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2. KAYECTBEH H KOJIMYECTBEH ChCTAB '

Paspelerie Ne

Beska cromainno-ycroituiBa TRBpAa Kancyna chabpka 30 mg nynokcethH (duloxetine) (kato
nynoxce’rm-lon XHIPOXJIOPHA (as duloxetine hydrochloride)).

3a IbJIHKA CIIMCHK HA MOMOIHUTE BEllecTBA BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

CromamHo-ycToiHuMBa TBBp/A Karncyna.

mg: Besnu 10 nouty Genv neneTH B TBBp/A XKeNaTMHOBA KancyJla ¢ pasMep 3 (cpeaHa AbIKHHA
15 9 mm). TsanoTo Ha Kancynara e 64710 W Kana4yeTo € ThMHO CHHBO. BBpXy TAJIOTO Ha Kancynara e
oTre4aTaHo 308 HEPHO.

4. KJIUHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

JleweHue Ha ronsaMo JeNpecUBHO pa3CTPOMCTEO.
Jleuenue Ha quabetHa nepudepHa HeBponaTHa Goka.
JleyeHHe Ha reHepaIHM3MpPaHO TPEBOXKHO PasCTPOHCTBO.

JynceBua e nokasaHa npM Bb3pacTHH.
3a jonbaHUTENHA MHGOPMaLIMA BIKTE Touka 5. 1.

4.2 Jlo3npoBKAa H HAYHH HA NPHJIOKEHHE

EOBHQOBK&

TI'onsamo oenpecusrno pazcmpoiicmeo
HauasHara v npenoppeyMTeIHaTa MOAIbpKala /103a € 60 mg BeAHBIK JIHEE
Hajg 60 mg BeIHBIK JIHEBHO, 10 MaKCMMaJTHa J103a oT 120 mg BeIHbK JIHEHH
NePCNEKTUBHH KIMHUYHH Npoy4BaHus 3a Oe3onacHocT. Burpeku ToBa, Hs

Morar jaa uMar 11oJjisa oT noxalmaum THUTPUPAHE Ha 1034aTa.




OGHKHOBEHO TEpaNeBTHYEH OTrOBOP ce Habmo/1aBa ciieql 2-4 CeMHUMHO JIEHEHHE,

3a na 6be IPEAOTBPATEH PEUMAKE, Clie KOHCONHARPAHE HA AHTHACTIPECHBHHS OTTOBOp, CC
MPENOPLUBA JISUSHHETO A2 MPONLIIKN HAKOAKO Mecewa. [1py nalnedTH, KOMTO ce MOBIHABAT OT
MIeUEHHE C NYJIOKCETHH H MMAT aHaMHe3a 33 MOBTOPHM eTTH301H Ha IroJIAMO JETIPECHBHO Pa3CTpOHCTBO,
MOXe I1a C¢ B3eMe N0/l BHUMAHHME N10-HATATHLIHO ILITOCPOUHO NiedeHue ¢ 103a ot 60 mg o

120 mg/nresHo.

TI'enepanuzupano mpesoxcro pascmpoiicmeo

IpenopburanaTa HavanHa 032 PH HALMEHTH C TeHEPATU3UPAHO TPEBOXKHO pascTpolictso ¢ 30 mg
BEANEXK AHEBHO, ¢ wnn Oe3 xpana. Ilpu nalnenTH ¢ HesanoBonHTENEH OTrOBOP Zo3aTa TpAOBa fa ce
yBenu4# 10 60 mg, koeto e o6HuajiHaTa MO/UBLPKaILa 1032 PH [IOBEYETO TAIHEHTH.

TIpH nauueHTH ¢ KOMOPOKIHH [OJIEMH AeTIPECHBHH NH30AN HAYAIHATA H HOJUTbpIKAIIATa 034 €
60 mg BeAHBK JHEBHO (MOJISL, BWKTE CBILO NPENOPHKHTE 33 J03HPAHE M0-Tope).

Hosn no 120 mg nHerHO ca nokasany, Ye ¢a epeKTHBHH H Ca OUEHABAHK OT NEPCIEKTHEHH KJIHHHYHH
NPoYYBAHUSA OTHOCHO Oe3onacHocTTa. ClieoBaTesiHo, NPH NAIMeHTH C HE3aZ0BOJMTENESH OTTOBOP OT
60 mg, Moxxe 1a ce MMa TIpeZIBHA yBenueHue 40 90 mg win 120 mg. YBenAdeHHeTO Ha J03aTa
TpSIGBa Aa e Bb3 OCHOBA Ha KIIHHUYHHA OTTOBODP H IIOHOCHMOCTTA,

Crnen KoHCOMMAKPAHE HA OTIOBOPA, C¢ NPENIOPHYBA IEUCHHETO JIa IPOABIIKH OLE HAKOIIKO Mecela, 3a
z1a ce nsberte penpaMB.

Huabemua nepugpepna negponamua 6oaxa

Havannata 4 npenophuMTeNHaTa NOTbprKalla fo3a ¢ 60 mg ReIHbX AHEBHO, ¢ WK Oe3 Xpana. [1py
NepPCNeKTHBHH KIHHWYHH NPOYYBaHHA OTHOCHO 630NacHOCTTA Ca OLCHABAHH JI03H Haa 60 mg
BE/IHBX JAHEBHO, 10 MAKCHMAalIHa 1033 oT 120 mg AHeBHO, MPUIOKEHA Ha PABHH Pa3leIeHH MPHEMH.
IMnazmeHnTe KOHLCHTPAllHK HA AYJIOKCETHH MPOABABAT I'OJIAMA HHTEPHEIMBHAYAIHA BapHabHITHOCT
(Bx. Touka 5.2). Crie/loBaTesTHO, HA HAKOM NTALMEHTH, KOHTO ¢4 OTTOBOPHIH HE3aJ0BOJIHTEIHO Ha

60 mg, Morar /ia ca [oJIe3HH MO-BUCOKH JO3H.

OTroBOpBT KBM JIeueHHETO TPAORA Aa Obe oleHaABaH c¢ien 2 Mecela. [Ipn mauueHT ¢ HEAOCTATHYHO
NBPEOHAYANHO MOBJIMABAHE € MAIKO BEPOATEH JOIBIHHTENIEH OTTOBOP Clie/l TO3H EPHOL.

TepanesTr4HaTa no;3a TpabBa Aa ObJe NPeolieHABAHA PETYIIAPHO (MOHE Ha BCEKH TPH Mecela) (BX.
ToMKa 5.1).

Creyuannu nonmyrnayuu

Hayuenmu ¢ cmapuecka 6v3pacm

TIpn nanMeHTH B CTapyecka BL3pacT He ce MpenopbYBa aAanTHPaHe Ha A032Ta €AHHCTBCHO Bh3
OCHOBa Ha BB3pacTTa. BeOpekH Tosa, KAKTO MpPH BCAKO JIEKAPCTBO, C¢ M3UCKBA NMOBHIIEHO BHUMAHHC
KOTaTO CE JIEKYBaT NallHEHTH B CTapuecka Bh3pacT, ocobeHo ¢ JlynceBua B iHeBHa A03a ot 120 mg
[IPH IONEMHE JETIPECUBHE SMHU30/IH HIH FeHepaliu3UpaHO TPEBOKHO PAICTPORCTRO, Thil KaTO HMa
OrpaBHYCHN JaHHH (BAK. TOUKU 4.4 1 5.2).

Yeprodpobro yspescoane
Hyncesua He TpabBa Ja ce M3NMoN3Ba OT NALMEHTH ¢ YepHOApobHo 3abonssane,
yepHOPOOHA HENOCTATHYHOCT (BX. TOUKH 4.3 1 5.2).

FBvbpeuno yspexcoane

He e Heo6x0IuMO KOpHrHpaHe Ha [03aTa [PY NALMEHTH C NIeKa 10 yMepeHa
(xpeatHHHHOB KIHpBHC 30 10 80 ml/min). Ayncesua He TpaGpa ga ce ynorpeOXga
Texko 6BOpedHo yRpexnane (kpeaTHHHHOB KMHpBHC <30 ml/min; Bx. Touka 4. N



Heouampuuna nonyrayun
JynokcetuH He TpaGBa Aa ce ynoTpeGaBa IpH J€Ua U ICHOILM Ha BB3pacT noj 18 roguey 3a neueHne

Hia FOAMO JIeNPeCHBHO pascTpoHCTBO, mopaau chobpaxeHH 3a GesonacHOCT H €PHKACHOCT (BXK.
Toukk 4.4, 4.8 u 5.1).

BezonacnocTTa M epUKaCHOCTTa Ha TYTOKCETHH 34 JICMEHHE Ha MeHEPAIM3HPaHO TPEBOIKHO
pa3CTPOMACTBO [IPH MEHATPUUHKA NAUMEHTH Ha Bh3pacT 7-17 roanny He ca yeTanoseny. Hainunwre
[TOHACTOALIEM JTaHHH ca onucalu B Toukn 4.8, 5.1 n 5.2,

BeaonacHocTTa 1 edukacHOCTTA Ha BYJIOKCETHH 3a evende Ha auaberna nepudepHa HeBponaTHa
60nxa He ca Hacaeasany. JIMIICRAT AAHHH.

IIpexveeane na nevenuemo

Tpatsa na ce u3barea pasko npekscpate. Koraro ce npeksesa neyenne ¢ Jlyncesua, nosara Tpsabsa
Aa Ob/ie HaMansBaHa TIOCTENEHHO 32 NIEPUOJ, OT IIOHE €AHA A0 JBE CEAMHIUM, 3a []a Ce HaMalH PHCKa OT
peakiMH Ha OTHeMaHe (BX. TOYKHM 4.4. 1 4.8). AKo ciiet HaMAlIIBaHE Ha J03aTa HIIH NPH NPEKbCBARE
Ha IEYSHHETO e MOABABAT CHMIITOMY Ha HEMOHOCHMOCT TPAGBA [1a ce HMa [IPeABHI IIOJHOBARAHE Ha
HasHa4YeHaTa NPeaH ToBa A03a. Brocaencteue, nekapsaT Moxe Ja NPOABILKM Ja HAMaIABa /103aTa, HO
T10- HOCTEIEHHO.

Hauue Ha npunoskenue
3a nepopanHo MPHIOKCHUE,

4.3 IIpormpomokazaHHs

CBpBXYYBCTBHTETHOCT KBM aKTHBHOTO BELECTBO WM HAKOE OT MOMOIIHHUTE BEILECTBA, H3OPOESHH B
TouKa 6.1.

EnnoepemenHoTO Nprnoxenne Ha JlynceBua ¢ HeCeleKTHRHH, HeoOpaTHMH HHXMOHTOPH Ha
MoHoaMuHoOKcHAa3aTa (MAO-uHxHOUTOPH) € NpoTHBONOKa3aHo (BXK. Touka 4.5).

YeproapobHo 3abonseane, BOAEIO A0 YepHOAPOOHO yBpexkaaHe (BxK. Touka 5.2).

Jyncesna He Tpaba na ce npuiara B KOMOHHAUMA ¢ QIYBOKCAMHH, IHIPOGIOKCALMH HITH
eHokcauyH (1., Monitn CYP1A2 wnxuturopn), Thit KaT0 KOMOMHHPAHETO BOAW IO IOBMIIEHA
TUTa3MEHH KOHLICHTpalLHH Ha AyJAOKCeTHH (BXK. TOUKa 4.5).

Texxo 6p6peuno yrpesxxaaHe (KpeaTHHUHOR KNHpEHE <30 ml/min) (Bx. To4xa 4.4).

3ano4Bane Ha JieueHHe ¢ Jly/iceBra € MpOTHBOMNOKA3aHO TIPH NALMEHTH ¢ HEKOHTPOJIHpPaHa

XMIIEPTOHHUA, THH KaTo MOXKE Ja HITOMH TTALHEHTHTE HA MOTEHLHANEH PHCK OT XHNEPTOHHYHA KpH3a
(Bx. TouxkH 4.4 u 4.8).

4.4 Crensajnd npefynpexicHAs H NPEANAIHH MEPKH UpH ynorpeba
Manus u npunacvyu
SunonApro pascTpoicTRO WK NpUNagbLUM.

Mudpuasa

Croblmasana € MUIpHasa, CBLP3aHa C HYIOKCETHH, 3aTORA IPEANKCBAHETO
¢ MOBHUICHO BLTPEOYHO HANATaHe WM TAKWBA ¢ NIOBHILIEH PHUCK OT OCTPa TA
TpAGBa Ja CTARA C BHUMAHHE.




Kpveno nanseane u copdeuna vecmoma

ITp¥ HAKOU MAMEHTH AYJIOKCETHH Ce CBBP3BA C MOBUILABAHE Ha APTEPUATIHOTO HATATAHE H KIHHHYHO
3HAYAMA XANCPTOHHA. Tora Moxke Aa c& ALDKH Ha HOpaJpeHEPrHYHHA ed)ex'r Ha OyJIOKCCTHH.
Hoxnaneany ca cydan Ha XMIIEPTOHHYHH KPU3H, 0COGEHO IPH NAUMEHTH ChC CHIICCTBYBRAIIA BEYe
XHICPTOHHA. 3aToBa TIPH MAaIECHTH C YCTAHOBEHA XHIIEPTOHHA WHIH ApYyTO CBpACHHO 3abongeade ce
RPenoprYEa NPOCIeAIBaHe Ha apTePMATHOTO HajlgraHe, ocobeHo Mo BpeMe Ha ITbPBHA MEcell Ha
JICHUCHHE. lIynoxceTuH TpﬂGBa Ja C¢ H3MNON3pa ¢ BHUMAHME NMPH NAUWAEHTH, YHETO CECTOAHHE MOKE fa
Ce BIOILY OT MOBHILABAHE HA ChPAEYHATA YECTOTa MM OT NOBKIIABAHE HA APTEPHATHOTO HAIATAHE.
lIyJIOKCGTHH Tpnﬁna Ja ¢& Ipunara BHUMATC/THO H € JICKAPCTBEHM IIPOAYKTH, KOBTO MOraT Ja
Hapywiat Herobus MetaGonussM. (BK. Touka 4.5). Ilp4 MaLHEHTH ¢ NEPCHCTHPANIO TIOBMILIABAHE HA
apTepHANTHOTO HAITANAHE 110 BpEME Ha NpHeM Ha TYAOKCeTHH Tpabpa Aa ce obChaM NoHMXaBaHe Ha
A03aTa KK MOCTEIIEHO PEKpaTABaHe Ha JieueHueTo (Bik. Touka 4.8). Ilpn nanmenTu ¢
HEKOHTPOITHpaHa XMIIepTOHHA He TpAGRa fa ce 3anoysa JieueHHe ¢ AYIOKCETHH (BX. TouKa 4.3).

Buvbpeuno yepexcoane

[ToeMilIeHH NTa3MEHK KOHLISHTPALIMH Ha TYIOKCETHH ¢a HabONIOJaBaHH TIPH NAlHEHTH ¢ TEXKKO
O16peuHo yBpesxiase, NOLIOKEHH Ha XEMOAHAIN3A (KPEATHHHHOB KIMprHe <30 ml/min). 3a
naLMeHTH ¢ TEXKO OBOpeuHo yBpexiane BikTe Touka 4.3. 3a uHdopMaLys 110 OTHOIIEHHE Ha
naHeHTHTE C IeKa Ao yMepeHa 6b0pedHa HeIOCTaTEYHOCT BIYKTE TOUKa 4.2

Cepomonunos cunopom

Kaxro npu neyenue ¢ ApYra cepOTOHMHEPrHYIHH JIGKAPCTBCHY CPEICTRA, TAKA H IIPH JIEUCHHUE ¢
JYTIOKCETHH MOXe Ja HACTHIIH CEPOTOHHHOB CHHAPOM — MOTHHIHAIHO XHKBOTO3aCTPAILIABAILO
CBHCTOAHKE, OCOOEHO NPH SAHOBPEMEHHA yrioTpeba Ha ApYrd cepOTOHHHEPIHYHH JIEKapCTBEHH
npoaykTH (srmounTento SSRIs, SNRIs, TpHIHKIHYHH AHTHISTIPECAHTHIIN TPHITTAHH), C
NEKapCTBEHA CPE/CTBA, KOUTO HAPYIIABAT MeTaboNK3Ma Ha CEPOTOHHHA, KaTo MAQO-HHXHOUTOPH,
CAHTHIICHXOTHYHH JIEKaPCTBEHH CPEACTER, APYTH ACTAMMHOBH 2ZHTArOHHCTH W GynpesopduH,
KOETO MOXKE JIa [IORJIHAE HA CEPOTOHNHEPIHYHHTE HERPOTPAHCMHTEPHH cHCTeMH (B, TOYKH 4.3 1
4.5).

AKO ¢[THOBPEMEHHO JICHEHHE ¢ AYJIOKCETHH ¥ APYrM CEPOTORUHEPrUYHH JICKAPCTBEHH CPEACTBA,
KOHTO MOrar Aa NOBIHAAT Ha CEPOTOHHHEPIHIHATE W/HiH ROTAMUHEPTHIHHTE HEBPOTPAHCMHTEPHH
CHCTEMH, € KITHHWYHO ONpaBjaHe, e Mperopb4ysa BHHMATEIHO Haﬁ.l'[IOILBHHE Ha NMartHCHTHTE, ocobeHo
NIpH 3aN0YBAHE HA TEYEHUETO W NMOBHINABAHE Ha J1034Ta.

CHMOTOMH Ha CEPOTOHHHOB CHHAPOM MO3KE J1a BKIIOUBAT MPOMEHH B ICHXMYHMA CTATyC (Halp.,
BE30yna, XaTIOUMHALIMH, KOMa), BeTeTaTHBHA HeCTAGHTHOCT (Hamp. TAXHKAPIHs, KomebaHns Ha
KPBBHOTO HAJIATAHE, XHIEPTEPMUA), HEPBHO-MYCKYJIHH HapyIeHus (Hanp. XuneppeduIeKeHs, JInnca
HA KOOPIMHAIMA) W/HIH CTOMAITHO-YPEBHH CUMITTOMH (Harp. raieHe, NoBphILane, JHAPHS).

JKvam kanmapucn
o BpeMe Ha €AHOBPEMEHHOTO NpHIMKEHUE Ha JlynceBua ¥ pacTUTE/THH JISKapCTBEHM NMPOAYKTH,
CBHIBDKAIIE XBIT KauTapwoH ( Hypericum perforatum) moxe [1a ca NO-YECTHA HEXKENAHHTE PCaKIHH.

Camoybuiicmso
["onaMo AenpecuBHO pa3cTPOHCTEO M reHepal3HPAHO TPEBOXKHO pascTpoiicTeo: JenpecusTa ce
CBLP3Ba C MOBHIIICH PHCK OT MHCIH 32 camMoyOuiicTBO, CaMOHapaHsBane B caMOyOMIiCTBO (Cynuma-

nogoSpeHne MoXKe 1a HE HACTHIIM MO BpeMe Ha ITBPBHTE HAKOJKO CEIMHLIM OT Y,
JBILT BEPHOJ, NAMEHTUTE TpaOra Aa OBAAT NpoCleITBaHH BHUMATEITHO A0 Hag



ca KOMOPGH)].HP[ € ronaAMO ACTIPECHBHO pEﬂCTpOﬁCT B0. CNeNoBaTenHO CHIOIKTE peana3Hy MCpKH,
Cna3BaHH npH 1€9eHHE Ha NALIMSHTH ¢ IOJIAMO AeMpecHBHO paampoﬁc'ﬂso, TpﬂsBa Aa Ce cn1aisaTt H
IIpH TEMCHHE HA NALHCHTH C APYTH NCHXHWYHH pascrpoﬁcma.

H3BeCTHO €, ue NanMeHTy ¢ aHaMHEe3a 33 CYHLIHA-CBRP3aHu ChOMTHSI HIH TAKHBA, POABABAlIH
3HAYMTENIHA CTENEH HAa CYWLMIHK MUCIH NPEAY HAYAIOTO HA ISYEHHETO, UMAT 10-BHCOK PHCK OT
CYMITMITHM MHCITH HIIH CYHITM/IHO NMOBEAeHMe M TpsORa j1a nonyyaT BHMMAaTeaHo HabmoneH1e no
BpeMe Ha nedeHneTo. MeTa-aHaIHz ot ianeGo KOHTPOAHpPAHH KIMHNYHHE H3TUTBAHHA ¢ ICKaPCTBEHH
NPOAYKTH - AHTHAENIPECAHTH NPH NCHXWYHH HapYNISHHA NIOKAa3Ra MIOBHLIEH PHCK OT CYHIMOHO
NOBEACHHE NPH SHTH/ETIPECAHTHTE B CPABHEHHME ¢ ILTale6o NpH NauMeHTH MOA 25 rofHIIHa Bb3pacT.

Croblasany ca CITy4aH Ha CYMUHIHH MHCIH H CYHUHIHO TIOBEJEHHE 10 BpeMe Ha NedeHHe ¢
MyNMOKCEeTHH WIH BeHara Ciie/l IpeKpaTsBaHe Ha NeveHHeTo (BxK. Touka 4.8).

MenukaMeHTOZHOTO NeyeHre TpaORa Na ce ChIIBTCTBA OT BHHMATE/HO MPOCEAsBaHE Ha TTALKEHTHTE
¥ Hali- Beue Te3u ¢ BUCOK PHCK, 0coGeHO B HAYAIOTO Ha ACYEHHETO W TIPH MPOMSAHA HA O3aTa.
IMauneHTHTE (M TE3H, KOMTO CE IPHKAT 32 MaLMeHTH) TpaOea aa ObAaT NONroTBEHY 33 HYKIaTa OT
npocaeaBate 33 110Ba HAa BCAKO KIMBHYHO BIOMIABAHE, CYHLIMIHO NOBSACHNHE WM MHCIIH | 33
HeoOW4aiiHH MPOMEHH B NIOBEACHUETO W, KO MMa TAKHBA CUMITTOMM, He3abaBHO /ia OBae MOTEPCEH
JIEKAPCKH ChBET.

Huabemna nepughepna nesponamna Gonxa: Kaxro npu ipyry ekapcTBeHH NPOAYKTH ¢ onobHo
tapMakomorHvHo aefcTHE (aHTHIETIPECaHTH) ¢a ChOGIIABAHY OTASIHH CIYYaH Ha CYHUHIHH HACH H
CYHUHAHO NOBEJICHUE JIO BPCME HA JIeUeHHe ¢ AYJI0KCETHH HIIH BellHara ¢1¢/ [IpeKkparagaie Ha
nevennero. OTHOCHO PHCKOBH aKTOPH 32 CYHLIMAHOCT NIPK ATIpecks], BikTe no-rope. Jlexapure
Tpa6Ba 1a HACHPUABAT MAIMEHTHTE 110 BCAKO BPpEMe J1a CHOGIABAT 32 BCAKAKBH THHKHU MHCITH HIIH
YYBCTEA.

Ynompeba npu oeya u 1wonowu nod 18-z00umna svipacm

Jlyncepra ne TpA0Ba ga ce M3TION38Aa 33 IeYEHME HA Nella B IOHOLIH o 18 roxumiHa Br3pacT.
CyHIMAHO NMoBeAeHNe (CYHUIMIHA ONATH K CYMLMAHA MUCITH) H BpakaeOHOCT (Mpe/iMMHO arpecs,
OMNO3KULMOHHO MOBEACHHE M THAB) ca HAOMO/aBaHl IPH KIMHAYHHK MPOYUBaHUsA 0-YESCTO [IPH Aela H
IOHOIIH, JIEKYBAHH € aHTHAENPECAHTH, B CPABHEHHE ¢ TE3H JEKYBAHH ¢ MUianebo. Ako, Bb3 0CHOBA Ha
KIHHMMHA HY)K/1a, HE3aBHCHMO OT TOBA, Ce B3eMe PeIleHHe 3a JICUeHHE, NallueHTHTe Tpadna
BHUMATENHO Aa 6BAAT NPOCAeIABAHM 34 [OABA HA CYMLIMIIHY CHMITOMH {BK. Touka 5.1). B
AOMBARECHHE, NPH ACUA H IOHOIIH JIHIICBAT ABArOCPOYHY NTPOYYBARNA 3a DBe30NacHOCT M0 OTHOMIEHUE
Ha PacTexk, Ch3PABAHE ¥ KOTHUTHBHO K MOBEAECHYECKO pa3BHTHE (BXK. TouKa 4.8).

Kpveowznusu

HiMa cpobienns 3a aHOManHH KPbBOTCUECHHA, KATO €KXHMO3H, MYPITypa H CTOMAIUHO-YPEBHO KLPBEHE
¢ MHXUOHTOpHTE Ha 00paTHOTO 3axBamane Ha ceporoHuna (SSRIs) u uHxnOGuTopH Ha obpaTHoTO
3aXBalllaHe Ha CepoToHuE/HOpaapeHaniH (SNRIs), BrnounTeso qynoxcetyn. JlyIOKCeTHH MOKe
Jia TIOBHIIIM PHCKA OT NIOCJIEPOIOBO KPBROTEUCHHE (BXK. TouKa 4.6). IIpenopbusa ce BHUManue
NpPH MALKEHTH, IPHEMAIIH AHTHKOArylaHTH WIITH JeKAPCTBEHH MPOAYKTH, 33 KOUTO € M3BECTHO ue,
NOBNHABAT TpoMOoLuTHaTa (yaKums (sanp. HCIIBC unu aueTwicarnunirosa kucemmna - ACK) u
MpH MALMEHTH ¢ U3BECTHA CKJIOHHOCT KbM KbpPBEHE.

KXunonampuemun
TIpn npunarade va Jlyncepna e chobliaBalHa XHNOHATPHEMYS, BIUTIOUATEITHO CJT
HaTpWH No-HUCEK OT 110 mmol/l. Xunonarpuemusta Moxke Aa ¢e JBJIAKK HA CHY
cexkpels Ha aHTHAKYpeTHYeH XopmoH (CHANIC (SIADH)). Hoseuero cny4a
cB0OIIABAHH NIPM NAUMEHTH B CTapUecka Bh3pacT, 0cobeHo B KoMOHHALHA Chd |
WIH HaJIH4He Ha CBCTOSHME, TIPE/IpazioIaranio KkM NPOMEHH BB BOJHHA 6
BHHMaHHE TIPH NALHEHTHTE C NOBHLIEH PUCK OT XMIIOHATPHEMHA; KaTO TAKHBa
NALHEHTH C ITHPO3a, ACXHAPATHPAHH NauMeHTH Wil NalMeHTy Ha JISYCHYE ¢ I



IHpeycmanosseane na nevenuemo

CumaroMuTe Ha OTHEMAaHE €a YEeCTH IpH TIPEKBCBAHE Na JIEYEHHETO, 0COBEHO B CIIy4aHuTe, KOraTo
NPEKBCBAHETO C¢ H3BBPUIBA PA3KO (BxK. TouKa 4.8). [Tpu KWINHAYHO NpOyUBaHe, HEKENaHH ChOHTHA,
Ha0oNaBaHA NPH PA3KO MPEKLCBAHE HA JIEYEHHETO, ¢a JOKIAABAHH TIPH OKoo 45% ot naimeHTHTe
JIEKYBaHH € JYJIOKCETHH H Npy 23% ot nauuenTaTe npreMaiiy rwiatebo. PUCKDT OT CHMITTOMH Ha
oTHeMaHeTo Habmonasanu npi SSRI’s 1 SRNI's Moske 61 3aBHCH OT MHOXECTBO (JAKTOPH,
BIJIIOYHTENHO MPOABIDKHTETHOCT W J03MPOBKA Ha JIEYEHHETO K CTENEH Ha HAMAIBAHE Ha 7034712,
Haii-uecTo nabmonapaHuTte peakliMy ca II0COYECHH B Toyka 4.8.

OGuKHOBEHO, CHMITTOMHTE Ca JIEKH 10 YMEPEHH, BEIPEKH, Y€ IPH HIKOM OT HAMEHTHTE T¢ MOXKE /A
OBbAAT TEXKKH 110 HHTEH3UBHOCT. Te 0GHKHOBEHO BH3HHKBAT B PAMKUTE Ha MEPBHTE HAKOJIKO JHH OT
MpeyCTAHOBABAHE Ha JICUCHHETO, HO ca ACKIAABAHH H PEAKH Cy4YaH HA TAKHMBA CUMITTOMH IpH
TIALHMEHTH, NPOITYCHAIH 1032 [0 HeBHHMaHHe, KaTo uano, Te3d CUMIITOMH ¢a CAMOOrPaHHYABAILHA C&
¥ 0OUKHOBEHO MPEMUHABAT B PAMKKTE HA 2 CEIMHULIM, HO TIPH HAKOH MHIMBHIH, TE MOXE Ja ca
HanuLe MO-IPOABLKHTENHO (2-3 Mecela wan noeede). ETo 3aillo, ce OpenophyBa NOCTENCHHO
HaMa/lABaHe Ha A03aTa Ha JYJIOKCETHH NIPY NPeyCTaHOBABAHE Ha JIEYEHHETO 33 TIEPHOA OT He 110-
MAJIKO OT 2 CeIMHLH, B 3aBHCHMOCT OT NOTpeGHOCTUTE Ha nauueHTa (Bx. Touxa 4.2).

Ilayuenmu e cmapuecka ev3pacm
HJannwure 3a ynorpeba Ha 120 mg AyTOKCETHH NPH NAIHEHTH B CTAPHYECKA BB3PACT € TOAM
JIEeNPeCcHBEH EH30A H NEHEPATH3UPAHO TPEBOKHO PasCTPOMCTRO Ca OrpaHHYCHH. 3aTOBA, JEUCHHETO

Ha NALKMEHTH B CTAPYECKA BH3PAcT ¢ MAKCHMAJIHA 1032 TpAbBa a craBa ¢ sBHAMaHHE (BX. To4ka 4.2 u
5.2).

Axamuzun/ncuxomomopro 6eznoxoiicmeo

YnorpebaTa Ha IyNOKCETHH ce CBBP3BA ¢ PA3BATHE HA AKATH3HS, XapaKTepH3Upalla ce Che
CYGEKTHBHO HEMPHATHO HITH H3TOIHTENHO OE3MOKOHCTBO M HYMIR OT HeCTO JABMKEHHE, CHIPOBOAECHA
OT HecnocofHOCT 3a CefICHe ¥ CTOEeHE Ha eHO MACTO. T'oBa e 110-BepPOSTHO Jla Ce TIPOSBH B PAMKHTE Ha
TbPBHTE HAKOJIKO CEAMHLIM OT eueHueTo. [Ipu naineHTH, KOMTO NOIy4ar Te3H CHMITTOMH,
[OBHIIABAHETO Ha J03aTa MoxKe J1a Onjle BpeqHo.

Jlexapcmeenu npooykmu, CbAvpicayu OYI0KCemun

JIYITOKCETHH €€ H3MOMT3BA [10/{ pa3THYIHE ThPrOBCKH MAPKH 38 HAKOJKO MOKa3aHUA (JIeHeHne Ha
AuabeTHa HeBponaTHa 60Ka, roneMy JeNPeCHBHA eMH30AH, FCHEPATH3HPaHO TPEBOXKHO
pascTPOHCTBO H YPHHHA CTpec HHKOHTUHEHUMA). TpaGea na ce w3barea ynorpebara Ha nosede OT
€AMH OT TE3H MPOJTYKTH.

Xenamum/nosuuenu 4epHodpobHy enzumu

Cyofiasany ca cTydad Ha 4epHOAPOOHO YBpeXaaHe, BKIYHTEIHO CHITHO MOBHINABAHE HA
4epHOAPOOHKTE eH3uMH (>10 bTH Haj ropHaTa rpasila Ha HOPMATA), XeMaTHT W JKBITEHULIA, C
AynokceTHH (BxK. Touka 4.8). [TosedeTo oT TAX HACTHIBAT I10 BpeMe Ha IILPBHTE MECELH JIEYCHHE.
XapaKkTepsT Ha HEPHOMPOOHOTO YBpexkAaHE € NMpeJHMHO Xemarouenynaper. Mynoxcerns tpabaa aa
Ce M3[10/13Ba ¢ BHHMaHHE APH NALHCHTH, JICKYBAaHH C IPYT'H JIEKApCTBEHU NMPOAYKTH, CBBP3BAHH C
YBpEXKAAHe HA YepHuA Apoh.

Cexcyanna oucyrryus
CenexTrBHATE MHXUGHTOPH Ha 0OpaTHOTO 3axBaluane Ha cepoTondHa (SSRIs)/uHxuburopure Ha

cexcyaina quchyHKImA (BXK. Touka 4.8). HMa cvo0IneHHa 3a IpOIB/KHTENHA Ce
JMCPYHKLMS, PH KOATO CHMIITOMHTE 1POIR/DKABAT BBIIPEKH NPEKBECBABETO HA I
SSRIs/SNRI.

3axapoza



Tp46Ra Ja IPHEMAT TO34 JISKAPCTREH HPOAYKT.
4.5 BsaumofeiicTBue ¢ APYTH JieKapCTBEHH UPOIYKTH K ApyrH GopMA Ha B3anMoxelicToHe

Huxubumopu na monc-amuno oxcudasama (MAQO-unxubumopu): TIopaii pucK OT CEpOTOHHHOB
CHHJPOM, NYTIOKCETHH He TpAGBa na ce M3nonzea B KOMOMHALMA ¢ HECEJICKTHBHH, HeoOpaTHMH
MOHOAMHHOOKCHa3HA HHxHOuTopH (MAQO-HHXUGHTOPH) WK B paMKuTe HA NoHe 14 1HU cnea
NpeKbeBane Ha AeueHueTo ¢ MAO- unxuOuTopH. Bb3 0CHOBA Ha NONYXHBOTA Ha TYJIOKCETHH, €
HeoOXOIMMO Aa M3MUHAT MOHE 5 JIHM cAe ciiMpate Ha JlyncesHa i npean sanousane Ha MAO-
HHXHOHTOpH (BiK. Touka 4.3).

He ce npenopypa enHoBpeMeHHOTO NpuiiokeHKe Ha J{ynceBna cue cenektuBEHA obpatumu MAO-
HHXHOUTOPH, KaTo MOKI0GeMun (Bx. Touka 4.4). AETHOHOTHKET IHHe30aH € o0paTHM
Hecenekrused MAO-uuxubuTOp ¥ He TpAORa Aa ce aBa Ha NMAIMEHTH, JNeKyBaHH ¢ Hyncesna (B
Touka 4.4).

Hyuxubumopu na CYP142: Th kato CYP1A2 yyactea B MeTaGoIH3MA HA TYNOKCETHH,
SIHOBPEMEHHOTO TIPHIICKEHHE Ha TYTOKCETHH ¢ MOIUHY HHxuOuTopH Ha CYP1A2 e Bh3MOXKHO 12
AOBENE Jja MO-BUCOKH KOHIEHTpauuu Ha aynokcetus. dnysokcamun (100 mg BeHENK THEBHO),
moileH HExuOHTOp Ha CYP1A2, HaMaisea NMPUBUIHMA NAA3MEH KIIHPBHC HA JYJIOKCETHH C OKOMO
77% 1 noprmasa AUCo+ 6 . 3aToBa Jysncesna He TpaGBa fia ce Npuitara B KOMOHHALHA ¢ MOILHH
uaxubuTopn Ha CYP1A?2 kato duyBokcamuH (Bx. Touka 4.3).

Hexapcmsenu npodyxmu, deticmeauu évpxy LIHC: PHCKBT oT ynoTpe6a Ha Ay/TOKCETHH B
KoMOuHaNHA ¢ ApyrH mosmHasamy [THC iexapeTseHH HPOAYKTH He € CHCTEMHO OLICHSRAH, OCBCH B
CJIyuaHTe, ONHCaHk B Ta3y Toyka. CaenoBaTenHo ¢¢ Npenopbusa IOBHNIEHO BHHMaHHe, KOTaTo
Hyncepua ce npreMa B KOMOHHALMS C JIPYTH LEHTPANHO AcHCTRALHA IEKAPCTBEHH IIPOJAYKTH WK
BELIECTRA, BIIIOUUTEIHO &1KOXO0J H CeIaTUBHHY JIEKapCTBEHU NPoAyKTH (Hanp. GeznoquazenuH,
MOPHHHOMHMETHITY, AHTHIICUXOTHLM, (eHOBapbuTan, celaTHBHH aHTHXUCTAMUHU),

Cepomonunepeuynu rexapecmseny cpedcmsa: B penkn cinydau e crobmiapas CepoOTOHUHOB CHHAPOM
IPH TIANKMSHTH, KOHTO H3non3saT SSRIs/SNRIs eqHoBpeMEHHO ChC CEPOTOHHHEPIMYHH CPEICTBA.
[Tpenopbuea ce BHMMaHHe, ako JlynceBra ce M3MOM3Ra €IHOBPEMEHHO CBC CEPOTOHHHEPTHHHH
JIEKAPCTBEHH CpelcTBa, Kare SSRls, SNRIs, TpHUMKIHYHEE aHTUAETIPECAHTH, KATO KIIOMHIIDAMMHH MM
aMUTPUIITAIME, MAO-UHXHOHTOPH, KATO MOKAOGEMHL MK THHESOMH, JXBIT KaHTapHoH (Hypericum
perforatum) win TpunTany, GynpeHOp(HH, TPAMANON, NMETHARH B TPHITOOAaH (RXK. Touka 4.4).

Egrexm na dyaokcemun ebpxy Opyzu iexapcmeenu npooyKmu

Jlexapcmeenu npodyxmu, memabonusupanu om CYPIA2: ®apMakoKUHETHKATA HA TEOQHIIHH,
cyberpar Ha CYP1A2, He ce noBNMABA 3HAYMTENIHO [PH CHHOBPEMEHHO PHNIOKEHHE € AYJIOKCETHH
(60 mg ABa IBTH AHEBHO).

Jlexapcmeenu npodykmu memabonuzupanu om CYP2D6: lynokcetan e ymepeH HHXHOUTOp Ha
CYP2D6. Koraro aynokcerus ce mprnara s 1o3a 60 mg Jea IT6TH JHEBHO € eIHHUYHA 1033
nesunpamud, kokto e CYP2D6 cyberpar, AUC Ha aeaunpamus ce yse/lu4aea 3 06TH . CEBMECTHOTO
npuokeHHe Ha Aynoxcernt (40 mg npa nyTH nHeBHO) nopulnaba craiporapHara AUC ua
TONTEPOANH (2 mg IBa MLTH JHEBHO) ¢be 71%, HO He NORAKABA PapMAKOKMHETHKATA Ha HELOBMA




NpOYYBAHMA 33 JICKAPCTBEHH B3aUMOOECHCTRHA HE Ca NPOBCHKAAHHN,

Anmuxoazyranmu u anmuazpezanmu: VI3NCKBa ce NOBUUICHO BHHMAHUE, KOTATO AYJIOKCETHH CE
kKOoMOHHMpA ¢ NePOPaJIHA AHTHKOATYNIAHTH WM HTHATPETAHTH NIOPAH NOTEHIMANHO TIOBHILICH PHCK
OT KbPBEHE, KOETO MOXe a ce 06ACHH ¢ hapMakoIHHAMHUHO B3aumMoaekcTBre, OceH ToBa €
cpob1IaRaHO OBHINABaHE Ha cTokinocTuTe Ha INR KoraTo Ha nalMeHTH, IeKyBaHH ¢ BaphapuH, ce
npuiara ¢AHOBPEMEHHO AyNoKceTHH. Bee mak, eMHOBPEMEHHOTO NPWIATAHE Ha TyJIOKCETHH H
Bap(hapuH Ha 3/IpaBH JOOPOBOIM, KATO YACT OT KIHHMYHO ()apMaKONOTHYHO NPOYUBAHE, TIPH
CTAaUHMOHAPHO CECTOAHME HE BOIM 10 KIMHHYHO 3Ha4YMMa npomsHa B INR cripamo M3x0aHoTO HUBO
HWIH BBB (hapMakokHHeTHkaTa Ha R- unu S- saphapun

Edbexmu na opyzu nexapemsenu npodyxmu ebpxy OVIOKCEMUN

Anmuayuonu aexapcmea v H2 anmazonucmu: ENHOBPEMEHHOTO IPHIIONKEHHE HA YTIOKCETHH C
AHTHALW/IH, CHIRPXKAIIM ATYMUHHI W Maraesui WK Ha JyNoKCeTHH ¢ haMOTHAMH, HAMA 3HAUMM
edeKT BbpXy CKOPOCTTA HJIH CTENCHTA Ha Pe30pOUA Ha NYNOKCETHH Cle/l NPIWIOKSHHE Ha Nepopanta
Jo3a ot 40 mg.

Hroyxmopu na CYPI1A2: Ananusu Ha RONMYTALHOHHH (hapMaKOKMHETHYHH NPoyYBaHus MOKA3BaT, 4e
mywavnte uMaT o9ty 50% [0-HUCKH TUIa3MeHM KOLIGHTPALMHA Ha TYNOKCETHH, B CPABHEHHE ©
HCITy1HauynuTe.

4.6 @epTHAHTET, GPEMEHHOCT B KbpMene

beprunurer
B npoyusanus Ipu 3XMBOTHH TYTOKCETHH HAMA eDEKT BEPXY (EpTHIATETA IPH MbKE, 4 ePEeKTUTE
TIPH >K€HH OYEBHAHO A CaMO B A03M, KOMTO MPUYHANBAT TOKCHYHOCT 3a MaiiKaTa.

BpemeHuocT
[Ipoyusanms ¢ XHBOTHH TIOKA3BAT, PENPOIYKTHBHA TOKCHYHOCT [IPU HHBA Ha CHCTEMHA €KCIIO3ULMA

(AUC) Ha nynokceTHH no-HHCKH OT MAKCHMAJIHATA KIHHHYHA EKCIIO3HLMA (BX. Touka 5.3).

Jpe ronemH obcepBauMoHHM poyusanna (easo ot CALL, sxmoysamo 2 500 GpeMeHHy, ¢ eKCIO3HUHA
Ha JYJIOKCETHH NPe3 NNBPBUI TPHMECTHP, 1 efHo oT EC, prunousamo 1 500 GpeMeHHY, ¢ eKCIO3HLIMA
Ha IYJIOKCETHH Npe3 TbPBHA TPUMECTEP) He peAnosarar 001l NOBHINEH PHCK OT FOJICMH BPOJIEHH
MandopMaliy., AHaNHIBT HAa KOHKPETHH MAT(hOPMAiiy, KaTo ChpASYHH MAT(OpMariHi, MoKa3sa
HeyOeIMTeNIHH Pe3yiITaTh.

B npoyusaneTo ot EC e HanpaBeHa Bph3Ka MEXIy €KCHIQ3HIIMATA HA AYIOKCETHH Ha MaliKaTa 1o
BpEMe Ha HanpeJHala GpeMeHHOCT (1O BCAKO Bpeme 0T 20-Ta recTalliOHHa CeIMHIIA A0 PaKAAHETO) €
IIOBHILIEH PUCK OT MPESKACBPEMEHHO paXkiaHe (M0-Maako OT 2 MhTH, KOETO NPHOIH3UTEIHO
CBOTBETCTRA Ha 6 JOUB/IHUTEIHU NPEKAESBpeMEHHH paxaaHus Ha 100 xeHy, Ha Tepanus ¢ 1yJIOKCETHH
B HanpeaHana 6pemennocT). [To-ronaMara 4acT e PL3HHKHANE MEXKAY 35 ¥ 36 recranyontia CCAMHALA.
Ta3u BpB3Ka He ¢ Habmopasana B npoyyeanero ot CALLL

AMEPHKaHCKH AHHN OT HabNIOAESHAA IPEAOCTARAT JOKA3aTe/ICTBA 32 NIOBKINEGH PHCK (M0-MAalKo OT 2
ITbTH) OT IOCTEPOJOBO KPEBOTCUSHHE CIICH eKCIIOZHUMA HA AYTOKCETHH B PAMKHTE H2 MECEL NIpeay
paXIaHeTo.

EnHaeMHONOrHYHHTE AaHHH nipeanonarar, ye ynorpeGara Ha SSRIs no BpeMe Ha GpeMeHHOCT,
ocofeno B HarnpegHa1a OpeMeHHOCT, MOJXKe Ja IOBHILH PUCKE OT NEPCHCTHPAINA HYAMOHANIHA
XHIepTOHMA NpH HosopoaeHoTo (TIIIXH). Benpeku, ue HAMa nNpoy4BaHua, NPH KOKTO 1a €
u3cnensana pphikata Ha [ITIXH ¢ neyenuero obc SNRI, TO3u noTexnuanet puck He Moxe 212 Objie

(vHxnbupaHe Ha 0OPATHOTO 3aXBalllaHe Ha CEPOTOHMH),
ITonobuo Ha APYTHTE CEPOTOHEPIHUHH JIEKAPCTRERH IPOAYKTH, MOrar Jia cg
OTHEMAaHe [p¥ HOBOPOAEHH Ciiejl ynoTpeba Ha NymoKceTHH oT Malikara 61
CHMITOMHTC Ha OTHeMaHe, HaGIoaBaHH MPH JYNOKCETHH, MOXE Jia BKIT
HEPBHOCT, 3aTPYJHEHHA B XPaHEHETO, PecIUPaTOpPeH AUCTPeC U rbPUOBE.



HAOMIONaBaHM HITH [IPpH paKIAaHeTO, HIH B TCUCHHC HA HAKOJIKO AHE CNe paKIaHeTO.

Hyncerua TpaOBa N1a ce H3NON3BA MO BpeMe HA OpeMEeHHOCT, CaMo aKO MOTEHLHUATHHTE NOI3H
ONpaBJABAT NOTCHUHANHUA PUCK 32 Ioga. JeHuTe TpaOBa qa GpAaT chBeTBaHY Ja MHGDOpPMUpAT
NIEKaps CH, aKo 3a0peMeHeRT UK [UTAHUPAT GPEMEHHOCT O BpeMe Ha JICHEHHETO.

KopMene

JlyJIOKCEeTHH ce OTJeNs B MHOTO MaJlka CTeTieH B KbpMarta Ha 6a3aTa Ha W3c/ieBaHe Ha 6 NALHEHTKH ¢
NakTauui, KOUTO HE Ca KbPMWIH cBouTe felia. [IpuOausuTe/iHaTa JeTcka AHeBHa /032 Ha Gaza mg/kg
€ npubmmurenno 0,14% or noszara Ha maiikaTa (BX. Touka 5.2). Thil KaTo Ge30mMacHOCTTa Ha
AYNOKCeTHH 1pH Gebera He ¢ ycraHosena, ynorpebara na JyniceBua 1o BpeMe Ha KbPMEHE He ce
1IpenopLYBa.

4.7 Edexrs Bupxy cnocofHocTTa 32 miodapane # pabora ¢ MAIHAR

He ca u3sppinpany npoyusanns pxpxy crniocoOHocTTa 3a wodupaye U pabora ¢ MawmnK. Jlyncerua
MOXKe [ia 6Bie CBhp3aHa ChC ceMpaHe M 3amasHoct. [lauvenTrre Tpabsa na 6paar yReJOMABAHH, He
aKO H3MMTBAT CEAHPAHE WM 3aMaiHOCT, TPIOBa Ja M30IrBaT NOTEHLHATIHO PUCKOBA paBoTH kaTo
mogupane WM paboTa ¢ MAINMHH.

4.8 Hexesanu JICKAPCTBEHH peaKklna

a. Pesrome na npogdpuna va bezonacnocm

Hafi-qecTo crhobiiaBaHuTe HexeNnaHH peakuHK NPH NAMEHTH, NEeKYBAHH ¢ LYJIOKCETHH Ca rajieHe,
raaBofoNKe, CYX0Ta B YCTATa, COMHOISHTHOCT M 3aMaiBate. Benpexn ToRa, [IOBEYETO OT HECTHTE
HEXEMAHK peaKliM ca TeKH 10 YMEpeHH, Te OOHKHOBEHO 3ar104BaT paHo 110 BpEME Ha IEHEHHETO U
No- FoJ1IMAa $acT €a ¢ TEHACHLHA 2 OTMHHAT AOPH, KOraTo TepannaTa 6bae npoIb/keHa.

6. Pesiome Ha HexceaaHume nekapCmeenu peaxyuy, npedcmageno @ mabruya
Tabnuua 1 nokazpa HeKeTaHHTE peakiuy, HabIIORABaHH IIPH CHOHTAHHO ChODIIaBaHe W NIPH
nnase50- KOHTPONUPaHH KIMHHYHH NPOYYBaHAL.

Tabnuya 1: Hexcenanu peaxyuu
Ouenxka Ha gectora: MHOIC uectr (>1/10), wectn (=1/100 zo <1/10), nedectn (=1/1 000 no <1/100),
penku (=1/10 000 no <1/1 000), muoro peaxs (<1/10 000).

IIpH BCAKO TpyIIMpaHe B 3aBUCMMOCT OT YECTOTATA HEXKeaHHTE PEaKlMK ca NPEACTABSHY 8 HU3XOAL]
PEN N0 OTHOLIEHHE Ha TAXHATA CEPHOZHOCT.

Mmuoro yecrn Yectn HeuecTn Peaxn Mnoro
peaKH
Hupexyuu u unchecmayuu
Japunrnr
-
Hapyienus na umynnama cucimema
T

AuagunakTaiHa

peaxuHa

Hapymenus, cebp3

Che

1

Hapywenun na enOOKpUHHama cucmema ({

Xﬂnompeonw G
\%




Hapywenua na memabonusma u xpanenemo

' HamaneH anetut Xuneprnukemus Hexuapatauus
(noxnaasasa XunoHaTpHEMHUS
ocofeno npu CHAJIC®
NALMCHTH

] JnadeTuim)

!chxuunu Hapyien s

Hucomnus Cynumana Cymmnno
B3byna nneanus>’ nopeaeHne™’
Hamaneno nubumo | Hapyiuenue Ha Mauusa
TpeBomkHOCT ChHA XanouuHALUH
A6Hopmen opraztm | BpyxcHsem BpaxebHocT u rass?
ApxH crHMIA JesopuenTalins

Anatus

Hapywenus na nepsrnama cucmema

I'napobonue 3amasHOCT Muoxnionus CepoTonunos
Comnonenrnoct | Jleraprus AxaTvana cunppom’
Tpemop Hepsnocr Kousysiciu'
[Mapecre3ns Hapymenue na TeuxomotopHO
BHHMaHHETO Ge3nokoiicTo®
Hucreyzna ExkcrpanupaMHiHH
JHcKUHE3HL CHMITOMH®
CHHapom Ha
HeCTIOKOHHMTe
Kpaka
Jlomo kadecTBo HA
| CHHA
Hapywuenust wa ouume
3ambrieHo BUWXIaHe | Muapuasa I'naykoma
Hapymesnue Ha
3peHueTo
Hapywenua na yxomo u nabupunma
Hym & yumare' Bepruro
Bonka B yxorto
Copaenrn RAPYMCHUR
[annmuranpn Taxuxapaus
: Haaxamepna
apuTMIS, TTIaBHO
NpeachPAHO
MBKIEHE
E
Cwooeu Hapyutenus
|
[Tosuweno xpeeno | Cukorn? Xuneprouud
HanArane’ | Xunepronus™
3auepBaBaHe | OprocTaTHyHa
| xunoToHHA




[Tepudepra
CTY/ICHHHA

Pecnupamopnu, 2pbOnu u MeQUAchuHANHY Hapywenus

IIposasane Hanpexenue s HurepeTrinamna
rbpIoTo Genoppobua Gonect!?
Enucraxciic Eosunoduma
IHEBMOHMS'
Cromauuno-4peeru RAPYUEHUA
-
lanene Konctunanms ‘CTomamHo-upeseH | Cromarur
Cyxora B Auapus KPBBOHINHB' Xemaroxesus
ycrata Kopemna Gonka FactpoenTepur Jom aex
Tospbane Opureane MuKkpocKoTiHCKH
Jucnencus actphr KoITHT
Mereopnsbm Aucarus
Xenamo-bunuapru napywenus
XenaTtur® Yeproapobna
TogHiueH HEROCTATHYHOCT®
uepHOAPOBHH Kearennia’
eH3uMu (ALT,
AST, ankanna
(hocaraza)
Octpo
yepyoapobHo
YBpexKaHe
Hapywenun na xosicama u nodxooxcnama muxan
3acuneHo notese | Howpo uamoragane | CHHEPOM Ha Kosken
O6Gpue Vprukapus Stevens-Johnson® BACKYJIHT
KoHrakreH nepMatur | AHMHOHEBPOTHYEH
CryaeHa not orok®
Peakunn Ha
(POTOUYBCTBUTEIHOCT
3acwuiena TeH/IeHIHA

3a nMoska Ha CHHYHR

Hap)naenuﬂ HA MYCKVARO-CKeRemHama cucmema u CYEOUHUMENHAMA MBKaH

MyckynHo- ckeneTHa iMycxynHo

fonka
Myckynen cnazsm

| HATIPSKEHHE
I

INotpeneane Ha
' MYCKYIH

'

Tpuzmyc

Hapyuenus na 6v6peyume u nukounume nomuuya

Juszypus
YecTo ypuHHpaHe

{i 3aaprKKa Ha
- ypHHa
‘3aTpymHEHO
YpHHHpaHe
HuxrypHa

| Tonmuypwst

ITpoMeneH MHpPUC HY
ypHHaTa




} Hamanena nuypesa

Hapywenus na evanpouzsodumennama cucmema u 2opoama

Epextunna Tunexonoruyno MeHonay3aniH
ZHCPYHKIHS KbpBEHE CHMITTOMH
Hapymenue Ha Meucrpyanau Ianakropes
CAKynanHiaTa HapylueHHux XurepiponaKTHHEMHA
3abaBeHa esKymaLs Cekcyanua Hocneponoro

| N yHKIAA KpbBoTEUYEHHE"

Bonka B TectHeuTe |6

Obugu napyuenus u epexmu Ha MACMOMO HA NPUAOHCERUE

Boska B repaute’
AGHOPMHH
ycellaHus
YyBCTBO 34 CTYH
Kaxna
Brpucane

' HepasnonoxeHHe
YyBcTBO 32
TOILTHHA
Hapymenus B
HOXOKaTa

Ipunagpun®
¥Ymopa

Hecnedsanus

TToBuinaBane Ha
XoJecTepona B KpeBTa

! Tlokaupaiie 5a
TErAOTO
{Toeumenne Ha
KpeaTHH
¢docdoxmrazara B
KpBBTA
[MopHiIeHHe Ha
KA B KP'BBTA

TloHmxenue Ha
TETNOTO

! Ciy4aH Ha KOHBYJICHH M CTy4aH H& IUYM B YILIHTE ¢34 ChoDIIABAHH CHILO CICH IPEKBCBAHE Ha
JIEYEHHETO,

2 Cnyuad Ha OPTOCTATHYHA XUIIOTOHHS H CHHKON ¢4 chOGIMABAHM OCOGEHO B HAYAIIOTO Ha AEYEHHUETO.
3 Buxre Touka 4.4,

* CiyyaH Ha arpecus W THAB ca cho6maBaHy 0coGeHo B HAYATOTO HITH Ciief, IPeKbCBaHE Ha
JICYEHHETO.

5 Cryuan Ha CyMUHAHA HAEAIMS U CYMIIMAHO TIOBE/IEHHE ca ChoOINABAHM IO BPEME Ha JICYSHHE ¢
AYIOKCETHH HJIH CKOpO CJieNl IPeKBCBaHE HA ICUSHHETO (BXK. ToUKa 4.4).

¢ OtleHeHa 4eCTOTa Ha HeXeNlaHH PeaKiMy, ChoOUIEHH TIPH TIOCTMAPKETHHIOBO HAGIIIO/ICHHE; He Ca
HaGM0aBaHK B I1ALEC0-KOHTPOITHPAHH KITHHUYHH NPOYYBAHHS.

7 He e cTaTHCTHYECKH CHIHMGPUKAHTHO Pa3nuYHa OT ruianeso.

8 TlpunagsuuTe ca Mo-4ecTy PH HALMEHTH B CTAPYECKa BH3PacT (Bh3pacT 65 roauHn).

? OueneHara yecToTa ce 6a3npa Ha JaHHH OT BCHYKH KITMHMMHH TPOYYBaHHSL.

¥ YecroTara e W3YHCACHA BH3 OCHOBA HA LALI60-KOHTPONKPAHH KIIMHAYHY H3

8. Onucanue va u3BPany Hes*Cenany 1eKapCIMBeHy PeaKyuy
Crupanero na npuema Ha JynoxceTuH (0coDeHo KOraTo € BHE3aNHO) YecTgp
OTHeMaHe, 3aMaiiBaHe, CEH30PHH HapylleHHs (BIIIOYHTENHO NIApecTe3Hs
NpeMHHABAHE HA ECKTPHYECKH TOK, 0co0eHO B 00acTTa Ha [iaBaTa), Hap
(BKJTIO4HTeNHO De3ChHME H HHTEH3HBHO CHHYBAaHE), YMOpPa, COMHOIIEHTHO



TPEBOXHOCT, TafIEHE WK NIOBPBLIAHE, TPEMOP, raBo00IHe, MHAITHS, PA3APA3HHTETHOCT, THAPHS,
XHIIEPXHAPO3a H BEPTHIO €A Hali-uecTo ¢HoBMIaBaHNTE HEKeJAHH PeaKiun,

Haii-o61mio v 3a SSRIs, 1 3a SNRIs, Te3st cbOUTHA ca Neku 10 YMEPEHH 1 CaMOOTPaHHM4ABAILH Ce,
BEIIPEKYH Y€ NPY HAKOM MAaLMCHTY TE MOXKE Jia ¢4 TEXKH H/HIH NIPOABIDKMTEITHH. 34T0BE CE
NPCNOpbYBa, KOraTo He ¢ Hanara NoBEue JISYCHHE ¢ YIOKCeTHH Ja 6Be H3BBPILCHO NMOCTENEHHO
clpane, Ypes HaMallfBaHe Ha A03aTa (Bx. Touka 4.2 1 4.4).

Ilpes 12-ceamuunara octpa haza Ha TPH KITHHUMHU NPOYUBAHAA C NYTOKCETHH ITPH MAIHEHTH C
JIH&&GTH& HCBpoOIIaTHA bomka ¢ HaGﬂlOlIaBaHO MaJIKO, HO CTATHCTHYCCKH 3HA9YHMO ITOBHUISHHE B
KpbBHATA MIFOKO32 Ha IMajHo, TIPH NallHeHTHTe Ha eucHue ¢ AynokceiH. HbAlc e crabunen u npu
NALBEHTHTE JIEKYBaHH C IyTOKCETHH, H NPH NaLMeHTHTe JlexyBanl ¢ miaue6o. [Ipes dazara Ha
YIBJBKABAHE HA Te3H MPOYYBaHHs, TIPOAR/DKAIA 10 52 CeAMHLY, € HaTWuHO mosHureHue Ha HbAlc u
B rpynaTa Ha AYAOKCETHH, H B TPyIaTa Ha pyTMHHA TEPanHs, Ho cpeaHoTo nosumente e 0,3% no-
FOJAMO B IPYNaTa Ha JIEYCHHe ¢ AYNoKceTHH. HannuHo e ieko noBMINEHNE B KPBBHATA FIIIOKO3a HA
rNazjHo Y Ka obLI|s XONeCTEPOI NPH NALMEHTHTe JIEKYBaHH ¢ AYJIOKCETHH, ROKATO Te3u nabopaTopHM
H3CJICABAHNA NOKA3BAT JEKO HAMAJICHHE B rpynara Ha pyTHHHa TepanHti.

Kopurnpannsr cnpsaMo cepireunata vectota QT HHTEpBaN IpH MAUMEHTHTE, TEKYBaHH C KYIOKCETHH,
HE C€ paIHYABa OT TO3H, HaGMNIOJaBaH MPH NIALMEHTHTE, JICKyBaHH ¢ Tianebo. He ca nabmonapanu
KIMHHYHO 3HAYHMY pa3nHki 3a QT, PR, QRS unu QTcB wsMepeanua Mexay NalMeHTHTE,
JIEKYBaHHTE C [YJIOKCETHH H T€3H JeKyBaHuUTe C rwiaueho.

2. Heduampuuna nonynayus

Obmo 509 maumenTy Jeua Ha Bu3pacT oT 7 40 17 roaMHy ¢ roaMo AeIpecHBHO pascTpoifcTeo U 241
NeAHATPHYHN NAHKEHTH Ha BB3PAcT OT 7 10 17 TOAMKH ¢ FeHEPaTH3HPaHO TPEBOXHO pa3CTPOHCTBO Ca
JIEKYBaHH ¢ IyJTOKCETHH NPH KIHHAYHH npoyuBaiusa. KaTo namo mpouiasT Ha HexKe/laHHTe
JeKApCTREHH peaKkLHH Ha TyNOKCETHH NPH Aelia M IoHOIIH e nogo6en Ha To3H, Habmogasas NpH
BB2PACTHH.

O6mo 467 nanyeHTy OT NIEMATPHYHATA NOMYNIALMS, KOHTO IbPEOHAYATIHO Ca PAHAOMH3HPAHH Aa
NONy4YaBaT AyNIOKCETHH B KIMHHYHH NPOYYBaHUsA, M3[IMTBAT CPeIHO HamalieHne Ha Ternoto 0,1 kg
xBM 10-Ta ceamMuLa B cpasHenve ¢ 0,9 kg cpenno yeemuueHue npd 353 naudeHTH, nonyJyasailn
nnaue6o. Cneq TOBa B TCHEHHE HA YETHPH MECEHCH XO WIECT MECEHEH IEPHOA HA NPOJIbIDKEHHE,
[TALIMEHTHTE NMPOSBABAT CKIIOHHOCT KbM BB3CTAHOBABAHE Ha OYAKBAHOTO CH M3XOJAHO TErNO B
nepLeHTwIA Ha §a3aTa Ha NOMYIAHOHHHTE JaHHH OT BPBCTHHLMTE, CHOTBETHO IO Bb3PacT H MOl

B npoy4BaHuA ¢ MPOAB/LKHTETHOCT A0 9 Mecela [ipu NalieHTHTE OT NeHaTPHYHATA NONYJ1ALHS,
JICKYBaHH ¢ NYJIOKCEeTHH, e Habmonasa obijo cpeiHo HaMancHHe oT 1% Ha NepUeHTUnIa 3a pueT
(namanense ot 2% npu geua (7-11 roguun) 1 ysenuuenue c 0,3% nph oxomy (12-17 roaunu)) (B
Touka 4.4).

CrofniapaHe Ha IOAO3HPAHY HEXKEIAHH PEAKIIAH
CrobmapaHeTo Ha MOAOZUPAHN HEKETaHM PEakiuHu Clell paspelilaBaHe 3a ynorpeda Ha JIeKapcTBeHUA
NPOAYKT ¢ BaxkHO. ToBa no3B0NABa 12 NPOJLIDKH HAGNIOASHNETO Ha CHOTHOMICHHETO TION3A/PHCK 34
JEKAPCTREHHA NPOAYKT. OT MEMHLUMHCKHTE CIISIHATHCTH Ce H3HCKBA 12 ¢HOoDMABAT ReAKa
NIOJI03MPaHA HeJKenNaHa peakiiis upes3
HsDnHATeNHA areH1Hs N0 NeKapCTRaTa
yn. , Jdamad I'pyes” Ne 8
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Ten.: +35 928903417
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Crobinasany ca CiydaH Ha peAo3HPaHe, CAMOCTOATEHO WM B KOMOMHAUMA ¢ APYTH JEKAPCTBEHH
TIPOYKTH, C 03K Ha AynoxceTHH oT 3400 mg. MmMa HakoIKO CMBPTHH CIydan, OCHOBHO IIPH CMECEHO
Npeao3upase, Ho CRILO Taka C AYNOKCETHH CAMOCTOSTENHO B 1032 OT NpHGAN3HTEIHO

1000 mg. TNpu3HanMTe ¥ CHMITOMMTE Ha [IPEIO3UPAHE (TYIOKCETHH CAMOCTOATENHO K B
KOMOHHALIHS ¢ APYTH JISKAPCTBEHM NPOIYKTH) BKIIOUBAT COMHOIEHTHOCT, KOMA, CEPOTOHHHOB
CHHAPOM, IPHNAABUH, NOBPBLIAHE H TAXHKAPIAMA.

He e usBecten cnequduveH aHTHIOT Ha AYJIOKCETHH, HO 2KO HACTBIIH CEPOTOHHHOB CHHIPOM MOXKE
Aa ce uMa TIpeABH CNELHGHIHO JedeHHe (KaTO ¢ UMNPOXEeNTaMH WHIH TeMIIepaTypeH KOHTPO).
TpsabBa na ce noprepxat cBoGOAHN AUXaTeniuTe TeTHUIA. [IpenopsiBa ce IpocieaaBane Ha
CHLPASHHHTE M KHIRCHM IOKa3aTEITH, 3a€]{HO ¢ IOXO0AAUIN CHMNTOMATHYHH U NOJTEPKALIK MEPKH.
Cromarusa npoMUBKa MOKE /ia € I0Ka3aHa, 4KO e M3BLPLIM BR3MOXKHO Hali-CKOpO cien
NOTTHILAHETO WM [IPH I1AIMEHTH ChC CHMITOMH, AKTHRHHMAT RBITICH MOXE J1a ITONS3EH 34
orpanv4asane Ha pesopbiuaTa. Jlynokcerur uma ronsm ofeM Ha pasnpefeneHde U GopcupaHaTa
nuypesa, xeMonepdysus i1 obmeHHa epdy3ua € MAIKO BEPOSTHO A2 Ca OT HoM3a.

5.  @®APMAKOJOI'MYHH CBOHCTBA
51 @apMmakogHHAMBEYHH CBOHCTBA
QapmakoTepaleBTHYHa [PyNa: ICHXOaHANSNTALY, ApyrH aHTHAenpecanTr. ATC kon: NO6AX21.

Mexanu3pm Ha JeiicTEHE :

HymoxceTrn e koMbuHUpan BHXHGHTOP Ha 06paTHOTO 3axsaniaHe Ha cepororud (5-HT) n
Hopanpenanus (NA). To# ciabo nHxuOHpa o6paTHOTO 3aXBallaHe Ha IOTTAMWHa, 6e3 3HaulM
aMHATET KbM XHCTAMHHEPTHYHWTE, JIOIIAMHHEPrHYHH, XOJHHEPIHYHH H aAPSHEPIHYHH PELETTOPH.
JYIIOKCETHH J030-3aBUCHMO NOBHMILABA EKCTPALIE/yIapHITE HHBA HA CEPOTOMHHA U
HOPHODAJAPCHATIHH B Pa3/IHYHHY MQO3BUYHH OGJ'[aCTH TIPH XKHBOTHH.

DapMakoHHAMHIHE edickTi

Hy/loKCeTHH HOpMaTH3aHpa npara Ha 6oNKaTa IIPH HAKOJIKO NPeIKIHHAYHNA MOJEa HAa HEBPOIIATHA U
Bh3nanuTeHa 60NKa M CMEKUaBa noBeeHHeTo MpH 6onka B MO Ha mepercTupailia Oonka. Cumra
ce, 4e MHXHOMpaoTo Gonkara AeHCTBHe HA IYJIOKCETHH € Pe3YATaT OT NOTCHUMHPAHETO Ha
AeCUCHACHTHHTE HHXHOHTOPHH GONKOBH MBTHIIA HA LIEHTPAIHATA HEPBHA CHCTEMA.

KnnnnyHa edmkacHOCT M He3onacHocT
T'onamo oenpecusro pascmpoiicmeo. JIyNOKCceTHH e N3y4aBaH B KITMHMMHU NPOTPaMH, BKTIOYBAILH

3 158 nanmenty (excno3unus ot 1 285 nammeHTo-rogxHHH) oTroBapaity Ha DMS-1V kputepune 3a
ronama penpecus. EdukacHocTra Ha IynoKceTdH [py npenopeyHTenHa JHeBHa 103a 60 mg BeaHK
JAHEBHO € MOKa3aHa [IPH TPH OT TPUTE PAHIOMH3HPAHH, JBOMHO-Clieny, Inailebo KOHTPOMpaHy, ¢
{HKcHpaHa A03a NPOYYRAHHA B ocTpa da3a npH BE3pacTHH aMGYNATOPHHK MAIMEHTY C TOJIEM
JdenpecubeH emu3on. OO0, eUxkacHOCTTa Ha NYIOKCETHH € AeMOHCTpHpaHa [IpH AHEBHa 4034
mexry 60 1 120 mg B 06110 eT 0T ceaeMTe PaHAOMNAIHPAHH, IBOHHO-CENH, IU1aleb0
KOHTPONMpaHH, ¢ GHKCHpaHa 1032 NpoyuBaHus B ocTpa (aza npH BBIPACTHA aMOyNaTOPHH NALMEHTH
C FOJAM JETIPECHBEH SITA30/.

JyJIoKceTHE MoKa3a CTATHCTHYECKO NPEIMMCTEO CpsAMO Iuianebo, rpocnefedo upes nofo0peHUe Ha
obmus pesynrar no 17 roukosara Hamilton Depression Rating Scale (HAM-D) (Blcmoqprrenﬂo M Ha
E€MOLHOHATHMTE, H HA COMaTHYHHTE CHMITOMM Ha Jenpecns). CTeneHTa Ha OTrOBOpM-peM¥CHS Ca
CHLIO CTATHCTHYECKH 3HAYMMO O-BUCOKH IIPH AYNIOKCETHH, B CPaBHEHHE C :;
4acT OT NALMEHTH] BIJIFOUERH B MAIOTHH KIIHHHYHH TIPOYYBAHMA ca GHITH C/FER¥T
(mxoano nueo HAM-D>25).




60 mg pesHEXK JHEBHO MM Ha nnauefo 3a owe 6 Meceua. [IpunaraneTo Ha gynokcetut 60 mg
BEAHEXK AHSRBHO IOKA3a CTATUCTHYECKO 3HAUYMMO TIPEMMCTBO B cpaBHeHuE ¢ mmianedo (p=0,004), no
OTHOIICHHE Ha H3MEPBaHeTO 33 TbPBHYEH H3X0J], NPO(IIAKTHKATA HA PELHIIHB Ha JICTIPECH,
H3MEpeHa Ypes BPeMETO A0 pelHea. YecTorara Ha petiMAMBUTE MO Bpeme Ha 6-MecevHH ABOHHO-
CJIA11 IEPHOJ Ha npocaeasBane e 17% u 29%, ChoTBETHO, 3a AYIOKCETHH M 3a mwianeGo.

Tlo Bpeme Ha 52-ceAMHMYHOTO IUTaLef0 KOHTPONMPAHO JBOHHO-CIIAMO JISYEHHE, JIEKYBAHHTE C
AYIOKCETHH MalMEHTH C PELHHB Ha TOJIAMO JCTIPECHBHO Pa3CTPOHCTBO MMAT CHIHH(HKAHTHO I110-
Apner GescumnToMen nepyo (p<0,001) B cpaBHEHNE ¢ MAUKMEHTHTE, PAHIOMH3NPAHH Ha manebo.
Bewku nanueHTH npeaBapHTENHO Ca ce MOBIHAIIH OT JYIOKCETHH 110 BPEME Ha OTBOPEHO JICUESHHE ¢
AynoxceTHH (28 no 34 ceamuum) npy go3a ot 60 no 120 mg/anerso. [lo Bpeme Ha 52-ceqmu4baTa
mwiauebo KoHTpoaHpana nBoiHO-CiAna (aza Ha eyenue 14,4% OT MALMEHTHTE, JIEKYBaHH ©
AyaokceTHH M 33,1% oT nauMeHTUTe, TPETHPaHH ¢ Mnauebo, MPEexXUBARAT TIOBTOPHA N0ABa HA
CHMIITOMH Ha fenpecus (p<0,001).

EgexThT OT npitaranero Ha AynokceTHH 60 mg BeAHEK JHEBHO NPH MALMEHTH C IEIIPECHS B
CTapyecKa BL3pacT (>65 rofiMeM) € OLeHeH cIeludHYHO B NPOYYBAHE, MOKA3BaNI0 CTATHCTHUECKH
3HAYHMA pa3fiiKa B HamanapakeTo ha HAMDI17 pesynrara 3a naumeHTHTe, ICKYBaHH C NYJIOKCETHH, B
cpastenye ¢ miane6o. IToHocuMocTTa Ha aynokceTHH 60 Mg BEIHBAK AHEBHO TPH NAlMEHTH B
CTapuecKa BE3PAcT € CPABHEMA ¢ Tasu, HAfolapaHa IpK No-MIIaj M BhapacTHi nanuesTH. Obaue
JaHHWTE 33 NALHEHTH H3I0KEHH Ha MAKCHMalHaTa f03a (120 mg qHeBHO) ¢a OrpanMueHH | 3aT0Ba ce
NpeNnopLYBa NOBUILIEHO RHUMAHKE TIPH JICUeHHE Ha Ta3H MOnyJamus.

Tenepanuzupano mpeeodicno pazcmpoticmeo. JIyTOKCETHH TIOKA3a CTATHCTHUYECKH 3HAUMMO
NIpeIMMCTBO cnpaMo rianebo pH HeT OT NeT NPOYUBAHKA, BKITIOYALLHM YSTHPH PaHIOMH3HPaHH,
ABOHHO- CJICNH, TU1auebo KOHTPOIHpAHH UHTCH3WEHH IIPOYYBaHKs H NPOYHBaHe 3a NpodUIakTHKa Ha
PEUHHB NIPH BL3PACTHH ¢ FEHEPATH3HPAHO TPEBOXKHO Pa3CTPOHCTBO.

HyNOKCETHH MOKA3a CTATHCTHYECKH 3HAYHMO TPEAMMCTRO CTIpIMO nitane6o, u3MepeHo upes
noaofpenye Ha oBLUIMA Pe3yNTAT MO CKasla 33 TpeBOKHOCT ua Hamilton (Hamilton Anxiety Scale
(HAM-A)) n pesynrara 3a 0010 GpyHKLUMOHANHO PazCTPOMCTBO NO CKaia 32 MHBANMAHOCT Ha Sheehan
(Sheehan Disability Scale (SDS)). Crenennre Ha NOBNHABaHE U PEMHMCHS C& CBINO IO-BUCOKH IIPH
AyJIOKCETHH B CpaBHEHHE ¢ mnanebo. JlynokceTsH noka3sa cpaBHUMH pe3yiITaTH 32 epUKacHOCT ¢
Te3H Ha BeHNadakcHH OT TnenHa Toyka nmonobpenue Ha o6umus pezynrar no HAM-A.

Ilpu npoyykane 3a NPoQUIAKTHKA HA PELMIKE NAIIHEHTHTE, OBTHABALIM C& OT §-MECEUHO
HHTEHIHBHO OTKPHTO JICUCHHE C JIYJIOKCETHH, Ca PAHIOMHU3HPAHM J1a TIO/LY4aBaT HiIH TYJIOKCETHH WK
mnatebo 3a nocnensainuTe 6 Mecena. J{ynoxcerun 60 mg no 120 mg BeHBk AHCBHO MOKA3BA
CTATHCTHYECKH 3HAYHMO TIPEIHMCTBO B CpaBHeHHe ¢ miate6o (p < 0,001) npu npodunakrukara Ha
PELH/INB, M3MEPEHO YPe3 BPEMETO O NOXBA Ha peluaMe. YecToTaTa Ha pelMauB npe3 6-MeceuHus
MEPHOA HA NIOCACIBALLOTO ABOHHO-C/IANO MpocieAsaBane € 14% npu gynokcetdH H 42% npu nnaneto.

E¢uxacrHocrTa Ha nynokcerus 30-120 mg (reBkaro go3upane) BeAHBXK JHEBHO [IPH NALHEHTH B
cTapyecka Bb3pacT (>>65 rofHHK) ¢ TeHEPaNTU3HpaHO TPEROKHO PAICTPOHCTRO ¢ OLEHEHA B SAHO
HpPOYUYBaHE, KOETO MOKA3BA CTATHCTHUECKH 3HAYRMO niofobperue B obuma pesyrrar 3a HAM-A 3a
NALMEHTHTE, NEKYBAHHU ¢ NYJOKCETHH, B CPABHEHHE ¢ MALMEHTHTE, NONy4aBaily iaLeto.
EguxacHoctra H GesonacHocTTa Ha mynokceTHH 30-120 mg BeAWEK NHEBHO NPH NALMEHTH B
CTAPYECKA BB3PACT C MEHEPANTH3INPAHO TPEBOKHO Pa3cTPOHCTRO ca MofIoOHH Ha HabIII0/IaBaHHTE B
NpOY4BanHa NPH NC-MNaAH Bb3pacTHH NalueHTH. BuIipexy ToBa AaHHWTE 33 MALHEHTH B CTapyecka
BB3PACT, HATOKEHH Ha MAKCUMaNHAaTa A03a (120 mg THeBHO), ca OTPaHMMEHH U IO AHASHE
MPETIOPBHYBA HOBHIICHO BHAMaHHE [TPH M3TMON3BAHETO HA TA34 1034 MPH MOMynaLls

BB3pacT.

Huabemna nepuchepna neeponamna 6oaxa: eUKACHOCTTA Ha IYJIIOKCETHH 32 i
HeBpomnaTHa 00Jka € YCTaHOReHa NpH 2 paHAOMM3MpaHy, 12-ceiMU4HH, ABOHI
KOHTPONMPAHH, NpoyYRaHHA ¢ pHUKCHpaHa [03a NMpH Be3pacTHH (22 1o 88-roa



HEBpOIIaTHa D0JIKa B NPoAL/DKEeHNE [ToHe Ha 6 Meceua. [TaudeuriTe, OTrOBApALIM HA KPUTEPHHTE 3a
rONAsMo JENPECUBHO PAICTPOICTEO, ca M3KIIIOUCHH OT Te3H [poydeanud. MaMepHTen Ha ITbpBHYHMA
H3XOJ[ € CeIMMYHATA CPeHA CTOHHOCT Ha 24-yacoBaTa OONKA, KOATO € OTPasgBaHA B EHKCIHEBEH
JIHEBHHK Ha MauuenTyre o 11-toukoeara ckana Ha Likert.

B nperte nmpoyusanud, nynokceTuH 60 mg BeHBK JHEBHO U 60 Mg JBa IILTH AHEBHO 3HAYHTEIHO
HamansBa OonKaTa, B cpaBHCHUE C rwiauebo. EGexThT NpH HAKOH NALHEHTH € BUAHM [PE3 NLPBHTE
CEAMHLIK HA JledeHHe. Pasikata B CpeaHOTO [toACOpeRHe MEXKy ABETE paMEHa Ha AKTHBHO feYeHHe
He ¢ 3nayuTenna. Orbenasano e nowe 30% crobuasaHo HamanasaHe Ha Gonkara Npy NpUOIH3MTENHO
65% OT NeKyBaHHTE ¢ AYNEKCETHH NauueHTH cpeury 40% 3a nnauedo. CroTBeTHHTE LMGPH 32 NOKE
50% peayknus na 6oiikaTa ca choTBeTHO 50% 1 26%. CTeneHra Ha WIHHAYEH oTroBoOp (50% Wwin
noseye nonobpeHne Ha BONKATa) ¢ aHanM3upaHa criopes TOBA Jany HAUMEHTDT € MPOABIIT
COMHOJICHTHOCT 110 BPeMe Ha JICUEHHETO HIH HE. 33 nalyeHTHTe, KOMTO He Ca MPOSBHIIH
COMHO/ICHTHOCT ¢ HabIIOBAH KTMHHYEH OTFOBOP NpH 47% OT MALMEHTHTE, NOMYYaBallii AYIOKCETHH
H 27% ot mauMeHTHTE Ha ane6o. CTeneHTa Ha KIHHWIEH OTTOBOP IPH MALHSHTHTE [IPOABMITH
COMHOIICHTHOCT ¢ 60% Ha gymokcetns H 30% Ha mnanuebo. [NanHeHTHTE, HENPOABRIBAINY PEIYKLIMY Ha
6onkarta oT 30% B paMkHTEe Ha 60 AHM nevyeHHe ¢ MATKO BePOSTHO Aa JOCTHIHAT TOBA HUBO [1pM T0-
HATATHIIHO JISYCHME.

Ipu 0TBOPEHO ABATOCPOUHO HEKOHTPOJINPAHO NMPOYYBAHE MOHHKABAHETO HA SoNkaTa NpH NALMEeHTH,
NIOBIHABY OT 8-CeAMMYHO 0CTPO JiedeHHe ¢ aynoxceTHH 60 mg eqHOKPaTHO AHEBHO, CE 3alla3ka 3a
ole 6 Mecena, KAKTO ¢ OLEHEeHO C IPOMAHATA [0 CKANATa 38 KpaTka olleHKa Ha Gonkata (Brief Pain
Inventory (BPI)) ra 24-uacosun cpenen 6poii ToukH 3a Goaka.

Henuarpuisa monyaamis
JYJIOKCeTHH He € M3ciIeABal [IPH NAIMEHTH 1107 7-TOIuillHA RB3PACT.

Tlposesient ca e paHJOMH3HpaHU, IBORHOCIENH, IapaNelTHH KITWHEYHA npoy4satiud npy 800
NeAMaTPHYHH NAUMEHTH Ha BB3pacT ot 7 10 17 rOfMHM ¢ TOTAMO ACTIPECHBHO pascTpocTBO (BaK.
To4ka 4.2). Tesu nse npoyusanus skmousar 10-ceMuuba Mnane6o-KOHTPoOIHpaHa B AKTHBHO-
KoHTpoNupaHa {dnyokceTiH) ocTpa (ha3a, MOcheiBaHa OT WECTMECEIEH [IEPHO Ha [IPO/IB/GKCHHE Ha
AKTHBHO KOHTPONMUpaHo JieveHHe. Hiuro rpynata, nekyeana ¢ qynokcetut (30-120 mg), niro rpynata
¢ aKTHBHA koHTpoaa (QayokcetdH 20-40 mg) CraTHCTHIECKH ¢e pa3nHyasaT oT mialeto no
OTHOINEHHE Ha npoMAHara B obmure pesynrrary no ckanara Children’s Depression Rating Scale-
Revised {(CDRS-R) oT u3xonHus 10 kpaitHis MOMEHT. TIpeKbCBaHe Ha TeYeHHETO MOPAIH Hekenanu
CHOHTHA € NO-YECTO NPH NANMEHTHTE, IPHEMAILK AYIOKCETHH, B CpaBHEHME ¢ TE3H, IEKyBaHM C
dnyokceTun, B moseuero ciryyau nopaau rapete. [o speme na 10-ceMUMHAs MTEPHOJL HA AKTHBHO
nedeHme e cho0IaBaHo 3a CYHIMAHO noefenne (Aynokcerun 0/333 [0%], dmyokcernn 2/225 [0,9%],
mnaue6o 1/220 [0,5% ). Tpes uenua 36-ceamuven Kype Ha u3chieBaneTo, 6 oT 333 nauxeHTH, KOHTO
ITBPROHAYAJTHO CA PAHIOMH3HUPAHH /I [IOIY4aBaT AYTOKCETHH, M 3 OT 225 HaUHEHTH, KOUTO
TbPBOHAYANTHO ¢4 PAHAOMM3HPAHH /13 [10Jy4aBaT (UIyOKCETHY, HPOABABAT CYHMLIMIHO IIOBCAECHHE
(eKCITO3HIMA-KOPHT HPAHATR HecToTa Ha cyMuuaHo noeedenre € 0,039 cpuTHS Ha NalMeHT Ha roJJMHa
3a nynokceru, ¥ 0,026 3a duiyokcetnn). OCReH TOBA, €AMH NALMEHT, KOHTO € npeMuHai o1 Wiauebo
Ha JICUSHHE C NYNIOKCETHH, € HMan CYHLIWIHO MOBE/IEHHE 110 BPEME Ha NpHeMa Ha JyJiOKCETHH.

ITpoBeseso e panmoMH3MpaHo, ABOUHOCIAIO, IUiale6o KOHTPOMHPAHO NpoyUBate py 272 nauMeHTH
OT MeJHaTPHUHATA [OMYNAIMA Ha BB3pact 7-17 roadHd ¢ reHeparH3upaso TPEBMKHO PasCTPORCTBRO.
IMpoyusaHero BrntouRa 10-cenmiuna rianeGo KOHTPOTHPaHa ocTpa (asa, nocieasana ot 18-
CceIMHYEH NMEPHO HA MPOSB/LKEHHE HA AedcHHETO. B TOBa npoyupaHe & H3MoI3BaHa FLBKaBa cxemMa
Ha I03HpaHE, 3a Ja ce Aafe BBIMOKHOCT 32 DaBHO NOBHILIABaHE Ha fo3ata oT 30 mg Bejlun

CTATHCTHYESCKH 3HAYHAMO TIO- TONIAMO NogodpetHe Ha CHMITTOMMTE Ha FeHepan
Pa3CTPONCTBO, KAKTO € OLEHEHO ¢ MOMOLLTA Ha CKAIaTa 2a TEKECT HA IeHepan]
pascTpoiicTBo PARS(cpenHa pasnuka Mexy OylnokceTHH H mianebo 2,7 To
caen 10 ceamuin Ha nedenne. Ionaepikanero HA eeKTa He € OLCHABAHO.
3HAYHMA Pa3fyKa B NPEKLCBAHETO HA TPOYYBAHETO NMOPAJIH HEXENAHH CHOHTHY



AYNIOKCETHH M 1anedbo B TeueHue Ha 10-ceaMuvHaTa dala Ha ocTpo AeueHue. JIpama NalMeHTH,
KOWTO Ca IIPEXBRICHH OT Ianedo KbM JIyNOKCeTHH CeA ocTpaTa (as3a, H3NHTRAT CYHLIHIHO
NOBeJEHMeE, JIOKATO IPHEMAT AYJOKCETHH 110 BpeMe Ha dazara Ha npoabiskerue. He e HanpapeHo
32KTIOYEHHE OTHOCHO LANOCTHOTO CHOTHOMEHHE ITO/3a/PHCK B TasH BR3PAcTOBA IPYMNA (BXK. ChHILO
ToukK 4.2 1 4.8).

[IpoBeneHo € AHO MPOYYBAHE NPH NEAHATPHYHA NAUMEHTH ChC CHHAPOM Ha IOBEHWIHA MHLPRHIHA
¢ubpomuanrus (juvenile primary fibromyalgia syndrome, JPFS), 8 koero rpynara, nexyBaHa ¢
AYNOKCETHH, HE € QTAC/HCHA OT Ipynara, nojiy4asalia njianebo, 32 olleHKa Ha U3MEpUTENs 3a
MLPBHYHA epHMKACHOCT. 3aTOBA JIANCBAT AAHHH 32 €PHKACHOCT B TA3H NOMYALMA MeHaTPHYHU
nauueHTH. PaHaoMH3MpaHoTO, ABOHHOCASNO, MWIALE60-KOHTPOIHPAHO, HAPAIETHOTPYTIOBO
npoy4Bane Ha AyJIOKCETHH e NpokeieHo npv |84 roHown Ha Bb3pacT ot 13 710 18 roaunn (cpeada
BhapacT 15,53 rogunn) ¢ JPFS. [Ipoyusanero pmousa 13-ceaMuver JBOHHOCHAIT EPHO, TIPE3
KOHTO NANHEHTHTE ¢a PAHAOMUIHPAHHA Aa 1oy4asat Ay/okcetdn 30 mg/60 mg unu ruiaue6o BCexH
nen. JlynoxceTHH He Noka3Ba e)MKACHOCT 110 OTHOINEHHE HA HaMaJISBaHeTo Ha OoNKaTa, H3MepeHa
4pe3 HIMEPHTENA Ha MEPRMYHKA PE3YITAT Ha KpaiiHaTa TouKa - cpefeH ckop 3a Gonka no Brief Pain
Inventory (BPI): cpennaTa npoMsHa na Haii-mankure kpajgpaty (LS - least squares) oT n3xoanara
CTOMHOCT Ha CpefHud ckop 3a Gonka no BPI xva 13-tara cenmuua 13 e -0,97 B rpynara, nmony4asauia
nnaneto, B cpaBHeHue ¢ -1,62 B rpynara, nofayyasaiia xysrokcethy 30/60 mg (p = 0,052).
Pesynrarute 3a HesonacHOCT OT TOBA NIPoyUBaHe €A CHBMECTHMH ¢ H3BECTHHA Npodun Ha
6e30TIaCHOCT Ha JYNOKCETHH.,

Epponeickara areHius 1o nekapeTbata ocBobomKIaBa oT 3aIb/bKEHRETO 33 [IPENOCTABAHE Ha
PE3YITATHTE OT NpOYYBaHUA C NYITOKCCTHH IIPH BCHYKH MOArPYI HA ITCAHATPHIHATA HOH}’ﬂauH}I IpH
fig4eHHe Ha rO/IAMO JENPECHBHO pasCTpolicTBo, AuabeTHa HeBponaTHa 60TKa H TeHEpaIM3UPaHO
TPEBOXHO PasCTpOHCTBO. Bioxre Touka 4.2 2a nHpopMalus oTHOCHO yrloTpebara nipy feta.

5.2 @apMaxkoxHHETHYHH CBOHCTBA

HymokceTHH ce npuiaara Karo CaMOCTOATENeH eHaHTHOMep. JynoKkceTHH ce MeTabou3ypa NpeiMMHO
ot okcHaaTheaY en3uMia (CYP1A2 u nosamoppans CYP2D6), nocnensaHo OT KOHIOTHpaHe.
DapMaKOKHHETHKATA Ha [yJIOKCETHH IOKA3Ba ro/liMa BapuabiTHOCT MexLy OTACHHUTE KHAHBHIHA
(o610 50-60%), ABMKAIIA Ce B M3BCCTHA CTENEH Ha 0N, Bh3pacTTa, CTaTyca Ha TIOTIOHONYIICHE 1
CBLCTOAHMETO Ha MeTabGonuzupamara cuerema CYP2D6.

Abcopbuus; Jlynoxcerun ce pezopbupa xobpe cnen nepopanno npusioxende ¢ Cmax HacTenealna 6
Yaca cien Jo3upane. AGCOmOTHaTa opaiHa GHOHAIHYHOCT Ha JTYJTOKCETHH Bapupa ot 32% no 80%
(cpenno 50%). XpanaTta yabinkasa BpeMeETO 32 JOCTHTAHE Ha RBPXOBM KOHIIEHTpalUMH oT 6 Ha 10 yaca
M T4 MAPrMHAJIHO HAMAIABa CTENEHTA Ha pesopOis (upubnusvrento 11%). Tesu npoMenn He ca ¢
HAKAKBA KIHHHYIHA 3HAYHMOCT.

Pasnpenenchne: Jynokcerus ce cabp3Ba NpuOIM3nTENHO 96% ¢ HOBEINKUTE TUIA3MEHH IPOTEHHH.
HynokceTrd ce cBppaBa M ¢ anbymuH H ¢ anda-1 kucenus raukonporeuH. [IpoTeMHHOTO CRbp3BaHe
HE Ce NIOBNHABA OT OBLOPEUHO WK YepHOAPOOHO YBpENIaHE.

Buompancopmayua: Jlynokcet ce MeTabonM3mpa eKCTEHIMBHO W METAGONUTHTE €2 EKCKPETUPAT
OCHOBHO ¢ ypHHata. L{utoxpomute P450-2D6 1 1A2 karammaupar obpa3yBaHETO Ha JBa OCHOBHU

MeTabonuTa FMIOKOPOHNJ] KOHIOTaT Ha 4-XUIAPOKCH AYJIOKCETHH K cyndaTeH KOHIOraT
XMIPOKCH,6- METOKCH AyTOKCeTHH. Bb3 0CHOBA Ha in vitro MpOYYBAHHA, HPKY.IHDA
Ha JYIOKCETHH Ce CUMTaT GapMaKoJIorHiHo HeakTHBHH. PapMaKOKHHETHKATA HA
MTAUMEHTH, KOHTO ¢a Jiomy MetabonusaTopu no otHoneHue Ha CYP2D6 re e T ;
OrpaHu4eHH JIaHHH NPEANONarar, 4e [Ipy T¢3H NAUHEHTH [L1a3MERHTE HiIBa HA

BHCOKH,

EnuMunnpane; eJMMHHALMOHHHAT DONYKHBOT HA TYNOKCETHH BapHpa ot 8 no



daca). Cnesl HHTpaBeHO3HA 1034, TLTA3MEHHAT KIIMPHHC Ha AyNOKCeTHH Bapupa ot 22 1/4ac ao
46 l/sac (cpemno 36 [/uac). Cnen nepopanta n03a YCTAHOBEHHAT IUTa3MEH KIHPBHC Ha AYACKCETHH
Bapupa ot 33 710 261 Vuac (cpenxo 101 J/uac).

Crenuansy nomymaruy

Tlon: Mexqy MbiKe H KEHH ca HICHTHQHURPaHH (apMakOKMHETHIHH Pa3HKH (anepeHTHUAT
IUIA3MEH KIHPBHC € NpubinauTento 50% 1no-HHCBK NpH xeHu). B3 0CHOBA Ha NIPUNIOKpHBAHE 110
OTHOILICHHE HA KIIHPBHCA, OCHOBAHUTE HA MoJla hapMakOKMHETHYHH Pa3/IMKy HE ONpaB/aBar
NPEIOPBKATA 34 H3MOJI3BaHe Ha NO-HUCKA A034a NpH KCHH- TIAUHCHTH.

Bwapacm: Wnenruduumpanu ca papMakOKMHETHYHH PA3THKHA MEXAY NO-MITAIM M XKEHH B CTAPUCCKa
BB3pact (=65 ronuuu) (noeumenre va AUC ¢ okono 25%, a nony>KHBOTBT € 0KoJI0 25% MO-AbIIbF
NPH T€3M B CTapYeCKa BBE3PAcT), BBIPEKH Ye CTEIIEHTa Ha Te3H NMPOMEHH HE & ROCTATHYHA, 32 JIa ¢¢
obocrope npomsHa Ha qo3ara. Kato ofina npenopbka, IedeHHeTo B CTapuecka BL3pactT Tpabea ia
CTaBa C NOBMIICHO BHHUMaBRue (BK. Touku 4.2 v 4.4).

Bvbpeuno yepescoane: Tlaunenture B xpaina haza Ha 6p6pedHa HEAOCTATLYHOCT Ha AMANH3A
(ESRD) nmat 2 nbTH No-BHCOKH cToiHOCTH Ha Cmax ¥ AUC 3a J(yTOKCeTHH, B CPaBHEHHE ChC

3apasH ula. IIpu manuenTy ¢ ieka no ymepeHa 650peyna HeJIoCTAThYHOCT JAPMAKOKHHETHYHHTES
JAaHHH 32 AYJIOKCETHH Ca OT'paHH'ICHH.

Hepnodpobro yspesxcdane: Y MepeHo depHoapoGHO 3abonaeate (Child Pugh xiac B) 3acara
(apMaxoKHHeTHKATA Ha TYNOKCETHH. B cpapHeHue ¢he 3ApaBH AMLla, NpH NALMEHTH C YMEPEHO
4epHoapoOHO 3ab0NIABaHE YCTAHOBEHHAT IIA3MEH KAHPBHC Ha JyJ0KCeTHH e 79% 110-HHChK,
YCTaHOBEHMAT TEPMMHANEH NONYHKUBOT € 2,3 meTH no-ubiasr, a AUC € 3,7 nbTH no-BHcoKa.
dapMakOKUHETHKATa Ha AYJOKCETHH H HETOBHTE MeTabOHTH He € H3yqaBaHa ITPH NAalMEHTH © Jieka
WK TEKKA HEPHOAPOOHa HeIOCTATLYHOCT.

Kvpmewu matixu: JIACTO3MIMATA HA YJIOKCETHH € M3ydaBaHa NIPH 6 KhpMELH XKEHH, KouTo ca 6uim
noHe 12 cepmuum cien paxaate. J[y1oKCeTHH ce OTKpMBA B KbpPMATa H CTAIMOHADHUTE
KOMIIEHTPALME B MaHYHHOTO MIIAKO Ca OKOMIO €/JHA-YETRBPT OT TE3H B InasMaTa. KonuyecTeoTo
JNYNOXCETHH B XbpMata € Npubnusurenno 7 pg/nnesHo npH aosupanc ¢ 40 mg /sa MsTH JHEBHO.
KBhpMeneTo He nornnasa GapMakoKHMHeTHKaTa Ha Jy/IOKCETHH.

Heouampuna nonysayua: OapMakOKUHETHYRMTE CBONCTRA HA AYJIOKCETHH 1IPH MEJMAaTPHUHA
MAUMEHTH Ha BB2pact oT 7 8o 17 FOAMHHE C ronsaMo JEeNpecHBHO pa3cTPOCTBO CIE] NEPOPAIHO
npuiarate npu cxema Ha nosupase 20 10 120 mg BeaHEK HEBHO Ca XapaKTepU3UpaHH ¢ MOMOLITA HA
NOMY/IAHOHHO-MO/IE/THPaH aHamus Ha §azaTa Ha AaHHY OoT 3 npoy4sadna. IIpenpuaenvre oT Moaena
NNa3MeHy KOHIEHTPALMH Ha JVIOKCETHH B CTAIIMOHAPHO CHCTOAHHE NIPH NEAHATPHYHH [AIIHEHTH B
MOBEYETO CIYUaM ¢a B rPaHHLMTE Ha IMAaNa30Ha Ha KOHIIEHTparuTe, Habmogasas NpH Bb3pacTHH
NALMEHTH.

3.3 IIpearIMAMYEA JAHHRA 33 (€300ACHOCT

JlynokceTHH He € T¢HOTOKCHYEH NPH CTaHIapTeH Habop OT TECTOBe, @ IPH TUIRXOBE HE €
xapruHoreHen. TIpy npoyysane 3a KAPUMHONEHHOCT NP [UIBXOBE ca HaOMIOAaBaHK MHOTOAIPCHU
KJIeTKM B YepHHs Apol npH OTCHCTEHE Ha JIPYTH XMCTOMATONOMHYHH NPOMEHH. MeXanu3sMbT, KOHUTo €
B OCHOBATa HM W KIMHHYHATA 3HAYAMOCT ¢4 HEH3BecTHH. JKeHcKY MHIUKH II01y4aBali AYJI0KCETHH B
NMROABDKCHHS HA 2 rOIHHY HMAT MOBHIICHA JECTOTA HA XenaTouenynapHi acHOMHE 1 Kap IJHHOMH

MHKpO3OMaIHa €H3IHMHA HHAYKIINA, 3HauUMOCTTA HA TE3H JatHHH HpH MHILL
Xopara He e H3BecTHa. JKeHCKM TUTbXO0Be, NoMyYaBaty AyAOKCeTHH (45 m
ChBOKYTIJIEHHE H FO BpeMe Ha paHHa OpeMeHHOCT, ca NOKa3ali HaMajieHa f
MaiKaTa H Ha TEJIECHOTO Terlo, HApYILaBaHe Ha LWKbIa Ha pasroHBaHe, Hy
Opos JKHBOPOJEHH M NIPEKHBASMOCTTA Ha [IOTOMCTBOTO M 3a0aBeH pacTex



HsiMa crieumaiHy M3MCKBaHUS.
HeusnonspaHuaT JIeKapCTBEH NMPOAYKT WK OTIAbYHHTE MAaTEPHAIIH OT Hero TpAOBa Aa ce M3XBBPIIAT
B CbOTBETCTBHME C MECTHHTE U3UCKBAHUSA

7.  NPATEMATEJI HA PABPEIIEHHETO 3A YIIOTPEBA

KRKA, d. d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

8. HOMEP(A) HA PASPELHIEHHUETO 3A YIIOTPEBA

Hynceeua 30 mg - Per.Ne: 20150179

Hyncesua 60 mg - Per.Ne: 20150180

9, JATA HA ITBbPBO PA3PEINABAHE/IIOTHOBSIBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Jlara Ha mbpBo paspeluaBane 3a ynorpeba: 26.05.2015

Jlara Ha nocneaHo nogHosssane: 13.04.2020

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

26 JlexemBpu 2021

Ha Ha yeGcalita Ha M3nbiHuTeHa
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