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1. HME HA JJEKAPCTBEHHA ITPOAYKT

Hekcernn 40 mg cTOMAIIHO-YCTOHYIMBH TBbP/IH KALCY.IH
Nexetin 40 mg gastro-resistant capsules, hard

2. KAYECTBEH H KOJITMECTBEH CBCTAB

Bceska kancyna cbabpaka 40 mg aynokcetHH (duloxetine) (exkpuBanenTeH Ha 44,866 1yNOKCETHHOR
xuapoxsopua (duloxetine hydrochloride))

l W3MTHSTHUTENHA ATEHUNS N0 IEKAPCTBATA |
TToMOLIHHM BELIECTBA C H3BECTHO NeliCTBUE: KDIMKS XADOKMADUOIUKE HA NDOGYKI - [ IDUACKENLS |
Beska kancyna Moxke a ceabpxka 710 11,48 mg 3axaposa Kow Poa. M . /?p/f y 55{ ‘}t__,
3a nBJIHAA COHCHK HA MOMOIIHMTE BEIIECTBA BIJKTE TOUKa 6. 1. Paspewerive e 1. ]
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3. JEKAPCTBEHA ®OPMA e y
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CTroMalllHO-YCTOHYHBU TBBLPAH KamcCyiH
TBBPAU XKENaTHHOBH KAICyJH pa3mep ,,2%, ¢ HeMpO3pauHO OPAHKEBO TAJIO H HETNPO3pavHO CHHBO
Karaue, IbJH# ¢ 0eIH 0o moyTH O¢e/IM HA LBAT TEJIETH.,

4, KJIMHHYHHA JAHHHA
4.1 TepanesTH'HH HOKA3AHHA

HekceTHH e okas3aH 3a JIeYeHHE Ha YMEPEHA J0 TEKKA CTPpeC MHKOHTHHEHLHA Ha ypuHata (CHY) npu
KEHU.

HekceTHH e mokazaH npH Bb3pacTHH.
3a QOITBJIHUTEIHA HHPOPMalMA BIDKTE TOUYKa 5.1.

4.2 JO3HPOBKA H HAMHH HA NPHJIOKEHHE

Jlo3UpoBKa

[Ipenopbuanara po3a Hekcernd e 40 mg aBa MBTH AHEBHO, HE3aBHCHMO OT XpaHenerto. Caen 2-4
CEAMUILIM JICYCHHE, MauMeHTUTe TpAOBa ga OBAAT mperiieJaHd OTHOBO, 3a Ja C€ IpELIeHH IT0/13aTa H
[TOHOCHUMOCTTA Ha JIeYeHHETO. IIpH HAKOH MalHeHTH MOXKEe Ja UMa N1OJI3a MPH 3aoYBaHe Ha JICUCHHETO C
no3a ot 20 mg ABa ITBTH AHEBHO 3a JBE CeIMHLH, [IPEAH MOBHIIABAHE Ha A03aTa J0 NMpernopbyaHaTa 103a
oT 40 mg ABa TbTH JHEBHO, PA3KOTO NMOBUINIaBAHE HA J03aTa MOKE 1a HaMaJlH, HO HE U 13 eJIHMHHHpa
pHCKa OT TaZieHEe ¥ 3aMasgHOCT.

CruiecTByBat xancyau ot 20 mg. Bernpekn ToBa, HMa OrpaHHMYeHH JAHHHU B NOAKperna Ha e(peKTHBHOCTTA
Ha Hekcerun 20 mg aBa meTH JHEBHO.

EdexruBHocTTa Ha HekceTuH He € mpoydBaHa 3a moBede OT 3 Mecewa, B IU1aLe00 KOHTPOTHPAHH
npoyusanud. Hojsara o1 neyeHuero TpaAdea aa ObJe peAOBHO MpesLeHsBaHA.




Kombnanpaneto Ha HekcernH ¢ mporpama 3a TpeHHpaHe Ha MycKyJiarypata Ha Tasza (PFMT) moxke na
OBb/ie MO-€(MEKTHBHO OT CAMOCTOSTENHOTO JieueHue. [IpenophuBa ce mpeLeHsBaHe Ha BB3MOKHOCTTA 34
KOMOMHHpaHe Ha JICUEHHETO ¢ TPEeHHpAHE Ha MYCKyJaTypaTra Ha Tasa.

Yeproopabno yspescoane
Hexcern He TpsabBa Aa ce mpujara npH >KeHH ¢ depHoapoGHO 3a0omsABaHe, BOACLIO A0 YE€PHOAPOOHO
yBpexkAaHe (BIKTe Touka 4.3 H Touka 5.2).

Bv6peyno yepexcoane

He e HeoOxonuMo KOpHrHpane Ha J03aTa MPH NALHEHTH C Jeka N0 yMepeHa ObOpedHa auCGyHKIINS
(kpeatuHUHOB KIMpBHC 30 mo 80 mi/min). Hekcetun He TpsabGea ga ce ynorpedbsBa NMpH NMAUKMEHTH C
TEXKKO ObOpeUHO yBpeK1aHe (KpeaTHHHHOB KIMpBHE <30 ml/min; BiokTe TOuka 4.3).

Heouampuuna nonyrayus
besonacHOCTTa M ePHKACHOCTTA Ha AYJTOKCETHH 34 JISUYEHHE HAa CTpeC MHKOHTHHEHLMA HA YPHHATA HE ca
HacieaBaHu. JIMNCBRaT JaHHMU.

Crneyuannu nonynayuu

Hayuenmu 6 cmapuecka sv3pacm
HeobxoauMo € BHUMaHHe TIPH JTeUEHHETO Ha MAHEHTH B CTApYecKa Bh3pacT.

IIpexvceane na neuenuemo.

Tpabra na ce u3bsarea psskoro npekseBane, [1py npexsceane Ha nedeHne ¢ Hexcernn go3ara tpadsa qa
C€ HaMaJsiBa MOCTEMNECHHO 3a IIEPHOA OT HaW-MaJIKO €/HA 10 [BE CEIMHIIH, 3a Ja Ce HaMajld pHUCKa OT
peakudd Ha oTHEMaHe (BX. Touka 4.4 ¥ Touka 4.8). Ao cnej HaMalABaHE Ha 103aTa WIH TpH
NMPEKHCBAHE Ha JICYEHHUETO C€ MOABABAT CHMMIITOMM Ha HEMOHOCHMOCT TpAOBa Ja ce HWMa MPCABHI
NOJHOBABAHE HA HasHayeHaTa IIpeaH ToBa 103a. BHocneacTeBue, NEKapAT MOxKe Ja NpoAB/DKH Ja
HAMaJIgBa /103aTd, HO NO-NOCTENEHHO.

HauuH Ha npunoxeHHe
3a nepoparHo NMPUIOKEHHE,
4.3 [TporrBonOKaZaHus

CBPBEXUYBCTBHTEIHOCT KbM 4KTUBHOTO BELIECTBO WIH HAKOE OT NMOMOIIHHMTE BEIIECTBa, M3OPOEHH B
TOoYKa 6.1.

YeproapobHo 3abonsasate, sogewmo A0 YepHOAPOOHO yBpexxaaHe (Bxk. ToUka 5.2).

Hekcetnn He TpabBa na ce npwrara B koMOMHAalUMA ¢ HeceleKTHBHH, HEOODATHMH WHXHWOWTOPH Ha
MOHOAMHHOOKCHAA3aTa - MAO-uaxuburopu (Bxk. Touka 4.5).

Hexcervn He TpaGea ma ce mpunara B komOHHauua ¢ WHxuOuTopu Ha CYPLA2, karo ¢dayBOKCaMUH,
HUOpOQAOKCAMH WIH €HOKCALIMH, ThH KaTo noaobHo kOMOHMHHpaHE BOAM [0 MOBHINABAHE Ha

TUIa3MCHHTE KOHLIEHTPALMH Ha AYJIOKCETHH (BX. TOUKa 4.5).

Texxo 6B6peuno yBpexaane (kpeaTHHHHOB KIHpBHC <30 ml/min) (Bx. Touka 4.4).




3anouBaHe Ha JieueHHe ¢ HekceTHH ¢ MpOTHBONMOKA3aHO OpH MMALUMEHTH ¢ HEKOHTPOJIMpaHa XUMEePTOHUA
nopagy NMOTEHIHANEH PHCK OT XUOEPTOHHYHA KpH3a, KOETO OU 3aCTAIIMIO NauueHTyTe (BXK. Touka 4.4 u
To4Ka 4.8).

4.4 CuoenAaajHE npeAyNpe:KIeHAN B NpelNa3HR MEPKH OIPH YROTpeda

Manus u npunaovyu
Hexcernn tpabea na ce mpriiara ¢ BHHMaHHE [IpM NANMEHTH ¢ AHAMHE3a 34 MAaHHMA WIH C JIHarHo3a
OHNOAPHO Pa3CTPOHCTBO H/WIH NPHNAABLIM.

Cepomonunoe cunopom

Kakro npu seyeHHe ¢ OpyrH CepoTOHHHEPTHYHH JIEKAPCTBEHHM CPEACTBA, Taka H MPH JISYCHHE C
ITYJIOKCETUH MOME A HACTHITH CEPOTOHHHOB CHHAPOM — KHMBOTO3aCTPAIIABAILQ CECTOSHHE, OCOOCHO NPH
eOHOBpEMeHHa yNoTpeda Ha Apyrd CepOTOHHHEPTHYHH JIEKAPCTBEHH cpelcTBa (BKIOUHTENHO SSRIS,
SNRIs, TPHMLMKIHYHHA aHTUACAPECAHTH WM TPWITaHH), ¢ JIEKAPCTBEHH CpPeICTBa, KOMTO HapylllaBaT
MeTabou3Ma Ha cepoTOHMHA, KaTo MAO-HHXHOHTOPH, HAH ¢ AHTHUIICUXOTHUYHH JIEKAPCTBEHU CPEACTBA
WIK JpPYrd AOMAMHUHOBM AaHTaroHMCTH, KOETO MOXKe Ja TIOBJIMAE€ Ha CEPOTOHMHEPTHUHHMTE
HEBPOTPAHCMHUTEPHH CUHCTEMH (B3K. TOYKH 4.3 H 4.5).

CHMITOMH Ha CEPOTOHHHOBHMSA CHHAPOM MOXKE [a ca MPOMEHH B MCHXMYHMA cTaryc (Hamp., BbL3Oyna,
XaTIOUHHALMKY, KOMa), BEreTaTHBHA HecTaOUNMHOCT (Hamp., Taxukapaud, KonedaHHA Ha KPBBHOTO
HAJAraHe, XWIEPTEpMHs), HEpBHO-MYCKYJHH HapylleHHsa (Hamp., xuneppednekcus, JIMACA Ha
KOOPAMHALMA) H/HIIH CTOMALIHO-YPEBHHA CHMITTOMH (Hanp., rajieHe, MoBpblllaHe, AUapHA ).

AKO €THOBPEMEHHO JICUCHHE ¢ QYJIOKCETHH H JPYTH CEPOTOHHHEPIHYHH JIEKAPCTBEHH CPEICTBA, KOUTO
MOTAT /1a TTOBJIUAAT Ha CEPOTOHUHEPTHYHUTE H/IWIH AONAMHHEPTHYHHUTE HEBPOTPAHCMHMTEPHH CHCTEMH, €
KJIMHMYHO OINpPaBJaHO, C€ [Mpernopb4Ba BHUMATENHO HaOMIONEHHE Ha TAlUMEHTUTE, OCOOEHO INpH
3aIIOYBAHE Ha JISYEHHETO M NOBHINIABAHETO Ha JI03aTa.

Kvam kaumapuon
Hexenanure peaxiiuy MOKe fAa ca TO-YECTH NPH €OHOBPEMEHHOTO TPHNOXKEHME HAa HEKCeTHH H
PacTHTEITHH JIeKapCTBEHH MPOAYKTH, ChIbpXKalH xkbaT KanrapuoH (Hypericum perforatum).

Muopuasa

CrobmasaHa € MU/IpHa3a, CBbp3aHa ¢ AYJIOKCETHH, 3aTOBa NpeANHCBAaHETO Ha HekceTHH Ha MalMeHTH ¢
MOBUINEHO BBTPEOYHO HANIATaHe WM TaKUBa C MOBHMIIEH PHCK OT OCTPa TACHOBI'BJIHA IllaykoMa TpaOBa
Jia CTaBa C BHUMaHHE.

Kpveno nanseane u copoeuna yecmoma

ITpa HAKOM DalMEHTH AYJOKCETMH ¢e CBBP3Ba C MOBMILABAHE HA APTEPUAIHOTO HAIATAHE H KIIMHHYHO
3HauUUMa xunepToHus. Tora MoOxe Aa ¢e€ ObKH Ha HOpaApeHeprudHus eQeKT Ha JYJOKCETHH.
Jloknaneanu ca Ciy4ad Ha XWUIEPTOHAYHUA KPH3H, OCOOEHO IPH MALMEHTH C YCTAHOBEHA XHIIEPTOHHA.
3aroBa NpH MalHEHTUTE ¢ YCTAHOBEHA XHINEPTOHHS W/HIH APYTO CHPACYHO 3a00nABaHE, CC MPETIOPBYBA
pocieasBale HA KPbBHOTO HaJAraHe, MO BpEME Ha IMbpBHA Mecell JieucHHue. JlymokceTnn Tpabsa na ce
npuaara ¢ BHHMMAHME INIPH TAMMCHTHU, YHETO CBCTOAHHE MOXE Jia ¢€ BJOHMIM OT MOBHIIABAZHE HA
Chp/ieuHaTa 4YecTOTa WIH OT MOBHIIaBaHe Ha KPHBHOTO Hamarane. JynokceTvH TpabBa na ce mpuiara
BHHUMATEHO M C JIEKAPCTBEHU MPOAYKTH, KOUTO MOTaT Jja HapyWaT HErOBHs MeTabo/IM3bM. (BXK. TOUKA




OanHCHTH C HGKOH’['pDI[HpaHa XHHEPTDHHH HE Tpﬂﬁﬂa na ¢€ 3anodBa JNcUucHHC C ,[[yJIGKC'eT HH (B}i{. TOYKA
4.3).

Bvbpeuno yepeocoane

TToBHIIIEHN TUTa3MEHH KOHLIEHTPaLMK Ha JYJIOKCETHH ¢a Ha0/0JaBaHK TIpH MIALMERTH € TEXKO OBOpeYHo
YBpEKIaHe, NOVIOKEHH Ha XeMoananu3a (KpeaTHHHHOB KIHPBHC <30 ml/min). 3a nanMeHTHTe C TEXKO
OBOpeuHo yBpexkaaHe BKTe Touka 4.3. 3a undopMaliis Mo OTHOWIEHHE Ha NAIMEHTHTEC ¢ JICKa 0
yMepeHa 6b0peyHa qucdyHKIaa BiDKTE TOUKA 4.2.

Kpwvsouziueu

JoknanBaHH ca CIy4Yad Ha aHOMANHO KbpBeHe, KaTo ©KXWMO3H, Iyprmypa H KLPBEHE OT CTOMAIIHO-
YpEBHMS TPAKT NPA TNIPHEM Ha MHXWOHTOPU Ha 0o0paTHOTO 3axBaliaHe Ha cepoToHuHa (SSRIs) u
UHXUOMTOpPH Ha oOpaTHOTO 3axBaliaHe Ha cepoToHHMH/HOopadapeHamuH (SNRIs), BKIIOYHTENTHO
aynokceTdH. [lpenopbuBa ce BHMMaHHe [IpH NAlKMEHTHTEC TPHEMAIlld AHTHKOAryJaHTH W/ HIH
JIEKAPCTBEHU TNPOAYKTH, 32 KOMTO € M3BECTHO, Y€ IOBIHABAT (DYHKUMATA HA TPOMOOUMTHTE (Hamp.,
HCIIBC unu aneruncainnuiora kuceanda - ACK), KakTo ¥ NpH NaUUEHTH ¢ U3BECTHA TCHACHUUA KbM
KbpPBEHE.

IIpexvceane Ha neuenuemo

CHMITOMHTE HA OTHEMAHE Ca YeCTH MpPH APEKbCBAHE Ha JIGYEHHETO, 0coOEHO B CIIy4aHTe, KOraTo
APEKBCBAHETO C€ H3BBPLIBA PA3KO (BX. Toyka 4.8). B KIMHHYHO IIpOYYBaHE HEXENAHH CHOMTHS,
HaOmro/laBaHH NPH PA3KO MpeKLCBaHe Ha JICUEHHETO ca AOKIaABaHH NpH okoao 44% OT mauMeHTHTE
JeKyBaHH ¢ HekceTHH W npu 24% ot nmau#eHTHTE IpHeMani nnauedo.

Puck®T OT CHMMNTOMM Ha oTHeMaHe, HabmogaeaHy pH SSRI’s 1 SRNI’s moxke 01 3aBHCH OT MHOXECTBO
¢dbaxkTopH, BIIFOYHTENHO NPOABDKUTEIHOCTTA H JO3HPOBKAaTa HA JICYCHUETO U CTENEeHTa Ha HaMalliBaHe
Ha fo3ara. Haii-uecto HabmoaasauuTte peakuyu ca 1ocoueHH B To4ka 4.8, O6MKHOBEHO, TE3H CHMIITOMH
ca JIEKH 0 YMEPEHH, BBIPEKH, Ue pH HAKOH OT [ALMEHTUTE Te MOXE Jia OBbAAT TEKKH IO HHTEH3HBHOCT.
Te 06MKHOBEHO BB3HUKBAT B PAMKHTE HA ITHPBHUTE HAKOJIKO JTHH OT MPEYCTAHOBABAHETO HA JICUECHHETO,
HO ¢a OOKIAABAHH M PEAKH CJTydad Ha TAKWMBa CHUMIITOMH IIPH MALWEHTH, [POIMyCHAAHM 1034 IO
HeBHMMaHUe. Karo Lo, Te3W CHMIOTOMH ca caMoorpaHH4yaBalld ce€ W OOMKHOBEHO NPEMMHABAT B
paMKHTE Ha 2 CeAMMILM, HO NpHM HAKOM WHAMBHAM, TE MOXKE Aa Ca HalMie no-asaro (2-3 Meceua H
noeeye). Ero 3amo, ce npenopsysa NOCTENSHHO HAMAJIABAHE HA J03aTa HA JYJIOKCETHH TpH
IpEyCTAHOBABAHE HA JICYEHWETO B pPAMKHTE HAa HE MO-MaJKC OT 2 CEAMHUH, B 3aBHCHMOCT OT
noTpebrocTUTe Ha NanueHTa (Bx, Touka 4.2).

Xunonampuemus

IIpu npunaraHe Ha HekceTun e ¢cho0iaBaHa XHIOHATPHEMHS BKJIFOYHTETHO CIyYaH CbC CEPYMEH HATPHH
no-HUCBK OT 110 mmol/l. XunonarpueMusaTa MoOKe Ja c€ AB/DKM Ha CHHIPOM Ha HEaeKBaTHA CEKPELIMS
Ha aHTHOHypeTHdeH XOopMOH (CHAJIC). IloBedero ciydad Ha XHIOHATpHEMEHS C€a CHOOLIABAHH I[IPH
TALMEHTH B CTApUECKa BB3PacT, ocobcHO B KOMOMHANMA CBC CKOPOIIHA aHaMHe3a 3a WIM HAJW4YUE Ha
CbCTOSIHHE, NpeApasnonarailo KsM MpoMeHH BbB BogHUS OamanHc. HeobxonyMo € BHHMaHME IIpH
NAlLHEHTHTE ¢ MOBUIICH PUCK OT XUNOHATPMEMUSE;, KaTO TAKMBA B CTApueCKa BB3pACT, NIAIIMEHTH C LHHPO3a,
JCXHApaTHpaHH NAalHCHTH MK NMAal[HEHTH HA JieYeHHE ¢ TUYPETHIIH.

Lenpecus, cyuyuonu muciau u nogeoenue
Brrnpexks, ye HekceTHH He € mNoka3zaH 3a JeuycHHE Ha JEMpecHsa, HEroBOTO AKTHBHO BELIECTBO
(AyJIOKCETHH) NPHUCHCTBA CHIIO B CTIMCHKA KaTO JEKapCTBEH MPOAYKT — aHTHAenipecaHT. Jlenpecusara €
CBbp3aHa C YBEJIMUEH PUCK OT MHCIIH 34 CAMOYOMICTBO, CAaMOHAPaHABAaHE WIM caMOyOHHCTBO (CyHLIHA-
CBBp3aHH cbOMTHA). TO3W DPHCK NEPCHCTHpPA, AOKATO HACTBIIM 3HAYMTENHA PEMHCHA. [BH Karo
NoJIOOPEHHETO MOXKE Ja HE HACTBIIK 10 BpeEME Ha ITbPBHUTE HAKOJKO WIH MOBEUE CeIMHMII
nalueHTHTe TpAOBa Ja OBJaT HaOmOJaBaHM BHHMATEJHO OO HACTBHIBAaHE Ha Ta




BceoOwl xiMAWYEH OMUT €, Y€ PHUCKBT OT CaMOYOMHCTBO MOX€ Na HapacTHE B PAHHUTE €Tand Ha
BB3CTAHOBABaHe. IlarMenTd ¢ aHaMHe3a 3a CyMUMA-CBLP3aHM CBHOMTHS WIIM TaKHBa, MposABsBallH
3HAYMTE/IHA CTEMEeH Ha CYMLMJHH MHCITH NpeJH HaYaJoTO Ha JICYEHHETO, € H3BECHO, e ca C TO-BUCOK
PHCK OT CYMIM/IHH MHCJIM MIIW CYMIIMAHO NIOBEACHHE U TpA6Ba Ja noay4aT BHHMATEIHO HA0moAeHUe 1o
BpeMe Ha JieueHueTo. Meta-aHanu3 or miauebo KOHTPONMPAHH KIIHHHWYHHM M3MUTBAHMA C JICKAPCTBCHH
NPOAYKTH - QHTUIEMPECAHTH MPH NCUXWYHHU 3a00NsABaHHMA [IOKa3Ba YBEIMYEH DPHCK OT CYHIMIHO
NOBENCHHE [P AHTUIEIIPECAHTHTE B CPABHEHHE C IUTaLe6o MPH NalHeHTH NoA 235 IO/IHIHE Bh3pacT.

CioyyaH Ha CYHMLHIHA MHCIM U CYMIHAHO TIOBEACHHE Ca JOKJIABAHHM IO BPEME Ha JICYEHHETO €
AyJAOKCETHH HJIM CKOPO cile] MpeyCTAaHOBABaHe Ha JieveHHeTo (Bxk. Touka 4.8). Jlekapute Tpsabsa aa
HaCbpYyaBaT MALMEHTUTE Aa CbOOINABAT 3a BCHYKK MPAYHH MMCJIHM WIM 4YYBCTBA WIH ACNPECHBHH
CHMMIITOMH MO BCIKO BpeMe. AKO II0 BpeMe Ha JeueHHETO ¢ HekceTHH, nmauMeHTa CTaHe TPEBOXKCH MM
pa3BHE CHMIITOMH Ha JACMpecHs, € HeoOXoaumMa cliCHHaIM3ApaHa MEJUIMHCKA KOHCYATALMA, ThH KaTo
JETIPECHATA € CEPHO3HO MEIHLIMHCKO CBhCTOSHHE. AKO C€ B3€ME PEIICHHME 3a 3alO4BaHE Ha JICUEHHE C
AHTHAETIPECAHTH, CE MPEMOPBUBA MOCTENCHHO IMpeyCTaHOBABaHe npHeMa Ha HexceruH (Bx. Touka 4.2).

Ynompeba npu deya u onowu noo 18-200uuna évapacm

HekceTHH He Tpa6Ba Aa ce M3MON3BA 33 JIEYEHHE HA Jiela U FoHolM nof 18-rogumna Be3pact. CyHIMIHO
noBeJeHHe (Karo ONMTH H MHCAM 3a c¢aMoyOmiicTBO) M BpaxaeOHOCT (IIPeIMMHO arpecus,
IIPOTHBOMNIOCTABAHE M THAB), ca HalMoAaBaHH MO-4€CTO B KIMHWUYHM [POYYBaHMA INPH Aeua W IOHOILH
JICKYBAHUA C AHTUAECIIPECAHTH, B CPABHEHHE ¢ TE3U NpHEMaTH rualebo. Axo, BE3 OCHOBA Ha KIWHHYHA
HY’K/1a, HE3aBUCHMO OT TOBA CE BIEME PELICHHE 34 JIeUeHHe, NalMeHTuTe TpaOBa BHUMATe/IHO Aa Obaar
MpOCNEAsBAHH 3a MOABA HA CYHMLUMIHM CHMIOTOMH. B J00BIHEHHMe, MpH Aella H IOHOINH JIMICBAT
OBICOCPOYHH MpOyYBaHWA 32 OE30MacHOCT MO OTHOWIEHHME Ha pacTexa H CH3PABAHETO, KAaKTO H
KOTHHTUBHOTO pa3BUTHE H NOBEACHUE.

Hexapcmeenu npooykmu, coOvpicauiu OyIOKCEMuH
JlynoKCeTHH Ce H3MOoMN3Ba MO/ PA3/IHYHE THProBCKKM MApKH 32 HAKOJIKO MOKA3aHuA (JIe4eHne Ha InadeTHa
HEBpONarHa OoiKa, rojisMO JENPEeCHBHO Pa3CTPOMCTBO, TEHEPaNU3UpaHO TPEBOKHO PA3TPOHCTBO H

YpPUHHa CTpec HMHKOHTHHEHUMA). TpsOma ga ce m30area ynorpebaTa Ha NoBedYEe OT €OHWH OT TE3H
NPORYKTH.

Xenamum/nosuuternu YeproOpoOOHU eHIUMU

CrofmaBany ca cilyuad Ha 4YepHOAPOOHO YBpeX/aHe, BKIFOUMATENHO 3HAYMTENHO MOBHIICHHE HA
yepHOApOOHHUTE eH3uMH (>10 MbTH ropHaTa rpaHMLa Ha HOPMaTa), XENaTHT ¥ XKbJITEHHLIA, C TyJIOKCEeTHH
(exk Touka 4.8). [ToBeyeTo OT TAX HACTHIIBAT MO BPEME HA ITHPBHTE MeCELH JIeYEHHe. XapaKTephT Ha
YEPHOAPODHOTO YBpeXJaHe € TMpeUMHO XemaToremynapeH. JlynokceTHH TpaOBa ga ¢€ HM3IOI3Ba C
BHUMAHHE TPU NALKEHTH, JIEKYBaHH ¢ JPYrH JIEKapCTBEHH NPOIYKTH, CBBP3aHH C YBPSHKIAHE Ha YEPHHA

apoO.

Axmyanuzayus/ncuxomomopio 6e3noxolicmso

YnoTtpe6aTa Ha AyJOKCETHH C€ CBBP3BA ¢ PA3BUTHE HA aKATH3HA, XapaKTepH3Hpalla ce CbC CyDEKTHBHO
HCNIPUATHO WIH M3TOLUIHTENTHO OE3MOKOMCTBO M HY)KAAa OT YeCTO JBWKEHHE, CBIPOBOOEHO OT
HECNOCOOHOCT 3a CEICHE M CTOCHE HA €QHO MsACTO. TOoBa € mo-BepOSTHO Aa C€ NMPOABUA B PAMKHMTE Ha
MBPBHTE HAKONKO CEAMHIM OT JeueHwero. Ilpy nanuMeHTH, KOUTO TMOJY4YaBaT Te3H CHMIITOMH,
[IOBUINABAHETO Ha J03aTa MOXeE Ja OLie BpeaHo.

Cexcyanna oucepyrxyus
CeleKTHBHHTE HHXHOHTOPH Ha oOpatHOoTO 3axBammaHe Ha ceporToHHHa (SSRIs)/uHXuOMTODHIE Ha




CekcyalHa AMchyHKUus (8K. Touka 4.8). UMa cboOLUEHHS 33 NPOABIDKMTENHA CEKCYanHa JUCYHKINA,
IPH KOATO CHMITTOMHTE NPOALIDKABAT BLNPEKH NMpekbeBaHeTo Ha npuema Ha SNRI

3axaposa

HeKkceTHH TBBpAHM CTOMAIHO-YCTOMYHBH KariCyld ChbObpka 3axapo3a. IlanmentHre ¢ peaku
HacNeACTBEHH NpobieMH, KaTO HEMOHOCHMOCT KbM (PPYKTO3a, MIKOKO30-TATaKTO3Ha ManabcopOIus Wik
3axapa3o-H3oManTaseH aeduuudT, He TpabBa Ja npUeMar TOBa JieKapCTBO.

4.5. BsaamopeHcTBHE ¢ APYrH JEeKAPCTBEHH NPOAYKTH H APYFH (pOPMH Ha B3aHMOJEeHCTBHE

Huxubumopu na monoamurnocoxcuoazama (MAO-unxubumopu): Tlopagu puck OT CEPOTOHHHOB CHHIPOM,
IYJOKCETHH He TpaAOBa Ja ce mpmiara B KOMOHHAIMA C HECEJIEKTUBHH HEOOpaTHMM HHXHOWTOPH Ha
MOHOAMHMHO Okcuaaszata (MAQO-unxuburopn), Wi B paMKHTE Ha Hali-manko 14 IHH OT IpeycTaHOBABaHe
Ha JIedcHHETO ¢ gageH MAO-uaxubuTop. Bp3 0CHOBa Ha €IMMHUHAIMOHHHA MOMYKHBOT Ha AYJIOKCETHH,
€ HeoOXOAMMO A2 H3MHHAT Hali-Maskoe 5 ZHH cnen cnHpane Ha HexkceTWH npenu 3amoyBaHe Ha
ynorpedarta Ha onpeaened MAO-unxuburop (Bxk. Touka 4.3).

He ce npenoppuBa emHoBpemeHHata ymorpeba Ha Hekcetmn cbc cenekTHBHH obpatimH MAO-
HHXHOMTOpH, kaTo MOKJIoDemMua (BX. Tovka 4.4). AHTHOHOTHKBT JTHHE30IH € OOpATHM HECENEKTHBEH
MAQO-unxuburop u He TpaOBa /1a ce laBa Ha NaUHEHTH, NeKyBaHH ¢ HekceTun (Bx. Touka 4.4).

Huxubumopu na CYPIA2: Teh karo CYPIA2 BrmouedH B MertabormsMa Ha AYJIOKCETHH,
€HOBpEMEHHOTO TpwiokeHHe Ha Hekcernn ¢ momnau HHxuOHTOopM Ha CYP1A2, 0duKkHOBEHO BOAH /0
NO-BUCOKH KOHLIEHTpaUMH Ha AynokceTuH. MuyBokcamMuH (100 mg BegH®BXK JHEBHO), KOMTO ¢ MOIICH
HHXubuTop Ha CYP1A2, HamansBa MpWBMAHMS IUIA3MEH KIMPBLHC Ha NYJOKCETHH ¢ okoyo 77% W
nopuiasa AUCO-t 6 netu. ETo 3amo, Hekcetnn He TpsiGBa ma ce mpunara B KOMOMHaNuUs ¢ MOLIHH
uaxuouTopu Ha CYP1A2, kato payBokcamin (Bx. Touka 4.3).

Mexapcmeenu npooyxmu, oecmeawu gvpxy L[HC: Tlpenopbuia ce MOBUIICHO BHHMAHUE MPH NpHEMA Ha
HekcervH B koMOMHanMs ¢ JpYyrH, JelcTBalld BLPXY LEHTpanHaTa HEPBHA CHCTEMA JICKAPCTBCHHM
NPOAYKTH WIH CYOCTAaHUMH, BKIIOYHTEIHO aAJKOXONA H CeJaTHBHH JEKAPCTBEHH TNPOAYKTH
(6bersouaszennuii, MopGHHOMUMETHLN, AaHTHIICHXOTHIIM, (peHoBapOHTaN, CEAATHBHY AHTUXUCTAMHMHH).

Cepomonunepzuunu aexapcmeenu cpedcmea: B pedkd ciaydad, € CboOllaBaHO 3a [ogBaTa Ha
CCPOTOBHHOB CHHAPOM TNpH mnauueHTH, KoduTo npHeMar SSRIs/SNRIs eaHOBpeMEHHO CEC
CEePOTOHHHEPrHYHU JIEKapCTBEHH cpexacTea. llpemoppuBa ce MOBHLICHO BHHMaHWE, ako HekceTHH ce
M3IIOJI3BA  €AHOBPEMEHHO CBC CEPOTOHHHEPrMYHW JiekapcrBeHH cpeacrtea karo SSRIs, SNRIs,
TPULMKIHYHH aHTHJICTIPECAHTH KATO KJIOMHIPAMHH HIH aMHTPUOTIIHH, MAO-uuxuOHTOpH, Kato
MOKJIOOEMHJ] WM JIMHE3ONHJ, KBIT KaHtapHoH (Hypericum perforatum) vnM TpHOTaHH, Tpamanaon,
NeTHOUH ¥ TpUNTodaH (BXK. Touka 4.4).

Eghexmu na oynoxcemun 8opxy 0py2u aexapcmeenis npooyKmu
JlexapcTBeHH npoaykTH, Metabonuzupanu or CYP1A2: B xninHuuHO npoyyeade, PpapMakOKHHETHYHHTE
CBOICTBA Ha TeopuiauH, koHTO ¢ cyOctpar Ha CYPlA2 He ca ¢ MNOBIHMATH 3HAYHTEITHO OT

€THOBPEMEHHOTO MPpHJIOKEHHE HA OyNoxkceTHR (60 mg /1Ba ITbTH AHEBHO).

Hexapcmeenu npodykmu memabonuzupanu om CYP2D6: JlynokceTHH € YMEpPeH HMHXMOMTOp Ha
CYP2D6. Koraro mynokcetWH ce mpunara B jo3a ot 60 mg aBa mbTH JHEBHO ¢ €JHHH4HA /032
aesunpamMun, CYP2D6 cyberpar, AUC Ha pezunpaMHH ce yBenuyaBa 3 NIbTH. (CBRBMECTHOTO




5-XHAPOKCHI MeTabONMT, MOpagH KOeTO HE ce MNpenophuBa NpoMsHa Ha fposara. llpemopbyBa ce
BHHMAHHE NPH ¢HOBpEeMEHHaTa ynoTpeba Ha AYJIOKCETHH ¢ JIEKAPCTBEHH IMPOAYKTH, METaOOMH3HPAHH
ce mpeauMHo uepes CYP2D6  (pucnepuaoH, TpUUMKIMYHH  aHtHgenpecantd  [THA]
KaTOHOPTPHIITWIMH, aMHTPHITTWIHH H AMHIPAMHH), B Cay4ali, 4¢ HMaT TECEH TCPANeBTHYCH MHICKC
(xaTo pnexavnuz, nponaheHOH H METPOTIPOIION).

Ilepopannu roumpayenmusu u Opyeu cmepoudnu npenapamu. Pesynratute otr in vilro Npoy4YBaHHA
NOKa3BaT, Y€ AYJOKCETHH He BOAM A0 KaTanutuuHo aktuBupaHe Ha CYP3A. Coneuuduund in vivo
NpOY4YBaHHA BBEPXY JEKAPCTBEHUTE BIAUMOICHCTBUA HE Ca NPOBEXKIaHH.

Aumuxoaeynanmu u awmuazpecanmu.; W3HCKBa ce HOBHILICHO BHUMAaHHE, KOTaTo AYJOKCETHH C€
KOMOHHHMpA C OpaIHA aHTHKOAIYJIAHTH WM QHTHAarperaHTH NOpajd NOTEHLHAIEH PHCK OT KBbpPBCHE,
KOETO MOXe Ja ce 00fcHM ¢ (apMakoJHHaMH4YHO BzaumoaeiicTeie. OcBeH ToBa € CBhOOIIAaBaHO
NoBHiaBaHE Ha CToMHOCTHTE Ha INR, korato Ha NauMeHTH, JeKyBaHM ¢ Bap(apuH, ce Npwiara
eTHOBPEMEHHO IYJIOKCETHH. Bce mak, eIHOBPEMEHHOTO NpWIAraHe Ha AY/IOKCETHH W Bap(QapHH Ha
37ipaBH JOOPOBOIILIM, KATO HACT OT KJIWHHYHO (hapMaKOJIOPHYHO NMPOYYRAHE, [PH CTALHOHAPHO CHCTOAHHE
He BOJAM A0 KJIMHWYHO 3HaYyuMa mpomsaHa B INR crnipgMo M3XOAHOTO HMBO WM BBB (DAPMaKOKHHETHKATA
Ha R- wiu S- sapgapuH.

Egexmu na opyzu nexapcmeenu NpooVKmy 6spxy OYROKCEmun

Aumuayuonu rexapemea u H2 anmazonucmu: ChBMECTHOTO NPWIOKEHUE HA TYNOKCETHH ¢ aHTHALIHIIH,
ChABPXKALIM ATYMHHHWH M MarHe3wii, WM Ha JYJIOKCETHH ¢ (paMOTHAMH, HAMA 3Ha4YHM €(EKT BbpPXY
CKOpOCTTa H/IH CTENICHTA Ha pe30opOus Ha AyIOKCETHH clle[ IPHIOKEHHE Ha A03a oT 40 mg nepopanHo.

Huoykmopu na CYPIA2: llonynaunonny dbapMakoKMHETHYHH AaHAIU3H TIOKa3Bar, Y€ [TyI[JAauuTe UMaT
noutd 30% 1o-HUCKH NJIA3MeHH KOHLICHTPALIMH Ha AYJIOKCETHH, B CPABHEHHE ¢ HEIYTAYHTE.

4.6. PepTHIHTET, OPEMEHHOCT H KbPMEHe

bpemennocm

[Ipoy4BaHHsTa NpU KHBOTHH MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT IIPH HUBA HA CHCTEMHA E€KCIIO3HIHS
(AUC) na aynokceTMH MO~HHCKH OT MAaKCHMMAJIHHTE B KJIWHMYHATa NpakTHKa (BX. Touka 5.3). /Iee
roneMu obceppaumornu npoyueanus (eauo or CAILl, Bxmouamo 2500 OpeMeHHH, ¢ €KCIIO3HMIUA Ha
DyJIOKCEeTHH npe3 MBPBUS TpHMecTEp, W enno or EC, skimrouramo 1500 OpeMeHHM ¢ €KCMO3HLHA Ha
AYNOKCETHH TMpe3 MOBPBHA TPHUMECTLP) HE Mpearnojarar odul NOBUIICH PHCK OT [OJEMH BPOJEHH
MaldopMalvii. AHATHU3ET HA KOHKPETHH MajapopMaluM, KaTo ChbpaeyHd Man(opManuH, NOKa3sa
HeyOeIUTENHH pes3yITATH.

B npoyusaneto ot EC e HanpaBeHa Bpb3Ka MeXTy €KCIIO3HLMATA HA AyNOKCETHH Ha MaHKara Mo Bpeme
Ha HanpeaHana OpeMeHHOCT (110 BCAKO Bpeme oT 20-Ta recTalHOHHA CEAMHIA 10 PAXAAHETO) ¢ TIOBHILECH
PHCK OT NPESKIASBPEMEHHO paxkaaHe (MO-MaJKO OT 2 ITETH, KOETO NPHOJIHMZMTENIHO CLOTBETCTBA Ha 6
AONBJIHUTEIIHH MpEXKAEBPEMeHHH paxaanua Ha 100 xkenu, Ha Tepanus ¢ AYJOKCETHH B HampeaHana
OpementocT). [To-ronsMara yact € Bb3HHKHANA MeXAY 35 H 36 rectalMoHHa ceAMHUA. Ta3u BPH3Ka HE €
Haba0aaBada B npoyuBaHeTo oT CAILLL

AMEPHUKAHCKH JaHHH OT HAaOMOJeHHA NPeJOCTaBAT AOKA3aTE/ICTBA 3a IIOBHINEH PHCK {[10-MAJIKO OT 2
IETH) OT MOCIEPOAOBO KPBBOTCUCHHE Cligl] €KCTIO3MLIMA C JAYJOKCETUH B PAMKHTE Ha MECeL Npeau
paXJIAHETO.

EnuaeMHONIOTMYHKHTE AaHHW MpeAnojarat, ye ynorpebara na SSRIs no speme Ha 0
B Hallpe/iHala 6peMEHHOCT, MOXKE [ia MOBHIIK pHCKa OT MEePCHCTHPALLE ITYJIMOHE




HoBopojieHoTO ([MIIXH). Makap B Hukakeu Npoy4YBaHHs na He € u3cnenBana Bpb3kara Ha IIIIXH ¢
neueHHeTo ¢be SNRI, To30 moTeHLMaNeH pUCK He MOXKE J1a Obie H3KITIOUEH NPH TYJIOKCETHH, B3eMaHKH

NOJi BHHUMAaHMWE CBLP3aHHUA MEXAHH3BM Ha JeiicTBHe (MHXHOHMpaHe Ha OOpaTHOTO 3aXBalllaHe Ha
CEPOTOHHH).

IlopobHo Ha apyrure cepoTOHEPrHYHM NEKapCTBEHH MPOAYKTH, CHMITTOMH Ha OTHEMaHe Morar Ja ce
HaOMONABAT [IPH HOBOPOACHOTO, CIed MpHEM Ha JAYJIOKCETHH OT MaHKaTa B NEpPHOAa OKOJIO TePMHHA.
CuMnroMutTe Ha OTHEMaHe, HaONMIONABAaHW NPH AYJOKCETHH, MOXKE Aa BKIKOYBAT XHMIIOTOHMA, TPEMOP,
HEPBHOCT, 3aTpyAHEHHs B XPaHEHETO, pecruparopeH AucTpec U repyose. IloBeuero c¢myyan ca
HaOJ1I01aBaHH HITH TIPH PAXKIAHETO, WIIH B TCYEHHE HA HAKOIKO JAHU CIE/] pAKAAHETO.

Hexcerun T1psaAbBa da ce npunara npy OpeMEHHOCT, CaMO ako TMOTEHLMANHATa TO3a OlpabAaBa
NOTEHLUHAIHHMA pUMCK 34 mnoaa. KeHure TpadOBa na ObJAT ChbBeTBaHU Ja YBEAOMAT CBOA JICKap, ako ca
OpEMEHHH HIIH TUIAHUAPAT OpeMeHHOCT 10 BpeMe Ha JICHCHHETO.

Kvpuene

JlyloKceTHH ce OT/Ieis B MIISIKOTO Ha KbpPMELIHTE JKeHM ChBceM ciado, Ha Dasara Ha [POYYBaHE NpH 6
NALKMEHTKHY C JIAKTall|A, KOWTO HE ¢a KEPMWIH cBoMTe Aclia, I[IpnOnusuTenHaTta nercka AHEBHA 1032 HA
Oaza mg/kg e npubnuzurtenno 0,14% ot no3ara Ha MaiikaTa (Bax Toudka 5.2). Teit KaTo Oe30macHOCTTa HA
IyJIOKCETHH IIpH OebeTa He e ycraHoBeHa, ynorpebata Ha HexkceTHH [0 BpeMe Ha KbpMeEHe HE Ce
npenophLYBa.

Depmunumem
B npoyuBaHus NpH KUBOTHHU JYJOKCETHH HAMA e(eKT BBpXY QEPTHIHTETA NPH MBXKE, a €QEeKTUTE IpH
KE€HH OYEBUAHO Ca CaMo B JI03H, KOHTO NPHYHHABAT TOXCHYHOCT 32 MaiKara.

4.7. EtexTH BLpXY cnocodHOCTTA 32 MI0JHpaHe H pabora ¢ MAMBAHA

He ca u3BnpliBaHM NMpoyuBaHWsA BBPXY CNOCOOHOCTTa 3a ModHpaHe W padoTa ¢ mamkHH. HekceTHH
MOXe f1a Obje CRBpP3aHa Che ceaupaHe H 3aMasHocT. [lanuenrure TpaOdBa 1a OGbaaT YBEIOMARAHH, H€ AKO
M3MHUTBAT CeAHpaHe MIH 3aMafHOCT, TpAOBa Ja M30SrBaT MOTEHUHMATHO PHCKOBH JSHHOCTH KAaTo
mo¢dupane UM padoTa ¢ MallHHH.

4.8. HexkeJaHH JeKAPCTBEHH PeAKIHHA

a. Pesiome na npoghuna na bezonacrnocm

Haii-dyecTo chpoSlaBaHUTE HEXETAHU CHLOHTHA TpH NAUHEHTHTE, JeKyBaHn ¢ HexceTHH B KJIHHMYHH
NPOYYBAHHA BBLPXY CTPeC MHKOHTHHEHLMS HAa yYpHHATA WIH JPYrd HapylleHUs Ha JIOJIHHA OTHAEN Ha
NMHKOYHATA CUCTEMA ca OMIIM rajieHe, CyXorta B ycTaTa, yMOpa U KOHCTHIanms. JlaHHuTe OT aHanmM3a Ha
yeTupd 12-ceaMHuHH, mnauebo-KOHTpOAMpaHd KIMHHUYHH TMpPOY4YBaHUSA MpH IMALHEHTH CBC CTpEC
MHKOHTHHEHIIMA Ha YPHHATA, BKIIOYUBALIH 958 maupeHTa NeKyBaHW ¢ AYNOKCETHMH H 935 nauueHTa
nprueManHt mianebo nokasra, ue MoABaTa HA HEXKeJaHUTe ChOUTHA OOMKHOBEHO CE€ € CHCTOANIa Mpe3
NbLPBAaTa CEAMHLA OT JleyeHHero. Ilo-roisma 4act or Hali-yecTuTe Hexenanu cp0MTHA, obaue ca Jiekd 1o
YMEPEeHH H OT3BYYaBaT B paMKHMTE Ha 30 JiHM OT TAXHATa N10ABa (Hanp. rajcHe).

b. Peziome na neceaanume 1eKapCmeenu peaxyuy, npedcmaseno 6 mabauya
Tabnuua 1 mokassa HeKeNaHWTE peakuMH, HaONMKOJAaBaHW NpH CIIOHTAHHM CHOOIIEHMA H TUtauedbo-

KOHTPOJUPAHH KIHHUYHH OPOYYBAHHS.

Tabnuna 1: Hexenanu peakijuu




Onenka Ha 4YecToTara ca OnpefejieHH Kato: MHoro udectd (>1/10), yectu (>1/100 no 21/10), HeuecTn
(=1/1 000 no <1/100), peaxu (>1/10 000 go <1/1 000), mHoro peaxu (<1/10 000).

Hpu Beaxo rpynupase B 3aBUCHMOCT OT Y€CTOTATa HEXKeNMaHUTe eeKTH ca MpeJCTaBeHH B HU3XOAAL Pey
10 OTHOLIIEHUE HA TAXHATA CEPHOBHOCT.

Mmnoro 4yectTH YecTH HeuecTH Penkn Mpmoro peaxkn
Hudbexyuu u uncbecmayuu
JlapuHruT
Hapywenua na umynnama cucmema
Hapyienus, AHajunakTH4Ha
CBBP3aHU ChC | peakuus
CBPBXYYBCTBUTE/THOCT
Hapywenun na enOokpunnama cucmema
XHIIOTHPCORAHIBM
Hapywienua na memabouzma u xpanenemo
Hamanen anetur | Jexuaparauus XunepriiukeMust
(noxmanBana
ococheHo npy
NALHEHTH-THA0CTHLH )
XHUNOHaTpHEMHS
CHAJIC®
Heuxuynu napyuenus
HucoMHUA bpykcuzbm CynumaHo
Bp3byna JlezopueHTaIms noseneHHe
Hamaneno Anarus CynuMaHa uaeanus”’
IHOHIO AGHOpPMEH oOprasmM Mauwus®
TpeBOXHOCT Apxu chHUIIA XaTioHHHALHH
Hapywenuwe Ha BpaxxpebHoct H
CHHA rHgB*®
Hapywuenus na nepenama cucmema
['naBobonue HepeHoCT (CepOTOHHHOB
3amasHoCT Hapyuenue HA | CHHAPOM®
Jleraprus BHUMAHHETO Kousyscuu'*®
ComHomeHTHOCT | Hucreyzug Muoxnonus
Tpemop Jlomo xavectBo Ha | Akarusma®
ITapecTtezna CBHA IlcuxoMmoTOopHO
GesnoxoiicTeo®
ExcrpaMupaMuiHH
CUMITTOMHM®
Juckunesus
Cunspom Ha
HECITOKOMHHUTE KpaKka
Hapywernua na ouume
3aMBIiIeHO Muapuaza ['nayxkoma
BHKAAHE Hapywenue Ha
3PEHUETO

Cyxora B oUuTe

Hapywenusa na yxomo u aabupunma

Bepturo

ilyM B yiuTe'




boJjika B yXOTO
Cupoevru Hapyuenus
[lannuranyn HankamepHa apuTMus,
Taxukapaons IJIaBHO  NPEACHPIHO
MBbKAeHe®
(w0080 HApYuieHUA
Xunepronuus™’ Cunxor’? XHUIepTOHUYHA KpH3a®
3a4epBABaHe [MopHmeHo  KpeBHO | OpTOCTAaTHYHA
Hansrame’ XHANOTOHMSA"
[TepudepHa
CTYJE€HHHA
Pecnupamopnu, 2pbOHU 1t MEQUACTUHATHU HADYULEHUSA
[Tpo3saBane Hanpesxenue B
IbpPAOTO
Enuncrakcuc
HHTepcTrianya
SenonpobHa Gonect'’
EosuHo¢punHa
MHCBMOHMS®
Cmomanuo-4pesnu HapyueHus
["agene Huapus CToMalrHo-upeBeH XeMaToxesus
Cyxora B ycrata | Kopemna Gonka | kpseOM3nus’ MUKpOCKOICKH
Konctunanms [TorpbLIaHe ["acTpoeHTEpHT KOJTHT®
Jlucnencus Cromarur
Opursane
["acTpur
Jucdarud
MeTteopH3bM
Jlom ABX OT ycraTta
Xenamo-0wiuapHu Hapyuuenius
XenaTur’ YepuoapobHa
[ToBHIIEHH HEeJOCTaThYHOCT®
yepHOApOOHH eH3HMH | biTeHnna®

(ALT, AST, ankaiHa
docdaraza)
Octpo  4epHOAPOOHO
yBpPEKIaHe

Hapywenus na xodxcama u nookoxicHama muvKan

3aCHIEHO IIOTEHE

O6pus

HolltHo B3noTaBaHe
Yprukapua
KoHTakTeH nepMaTuT
CTtyaeHa not
3acHlIeHa TEHACHLUA
3a nosBa Ha

XEMATOMH

CunapoMm Ha Stevens-
Johnson®
AHTHOHEBPOTHYEH
OTOK®

Peakupu Ha
(OTOUMYBCTBUTEITHOCT

Koxen
BACKYJIAT

Hapywenun na Mycxyano-creaemnama ctucmema i CoCOUHUMERHAMA MbKaH

MycCKynHO-CKeNneTHA

fonka

[oTpeneane
MYCKYJIH




MyckyIHO
HATpEIKSHHE
MyckyieH criazpm

I'puzmyc

Hapyuienus na 6v

bpeyume y nUKOURUME NoMULYd

3aTpyaHEHO
YPUHHPaHE

HAwnsypusd

HukTypHs

YecTo ypHHHpaHE
[IpoMeHeH MHpHC Ha
ypHHaTa

3aabpiKaHe Ha ypHHAa®
[lonuypus
Hamanena auypesa

Hapywuenua na 8b3npouzso0umenHama cucmema u 2bpoama

I HHEKOTOrHYHO
KBPBEHE
Menonay3ajaHH
CUMIITOMH

MeHcTpyanHH
HAPYLIEHUS
I'anaxkropes
XUINEpNPONAKTHHEMHA
[TocneponoBo
KPbBOTEYCHHE®

Obwu napyuerun u echexmu na Macm

MO HA RPDUWIAOINCEHUE

YMopa

AcTeHMus
BTpucane

Bonka B repauTte’
[Tpunaasuu®
AOHOpPMHO ycellaHus
HyBCTBO 32 CTY ]
Kaxna
HepasnonoxkeHue
HyBCTBO 3a TOMJIKHA

Hapylenus B
[I0OXOAKaTA

Hzcneoeanus

ITonnxkeHHE Ha
TETJIOTO

Ilokayrane Ha
TErNOTO

YBenuuasaHe Ha
X0JIECTEpOoNa B KPbBTa
[loBH1IEHHE Ha
KpeaTHH
dochokuHazaTa B
KpbBTa

IlopHuIIeHMe Ha Kaius
B KPBLBTA

! Criyyan Ha KOHBYJICHH U CJIy4aH Ha IIyM B YLIMTE ¢a ChOOINABAHU H CJI¢]] IPEKBCBAHE HA JICUYEHHETO.

¢ Coiyuad Ha OPTOCTATHYHA XUNOTOHHA H CHHKOII ¢a ¢hoOIaBaHH 0COOEHO B HAYAJIOTO HA JIEYESHHETO.

3 Biokte Touka 4.4.

4 Cnyyan Ha BpaxaeOHOCT M IHAB ¢a CHOOIABAHM OCOOEHO B HAYANOTO WIH Clied MPEKBCBaHE HA
NneYeHUueTo.

> Cry4ad Ha CYHIIM/IHA WIEalFs H CYHLHIHO NOBEJCHHE Ca ChOOIABAHI [IPH JIEYEHHE C TYJIOKCECTHH WU
CKOpO CJIe] MPEKhCBAHE HA JICUEHUETO (BXK. TOUKa 4.4).

® YecToTaTa € W3UHCICHA OT HEXKEJAHUTE PEaklvH, ChOOLIEHH [IPH MOCTMAPKETHHIOBOTO HAOMIOEHHE;
He ca HabmoaaBaHH B IL1aUe60-KOHTPONHPAaHH KJIMHAYHE U3NHTBAHUS.

" He e craTucTHYeCKH CMTHHGHMKAHTHO paziH4Ha oT nnauebo.

8 [Tpunagepumre ca NO-4€CTH OPH NAIKEHTH B CTAPUYECKA BB3pacT (Bb3pacT >65 roIHHH
? YecToTaTa € H3YHC/ICHA Bb3 OCHOBA HA JJaHHH OT BCHYKH KIIMHHHYHH H3IIMTBAHMUA.




®YecToTaTa € H3UMCNEHA BB3 OCHOBA HA IU1aLIE60-KOHTPOIHPAHH KIMHHYHH H3NHTBAHHA.

6. Onucanue Ha usOpanu HENCENanU AEKAPCMBEHU PEaKyuY

IIpekpaTaBaHeTo Ha TYNOKCETHH (OCOOEHO KOraTo € BHE3aNHO) YeCTO BOAH 10 CHMITTOMH Ha OTHEMAaHe.
3aMmaiiBaHe, CEH30PHHU HAPYIIECHUS (BKIIOUMTENIHO [IApecTe3ns WIH YCelllaHKs, NoJOOHH Ha NpeMHHAaBaHe
Ha €JIEKTPUUYECKU TOK, 0COOCHO B OONIacTTa Ha IJ1aBara), HApyMIeHUs B ChHs (BKJIOYMTENHO 0€3ChHHE H
HMHTEH3MBHO CHHYBaHE), YMOpPa, COMHOJEHTHOCT, Bb30yAa WIM TPEBOXKHOCT, raficHe H/HIH NOBPBINAHE,
TPEMOP, TNaBOOONHE, MUHAITHS, Pa3/IPASHHTEIHOCT, JHAPHAA, XHIISPXUAPO3a H CBETOBBPTCK ¢a HAH-4E€CTO
CbOOIABAHKTE HEIKETAHN PEaKLIMM.

0610, u 3a SSRIs u 3a SNRIs, Te3n cbOUTHA ca JIEKH 10 YMEPCHH H CAMOOTPaHHAYABAllH Ce, BEIIPEKH Ye
TIPH HAKOM NALMEHTH TE MOXKE Aa A TCKKH W/WIM NPOIBIDKUTENIHH. 3aTOBA ce MPErNophYBa, KOraTo He ce
Hamara NnoBe4Y¢ JICUCHHUE ¢ JYJOKCETHH Ja 0b¢ H3RBPIICHO MOCTENEHHO ClUpaHe, Ype3 HaMalaBaHE Ha
J03ara (Bx. Touka 4.2 u Touka 4.4).

QT HHTEpBATBT, KOPUTUPAH COIPAMO CHPASYHATA YECTOTA, NPH NANHUECHTHTE, JIEKYBAHH C JYIIOKCETHH HE
c€ pajlmvyaBa OT TO3M, HabnwopapaH npu Iwanebo-TperupanuTe NauueHTH. He ca nHabmionaBany
KSTHHUYHO 3HAYMMM pazivuus npd uaMeppanuara Ha QT, PR, QRS umm QTcB Mmexny nekyBanure ¢
JAYJTOKCETHH NMAlUHEHTH U NAIMSHTHTE, TPETHPaHHU ¢ TU1aneoo.

[Ipes 12-cemMuyHaTta ocTpa (a3a Ha TpH KIHHWYHHA NPOYYBAHHA C AYJOKCETHH IPH MAaOUeHTH ¢
auabeTHa HeBpomaTtHa Oonka e HabJIOJaBaHO MANKO, HO CTATHCTHYECKH 3HAYHMMO TMOBHIICHHE B
KpbBHATA [JII0KO3a Ha MaIHO, IIpH MAIMeHTHTe Ha JeueHHe ¢ AynokceTHH. HbAlc e crabunen u npu
NMAUHEHTHTE NIEKYBaHH C OYJOKCETHH, W NpH NAalHCeHTHTe NekyeBaHn ¢ mnanedo. Ilpes ¢asara Ha
yIBbDKaBaHe HAa TE3W MPOYYBAHMS, NPOB/DKIIA I0 52 ceqMUIM, € HaMyHO mosvineHre Ha HbAlc u B
rpynara Ha AyJIOKCETHH H B rpynaTa Ha pyTHHHA Tepallis, HO CPpeIHOTO MoBUiieHue € ¢ 0,3% no-roiasimo
B rpynara Ha Je4YeHHe ¢ TyJIoKceTHH. HanwaHo e nexo nmoBuuleHHe B KPbBHATA IVIIOK03a HA INIAJIHO U Ha
o01uA XosecTepon NMpH NMALHEHTHTE JIEKYBaHH C JYJIOKCETHH, 0KaTO T€3H Jad0paTOpHKH H3C/IeBaHks
MOKA3BAaT JIEKO HAMAJICHHE B IpynaTa Ha pPyTHHHA Tepanus.

CrobinapaHe Ha OAO3UPAHK HEXKENAHH PEaKLHH

Cro0ImaBaHeTO Ha NOAO3UPAHH HEXKENaHU peaKiMM Cllel pa3pelllaBaHe 3a ynoTrpeda Ha JeKapCTBeHUA
NPOAYKT & BaxkHO. TOBA NO3BOJIsSBA A2 NPOIB/DKH HAOIIONEHHETO Ha CHOTHOIMICHHUETO TI0/I38/PHCK 3a
JISKApPCTBEHHS NPOAYKT. OT MEUMIMHCKUTE CIIELHATNCTH c€ M3MCKBA Jla ¢poOIaBaT BCAKA MOAO3UpaHa
HEXKENaHa peakiua gupekTHo Ha M3nbaauTenna arennus no aekapersara (MAJD):

Hanmennurenna arenuus no nekapereara (MAJT)
ya. .. JlamsH ['pyes™ Ne 8

rp. Codua 1303,

Tes1. +359 2 8903417

en. notia: bda@bda.bg

yebGcaiT: www.bda.bg

4.9. IIpeposupane

CroO11eHH ca CITy4YaH Ha NPEeao3upaHe MPU CAMOCTOSTENHO MPUIOKEHHE WIH B KOMOMHALMS ¢ APYTH
JIEKAPCTBEHM NPOAYKTH ¢ TYJIOKCETHH B 034 0T 5 400 mg. HabmonaBany ca HAKOIKO GaTanHH CyUaH,
I11aBHO NPYA KOMOMHHUPAHO MpeAo3HpaHe, HO ChHIO U TIPH CaMOCTOATENHO NPWIOKEHHE HA TYJIOKCETHH B
Jo34 okono 1 000 mg. [1puznanyte U cHMITOMHATE HA NIPENO3APaHE (IYJIOKCETHH CAMOCTOATENIHO WU B
KOMOHHALIUS C APYTH JIEKAPCTBEHH NPOJIYKTH ) BKIIOUBAT COMHOJIEHTHOCT, KOMa, CEPOTOHHHOB CHHIIPOM,
I'bPYOBE , MOBPBLIAHE U TAXHKAPIUA.




He e u3pecren cneluduyer aHTHACT Ha Ay/I0KETHH, HO NPH 0SBaTa HA CEPOTOHHHOB CHHIPOM, MOKE J1a
ce oOMHMCIH chelMGHYHO Je4YeHHe (KAaTO HANPUMEp ¢ LMIPOXENTAAMH W/MWIH KOHTpOn Ha
Temneparypara). HeoOxoaumo e ocurypseaHe Ha cBoOOgHM auxarenHd nerdlia. llpenopwusa ce
MPOC/ICAARAHE HA ChPACYHATA ASHHOCT H KH3HCHHTE MTOKA34TENH, 38€AHO ¢ IPWIAraHETO Ha NOAXOAIIIH
CHMIITOMATHUYHHU H NIOUILKamy Mepk. CToMalnHa MPOMHUBKA MOXKe 1a Obe Noka3ana, B CAyYdi, 4e ce
MPUIOKH CKOPO CNE]l NpHEMa WIH OpH CHMIITOMATHYHH NAalHEHTH. AKTHBHHAT BBIVIEH MOXe Oa Obae
MoJjie3eH 3a orpaHW4yaBaHe Ha abcopOuusTa. JynokceTHH MMa ronaMm obeM Ha pasipeieneHie, nopaau
KoeTo opcupaHaTa AHypesa, XxeMonepdysusra 4 oOMeHHaTa nepdys3us He ce OYaKkBa aa ObIaT MONEe3HH.

5. ®APMAKOJIOIMYHU CBOHCTBA
5.1 @apMakoAHHAMMYHHA CBOHCTBA
PapmakorepanerTiuna rpyna: JIpyrn antuaenpecanti. ATC xoxa: NO6AX2]

Mexanuzvm na oelicmsiie

HynoxceTun e koMOuMMpaH HHXMOMTOD Ha oOOpaTHOTO 3axBamiaHe Ha ceporoHnHa (3-HT) w
HopaapeHaTHH (NA). Toit uuxuupa cnabo oOpaTHOTO 3axXBallaHe Ha AOTIaMHHa, (€3 3Ha4YMM aUHHUTET
KbM XHCTAMHWHEPTUUHNUTE, 0NTAMHHCPrHYHHTE, XOJIHHEPIHYHHUTE U aAPEHEPTHUHKATE PELICIITOPH.

Dapmaxoounamuunu egexmu

B npoyuBaHMs TpH XKMBOTHM, MOBHIeHuTe HMBA Ha 5-HT u NA 8 cakpanHara 4acT Ha rpbOHayHMs
MO3BK, BOAAT A0 MOBHINABAHE Ha TOHYCa Ha ypeTrpaTa Ype3 NMOBHIIABaHE HA HEPBHATA CTHMYJAlMs Ha
MONIOBUTE OPraHH A0 HanpeyHo HadpasZieHHs MYCKYJ Ha cMHKTepa Ha yperpaTa Mo BpeMe Ha
3aAPLAKHATA (a3a HA MMKUHOHHHA IHMKBI. CMsTa ce, e ¢ noJo0eH MEeXaHH3bM INIpH XKeHHTe, BOACI A0
NO-CHJIHO 3aTBApAHE Ha ypeTpara IpH 3agbplKaHe Ha ypuHarta Nmpu (M3HYECKH CTpec, MOXe Aa Onae

00fcHeHa e)eKTHMBHOCTTA HA OYJIOKCETHH TMPH JICYEHHE HA KEHH ChC CTPeC HHKOHTHHEHLIMA HA YpHHATa
(CHAY).

Knunuuna ecpuxacriocm u bezonacnocm

EdextuBHOCTTa Ha gyrnokceTHH 40 mg, npwnaraH Jea IbTH JAHEBHO NpH JleYeHHE Ha CTpec
MHKOHTWHEHHMS HA YpHUHATa € YCTAHOBEHAa IMPH YEeTHPU HABOHHO-CJIENH, Ialebo KOHTPONMHPaHH
Npoy4YBaHUsA, B KOUTO ca paHmoMusHpanH | 913 xenw (22- po 83-roamiina Bu3pact) ce¢ CHY; or TiX,
958 nauuenTra ca paHaAOMH3UPAHK Aa NPHEMAT JYNOKCETHH, a 955 - mnanedo. [TspeHuHMTE KpUTEPHH 33
edexkTHBHOCT ca Owin yecrora Ha enusonaure Ha MuKoHTuHeHIHa (IEF), oTpaszena B AHeBHHMIMTE HA
MALHEHTA M PE3YIITATa Ha CEM(PHUHOTO, CBBP3aHO ¢ MHKOHTHHEHLHATA KauecTBO Ha KHBOT (1-QOL).

Yecmoma na enwzodume na unrxonmunenyust, BBB BCHYKHTE 4YeTHPH MPOYYBaHHA, HPH rpynara Ha
OyJOKCeTHH ¢ HalmopapaHo 50% WIM noBedye CpeHO HAMaJeHHE Ha 4YECTOTaTa Ha €MU30JWTE Ha
HHKOHTHHEHLIMS, B CpaBHeHHe ¢ 33% npu rpymara Ha mwiane6o. Pazanuus ca HabnroaaBany npu BCAKO
nocerueHue ciaen 4 ceamuum (aynokceTud 54% u nnauebo 22%), 8 ceamuuu (52% u 29%) u 12 cenmuim
(52% u 33%) o1 neuenueTo.

B ponbiaHuTenHO npoyuBaHe, OrpaHH4YeHO CaMO A0 MALMEHTHTE C TEXKKA CTpeC HHKOHTHHEHIMA Ha
ypHHaTa, BCHYKH OTTOBOPH MPH JICUSHHETO ¢ AYJIOKCETHH €a IOCTHTHATH B PAMKHTE Ha 2 CEIMHLIH.

EdexrupHocTTa Ha HekceTMH He € mpoy4BaHa 3a TepuoA NO-ABLABI OT 3 Meceua TpH [maiedo
KOHTPOJTpaHH Npoy4BaHusa. KnMHU4HA non3a ot neyeHHeTo ¢ HekceTuH B cpaBHeHHE ¢ IU1auebo He €
YCTAHOBEHA [IPH JKEHH C JIeKAa CTPEC WHKOHTHHEHLMA HAa ypHHATA, Ompe/ielicHa B PaHAOMHIHUPAHHUTE
NpOyYBAHUA KATO TaKaea ¢ < 14 enw3oJa Ha HHKOHTHHEHLHs cegMU4HO. [IpH Te3u xenn, Hexcerun He
BOAM A0 NO-TONAMa MOI3a OT Ta3H MOCTHIHATA NPH MO-KOHCEPBATHBHY €(PEKTH BBPXY 10




Kavecmeo na dcuéom: Pe3yntature OT BBIIPOCHHK, OTHACALl ¢€ KO CBLP3aHOTO ¢ MHKOHTHHEHIMATA
kayecTBO Ha XHMBOT ([-QOL) nokazeaT 3HAYHMTENIHO NMOJOOpPEHUE MNpPM TALKMEHTHTE Ha JICYEHHUE C
IYJIOKCETHH, B CPaBHEHHME ¢ Te3H OT Ipyrnara Ha mnanebo (mogoOpsBaHe Ha ckopa 9,2 copsamo 5.9,
p<0,001). Ilpn msnmomseaHeTo Ha obmiata ckada 3a noacdpenue (PGI), 3HauMTenHO mMOBEYe XKEHH
M3NRON3BAlMA OYJIOKCETUH CMATAT, Y€ TEXHHTE CHMITOMH HAa CTPEeC MHKOHTHHEHUMA Ha YpHHATa ca ¢
IMOAOCOPHITH OT JIEYEHHETO, B CPABHEHHE ¢ JKEHUTE MpHeMainy mianeto (64,6% copsamo 50,1%, p<0,001).

Hexcemun u npecwiecmsaujo onepamueno 3aovpacane na ypurnama: ChIUIECTBYBAT OMPaHHYCHH AaHHH,
KOHTO NpeAronarar, 4¢ MoJ3UTe OT JIeYeHHeTo ¢ HekceTHH He ¢a NOHWKEHH TIPH JKEHHTE CBC CTPEC
HHKOHTHHEHLIMA Ha YPHHATa, NPeThpPNEaN NPEAH TOBa XMPYPrHUYHO 3a/IbpXKaHe HA YPHUHATA.

Hexcemur u mpenupane na mycxyramypama Ha mazq: Ilo BpemMe Ha 12-ceAMHYHO CIAMO,
PaHIOMH3HUPAHO, KOHTPOIMpaHO npoyuBaHe, HekceTnn nokasea no-roiiMa peayKida Ha 4e€CcTOTaTa Ha
€MHU30HTE HA HHKOHTHHEHIIUA, B CPaBHEHHE ¢ IMuanedo WM caMoO TPEHHPAHETO Ha MYyCKyJarypara Ha
Taza. KOMOMHHpaHOTO NeueHHe (XyNOKCeTHH + TpeHHpaHe MYCKYJaTypaTa Ha Ta3a) 1oKa3Ba Mo-TONAMO
NoAoOpEHKE, KaKTO M0 OTHOINIEHHE Ha H3MOJI3BAHETO Ha ONpe/ielIcHH MOIIMBATEHA CPEACTRA (HAanpUMep,
JAMCKH TIPEBPB3KH), TdKa H [0 OTHOIICHHE Ha MNOKA3aTe/MTE¢ HAa CBBP3AHOTO CbC CHEHHPHYHOTO
ChLTOAHHC KAYCCTBO HA XXHUBOT, B CPABHCHHUC ChC CAMOCTOATCIIHOTO [IPAITIOAKCHHUE Ha HexkceTHH WK camo

Ha TPEHHUpaHEe HA MYCKYJIaTypaTa Ha Ta3a.

Ieduampuuna nonyrayus

Esponenckara areHuuds mno neKapcTeata ocBoOOKAaBa OT 3aABJDKEHHETO 3a TMpEAOCTaBAHE Ha
pEe3YJITaTHTE OT NPOYUYBAHMA C AYNOKCETHH IPH BCHYKH MOATPYIIHM Ha NEAHATPHYHATA NONYJalHA IIpA
JICYECHHE HA TONAMO JENIPECHBHO HapyllieHHe, 1HabeTHa HeBponaTHa 00JIKa H reHEPaIH3HPaHO TPEBOXKHO
pa3CcTPOCTBO. BIKTE Touka 4.2 3a uHGOpMaLInsg OTHOCHO ynoTpedaTa NpH Jlena.

5.2. DapMaKOKHHETHYHH CBOHCTBA

JIynoKceTHH ce npmiara xaTo €JHHHYEeH c¢HaHTHoMep. JyJIOKCeTHH ce MeTaloauzupa MpEeaydMHO OT
okcupatuBHuTe eH3uMH (CYP1A2Z W monumopdern CYP2D6), nocneapaHe OT KOHIOTHpaHE.
(PapMaKOKHMHETHKATa Ha JAYJIOKCETHH [0KAa3Ba roMAMa BapHMOMIHOCT MEXKZAY OTAEIHHTE HHIAWBRIK
(obuxkHoOBeHO 50-60%), mB/pKama ce B M3BECTHA CTEMEH HA TOJa, BB3PACTTa, TIOTIOHOMYIIEHETO H
CbCTOSHHETO Ha MeTabonu3upanara cucrema Ha CYP2D6.

Abcopbyus: ynokcetuH ce abcopbupa noGpe Tnipy nepopanHo npuiokeHune, kato Cmax ce moctura 6
yaca ciez npueMa. AGcomoTHata nepopaiHa OMOHAIMYHOCT HA JYJIOKCETHH Bapupa oT 32% gm0 80%
(cpeano 50%). XpaHata yaepkaBa BpEMETO 34 JOCTHTaHE HA TIHKOBA IJIa3MEHA KOHLEHTpauus oT 6 Ha
10 yaca u Hamansea KpaiHata creneH Ha abcopbuusa (okono 11%). Tesn npoMeHH HE ca C HAKAKBa
KIHHAYHA 3HAYHMOCT.

Pasnpeoenenue: JlymOkceTHH ce CBBP3Ba OKONO 96% ¢ mmasMeHHTe NPOTEHHH. J{yJTOKCETHH C€ CBHP3BA
KaKTo ¢ anbymuH4, Taka M ¢ anda-1 KHCENTMHHHA TIHKONpOTeHH. CBBP3BAaHETO C NMPOTCHHHTE HE CC
MOBJIHABA OT HAJIMYKETO Ha OBLOpEeUHO WK YepHOoApoOHO YBpEeKAaHE.

Buompancpopmayua: Jlynokcerun ce merabonuavpa B 3HaYMTEIHA CTENEH W HETOBHTE METabONHTH ce
OTAeAAT OCHOBHO ¢ ypuHara. CYP2D6 u CYPIA2 xarammsupar oOpa3yBaHeTO Ha [BaTra OCHOBHH
METa00IHTa MNIIOKOPOHOR KOHIOIAT HA 4-XMAPOKCH AYJIOKCETHH U CyN(aTEH KOHIOTaT Ha 5-XHIPOKCH,6-
METOKCH OYJIOKCETHH, Ilpu in vitre npoyuBaHMS, RHUPKYIMpPALLMTE METaOOJMTH Ha AYJIOKCETHH ca
onpeaeneHy KaTo (papMakoIOriiyHO HeaKTHBHH. PapMaKOKHHETHKATA HA JYJOKCETHH NTPH NALUEHTH, ChC




Enumunupane: enMMUHALMOHHHAT NOMYXKHBOT Ha AYJIOKCETHH Bapupa oT 8 1o 17 yaca (cpenHo 12 yaca).
Cnien HHTPABEHO3HO MPHIOKEHHME IUIA3MEHMAT KIMPLHC Ha AYJNOKCETHH BapHpa ot 22 l/uac no 46 l/uac
(cpexnHo 36 1/uac) Cnen nepopalicH IpHeM OIpeIeICHMST IU1a3MeH KIHPBHC Ha AyJIOKCETHH BapHpa oT 33
10 261 l/uac (cpeano 101 l/gac).

Creyuannu nonyaayui
Ilon: Mexay MbKe W KEHHM ca UACHTH(HLHpaHH QapMaKOKMHETHYHU Pa3/IMKH (aCPCHTHHAT IIa3MeH
KJIHPBHC € npuOnu3uTenno 50% no-HUCHK MMpH JKeHU). B3 0CHOBA Ha NPHITOKPUBAHEC M0 OTHOLLIEHHE Ha

KIHPBHCA, OCHOBAHHTC Ha I1QJ4 ¢J&pM&KDI{HHETHLIHH Pa3sIHKH HE OINpaBaBaT IIPpCIiOpbhKATa 3a
H3IIOJI3BAHC Ha 110-HUCKA 0034 IPH XKCHH MNAalUCHTH.

Bwvspacm: Onpepenenm ca papMaKOKMHETHYHM PasjiM4HA MEXIY MO-MJIa[H )KCHH M TaKHBa B CTApYECKa
BB3pacT (>65 romuun) (AUC HapactBa ¢ ok0jJ0 25%, a eNMMHHALHOHHHAT TNOIY>KMBOT € NO-AbJBI ¢
OKoJIO 25% NpM HHOMBUJMTE B CTapyecKa BB3pacT), BBIPEKH, YE BEJIMUMHATA HA TE3H NMPOMEHU HE €
3HAUMTE/IHA, 3a Ja Onpaejae MpomiaHa Ha jao3ara. Karo ofilla mpenopbka, JCHCHHETO B CTapyecKa
BB3pacT TpAOBa 1a CTaBa ¢ MOBHIIECHO BHMMaHHe (Bx. TouKa 4.2 1 Touka 4.4).

bvopeuno yepescoane: IlaimenthTre ¢ KpaeH cTaguii Ha OBOpeyHa HEAOCTATHEYHOCT, MOJIOKEHH Ha
IHanu3a, IMaT 2-bTH NO-BUCOKH cTolHocTH Ha Cmax u AUC Ha IyJ10KCeTHH, B CPABHEHHE ChC 3/1paBH
MHAMBUAAM. ChLUECTBYBAT OrpaHH4YeHH (PapMAKOKHHETHYHH AAHHH 3a AYJIOKCETHH IIPH NAllWEHTH C JIEKO
1o ymepeHo 6u0peuHo yBpexKaaHe.

Uepnoopobtno yepexcoane: YmepeHata uepHogpabua HenocratbunocT (Child Pugh Class B) npomens
(papMaKOKHHETHKATA Ha AYJOKCETHH. B cpaBHEHHME CBC 3[pPaBM HMHAMBUIH, ONpPEJEICHHAT IUIa3MeH
KITHPBHC Ha AYJIOKCETHH € CbC 79% MO-HUCEHK, OMPEICICHHUAT KpaeH eIMMMHALIMOHEH NOTYXHBOT € 2,3
neTH no-geasr, a8 AUC e 3,7 mo-BHcoka npH NallHEHTHTE ¢ yMepeHa 4YepHOAPOOHA HEOCTATHYHOCT.
PapMakOKHHETHKATA HA OYJIOKCETHH M HErOBUTE MeTabOUTH HE € NPOyYBaHa NMPH MALMEHTH C JICKa WK
TeKKa YEpPHOAPOOHA HEAOCTATHYHOCT.

Kvpmewu xcenu: PasnpeaeneHUeTo Ha KyJIOKCETHH € IPOYYEHO NpH 6 KbpMELIH KeHH, Hak-manko [2-
CeAMHLH Cclel, paKIaHeTo. JlyJJOKCeTMH c€ OTKpHBAa B KbpMaTa U CTalMOHAPDHHTE KOHLICHTPaUMUH B
KbpMaTa ¢a OKOJIO % OT Te3H B Iu1asMara. KonHuecTBOTO Ha NyJIOKCETHH B KBPMAara € OKOJo 7 Ng/THEBHO
npy MpWIOKEHHEe Ha Jo3a of 40 mg nBa nbTd AHEBHO. Jlakramuara He BB3ACHCTBA BBPXY
dhapMaKOKHHETHKATA HA TYJOKCETHH.

5.3. IIpegk/ HAHYHH ZAHHH 32 0€300ACHOCT

JYNOKCETHH He € FCHOTOKCHYEH ¥ KaHLUEPOTreHeH NPH CTaHAAPTHH TECTOBE MPH ITHXOBE.

MynTHHYKICApHHA KIIETKH ¢a HaOmoZaBaHW B YepHUs Apod, IpH JMICATa Ha APYTH XHCTONATOIOTHYHH
[IPOMEHH TIO BpEMe HA MPOYYBaHHS BHPXY KAHIIEPOT€HHOCTTA MpH MIbXoBe. MexaHM3MHTe B OCHOBaTa
Ha TO3H NPOLEC U KITHHHYHATA 3HAYUMOCT HE Ca H3BECTHH. I1pH :KEHCKM MHIIKH, NMPHEMALIH AYJIOKCCTHH
B NPOABDKEHHE HA 2 roJMHH, € HaOMONaBaHA MOBHILEHA 4YECTOTA HAa XEMATOUENYJIApHH aJg¢HOMH H
KapLIMHOMH, caMoO TNpu BHCOKH 103 (144 mg/kg/nHeBHO), HO TOBA € NPELEHEHC KaTo BTOPHYHO B
pe3ynTarT Ha HMHIYKUHS Ha 4YEpPHOAPOOHHTE MHKPO3OMHH €H3HMH. PeJleBaHTHOCTTa Ha JaHHHTE,
NOJTYYEHH NIPH MHUILIKH OCTaBa HEH3BECTHA 3a Xopa. [Ipy KEHCKHM ILTHXOBE, NPHMAILH AYJIOKCETHH NPEaH
H 10 BpeME Ha OIUIOKIAHETO M Mpe3 paHHaTa HpeMEHHOCT € HabmoaaBaHO NOHWKEHHME Ha NPpHEMa Ha
XpaHa H TEIECHOTO TeIJIc Ha MaHKaTa, HapyLIEHHE Ha [OJOBOTO BJICYECHHUE, IIOHWKCHHE Ha
YEPHOAPOOHHSA HHACKC HA HOBOPOAEHOTO H MIPEAKUBIEMOCTTAa HA NOTOMCTBOTO, H30CTaBaHE B Pa3BUTHETO




CBPACYHO-CHIOBHTE U CKENETHH MandopMalMKd NpU HHBA Ha CHCTEMHA €KCNO3HIMA, MO-HHCKH OT
MakCUManHUuTe B KiuMHH4Hata npakthka (AUC). He ca HabmonaBand MandopMmanud TIpH IpYTH
NpoyYBaHHA ¢ TMO-BUCOKH JO3H Ha pa3lH4yHa coad Ha gyJokcetHH. llpH npoydyBaHHd BBPXY
Mpe/MOCTHATANHATA TOKCHYHOCT NPU ILTBXOBE, AYJOKCETHH BOTH 10 HEXETAHH €(EKTH B [IOBEICHHETO
Ha MOTOMCTBOTO MPH HUBA HA CHCTEMHA EKCIIO3MLMA 10-HHCKY OT Te3H B KJIMHHYHATA npakTka (AUC).

llpoyuBaHus mpu Miagy ILTEXOBE IIOKA3BaT MPEXOAHH €()eKTH BbPXY HEBPONOBEACHYECKHTE PEaKLIHH,
KAKTO M 3HAYMTEIHO HAMAJIABaHE Ha TEJNECHOTO TErJI0 U KOHCYMMpPAaHETO Ha XpaHa, MHIYKUMA Ha
YepHOAPOOHNTE EH3HMM, M XeNaToleNyIapHa BaKkyonnsaims npu 45 mg/kg/nuesHo. OOmuAaT nmpodun Ha
TOKCHYHOCT Ha JYJOKCETHH NPY MIAIH TUTEXOBE € NoJo0CH Ha TO3H MpH BB3pacTHH mwrbXxose. HMBOTO Ha
JIMIICA HA HEXeNlaHU e(eKTH e onpejencHo, ¢ ¢ 20 mg/kg/nHesHo.

6. OAPMAIEBTHYHH IAHHHU

6.1. CoHebK HA NOMOLIHHTE BellecTBA

ChabpxaHHe HA KAICY/IATA:

3axapHu chepH

XuapokceunponunMetun uenyiosa (HPMC 603 u HPMC-AS-LF)
3axapo3sa

Tank

Tpuerunos uurpar

AmoHner xuapoxcun (25% pasteop)

Onaapu 610 02A28361

Coeras Ha Onaapu 0s510 02A28361:
Turanos avokcua (E171)

HPMC 2910/Xunpomenosa (E464)
Tank

CheTaB Ha Kancy/JIHaTa o0BHBKA:
Turanos auokeua (E171)

HNuauro kapMHH

JKenarun

FD & C Cunpo 2 (E132)

YepeeH xene3eH OKCU/

JKBIIT XKETezeH oKkcH

6.2. HeenLBMeCTHMOCTH

Henpunoxunmo.

6.3. Cpoxk Ha rogHoCT

3 roAHHH

6.4. Cnenuanau yCJIOBHSA HA CBXPaHeHHE
Ha ce cpxpansaBa Ha MACTO HEAOCTBITHO 3a Aclia.

Ha ce cBXpanHsiBa B OPHTHHAIHATA OTIAKOBKa, 34 [ia C€ MPE/Na3y oT Biara.
Ha ce cpxpansaBa nop 30 °C




6.5. Baa B ¢ChABPAAHHE HA OIIAKOBKATA
Henpospaunu PVC/PE/PVDC 6nucTepr NOKPHTH ¢ ATyMUHHEBO (OITHO.

Enun Omucrep ceaspxka 15 6pos cTOMAaILLHO-YCTOMYHBHA KaNCYIH
PasMep na onakoBkarta: 30 6pos cromaiHo-ycToiuusy Kancynu (1 onakoska/ 2 61ucTepa).

6.6. CrnennaJHu Dpeana3’HH MEPKH NPH H3IXBLPJIAHE
HsMa cnenpaiHu H3HCKBAHMA.

Heunznomn3BaHusIT NNPOAYKT HIH OTIIAABYHMTE MaTCpHaJld OT HErO TpﬂﬁBa Aa € H3XBLPJIAT B
CBEOTBCTCTBHC C MCCTHHTEC H3HCKBAaHHA,

7. IIPUTEXATEJI HA PASPEINEHHUETO 3A YIIOTPEBA

HOBEJlI ®BAPMA EOOJ
yi1. OKONOBPBCTEH BT Ne 36
Codusa 1415, brarapus

8. HOMEP HA PASPEIIEHHUETO 3A YIIOTPEBA
Perdcrpaumonen Ne 20180327

9. NATA HA IThPBO PA3SPEIIABAHE/TIOAHOBSABAHE HA PASPEHNIEHHUETO 3A
YIIOTPEBA

Jata Ha TepBO pazpenleHue: 16.11.2018
JlaTta Ha mocieAHO NOAHOBABAHE:

10. JAATA HA AKTYAJIMBUPAHE HA TEKCTA

08/2023




