn
TOBA JAHHHTE 33 NAUMEHTH B CTAPYECKA BH3PACT, H3NOKEHH Ha MakCHManHaTa 103a (120 mg auesHo), ca
OrpaHHYeH} H I10 TO3H HAYHH C¢ IPENOPHUBA MOBULICHO RHMMaHWeE TIPH M3MON3BAHETO Ha Ta3K 1024 IpH
MONyManMATa B CTAPYECKR BB3PACT.

Huabemna Hepuheprna Hesponamna Boaxa

EduracHoctra Ha mynokceTny 3a nedende Ha AuabetHa HeBporiaTHa GoJika € yeTanosena npu 2
paHzOMM3MpaRy, 12-cenMUMHY, NBOHHO-CNIeNH, MiaNe6o KOHTpOMUpaHK, ¢ GUKCUPAHA 1034 IPOYUBAHUA
npu Bb3pacTru (22- 10 88-roanman} ¢ auabetna HeponarHa GOAKa B OPOTBIKEHNE NOHE Ha 6 Mecera.
Haumenrure, 0TTOBAPAIIM HAa KPHTEPUMTE 3a FOIIAMO AEPECHBHO Pa3CTPOHCTRO, ¢a HRAUTIOYEHH OT Te3H
npoyqranud. U3sMepHTes Ha IIPBMMHNA H3XO] € CEIMHYHATA CpenHa cTORHOCT Ha 24-vyacosaTa Gonka,
KOATO € OTPasfiBaHa B ©XKeIHEBCH JHEBHHK Ha RalieHTATe 0o 1 1-TovukoBara cxana na Likert.

B xpete npoyusanus, xyiokceTHH 60 mg senunk quesHo u 60 mg [iBa ITHTH AHEBHO 3HAYMTENHO HAMANABA
Gonkara, B cpasnenne ¢ Ilane6o. EexTsT npy HAKOM NAUMEHTH € BHIHM 1pe3 ITHPBUTE CEAMHLH Ha
nedenne. Pasnuxara B cpeHOTO noAoOpenyie MeKIy JBETe PaMEHA Ha AKTUBHO JIEUEHHE He € JHauMTeHA.
OrGenszano e none 30% crLobniapaso HamansBare Ha GonxaTa np nprOIMITENHO 65% OT NeKyBaHuTe ¢
AYJOKCETHH MaleHT! cpeuty 40% 3a nnanebo. ChotseThuTe nudpu 3a moHe 50% penykuns Ha Gonkata ca
cbOTBETHO 50% M 26%. Crenenra na knusiven otroBop (50% win noeeue nogobpenve Ha Gonkara) €
aHaTH3¥pada Cropes ToBA JAIH NAUHEHTET € MPOABIIT COMHONEHTHOCT TI0 BPEME H& JICHeHHETO WK He. 3a
MaUHEeHTHTE, KOHTO HE Ca NPOABIIH COMHONIERTHOCT € HaONIoBaH KNUHUYEH OTToBOp npu 47% oT
NaUHEHTHTE, MOMyYaBally JyJIOKCETHH K 27% oT MalHeHTHTe Ha rwianebo. CTeneHTa Ha KTMHHYEH OTrOBOP
TIpH NallHeHTHTe NPOABHIH coMHONEeHTHOCT ¢ 60% Ha nynokcernn ¥ 30% Ha nnaue6o. [TanwentuTe,
HENposBABALIH peayKLus Ha GonkaTa oT 30% B pamkuTe Ha 60 QHM TeueHHe € MATKO BEPOSTHO Ja
AOCTUTHAT TORA HUBO NPY NO-HATATHILHO JICUSHHE.

IIp¥ OTROPEHO ABNrOCPOYHO HEKOHTPOMPAHO (IPOYYBAHE HAMANEHHETO Ha HONKATa IPH NALMEHTH,
TOBJIMSHH OT 8-CeIMHYHO OCTPO NIeUeHHe ¢ AYNOKCeTHH 60 mg eqHOKPATHO AHEBHO, CE 3aa3Ba 3a olLe 6
Mecella, KaKTo € OLEHSHO ¢ IPOMAHATA N0 CKanaTa 34 kKpaTka oleHka Ha Gonkara (Brief Pain Inventory
(BPI)) Ha 24-yacoBusa cpeaen 6poit Touky 3a Gonka.

NeawaTpuyba nonynanys
JynokceTss He e H3CNeBaH NIPH NAUMEHTH MO 7-TOAMIIEA Bh3pact.

IlpoBeneHy ca aBe PAHAOMHINPAHU, ABOHHOCNENH, NAPANETHH KIHHWIHY SIPOY4BAHUA pH $00
neAHaTPHHHA MMaHEeHTH Ha BB3pacT ot 7 1o 17 roaMHy ¢ ronaMo JENPECHBHO Pa3CTPOHCTBO (BXK. TOMKA
4.2). Tesn ape Npoyusanus BKMOYBAT 10-cenMuuta mnaue6o-KOHTPOTHPaNa H aKTHRHO-KOHTDPONHPAHA
{(dnyoxcernn) octpa (aza, noclenBaHa OT IIECTMECEYEH NIEPUOI] HA MPONLIDKEHHE HA AKTHRHO
KOHTpONMUpaHo federue. Huro rpynara, nexkysana ¢ xynoxceruH {30-120 mg), HuTO rpynaTa ¢ akTHBHA
KoHTposa (payokceTrH 20-40 mg) CTATHCTHYECKH Ce pasTHYaBaT OT Mranebo Mo OTHOWCHUE Ra NPOMAHATA
B ofurHTe pezynraty no ckanara Children’s Depression Rating Scale-Revised (CDRS-R) ot usxonuusa no
kpaiiuns MmoMeHT, [IpexscBane Ha NevueHHeTo Nopany HeXenany CoOHUTUR e N0-4eCTO NIPH NALMEHTHTE,
pHEMAIH TyA0KCeTHH, B CPABHEHME C Te3H, JIEKYBaHu ¢ (UIyOKCETHH, B MOBEYETO CITyUaH NOpady rajiexe.
{lo Bpeme Ha [0-cenMUIHHA NEPHON Ha AKTHBHO JIeYEHHE € CHOBMABAHO 32 CYMUMIHO NOBEIEHHE
(mynokcerns 0/333 [0%], dnyokcerun /225 [0,9%], nnane6o 1/220 [6,5% 1). TIpes uenus 36-ceamuten
Kypc Ha H3C/IeiBaHETO, 6 0T 333 NaUMeHTH, KOMTO ITHPBOHAYAITHO CA PAHIOMHU3IMPAHM [ NONYYaBaT
AYNOKCETHH, H 3 0T 225 NauMeHTyH, KOUTO MbPBOHAYAIHO C4 PAHAOMH3IHPAHH Ja OTy4aBa

MY NOKCETHH.
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IIposeneHo e pAHAOMM3HPAHO, ABOHHOCIATIO, IUTALIEGO KOHTPOMHPAHO MPoyYBaHe IPH 272 NaUHEHTH 0T
NeMATPHHHATA NOMyIaLkA HA BE3pacT 7-17 rOAKHH ¢ reHepaM3HPaHO TPEBOKHO PA3CTPOIHCTBO,
Ipoyusaxero rwnoysa 10-ceamMuyRa aueGo KOHTPONMpaHa ocTpa daza, ocaeABaHa oT 18-cenMuaen
NepHON Ha NPOAB/DKEHHE Ha NeYeHReTo. B ToBa NpoyyBane & H3NO/I3BaHA IFBKABA CXEMA HA I03UpAHE, 32 13
ce AaJie BBIMOKHOCT 3a GaBHO NosHmaBaHe Ha Ho3aTa oT 30 mg BeAMEK AHERHO A0 NO-BHCOKH RO3M
(maxcuMym 120 mg BenHBxk AHEBHO). JIgueHHETO ¢ AYTOKCETHH NOKA3BA CTATHCTHYECKH 3HAMMMO [10-
rofiAMo noncbperue Ha CHMITOMMTE Ha FEHEPATH3HPAHOTO TPEBOKHO PAICTPOACTRO, KAKTO € OLEHEHO C
NOMOIITA Ha CKAIaTa 33 TEKECT Ha MeHEPANH3HPAaHO TPSBOKHO pascrpolicrBo PARS (cpenna paznnka
MeXAY DynokceThH u riauebo 2,7 Touxku [95% JH 1,3-4.0]), cnea 10 cenmuuy 1a mewerue. Hogaspxanero
Ha edexTa He € ouenapano. Hama cTaTMCTHHeCK: 3HAUHMA PA3MKA B IPEKHCBAHETO HA MPOYYBAHETO
TOpajy HEOKENaHH CHOHTHA MeX/ly rPYIHTE ¢ JyJIOKCETHH M Tuianebo B Tesenue Ha 10-cenmuuHara ¢aza Ha
OCTPO neveHue. /lBaMa NalMeHTH, KOHTO Ca MPEXBBPICHH 0T MIaledo KbM YJIOKCETHH Cle ocTpaTa (asa,
M3MHTBAT CYHIKAHO MOBEAEHHE, JOKATO PHEMAT JyNOKCETHH M0 BpeMe Ha (a3ara Ha npoae/kende. He e
HATIPaBEHO 3aKOUEHHE OTHOCHO LIATOCTHOTO CHOTHOLIEHHE MOM3A/PUCK B Ta3M BB3PACTORA Ipyma (K.
CBINO TOUkH 4.2 1 4.8).

TIposeaeHo € elHO NpoyYRaHE NIPH NEAHATPUYHY TALUMEHTH ChC CHHAPOM HA IOBCHIIHA TLPBHYHA
¢ubpomuanrus (juvenile primary fibromyalgia syndrome, JPFS), B koeTo rpynara, JieKyBaHa ¢ JyIOKCETHH,
He € OT/eNEHa OT TPyTaTa, DOMy4aBalia riaue6o, 3a OHeHKa Ha H3MEpPHTENA 32 MHPBUYHA e(PHKACHOCT.
3aToBa NMNCBAT NAHHH 3a eUKACHOCT B TA3W NONMYNALMA NEHATPHUHN DAUMEHTH. PaHAOMH3HPEHOTO,
ABOHHOCIATIO, N1ale60-KOHTPOMUPAHO, NAPAJIETHO TPYMORO NPOYYBAHE HA JYJIOKCETHH € NPOBEICHO NPH
184 ronowu Ha Be3pact ot 13 1o 18 ronuuu (cpeara sb3pact 15,53 ronunu) ¢ JPFS. [Tpoyusaneto BXMOYRa
13-cenMuten IBOAHOCIIAT NEPHOA, TIPE3 KOHTO NALMEHTHTE CA PAHAOMHIAPARM A2 NOMY4aBaT NyJOKCETHH
30 mg/60 mg unu nnane6o Beexn New. JynOKCETHH He MOKA3Ba ePHKACHOCT MO OTHOIIEHHE Ha
HaManaRaHeTo Ha 6onxaTa, HaMepeHa upe3 HaMepHTeNs Ha WHEPBUYMHNS PE3YNITaT Ha kpaiiHara Touka -
cpenew ckop 3a Goska o Brief Pain Inventory (BPI): cpeataTa npomasa Ha Haii-MankuTe KBagpaTH (LS -
least squares) oT H3xoaHATa CTOHHOCT Ha cpenHHs ckop 3a Gonka no BPI Ha 13-tata ceamuua e -0,97 B
rpynara, nojiyyapaia niaue6o, B cpassenue ¢ -1,62 B rpynara, nomydasama maynoxcerdn 30/60 mg (p =
0,052). Pesynratite 3a 6€30MacHOCT OT TOBA NPOYYBAHE CA ChEMECTHMH ¢ H3BECTHHA IPOdIN Ha
6€30MacHOCT HA TYNOKCETHH.

EspornefickaTa areHIHs 110 NEKApCTBaTa OCBOGOXKABA OT 3aIBJDKEHNETO 3a NPENOCTABAHE Ha pesyTaTiTe
OT NPOYYRAHUA € PEGEPEHTEH IEKAPCTREH NPOMYKT, CHALPXKAIL JyIOKCETHH NIPH BCHUKH MOATPYNH Ha
NeAHATPHYHATA NONMYNAMA NPH NeYeHHe Ha TOMAMO JCSTIPECHBHO PascTPOHCTBO, AMabeTHa HeBPOTIATHA
Gonka M reHepanu3upalo TPEBOXKHO pascrpoficTso. Bibkre Touxa 4.2 33 HHpOpMALM OTHOCHO ynoTpebaTta
TIpH Aela.

5.2 ®apMakoKEHeTHYHN CBOHCTBA

JIynoKceTHH ce ipunara KaTo CaMOCTOSTeNleH eHauTHOMep. JlyNoKceTHH ce MeTaSonnaupa IpessMHO OT
oxcunaTupHi ensumd (CYP1A2 u nomumopdrus CYP2D6), nocneanano oT KOHIOTHpaHe.
©apMakOKMHETHKATA Ha JIyIOKCETHH MOKa3Ba ro/iaMa BapualiiHOCT MENKIY OTACIHHTE HHIUBHAH (O6HIO
50-60%), nwmiailia ¢e B M3BECTHA CTENEH Ha N071a, BB3PACTTA, CTATYCA Ha TIOTIOHOTYLIGHE H CHCTONHHETO
Ha Metabonusupatiara cucrema CYP2D6,

AGcopliua

Jynoxceruu ce pesopbupa aobpe cnen nepopanHo nipuioxkesye ¢ Crax HacThNBaWA 6 yaca

cnen gozupate. AGCoMOTHATa OPaTHA GHOHATTHYHOCT Ha JyNOKCETHH Bapupa oT 32% no 80% (cpearo
50%). XpaHaTa yab/KaBa BPEMETO 32 JOCTUIAHE HA BbPXOBH KOHLCHTpAUHH ot 6 Ha 10 Haca u T4
MApryHANTHO HAMANABA CrenewTa Ha pesopOums (mpubansuteano 11%). Tesu npomenn He ca ¢ HIKaKBa
KTHHHYHA 3HAYMMOCT.,

Pasnpenenenne TR
AynokcetnH e npubnusutento 96% CBBP3aH ¢ YOBELIKATE [IA3MEHHN NPOTEHHE, it/ #Thao» N\

HymokceTdH ce cabp3Ba i ¢ anlyMHH 1 ¢ anda-1 KHCeIHs ITHKONPOTEHH. IIpOTeHHHOTQ’ cutpana:ﬂ He \;eP
TIOBJIHsBA OT OROPEYHO WM YEePHOIPOOHO YBPEKIaHE. '
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HO opM
HynokceTHH ce MeTaGoNu3upa eKCTEH3HBHO H METaGOTHTHTE Ce eKCKPETHPAT OCHOBHO C YPHHATA.
Luroxpomure P450-2D6 1 1 A2 xatanusupat 06pasyBaHeTo Ha [BA OCHOBHH METabONHTA TIFOKOPOHH
KOHIOTAT HA 4-XHIPOKCH TyNOKCETHH K CyI(aTer KORIOraT Ha 5-XHAPOKCH,6-METOKCH LYAOKCETHH. B3
OCHOBA HA in vitro IPOyYBaHKA, UMPKYIHPAIOMTE METACOIMTH Ha AYJIOKCETHH C€ CYHTAT (apMaKoNorHiHO
HEAKTHBHY. DapMaKOKHHETHKATE HA AY/IOKCETHH NPH MALHEHTH, KOUTO €a J0IiM MeTabou3aTopH 1o
orxoluenye sa CYP2D6 e e cietmbuubo nsyuasana, OrpaHuyeHH NaHHH (PEAIIOIaraT, 4 IpH Te3n
TAUHEHTH [Ta3MEHHTE HHBA HA AYZIOKCETHH Ca [IO-BUCOKH.

EnnMuunpane
ENRMUBAUHOHHHSAT NOJYKHBOT HA JYJIOKCETHH Bapupa ot 8 a0 17 uaca (cpenno 12 yaca).

Cneft HuTpaBeHO3Ha 1038, MIA3MEHHAT KIHPBHC Ha XYJTOKCETHH Baprpa ot 22 V4ac 1o 46 f1ac (cpearo 36
V/uac). Cnen nepopanta J03a yCTAHOBEHWAT UIA3MEH KNHPHHC HA TyIOKCETHH BapHpa ot 33 zo 261 Yuac
(cpeano 101 Vuac).

Crernuanyy nouyiaatu

Ilon

Mexay MEXKe ¥ KEeHH ca MACHTHOHUMPaHH GapMaKOKUHETHHHK PasiiBkH (ANePEHTHHAT LIA3MEH
KIMpPBHC € npuGnusurento 50% no-HUCHK npH xerv). B3 0CHOBA Ha MPUIOKPHBAHE MO OTHOIEHHE HA
KITHPBHCA, OCHOBAHHTE Ha Mo/ $apMaKOKMHETHYHH PAITHKH He ONPABAABAT IPENIOPHKATA 32 M3NION3BAHE
H3 NO-HACKA 4038 MPH KEeHU MALHEHTH.

Buvzpacm

HMnenmudunmpani ca GapMaKOKMBETHUHH DANTHKH MEXKIY HO-MIARH H RO-BBIPACTHH jKeHH (>65 ronwHn)
(noBumenue #a AUC ¢ okorno 25%, 2 RoNyXHBOTBT e 0KoMO 25% NO-ABTLT MPH TE3M B CTAPUECKA BE3PACT),
BBIPEKH Ye CTCNESHTA HA Te3W IIPOMEHH HE € JOCTATHYHA, 38 A& ce 0BocHOBE NMPoMAHa Ha nosara. Kato ofia

[PeNOPhKR, JIEYECHUETO B CTApYecka BHIPacT TpAOBa 1a CTapa ¢ NOBHILEHO BHUMaHHE (BXK. TOUKH
42 n4.4),

Bubpeuno yapexciane

TaimenTrTe B xpaiina ¢pa3a Ha GrOpeuna HEQOCTATEYHOCT HA MHANH3A UMAT 2 TTETH NO-BHCOKH CTOHHOCTH
Ha Cuax ¥ AUC 32 mynokceTdH, 8 cpaBHeHHe Ch¢ 34paB# muna. TIpu naudenTy ¢ neka 1o yMmepena GuGpeuna
HEAOCTATHYHOCT (hAPMAKOKHHETHIHITE HAHHH 33 AYNOKCETHH Ca OTpaHuueHH.

Yepuodpobno yspexcoane

¥YMepeHo yepuoapobuo sabonasane (Child Pugh knac B) sacara dpapmakokuBeTHKaTa Ha Aynokcetus. B
CPaBHEHNE CHC 3/IPABH JTULIA, TIPX NIALHEHTY © YMEPEHO YepPHONPOGHO 3a60NaBane YCTAHOBEHHMAT IUIA3MEH
KINPBHC HA AYyJTOKCETHH € 79% I0-HHCEHK, YCTRHOBEHHAT TEPMUHAIEH TNOYKHUBOT & 2,3 IThTH NO-IBIVBE, a
AUC e 3,7 meTh no-sicoka. (PapMakoKHHETHKATA HA XYJOKCETHH H HETOBHTE METAGOIHTH He e H3y4aBaHa
TIPH MALHEHTH ¢ JISka HTH TEXKa YePHOAPOOHa HEOCTATEYHOCT.

Kvpmewyu maiixu

Hucrnosniyata Ra TyNOKCETHH € W3y4aBaHa npH 6 KhPMELUIH KeHu, KOHTO ¢a Gumi none 12 ceamumm cen
paxzaue. ynOKCETHH ce OTKPHBA B KbPMATa, ¥ CTALMOHAPHUTE KOHLCHTPANMH B MAYMHOTO MITSKO ca
OKOJIO SAHA-YETBBPT OT Te3H B miasmara. KonuuecTBOTO AY/TOKCETHH B KpMAaTa € NPHONM3HTENHO 7

g/ AHEBHO mpH no3upaHe ¢ 40 mg aBa NbTH THeBHO. KhpMeneTo He nopnuABa (apMaKoKMHETHKATA Ha
JYJIOKCETHH.

Heouampuyna nonynayus

DapMakOKHHETHUHHTE CBOMCTBA Ha YNOKCETHH NPY NeAMATPAYHY NAUMEHTH HA BE3PAcT
FOMHHH € TOMAMO ACTPECHBHO PA3CTPOHCTBO ISR IEPOPATHO NPHAAraHe B CXEMa Ha Jlomgan‘é\
Mg BEAHEAK JHEBHO €2 XAPAKTEPH3MPAHH C IOMOIITA HA NOMY/TALMOHHO-MOJENUPaH ana.rms Ha'Gasara LA,
AaHHY OT 3 npoyusauws. [TpexBHACHHTE OT MOaeNa IA3MEHH KOHUEHTPALHY HA nynoxcemn B '\ !
CTaUMOHAPHO CHCTOAHKE NPH NALMEHTH-Ea B TIOBEYETO CTy4aH Ca B rPaHHMIIHTe Ha nnanaaoua Ha ", '
KOHLIEHTpauHuTe, HAOIONARAH IPH BL3PACTHH MIALHEHTH. :
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5.3 IlpeaxnmuRvuE Jaungn 3a GezonacHocT

JIynokceTHH He e FeHOTOKCHYEH MPH CTaHAAPTEH HaGop OT TECTOBE, & NPH IIBXOBE HE € KAPLMHOTEHEH,
Ilpn npoyuBane 3a KAPUMHOTEHHOCT TIPH TUIBXOBE ¢a HAGHIONARAHU MHOTOAIPEHH KITETKH B 4EpHRA Apo6
NPH OTCHCTBHE HA APYTH XHCTONATONOTKYHH NPOMEHH. MeXaHW3MET, KOHTO e B OCHOBATa WM B KIMHMYHATA
3HAYMMOCT Ca HeM3BECTHH, JKeHcKs MMIIKH YIOyJaBany QyNOKCETHH 33 2 rOMMHYA MMAT NOBUIICHA YeCTOTA
Ha XeTIATOLEMY TApHH AASHOMH U KapUHHOMH CaMO MIPH BHCOKHTE No3u (144 mg/kg TT/AHERHO), HO T¢ Ce
CYHTAT KaTO BTOPHYHH Ha YePHOIPOOHATa MHKPO3OMATHA eH3HMHA HHIYKUHA. 3HAYHMOCTTA HA TE3H JaHHH
NPH MHILKH 10 OTHOLICHHE HA XOpaTa He € HIBeCTHA. JKeHCKH ILTEXOBE, MOTyYaBand Xy TOKCETHH (45
mg/kg TT/NHEBHO) NPElIK ¥ IIPH CHBOKYIUICHHE ¥ NIO BPeMe HA pauHa GPEMEHHOCT, Ca NOKA3aIH HaMaeHNHe
Ha KOHCYMBUHATA HA XpaHa 0T MaiKaTa ¥ Ha TeJIECHOTO TeTJi0, HapyIlaRaHe Ha IMKbAA Ha pasroHBaHe,
HaMaNeHH TI0Ka3aTeNH 38 6O KMBOPOICHH H MPEKHBACMOCTTA HA IOTOMCTBOTO, M 3a0aBeH pacTex Ha
NOTOMCTBOTO IPH HHBA HA CHCTEMHA €KCNO3ZULIMA, KOHTO B Hai-NoGpHA ciydaii ca npubaHsaTenHo J0
MaKCHMATHATA KITHHI4HA excriozuius (AUC). B npoytisane 3a eMOpHOTOKCHUHOCT NpH 3aiiiK ca
HAGMORABAHH NO-BHCOKA YECTOTA HA CHPASYHO-CHIOBH H CKENETHH MAGOPMALIMH IPH HHBA HA CHCTEMHA
CKCITOIMUMA (101 MakCHManHaTa KTHHHYHA ekcnosuima (AUC). He ca naGmonapaHy ManpopMauuu B apyro
NpoyuBaHe, 33 HINHTBAHE HA NIO-BHCOKH AO3H HA Pa3iIA4Ha CON Ha Aynokcerun. [Ipu npenaramun/
NOCTHATATHH TOKCHKOIOTHYHY NMPOYYBAHHA MPH TUTBXOBE, NyNOKCETHH HHIYLHpa HEKETaHH MOBEACHYECKH
e(eKTH B NOKONEHHETO NIPH EKCIIO3HIMA TIOJ MAKCHMANHATA KITHHHIHA excrniosvnua (AUC).

[TpoyuBanus npu MIaaH IIEXOBE NOKA3BAT MPEXOAHH ePEKTH BLPXY HEBPOMOBEAEHYECKHTE PEaKIIHH,
KaKTO H 3HATHUTENIHO HAMANIABAHE HA TEJICCHOTO TEINI0 M KOHCYMMPAHETO HA XPaHa, HHIYKIHA HA
4ePHO/IPOOHHTE SHIUMH; M XEMATONENyapHa BaKyomauys npa 45 mg/kg T1/anesso. O6mmaT npodui Ha
TOKCHYHOCT Ha JYJOKCETHH MPH MJIA/IH TUTEXO0BE € NoA0OSH Ha TO3U IPH BL3pacTHH rbkxose, Huporo Ha
nUrica Ha HeXeNTaHH eeKTH e onpeleneHo, e ¢ 20 mg/kg Tr/nHeBHoO.

6. PAPMAIIEBTHYHH TAHHH
6.1 Couchk Ha TOMOIHATE BelecTB

CreTaB Ba xauncyara:
Xurpomenosa

Xunpomenosa aleTaT CyKIMHAT
3axapoaa

3axapH# cepn

Tanx

Twranoe xuoxeua (E171)
Tpuerun uurpar

O6BrBKA Ha KaUCyNATA:
Kenatun

Turanor avoxcun (E171)
Hnauro xapmun (E132)
Kenesen oxeng, ket (E172)
6.2 HecuBMecTHMOCTH
HenpunoxuMo.

6.3 Cpok ua reaHocT

24 Mecena

6.4 CnenHa/nH YCJA0RHA HA ChXPAHEHRE

Ha He ce cexpanssa Han 30°C. [la ce chXpanfba B OPUrMHAIHATA OTIAKOBKA, 33 [a ce?‘npean ¥ OT BAiGra. -

s K, 10
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tX. .

6.5 BuaH ¢LABPKRARKE HA ONAKOBKATA

Baucrep ot PVC/PE/PCTFE s PVC/PE/PVAC, saneuarad ¢ atymutseso GosHo.
Onaxoskn or 28, 30, 98 1 100 croMamHO-yCTOHYNBY TREPIY KATCYIH.

He Benuxy suioBe oNaKoBKM MOTaT fa GbJaT MyCHATH B IIpoaksa.

6.6 Crennanns npeARa’HA MePKA NPH HIXBLPAANE

HaMa crietaniyi H3HCKBaHMA.

7. NMPHTEXATEJI HA PAIPEIIEHHUETO 3A YIIOTPEEA

Worwag Pharma GmbH & Co. KG

Flugfeld-Ailee 24

71034 Boblingen

Fepmanma

8. HOMEP(A) HA PASPENIEHUETO 3A YIIOTPEBA

20150360

9. JATA HA DNOBPBO PA3PENIABAHEMIORHOBSIBAHE HA PA3PEMIEHHETO
YIIOTPEEA

Jata Ha mepBo pazpemnabake: 30 Oxromepu 2015 r.
Hara Ha nocneHo noasosasane: 26 Maji 2020 r.

10. JATA HA AKTYAJM3UPAHE HA TEKCTA

02/2022
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