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KADAKIMmBDUCMuUkKa | Ha8 Npogyxma

1. UME HA JJEKAPCTBEHHUA ITPOAYKT e ;J /JF O

Jlyncesna 30 mg CTOMALUHO-YCTOHYMBH TBHPAH KarcCyjiud mspeweue Ab - 0 }
JlynceBua 60 mg CTOMAIIHO-YCTOHYHBH TBbHPAH KArCyJiH s . 66227~ U0 -10- 20
Dulsevia 30 mg hard gastro-resistant capsules e e T (e ,_H..i

Dulsevia 60 mg hard gastro-resistant capsules

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcsika cToMalHO-yCTOMYMBA TBBP/iA KancyJia cbabpxka 30 mg nynokcetuH (duloxetine) (kaTo
Ny JIOKCETHHOB XUAPOXJIOPHA (as duloxetine hydrochloride)).
Bcska cTOMalIHO-YCTOHYHBA TBBpP/A Karncyna chabpxka 60 mg nynokcetuH (duloxetine) (karo
IyJIOKCETHHOB XHAPOXJIOPHA (as duloxetine hydrochloride)).

[TomMoLHO BeLIECTBO ¢ U3BECTEH edeKT: 3axapo3a.
Besika 30 mg croMauiHo-ycToiiurMBa TBbp/a KarcyJia Cbabpika 10 43 mg 3axapo3sa.

Beska 60 mg cromMalHO-yCTOWYHBA TBBPAA KancyJia cbabpka A0 87 mg 3axaposa.

3a MbJIHUSA CMUCHK Ha MOMOLIHUTE BELIECTBA BHXKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

CromMalHo-yCcTOMYMBA TBHPAA KaricyJja.

30 mg: Beau 10 noutu Genu neseTH B TBbPAA )KENaTHHOBA KarcyJia ¢ pasmep 3 (Cpe/iHa Ab/DKMHA
15,9 mm). TanoTo Ha Kancyaara e 6510 W KanayeTo € TbMHO CHHBO. BbpXy TAJIOTO Ha Karncyiara €
orne4araHo 30 B 4epHo.

60 mg : benu 10 nouTtH Genn nesieTH B TBbP/A XKENATHHOBA KancyJia ¢ pasMep 1 (cpenna abmKHHA
19,4 mm). Tmmrmmmamseneﬂoamqmemocmo BBpXy TAJIOTO Ha
Kancynarta e orrne4arano 60 B uepHo.

4. KJIMHWUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHA

JleyeHune Ha rojiiMo AE€NPECHBHO pPa3CTPOHCTBO.
Jleuenue Ha nuadeTHa nepudepHa HeBponaTHa 00JIKa.
JleyeHue Ha reHepasIM3uPaHO TPEBOXKHO Pa3CTPOHMCTBO.

JlynceBua € noka3aHa npv Bb3pacTHH.
3a fonbAHUTEIHA HHPOpMaLMs BHXKTE To4ka 5. 1.

4.2 Jlo3MpoBKA H HAYHH HA NPHJIOKEHHE

EO'SHQOBI{H

[onsamo oenpecusno pascmpoucmeo
HauyanHara u npenopbuMTeIHaTa NOAABbPKALLA A03a € 60 mg BeAHBXK JHEBHO, C UK 0g
Haa 60 mg BeAHBXK AHEBHO, 10 MaKCHUMasiHa a103a oT 120 mg BeIHBK THEBHO, Ca OLI
MEepPCrNeKTUBHU KIMHUYHHU NMPOYUYBaHHs 3a 0e30nacHOCT. Bbnpeku ToBa, HAMA I{J'IHH

MOrart aa uMart noJiza ot ﬂOKﬂ'—IEEIIIJ.O TUTPUPAHE HA 1034aTa.




O6UKHOBEHO TepaneBTHUEH OTrOBOP ce Habmoaasa ciel 2-4 CeIMHUYHO JIEYEHHE.

3a na 6bae NpeaoTBpaTEH PELUNB, Cltel KOHCOJUIHPAHE HA aHTHACTIPECHBHUA OTIOBOP, €€
NPenopbYBa JEUYEHUETO Aa NMPOABIKH HAKONIKO Meceua. [1pH nauueHTH, KOUTO ce MOBTUABAT OT
JIEYEHHE ¢ TYIOKCETHH W UMAT aHaMHe3a 3a NOBTOPHH €NH301 Ha roffMo AENpPECUBHO Pa3CTPOHCTBO,
MOJXKE Aa C€ B3eME M0 BHHMAaHHe No-HaTaTbhILHO ABArOCPOUMHO nedeHue ¢ Ao3a ot 60 mg no

120 mg/nHeBHoO.

T'enepanuzuparno mpegodCHo pazcmpoucmso

[penopbhyBaHaTa HA4aNHA 4033 NPH NALKHEHTH C FEHEPATH3HPAHO TPEBOXKHO pas3CTpoicTBO € 30 mg
BEIHBK OHEBHO, ¢ WiH 63 XpaHa. [Ip1 nauyeHTH ¢ He3a40BOAMTENEH OTroBOp Ro3aTa TpsaGBa na ce
yBenuuy 00 60 mg, koeto € obnuaitHaTa NoAABPIKALLA 103a NPH MOBEYETO MALHEHTH.

[py naupeHTH ¢ KOMOPOHAHHM TrOJIEMY ACNPECHBHY €NU304M HA4YATHATA M NOAAbpPKaLllaTa 1032 €
60 mg seAHBK THEBHO (MO, BIXKTE CBLUO MPENOPBKUTE 38 A03UPaAHE NMO-Tope).

Ho3u go 120 mg AHEeBHO ca MOKa3ajiy, 4Ye ca €(PEKTHBHU U Ca OLIEHABAHH OT NEPCNEKTHBHH KIIHHHUYHH
Npoy4YBaHHA OTHOCHO Oe3onacHocTTa. CneaoBaTeNHo, MPH NALKHEHTH ¢ HE3aJ0BOJINTENEH OTTOBOP OT
60 mg, Moxxe na ce MMa npeasuj ysenuueHue 10 90 mg unu 120 mg. YeenuueHueTo Ha 103aTa
TpAOBa Ja € BBb3 OCHOBA HA KIHHHUYHHA OTTOBOP U NOHOCHMOCTTA.

Cnen KOHCOMHAHpaHE Ha OTTOBOPA, CE€ NPENOpPbYBA IEYEHHETO Aa NPOAL/DKH OUIE HAKOJIKO Mecela, 3a
na ce uzderHe peLuImB.

Lluabemna nepughepra nesponamua boaxa

Hauannata » npenopbYMTENHATA NOAABPKALIA 1032 € 60 mg BeaAHbXK AHEBHO, C HAH Oe3 xpana. [Ipu
MEPCNEKTUBHH KIMHUYHK MPOYYBaHHA OTHOCHO 0E30NacHOCTTa ca OLeHsBaHH 403K Hax 60 mg
BeAHDBK JHEBHO, A0 MaKCHUMaaHa go3a oT 120 mg qHeBHO, NPHI0KEHA HA PABHH Pa3iC/ICHH PHEMH.
[Tna3zMeHHUTe KOHLIEHTPALHH Ha AYJOKCETHH NPOSBABAT roNsMa HHTEPUHAHBUIYAIHA BapHaOHIHOCT
(BXK. Touka 5.2). CneaoBaTe/NHO, HA HAKOH NMAaLMEHTH, KOHTO ¢a OTrOBOPHIMA HE3aA0BOIUTENHO Ha

60 mg, moraT na ca NONE3HH NO-BUCOKH JO3H.

OTroBopbT KBbM JICHEHHETO TpabBa na Obae oueHsBal cnea 2 Mecena. [lpy naLMeHTH ¢ HERAOCTATHLYHO
MTbPBOHAYATHO MOBIMABAHE € MAIKO BEPOATECH AOMBIIHUTENEH OTIOBOP Clie[ TO3H MEPHOL.

TepanepTHuHaTa nosza TpsabBa Aa 6bAe NpeoLEHsIBaHa PEryJAPHO (MOHE Ha BCEKH TPH Mecela) (BiK.
TOuKa 5.1).

Creyuannu nonyaayuu

Ilayuenmu e cmapuecka év3pacm

[Ipu mauKeHTH B CTapyecka Bb3pacT HE CE NpenopbyYBa afanTHpaHe Ha [03aTa € AHHCTBEHO Bb3
OCHOBA Ha Bb3pacTTa. BuApekH ToBa, KAKTO NPK BCAKO NIEKAPCTBO, C€ H3UCKBa NOBHLICHO BHUMaHHE
KOraTo ¢e JICKYBaT NalHEHTH B CTAp4YECKa Bb3pacT, 0codbeHo ¢ Jlyncerua B AHeBHa xo3a oT 120 mg
NpH roieMH AENPECHBHH SMTU30AH WK FCHEPATUIUPAHO TPEBOXKHO PA3CTPOHCTBO, Thit KATO HMa
OorpaHUueHU NaHHH (BXK. TOUkd 4.4 1 5.2).

Heprodpobro yepescoare
Hynceeua He TpaOBa Ja ce M3NOJI3BA OT NAUMEHTH ¢ YepHOAPOOHO 3aboniasaHe, 10BENO A0
yepHOApOOHA HeAOCTATHYHOCT (BXK. TOUKH 4.3 U 3.2).

bvbpeuno yapeacoane
He e HeoGX0AMMO KOPUrHpaHe Ha 103aTa NPH MalLMEHTH C JieKa 10 yMepeHa 6u6peuna el
(kpearuHUHOB KIHPBHC 30 10 80 ml/min). yncesua He TpsaOea 1a ce ynorpedaBa oT JAIRRE
TexKo 6B0peuHo yBpexaaHe (KpeaTHHHHOB KIMPbHC <30 ml/min; BXK. To4Ka 4.3).




ITeouampuuna nonynayui

JlynokceTHH He TpaOBa na ce ynotpe6GaBa Npu AeLia M FOHOLUM HA BB3pacT noA 18 roawxu 3a neueHue
Ha roJIAMO AETIPECHBHO Pa3CTPOHCTBO, NopaaH ChobpakeHHs 3a H€30MaCHOCT H ePUKACHOCT (BXK.
TOoukd 4.4, 4.8 u 5.1).

BezonacHOCTTa ¥ e(pUKACHOCTTA HA AYJOKCETHH 32 JICUEHHE HA TCHEPAIM3IHPAHO TPEBOXKHO
pa3CTPOHCTBO NPH NEJHATPHHHYA NALKEHTH Ha BB3pacT 7-17 roanun He ca ycradoseHH. Hannunnre
MoHacToAllEeM JaHHHU ¢a onucaHy B Touku 4.8, 5.1 n 5.2.

BezonacHocTTa ¥ €PHKACHOCTTA HA AYJIOKCETHH 3a JeUeHHe Ha nuabeTHa nepydepHa HeBponarHa
0OnKa He ¢a U3CNCABAHH. JIMTICBAT NAHHH.

IIpexvceane na nevenuemo
Tpabpa na ce n3dsarsa pasko npekscane. Korato ce npekbesa nedyexue ¢ lyncesna, nosara tpadea

na Obae HaMansaBaHa NOCTENEHHO 3a MEPHO/ OT MOHE eIHa OO0 ABE CSAMMULIM, 32 1a C€ HAMAJTH PUCKA OT
peakuHH Ha oTHeMaHe (BK. ToukHd 4.4. ¥ 4.8). AKo CJie] HAMAIABAHE HAa 103aTa WIH NPH NPECKBCBAHE
HA JIEYEHHETO CE NOSABABAT CUMITTOMM Ha HEMOHOCHMOCT TpaOBa fa ce uMa NpeaBy/ NOJHOBSABAHE Ha
Ha3HayeHaTa npeav ToBa 1o3a. Bnocneacreue, JekapaT MOXe Ja NPOAWIKH Aa HaManaBa 103aTa, HO
no- NOCTENEHHO.

HayuH Ha npuiaQgKeHHe
3a nepopanHo NMPUIOKEHHE,

4.3 IIpoTHBONOKA3ZAHHA

CBpPBLXYYBCTBUTETHOCT KbM aKTMBHOTO BELIECTBO HJIM HAKOE OT MOMOLIHHTE BELUECTBA, U30poeHH B
TOYKaA 6.1.

EaHoBpeMeHHOTO npuioxeHue Ha [lynceBra ¢ HeCeNeKTHBHY, HEOOpaTHMH HHXHOHUTOPH Ha
mMoHoaMHHooKcHaa3aTa (MAO-HHXHOHUTOpH) € MPOTHBOMOKA3aHO (BX. TOUKa 4.5).

YepHoapoOHO 3a60naBaHe, BOACLIO A0 YEPHOAPOOHO YBpEKIaHe (BK. ToUKa 5.2).

Iynceeuna He TpAOBa 1a ce npuiaara B koMOuHauug ¢ QiIyBOKCAMMH, LUNPOQIIOKCALIMH UNH
eHokcauuH (T.e. MOIHH CYP1 A2 uuxuObuTopn), Thii KATO KOMOUHHPAHETO BOAH A0 NOBULLEHY

JIa3MEHY KOHLIEHTPALWH Ha NYAOKCETHH (BX. TouKa 4.5).
Texxxo 6L0peuHo yBpexnaHe (KpeaTHHHHOB KIHpbHC <30 mi/min) (Bk. Touka 4.4).

3anouBaHe Ha NeveHHe ¢ JlynceBua € npoTUBONOKA3aHO NIPH NALMEHTH ¢ HEKOHTPOJIMpaHa
XHUIIePTOHUA, Thil KATO MOXE Aa MINOKHU MALMEHTHUTE HA MOTEHLUHMATIEH PUCK OT XHIIEPTOHHYHA KpH3a
(BxK. ToukH 4.4 u 4.8).

4.4 ChneunajHR NpeaAyNpeXIcHHA H NpeINa3nd MEPKH OpH ynorpedba

Manus u npunaovyu
Jlyncesna TpaOBa aa ce npunara ¢ BHUMaHUE NMpPH MalHEHTH C aHAMHE3a 3a MAHHS WIH ¢ AHarHo3a
OUNONAPHO pa3CTPOHCTBO H/WIH NPHUNAABLIK.

Muopuaza

CrobuiapaHa e MHAPHA3a, CBbP3aHA C AYJIOKCETHUH, 3aTOBA NpeANUcBaHeTo Ha Jlynces
¢ NOBHUIEHO BLTPEOUHO HAIATAHE WJIH TAKMEA C MOBHIIEH PUCK OT OCTPA TACHOBIbJIHE
Tp#OBa Aa cTaBa ¢ BHHMaHHE.




Kpveno naaszane u copoeuna yecmoma

[Ip¥ HAKOM NMALMEHTH AYJIOKCETHH CE€ CBbP3Ba C NOBULIABAHE HA apTEPHATHOTO HANATAHE H KJIHHHYHO
3HauuMa XuneptroHus. ToBa MOXe 1a ce ABDKKM HA HOpaApeHEPrHYHKUA €PEKT Ha AYJTOKCETHH.
JloknaasaHH ca CNy4aM Ha XUIIEPTOHUYHU KpH34, 0COOEHO MPH NALMEHTH ChC CHIUECTBYBALLA BEUE
XWNEPTOHUA. 3aTOBA MPH NMALWEHTH ¢ YCTAHOBEHA XMIIEPTOHUA H/WIIH APYTO ChPACYHO 3a00NABaHE CE
npenopbuBa rpocieAiBaHe Ha apTePUAIHOTO HaNAraHe, 0COOEHO No BpeMe Ha MbPBHS MeCEL| Ha
neyenue. [lynokceTus Tpabsa na ce U3n0J138a C BHUMAHHWE MPH NMALKEHTH, YHETO CHCTOSHHE MOXKe Na
ce BJIOLIH OT MOBHLLABAHE HA ChPAEUHATA YECTOTA WIH OT NOBHILABAHE HA aPTEPHATHOTO HANATaHE.,
IlynokceTHH TpaGBa Aa ce NPUIAra BHHMATETHO M C JIEKAPCTBEHH NPOAYKTH, KOMTO MOraT aa
HApYLUAaT HEroBus MeTaboaU3BM. (BK. Touka 4.5). [Ipy nauHeHTH ¢ NepCHCTHPALLO MOBHILABAHE HA
apTEPUATHOTO HANATAHE 1O BPEME Ha NMPHEM HA AYNOKCETHH TpsiOBa Aa ce 00CHhAH NOHKHXKABAHE Ha
A03aTa WIH NOCTENEHO NpeKpaTaBaHe Ha AeyeHueTo (Bx. Touka 4.8). [lpy naumeHTn ¢
HEKOHTPOJIMpaHa XHNEPTOHUA He TpADBa Ja ce 3anoyBa JICUEHHE C YJOKCETHH {BXK. TOUKa 4.3).

bvbpeuno yapeocoane

[ToBHLLEHH MIa3MeHH KOHLIEHTPALIKK Ha AYJOKCETHH ca HabIIoAaBaHH NPU NALHEeHTH C TeXKO
OBOpeUHOo yBpeXaaHe, MOAI0KEHH Ha XeMonHann3a (kpeaTuHHHOB KidpbHC <30 ml/min). 3a
MalHeHTH ¢ TeXkKOo OuOpeyHo yBpexkaaHe BIoKTe Touka 4.3. 3a uHPpopmaums (10 OTHOLICHHE Ha
NAaLHEeHTHUTE C JieKa A0 YMepeHa OpOpeyHa HEAOCTATHYHOCT BHXKTE TOUKa 4.2

CepomoKuno8 CunOpOM/He8PONENMUNEH MATUCHEH CUHOPOM

KakTo npy 1eueHHKe ¢ ApYrd CEPOTOHHHEPrHUHH IEKAPCTBEHH CPEACTBA, TaKa U MPH JICUEHHE C
OYyNOKCETHH MOJKE Aa HACTbIK CEPOTOHHHOB CUHAPOM WIH HEBPONENTHYEH MATTUTHEH CHHAPOM
(HMC) — eaHo BB3IMOKHO XKHBOTO3ACTpAlUABALLO ChCTOAHHE, OCOOEHO NMpPH eJHOBpEMEHHa ynoTpeda
Ha IPYTH CEPOTOHHHEPTrUYHH NekapcTBeHH NpoAyKTH (BrunounTeaHo SSRIs, SNRIs, tpuunxinunn
aAHTHAETIPECAHTH WIH TPUIITAHH), C IeKapCTBEHH CPEICTBA, KOMTO Hapyluapat MeTaboiu3Ma Ha
cepoTOHMHA, KaT0 MAO-UHXUOUTOPH, HAKM C AHTUTNICUXOTHYHH NEKAPCTBEHU CPEACTBA UK JPYTH
AONAMHHOBH aHTArOHUCTH WIH OynpeHOPpHUH, KOSTO MOXE J1a MOB/IKAE HA CEPOTOHHHEPrHYHHTE
HEBPOTPAHCMHUTEPHH CHCTEMH (BX. TOUYKHK 4.3 # 4.3).

AKO eJHOBPEMEHHO JIYECHHE ¢ TYNAOKCETHH H APYTH CEPOTOHHHEPTHYHH JIEKAPCTBEHH
CpeAcTBa/HEBPONEITULIH, KOUTO MOTAT 1a NOBIHAAT HA CEPOTOHHHEPrHYHUTE B/ WIH
AONAMHHEPrIYHUTE HEBPOTPAHCMHUTEPHH CUCTEMM, € KJIHHHYHO ONpaBlaHo, C€ NPENnopbYBa
BHUMATEIHO HaOMOAeHHE Ha NALMEHTHTE, 0CODEHO NPH 3aMN04YBAHE HA JICUCHUETO W NOBHLUABAHE HA
ao3ara.

CHMNTOMH Ha CEPOTOHUHOB CHHIPOM MOXe ca NPOMEHH B ICHXHUYHUA cTaTyc (Hanp., Bb30yaa,
XANMIOLIKHALIMK, KOMA), BEr€TaTHBHA HECTAOMTHOCT (Hanp. TaXUKapaud, KonedaHUd Ha KPhBHOTO
HANATaHe, XHIEPTEPMHs ), HEPBHO-MYCKYJTHH HapyLUeHHs (Harp. XuneppeduekcHs, JIMNca Ha
KOOPAUHAUHMA) W/ WA CTOMAUIHO-YPEBHH CHMITTOMHM (Hafp. raeHe, NoBpblaHe, AHapH ).
CepOTOHHMHOBHAT CHHAPOM B Hail-Texkkata cd opma Moxke Aa HanoaotOssa HMC, koiTo Biutousa
XHINepTEePMHS, MYCKYJIHA PUTHAHOCT, TTOBHLUICHHA HUBa Ha CEPYMHA KpeaTHH KHHa3a, aBTOHOMHaA
HeCTaOWIHOCT C Bb3MOXHA Obp3a QUIyKTYalua Ha *H3HEHHUTE NOKA3aTeNH H MPOMEHH B NCHXKYHOTO
CbCTOSHHE.

Kvam xanwmapuon
[To BpeMe Ha €THOBPEMEHHOTO NPHUIOKeHHe Ha JIy/iceBHa H PaCTUTENTHH NEKAPCTBEHH MPOAYKTH,
ChAbPKALLUM XKBIAT KAHTApHUOH (Hypericum perforatum) MoOxe 1a ¢a Mo-4€CTH HEXKENAHHTE PEaKIiH,

Camoybuiicmeo
["onsMO AeNPECUBHO Ppa3CTPOMCTRO M MEHEPaIU3HPAHO TPEBOKHO pasCcTporcTBO: HenpecH gt q@%ﬁw lp
CBBHP3Ba C NMOBHILEH PUCK OT MHCITH 3a CaMOyOHHACTBO, CaMOHapaHABaHE U caMOYOUHCTBO 7 /
CBBp3aHH cvOuTUA). TO3M PHCK Ce 3ana3Ba A0 HACTHLIIBAHE HA 3HAYMMa pEMHCHA. b K? i
noRoOPEHUE MOXKE Aa HE HACTBIU NO BPEME Ha MbPBUTE HAKOJIKO CEAMHLIU OT JIEUECHHE p&
IBJTBI IEPUOA, NaUHeHTUTE TpAdBa Aa ObaaT nNpocieAsiBaHH BHUMATENHO J0 HACTHITBAHYTT
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noaoOHo noaobpenre. OOLIMAT KIIHHAYEH ONMT NMOKAa3Ba, Y€ PHCKBT OT CAMOYOHHCTBO MOJKeE Aa ce
NOBHILM MIpe3 paHHUTE €TAlNH HA Bb3CTAHOBSBAHE.

JIpyry NnCUXHYHK CHCTOSHU, 33 KOMTO ce npeanucsa JlyaceBua, MOXKe ChLUO Ja ¢4 CBbP3aHH C
MOBHUIUIEH PUCK OT CHOUTHUSA, CBBP3aHH CbC caMOYOHICTBO. B foMbiHeHHE, TE3H CHCTOAHHA MOXE 1A
ca KOMOPOHAHH C TrOIIMO AENPECHBHO pa3cTpoicTBO. CeA0BATENHO CHUIMTE NPEATNa3Hi MEPKH,
CNA3BaHM NPH JIEHEHHE HA MALMEHTH C TOJIAMO AENPECHBHO pa3cTPOCTBO, TPAOBA Aa ¢ CnasBar
Nnpy NleyeHHe Ha MalHeHTH C APYTH MCHXHYHH Pa3CTPOHCTBA.

UssecTHO €, ye NalHeHTH C aHaMHE3a 32 CYHLHA-CBbLP3aHH CbOMTHA WM TaKHBa, NMPOABABALLY
3HAYHTEHA CTENEH HA CYHLIMAHH MHUCJIH MNPEAH HAYATOTO HA JICYEHHETO, HMAT NO-BUCOK PUCK OT
CYHLIMAHH MHUCIIH KITH CYMLIMAHO NOBeeHUE M TpaOBa Aa noiy4aT BHAMATENIHO HabnioaeHHe no
BpeMe Ha JeueHdeTo. Mera-aHanu3 ot iauedbo KOHTPONHPAHH KITHHHYHH H3IIHTBAHKMA C ICKAPCTBCHH
NPOAYKTH - AHTHAETIPECAHTH NPU ICHXHYHH HAPYLUICHHKS MOKAa3Ba NMOBHUILEH PHCK OT CYHUHIIHO
OBEICHUE NPH AHTHAENPECAHTUTE B CpaBHEHHE C IU1auedo nNpy NauMEeHTH Nnoj 25 roAHiliHa Bb3pacT.

CpboOlaBanu ¢a cJyuad Ha CYHLIMAHH MHC/H M CYULIMAHO MOBEAEHHE MO BPEME Ha JIEUYCHHE C
AYMOKCETHH WY BeAHAara clie] NpeKpaTaBaHe Ha e4eHHeTO (BX. Touka 4.8).

MeaukaMeHTO3HOTO JieyeHue TpaOBa Ja ¢e ChIIBTCTBA OT BHUMATEIHO MPOCISAABAHE HA NALMEHTUTE
1 Hall- Beye Te3H ¢ BHCOK PHCK, 0¢coBeHO B HAYANOTO HA JICUCHUETO M NPH NPOMAHA Ha N03aTa.
[TauueHTHTE (M TE3HU, KOMTO Ce IPDKAT 33 NaLyeHTH) TpAOBa fa ObaaT NOArOTBEHM 3a HYXKJAaTa OT
npocieAsBaHe 3a MOoABa Ha BCAKO KIIHHUYHO BIOLIABAHE, CYHLIHAHO NOBEAEHHE HIIH MHCIIH H 33
HeoOWUYalH{ MPOMEHH B NOBEJEHHETO H, aKO MMa TAKHBA CUMMTOMHY, He3abaBHO fAa Obae noTbpceH
JICKAPCKH CHBET.

Huabemna nepughepra Heeponamua b6oaxa: Kakro npu Apyrd JeKapCcTBEHH MMPOAYKTH € IOA0OHO
dbapMakonoruyiro AeAcTBHE (AaHTUAENPECAHTH) €a ChOOLIABAHH OTAEIHH CIIYYaH HA CYHLIUAHKH KAEH H
CYMIIM{HO MOBEJEHHE MO BPEME HA JICHUEHHUE C AYTOKCETHH HWIH BEHAra ¢/l NpeKpaTaBaHe Ha
neyeHneTo. OTHOCHO PHCKOBH (PaKTOPH 3a CYHMLMIHOCT MpPH AEMpecHs, BWKTe no-rope. Jlekapute
TpAOBa 1a HaChpPUYaBaT NALUMEHTHTE MO BCAKO BpeMe Aa ChoOLLABAT 32 BCAKAKBH THKHH MHUCIIH MJIH
JyBCTBA.

Ynompeba npu deya u jonowu noo 18-200uwna ev3pacm
Hynacesna He TpaOBa Aa ce H3MOJI3BA 34 JICYEHHE HA ACLA Y IOHOWH noA 18 roaxiIna Bb3pacT.

CyHUMIHO NopeieHHE (CYHLHAHH ONHTH H CYWUWAHU MHCIIH) H BpaXkaeOHOCT (ITpeANMHO arpecHs,
OMNMO3HLIMOHHO NOBEACHUE M THAB) ca HabalonaBaHy NMpH KIIHHHUYHK NPOYUBAHHA MO-4ECTO NPH Aela H

IOHOLIIM, IEKYBAHH C aHTHETNPECAHTH, B CPABHEHHE € Te3H JIEKYBAHH C utauebo. Ako, Bb3 OCHOBA Ha
KIIMHH4YHA HYKIA, HE3aBHCHMO OT TOBA, CE B3EME pPEILICHHE 32 JICUEHHE, NaLHEHTHTE TpAOBa
BHUMATENHO A2 ObAAT NpPoCneaABaHHM 3a NOABA HA CYMLIMIHH CHMITTOMH (BK. To4ka 5.1). B
AOITBbJIHEHHE, NPH AELIA H IOHOLLUH JIUINCBAT OBJIFOCPOHHH NPOYUBAHUA 38 DE30MACHOCT MO OTHOLUEHHE
HA PacTeX, Ch3PABAHE W KOTHHTHUBHO Y MOBEAECHYECKO pa3BUTHE (BXK. Touka 4.8).

Kpveouznusu
Hma crobiueHua 3a aHOMaHH KPbLBOTEUEHHS, KATO CKXHMMO3H, TyPIypa M CTOMALUIHO-YPEBHO KbPBEHE
¢ MHXHOMTOpHTE Ha 00PATHOTO 3axBaulaHe Ha ceporoHuHa (SSRIs) u unxubuTOpH Ha 0OpaTHOTO

3axBallaHe Ha cepoToHuH/HopaapeHanuH (SNRIs), skmouurenHo aynokcerud. JlyJIOKCETHH MOXe

12 TIOBUIIH PHCKA OT NOCIEPOAOBO KPLBOTEUEHHE (BXK. TOUKA 4.6). [Ipenopbusa ce BHHMaHHE

[PH NALHEHTH, NMPHeMaLLH aHTUKOArylaHTH W/ WIH IEKAPCTBEHH MPOAYKTH, 32 KOUTO € U3BECTHO Ye,
nopjuaBaT TpoMOoLMTHaTa PyHKLHA (Hanp. HCTIBC mnu auetuncanuumnnosa kucenuHa - ACK
MPH NALHEHTH ¢ H3BECTHA CKITOHHOCT KbM KbPBEHE.

XunoHampuemus
[Ipu npunarade Ha [lyncerya € cpodlaBaHa XMNOHATPHUEMHUS, BKIIIOUHTEIHO Cliyvau
HaTpuii no-HUCEHK OT | 10 mmol/l. XunoHnarpuemnsta Moxke Aa ce ABHKH Ha CHHAPOM




cekpeums Ha aHtnauyperuueH xopMoH (CHAJIC (SIADH)). IToseueto ciiy4an Ha XHNoHaTpHEMUA Ca
chLOOLIaBAHHU NPH NALMEHTH B CTap4ecka Bb3pacT, 0COOeHO B KOMOMHAUMA CbC CKOPOLLIHA AHAMHE3a 33
MY HAJIMYME Ha CHCTOSHHUE, MpeApa3noarallo KoM NpOMEHH BbB BoAHMA OanaHc. HeoOxonumo e
BHUMAaHHE MPH NALMEHTHTE C MOBHUILEH PHCK OT XHUMOHATPHEMHA; KATO TaKHBa B CTApUECKa Bb3PacT,
nalMeHTH ¢ LHPpO3a, ACXHAPATHPAHH NAUMEHTH WIH NALUMEHTH Ha NeYeHHe C ARYPETHLH.

IIpeycmarnoesasarie Ha reyenuemo
CHMAOTOMHTE Ha OTHEMAHE Ca YE€CTH MPH MPEeKbCBAHE HA JICUEHUETO, OCODEHO B CllyHaUTe, KOraTo

PeKbCBAHETO CE U3BBPLLUBA PA3KO (BXK. TOUKa 4.8). [IpH KIHHWYHO NpoyuBaHe, HEXeNaHH CHOUTHA,
HaO1I00aBaHH NPH PA3KO NPeKbCBaHE HAa JICYEHHETO, ca AOKIaABAHHU NpU okoso 45% OT nauMeHTHTe
NeKyBaHH ¢ OYJIOKCETHH W npu 23% OT nauMeHTHTE npuemManu nnauedo. PUCKBT OT CHMITTOMH Ha
orHemanero Habnmonasanu npu SSRI’s u SRNI’s Moxke O 3aBUCH OT MHOXKECTBO (PaKTOPH,
BKJTIOYHTETHO MNPOABLIKHTEIHOCT H JO3HPOBKA HA JICUCHHETO U CTENEeH Ha HaMallaBaHe Ha Jo3ara.
Haii-uecro HabnionaBaHHTE peaklinu ca IOCOYEHHU B TOUKa 4.8.

OOHKHOBEHO, CHMITTOMHTE €a ICKH A0 YMEPEHH, BBLIIPEKH, H€ MPH HAKOH OT MNALUCHTHTE TE MOXE Aa
ObAAT TEXKHU MO HHTEH3UBHOCT. Te 0OMKHOBEHO BB3HMKBAT B PAMKHTE Ha ITbPBUTE HAKOJKO JHH OT
MPeyCTAHOBABAHE HA IEYECHUETO, HO Ca JOKIAABAHH H PEAKH Clly4YaH Ha TaKHBa CHMITTOMH IpH
NauXueHTH, NPOMYCHANH 0034 MO HEBHHMaHHWE. KaTo udno, Te3u CHMITTOMH Ca CaMOOTpaHH4aBalliH ce
H OOUKHOBEHO MPEMHHABAT B pAMKHTE HA 2 CEIMHLM, HO MPH HAKOH HHAHWBHIH, T€ MOXKE /1a ca
HAJTHLIE NO-NPOAWDKHUTENHO (2-3 Meceua win noeeue). ETo 3allo, ce npenopbysa NOCTENEHHO
HaMaNABaHEe HA J103aTa Ha AYJOKCETHH MPH NPEyCTAaHOBABAHE HA JICHEHUETO 3a MEPHOJ OT HE 110~
MAaJIKO OT 2 CEAMMLIM, B 3aBUCHMMOCT OT MOTPeOHOCTHTE HA NMaLMeHTa ( BXK. TOuKka 4.2).

ITayuenmu e cmapuecka ev3pacm

HaHnure 3a ynorpeba Ha 120 mg qynokceTH Npy MaLHeHTH B CTapYecKa BL3PacT C rofsM
NenpecruBeH enr30 H reHEPATM3MPAHO TPEBOKHO Pa3CTPOHCTBO €a OrPaHHYEHH. 3aTOBA, IEYEHHETO
Ha NaLKMeHTH B CTap4ecKa Bb3pacT ¢ MaKkCHMalHa 103a TpadBa Ja cTaBa ¢ BHUMaHHe (Bx. Touka 4.2 u

5.2).

Axamuzus/ncuxomMomopro be3noxoucmeso

Ynorpebara Ha JYNOKCETHH C€ CRBP3BA C PA3BUTHE HAa AKATH3HA, XapakTepu3npalllia ce Che
CyOEKTHBHO HEMPHUATHO WIK U3TOLIUTEIHO OE3MOKOACTBO H HY2KAa OT YECTO ABHIKEHUE, ChNPOBOACHA
OT HeCMOCOOHOCT 3a CEACHE U CTOCHE Ha eHO MACTO. TOBa € NMO-BEPOATHO Ja CE NMPOABH B PAMKHMTE Ha
MbPBHTE HAKOJIKO CEAMMUH OT JieueHHeTO. [IpH MaLMEHTH, KOMTO NMOTy4aT TE3U CHMITTOMH,
NOBHLLABAHETO HA A03aTa MOXKeE Aa Obae BpeoHO.

Jexapcmeenu npooykmu, CeObpiIcatfu OYAOKCEMUuH

JyNOXCEeTUH ce U3NON3Ba Mo pa3IHyHH ThPrOBCKH MapKH 3a HAKOJIKO NoxaszaHus (JIeUeHUe Ha
nuabeTHa HesponaTHa OosKa, rONeMH JENPECHBHHU €MH304H, TeHepaNH3IHPaHO TPEBOXKHO
pa3CTPOHCTBO H YPHHHA CTpeC HHKOHTUHEHIUA). Tpabsa aa ce u3barea ynorpedara Ha noseye oT
€IHH OT TE3H MPOAYKTH.

Xenamum/nosuweru YyepHoopobHu eH3uMt

CpobO11aBany ca cnyyan Ha YepHOAPOOHO YBPEXKAaHE, BKIIKOYHTENHO CHIHO NOBHILABAHE HA
yepHoApoOHUTE eH3uMH (> 10 MbTH Haa ropHaTa rpaHMdLa Ha HOpMAaTa), XeNaTHUT H XKbJTEHHLA, C
nynokceTuH (Bx. Touka 4.8). [ToBeueTo OT TAX HACTHNBAT 10 BPEME HA ITbPBHTE MECELIH JICYCHHE.
XapakTepbT Ha YepHOOPOOHOTO YBpEIKIAHE € NPeAUMHO XenarouenynapeH. JlynokceTHs Tpabsa aa
C€ M3MOM3Ba ¢ BHHMAHHE pH NMAUUEHTH, IEKYBAHH ¢ JIPYTH JIeKapCTBEHH NPOAYKTH, CEBP3BaHH C

YBpPEXKAAHE HA YepHUs apod.

Cekcyanna oucqynxyus
CeleKTHBHHTE HHXUOUTOPH Ha 00paTHOTO 3aXBallaHe Ha cepoToHHHa (SSRIs)/ MHxubu
00paTHOTO 3axBaillaHe Ha CEPOTOHHHA H HOopaapeHanuHa (SNRIS) Morar na npyUuMHAT
cekcyaslHa AMchyHKUUA (Bx. To4Ka 4.8). MMa ¢cbodiueHHs 33 NPoABLIKUTENHA CEKCyal
AUCPYHKLMSA, PH KOSTO CUMIITOMHTE MTPOABIIAKABAT BbNPEKH NPEKHCBAHETO Ha NpHEMA




SSRIs/SNRL

3axapoza
Jlynceeua cnaAbpXka 3axapo3a. [lauuneHTure ¢ peaky HacneACTBEHHM NMpobaeMH Ha HENOHOCHMOCT KbM

¢ pyKTO3a, MNIKOKO30-TAIaKTO3Ha ManadbcopOLMa HIH 3aXapa30-H30MANTa3Ha HEOCTATBYHOCT He
TpaOBa Ja npyHeMar TO3H JIEKAPCTBEH MPOOYKT.

4.5 BiaumoaeiicTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH GOPMH HA B3AHMOACHCTBHE

Huxubumopu na mono-amuno oxcuoazama (MAO-unxubumopu): Ilopagu puck oT CEpOTOHUHOB
CHHAPOM, AYJIOKCETHH He TpAOBa Ja ce M3Mmos3Ba B KOMOHHAUNA C HECENEKTHBHH, HeoOpaTHMH
MOHOAMHHOOKCHIa3HH HHXUOUTOpH (MAQO-HHXHOUTOpH) UM B paMKkuTE Ha nioHe 14 oHu chex
npexbcBaHe Ha neuerneTo ¢ MAO- nHxubuTopH. B3 ocHOBa Ha MOMYXKHBOTA HA AYJOKCETUH, €
HeO0OXOAHMO J1a H3MHHAT NMoHe 5 aHM cned cridpaHe Ha yncesHa H npeau 3anousaHe Ha MAO-
HHXHOUTOPH (BXK. TOUKa 4.3).

He ce npenopruBa eIHOBPEMEHHOTO npwiokeHHe Ha JlynceBua cbe cenektuBHH odbpatimMn MAO-
HHXHOUTOPH, KaTo MoKIoOemMua (Bx. Touka 4.4). AHTHOHOTHKBT JIMHE30IHI € OOpaTHM
HecenekTuseH MAQO-HHXHOHTOP 4 He TpAOBa Ja ce AaBa Ha MAlUUWEHTH, JeKyBaHH ¢ lyiceBna (BX.
Touka 4.4).

Huxubumopu va CYPIA2: Toit kato CYP1A2 yuacTBa B MeTab0on13Ma Ha Ay/IOKCETHH,
eIHOBPEMEHHOTO MPHIIOKEHHE Ha TYJIOKCETHH ¢ MOLIHU HHXHOHTOpH Ha CYP1A2 ¢ Bb3MOXHO Ja
AoBeAe Aa MO-BHCOKH KOHUEHTPaLUHU Ha AyNoKceTHH. PnyBokcaMuu (100 mg BeaHBbK AHEBHO),
molueH HHxHouTop Ha CYP1 A2, HamansaBa NPUBHAOHKMA ILNa3MEH KIIHPBHC HAa NYJOKCETHH C OKOJO
77% u nosuwasa AUCo-t 6 neTH. 3aToBa JlynceBna He TpAOBa Aa ce npunara 8 KOMOMHALHA ¢ MOLIHH
Huxubutropr Ha CYP1A2 karo ¢payBokcamus (Bx. Touka 4.3).

Jlexapcmeenu npodyxkmu, deticmeawyu evpxy L{HC: PUcCKbT OT ynorpeba Ha AyJIOKCETHH B
koMOHHanua ¢ apyry nosnusasauy [THC nekapcTBEHH NPOAYKTH HE € CHCTEMHO OUEHABAH, OCBEH B
Cly4auTe, ONMHCAHHU B Ta3H To4Ka. ClieJOBATENIHO C€ NPENnOpbYBa HOBULUEHO BHUMAHHE, KOraTo
Hynceeuna ce npyema B KOMOMHALKMA ¢ APYTd LEHTPATHO ASHCTBALILH IEKAPCTBEHH NPOAYKTH WIH
BELUECTBA, BKNOUHTENHO ANKOXOJ H CEIaTUBHH JICKAPCTBEHH NPOAYKTH (Hanp. 6e3HOAUA3ENHHA,
MOP(OHHOMHMETHLLIM, AHTHIICHXOTHLH, (peHOOapOuUTal, CeAaTHBHH AHTHXHCTAMHHH).

Cepomonunepeuunu rexapcmeernu cpedcmsa: B penxu ciayuau € cs0011a8aH CEPOTOHHHOB CHHAPOM
MpH NaLMeHTH, koHTO H3non3BaT SSRIS/SNRIs eaHOBpEMEHHO ChC CEPOTOHHHEPTHYHH CPEeCTBa.
[1penopbyBa ce BHHMaHHe, ako [lyncesna ce M3Mo.13Ba EAHOBPEMEHHO ChC CEPOTOHHHEPTrHYHH
nekapcTBeHH cpeacTea, Kato SSRIs, SNRIs, Tpuunknuunn aHTHAENpecaHTH, KaTO KIIOMHIPAMHUH HITH
aMuTpUnTHIHH, MAQO-HHXHOHTODH, KaTo MOKJIOOEMHUT, KK THHE30JIM], XbIT KaHTapruoH (Hypericum
perforatum) wnu Tpuirrady, 6ynpeHopduH, Tpamanos, eTHAWH U TpunTodaH (Bx. Touka 4.4).

Edbexm na oynoxcemun ppxy opy2u rexapcmeeru npooyxmu

Jexapcmeenu npooyxmu, memabonuzuparu om CYPIA2: ®apMakokWHeTHKaTa Ha TeO(HIIHH,
cyocTpar Ha CYP1 A2, He ce NoBIHABA 3HAYHTEIHO MPH €AHOBPEMEHHO NPHJIOKEHHE C TYNOKCETHH
(60 mg nBa TbTH NHEBHO).

Jexapcmeenu npodyxmu memabonuzupanu om CYP2D6: JlynokceTHH € ymepeH HHXHOUMTOp Ha
CYP2D6. Korato aynokceruH ce npuaara B 103a 60 mg nBa mbTH OIHEBHO ¢ €IUHHYHA 1034
aesunpamu, koirro e CYP2D6 cyGerpar, AUC Ha aesunpamuH ce yBenuuasa 3 mbtd . ChBME
MPWIOKEHHE HA nynokceTuH (40 mg aABa MbTH AHEBHO) noBuluasa craumoHapHaTta AUC Hg
TONTEPOAHH (2 mg NBa MbTH JHEBHO) cbC 71%, HO He NMOBAUABA PapPMAKOKHHETHKATA H 3.
aKTHBEH 5-XHUAPOKCHI MeTabOSIUT M HE ¢ npenopbyBa ajantupane Ha nozara. [Ipemnop
MOBHLLEHO MOBHIICHO BHUMaHue, ako JlynceBua ce npuiara eIHOBPEMEHHO C JICKAPCTHE )
kouTo ce MetabomuzupaTt ocHOBHO oT CYP2D6 (pucnepaoH, TPHLMKIHYHM aHTRACTIPEL




KATO HOPTPHINTWIWH, AMUTPHNTWIHH H HMHIIPAMHH) OCOOEHO, aKO T€ HMAT TECEH TEPAEBTHYEH
uHaeKC (KaTo gekanHui, nponaeHOH U METOMPOIIOI).

ITepopannu xoumpayenmuagu u Opyzu cmepoudxu npenaparmu. Pe3ynTaTuTe OT in vilro npoy4saHus
oKa3Bar, 4e AyJOKCETHH HE MHAyLHpa KaTanuTuvHaTa akTHBHOCT Ha CYP3A. Cneundnunn in vivo

MPOY4YBaHKMA 3a JEKAPCTBEHHK B3aUMOACHCTBHS He ca [IPOBEXIAaHH.

Anmuxoazyranmu u awmuazpezanmu: V13uckea ce NnOBHIEHO BHUMaHHE, KOTaTO 1YJIOKCETHH CE
KOMOMHHpA C NEPOPATHY AHTHKOAryJIRHTH MY aHTHArperaHTH NOPaay NOTEHUHATHO NOBHLIEH PHCK
OT KbpBeHe, KOeTO MOoxe 11a ce o0AcHH ¢ papMaKOAMHAMHYHO B3auMoaeHcTBHe. OCBEH TOBa €
cboOL1aBaHo nosuIaBale Ha cToifHocTHTe Ha INR Koraro Ha nauHeHTH, neKyBaHH ¢ BapapHH, ce
npujara eqHOBPEMEHHO AyNOKCETUH. Bee nak, eHOBPpEMEHHOTO NpuUaaraHe Ha AYNOKCETUH K
papdapvH Ha 31paBu A0OPOBOJILM, KATO YACT OT KIIHHHYHO PAapMaKOSIOrHYHO NPOYUBAHE, NPH
CTALIMOHAPHO ChCTOSHHE HE BOJAH A0 KIIMHUYHO 3Hayuma npomsaHa B INR cnpsamo u3xogHoTo HMBO
HJIK BbB (papMAKOKHHETHKATa Ha R- uaw S- BapdapuH

Epexmu na opyeu nexapcmeenu npodyxmiu gvpxy OyaOKCemun
Aumuayuonu nexapcmea u H) anmazornucmu: ENHOBPEMEHHOTO MPHIIOKEHHE HAa AYJIOKCETHH C

dHTHauUKdH, CbAbPXKAlUIH ﬂﬂ)’MHHHﬁ M Marde3ui WiH Ha AYJIOKCCTHH C d)aMOTH,ElHH, HAMA 3HaAY1YUM
E(beI{T BbPXY CKOPOCTTA HJIH CTCICHTA Ha p&ﬁpﬁﬂﬂ Ha AYJIOKCETHH CAE] IIPHAOKCHHE Ha NI€popaiHa

no3a ot 40 mg.

Huoyxmopu na CYP1A2: Ananysu Ha nonyauMoHHH hapMaKOKHHETHUHH [IPOYYBAHUA [OKA3BaT, ye
nywa4dre umMaT noutH 50% no-HUCKH NNa3MEeHU KOUEHTPaLMH Ha AYJIOKCETHH, B CPaBHEHHE C
HEMYLUAYHTE.

4.6 DeprTHIATET, SpeMEHHOCT H KbpMeHe

OepTHaAHTET
B npoyuBaHus NpH XKHBOTHH AYJAOKCETHH HAMA €(PEKT BbPXY (PepTUINTETA MPU MBbiKE, a EPEeKTHUTE
MPH XKEHU OYEBHAHO Ca CAMO B JI03H, KOUTO NIPHUYMHABAT TOKCHYHOCT 32 Maitkara.

bpemeHHOCT
[TpoyuBaHust ¢ )KUBOTHH NOKA3BAT, PENPOAYKTHBHA TOKCHYHOCT MPH HABA Ha CHCTEMHA €KCMO3HLHS
(AUC) Ha AYNOKCETHH NO-HUCKH OT MAKCHMANTHATA KNTMHUYHA €KCITO3HUMKA (BXK. TOUuka 5.3).

HBe roneMu obcepsaudoHHHM npoy4saHus (eaHo ot CAlLL, skmousawo 2 500 OpeMeHHH, ¢ eKCrno3nLMs
Ha JYJIOKCETHH fpe3 MbPBHA TpHMECTHP, H eaHo oT EC, BkmouBaio 1 500 6pemenHy, ¢ excrnoauuus
Ha JIyIOKCETHH Mpe3 MbPBHA TPUMECTBP) HE npeanonarar obill NOBHIIEH PUCK OT ro/IeMH BpOAECHH
MangpopMaliii. AHAJIM3BT Ha KOHKPETHU mandopmalivi, KaTo ChpaedyHy MandopMauui, NoKassa
HeyOeAUTEeNHU pe3yaTaTH.

B npoyuBaHero ot EC e HanpaecHa Bpb3Ka MEXIY €KCIMO3ULMATA HA [Y/IOKCETHH HA MaHKaTa no
BpEeME Ha HanpeaHana 6peMeHHOCT (1o BCAKO BpeMe OT 20-Ta recTallHOHHA CeAMHLIA A0 paxXIaHETO) ¢
NMOBHLIEH PHCK OT NpeXAeBpeMeHHO paxkaaHe ([10-Mafko OT 2 MbTH, KOSTO NPHOAH3UTEIIHO
CHOTBETCTBA HA 6 AOMBIHUTENHH NMpexaeBpeMeHHH paxaanua Ha 100 xenn, Ha Tepanus ¢ Ay/NIOKCETHH
B HanpeaHana 6peMeHBocT). [To-ronsmara yacTt € Bb3HUKHANA MeXOY 35 1 36 rectalMOHHA CEMHLIA.
Tazu Bpb3ka He e HabmoxasaHa B npoyusaHero ot CALLL

AMEPHKAHCKH AaHHH OT HAOMIOACHHUA NPEeaOCTABAT AOKA3ATEACTRA 34 MOBHIUEH PUCK (MO-MaNKO OT 2
BTH) OT NOC/IEPOAOBO KPbBOTEYEHHE Clejl EKCIO3ULUA HA JyJIOKCETHH B PAMKHTE Ha Mecell Npeau
PaKIAHETO.

EnuaemMuonoruuHUTE AaHHK npeanoarar, 4e ynorpebara Ha SSRIs no Bpeme Ha OpemenH > PO
ocobeHO B HanpeaHana OpeMEHHOCT, MOXKE Aa MOBHLLIY PUCKA OT NEPCHCTUpALLIA ITYJIMO g b“'ﬁ fo

XUnepToHua npH noeopoaeHoro (IMNIXH), Bunpekn, ye HAMa Npoy4BaHHs, MpH KOMTO a8

u3cnenBaHa Bpb3kata Ha [ITIXH c nevenuero cec SNRI, To31 norenumanen puck He -+ %
H3KJTIOUEH TIPU AYJIOKCETHH, B3EMaHKH MOJ BHHMAHHE CBbP3aH1s MEXAHU3BM Ha JEHC E . = )
A Y/l
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(MHXHOHMpaHe Ha OOpaTHOTO 3axBalaHe Ha CEPOTOHHH).

FlonoGHO Ha APYrUTe CEPOTOHEPruYHH JIEKAPCTBEHH MPOAYKTH, MOTAT Ja CE NPOABAT CUMITTOMH Ha
OTHEMaHE IPH HOBOPOAEHH ciell ynorpeba Ha AY/NOKCETHH OT MaiikaTa 61M3K0 A0 TEpMHHA.
CHMOTOMHTE Ha OTHEMaHe, HaboaBaHy NMPH AYJIOKCETHH, MOXKE Aa BIJTIOUBAT XUIIOTOHHUR, TPEMOP,
HEPBHOCT, 3aTPYAHEHHSA B XPAHEHETO, PECNHPaTOpPEH AMCTpec U rbpyose. [loseyero coyuan ca
Ha0I0OAaBAHM HH NPH PAXIAHETO, HIIH B TEUYEHHE Ha HAKOJIKO AHH CNIEd PAXKOAHETO.

JlynceBna TpaOBa na ce H3NOJ3Ba Mo BpemMe Ha OPEMEHHOCT, CaMO aKO NOTEHLUHAIHUTE MOJI3H
OMpaBAaBaT MOTEHLMANHUA pyck 3a noja. Xennre Tpabsa na 6baar chBeTBaHM Aa UHpOpPMHUpAT
nexaps CH, ako 3a0peMEeHEST WM IJTAHKPAT OPEMEHHOCT MO BPEME Ha JIEYEHHETO.

KbnpMmeHe

JlyllOKCeTHH ce OTAeNs B MHOTO MalIKa CTeneH B KbpMaTa Ha Da3ara Ha u3c/ieaBaHe Ha 6 NMalMEeHTKH ¢
NaKTalUMs, KOUTO HE ca KbPMHIIH CBOMTE feua. [Ipubnu3antenHara aeTcka AHeBHA go3a Ha 6a3a mg/kg
e npubnuzuTentHo 0,14% ot no3ara Ha Maiikara (BxK. Touka 5.2). Tvi Karo Oe3omacHOCTTA Ha
NOYNOKCETHH NnpH OebeTa He € ycTaHOBeHA, ynoTrpebara Ha [lysiceBua no BpeMe Ha KbPMEHE HE Ce

NpenopLYBa.

4.7 E¢exTH BBpXY cn0oco0HOCTTA 3a odupane H paboTa ¢ MAIIAAH

He ca n3pbpiiBaHi npoyHBaHHA BbpPXY crocobHOCTTA 32 wogpupaHe U pabota ¢ mawmHu. Jlyncesua
MOXKe Ja ObJe CBbp3aHa CbC ceanpaHe M 3aMasHocT. [TauneHTuTe TpabBa na ObaaT yBeAOMABaHM, ue
aKO H3NUTBAT CCAMPAHE WIH 3aMasHOCT, TPAOBa fa H30ArBaT NOTCHUHAIHO PUCKOBU pabOTH KaTO
wodupane unu pabora ¢ MalIHHHK.

4.8 Hexe1aHH JIEKAPCTBECHH PeaKIuH

a. Peziome na npodhuna na besonacrocm

Haii-uecTo ch00OIMABAHUTE HEXENAHH PEAaKLIMK NIPH NALHEHTH, NIEKYBaHH C QYJAOKCETHH ca rajeHe,
rnaBobo/IHE, CYXOTa B yCTaTa, COMHONEHTHOCT W 3aMaiiBaHe. BuIipekH ToBa, MOBEYETO OT YECTHTE
HEXXENaHH peaKilMH Ca JIEKH 10 YMEPEHH, T¢ OOMKHOBEHO 3aMOYBAT PaHO N0 BpEME Ha NEYEHHETO H
[0- FOJIAMa 4acT €2 ¢ TeHACHLIMA A8 OTMHHAT JOPH, KOraTo TepanuaTa ObA¢ NpOab/IKEHA.

0. Pe3iome na rRedcenanume 1eKapcmeeHu peaxyuy, npeocmaseno 6 mabauya
Tabauua 1 noka3sea HexXXeJAHUTE peakunH, HabMoaaBaHHU NP CINOHTAHHO CHOOLIABAHE H NPH
n1auedo- KOHTPOAHpaHHK KIHHKYHY NPOYUBAHUS.

Tabauya 1: Heocenanu peaxyuu

OueHka Ha yecToTa: MHOro ecTH (>1/10), yectu (=1/100 ao <1/10), Heuectn (=1/1 600 no <1/100),
penku (>1/10 000 po <1/1 000), muoro penku {<1/10 000), ¢ HeusBecTHA HecTOTA (OT HAJTUYHUTE
JlaHHH He MOXe Na Obae HanpaBeHa OLEHKA).

l'lpu BCAKO I'PYIMHPAHC B 3ABHCHMOCT OT HCCTOTATA HOXC/IAHKTE PCakKilHH Ca NpCACTABCHA B HH3X0A4111
p€a No OTHOUWCHHE Ha TAXHATA CCPHO3HOCLT.

' MHoro uecrn Yectn Heuectn Peakn Muaor |[C
0 HeU3BECTHA
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| Hngpexyuu u ungpecmayuu

; ‘ Jlapunrur ‘
E

Hapywenua na umynnama cucmema
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Jlowmo xayecTBO
Ha CbHA
Hapywenus na ouume
3aMBIJICHO Muapuasa ['naykomMa
BH)KLAHE Hapywmenne Ha
IPEHHETO
!
Hapywenua na yxomo u nabupunma
Iliym B yiuTe! Bepturo
bonka B yxoTo
Cepoeuru napyuenus
-
| [lannurauuu Taxukapans

| HanxamepHa
I apUTMHUSA, FIIaBHO
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Cvoo6u napywuenus

| IMosxneHo Cunxon? Xnneprodnuna

| KpbBHO Handraue® | Xunepronua® | xpuza’®

3auepBaBaHe OpTrocraTuyHa

| XMIOTOHHA’

' [lepudepha

| CTyAEHHHA

i'_

| Pecnupamopnu, epbOHU U MEOUACMUHANHU HADYWIEHUR

Ii [Ipo3saBaHe HanpexxeHue 8 | MHTepcTHLIMANHA
, rbPAOTO 6enonpodHa
! EnMcTakcHc 6onect!®
| Eo3unodunHa
i NnHeBMOHHA®
Cmomauro-upesHu HapyueHus
["agene KoncTunauua CromaluHo- CroMmarur
Cyxora B Hnapus YpeBREH Xemaroxesus
ycrara Kopemna Gonka | kpbBOH3IHB Jlow abx
| Moepbane [acTpoenTtepur | MUKPOCKOMHCKH
ducnencus Opurease KOJIUT
Mereopuism ["acTpur
Hucoarvs
|
Xenamo-6uruapru napyuienus
! Xenatur’ YepHoapobHa
[loBuuieHu HEJOCTATHLYHOCT
YepHOAPOOHH Koarennua®
ensumu (ALT,
AST, ankanHa
docgdarasa)
OcTpo
YepHOIpobHO
yBpeKaaHe
Hapywenus na xoxcama u nOOKONCHAMAa MybKaH
3acKHIIeHO HouHo CHHApOM Ha KoxeH
noTeHe U3IOTABAHE Stevens-Johnson® BACKYII
Obpue YptHKapns AHTHOHEBPOTHYEH | MT
KonTakTeH oTOK®
aepMatuT CtyacHa
| noT
Peakuuu Ha
($OTOYYBCTBHTETHO
CT
3acuneHa

TEHIACHLIHUA 3a
nossa Ha CHHHHH

t
Hapywenun na Mycxyano-cxeaemnama cucmema u CeeOUHuUmMenHama mevKan
I . — .
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 MYCKYJTHO
HamnpexeHue

MyckyneH cnasbm | [lorpenBane Ha
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Q Hapywenun na 6vbpeyume u nuxounume nsmuiya

I
I

Tlusypus
YecTo ypuHHpaHe

3a7pbXKKa Ha
YpHHa
3aTpyaHEHO
YpHHHpaHe
Hukrypus
IHonuypus
HamaneHna

oHypesa

ypHHara

[IpoMeHeH MHUpHC Ha
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Hapywenus na 8b3npou3go0umennama cucmema u 2epoama

EpekTHnHa
OUCPYHKIUS
HapyuieHue Ha
eAKyIaLHATa
3abaBeHa
eAKynauus

[ HHEKONIOTHYHO
KbPBEHE
MeHcTpyanHu
HapYLUCHHA
CekcyanHa
AUCPYHKLMA
bonaka B
TECTHCHTE

MeHonaysanHu
CUMIOTOMH
["anakTopes
Xnnep-
NPOJAKTUHEMHSA
[locnepomoBo
KpbBOTE4eHHE®

Obwu HapyuieHuA U epexmu Ha MACMOMO HA NPUNONCEHUE

|
r
!
|

[Mpunaabiu®
YMopa

bonka B
rbpAMTE’
AOHOPMHH
yCeLliaAHHA
UyBCTBO 32 CTYA
Kaxna
BTpucaHe
Hepaznono-
AKEHHE
YyBCTBO 32
TOIMJIHHA
HapyuweHnus B
noxoakara

Hzecneoeanus

[ToHmxeHre Ha
TEerj0To

[ToxauraHe Ha
TErNA0TO
IloBuLieHHE Ha
KpeaTUH
tbocdokuHazara
B KPbBTA
IlosHLICHMWE HA
Kanud B KPbBRTA

IlopuiuaBaHe Ha
XonecTepona B
KpbBTa

3 Biokxre Touka 4.4.




4 Cayuau Ha arpecks M THAB ¢a cboOLlaBaHK 0COOEHO B HAYANOTO UAH CACA NPEKLCBAHE Ha
JICYEHHETO.

> Cayvan Ha CYMLMAHA HACALHA W CYHLIMIHO NOBEACHHE ¢a CHOOLIaBAHH MO BPEME Ha fIEYEHHE C
AYNOKCETHH WK CKOPO CJIeA NPEKbCBAHE Ha NEYEHHETO (BXK. ToukKa 4.4).

® OueHeHa 4eCTOTa HAa HEXKETAHH peakLMH, ChOOLIIEHH NPH MOCTMAPKETHHIOBO Habal0AEHHE; HE Ca
HabnloaaBaHH B M1aLe00-KOHTPONHPaHH KIMHHYHU NMPOYYBaHHA.

? He e cTaTHCTHUYECKH CHTHH(MUKAHTHO Pa3in4Ha OT riauedo.

8 [IpunaAbLATE €3 NO-YECTH NPH NALMEHTH B CTAPYECKa Bb3PACT (Bb3pacT =65 roaHHH).

? OtieHeHaTa yecToTa ce 0azMpa HA JAHHH OT BCHYKH KAHHHYHU NpOY4BaHHA.

2 YecToTaTa € M3UHCACHA B3 OCHOBA HA MUIaLe00-KOHTPOIHPAHH KIHHHYHH H3MHTBaHHUA.

8. Onucanue Ha U3OPAHU HEJICERAHU AEKAPCMEEHU PeaKyuu

CnupaHeTo Ha npHema Ha DyJOKCEeTHH (OCOOEHO KOraTo € BHE3anHO) YECTO BOAH 0 CHMITTOMH Ha
OTHeMaHe. 3aMaiiBaHe, CeH30PHH HapylIeHUs (BKJIKOYHTENHO NapecTe3rs UM yCeLlaHHs, MoJOOHH Ha
fipEMHHABAHE HA €1EeKTPHYECKH TOK, 0cobeHo B 0DnacTTa Ha riasara), HapyLIEHHA Ha ChHA
(BKIHOUMTETHO Oe3CBERHE H MHTEH3WBHO ChHYBAaHE), YMOpa, COMHOJICHTHOCT, Bb30yna unu
TPEBOXHOCT, raieHe W/UIH NOBPBLIAHE, TPEMOP, FaBODOJIHE, MHAIITHS, PA3APA3HUTEHOCT, AKAPHS,
XHUNEPXHAPO3a H BEPTHIO Ca HAH-4eCTO CHOOLIaBaHUTE HEXKENAHH PEAKLIVH,

Haii-06wmo v 3a SSRIs, v 3a SNRIs, Te3u ¢0MTHA ca TeKH JO YMEPEHH H CaMOOrPAHHMYABALUM CE,
BBAPEKH Y€ NPH HAKOHW MALHEHTH TE MOXE 3 Ca TEKKH W/ WIH MPOABJDKUTEHH. 3aTOBA CE
MPENOpPhYBa, KOTATO HE CE Hajlara MoBeYe NCYCHUE ¢ AYIOKCETHH Aa Obe H3BBPWIECHO NOCTENEHHO
CnMpaHe, Ype3 HaMaJlABaHE HA ac3aTa (BK. Touka 4.2 W 4.4).

[Ipe3 12-cenmMuuHaTa ocTpa (paza Ha TPHU KIHHHUYHH NIPOYYBAHHA ¢ HYJIOKCETHH IPH NALKEHTH C
nnabeTHa HeBponaTHa bonka e HahMOAaBaHO MAJTKO, HO CTATHCTHYECKH 3HAYMMO NOBUIIIEHHE B
KpbBHATA [VIIOKO3a HA ITIagHO, NPpH NAaLUHMEHTHTE HA iedeHue ¢ aynokceTHH. HbA lc e crabuneH v npu
MALMEHTHTE JIEKYBaHH C AyJIOKCETHH, ¥ NIPH NMALKEHTHUTE IeKYBaHH ¢ rauebo. Ilpes ¢a3ara Ha
yABLDKABAHE HA TE3U NMPOYYBAHHS, NPOAB/DKHAA A0 52 ceIMHLIM, € HaIM4YHO noBHieHne Ha HbAlc u
B I'PYMNAaTa Ha AYJIOKCETHH, K B Ipynara Ha pyTHHHA Tepanus, HO cpeaHoTo nosHwenye € 0,3% no-
roJIAMO B Irpynara Ha JieueHue ¢ xynokceruH. HamM4uHO € n1eKo NOBHIICHHE B KPbBHATA MIKOKO3a Ha
rMagHO M HA OOLIMA XOJIECTEPOT NPH NAUMEHTHTE NEKYBaHHU ¢ AYJIOKCETHH, JOKATO Te3H JlabopaTopHH
H3CJICABAHNSA MOKA3BAaT JISKO HAMaleHHe B rpynara Ha pyTUHHA Teparus.

KopurupaHuat cnpaMo cepacyHara yectora QT nHTepBan NpH NaLHEHTHUTE, JIEKYBAHH ¢ AYJIOKCETHH,
He ce pa3nnuasa OT TO3W, HabmoaaBaH NpH NaUKMeHTUTe, NeKyBaHu ¢ minauebo. He ca Habnionasanu
KIMHHUYHO 3Ha4uMH pa3ntvki 3a QT, PR, QRS vwan QTcB u3mepBanua Mexay nalmeHTHTe,
JIEKyBaHHTe ¢ JYJAOKCETHH W Te3H NieKyBaHHUTe ¢ ruiailebo.

2. lleduampuuna nonynayus

O6uto 509 nauxeHTH Aela Ha Bb3pacT oT 7 1o 17 roauHu ¢ roiaMo AeNpeCHBHO pasCTPOHCTBO H 241
neaHaTPHYHM NTALMEHTH Ha BB3pacT OT 7 00 |7 TOOAHHH € reHEpanA3npaHo TPEBOXKHO Pa3CTPOHCTBO ca
JIEKyBaHH ¢ IYJIOKCETHH NPH KNMHHHYHH NpoyuBaHud. KaTo usano npoduirbT Ha HEXKeNaHHTe
NEKAPCTBEHH PEaKLMH Ha OYJIOKCETHH MPHY ACLA H IOHOLWIH € NOoJ00eH Ha TO3U, HabnoaasaH npy
Bb3PacTHH.

Obmo 467 nauMeHTH OT NEAUATPUYHATA MOMYJIALHUA, KOUTO MbPBOHAYANHO Ca PAaHAOMH3HPAHH Aa
MOMY4YaBaT AYJOKCETHH B KIMHWYHM NPOYYBaHUS, U3MUTBAT CPeAHO HamaneHue Ha ternoto 0,1 kg
kbM 10-Ta cenmuua B cpasHeHue ¢ (0,9 kg cpenno ysenrueHue npu 353 naiMeHTH, MoJy4aBaliiy

naueto. Cien TOBa B TCUCHHE HA HETHPH MECEUEH A0 LUECT MECEUEH MEPUO HA NPOABDKEHHSE
NaLHEHTHUTE MPOABABAT CK/IOHHOCT KbM Bb3CTAHOBABAHE HA OYAKBAHOTO CH U3XOQHO TErN %
nepueHTHNZ Ha OazaTa Ha NOMyNaLHUOHHUTE JAHHH OT BPBCTHHLIMTE, CbOTBETHO MO BL3PHZ TR DOTLan

B npoyuBaHus ¢ NMpOAB/BKUTENHOCT A0 9 MeceLa NpH NauHeHTUTE OT neJHaTpuyHaTa
NEKYBaHH C AYNIOKCETUH, ce HaDmoaasa obuio cpeano Hamanenue ot 1% Ha nepue




(namanenue ot 2% npu aeua (7-11 roauHn) v ysenudenue ¢ 0,3% npu ronow (12-17 ronunn)) (Bix.
TOYKa 4.4).

CrobliaBate Ha NoA03UPaHH HexKeNaHW PEaKLHH

Cpo6laBaHeTo Ha NOJ03MPaHH HEXENIaHH peakliMy cnej paslpellaBaHe 3a ynorpeba Ha nekapcTBeHHS
MPOAYKT € BaXKHO. TOBa rno3BoNsBa a NpoAL/DKH HabMIOACHHETO Ha ChOTHOLIEHHETO NON3A/PUCK 32
nexapcTeenus npoaykT. OT MEAHLIMHCKHTE CIeLMAIUCTH CE M3HCKRA Ja ChOOLIaBaT BCAKA
MOAO3MPaHa HEXENaHa peaklHs upes

HanwisyTeAHa areHUUA No J1eKapCcTBaTa

ya. ,JamaH I'pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcalT: www.bda.bg

4.9 Ilpexo3zupane

CpoblLaBany ca cyyan Ha npeao3npaHe, CAMOCTOATEHO UMK B KOMOMHALIMA ¢ APYTH IeKapCTBEHH
NMPOAYKTH, C A03H HAa NYNOKCETHH OT 5 400 mg. Uma HAKONKO CMBPTHH CilyyaH, OCHOBHO MPH CMECEHO
NpeAO3HpaHe, HO ChLIO TaKa C TYJIOKCETHH CAMOCTOATETHO B 033 OT NMPUDIH3UTENHO

1 000 mg. [Ipu3HaLMTE ¥ CUMNTOMUTE HA NPEeNO3HPaHe (AYJIOKCETHH CAMOCTOATEMHO UM B
KOMOHHALMUA C APYTH JIEKAPCTBEHHW NPOIYKTH) BKIIOYBAT COMHONEHTHOCT, KOMa, CEPOTOHHHOB
CHHAPOM, NPUNAIbLUU, NOBPBLLIAHE U TAXHUKAPAUA.

He ¢ u3BecreH cneunduued aHTHAOT Ha AYNOKCETHH, HO aKO HACTBITH CEPOTOHHHOB CHHIPOM MOXKE
Aa ce UMa MpeABHI CIEUMPUIHO JeYeHHE (KaTO C UKUIIPOXENTAAHH W/ MU TEMIIEPATYPEH KOHTPOI).
Tpabpa na ce noaabLpXKaT cBOOOAHHK AUXaTEAHMTE MbTHILA. [IpenopbuBa ce npocneasBaHe Ha
CbPACYHHUTE W KHU3HEHH MOKA3aTeNy, 3a€IHO C NOAXOAALIM CHMITTOMATHYHH U NOANBPKALIHA MEPKH.
CtoMaluHa MpOMHBKA MOKE Ja € MoKa3aHa, aKo C€ H3BbPLUH Bb3MOXKHO HaH-CKOPO e
MOTIBIAHETO WIH MPH MNaLHEHTH CbC CHMITOMH. AKTHBHUAT BbITICH MOXKE [ MOJIE3EH 32
orpaHu4aBaHe Ha pe3opOumara. JlynokceTuH uMa roasm o0eM Ha pasnpeaciacHue U gopcupaHarta
oHype3a, xemonepdysus 4 oOMeHHa nepdy3us e MAIKo BEpOATHO Ja ca OT NoJ3a.

5. ®APMAKOJIOI'HYHHA CBONUCTBA

5.1 PapmMaxkoiHHAMHYHH CBOHCTBA

dapMmakoTepancBTHYHA rpyna: rcHXxoaHanenTruuu, apyryu antuaenpecadtd. ATC xon: NO6AX2 1.

MexaHH3bM Ha JCHCTBHE
JlynokceTHH € KoOMOHHHpaH HHXHOMTOP Ha 00paTHOTO 3axBaLuaHe Ha cepoToHHH (5-HT) n

HopaapeHanud (NA). Toi cnabo nHxubupa oOpaTHOTO 3axBaliaHe Ha JONAaMHHa, 6e3 3HaYuM
aQHHUTET KbM XHCTAMHHEPrUUHHATE, JOMAMHHEPrHYHH, XOIMHEPrHUHH K aAPEHEPrHYHN PELUCTTTOPH.
JIYTOKCETHH 1030-3aBHCHMO MOBHILABA EKCTPALE/IYIAPHUTE HHBa HA CEPOTOHUHA H
HOPHOPAAPEHA/IHH B pa3/IMMHH MO3b4YHH O0NACTH NPH KUBOTHH.

DapMakoAUHAMUYMHH eDEKTH

HynokceruHn HopMaIH3Kpa npara Ha 6oakarta rMpyU HAKOAKO NPEAKIMHUYHYA MOJENA Ha HEBpOMaTHa U
Bb3nainTeiHa 6oKka U ¢CMeK4aBa MoBeAeHUETO NpH Ooyika B Moaen Ha nepcucTHpauia 6onaka. Cuura

ce, ye uHXubUpawoTo SonKaTa JeHCTBHE HA AYJIOKCETHH € PE3YATAT OT NOTCHUMUPAHETO HA
JNeCUeHAeHTHHTE HHXUOUTOPHH DONKOBH IThbTHIIA HA LICHTPATHATA HEPBHA CHCTEMA. "sﬁ,\-\\lﬁﬂ P

Knuuuuna edukacHOCT H 6€30MacHoCT f

I'onsmo Oenpecueno pazcmpoiicmeo: JlyNOKCETUH € U3y4aBaH B KIMHUYHHU NporpaMH, B0
3 158 naumenTty (excnosdumsa ot 1 285 nauueHTO-roauHU) otropapaiiy Ha DMS-1V kp :
ronaMa genpecus. EQUKacHOCTTa HA NYJIOKCETHH NPH MPENOPBHUHTENHA AHEBHA 1032 64
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[IHEBHO € NOKAa3aHa NPH TPU OT TPUTE PAHAOMH3UPaHH, ABOHHO-CJICMH, M1aLedo KOHTPONHPaHH, C
duKcHpaHa 103a MpoyyuBaHUs B ocTpa ¢ha3a py Bb3PaCTHH aMOYIaTOPHH MALIHEHTH C roJIfM
nenpecuBeH ennzon. 0610, edprkacHOCTTa HA NYJAOKCETHH € ASMOHCTPHpaHa NpH AHEBHa 1032
mexcay 60 u 120 mg B 061110 neT OT ceaemMTe paHIOMH3UPAHH, IBOHHO-CAEHH, [U1aLedo
KOHTPOHpaHH, ¢ PUKCHpaHa 103a NpOyYBaHHA B ocTpa (a3a npH Bb3pacTHU aMOyNaTOPHU MAUMEHTH
C roJiiM JenpecHBEH €MU30A.

JlyIOKCETHH 110Ka3a CTAaTHCTAYECKO MPeAMMCTBO CMpAMO I1auebo, npocneacHo ypes noaodpeHue Ha
obwua pesynrar no 17 rouxkosara Hamilton Depression Rating Scale (HAM-D) (BxntounTesHo H Ha
EMOLIHOHAJIHHTE, H HA COMATHYHHTE CUMIITOMH Ha JenpecHs). CTeneHTa Ha OTTOBOP U peMHUCHA ca
CbLUO CTATHCTAYECKH 3HAYHMO MO-BUCOKH ITPH AyJIOKCETHH, B cpaBHeHHe ¢ rutauedo. Camo Manka
4acT OT NALHEHTH( BKJIIOUEHH B MMJIOTHH KNHHUYHY NPOY4YBaHHUA ca OWIIH ¢ TexKKa Jenpecus

(n3xoauo Huso HAM-D>25).

B npoyuBaHe 3a NpeaoTBpaTABaHE Ha PELMAMB, NALKEHTHTE, ITOBIHANH CE OT |2-CEIMHUYHO OTKPHUTO,
HHTEH3HBHO JIeUeHHE C TYAOKCETHH 60 mg BeAHbXK JHEBHO, Ca paHAOMHU3IHPAHH HIIH HA JYJOKCETHH
60 mg BeIHBK AHEBHO WM Ha Tuiauedo 3a oule 6 mecena. [Ipunaradero Ha aynokceTuH 60 mg
BeHLK AHEBHO MOKA3a CTATHCTHYECKO 3HAYUMO NMPEAUMCTBO B cpaBHEHHe ¢ 1aiedo (p=0,004), no
OTHOLUCHHE HR H3MEPBAHETO 33 MbPBUYCH M3XO0A, NPOMUIAKTHKATA HA PEUHINB HA NENPECHS,
H3MepeHa 4Ype3 BpeMeTo J0 peupauBa. Yectorata Ha peLiMAMBUTE M0 BpeMe Ha 6-MeceuyHHs NBOIHO-
CJIAN nepHoa Ha nipocneasaBaHe € [ 7% u 29%, cpoTBeTHO, 32 IYNOKCETHH H 3a Tutaueoo.

[To BpeMe Ha 52-ceAMUYHOTO NAALEOO KOHTPOJIHPAHO OBOHHO-CIIATIO JICUCHHE, JIEKYBAHHTE C
TYJOKCETHH NAaLMEHTH C PeLIMANB HA FOJIIMO ACNPECHBHO Pa3CTPOHCTBO UMAT CHTHAPHUKAHTHO MO-
aepanr 6escumnromer nepuos (p<0,001) B cpaBHERUE ¢ NaLMEHTUTE, paHAOMHU3UPAHH Ha w1auedo.
Bcuuky MaLMeHTH MPEABAPUTEIHO €A C€ NOBJIUANMN OT AYJIOKCETHH N0 BpEME Ha OTBOPEHO JIEYECHUE C
nynokcervH (28 no 34 ceamuum) npu no3a ot 60 Ao 120 mg/anesHo. Ilo Bpeme Ha 52-ceamu4HaTa
waue®o KOHTpOJIHpaHa ABOMHO-c/ANa daza Ha jieueHue 14,4% oT nauMeHTHTE, IEKYBAaHH C
AYJAOKCETHH M 33,1% OT nauMeHTUTE, TPETHPAHHU ¢ IUTaLedo, NPeXUBIBAT MOBTOPHA MOsBA HA
cuMnTOMH Ha aenpecus (p<0,001).

EdexTsT OT NpUiIaraHeTo Ha OyJ0KCETHH 60 mg BEAHBK JHEBHO MPH NALMEHTH ¢ ACTIpECH B
crap4ecka Bb3pacT (=65 rojuun) € OueHeH crneuyuPpH4HO B NpOyYBaHe, NOKa3Ball0 CTATUCTHUECKH
3HAYMMa pa’iuKa B HamamsisaHeTo HA HAMD17 pesynrara 3a nayudeHTHTE, JIEKYBAaHH C AYJIOKCETHH, B
cpaBHeHHe ¢ mauedo. [ToHocumocTTa HA AyNoKceTHH 60 mg BEOHBXK AHEBHO NPU NALMEHTH B

CTApUYECKa Bh3PACT € CpaBHMMa C Ta3u, HabJogaBaHa Nnpy no-Miaaau Bb3pacTHU nauneHTd. Obave
JaHHHTE 3a MalHeHTH UI0KEHH Ha MakcuMaiiHaTa no3a (120 mg aHeBHO) ca OrpaHH4YeHH K 3aTOBA CE

npenopp4Ba NOBUILIEHO BHHMAHHE TIPH JICYCHHUE HA TA3H NMOITyJIALHA.

I'enepanusuparno mpesoocno pazcmpoticmao.: JIynOKCeTHH 10Ka3a CTATHCTHUECKH 3HAYHMO
NpeAHMCTBO CIPAMO IU1aLebo MpHU NET OT €T NPOYUBAHHA, BIUTIOUALIH YCTHPH PAHAOMH3UPAHH,
ABOMHO- CJienH, mnalebo KOHTPOJHPAHY UHTEH3UBHH MTPOYYBAHHUA H MTPOYUYBAHE 34 NPO(PHIAKTHKA HA
PEeLMOME IIPH Bb3PACTHH ¢ FEHEPATU3HPAHO TPEBOKHO PasCTPONCTRO.

HAynokceTHH rnokKa3a CTaTHCTHYECKH 3HAYHMO NPEAMMCTBO CIIPAMO Mmaauebo, U3MepeHo upes
nogoOGpeHne Ha OOLIMA PE3Y/ITAT MO CKana 3a TpeBoxkHOCT HA Hamilton (Hamilton Anxiety Scale
(HAM-A)) u pe3ynTara 3a 06u0 GYHKIUHOHAIHO Pa3CTPOHCTBO MO CKana 3a MHBANTKWAHOCT Ha Sheehan
(Sheehan Disability Scale (SDS)). CreneHuTte Ha nOBIHABAHE H PEMUCHA €A CBILO MO-BUCOKH MPH
AYAOKCETHH B cpaBHeHKE ¢ tutaucbo. dynokceTus rokassa CpaBHUMHM Pe3YIITaTH 3a eUKACHOCT ¢
Te3W HAa BeH1adakcHH OT riaeAHa ToUKa nonodpeHue Ha obwus pesynrar no HAM-A.

[Tpn npoyusaHe 3a NpoQUIaKTHKA Ha pEUUANB NALUCHTHTE, MOBIUABAILH CE OT 6-MeCeUHO
HHTEH3UBHO OTKPHMTO JIEHYEHHE ¢ TYJIOKCETHH, Ca PAaHAOMU3KUPAHHU A NOTYUYaBaT WIH Ty
maneto 3a nocneapsauure 6 meceua. Jynokcetud 60 mg 1o 120 mg BeAHBK JHEBHO NQKMaHRs
CTATHCTHYECKH 3HAYUMO NpeaAuMCTBO B cpaBHeHHKe ¢ auebo (p < 0,001) npu npoduns / ¥igag
peuranB, U3MEPEHO Ype3 BPEMETO A0 NOsABa Ha peuyauB. YecToTraTa Ha peumams rpes GymMe2 ~¥‘
NEPUOA Ha NOCIEABALLOTO ABOHHO-CAANO nipocnensasade € 14% npu aynoxcetvH u 42% g

s,




EdukacHoctra Ha gynokcetuH 30-120 mg (rbBkaBo go3upaHe) BeAHbK AHEBHO NMPH NALHEHTH B
cTapuecka Bb3pacT (365 roiHHu) ¢ reHepalv3MpaHo TPEBOXKHO pa3CTPOHCTBO € OLEHEHa B €QHO
NpoyusaHe, KOETO NOKa3Ba CTATUCTUMECKH 3HAYUMO NoaoOpeHue B oOLUA pesynTat 3a HAM-A 3a
NaLdEHTHTE, IEKYBAHHU C 1YJIOKCETHH, B CPABHEHHE C MALMEHTHTE, NoJyyaBalily miauebo.
EdrikacHocTTa M 6e30macHocTTa Ha AynoxkcetuH 30-120 mg BeAHDBK JHEBHO MPH NALMEHTH B
cTapuecka Bb3pacT C reHepannu3upaHo TPEBOXKHO Pa3CTPOMCTBO ca NoAoOHM Ha HabionaBaHuTe B
POYYBaHHA INPH NO-MJIAAH Bb3pACTHH NalMEHTH. BBNpeky TOBA AaHHHTE 3a MalLMEHTH B CTapyecKa
Bb3PacCT, H3JI0XKEeHH Ha MakCumasHara 103a (120 mg aHeBHo), Ca orpaHH4eHH M MO TO3H HAUHH Cce
MPENnOpbYBa NOBHILEHO BHUMAHHKE NPH H3NOA3BaHETO Ha Ta3H 1033 NPH NonyjiauMaTa B CTapyecka
BB3PacT.

Huabemna nepugepua neaponamua 60axa: epukacHoOCTTa Ha AYIOKCETHH 32 JICUCHHE Ha THAbeTHA
HeBponaTHa 60/IKa e YCTAHOBEHA NPH 2 paHIOMH3NpaHH, 12-ceIMHYHH, ABOHHO-CIENH, manebo
KOHTPOJIMPaHH, Npoy4BaHHs ¢ PUKCHpaHa 103a npy Bb3pacTHH (22 no 88-roauiunn) ¢ auaberna
HeBponaTHa 6onka B NpoAB/KEHHE NMOoHE Ha 6 meceua. [lauydeHTHTe, OTrOBAPALLH HA KPHTEPHHTE 3a
rojiiMo JA€NpeCUBHO pa3CTPOMCTBO, Ca H3KJIIOUEHH OT Te3d NpoyUuBaHuA. M3MepHTen HA MbPBHYHKA
M3XOJ € CeAMHMYHATA CpeaAHa CTOMHOCT Ha 24-yacoBaTa 00/1Ka, KOATO € OTpa3sBaHa B €XEIAHEBEH
OHEBHHUK Ha mauHeHTHTe 110 | 1-ToukoBaTa ckana Ha Likert.

B apere npoyuBaHps, AynokceTHH 60 mg BeaHBX AHEBHO H 60 mg ABa MbTH JHEBHO 3HAYUTETHO
HamangaBa 6oskara, B cpaBHeHHe ¢ wianeto. EdexrsT npu HAKOM NaLHUEHTH € BUAUM NpPE3 MbPBUTE
ceIMHIIM Ha neueHHe. PaznnkaTta B CpeAHOTO NOAOOPEHHE MEXKAY ABETE paMEHA Ha AKTHBHO JIeUCHHE
He € 3HauKTenaHa. Orbenasano e noHe 30% cbollaBaHO HaManaBaHe Ha OonkaTa Npy NPUOAUIMTENHO
65% ot nexyBaHHTe ¢ OyNOKCETHH nauueHTH cpeuty 40% 3a nnauebo. CroTBeTHHTE UMPPH 33 NoHE
50% penykuus Ha bonkara ca cboTBETHO 50% 1 26%. Crenenrta Ha KiMHHYEH OoTroBop (50% wniu
noBeye nogoopeHHe Ha Oonkara) € aHaNMH3UpaHa cnopel ToBa Jany NaRHeHTLT € NMPOABUI
COMHOJIEHTHOCT N0 BpEME HA JICUEHHETO WK HE. 32 nalMeHTHTE, KOMTO HE ca NMPOABUIIH
COMHOJIEHTHOCT € Hab/A10ABaH KITHHHUYEH OTroBOp Npu 47% OT NailMEHTHTE, NOJIy4aBallH OY/I0KCETHH
H 27% ot nauuenTuTe Ha niauedo. CreneHTa Ha KIHHHYEH OTTOBOP NPH NALUHECHTHTE NPOABUIH
coMHoyieHTHOCT € 60% Ha aynokcetH ¥ 30% Ha rwtauedo. [launeHTHTE, HENPOABABRAILH PEAYKLIMA HA
Oonkara ot 30% B pamkuTe Ha 60 1HU NeYeHHe € MANTKO BEPOATHO Aa JOCTUTHAT TOBA HUBO IPH NO-
HATaTbLIHO JIEYECHHE.

[Tpu OTBOpEHO ABIrOCPOUYHO HEKOHTPOJMPAHO NMPOYYBAHE MOHMKABAHETO HA DOJIKATA NPH MAUMEHTH,
NOBJIHAHH OT 8-CeAMHYHO OCTPO JIeYeHHE ¢ AYJAOKCETHH 60 mg eAHOKPATHO AHEBHO, CE 3ala3Ba 3a
oLle 6 Mecela, KaKTo € OLIEHEHO ¢ NIpoMAHaTa Mo CKajlaTa 3a Kparka ouecHka Ha bonkara (Brief Pain
Inventory (BP])) na 24-yacoBus cpeneH dOpo# ToukH 3a Honka.

[lennaTpuuHa nomnyiauus

JynokceTHH He € U3CNEABAH MPH MaUHEHTH Nog 7-roaMiiiHa Bb3pacT,
[lpopeneHH ca B paHIOMUIUPAHH, IBOHHOCAENH, NMApATIESHH KIHHUYHHY NTpoyuBaHuA npH 800
NeJHaTPHYHH NALUMEHTH Ha BB3pacT OT 7 10 17 roauHH ¢ roisiMo ACMPECHBHO pa3CcTPOHCTBO (BXK.
Touka 4.2). Te3u nee npoyusaHus BkNOuBatT 10-cenMuyHa nnanedo-KOHTpOIHpaHa U @KTHBHO-
KOHTpOlHpaHa (QTyOKCeTHH) ocTpa (pa3sa, Nocne/paHa oOT WEeCTMECEHEH NEPHOA Ha NPOABDKEHHE HA
aKTHBHO KOHTpOAUpaHo JAeyeHue. Huto rpynara, nexyeaHa ¢ aynokcetuH (30-120 mg), HUTO rpynara
¢ aKkTMBHA KOHTpona (¢gnyokceTHH 20-40 mg) CTaTHCTHYECKH CE pa3nvyaBar ot wauehdo no
OTHOLLIEHHE Ha NMpoMAHaTa B 00wuTe peaynratu no ckanara Children’s Depression Rating Scale-
Revised (CDRS-R) oT m3xonHus 00 kpailHWa MOMEHT. [IpexkbCBaHe Ha TCYEHHETO NOPaAU HEKETAHH
cbOUTHUA € MO-4ecTO NPH NALYECHTHTE, MPpUEMALLH AYJIOKCETHH, B CPABHEHHUE C TE3H, IIEKyBﬂ M
¢yokceTrH, B moBe4ETO Cliyvau nopanu raaeHe. [1o BpeMe Ha 10-ceaMHUHUA NEPHO Ha JRTHER( flo
NeycHue e choOLIABaHO 32 CyUUMAaHO noseackHme (aynokcetuH 0/333 [0%), dayokceTrun / ﬁ- 0,9
mauedo 1/220 [0,5% ]). Ilpes uenua 36-ceaMuueH Kypc Ha “3cneaBaHeTo, 6 ot 333 nay
ITbPBOHAYAMHO €2 paHAOMM3HpPAHH Ja MONYyYaBaT AYJIOKCETHH, H 3 OT 225 NauHEHTH, KO El,_
ITHPBOHAYANHO Ca PAHAOMM3HPAHU A MOJIYyYaBaT (PIYOKCETHH, NPOABARAT CYHLIMAHO MMOREAE
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(eKCNO3ULIHA-KOPHrupaHaTa 4ecToTa Ha CYHUHaHO nosegeHue € 0,039 cLOMTHA Ha nauveHT Ha roAuHa
13 1ynokceTHH, U 0,026 3a dbnyokcernH). OcBeH TOBa, €AMH NALMEHT, KOWTO € MpeMUHan oT miauebo
Ha JiIeYyeHHe C NYNOKCETHH, € MMall CYULHAHO NOBEICHHUE MO BPEME Ha [pUeMa Ha AYJTOKCETHH.

[TpoBeneHo e paHaOMHU3HPaHO, ABOHHOCAANO, MIAUED0 KOHTPONUPAHO NpOoyH4BaHe NpU 272 nalueHTH
OT MeAHaTpPHYHAaTa nonyaauus Ha Bb3pacT 7-17 roauHHU ¢ reHepalu3vpaHo TPEBOMXKHO pa3CTPOHCTBO.
[TpoyuBaHeTo Bxauea 10-ceaMuuHa mnauebo KOHTponupaHa ocTpa ¢asa, nocneasaHa ot 18-
CEAMHUEH NEPHOJE HA NMPOABIDKEHHE Ha NeueHHeTO. B ToBa npoyusaHe € H3N0N3BaHA MbBKABA CXeMa
Ha JO3HpaHe, 3a 1a ce [ajae Bb3MOXKHOCT 3a 6aBHO nosullaBaHe Ha 703aTa OT 30 mg BeIHbXK NHEBHO
0O NMO-BHCOKH A03d (MakCHMyM 120 mg BeIHDBXK OHEBHO). JIeYEHHETO ¢ AYIOKCETHH NOKA3BA
CTATUCTHYECKH 3HAYMMO NO- FONAMO NOJOOPEHHE HA CHMITTOMMTE HA MEHEPATU3HPAHOTO TPEBOKHO
Pa3CTPOHCTBO, KAKTO € OLUEHEHO C NMOMOLITA HA CKanaTa 3a TEXECT Ha FreHepaAnH3HPAHO TPEBOKHO
pascTpoiicTBo PARS(cpenta paznuka Mexxy oyiokceTHH K nnauedo 2,7 Touku [95% JU 1,3-4,0]),
cnen 10 ceamMuuy Ha nevenue. [ToanbpkaHeTo Ha epeKTa He € oucHABaHO. HAMa cTaTHCTHYECKH
3HAYMMA Pa3/IiKa B NPEKbCBAHETO HA NMPOYYBAHETO MOPAAH HEXKENAHH CHOHTHA MEXOY rPYIHTE C
IYyNOKCETHH M T1anebo B Teuenue Ha 10-ceqmuyunara ¢dasza Ha ocTpo nietdcHue. J[BaMa nauueHTH,
KOHTO Ca MPEeXBBPJIEHH OT Iauedo kbM AYAOKCETHH ciel ocTpaTa ¢asza, H3NMUTBRAT CYHLUIHO
IOBEACHHUE, JOKATO MPUEMaT JYJOKCETUH MO BpeMme Ha da3ara Ha npoawnkeHue. He e Hanpaseno
3aKNI0MEHHE OTHOCHO 1IANOCTHOTO ChOTHOUIEHHE NOJI3a/PHCK B Ta3H Bb3PAcTOBa rpyna (BX. CbUIO

ToukH 4.2 u 4.8).

[Iposeaeno e eAHO MPOYUBAHE NPH NEAWATPUYUHH MALHEHTH CHC CHHAPOM HA IOBEHW/HA MbPBHYHA
¢ubpomuanrus (juvenile primary fibromyalgia syndrome, JPFS), B koeTo rpynara, nieKyBaHa ¢
AYJOKCETHH, He € OTIOENCHA OT Ipynara, noay4asalla ruiauedo, 3a OLeHKa Ha U3MEpHTeNs 3a
MbPBHYHA ePuKacHOCT. 3aTOBA JTUNCBAT JAHHH 33 €PUKACHOCT B Ta3H NOMyJIaLMi NEAHATPHYHH
MauMeHTH. PaHNOMH3HPAHOTO, JBOHHOCAATO, NNALEDO-KOHTPOJMPAHO, NApaNeIHOPYNOBO
NpOyuBaHE Ha AYJIOKCETHH € npoBeacHo npH 184 oHown Ha Be3pact oT 13 no 18 roauHu (cpeana
sb3pact 15,53 ronunn) ¢ JPFS. IlpoyusaHeTo BiIOUBa 13-CeqMuU4eH ABOHHOCINAT NIEPHO, TTpPeE3
KOITO NaLMEeHTHTE Ca paHAOMHM3HPAHH Aa Moay4aeaT QyJiokceTdH 30 mg/60 mg wnn nnauebo Bceku
aeH. [lynokceTvH He noka3sa e(PUMKAaCHOCT 110 OTHOLUCHHE Ha HamallABaHeTO Ha OoakaTa, H3MepeHa
ype3 U3MEPHTENA Ha MbPBHYHMA Pe3y/ITaT Ha KpaiHaTa TO4YKa - Cpe/icH CKop 3a Oonka no Brief Pain
Inventory (BPI): cpeanara npomsHa Ha Hail-mankute keagpartH (LS - least squares) oT H3xoaHaTa
CTORHOCT Ha cpeAHHA cKop 3a Oonka no BPI Ha 13-tara ceamuua 13 € -0,97 B rpynara, nonyvasawa
mnauebo, B cpasHeHue ¢ -1,62 B rpynara, nonyvasaiua ayJ1oxcetud 30/60 mg (p = 0,052).
Pezynrarure 3a 6€30NMacHOCT OT TOBa NPOYYBaHE Ca CbBMECTHMH € U3BECTHUSN MPOdHI Ha
0e30NacHOCT Ha JYNOKCETHH.

EBponefickara areHIiHs nMo ekapcTBaTa 0CBOOOXAaBa OT 3aIb/HKEHHETO 32 MPEAOCTAaBAHE Ha
pE3yJTATUTE OT NMPOYYBAHHUA C JYJIOKCETHH MPH BCHYKH MOArPYNH HAa NEeAHATPHYHATA MONYJaLHA TPH
JAeYeHHe Ha rojiaMo AENPEeCHBHO pa3CTpOACTBO, AMabeTHa HeBponaTHa 60/1ka ¥ reHepaATH3HPAHO
TPEBOXHO pa3cTpoicTBO. BikTe TOUKA 4.2 3a HHPOpMALIMs OTHOCHO ynoTpebara npH aeLla.

5.2 PDapmMakoKHHETHYUHH CBOHCTBA

JYIOKCETHH Ce Mnpujlara Karo caMocToATelieH eHaHTHoMep. JynokceTH ce Merabonusupa npeauMHO
oT okcuaaTHBHH eH3MMU (CYPI1 A2 n nonumopduua CYP2D6), nocneasano OT KOHIOrHpaHe.
(DapMakOKHHETHKATa Ha AYJJOKCETHH NMOKA3Ba ro/iiMa BapHabuIHOCT MEXKAY OTACAHUTE HHIAUBUAM
(06w 50-60%), apnxkailua ce B I3BECTHA CTEIEH HA M10/14, Bb3pacTTa, CTaTyca Ha TIOTIOHOMYLUEHE H
CbCTOAHHETO Ha MeTabonusupaulaTa cucreMa CYP2D6.

AbcopOuua: lynokceTuH ce pesopbupa nobpe cien nepopanHo npunoxkeHue ¢ Cmax Ha
yaca ciena gosvpade. AdconTHara opanHa OHOHATMYHOCT Ha AYJIOKCETUH BapHpa OT 32
(cpeano 50%). XpaHaTa yaAbKaBa BpEMETO 32 JOCTHIAHE HA BbpXOBH KOHLEHTpalllH
M TS MAaprEHATHO HAaMa/ABa CTeneHTa Ha pe3opOuus (npudansurendo 11%). Teaun npo
HAKAKBa KJIHMHH4YHA 3HAYHMOCT.



Pasnpenenexue: ynokceTdH ce cabp3Ba NpHOAH3UTENHO 96% C YOBELIKKTE IUIa3MEHK NPOTEHHH.
JlyNOKCeTHH Ce CBBP3Ba U ¢ anOyMHH M ¢ anda-1 kucenns rinkonporerH. [IporenrnHoTo CBLp3BaHe
He CE NMOBIHABA OT OBOPEUHO WM YEePHOAPOOHO YBPEKIAHE.

Buompancgopmayus: JlynokcetuH ce MeTabonuznMpa eKCTEH3UBHO H METaDOHTHTE Ca EKCKpETHPAT
OocHOBHO ¢ ypuHata. Lintoxpomute P450-2D6 u 1 A2 kaTtanusupar oOpasyBaHeTo Ha JBa OCHOBHH
MeTat0MTa rHOKOPOHKI KOHIOTAT Ha 4-XHUIAPOKCH AYNIOKCETHH H cyNdarteH KOHIOraT Ha 5-
XKHAPOKCH,6- METOKCH AYNOKCETHH. B1b3 OCHOBA Ha in vilro fIpoy4YBaHHA, UMPKYIHpaIIHTE METabOIHTH
Ha DYJTOKCETHH Ce CHUTAT (hapMaKoIOrHyHO HEaKTHBHH. (DapMaKOKHHETHKATA Ha AYJIOKCETHH MpH
NalMEHTH, KOMTO ca Jloln MeTtabonusaropu no otHolleHre Ha CYP2D6 He e cneundyAuHO M3ydaBaHa.
OrpaHvyeHH JaHHH OPEANONArar, Y€ Mpy TE3MW MaUMEHTH IU1a3MEHUTE HUBA HA AYNOKCETHH ca no-
BUCOKH.

EnvMHHHpaHe: eTUMUHALMOHHHUAT NONYKHBOT Ha TyJIOKCETHH sapupa ot 8 no 17 4aca (cpeaHo 12
yaca). Cliejl HHTPABEHO3HA 034, [U1a3MEeHHUAT KIHPBHC Ha OyJIOKCETHH BapHupa ot 22 l/uac no

46 l/uac (cpeaHo 36 1/yac). Cnen nepopaniHa A03a YCTAHOBEHMAT IJIa3MEH KITHPBHC Ha LYJIOKCETHH
BapHpa ot 33 go 261 l/uac (cpeano 101 /uac).

Cneuuaiig nonynaiuu
Ilon: Mexay MbXKe M JKEHH ca HACHTUDHIMPpAHH DapMaKOKHHETHYHH PATHKH (ANEPEHTHHAT

[U1a3MEeH KIHPBHC € npubnau3nuTenHo 50% no-HUCHK npH KeHu). Bb3 0CHOBA HA NPUNOKPHBAHE NO
OTHOLLEHHE Ha KIIMpbHCA, OCHOBAHHTE Ha nojia (apMaKOKUHETHUHH Pa3jiikv HE ONpas/aBar
MPeropbKaTa 3a H3MOA3BAHE HA MO-HHUCKA A03a NPH XKEHU- MaLHEeHTH.

Bwvapacm: Unenruduumpanu ca GpapMakOKHHETHYHH Pa3/IHKU MEXIY NO-MI1aAH U )KEHH B cTapyecka
BB3pacT (=65 roaunn) (nosuineHne Ha AUC ¢ okono 25%, a nomyXHBOTHLT € 0K010 25% no-ababr
[pH TE3H B CTAPYECKA BB3PACT), BLIPEKH Ye CTENICHTA Ha TE3M NPOMEHH HE € JOCTATHLYHA, 32 J1a CE
o0ocHOBe npomaHa Ha fo3ara. Kato ofwa npenopbka, 1e4eHHETo B cTapyecka Bb3pacT Tpabsa na
CTaBa ¢ NOBHINEHO BHHMaHHUE (BX. Touku 4.2 1 4.4).

Bvbpeuro yepescoane: IlauneHTnre B Kpaitna ¢a3za Ha OpOpeuHa HeAOCTaTLYHOCT Ha AHANTH3a
(ESRD) umat 2 n»TH N0o-BHCOKH CTOHHOCTH Ha Cmax B AUC 3a MynoKCeTHH, B CPABHEHHE ChC
3apaBy nuua. [1py naineHTyH ¢ nexa ao ymepeHa 6n0peuHa HEAOCTATHYHOCT PAPMAKOKHUHETHYHHTE
JAHHH 32 AYJIOKCETHH ¢a OrpaHHYCHU.

Yeproopobuo ygpexcoane:. Y mepero uepHoapodHo 3abonsasate (Child Pugh xnac B) 3acara
(hapMaKOKUHETHKATa Ha AYJOKCETHH. B cpaBHeHHKE ChC 3ApaBH JILA, NPH MAUUEHTH ¢ YMEPEHO
yepHoApoOHO 3abongBaHe YCTAHOBEHHAT I1a3MEH KJIMPBHC HA AYNOKCETHH € 79% no-HUCBK,
YCTAHOBEHHAT TEPMHHANICH MMONTYKMBOT € 2,3 NBTH no-Abier, a AUC € 3,7 npTH no-BHCOKA.
(DapmakoKHHeTHKATa Ha AYJIOKCETHH U HETOBHTE METaDONHTH HE € H3y4YaBaHa NMPH NaLUEeHTH C eka
HJTH TEXKa YepHOAPOOHA HEAOCTATBHHOCT.

Kvpmewgu maiixu: JIMcno3nuMATa Ha AYJIOKCETHH € M3y4aBaHa NpK 6 KbPMEUIH XKECHH, KOMTO ca Owin
noHe 12 ceaMHLM cien paxiaaHe. JlynoKceTuH ce OTKpUBA B KbpMAaTa U CTaLHOHAPHUTE
KOHLUEHTpALUHH B MAHYHHOTO MIISIKO €3 OKOJIO €AHA-YEeTRBPT OT TE3H B ruiazmMarta. KonnuecTeroro
NYJNOKCETHH B KhpMaTa € NpUOan3uTesHo 7 pg/aHeBHO nipu ao3upaHe ¢ 40 mg aBa MbTH AHEBHO.
KbpmeneTo He nopnuaea GapMaKOKHHETHKATA HA JYJIOKCETHH.

AT werilita n,

Ileouampuuna nonyarayua: PapMakOKHHETUYHHMTE CBOUCTBA Ha AYNOKCETHH NPH NEAUATD
NnadeHTH Ha BB3pacT OT 7 A0 17 roAHHYA € roaaMo AENPECHBHO pas3CTPONCTRO cien NEpopiii
rpuiarade npy cxema Ha aosupane 20 no 120 mg peaHbK QHEBHO Ca XapaKTEpHIUpaHU n
MOMyIaUHMOHHO-MOACTIHPaH aHaIu3 Ha Gazara Ha AaHHHM 0T 3 npoyuBanus. [IpeasuaeH
U1a3MeHH KOHUCHTPALMK Ha OYJIOKCETHH B CTALIMOHAPHO CHLCTOAHHE PH NMEAHATPHYHH W& _
IOBEYETO CTYHAH ca B rPaHHLMTE HA AMANa3OHA Ha KOHUCHTpaLMUTE, HabMoNaBaH npy Rp3pak:




MALHUECHTH.
5.3 IlpeaxurE<HHA JARHH 32 0€300ACHOCT

JIyNOKCETHH HE € TEHOTOKCHUYEH MPH CTaHAApTeH Habop OT TECTOBE, a MPH IUTLXOBE HE €
kapurdHoreHeH. [Ipu npoyuBaHe 3a kKapUMHOTEHHOCT MMpPH NNbXOBE Ca HAONIONaBAHH MHOTOAPEHH
KJIETKH B 4epHUs APO0 NpPU OTCHCTBHE HA APYTH XUCTOMATONOMHYHH NPOMEHH. MexaHH3IMBT, KOHTO €
B OCHOBA4Ta HM M KJIHHHYHATA 3HAYHMOCT Ca Hen3BecTHU. JKEHCKH MHULUIKH [TOTy4aBany JyJOKCETUH B
NpoAbJIKEHHE Ha 2 FOAMHH UMAT NOBHULIEHa YECTOTA Ha XeNaToLeaylapHd ai€HOMH H KapLIHHOMH
caMo npu BucokuTe no3u (144 mg/kg/nHeBHo), HO TE ca CYMTAT KATO BTOPUYHH Ha YepHOApoOHaTa
MHKPO30MANTHA €H3UMHA HHAYKUMSA. 3HAYHMOCTTA Ha TE3H JaHHH NPH MULIKH NO OTHOLUEHHE Ha
XOpaTa He € 3BecTHa. JKeHciku nnbxoBe, noimydyasany aynokceTdH (45 mg'kg/aHeBHo) npeau U npu
ChBOKYILIEHME W MO BPEME HA PaHHA OPEMEHHOCT, Ca MoKa3aJin HAMAIEHa KOHCYMallMs Ha XpaHa oT
MalKaTa ¥ Ha TeJIeCHOTO TErJIO, HapyLlaBaHE Ha LMKBA Ha pa3roHBaHe, HAMANEHU NokKasaTenH 3a
Opos KHBOPOZEHH H NPEXUBAEMOCTTA HA MTOTOMCTBOTO H 33a0aBEH pacTek HA NOTOMCTBOTO MPH HUBA
HA CHCTEMHA EKCMO3HLHA, KOUTO B Hail-qo0puA ciydai ca npUbAH3KTEIHO 10 MaKCHMaNHaTa
kiuHW4yHa exciiossuus (AUC). B npoyuraHe 3a eMOpHOTOKCHYHOCT MpU 3aiLIH ca HabnoaaBaHH no-
BHCOKA YUECTOTA Ha CHPACYHO-CHA0BH M CKeJIETHU MaipopMaLivM NpY HAUBA HA CHCTEMHA €KCIO3ULIUA
noj MakcHManHaTa KnnHuyHa ekcrnosduus (AUC). He ca Habmonasann MandopMausu 8 Apyro
NMpOy4BaHe, 32 U3UTBAHE HA NMO-BHCOKH J03H HA PalINYHA COM Ha AynokceTrH. [Ipn
NMpeHATATHH/NOCTHATAIHA TOKCHKOAOTHYHH NPOYYBAHHA NPH ILTbXOBE, KYJIOKCETHH HHAYLMpa
HEXeMaHW MOBeACHUYECKH €PEKTH B MOKOJICHHETO NPH €KCMNO3ULUA NOA MAKCHMATHATa KIHHUYHA

excnoszuuusa (AUC).

[TpoyuBaHHA NpH MIAAH MUTBXOBE NOKA3BAT NMPEXONHH €(EKTH BbPXY HEBPOMOBEACHYECKHTE PEAKIIMH,
KaKTO H 3HAYHMTENHO HaMAIABaHe Ha Te/IECHOTO TEr/10 H KOHCYMHPAHETO Ha XpaHa; HHAYKUYA Ha
4yEPHOAPOOHHUTE EH3WMH K XellaTouenyiapHa Bakyonusaums rnpy 45 mg/kg /anesxHo. O6wusT npodun
Ha TOKCHYHOCT Ha OYJIOKCETHH MpPH MIadH IUThXOBE € MOAOOEH Ha TO3MW NPH Bb3PaCTHH LUILXOBE.
Husoto Ha nunca Ha HexkenaHH eeKTH e ornpeaeneHo, 4e € 20 mg/kg /nuesHo.

6. OAPMAIEBTHYHM JAHHH

6.1 Cuouchbk HA NOMOIIHHTE BelecTRa

CobCTaB Ha Kancynara

3axapHHd cepu (3axapo3a, HaPEBHYHO HHLIIECTE)
Xunpomenosa 6 cP

3axapo3a

XHrIpoMeno3eH ¢ranar

Tank

Tpuerunuurpar

OOBHBKA HA Xancynara
XKenatuH

Tutranos auokcua (E171)

Huaurotux (E132)

Xuar xenesen okcua (E172) — camo npu kancynurte 60 mg
Mactuno (ennak, yepeH xenesexd okcua (E172))

6.2 HechLBMeCTEMOCTH

Henpuioxumo

6.3 Cpok Ha rogsocTt




24 meceua

6.4 ChnenHa/IHH YC/IOBHA HA CbXpaHeHHE

Jla ce cpxpansBa noa 25°C.
Jla ce cbXxpaHsiBa B OpMrdHajHaTa OrnakoBKa, 3a Ja ce npeanasu oT Bjara.

6.5 Buau chraABpKAHHE HA ONAKOBKATA

baucrepu (OPA/AV/[HDPE/PE + DES na CaO/HDPE] ¢oauo — Al/PE donmo): 7, 10, 14, 28, 30, 56,
60, 90 u 100 cTomMallIHO-YCTOHYMBH TBBP/IH KAIICYJIH, B KyTHS.

He BcHukH BMIOBM OMAaKOBKH MoOrart ga ObaaT nycHaTH Ha nasapa.
6.6 ChoennajHH npeana3sHy MEpPKH NPH H3XBbLPJ/IAHE
Hama crneuaiHd H3UCKBaAHUA.

Heu3non3BaHUAT IeKapCTBEH NPOAYKT HJIM OTNAaAbYHHUTE MaTEpHaslu OT HEro TpAOBa /1a ce U3XBBPIAT
B CbOTBETCTBHE C MECTHHUTE U3UCKBAHUS

s MMPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA
Hyncesua 30 mg - Per.Ne: 20150179
Hyncesua 60 mg - Per.Ne: 20150180

9. JNATA HA ITbPBO PABPEIIABAHE/INIOJHOBABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

JlaTa Ha mbpBO pa3peluaBaHe 3a ynorpeoda: 26.05.2015
JlaTa Ha nocaeaHo noaHosiaHe: 13.04.2020

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

10 CentemBpu 2024




