LIRS/

KPATKA XAPAKTEPUCTHUKA HA NTPOAYKTA 2 IIA7-d f' g -11- 2025

1 UME HA JIEKAPCTBEHHS ITPOAYKT

Aputasu 30 mg TBbpAH CTOMALLIHO-YCTOHYHBH KarncyJiu
Aritavi 30 mg hard gastro-resistant capsules

Aputasu 60 mg TBbpAH CTOMALIHO-YCTOHYUBH KarcyJiu
Aritavi 60 mg hard gastro-resistant capsules

2. KAYECTBEH U KOJIMYMECTBEH CbCTAB

AputaBi 30 mg TBbPAH CTOMALUHO-YCTOHYMBH KarncyJH
Bcesika kancyna cpabpxka 30 mg aynokcetud (duloxetine) (kato XHAPOXJIOpHIL).
[ToMoI1IIHO BELIECTBO ¢ M3BECTHO JieiicTBUE: Besika kancyna cvabpxka 100,6 mg 3axaposa.

Aputasu 60 mg TBbPJAH CTOMALIHO-YCTONYHBH KancyJu
Besika kancyna cuabpxka 60 mg nynokcetuH (duloxetine) (kato XuapoxaopHu).
[TomMolLIIHO BeLIECTBO ¢ U3BECTHO JeicTBHE: Besika kancyia esabpxka 201,3 mg 3axapo3sa.

3a MbJIHUA CITUCHK HA MOMOLIIHHUTE BEILIECTBA BUKTE TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA

TBBbpAA CTOMALIHO-YCTOHYMBA KarncyJa

Aputasd 30 mg TBbPAH CTOMALLHO-YCTONYHBH KarncyJju
Henpo3pauno cuBo 1s10 ¢ Haanue 'DLX 30' u Henpo3payno cHHbo Kanaye ¢ Haanue 'DLX 30", ¢

nboxkuHa 18.0 mm.

ApuTaBu 60 mg TBbpAX CTOMALIHO-YCTOHYHBH KancyJiu
Henpo3pauHo cuBo a0 ¢ Haanue 'DLX 60' u Henpospadno 64510 kanave ¢ Haanue 'DLX 60", ¢ nbmkuHa

20.4 mm.

4. KJIHHHYHHU JJAHHHU

4.1 TepaneBTHYHH NOKA3AHHS

Jleyenune Ha roJisiMo JIeNpecUBHO pa3CTPONCTBO.
Jleuenue Ha nuadeTHa nepudepHa HeBpornaTHyHa Ooska.
JleueHHne Ha reHepaJM3upaHo TPEBOKHO Pa3CTPOHCTBO.
ApHTaBH € noKasaH 3a ynorpeda npu Bb3pacTHH.

3a jonbJHUTEIHA HH(pOpMaLIUS BHXKTE TOUKa 5. 1.
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4.2 Jlo3upoBKa H HAYHH HA NPHJICKEHHE

EDSH POBKdA

Tonamo denpecueHo pascmpoucmeo

HauansaTta ¥ npenopburTeNHaTa NoaaAbpxalla Jo3a € 60 mg BeAHbXK AHEBHO, CbC MaM Oe3 xpaHa. B
KJIMHHYHH NTPOYYBaHHA Ca OLCHABAHU OT rnejHa Touka Ha 6e3onacHocTTa A034 Haj 60 mg BeaAHDbK
JIHEBHO, A0 MakcuManHa n03a ot 120 mg BeAHbX JHEBHO. BBbIIpeku T0Ba, HAMa KJIMHUYHHU J0KA3aTe/CTBa
[peAnoJarati, 4e NaluHeHTHTE, KOWTO He ca ce NMOBAHAIH OT HayanHaTa npenopbyYdTeNHa 103a Morar aa
UMarT T10J13a OT MOKa4Baillo THTPUPAHE HA JO3aTa.

O6MKHOBEHO TEPaneBTHYEH OTrOBOP ce Habnoxana cres JeueHHe B NPoAb/KeHHe Ha 2-4 CeAMHULH.

3a na 6bae npeaoTBpaTeH PEUANB, Chel 3aTBhPAABAHE HA aHTHIENIPECUBHUA OTrOBOP C€ Npenopbyna
NEeYEeHHETO A3 NPOALDKH HAKONKO Mecela. [Ipu natHeHTH, KOHTO Ce MOBAHABAT OT IEYEHHE C
NyJIOKCETHH W MMAaT aHaMHe3a 3a OBTOPHH €MIH301 Ha rojisMa Jenpecus, MOoXe Ja ce BieMe Noj
BHHMaHHe M0-HATaThiHO NPOABHKHTENHO NeveHte ¢ Ao3a oT 60 mg no 120 mg AHeBHO.

Tenepanuzupano mpesoxCHo pacmpoucmeo

[MpenopbrYHTENHATA HaUATHA 4033 NPY NAUUEHTH € FeHEPaNH3nPaHo TPEBOXHO pascTpoicTRo € 30 mg
BeZIHbXK JHEBHO ChC WM Oe3 xpaHa. [1pu nauueHTH ¢ He3a 0BOIUTENEH OTTOBOP A03aTa TpAOBa aa ce
nosuuLIx Ao 60 mg, koeTo e cOHyalivaTa noaabpiKailla 1032 NPH NOBEYETO NALUMECHTH.

[p1 nauueHTH ¢ KOMOPOHAHH rojieMH JeNpecHBHH pa3CTPORCTBA HaYallHATa H MOAAbPXALLATA J03a €
60 mg BeIHBK AHEBHO (MONA BUXKTE CHIIO NPENOPHKATE 33 L03UPAHE NO-TOPE).

Toka3zaHo e, ye 1034 A0 120 mg AHEeBHO ca eeKTHBHH H Ca OLICHABAHK C OrJie]] Ha 0e30NacHOCTTa IpH
KJAHWHHYHH NpoyuBaHni. [1pi nauneHTH ¢ He3anoBoAUTENEH OTrOBOp Ko 60 mg no3aTta MOXKeE 1a ce
nosuiuy 40 90 mg unu 120 mg. [NosuuiaBaHeTo Ha o3ara TpadBa na € Bb3 OCHOBA Ha KITHHHYHHA

OTroBOP H NMOHOCHMOCTTA.

CneJ 3aTBbpAsiBaHE HA OTFOBOPA, CE MPENnopbyYBa Aa c€ NPOAbAKH JEUCHHETO 32 HAKOJIKO Mecella, 3a Ja
ce uiberHe peUHOuB.

uabemua nepugepra neaponamuxrna 60axa

Hayanuata ¥ npenopbuMTeNHaTa noaabpkaiia ao3a € 60 mg BeaHbXK JHEBHO, CbC UK Oe3 xpaHa. B
IUINHHYHH MPOYYBAHHS Ca OLIEHABAHM OT rjieJiHa TOYKa Ha fe3onacHoCTTa 1034 Haa 60 mg BeAHbK
JIHEBHO, 10 MakcUMyM 120 mg NHEBHO, NPUNOXKEHH B paBHH 103H. [Ina3MeHnTe KOHUEHTPALINH Ha
AYNIOKCETHH NpPOSBABAT rojiiMa HHTEPHHIAMBHAYANHa BapHabuaHocT (B, Touka 5.2). CnenosareaHo, npH
HSIKOH INallMEHTH, KOHTO He Ca Ce TOBIHAIH JocTaTh4yHO OT 6() mg, MOrarT Jia ce MpUunOkKAaT o~-BHCOKH
JO3H.

OT1roBopbT KbM JeveHHeTo TpabBa Aa 6bae oueHsBad caen 2 Mecena. [lpn nalUHeHTH ¢ HEAOCTATHYHO
MBPBOHAYATTHO MOBJAHABAHE AOMBAHHTEIEH OTIOBOD CJIE/] TO3H NEPHOM € MAJIKO BEPOATEH.

TepanesTHuHaTa non3a Tpabea Aa Obae MpeolieHABaHA PeIOBHO (MOHE Ha BCEKH TPH MeceLa) (BXK. TOYKa
5.1). -
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CnenHanHH nofnynauuy

Cmapuecka év3pacm |

[Ipu naumeHTH B CTapyecKa Bb3pacT He Ce NpenopbuBa aAanTHPaHE HA N03aTa CAWHCTBCHO Bb3 OCHOBA HA
Bb3pacTTa. Bbnpeku ToBa, noaobHO Ha BCEKH NEKAPCTBEH NMPOAYKT, C€ H3HCKBA NOBHUIICHO BHUMAHHE
KOraTo ce JIeKyBaT NMalUeHTH B CTap4yecKa Bb3pacT, 0codeHo ¢be 120 mg Ay IOKCeTHH AHEBHO APU rojasMo
JAENPecHBHO Pa3cTPOHCTRBO UK FeHepaltH3HPaHO TPEBOXKHO Pa3sCTPOHCTBO, 38 KOETO HMa OTPaHUYEHH
JaHHU (BX. TOUKH 4.4 ¥ Touka 35.2).

Ueproopobuo yapedcoare
ApuTaBsu He TpsAGBa Ja ce M3NOA3Ba NPH NaUKERTH ¢ YepHOApoOHO 3ab0nsBaHe, 10BENO 10 YepHOAPODHA
HEJOCTAaTHYHOCT {(BK. TOUkH 4.3. 1 ToukKa 5.2).

Bvbpeuno yepescoare

He e HeoOX0oAMMO afanTUpaHe Ha J03aTa NPy NALUEHTH C IeKa 10 yMepeHa ObOpeuHa aucdyHKLHS
(kpeaTvHHHOB KnupbHCe 30 10 80 ml/min). ApuTaeu He TpsabBa na ce ynoTpedsBa Npy NauHeHTH € TEXKKO
61L6peuHo yBpexaane (kpeaTHHHHOB KaHpbHC <30 ml/min; BXk. Totuka 4.3).

Ieouampuuna nonyrayus
TlynoxceTuH He TpAOBa Aa ce ynoTpebaBa npy Acua M I0OHOMUINW Ha Bh3pacT noA 18 roxnHK 3a neyeHue Ha

FONSMO JCTIPECHBHO PascTpOHCTBO, Nopaay crobpaxkeHus 3a O6e3onacHocT H ePUKACHOCT (BX. TOUKH 4.4,
4.8u5.1).

BezonacHOCTTa M epHKACHOCTTA HA JYNOKCETHH 3a JICYEHHE HA reHepaNu3HpaHO TPEBOXKHO Pa3CTPONUCTBO
npH NEANATPUUYHH NALUEHTH Ha Bb3pacT 7-17 roJHHH He ca yCTaHOBEHH. JIOCTBIHUTE NOHACTOALIEM

AAHHHU ca onucaHH B ToukH 4.8, 5.1 u 5.2.

Be3zonacHocTTa H epUKACHOCTTA HA AY/IOKCETHH 3a JleYeHHe Ha nnabetrHa nepudepHa HEBpONaTHYHa
fonka He ca u3cnenBaHH. JIMncear naHHU.

[NpekbeBaHe Ha NEUYEHHETO
Tpabsa Aa ce u3barea pa3ko npekbeane. Korato ce npekbeBa nedeHue ¢ Apurasy, Ao3ata Tpabsa na

ObAe NOHWKaBaHa MOCTENEHHO 3a epHO OT MOHE €1Ha A0 ABE CEAMHIH, 3a Ja C€ HaMaJIi PHCKA OT
peakilMH Ha OTHEMaHe (BX. TO4KH 4.4 1 Touka 4.8). AKO cnea NOHHXXaBaHe Ha J103aTa HIIH NpH
npeKbCBaHE Ha JeYeHHeTo ce Habmo4aBaT CHMIITOMH HA HEMOHOCHMOCT, TPSOBa a ce MMa NpeaBHA
Bb300HOBsIBaHEe HA Ha3Ha4eHAaTa NpeiH TOBa A03a. BnocneacTeue, nekapaT MOXKe Aa MPOAbIXH J1a

noHKXaBa A03at1a, HO NO-ITOCTENICHHO.

HauyuH Ha NpUiocKeHHe
[lepopanHo npunoxeHue
KancynnTe Tpa0Ba Aa ce nOrapillaT LENH.

4.3 IIpoTuBONOKa3aHKESA

CBpbX4YBCTBATEIHOCT KbM aKTHBHOTO BELUECTBO HITH HAKOE OT NMOMOIUHHUTE BELLECTBAR, H30poeHy B
TOYKa 6.1.

EfHOBpEMEHHOTO MPHIIOKEHHE HA ADUTaBH C HECEAEKTUBHH, HEOOpaTHMH HHXHOMTOPH Ha
MoHoamHHookcHAaszaTa (MAO-HHXHONTOPH) € NPOTHBONOKA3aHO (BXK. TOYKa 4.5).

YepuoapoOHo 3abonspate, BoaelLo 40 YepHOAPOOHO yBpeXAaHe (BX. Touka J.2).
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ApHTaBH He TpsAGBa Ja ce npuiara B koMGHHaLMA ¢ $pNyBOKCAMHH, IHMIPOPIOKCALIMH HIIH eHOKCALUH
(1.e. ¢ MolHA CYP1 A2 uHxXnOuTOpH), Thil KaTO KOMOHHHPAHETO BOAM 10 MOBHILCHH MIA3MEHH
KOHLIEHTPALIMH Ha AYJOKCETHH {BXK. To4Ka 4.5).

Texko 6b0peuno yspexaaHe (KpeaTHHHHOB KIHpBHC <30 ml/min) (Bx. Touka 4.4).

3ano4YBaHETO Ha JeYEHHE C APHTABH € NPOTHBONOKA3aHO NPH NMAaUHEHTH C HEKOHTPOJIMpaHa XHNEPTOHUS,
Thif KATO MOXE /12 H3TIOXKH MALHEHTHTE Ha MOTEHUHANECH PUCK OT XHIIEPTOHMYHA KpH3a (BX. TOUKH 4.4

H 4.8).

4.4 CrenHalHH OpeAynpexXAeHHA H NPEATIa3ZHH MEPKH NpH ynoTpeba

MaHus 4 rbpYOBE
ApuTasu TpaOBa 1a ce npuiara ¢ BHHMaHHE NpH NaLHEHTH ¢ aHaMHe3a 32 MaHHA HIIH C IHarHo3a

OMNONAPHO Pa3CTPOACTBO H/UNH I'bpPUOBE.

Muapuasa
CrofiaBaHa € MupHasa, CBbp3aHa ¢ AyJOKCETHH, MOpaJAn KOETO NPeANHCBaHETO Ha APHTABH Ha

NMaLUeHTH C NOBULIEHO BLTPEOUYHO HaNAraHe MW TAKHBA C MOBUIIEH PHCK OT OCTPa TECHOBIbJIHA
riaykoMa Tpabsa 1a ce M3BbpIIBA € NOBHIIEHO BHHMAHHE,

ApTepHanHO HanArase H cbpieyHa YecTora

[1py HAKOW MaUMEHTH AYJIOKCETHH C€ CBbP3BA C NMOBHILIABAHE HA APTEPHATHOTO HAJIATaHE H KIIHHHUYHO
3HaYMMa XHIEPTOHKA, KOSTO MOXE Jla Ce Ib/KH Ha HOopajJpeHepruvHns edekT Ha AyNoKceTHH. Cinyyau
Ha XHNIePTOHUYHK KpU3HK ca 6unu HabnlopaBaHH € AyNOKCETHH, 0COOEHO NpH NMALMEHTH ¢ YCTAaHOBEHa
XunepToHus. ETO 33100 NpH NaudeHTH ¢ YCTaHOBEHA XMIEPTOHHA W/HITH ApYro ChbpAeuHO 3abonsaBane ce
MpenopbYea NpocieiaBaHe Ha apTEPUATHOTO HalArane, oCoOeHO npes MbpPBHA MECELL Ha JICHeHUE.
IlynokceTH TpaOBa 1a ce U3N0J13Ba ¢ BHUMAHHE NPH NALMEHTH, YHETO ChbCTOSHHE MOXE Ja ce
KOMNPOMETHpa OT MOBHLIABAHE HA ChbPJAEYHATA YECTOTa WIH OT MMOKA4YBAHE HA APTEPHAIHOTO HANATAHE.
Heobxoaumo € ChIIo NOBHLISHO BHHMAHKE, KOraro AYJIOKCETHH C€ npuiara €JHOBPEMEHHO C
NleKapcTBEHH NPOJAYKTH, KOUTO MOFaT Aa HapyllaT HeroBus MeTabonn3bM (BXK. To4Ka 4.5). [1pu nauneHTH
C 10CTORHHO NMOBHULIEHHE HA KPHBHOTO HANATAHE MO BPEME HA MPHEM Ha JYJIOKCETHH TpsabBa ja ce
o0CHIH NOHHXKABAHE Ha N03aTa HNH NMOCTENEHHO NMPEeKpaTABaHE Ha JiedeHHeTo (BRXK. Touka 4.8). [1pn
AUMEHTH ¢ HEKOHTPOJIIMpAHa XHIIEPTOHUS He TPAOBA /1a ce 3anoyYBa JIeYEHHE C NYJJOKCETHH (BX. TO4YKa

4.3).

B1u0peuHo yBpexnane

[Tpu nauuenTH ¢ Texko 6LOpeYHO yBpexAaHe, NPOBEXAAlNK XeMOIHANH3A (KPEaTHHHHOB KITHPBHC

<30 ml/min) ce Ha0OnOAABAT MOBHLIEHH MIA3MEHH KOHLIEHTPALIWK Ha AYJIOKCETHH. 32 NAaLHEHTH C TEXKO
6BpOpenHo yBpexJaHe BIXKTE Touka 4.3. 3a nHdpopMaLHs NpH NAUKHEHTH ¢ NeKa A0 yMepeHa 0n0peyHa

HEeJOCTATLYHOCT BHXKTE TOYKA 4.2.

CepOTOHHHOB CHHJIPOM/HEBPONENTUYEH MATUTHEH CHHIAPOM
Kakro npu nedeHue ¢ Apyrd cepOTOHHHEPTHYHH NEKAPCTBEHH CPEACTBA, TAKA K NPH JIEYEHHE C

AYJOKCETHH MOXKE Ja HACTbIU CEPOTOHHHOB CHHAPOM HJIM HEBPOJNENTHYEH MaNUrHeH cuHapom (HMC) -
eIHO MOTEHLHANHO XHUBOTO3aCTPALLABAILO CHCTOAHME, 0COOEHO NpH eJHOBPEMEHHA ynoTpeba Ha ApyrH
CEpPOTOHHHEPrHYHH NeKapcTBeHH cpeacTaa (BKMoyuTenHo SSRIs, SNRIs, TpuumrknuuHy aHTHAENpECAHTH
WM TPHIITAHH) ¢ JIEKAPCTBEHH CPEACTBA, KOMTO HapyllasaT MeTabon13Ma Ha cepoTOHUH, kKato MAO-
UHXHUOHTOPH, HITH ¢ AHTHIICKXOTHLH MIH ApYyTH AOMAMHHOBH aHTArOHHCTH, KOETO MOXE 1a OKAXE
BJIMAHHE BbPXY CEPOTOHHHEPIrHYHHTE HEBPOTPAHCMHTEPHH CHCTEMH (BXK. TOUKH 4.3 1 4.5 '
CHMNTOMH Ha CEPOTOHUHOBHA CHHAPOM MOTaT Ja O6baT NPOMEHH B ICUXWYHHA CTaTy
XaIOUHHALIMY, KOMA), BETETATHBHA HECTAOUIHOCT (Hanp. Taxukapaud, Konedanua Ha
HAJIAraHEe, XUNEePTEPMHS ), HEPBHO-MYCKYJIHH abepauud (Hanp., xaneppednexcus, 11
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KOOpAHHALIHA) H/UITH CTOMALLIHO-YPEeBHH CHMITTOMN (HAfp., rafeHe, NOBPbLUIAHE, AHapH).
CepoTOHMHOBHMAT CHHAPOM B Haii-Texkata cu opMa Moxe na Hanoaobsasa HMC, xo#To BkmotBa
XHNEPTEPMHA, MYCKYJ/IHA PUTHIHOCT, MOBHILEHH HHBA Ha CEpYMHA KPeaTHH KMHa3a, aBTOHOMHA
HeCTabUIHOCT ¢ B3MOXHA Obp3a GAYKTYaLHa Ha KH3HEHHUTE NOKA3aTeNH H MPOMEHH B HCHXHYHOTO
ChCTOAHHE.

AKO e JHOBPEMEHHO JIEYEHHE ¢ NYJIOKCETHH H APYTH CEPOTOHHHEPTHYHH JIEKAPCTBEHH
cpeJCcTBa/HEBPOJIENTUIH, KOUTO MOTAT Jla 3aCerHaT CepOTOHHHEPrHYHUTE W/HIH AONAMHHEPTHYHHTE

HEBPOTPAHCMHUTEPHH CHCTEMH € KJIRHHYHO OfIPaBAaHo, Ce NPEnopbYBa BHUMATENHO Ha0NIOAEHHE Ha
nauueHTa, 0COOEHO NpH 3anoMBaHe Ha JICYEHHETO H NPH [TOBHILABAHE Ha f03aTa.

JKBIT KaHTapHOH
[TpH €AHOBPEMEHHOTO NPUIIOXKEHHE HA APUTABH H PaCTHTENIHH J1EKapCTBEHH NPOAYKTH, ChAbPXKaLlH
BT KauTapuoH (Hypericum perforatum) HexxenaHWTe IEKAPCTBEHH PeaKLiHK Morat a ObaaT no-4ecTy.

CamoyOuiicTso

Tonsimo denpecusno pascmpolicmao U 2eHEPARU3UPARC MPESONCHO pascmpoticmeo. JlenpecuaTa ce
CBbP3Ba C NOBHLIEH PHCK OT CYMIIMJHY MUCNH, CAMOHapaHABaHe H caMoyOulcTBo (CbOHTHA, CBBbpP3aHH
cbe caMoyOuiicTo). TO3H PHCK ChILECTBYBa A0 AOCTHraHe Ha 3HauHMa peMuchi. Toll kato nonobpenue
MOX€E A3 He HAaCTBITH Npe3 MbPBUTE HAKOJIKO CEAMHLH HIH NOoBeYe OT HAYaloTO Ha JICUEHHETO,
nanueHTHTe TpsOBa Aa 6paat moa cTporo HabmoAeH#e 10 noseara Ha nogobpenue. O606IEHUAT
KJIHHHUYEH OTMHT COUH, Y€ PACKBT OT CaMOYOHHCTBO MOXe a HapacHe Npe3 paHHUTE €TaNH Ha
Bb3CTAHOBHUTENHHS EPUOL.

Jipyru ncuxuuHy 3a0onsBaHus, MPU KOUTO C€ NpeANHCBa APHTABH, ChIIO MOTaT Ja ObJaT CBLP3aHH C
MOBHIIEH PUCK OT cbOUTHA, CBBP3aHU ChC caMoybuiicTeo. OcBeH TOBRa Te3u 3abonaBaHUs MOraT aa
CBITBTCTBAT FOIAMO AENpecHBHO pa3cTpoicTBo. Cnie0BaTENHO, NPH JIEYEHHE HA MALHWEHTH C APYIH
ICHXHYHK HapyilieHHusa TpaOea aa ObaaT chbmoaasaHn CHIIKMTE NPEANA3HH MEPKH, KaKTO NpH NIeYeHHe Ha
MAaUHEHTH € rOJAMO JeNPeCHBHO pa3CTPOHCTBO. -

UzBecTRO €, ue NPH NaLHEeHTH C aHaMHe3a 3a CYMLHHO-CBbP3aHH CbOMTHSA HIIM TaKMBa, IPH KOHTO CE
Ha0moAaBaT B 3HAYHTENIHA CTENEH CYHUHAHN HI€ALHH TPEJAA HAYANOTO Ra JICYEHHETO PHCKBLT OT
CYMLHAHH MHUC/H WM CYHIIHHO MOBEACHHE € N0-BUCOK H TpsAOBa Aa ce HabMoaaBaT BHUMATEIHO M0
BpeMe Ha JieueHHeTo. MeTa-aHanu3 Ha nnauebo KOHTPOJIHPAHH KIIHHHYHH H3NMHTBAHKA C NEKApCTBEHH
MPOAYKTH - AHTHAENPECAHTH NPH ICHXUYHH HApYLUEHHs [10Ka3Ba MNOBHLUIECH PHCK OT CYHLIMIHO
NoBe/IeHHE NPH NMaUHeHTH NoJ 25-TOAHLIHA Bb3PacT, IeKyBaHHi C aHTHAEMPECAHTH, B CPABHEHHE C
niauedo.

CpobluaBaHH ca CAy4aH Ha CYHLUMAHH MHCITH H CYHLIHIHO NOBEACHHE NO BPEME Ha JIEHEHHE ¢
AYNTOKCETHH WNY BeIHara Cjiej NPEKpaTABaHe Ha JIEUEHHeTo (BX. To4uKa 4.8).

JlekapcTBeHaTa Tepanus TpadBa Aa ce CbAbTCTBA ChC CTPOro HabMIOACHHE HA NALMEHTHTE, B YaCTHOCT HA
T€3H, KOMTO €4 H3NOXKEHHU HA BUCOK PUCK, 0OCOOEHO B HAYAIHUTE €TalH Ha JIEYEHHUETO U CeA NPOMEHH B
posute. [TanvenTHTe (M MonaramuTe rpHXH 3a TaX) TpadBa aa Obaar npeaynpeleHH OTHOCHO
HeoOX0AUMOCTTa OT HaOMIOAeHHE 3a BCEKH NPH3HAK Ha KJIMHHYHO BIOLUABAHE, CYHUUAHO NOBEACHHE HIH
MHC/IH H HeoOWuaiiHH NpoMeHN B NOBEAECHHETO, KAKTO H Aa NOTbPCAT He3abaBHO KOHCY/ITALMA C JieKap,
AKO TAKMBA CHMOTOMH ChIUECTBYBaT.

™

IuabeTHa nepudepua HeBponaTH4Hg 6oaka

Kakto ¢ Apyru nekapcTBeHH NPOAYKTH ¢ NoA0OHQ dapMaKoIorHiHo aeHcTBHE (AHTHACTIPECAHTH) Ca
cHOOUIABAHH OTAEIHHN CYYaH Ha CYHLIMAHW HAEH H CYHMLIHIHO NMOBEACHHE O BPEME Ha JIEUEHHE C
AYNOKCETHH HJIH BeZJHara ciejl npeKkpaTaBaHe Ha Je4eHHeTo. OTHOCHO PUCKOBH (DaKTOPH 3a CYHLIHAHOCT
NpH aenpecus, BUXTe no-rope. Jlekapure Tpabsa Aa HaCLPUABAT NMALKMEHTHTE 110 BCAKO BpeMme /1a
cHOOLLABAT 32 BCAKAKBH THXXHH MHCJIH WY YUYBCTBA,

[leanaTpyyHa nonynaumns
ApuTaBy He TpaOBa 4a ce M3MON3Ba 32 ICYEHHE Ha Jela H 1oHOWH noa 18-roanuixa
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[MToBeneHue, CBLP3aHO ChC CYHUUMAHOCT (CYMUIHAHH ONHTHA U CYMLUAHH MHCIH) H BPaXACOHOCT
(MpeARMHO arpecus, ONo3WLMOHHO NIOBEACHHE H M'HAB) ca KabloAaBaHN B KIHHUYHN POYYBAHUS NO-
YeCTOo MPH Jella H IOHOIY, JIEKYBaHH C AaHTHACTIPECAHTH, B CPaBHEHHE ¢ TE3M, NpHeMaITH nnauebo. Ako
BBIPEKH TOBA Ha 0a3aTa HA KJIWHUYHA HEOOXOHMOCT € B3ETO PEllicHHE 34 IeHeHHe, NALUMEeHThT TpabBa na
Obae HabnoAaBaH BHHMATENHO 3a [TPOABA Ha CYHLIHAHH CUMNTOMM (BX. Touka 5.1). B nonwnHeHue,
NUICBAT IBJrOCPO4HHN AaHHKU 3a 0€30MacCHOCT NpH JAeUa H KHOLIHN, OTHACALIM Ce A0 pacTexa,
Cb3pABAHETO, KOTHHTHBHOTO M MTOBEAEHYECKO pa3BuTHE (BX. TouKa 4.8).

KpbBOU3IUBH
Mma cboOUleHHs 33 NAaTOAOTHYHO KbPBEHE, KATO €KXWMO3H, Nypnypa H CTOMALIHO-YPEBHO KbPBEHE,

cBbp3aHM ¢ ynotpeba Ha mHXMOUTOpPH Ha 0OpaTHOTO 3axBaltaHe Ha cepoToHuHa (SSRIs) n unxubuTOPH
Ha 00paTHOTO 3aXBalllaHe Ha cepoTOHHH/HOopaapeHanHH (SNRIs), BKIIOYHTENHO Ay TOKCETHH.

Ty TOKCETHH MOXE Ja MOBHILY PUCKA OT MOCNEPOAOBO KpbBOTEUEHHE (BK. Touka 4.6). [Ipenopbusa ce
MOBULIEHO BHHMAHHE NMPH NalLHeHTH, NpHeMalld aHTHKOAry/aHTH H/HIH JIEKapCTBEHH NPOAYKTH, 34
KOUTO € WIBECTHO, Y& OKa3BaT BJIHAHUE BBpXY TpoMOouuTHaTa ¢pyHkums (Hanp. HCIIBC nnu
aueTuncanuuuaora kucenuHa (ACK)) 4 npu nalMeHTH € YCTAHOBEHA CKNOHHOCT KbM KbLPBEHE.

XUNOHATPHEMHA
" Ilpu npunaraHe Ha AYJOKCETHH € CbOOlIaBaHa XHITIOHATPHEMHA, BKIKOYHTEIHO CYy4aH CbC CepYMEH
"HaTpuii mo-HuckK ot 110 mmol/l. Xunonarpuemusnta Moxe Ja ce ALKH Ha CHHAPOM Ha HEAJIEKBATHA
cekpeuna Ha aHuTuanypetnyeH xopmod (CHAJC). Ilo-ronamara 4acT OT cny4yanTe Ha XUNIOHAaTPHEMHKA ca
cboOLLABAHH NIPH NALHEHTH B CTapUECKa BbB3pacT, 0COOEHO B CHLUETAHUE CBC CKOPOLIHA aHAMHe3a 3a WK
HAMHUME Ha CBCTOMHHE, MIPeapa3noaraulo KbM NpoOMeHH BbB BOAHHA bananc. [1py nauneHTHTe ¢
MOBHIIEH PHCK OT XHIIOHATPHEMHA C€ H3UCKBA MMOBHLIEHO BHHMAHHE; KATO HAPUMEDP NMPH NAallHEHTH B
cTapyecKa Bb3pacT, NaUMEHTH € UHPO3a, NeXHAPATHPAHH NalMEHTH WK NAUHEHTH, JIEKYBAHH C

AWYPETHIIH.

[lpeycTaHOBABAHE HA JIEYEHHETO
CHMIITOMHTE Ha OTHEMAHE CA YECTH [IPH NpEKpaTaBaHe Ha JIEHEHHETO, 0CO0eHO B CIyYauTe, KOraTo

NPeKpaTABAHETO C€ U3BBLPILBA pA3KO (BXK. Touka 4.8). B KNMHU4YHM NPOyYBaHUs HeXeNaHH CbONTHS,
HabM0RaRAHH NPH PA3KO NpeKpaTABaHEe HA JIEYEHHETO ca cbobLlaBaHu npH 0kono 45% OT NaLMEHTHTE
NEKYBaHH C AYJIOKCETHH H NpH 23% OT NAUKEHTUTE nNpUeMann nnauedo. PUCKBT OT CHMIITOMH Ha
OTHeMaHeTo, HabntozaBaHy npu SSRI’s 1 SRNI’s Moxe Aa 3aBUCH OT HAKOIKO (akTopa, BKIIOYHTENHO
NPOABMKHTENHOCTTA W 103aTa Ha ICUEHHETO H OT CTENEHTa Ha NOHHXKaBaHe Ha ao3arta. Hal-uecto
HabnoAaBaHKTE HEXXETaHH peakuuu ¢a NocCoUYeHH B Touka 4.8. KaTo Lgi0 CHMNTOMHTE €A JIEKH A0
YMEDPEHH, BLIIPEKH 4e NPHU HAKOK OT NAUMEHTHTE T€ MOraT Ja ObJaT TEXKH 1Mo HHTEH3HTET. Te
OOMKHOBEHO Bb3HHKBAT B PAMKHTE Ha ITbPBHUTE HAKOJIKO JIHH OT NPEYCTAHOBABAaHE Ha JIEYEHHUETO, HO €a
OOKNaABaHH H MHOTO PEAKH CNy4Yad Ha TAKMBA CHMIITOMH NPH NalUEHTH, NPONyCHANK 1033 Mo
HeBHUMaHue. KaTo uano Te3m CHMIITOMH €a CaMOOrpaHHYaBatlH ce H OOMKHOBEHO OT3BY4aBaT B paMKHTE
Ha 2 CeMHIIH, HO MIPH HAKOH HHIAMBHAH, TE MOXKE Aa ca HaMue no-aunro (2-3 meceua v noseue). Eto
34110, NPH NPEYCTAHOBABAHE HA JICYECHHETO CE€ NPENOPbYBA MOCTENEHHO NOHHKABAHE HA N103aTa HA
NYJIOKCETHH, 3a MEPUOA HE MO-MaJIKO OT 2 CeAMHUM, B 3aBHCUMOCT OT NOTPEOHOCTUTE HA NALMEHTA (BXK.
TOYKka 4.2).

Ctapuecka Bb3pacT
[1pn naLMEeHTH B CTApHECKa Bb3PACT C rOJIAM ACMPECHBEH €NU304 H FEeHEPAIH3UPAHO TPEBOXHO

pa3CcTpOICTBO JaHHHTE 3a ynotpebara Ha 120 mg aynoKCeTHH ca orpaHiueHH. ETo 3auo, ne4eHHeTo Ha
MaLHEHTH B CTapyecKa Bb3pacT ¢ MAaKCHMalnHara j03a TpsbBa 21a ce H3BbplUBa ¢ MOBHUIEHO BHHMaHHe
(BX. TOuKa 4.2 1 TOukKa 3.2).

AKaTH3HA/TICUXOMOTOPHO 0e3N0KOHCTBO
YnorpebaTa Ha AYNOKCETHH C€ CBBP3BA C NOABA HA aKATH3HA, KOATO C& XapaKTepHU3H
HENPUATHO WJIH H3TOLLUHTENHO YYBCTBO Ha 0e3MOoKOACTBO H HYKAA OT YECTO JABHXKEH
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HecnoCOOHOCT 3a CEICHE H CTOEHE Ha eAHO MACTO. [10-8eposATHO € TOBa Aa ce NPOABH B PAMKHTE Ha
NbPBUTE HAKOJKO CEAMHIH OT JieueHHeTo. [Ipn nauneHTH, KOUTO NOIYYaT Te3H CHMNTOMA,
MOBHLIABAHETO HA J03aTa MOXe 1a ObAe BpeaHO.

JlekapCTBEHH NPOAYKTH, ChAbPKAUIN AYTOKCETHH
JIyTOKCEeTHH Cce M3MNO0N3Ba NOJ PasinviHy THPrOBCKH MapKH 3a HAKONKO Moka3aHHus (nedeHHe Ha AnadeTHa

HeBponaTH4Ha 6osika, roieMy JAenpecHBHH eNnU30AH, FeHepaIH3HPaHo TPEBOXKHO PasCTPOACTBO U CTpec-
HHKOHTHHeHLus Ha ypuHarta). Tpabea na ce u3barea ynotpebara Ha noBeue OT €AH OT TE3U NMPOAYKTH.

XenatuT/MoBHILIEHH YepHORPOOHH eH3UMH |
CroblwaBann ca cnyyau Ha 4epHonpoOHO yBpeXAaHe ¢ NyJIOKCETHH, BKAIOYHTEIHO CHIIHO TIOBHILEHHE Ha

yepHoApoOHHTE eH3UMH (>10 ITbTH ropHaTa rpaHHlla Ha HOpMaTa), XeNaTHT X XKbJITeHHUa

(Bk. Touka 4.8). TloBeueTo OT TAX HACTHLIBAT 10 BPEME Ha ITLPBHTE MECEIIH HA JIeYeHHe. XapakTepbT Ha
4epHOAPOOHOTO YBpEXAaHe € MpeAUMHO Xenarouenytaped. JlynokceTHH tpabBa aa ce H3mon3Bea ¢
NOBHLIEHO BHHMAHHE NPH NaLHEHTH, IEKYBaHHU ¢ APYTH J€KapCTBEHH NMPOAYKTH, KOHTO C€ CBbP3BAT C

yBpeXJaHe Ha YepHUa apod.

Cexcyantia AucyHKUHS

CenexTUBHUTE HHXUOUTOPH Ha 0OpaTHOTO 3axBalllaHe Ha cepoToHuHa (SSRIs)/MHxHOUTOpHTE Ha
0OpaTHOTO 3axBaillaHe Ha CEpOTOHHMHA M HopaapeHainuHa (SNRIs) morat aa npU4HHAT CHMIITOMH Ha
cekcyanHa guchyHkuus (Bx. Touka 4.8). Ma cho0ieHns 3a NpoaAbIKHTENHA CEKCyanHa IHChYHKIMA,
MPH KOATO CHMITTOMHTE NMPOALJKABAT BbIPeKH NpeKkbcBaHeTo Ha npueMa Ha SSRIs/SNRIL

[loMOLIHH BELECTBA
3axaposa

TBbpANTE CTOMALLHO-YCTORYMBH Kancyaud ApUTasy CbAbpXar 3axapo3a. [launeHnTu ¢ peaku
HACJEACTBEHH NpobaeMH Ha HEMOHOCUMOCT KbM (PpyKTO3a, MNIH0K030-ranakro3Ha MmanabcopOuus uiH
3axapa30-H3OMaiTa3Ha HEJAOCTATbYHOCT He TpaOBa 1a npHeMar TO3H NeKapCTBEH MPOAYKT.

4.5 B3aumozelcTBHSA ¢ APYIH JIeKAPCTBEHH NPOAYKTH B APYTH GopMH HAa B3aHMOekHCcTBHE

UnxubuTopn Ha MOHOaMHHOOKcHAa3aTa (MAO-HHXHOHTOPH)

[Mopaau pHCK OT CEPOTOHHHOB CHHAPOM, NYJIOKCETHH He TpAOBa Ja ce u3non3sa B KOMOHHALHA C
HECENEKTHBHY, HEOOpAaTHMH MOHOAMHHOOKCHAA3HH HHXHOUuTOPH (MAO-uRXubuTOpH), UK NoHe 14 KHH
clieq IpeKpaTaBaHe Ha jJeyeHneto ¢ MAO-unxubutopn. Bb3 ocHOBa Ha MOy KHBOTA Ha AYJTOKCETHH, €
HeOOXO0AMMO 1a H3MHHAT NOHE 5 OHH cllen CTIUpaHe Ha ApUTaBK H Npely Ja 3anovde ncuenue ¢ MAO-
HHXHOUTOPHU (BXK. TO4Ka 4.3).

He ce npenopbuBa efHOBpeMeHHaTa ynotpeda Ha ApuTaBH CbhC CeleKTHBHHTE 0OpatimMu MAO-
HHXHOMTOPH, KaTo MoK100eMna (BX. Touka 4.4). AHTHOHOTHKDBT JIHHE30IM] € OOPaTHM HECENIEKTHBEH
MAOQ-HHXHOHTOP 1 He TpAOBa Aa ce Ha3HA4YaBa HA MALUEHTH, IeKYBaHH ¢ ApHTaBH (BX. Touka 4.4).

Huxuburopu Ha CYPI1A2

Toii kato CYP1A2 yuyacTBa B MeTaDonH3Ma Ha AYJIOKCETHH, €AHOBPEMEHHOTO NIPHIIOKEHHE HA
OYJIOKCETHH ¢ MOLHH HHXHOUTOPU Ha CYP1 A2 BeposaTHO MOXe [1a JOBEAE A0 NMO-BUCOKH KOHLIEHTPALIMK
Ha aynokceTHH. PnyrokcaMnH (100 mg BeaHbk  AHEBHO), MolileH HHXHOUTOp HA CYP1 A2 namansasa
NPUBHAHHUSA MNa3MeH KIHPBHC Ha AYJIOKCETHH ¢ okono 77% u nosruwara 6 mbTH AUC,.. ETo 3auo
Apurtasu He TpaOBa Ja ce npunara B kKoMOuHalug ¢ Mol HHxubnTopu Ha CYP1A2 kato ¢uiyBOKCaMHH

(BXK. TOYKa 4.3).

JlexapCcTBEHH I KTH, aelicTraiiy Bupxy LHHC
PuckbT oT ynorpeba Ha AyJIOKCETHH B KOMOHHALMSA € APYTH JIEKAPCTBEHH NMPOAYKTH,
paHsHKe BbpXy LIHC He e oLieHABaH CHCTEMHO, OCBEH B CyYaWTe, ONKHCaHK B TasH
ce NMpenopbYBa NMOBHLICHO BHUMaHHE, KOrato ApHTaBH ce NpreMa B KOMOHHauHs ¢
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neficTBaUIM JeKapCTBEHH NPONYKTH HIH BEWECTBA, BKIIIOYHTEIHO ANKOXON H CEAaTHBHH JIEKapCTBEHH
NpoAyKTH (Hanp. GeH30aHa3ennHH, MOPPUHOMHMETHUHN, aHTHIICHXOTHIIH, eHobapbuTan, ceaTHBHH
AHTHXHCTaMHHH).

CepoTOHNHEPTHYHH JIEKAPCTBEHH CPEACTRA
B peaku cnyuau npu nauneHTH, kouto npuemat SSRIs/SNRIs (Hanp. napoketuH, GpayoKceTHH)

eIHOBPEMEHHO ChC CEPOTOHUHEPrAYHH NEKapCTBEHH CPEACTBa Ce Cho0IIaBa 3a NoABaTa Ha CEPOTOHHHOB
cHHApoM. [TpenopbiBa ce MOBHILICHO BHHMAHHE, aKO APHTAaBH CE€ H3NON3BA €AHOBPEMEHHO CBC
CEpPOTOHMHEPrU4HH JIeKapcTBEHH cpeacTBa, kKato SSRIs, SNRIs, TppuuknniHu aHTRACTIPECAHTH, KATO
KNOMKNPAMHH UM aMUTPUNTHIHH, MAO-HHXUOUTOPH, KaTO MOKJIOOEMHA UK JIHHE3OMU, KbJIT
kaHTapuoH (Hypericum perforatum) unu TpUNTaHu, TpaMagoJ, 6ynpeHopdus, NeTHAHH U TpHNTOdaH
(Bx. Touka 4.4).

Edexkt Ha 1YJOKCETUH BbPXY JAPYTH NEKAPCTBEHH NPOAYKTH

Jlexapcmeenu npodykmu, memabonusupanu om CYPI1A2
(dapMmakokuHeTHKaTa Ha TeodunnH, cyoctpar Ha CYPIA2 e ce noBnnsaBa 3HaYNTENHO TIPH CHBMECTHOTO
MpUNOXKEHUE ¢ AyNnokceTHH (60 mg ABa MbTH JHEBHO).

Jexapcmeenu npooykmu, memaboauzupanu om CYP2D6

HynoxceTHH e yMepeH uHxudbutop Ha CYP2D6. [1pn eaHOBpeMEHHO NpUIOKEHHE HA AYJOKCETHH B 103a
oT 60 mg iBa IbTH JHEBHO C eAMHUYHA 1032 Ae3nnpaMuH (cyberpar Ha CYP2D6), AUC Ha nesunpaMuH
ce yeenuyasa 3 nbTH. CbBMECTHO NMPHIOXKEHHE HA NYNOKCeTHH (40 mg ABa MbTH AHEBHO) MOBHILIABA
AUC B cTalHOHAPHO ChCTOSIHHE HA TOJTEPOJUH (2 mg ABa IbTH AHEBHO) CbC 71%, HO HE MORBJIMABA
¢apMaKOKHHETHKATa HAa HETOBUA aKTHBEH 5-XMAPOKCHI METAbOMHT H HE C€ NPENoOpLYBa aanTHpPaHe Ha
no3ara. [IpenopbtBa ce NOBHLICHO BHUMAHUE, ako APHTABH Ce NpHJara eJJHOBPEMEHHO C IEKAPCTBEHH
NPOJAYKTH, KOUTO ce MeTabonusupat ocHoBHO oT CYP2D6 (prcnepuoH, TPHUHKIMYHH aHTHACTTPECAHTH
[TLLA] KaTO HOPTPUNTHIHH, AMATPUIITUINH H HMHNPaMHH) 0CODEHO, aKO T€ UMAT TECEH TepaneBTHYeH
aHAeKc (kaTo dnekanHua, nporageHoH H METONPOJION).

Ilepopanrnu xonmpayenmugu u Opyzu cmepoudHu cpeocmesda
PesyataTuTe OT in vitro Npoy4YBaHHA NOKA3BAT, Y€ QYJOKCCTHH HE HHAYUHPA KATATHTHYHATA @KTHBHOCT
Ha CYP3A. CneunduyHu in vivo npoy4uBaHHS 3a JEKAPCTBEHH B3aUMOJACHCTBHA HE Ca NTPOBEKAaHH.

Auwmuxoazyranmu u aimuazpezarmu

HMauckea ce NOBUUIEHO BHUMAHUE, KOraTO AYJOKCETUH ce KOMOHHHUpA € epopalHi aHTHKOAryJJaHTH HITH
AHTHAIPEraHTH NOPAJH MOTEHIHAHO NOBHILEH PHCK OT KbPBEHE, KOETO MOXE 1A C€ ODACHH ¢
dapmakoanHaMuuHO B3aumoaelictere. OcBeH ToBa € cbOOLIABAHO NMOBHIIABAHE HA CTOHHOCTHTE HA INR,
KOTAaTo Ha MallHeHTH, 1IEKYBaHH ¢ BapdapHH ¢e npunara eAHOBPEMEHHO AYNOKCEeTHH. Bee nak,
€IHOBPEMEHHOTO NpHJaraHe Ha AYJOKCETHH U Bap(hapHH Ha 31paBH JOOPOBONIH B PABHOBECHO
CLCTOSHHE, KATO YACT OT KWIHHHYHO ($apMaKoNOrHyHO NpoyyvsaHe He BOAK 10 KIHHUYHO 3HaYHMa
npomenu Ha INR cnpsaMo W3xoaHKTE CTOIHHOCTH UK BbB (PApPMAKOKHHETHKATa Ha R- unn S- sapdapuH,

EdexTi Ha ApYFrH J€KAapCTBEHH NPOAYKTH BLPXY NYJOKCETHH

Axwmuayuonu rexapcmeenu npooykmu u H2 anmazonucmu

CbBMECTHOTO NPHIoKEeHHe Ha JYJOKCETHH C aHTHALMAN, ChABPKAINH ATYMHHHA M MarHe3uH, WK Ha
AYIOKCETHH ¢ GaMOTHIHH, HE OKa3Ba 3HAYUM €(PEKT BbPXY CKOPOCTTa HJIH CTEneHTa Ha abcopbuus Ha
AYJIOKCETHH ClIel MEPOPAHO NPHIIOKEHUE Ha fo3a oT 40 mg,

Hnoyxmopu na CYPIA2
[TonynamMoHHH PapMaKOKHHETUYHH aHAIH3H NOKA3BaT, Y€ NyniaynuTe HMaT NoyT
MIa3MEeHH KOLUCHTPALMK HA JyNOKCETHH, B CPABHEHHE C HENMYLIAYHTE,
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4.6 DepruauTeT, OPEMEHHOCT H KbpMEHE

DEPTHINTET

B npoyuBaHus BbPXY XKHBOTHH AYJIOKCETHH HAMA €eKT BbPXY PEPTHANHTETA NTPH XKHUBOTHHTE OT MBXKKH
MoJ1, a eeKTUTE NPH KHBOTHHUTE OT JKEHCKH MOJI €8 OUCBHAHO CAaMO NpH J03H, KONTO NPHYNHABAT
TOKCUMHOCT NpH MalkarTa.

bpeMEHHOCT
[TpoyuBaHHa BbPXY )KMBOTHH MOKA3BaT pENPOAYKTHBHA TOKCHYHOCT NpPH HHBA HA CHCTEMHA €KCNO3HUHA

(AUC) Ha AyNOKCETHH MO-HACKH OT MAKCHMAJTHATA KJIMHWYHA €KCMO3ULIMA (BX. TOYKa 3.3).

JIse ronemu obceppauuoHHn npoyuBanns (eaHo ot CAlLl, Bkmousamo 2 500 OpeMentn, ¢ eKCro3HLHs
Ha AYJOKCETHH Npe3 IbPBUS TpUMeCTLP, H €AHO oT EC, Brmoysauio 1 500 OpeMeHHH, C eKCNO3HLHA Ha
AYNOKCETHH Mpe3 TbPBUA TPHMECTRP) HE NPEANOoNarar oou NOBHIIEH PHCK OT rOJIEMH BPOAEHH
MandopMalui. AHATH3bLT Ha KOHKPETHH Man¢opMaLKH, KaTo ChbpACUHH Man(opMaLHH, Noxasba
HeyOeAHUTENHH PEe3YTaTH.

B npoyuBaneto ot EC € HanpaBeHa Bpb3Ka MexX Ay eKCIO3UIHATA Ha AYJIOKCETHH Ha MalikaTa no BpeMe
Ha HanpeaHaia GpeMeHHOCT (o BCako BpeMe oT 20-Ta recTalHOHHA CEAMHLA N0 PaXKAaHETO) C MNOBHILIEH
PHCK OT NpeXAEBPEMEHHO paXxKJaHe (N0-Manko OT 2 NbTH, KOETO NPHOIU3HTEIHO ChOTBETCTBA Ha 6
JAOTBLIAHHTENHH NpeXaeBpeMeHHH paxkaaHna Ha 100 xxeHu, Ha Tepanua ¢ JyNOKCETHH B Hanpe/Hana
bpemeHHocT). [To-ronamMara 4acT € Rb3HMKHANA Mexay 35 H 36 rectaunonna ceaMuua. TasH Bpb3ka He €
HaOmonaBaHa B npoyusaHero ot CALLL |

AMEpHKaHCKH JIaHHH OT HaONIOAEeHUs NPeAOCTaBAT J0KA3aTEICTBA 3a NOBHLIEH PUCK (N0-MaAJIKO OT 2
MbTH) OT MOCNEPOAOBO KPBBOTEUYCHUE CHE eKCINO3HIUA Ha AYNOKCETHH B PAMKHTE HAa MeCeLl NpeaH
paXxAaHeTo. |

EnuaeMuonorMyHUTE 1aHHA Npeanonarart, ye ynorpebara na SSRIs no speme na OpemMenHocT, ocobeHo B
HanpeaHasia OpeMEHHOCT, MOXE Ja [TOBULLH PHCKA OT NEPCHCTHPALLA NYJIMOHATHA XHNIEPTOHUS MU
HosopoaeHoTto (ITTTXH). Bbnpeku, ue He e nscnensana spu3kata Ha [1[1XH ¢ newennero csc SNRI B
Npoy4YBaHHA, TO3H MOTEHUHANEH PUCK HE MOXe 1a Oblie H3KIIOUEH NPH AYJOKCETHH, KAaTO C& HMa
NpeABHA CBbp3aHuA MEXaHH3bM Ha AeiicTBHe (MHXxHOMpaHe Ha oOpaTHOTO 3aXBalllaHE Ha CEPOTOHHH).
KakTo M npyu ApyruTe CEpOTOHEPrUYHH JIEKapCTBEHH NPOAYKTH, TPH HOBOPOJAEHH MOTaT a CE NMPOABAT
CHMIITOMH Ha OTHeMaHe cliell ynotpeba Ha JyNOKCETHH OT MaiikaTa 6nn3ko 10 TepmuHa. CHMIITOMUTE Ha
OTHEMaHe, HabnroaaBalK NPH AYJOKCETHH, MOTaT Aa 6bJaT: XHNOTOHUS, TPEMOP, HEPBHOCT, 3aTPYJHEHHS
B XpaHEHETO, PECTIHPATOPEH AHCTpeC U rbpyoBe. [loBeveTo OoT cayuante ca HabmoaaBaHH WK NPH
pakAaHeTO WK HAKONKO JHH cliel] paXKAaHEeTO.

ApuTtaBy TpaOBa aa ce H3NoN3Ba Mo BpeMe Ha OPeMEHHOCT, CaMO ako NOTEHI{HANHATA NON13a ONpaBAaBa
NOTEHUMANHNWA PHCK 3a noza. XXeuure TpaOea fa 6baaT cbBeTBaHK Aa HHQOPMHpPAT JE€Kaps CH, aKOo
3abpeMeHeaT, HIIH aKO NMiaHupaT 3abpeMcHABaHe NO BpEME Ha NEUEHHETO.

KbpMeHe

B13 ocHOBa Ha npoy4BaHe, MPOBEACHO NMPH 6 KbPMELLH KEHH, KOUTO HE Ca KbPMHJIH CBOUTE Aela €
YyCTaHOBEHO, Y€ AY/OKCETHH C€ €KCKPETHpa B KbpMaTa NPpH Xopa B He3HAYHTENHO KOJIHYECTBO.
[Tpubnu3uTenHaTa AHEBHA N034a NpH jAeua Ha 6a3a mg/kg e oxono 0,14% ot no3ata, npuera ot malikara
(Bx. Touka 5.2). T xkaTo OezonacHOCTTA HA AYIOKCETHH NpU OebeTa He € ycTaHOBEHa, ynoTpedaTa Ha

ApHTaBH NO BPEME HA KbPMEHE He ce MPenopbhyYBa.

4.7 EdexTH BBLpxy cnocobHocTTa 33 m1opupane n padoTa ¢ MAWIHHH

He ca n3pbpliBaHH NpoyuBaHHs 3a BAHAHHETO BbPXY CIOCOOHOCTTA 32 WodHpaHe H padgp
Ynorpe6ara Ha 1y/IOKCETHH MOXe Aa ObJe CBbp3aHa Cbe CeAUpPaHe U 3aMasHoCT. Tlaups
ObaaT MOCHLBETBAHH, Y€ AKO MOJMYYaT CeiipaHe UK 3aMasHOCT TpAOBa aa H3dbarear
PUCKOBH JEMHOCTH, KaTo WodnpaHe WK paboTa ¢ MalLKHY,
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4.8 Hexenann NeKapcTBeHH PeaKNHH

Peslome Ha npoduna Ha Oe30nacHoOCT

Haii-uecTo cbOOILABAHHTE HEXXEIARH PEAKLIMY [TPU NALUKEHTH, IEKYBaHH C JyNOKCETHH Ca: rajeHe,
rnasobonne, CyXoTa B YCTATa, COMHONEHTHOCT M 3aMaiiBaHe. [1oBeYEeTO OT YECTHTE HEXENaHH PEaKLHH,
obaue ca cnabo 10 yMEpEHO H3pa3eHH, 0OMKHOBEHO Bb3HHKBAT B HA4aJlOTO HA TEPanuATa H NOBEYETO OT
TSX OT3BYYAT B X0/1a Ha TepanusTa.

PesioMe Ha HEXENAHNTE JEKAPCTBEHH peaKliny, NpeAcTaBeHo B Tadauua
Tabnuua 1 nokaszea HEXXENaHUTE peakLMH, HabnioaBaHH MPH CNOHTaHHO ChOOLLAaBaHe U NpH MIauedo-
KOHTPOJIHPAHH KIHHHYHHK NPOYYBaHHA.

Ta6nauua 1: HexenaHy peakuuu

OreHka Ha yecToTa: MHOro YectH (>1/10), yectn (>1/100 go <1/10), Hevect (=1/1 000 1o <1/100),
peaxu (>1/10 000 no <1/1 000), mHOrO peaxu (<1/10 000), c Hen3BecTHA YeCTOTA (HE MOXKE J1a ce
Onpeaeny OT HATHYHHTE JaHHH ).

[TpH BCAKO rpyIMpaHE MO YECTOTA HeXeNaHNTe eeKTH Ca NpeCTaBeHH B HU3XOAAL PEeA NO OTHOLIEHHE
HA TAXHaTa CEPHO3HOCT.

MHOT0 MeCTH YecTH HeuecTn Peaxu MHoro peakn HEH3IBECTHA
Eec'rn'ra |
\Hughexyuu u unchecmayuu
flapuHruT
\Hapywenun Ha uMyHHama cucmema
| AHapHNAKTHYHA
NCaKLUA
HapyuieHns,
CBbP3aHy Chbe
CBPBXYYBCTBHTEITHOCT
|[EHOOKPUHNY RADYIMEHUR
XUNOTHPEOUAUIBM

\Hapyuternus na memabonuama u xpanenemo

Hamanen anetut [Xuneprnukemus  |[Jdexuaparaius
(cvobinaBana XHNOHATPHEMHA

pEAHMHO TIPH CHAJC®
F:auueﬂm ¢ nuabert

Vcuxuunu napyuenun

e3ChHHE YHLUHTHA ICYMLIHIHO

130y 1a tneauma>’ nopeaeHHe "’
amaneHo nubuno [Hapywenns Ha coHsa MaHHs
PEBOXHOCT PYKCU3BM X antiHaLHH
atonoruden”  |[lezopuenTauus Arpecus u russ’
pra3sm Anarus

aTOJIOTHYHH

BHHLIA

Hapywenus na nepgnama cicmema
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CtyaeHn kpaiiHHUH

masobonne 3aMagHOCT MHUOKAOHYC CepoToHuH
‘ComHOneHTHOCT | JleTaprus AkaTusng’ OB
Tpemop Hepauoct CHHIPOM® :
[MapecTe3m Hapyuienue Ha Konsyncum
a1 BHHMAHHETO [TcuxoMoTOpHO
Jlucreyaus fesnokoiicTeo®
TIMCKHHEINS Euc*rpanup_amunuu
CHHIPOM Ha CHUMITTOMH®
HEeCNOKOHHHUTE
Kpaka
Jlowo
Hapywenun na ouume
3aMbIieHo Munpnaza I'maykoma
3peHHE 3pUTENHH
HapY1UCHH
Hapywenus wa yxomo u aabupunma
TunnTyc : Bepruro
bonka B yXoTo
Cvpoeynu HapyueHun
‘ [TannuTaunu Taxuxapaus TPECOBa
HapgkaMmepha apAHOMHONATHSA
apUTMHA, Takouyoo-
NpeaHMHO ApAHOMHONATHSR)
NPEACHPAHO
MBbiKAEHE
Cvoo6u napyuieHun
[MToeuineHo Cunxon’ XHNepTOHHYH
KpBbBHO Xuneprouus>’ M KpH3K™®
HanArane’ OpTocTaTHYHA
3auepBABaHE e p—

Pecnupamopru, 2pwOHU U MEGUACMURANHY HADYUEHUR

I1po3dpane Ctarane B repioToMHTEPCTHLIHANHA
Enncrakcuc enoapo6na Gonect'”
3UHOJIUNHA
HeBMOHHS®

CMmoMauwino-4peeru HAPYUIeHUR

[anene 3anex CtoMawno- CroMaTHT

Cyxora B ycrata | Jdnapus UpeBEH XeMaToxe3ud
bBonka B KPBBOH3IHB’ Jlom aBX ot
Kopema I"actpoenTepn ycTara
[ToBpbiuaxe TOpuraane MuKkpockoncks
HucnencHs [ acTpHT konut’
draryneHiuA Ducdarus

Xenamobuauapru napyuienun

SE/H/1466/001-002/WS/024
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Xenarur’ YepruoapobHa
MNoBHieHH HEAOCTATHYHOCT®
YePHOAPOOHH Kuarenuna®
eH3HMH (ALT,
AST,
ANKaJHA
¢octaraza)
Hapywenus na xoxcama u ROOKONCHAMA MbKAH
3acune HomHo wanorsasaxe CHuzpoM Ha [Koxen BACKYHT
HO Y prukapus CTHBBHC-
NOTEHE KoHTakTeH JIoHCHH®
Obpus ACpMATHT AHTHOHEBPOTH
Crtynena not YeH oToK®
Peakumuu Ha
$OTOUYBCTBHTENHOCT
[ToBHIEHA CKNOHHOCT
KbM KbpBEHE

HﬂpyWEHHH HA MYCKVAHO-CKeEemrama cucmemd u CHEOUHUMENRAMA MbKAH

IMyCKYJTHO- My ckynHO Tpu3mMyc
cKeneTHa 60Nka  HanpexeHHe
MycKyneH cna3zem [loTpensaHe Ha
MycKkyaute
\Hapywenus na bvbpeyume u nukovHume nemuya
Vn3ypus BamepxkaHe Ha [IpoMeHEH MHPHC Ha
UecTO ypUHUpaHe [ypHHA [YpHHaTa
aTPYAHEHO
[YPHHHPAHE
HukTypus
[Tonnypus
1
Hapyuienus Ha 8b3npou3go0umennama cucmema u 2bpoama
EpeKTHIHa THHEKONOTHYHO MeHonay3anHH
nUCyHKLHA pBEHE CHMNTOMH
HapyiueHue Ha EHCTpYaliHM ["anakTopes
AKyaUHaTa apylueHHs XUNEPNpPoOJaKTHHEMMH
gaﬁaneua lgexcyanﬂa |
EaKyTalns NHCPYHKLHA [Tocneponoro
[Bonka B TECTHCHTE |[KPBBOTEYEHHE®

lO6uu HapyuieHus u epexmu Ha MACMOMo Ha RPUAONCEHUE

TManane®
YMopa

OnKa B I'bpauTE’
OHOpMHH

CelllaHHA

YBCTBO 32 CTYA
axna

TPHCAHE
Epa3noONOKEHHE
YBCTBO 34 TOIUTHHA

Iacnedeanun

SE/HM466/001-002/WS/024
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[ToHHxeHHE Ha OKa4BaHe Ha t’aenuqanaue Ha
TENMOTO ernoTo OfECTEPOSA B KPBBTA
OBHLUICHHE Ha
aTHHPOCPOKHHA-
ara B KpLBTa
OBHLIEHHE Ha
a7luA B KPBETA

! Ciny4ad Ha KOHBYJICHH ¥ ClTyMaH Ha LIYM B YIIHTE ca CboOLIABaHH CBIIO H CNEA NPEKPaTIBaHE HA

JIEHCHHETO.

2 CayuaH Ha OPTOCTaTHYHA XUNOTOHHUS H CHHKON ca chobLiaBaHi, 0CODEHO B HAYAJIOTO Ha
JIGYEHHUETO.

3 Buxre Touka 4.4

4 Cnyuan Ha BpaxXAe0OHOCT H THAB ca Cbh0OO01aBaHK OCOOEHO B HAYATIOTO HIIM Chell NpeKpaTaBaHe Ha
JIEYEHHETO.

. CnyuaH Ha CyMUHAHA HASAlHS W CYHLIUIHO MOBEACHHE Ca ChOOLABaHH N0 BPEME Ha JICUEHHE C
NYNOKCETHH MK BeAHara ciiell NpeKLCBaHe Ha JieYeHHeTo (BX. Touka 4.4)

S OueHeHa 4ecTOTa Ha HeXelnaHH peakliiH, ChoOLEHH NMpH NOCTMApPKETUHIOBOTO HabNOACHWE; He ca
HabnloaaBaHHt B naanedo KOHTPONHPAHKH KIHHHUHH MPOYyYBaHMA.

7 He e craTHcTH4eCKH CHTHUHKAHTHO pa3finuHa OT niauebo.

3 [NTagaueTo ce cpelia no-4eCcTo NpPH MalMeHTH B CTapyecKa Bb3pacT (265 roauiuHa Bb3pacT)

? Ouexenara YyecToTa ce Oa3npa Ha JaHHU OT BCHUYKH KJIHHUYHH MPOYYBAHMA

10 YecToTara e U3UKCIEHA Bb3 OCHOBA Ha NIane6o-KOHTPONHPAHH KIHHUYHU H3NHTBAHHS

Onucanye Ha H36paHu HEXENAHM JEKAPCTBEHH peaxiiiy

[IpexpaTaBaHETO HA AYNOKCETHH (0COOEHO KOraTo € BHe3arnHo) YecTo BOAH 10 CHMIITOMH HA OTHEMAHE.
3amaiipate, CEH30pHH HApyLEeHHS { BKITIOYHTENHO [IAPECTe3ns HilH yCellaHus, noAoOHH Ha TPpEMHHABAHE
Ha eJIEKTPUYECKH TOK, 0co0eHo B obnacTTa Ha ry1aBaTa), HApYLIEHHS B CbHA (BKIIOYHTENHO O€3CbHHUE U
HHTEH3HBHO CbHYBAHE), YMOpa, COMHOJIEHTHOCT, Bb30yAa HJIH TPEBOXKHOCT, raieHe H/HIH NOBpbLLAaHE,
TpeMop, riapofonue, MUaITHA, pa3sapazHUTENHOCT, AHAPHA, XUNTEPXHIPO3a H BEPTHIO Ca HAH-4ECTO
ChOOIABAHWTE HEXKENAHH peaKLUH,

Haii-o6n10, 3a SSRIs 1 3a SNRIs, Te3u cbOHTHA ca lexH 10 yMepeHH H CaMOOrpaHH4aBallH ce, BbIIPEKH
ye NPH HAKOH NAUHUEHTH TE€ MOKE Ja €a TEXKH W/HJH TIPOAbIKHUTENHA. [lopaan ToBa ce npenopbusa,
KOraTro He ce Hajara noseue jevyeHHe ¢ AYNOKCeTHH Ja ¢€ U3BbPLIM NOCTENEHHO CIIHpaHe, Ype3

NOoHHXKABaHe Ha Jo3ara (BX. TOUKH 4.2 ¥ Touka 4.4).

[Mpes 12-ceamuunara ocTpa (a3a Ha TpH KIMHHYHH NPOYYBaHUs C AYJIOKCETHH NPH NALHEHTH ¢ AHabeTHA
HeBponaTHuHa 60/Ka NPH NAaLHEHTHTE Ha JICYCHHE C JYJJOKCETHH € HabmoaaeaHo cnado, HO
CTATHCTHYECKH 3HAYMMO MOBHLLIEHHE Ha KPbBHATa rnioko3a Ha raiHo. HbAlc e crabuneH v npu
NALMEHTHUTE JIEKYBAHH C AYJIOKCETHH H NTPH NALUEHTHTE NeKyBaHH ¢ nnauedo. Ipe3 ¢a3ara Ha
yIbJDKABAHE Ha TE3W NPOYYBaHUA, NPOABIXHIA 10 52 ceAMHLM € HANHYHO noBhlieHHe Ha HbAlc u B
rpynara Ha JyJIOKCETHH H B IpynaTa Ha pyTHHHa Teparys, HO CpeaAHoTO nopHeHKe € ¢ (,3% no-BUCcoko
B rpyfaTa Ha JieueHHKe C AyJOKCEeTHH. [Ipu mauneHTH, AeKyBaHH C QyJIOKCETHH € HATHUE ¢/1a00
NoBHMIEHPE Ha KPbBHATa III0OK03a Ha MMagHO W Ha obluys XonecTepos, JOKaTo Te3H J1abopaTopHH
H3CNeIBaHHA ca cnabo HaManeH! B FpynaTa Ha PyTHHHA Tepanus.

KopHrapasusaT cnpamo cbpaeuHara dectota QT HHTEpBan NpH NMAlHEHTHTE, IEKYBaHH C NYJIOKCETHH He
ce pa3nu4aBa OT TO3H, HaG/IoaBaH NpH NaLMEHTHTE, JleKyBaHK ¢ naauebo. He ca Habnoagaamm- —~—
KIMHHYHO 3Ha4iMH pasnuky B uaMepennte QT, PR, QRS unn QTcB Mexay nauveHTH
AYJIOKCETHH U Te3H NEeKYBaHH ¢ 1auedo.

o
&d .
r | X [ edmvatn
Cé::(-’ _
*a
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[leauaTpruyHa nonyialus

O6u1o0 509 neAHaTPHYHH NALMEHTH HA Bb3PAcT 0T 7 10 17 roauHy ¢ ronsMo JAenpecHBHO pasCTpOHCTBO U
241 neguaTpUYHH NALHEHTH Ha Bb3pacT OT 7 A0 17 roAWHH C reHepany3npaHo TPEBOXKHO pa3CTPOUCTBO
ca IEKyBaHM ¢ AYJIOKCETHH B KIMHUYHU Npoy4BaHus. KaTo uano npoduibT Ha HEXKENGHUTE JIEKAPCTBEHH
peaklMH Ha IyJNIOKCETHH NPH [€Ua H IOHOLIH € NoA0OEH Ha TO3H, HabnioaaBak NpH BB3PACTHH.

O61o 467 negnaTpHUHY MalHEHTH, KOUTO NbPBOHAYAIIHO €A paHAOMU3HPAaHH Ka NpUeMaT JYNOKCETHH B
KJIMHUYHH NPOYUYBaHHA HaMaaBatT TernoTo ch cpeaso ¢ 0,1 kg koM 10-Ta ceamuua B cpaBHenue ¢ 0,9 kg
CpeiHO yBenu4eHHe NpH 353 nauueHTH, nony4asaiiy niauedo. Cnea Toa no BpeMe Ha METUPU- 10
uleCTMeCeYHHs NEPHOA Ha MPOIbIDKEHHE, IIPH NAUHEHTHTE ce HaDJ0AaBa CpeiHa TEHACHLUA KbM
Bb3CTAHOBABAHE HA H3XORHO TEFJIO B MEPLEHTHIH Bb3 OCHOBA HA OYAKBAHOTO TEMVIO MO JaHHH 3a
NOMNyJialMATa, ChOTBETHO 10 BL3pacT H MOl

B npoyuBaHua ¢ IPOABIKHTEIHOCT 1O 9 Mecela npy NaMEHTHTE OT MeANaTPHYHATA NONyNauu,
NleKyBaHH C JyJIOKCETHH, ce HabnoaaBa o0wwo cpeaHo HamaneHue oT 1% Ha nepLeHTHna 3a pbeT
(HaManenue ot 2% npu aeua (7-11 roannn) u yseanueHue ¢ 0,3% npu roHomu (12-17 roanHu)) (BX.

Touyka 4.4).

Cro0LiaBaHe Ha MOAO3IHPAHH HEXENAHH PEAKLIHY

Cro0LaBaHeTo Ha MOJO3HPAHH HEXENaHH Peaklui CNeA pa3peilaBaHe 3a ynotpeda Ha NeKapCTBEHHS
NPOAYKT € BakHO. ToBa no3BonsBa ja Npogb/KH HA0IIOAEHHETO HA CbOTHOLICHHETO MOJ3a/PUCK 32
neKapcTBeHHs NpoaykT. OT MEAHLIMHCKHTE CNEUHATHCTH CE H3UCKBa Aa Cho011aBaT BCAKa NOA03HpaHa
HexxenaHa peakuua uype3 U3nbaHUTENHA areHLU#A 1o JekapcTearta, yi. ,,Jlamsan I'pyes” Ne 8,1303 Codus,
Ten.: 02 8903417, yebcaiiT: www.bda.bg.

4.9 Ilpexo3upane .
CrobliaBaHy ca ciiy4an Ha nNpeao3upaHe ¢ IYNOKCeTHH B A03# 0T 5 400 mg, CaMOCTOSATENIHO HIIH B
KOMOHHAUHUS C APYTH JieKapCTBEHH NpoAyKTH. HabmoaaBady ca HAKOKO CMBbPTHH CJIy4aH, NPEXHMHO
NPH CMECEHO MPeNO3HpaHe, HO ChLO Taka C AYJOKCETHH CAMOCTOSTENHO B 1034 OT MPUOIU3HTENTHO

1 000 mg. [Ipu3nanmuTe H CHMNTOMHTE HA Npeao3upaHe (1yJ1OKCETHH CARMOCTOSATEIHO HIIH B KOMOHHALHA
C APYIH JIEKAPCTBEHH NPOJAYKTH) Ca: COMHOJNIEHTHOCT, KOMa, CEPOTOHHHOB CHHAPOM, I'bPUOBE,
MOBpPBLUAHE H TAXHKAPAHA.

He e n3BecTeH cneunUyeH aHTHAOT HA AYJOKCETHH, HO aKO Bb3HHKHE CEPOTOHUHOB CHHAPOM MOXE Ra
ce mpoBejie cnelupuuHO nedeHue (Hamp. ¢ LUNPOXENTaAHH H/HIIH TeMNepatypeH koHTpoa). Tpabpa aa ce
MOANBPXKAT NPOXOAHMH ANXaTeJHuTe MbTHUIA. [IpenopbuBa ce npocneasBaHe HA CbPACYHUTE H XKU3HEHH
MOKAa3aTENy, 3a€JHO ¢ NOAXOAALLH CHMIITOMATUYHH H MoAABPXKALIH MepkH. CToMallIHa TPOMHBKa MOXeE
Ja € OKa3aHa, aKo C€ H3IBBbPLIH Bb3MOXKHO HAH-CKOPO CJIe MONTBINAHETO MK NPH NAUUEHTH CbC
CHUMIITOMH. AKTHBHHUST BbIJIEH MOXeE 21a ToJie3eH 3a orpaHdyaraHe Ha abcopbuusara. JlynokceTuH uMa
ronsM o6eM Ha pasnpedelieHHe U € MaIko BepoaTHO QopcHpaHaTa AHYpe3a, XeMonepgy3ns H oOMeHHa
nepdy3ua pa ca oT 1noja3a.

5. ®APMAKOJIOTMYHH CBOMCTBA

5.1 PDapMaKoAHHAMHYHH AAHHHA

dapmakoTepaneBTHYHA rpyna: apyrH autuaenpecantd, ATC xoa: NO6AX21.
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MexaHu3bM Ha 1eHCTBUE
JlyiokceTHH € KOMOHHHpaH HHXUOHTOP Ha 0OpaTHOTO 3axBalllaHe Ha cepoToHuH (5-HT) u HopaapeHanuh

(NA). Toit cnabo nHxubupa obparHoTO 3aXBallaHe Ha JOnaMKH, O6e3 3HaYWM apUHHTET KbM
XHCTAMUHEPTHYHHTE, JONAMUHEPTU4HH, XONHHEPIrHYHH H aJPCHEPTHYHH peuenTopH. Jly1okceTHH n03a-
3aBUCHMO NMOBHIIIaBa eKCTpalenyJJapHUTE HUBA Ha CEPOTOHHH H HOPAJIPCHAJIMH B Pa3nH4HM 00NacTH Ha
MO3bKa MIPH )KHBOTHY.

dapmakoAHHAMHYHY edexTH

- JlynoKceTHH HOpMaJlH3Kupa npara Ha 6onka Npy HAKONKO NMPEAKIHHHYHK MOJENA Ha HEBponaTH4YHa 6oJKa
¥ 6OJIKa IPH Bb3NaJeHHE H HAMAJIABA peakUHATa kbM Oonka npu MoAen Ha nocToaHHa 6oska. CMmsara ce,
ye aeficTBHETO HA AYJIOKCETHH Ja NoTHcka GonKara e BCICACTBHE Ha MOTEHUNPAaHe Ha HR3X0AALLUTE
NbTHLLA 33 HHXHOUpaHe Ha GonkaTa B UEHTpa/IHAaTa HEPBHA CHCTEMA.

Kiunnuna edpuxacHoCT H_6€30NacHOCT

lonsimo Oenpecusno pazcmpoucmso

JlyTOKCEeTHH e U3CNeaBaH B KIMHHYHM nporpaMy, Bkmousauy 3 158 nauuenty (excnosuuus ot 1 285
MalUeHTOroAUHH), KOUTO oTroBapaT Ha DMS-IV kputepuute 3a texka aenpecus. E¢ukacHocrra Ha
AYJNOKCETHH MPH MPenopbYHTEIHA JHEBHA 1034 oT 60 mg BeAHBX JHEBHO € YCTAHOBEHA IIPH TPH OT
TPUTE NPOBEACHH PaHAOMHU3HPaHH, JBOHHO-CIENH, NAaLedO KOHTPOJIHPAaHH ¢ (PHKCHpaHa 1032
npoyysaHHa B ocTpa ¢aza npu Bh3pacTHH aMOyJIaTOPHH NMALHEHTH C roJiiM AenpecHBel enusol. Karo
usNo, eHKaCHOCTTA HA IYNOKCETHH € JEMOHCTPHPAaHa NpH AHeBHa A03a Mexay 60 u 120 mg B obuio net
OT CEAEMTE PaHIOMH3HPAHH, ABOHHO-CNIENH, M1aued0 KOHTPOJIHPaHH, ¢ GUKCHpPaHa N03a NMPOy4YBaHHSA B
ocTpa ¢aza npH Bb3PACTHH aMOynaTOpPHHU RALMEHTH C roJiIM ACNPECHBEH €NH304.

Jly nTOKCEeTHH NMOKa3Ba CTATHCTHYECKO NPEAUMCTBO cripAaMo miauebo, npocneaeHo upes noaodpeHHe Ha
o6mus ckop no 17-roukopara ckana Ha Hamilton 3a ouenka Ha aenpecuara (Hamilton Depression Rating
Scale (HAM-D)) (BKIIOUHTENHO H HA €MOLIHOHAJIHUTE H HA COMaTHYHHTE CHMINTOMH Ha JENpecHs).
CTteneHTta Ha OTFOBOP H PEMHCHA Ca CHUIO CTATUCTHYECKH 3HAYHUMO MO-BHCOKH MNPH AYJIOKCETHH, B
cpaBHeHHe ¢ rnnauebo. Camo Manka 4acT OT NALHEHTHTE, BKJIIOYEHH B OCHOBHH KAHHHYHHY NPOYyYBaHHA Ca
OMNY ¢ Texxka aenpecus (M3XoaHO HUBo HAM-D>23).

B npoyuBaHe 3a NpeAOTBPAaTABAHE Ha PELMINB, MAUHEHTHTE NOBJIHAIH €€ OT 12-CEAMHYHO OCTPO
NeYeHHe B OTKPHTO NPOYYBAHE ¢ AYJOKCEeTUH 60 mg BeAHDBXK AHEBHO, ¢a paHAOMH3HPAHH HJIH Ha
aynokceTHH 60 mg BeaHbx AHEBHO UM Ha miaucdo 3a oue 6 Meceua. Ilpunaranero Ha 1yNnOKCETHH

60 mg BeAHDbK JHEBHO MOKa3Ba CTATHCTHYECKO 3HAYMMO MPEANMCTBO B CPAaBHEHHE C Maauedo

(p = 0,004), no oTHOWIEHHE HA W3MEPBAHETO HAa MbPBHYHA KpaliHa Touka, NpOoPHNAKTHKATA Ha PELHANB
Ha AenpecHs, H3MepeHa Yype3 BpeMETO 10 peuranBa. HecTorara Ha pelHAHBHTE N0 BpEME Ha 6-MECeYHHS
ABOHHO-CNIAN NepuoA Ha npocnenaBane e 17 % n 29 %, ChOTRETHO, 3a JYNOKCETHH H 3a niauedo.

[To Bpeme Ha 52-ceaMHYHOTO MNaNeb0 KOHTPOMUPAHO ABOHHO-CAANO JIEHEHHE IEKYBAHHUTE C J1YJIOKCETHH
NalHeHTH C PELMANB Ha MOJIIMO ACPECHBHO pascTpoicTBO (MDD) uMaT cCUHrHHpHKaHTHO MO-AbJTbI
oescumnToMen neproa (p<0,001) B cpaBHeHue ¢ nauUeHTUTE, paHAOMH3HPAHH Ha nnauebo. Beuuky
MaUHeHTH NPeABAPHTEIHO Ca C€ MOBIHAIN OT AYJIOKCETHH N0 BPEME HA OTKPHTO JICHEHHE C 1Y TOKCETHH
(28 o0 34 ceamuiin) npu ao3a ot 60 go 120 mg anesHo. [To BpeMe Ha 52-ceaMuuHaTa niauedo
KOHTpOJIMpaHa ABOHHO-cnsna ¢asa Ha neveHve 14,4 % oT nauHenTHTe, TEKyBaHH ¢ Jy10KCeTHH U 33,1 %
OT NALHEHTHTE, IEKYBaHM ¢ maaunebo, nonyyvyasaTt peUMAHB Ha AenpecHBHaTa cuMnTomaTtHka (p< 0,001).

EdexThbT OoT npunaraseto Ha 60 mg AyNOKCETHH BEAHBXK JHEBHO NPH MALMEHTH C RAENPECHA B CTAPUECKA
Bb3pacT (=65 roAnHH) € oueHeH cnelndUYHO B Ipoy4YBaHe, I0KA3BAWO CTATUCTHYUECKH 3HAUHDFTR
B HamansaBaHeTo Ha pesynTtata no HAMD c¢we 17 cxopa npu nagHeHTHTE, TeKYBaHH ¢ AYJIO / \
cpaBHenHe ¢ nnauedo. [lonocuMocTTa Ha AynokceTHH 60 mg BeAHBLXK AHEBHO NPH NaLHEHYf ,_;_&
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Bb3pacCT € CPaBHMMa C Ta3y, Ha00JaBana MpY NO-MJaAH Bb3pacTHH nauueHTH. JlanuuTe, obave, 3a
NALMEHTH B CTAPUYECKa Bb3PacT, H3NO0KEHH Ha MAaKCHMalHaTa no3a (120 mg quesHo) ca orpakHueHH,
nopaay KOeTo & NPENnopbYBa NOBUIUIEHO BHHMaHHE [IPH NeYeHHE Ha Ta3H nonynauus.

Tenepanuzupano mpeeoxicHo pascmpoucmeo

Iy TOXCETHH MOKa3Ba CTATHCTHYECKH 3HAYMMO NPEAMMCTBO CIPAMO MIauedo NpH NneT oT NneT Npoy4BaHHs
(BKNIOYBALLY YETHPH PAHAOMH3IHPAHH, ABOHHO-C/IENH, Maieb0 KOHTPOIHPAHH OCTPH NPOYYBaHHA H
MpoyuyBaHe 3a npodunakTHKa Ha PELUANB [IPH Bb3PAaCTHH € FEHEPAIH3NPAHO TPEBOXKHO PascTPOHCTRO),

JlyTOKCETHH 10Ka3Ba CTATHCTHYECKH 3HAYUMO HPEIHUMCTBO CIpAMO Nnauedo, H3MEPEHo upes
nojoOpeHue Ha oB1IKA CKOop Mo ckaa 3a TpeBokHOoCT Ha Hamilton (Hamilton Anxiety Scale (HAM-A))
cKopa 3a 0010 GYHKUHOHANHO PpasCTPOACTRO MO cKana 3a HHBANHAHOCT Ha Sheehan (Sheehan Disability
Scale (SDS)). Crenenute Ha NOBNHABAHE H PEMHCHA Ca ChILO NO-BUCOKH NPH AYJOKCETHH B CPaBHEHHE C
naaue6o. JIynokceTHH NoKa3sa CPABHHUMH Pe3yJITaTH 3a epUKaCHOCT ¢ TE3U Ha BeHNadaKCHH OT rieiHa
To4Ka noaodpeHre Ha obwms ckop no HAM-A.

[Ipu npoyuBaHe 3a npo¢HIakTHKA HAa PSLMAUB, MAUHUEHTHTE, IOBNHABALIH CE€ OT 6-MECEYHO OTKPHTO
OCTPO JIeYEHHE ¢ AYJIOKCETHH, ca pAHAOMH3MPaHH Aa NPHEMAT HAH NYIOKCETHH, HNH Mnanedo 3a
nocneapaunte 6 Mecena. Jlynokcetud 60 mg ao 120 mg BeAHDLK AHEBHO MMOKA3BA CTATHCTHYECKH
3HAYMMO NPeAHMCTBO B cpaBHeHHe ¢ nnauebo (p < 0,001) npu npodHnakTHka Ha peLHAHB, H3IMEPEHO
ype3 BpeMETO [0 MOABa Ha peLiuauB. YecToTaTa Ha peLiHAHBH TIpe3 6-MeCceyHHUA NEPHO Ha MOCNEABALIOTO
ABolHO-cNnAno npocneassane € 14% npu aynoxkcetuH 1 42% npu nnauebo.

EdukacHocTTa Ha AYNOKCETHH NpH 203 OoT 30-120 mg (rbBKaBo A03HpaHe) BEAHBX NHEBHO NIPH
NaLMEHTH B CTapyecKa Bb3pacT (>65 roAnMHH) ¢ reHepantH3HpaHo TPEBOKHO PAa3CTPOHCTBO € OLIEHEHA B
€/IHO MPOY4BaHe, KOETO NOKa3Ba CTATHCTHUYECKH 3HAYHMO nogobpenne B 0dmus ckop no HAM-A 3a
NaUHEHTHTE, JIEKYBaHH C JYJOKCETHH, B CpaBHEHHE ¢ MALUNEHTHTE, NOMYYaBaIK NnaLedo. E{bnxacnocm
1 6e3011acHOCTTA HA AYNOKCETHH B A03M 0T 30-120 mg BeAHBK AHEBHO NPH NALHEHTH B CTApYECKa
Bb3pacT ¢ FeHEPATH3IUPAHO TPEBOXKHO pa3CTPOICTBO ca NOA0OHH Ha HaONMIOAaBaHHTE B NPOYYBAHHS TIPH
NO-MIaaH Bb3PACTHH NalKHeHTH. Bbhnpekn ToBa JaHHUTE 3a NALMEHTH B CTApYecKa Bb3pacT, H3NNOKEHH Ha
MakcHMalHaTta 103a (120 mg aAHeBHO) ca OrpaHHYeHH, MopaaH KOETO CE MPENopbyBa NOBHUIEHO
BHHMaHHE NPH M3MON3BAHETO Ha Ta3H 203a NPH NOMyNalHyATa B CTapuecKa Bb3pacT.

Huabemna nepugepna nesponamuyra borxa

EdukacHocTTa Ha Iy TOKCETHH 3a IeUYeHHE Ha AnabeTHa HEBponaTHYHa OOKa € yCTaHOBEHa B 2
paHROMU3HpaHH, |12-ceAMHUHH, ABONHO-CENH, Miauebo KOHTPONKPaHH NPOYYBaHUs ¢ PUKCHpaHa 1033
MpH Bb3pacTHH (22- ao 88-roauinu) c anaberna HesponaTH4Ha OoJika B MPOABKEHHE NOHE HA 6
meceua. [TlauMeHTHTe, OTroBapAiny Ha JHArHOCTHYHHATE KPUTEPHH 34 roNdMO heNpeCHBHO pa3CTPOHCTRO,
ca M3KJII0UEHH OT Te3H npoy4BaHHs. Kputepuii 3a nbpByyHa KpaliHa To4Ka € ceAMHYHATA CpelHa
crolinocT Ha 24-yacoBaTta §0MKa, KOATO € OTPa3IBaHa eXeJHEBHO B JHEBHHUK Ha naudeHTaTe mo 11-
TOUKOBATa cKajia Ha Likert.

B aseTe npoy4Banys AYJNOKCETHH, TPKHIIOKEH B 103a oT 60 mg BeAHbK RHEBHO H 60 mg nBa MbTH AHEBHO
3HAUHTENHO HamalsaBa OonKaTa, B cpaBHeHHe ¢ nnauebo. EQexTbT NpH HAKOW NALIMEHTH € BHAUM Mpe3
TbpBaTa C€AMHLA Ha NeyeHHe. PaznukaTa B cpeHOTO HOAOOpPEHHE MEXAY ABETE paMEHa Ha aKTHBHO
neyenue e HesHauuTenna. OrdengzaHo e none 30 % crobuiapaHo HamansBaHe Ha Donkara npu
npuonu3uTeNnHoO 65 % OT NeKyBaHHTE ¢ AyJIOKCETHH nauueHTH cpewty 40 % 3a nnauedbo. CroTBeTHHTE
undpH 3a none 50 % peaykuua Ha Oonkara ca ceOTBETHO 30 % K 26 %. CTreneHTa Ha KITHHHYEH OTMOBOD
(50 % unu nosede nogodpeHne Ha 60aKaTa) € aHanu3MpaHa crnope] TOBa AalH NAaUHEHTHT € no.uyqﬂ.ﬂ
COMHOJIEHTHOCT N0 BPEME HA JICUEHHETO UKW HE. 3a MALUEHTHTE, KOUTO HE ca MOy YHIIH COM
e HabmoaaBaH KIMHHYEH OTroBop npy 47 % OT nauHeHTHTE, MOJY4aBalltH AYJTOKCETHH H N
naureHTHTe Ha mauedo. CreneHTta Ha KTHHHYEH OTIOBOP MPH NALHEHTHTE NMOJYYHIIHN CO 74
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60 % na aynokceTHH U 30 % Ha nyaue6o. [launeHTHTE, NMPH KOUTO He Ce HabaloAaBa peAyKLHs Ha
Gonkara o1 30% B paMKHTE Ha JieueHHe B MpoabxKeHHe. Ha 60 AHH € MaJIKO BEPOATHO Ja C€ JOCTHIHE
TOBAa HHBO NPH MO-HATATHLIHO JIEYEHHUE.

B OTKPHTO NPOAB/LDKHTENTHO HEKOHTPOJIIMPAHO NIPOYUBaHE HAMANABAHETO HA OOJIKATA MPH NALMECHTH,
NOBJIKSAHH OT 8-CEAMHYHO OCTPO NeucHue ¢ 60 mg AyNOKCETHH €IHOKPATHO JHEBHO, CC 3ana3Ba 3a OLe
6 Mecella, KaKTO € OLIEHEHO ¢ npoMaHara Ha 24-yacoBus cpeaeH OpoH Touku 3a Ooitka mo ckanara 3a
KpaTka ouenka Ha bonkara (Brief Pain Inventory - BPI).

[leauaTpuyuHa NonyjalHs

JlynoKCeTHH He € M3C/eABaH NpH NaluHeHTH o 7-roAuMiiHa pb3pact. [1poBeaenu ca ABe paH1OMH3HPaHH,
ABOWHO-CJIENH, NapaJeHU KIMHHYHH npoy4Banus npu 800 neauaTrpuyHi NauHeHTH Ha BB3pacTt ot 7 10
17 rooMHy ¢ roJgaMo AenpecHBHO pascTpofcTBo (BXK. Touka 4.2). Te3u ABe Npoy4YBaHHUA BKIIOYBAT
10-cenMruHa Nnanebo-KOHTPONUPAHA H AKTHBHO-KOHTpoNHpaHa ((iyoKCeTHH) oCcTpa (pa3a, nocieBaHa
OT LIECTMECEUEH NEPHOA Ha MPOALKEHHE Ha AKTHBHO KOHTPOJUPaHOTO Nevyenue. Huto pamoro,
fIeKyBaHo ¢ ayJokcetdH (30-120 mg), HUTO paMoTo ¢ aKTHBHA KoHTpoAaa (payokcerun 20-40 mg) ce
pa3NMy4aBaT CTATUCTHYECKH OT Maauebo no oTHOLIEHHE HA IPOMAHATA B 0DLUKA CKOP OT H3XOAHATA AC
KpaliHaTa TOUKa NO PEBH3MPaHAaTa CKaJia 3a oueHka Ha aenpecusTta npy aeua (Children’s Depression
Rating Scale-Revised (CDRS-R)). [1pekpataBase Ha y4aCTHETO MOpaiH HEXENaHU CHOMTHA € MO-4€CTO
NPH NALMEHTHTE, IPHEMaLlH 1YIOKCETHH, B CPaBHEHHE C TE3H, IEKYBaHH C (YOKCETHH, NPEAUMHO
nopanu ragese. [lo speme Ha 10-ceAMHUHHA NEPHOJ HA AKTHBHO JIEYEHHE € ChOOLLIABAHO 38 CYHLIMAHO
noseaenue (aynokcerun 0/333 [0 %], dayoxcerun 2/225 [0,9 %], nnauebo 1/220 [0,5 %]). I1pes uenus
36-ceAMHUYEH KYPC HAa NPOy4YBaHeTO, 6 OT 333 nauueHTH, KOMTO TbPBOHAYANHO €2 PAHAOMH3HUPAHH 2
nprHemaT AyJIOKCETHH, H 3 0T 225 nauHeHTH, KOHTO MbPBOHAUAIHO Ca PAaHAOMHU3HPAHK A3 NpUeMaT
GbIYOKCETHH NOKA3BaT CyULUAHO NOoBeAeHNe (KOPHTHPAHA CNIPAMO €KCTIO3HMLAATA YECTOTa HA CYHLUMIHO
noeegeHue 3a aynokcetus € 0,039 cuOuTHs Ha mauueHT Ha roavHa, u 0,026 3a duiyokcerns). OcBeH TOBa,
€IMH NALMEHT, KOHTO e MpeMHHaN OT Mmiauedo Ha NeyeHHe ¢ JyJOKCETHH € HMall CYWLIHIHO NOBE/CHHE,
JOKATO € NpHeMal AYJOKCETHH.

[MpoBeaeno € paHAOMH3UPAHO, KBOHHO-CAANO, M1ALEO0-KOHTPOIHPAHO NPOYYBaHE NpH 272 NalMeHTH Ha
BB3pacT 7-17 roJHHK ¢ reHepali3upaHo TPEBOXKHO pascTpoicTso. [TpoyusaHeTo BkiloyBa 10-ceamuiHa
nnaanedo KOHTPOAHpaHa ocTpa ¢a3a, nocneasasa ot 18-ceaMHuyYeH EpHOA Ha NPOAb/IKEHHE Ha
neyeHueTo. B Toea npoy4BaHe e H3NOA3BaHA MBBKaBa CXEMa Ha J03HPaHe, 3a Aa ce Jaae Bb3MOKHOCT 3a
6aBHO MMOBULIABaHE HA J03aTa oT 30 mg BeHDXK AHEBHO A0 NO-BUCOKH A03H (MakcumyM 120 mg BeaHbxk
AHeBHO). JIeueHHETOo ¢ AYJIOKCETHH NOKa3Ba CTATUCTHYECKH 3HAYHMO 0-rOJSMO NoAoOpeHHe Ha
CHMIITOMHTE Ha N€HEPANU3UPAHOTO TPEBOKHO pa3CTPONCTBO, KAKTO € OLEHEHO C IOMOLITA Ha CKOpa 110
CKa/aTa 3a TeKECT Ha FeHEpPATH3HPaHO TpeBOXKHO paiCcTpoiicTso PARS (cpenna pasnuka mexay
nynokceTuH u mianebo or 2,7 toukn [95 % 1IN 1,3-4,0]), cnen 10 ceamuun Ha neveHue. [loaaspxaneTo
Ha epeKTa He e oueHaBaHo. HaMa cTaTHCTHYECKH 3HAYHMA Pa3/iIHKa OTHOCHO NPEKpaTsBaHe Ha
npoy4BaHETO NOPadH HeXxeNaHu cbOUTHR MeXLY TPYNHTE C 1yJOKCETHH M niauedo no BpeMe Ha
10-ceqmuuHaTa dasa Ha oCTPO JeyeHue. [lpaMa nayHeHTH, KOKTO ca NPEXBbPJICHH OT MnaLebo KbM
NYIOKCETHH cllel ocTpara da3a, H3NUTBAT CYHLHAHO NOBEAEHHE, IOKATO NPHEMAT AyJIOKCETHH NO BPEME
Ha (ha3ata Ha npoabkeHue. He e HanmpaseHo 3aKNI0YEHHE OTHOCHO LAJIOCTHOTO CHOTHOLICHHE
nos3a/pUcK B Ta3H BB3PAcTOBa rpyna (Bx. CbLIO TOYKH 4.2 U 4.8).

ITpoBeaeHo € eAHO Npoy4BaHe NpPH NEAHATPHYHH NALKEHTH CbC CHHAPOM Ha IOBEHHJIHA TbpBHYHA
dubpomnanrus (juvenile primary fibromyalgia syndrome, JPFS), B xoeTo rpynara, nekyBasa ¢
AYJIOKCETHH, He € OTAeNeHa OT rpynara, noay4asauia rmiauedo, 3a oueHKka Ha H3MepUTesId 3a MbpBHYHA
edukacHOCT. 3aTOBa IMNICBAT AaHHH 3a €PHUKACHOCT B Ta3H NONYyalUkA NEAHaTPHYHH NALHEHTH.
PaHa0oMH3HPAHOTO, ABOHHO-CNANO, M1aued0-KOHTPONHPAHO, NapaTeNHOrpyNnoBO MPOYYBaHE
NYyNOKCETHH € npoBeaeHo npu 184 ooy Ha Bb3pacT oT 13 10 18 roauHH (CpenHa Bb3pa
roaunu) ¢ JPFS. Ipoy4BaneTo BxatouBa 13-ceAMHUEH ABOHHO-CAAN NMEPHOA, NPE3 KOHTO |
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paHIOMH3HpPaHH Ja nony4aear gynokceruH 30 mg/60 mg unu nuauedo BcekH eH. JIyOKCETHH He
nokassa e)UKACHOCT N0 OTHOLLIEHHE Ha HAMANABAHETO HA DoJikaTa, H3MEPEHA YPe3 HIMEPHTENA Ha
MbPBHYHHA PE3YITAT HA KpaiiHaTa Touka - cpeaeH ckop 3a 6oaka no Bnief Pain Inventory (BPI): cpeanara
npoMaHa Ha Hali-mankuTe kBagpaTH (LS - least squares) oT u3xoaHata CTOKHOCT Ha CpeHHA CKOP 3a
6onka no BPI na t3-tata ceamuua 13 e -0,97 B rpynara, nony4asaiia nnauedo, B cpaBHeHne ¢ -1,62 B
rpynara, nofy4asaua aynoxceTHH 30/60 mg (p = 0,052). PesynrtatuTe 3a Ge30macHOCT OT TOBA
MPOYUBAHE Ca CbBMECTHMH C U3BECTHHS Npo¢un Ha BE3011aCHOCT Ha AYJIOKCETHH.

Esponefickara areHuus no nekapcraata 0cBoboX1aBa OT 33Ab/KEHHETO 33 NPEAOCTABAHE HA
pe3yJTATHTE OT NPOoYYBaHHs ¢ pedepeHTHUA JIEKApCTBEH NPOAYKT, ChAbpKall AYIOKCETHH NPH BCHYKH
MOArPYNM HA neAUATPUYHATA NOMYNALKS NPH leYeHUE Ha NoJAMO AENPEeCHBHO pa3cTpoiicTBo, AnabeTHa
HeBponaTu4Ha OONKa U reHepaIM3upaHo TPEBOXKHO Pa3CTPOICTRO (BHKTE ToUKa 4.2 3a MH(popMaLls
OTHOCHO ynoTpedarta npH aeua).

5.2 @apMaKOKHHETHYHH CBOitcTBA

JIyTOKCETHH Ce Npuiara KaTo CaMOCTOATENEH eHaHTHOMED. JlyJIOKCETHH ce MeTaboNIH3NPa EKCTEH3HBHO
oT okcuaaTHBHH eH3UMH (CYPI1 A2 u nonumopduuat CYP2D6), ¢ nociensalno KOHIOrmpase.
dbapMakokKHeTHKaTa Ha AYJIOKCETHH NI0Ka3Ba BUCOKA MHTEPHUHANBHAYaANHA BapuabuaHocT (Hai-0bL1o
50-60 %), KOATO OTHACTHA C€ ALIDKH HA Noa, Bb3pacTTa, CTaTyCca Ha TIOTIOHONYLIEHE ¥ ChCTOAHHETO Ha
metabonnsupamara cuctema CYP2D6,

Abcopbuus

HynokceTHH ce abcopOupa nobpe cien nepopanHo npHicxkeHue, karo Cmax ce noctHra 6 yaca cne
ao3upane. A6conoTHaTta nepopanHa OHOHATHUHOCT Ha NYJIOKCETHH € B rpaHHLinTe Ha 32 % a0 80 %
(cpenno 50 %). XpanaTta yabixkaBa BpeMETO 3a NOCTUIaHE HA MAKCHMATHH NJIAa3MEHH KOHHEHTpaluN OT
6 uaca Ha 10 yaca, koeTo cnabo Hamanasa cTeneHTa Ha pe3opbuns (mpudbnuzurenHo 11 %). Te3u
NPOMEHH HAMAT KJIHHHYHO 3HAUEHHE,

PasnpeneneHue .
JIy10XCETHH Cce CBbP3Ba ¢ MIa3MeHHTE NPOTEHHH NpH xopa npubansutenHo B 96 %. ynokcernH ce

CBBLP3Ba U ¢ anbOyMuH, # ¢ anda-1 xucenus raukonpoTedH. [IpOTEHHHOTO CBbp3BaHE HE C€ MOBJIHABA OT
01L6peyHO UK HEPHOAPOOHO YBPEKAAHE,

buoTpancopMarus

JIYNOKCETHH ce MeTabonu3nupa eKCTEH3MBHO H METADOIHTHTE Ca EKCKPETHPAT NPEAHMHO ¢ YpHHATAa.
Linroxpomute P450-2D6 u 1A2 kaTanu3upat obpa3lyBaHeTO Ha ABaTa OCHOBHHU MeTabonuTa -
FIHOKOPOHOB KOHIOTAT Ha 4-XHUIAPOKCH AYNOKCETHH H CYNI(aTeH KOHIOTAT Ha 5-XHAPOKCH 6- METOKCH
NYNOKCETHH. Bb3 0CHOBA Ha in vitro Npoy4yBaHHUi, UHPKYIHPALLHTE META0OIHTH HA AYJIOKCETHH CE CHHTAT
¢apMaxkoNOrMYHO HEAKTHBHHU. PapMaKOKHHETHKATA HAa AYJIOKCETHH NpH NALKHEHTH, KOUTO Ca JIOLIY
mMeTabonu3aTopH no otHoweHnue Ha CYP2D6 He e cneundruno usy4aBaHa. OrpaHH4eHH RAHHH
MpeanosnaratT, 4€ NPy TE€3H NAalLNUEHTH NIA3MEHHTE KOHLEHTPALHH Ha 1YJIOKCETHH Ca 10-BHCOKH.

EnvMHHHpaHE
EnvMHHAUMOHHHAT MONYKUBOT Ha AYNOKCETHH € B rpaHuuydte ot 8 10 17 yaca (cpeano 12 yaca). Cnen

HHTPaBEHO3HA 1034, [Ta3MEHHAT KIHPbHC Ha QYJOKCETHH € B rpaHuuuTe ot 22 L/mac 10 46 l/yac
(cpenno 36 l/uac). Cnen nepopalsiHa 103a YCTAHOBEHHAT NJA3MEH KJIHPLHC HA AYJIOKCETHH Bapupa OT
33 l/uac mo 261 1/qac (cpearo 101 l/yac). |

18
SE/H/1466/001-002/WS/024




CrneuyanHy Nonyaaiuy

TTon

Mexay Mbxe H XKeHH ca WIeHTUPUUMpaHy PapMaKOKHHETHYHH Pa3iIHKH (NPHBHAHMAT NNa3MeH KIHPBHC
e 0k0J10 50 % no-HUCBK npy xeHH). Bb3 0CHOBa Ha NMPUNOKPUBAHE HA CTOMHOCTHTE Ha KIHPBHHCA,
dapMakOKHHETHYHHTE Pa3liMKU Bb3 OCHOBA Ha M0/1a HE ONpaBAaBaT NpenopbKarta 3a H3MOoJ13BaHe Ha Mo-
HHCKa J03a NPH ITALUEHTHTE OT KEHCKH MO,

Bw3pacm

HUaentnduuupanu ca GpapMakOKHHETHMHHU Pa3IMKH MEXKAY NO-MIIAJH H NO-Bb3PACTHH XKEHH

(=65 roauuu) (noeuwienne Ha AUC ¢ okono 25 %, a noaAyKHBOTBT € OKOA0 25 % no-ABAsT NIPH TE3H B
CTApYECKa Bb3PacT), BBIIPEKH Y€ CTENEHTa Ha TE3H NPOMEHH HE € JoCTaTbyHa, 3a /ia ce 00ocHOoBE
npoMsiHa Ha no3aTta. Kato obuia npenopbka, 1e4eHHETO B CTapyecka Bb3pacT TpAOBa Ja ce U3BbpLUBA C
NOBHIIEHO BHUMaHHKe (BXK. Touka 4.2 W Touka 4.4).

Bvbpeuno yspescoane
[TaumentuTe B TEpMHHANHA da3a Ha ObbpeuHa HEIOCTAaTEYHOCT HA AHAIU3a HMAT 2 ITbTH MO-BHCOKH

croiinocTd Ha Cmax u AUC 3a oyOKCETHH, B CPABHEHHE ChC 3ApaBy auua. [Ipu maumnenTn ¢ neka ao
yMmepeHa 6p0peyHa HEAOCTATHLYHOCT PapMaKOKHHETHUHHUTE JaHHH 3a AYNOKCETHH Ca OTrPaHUYEHH.

Yeproopobro yepedcoane

YMepeHoTo uepHoapobHO yBpexaaHe (Child Pugh knac B) oka3Ba BnusHue BbpXy dpapMaKkoOKHHETHKATA
Ha JYyJIOKCETHH. B cpaBHeHHe CbC 3ApaBH JIHLA, MPU MALMEHTH ¢ YMEPEHO YepHOAPOOHO yBpexaaHe
NPHBHAHUAT MJIa3MEH KJIHPBLHC Ha AYNOKCETHH € 79 % NMO-HUCDHK, NMPHBHAHHUAT TEPMHUHAJNIEH NONYXHBOT €
2,3 mbTH no-guasr, a AUC e 3,7 nbTH no-sBucoka. DapMakoKHHETHKAaTa Ha AYTOKCETHH H HETOBUTE
MeTa0OJIMTH HE € M3y4YaBaHa MpH MaUMEHTH C JieKa WM TexKa GopMa Ha 4epHOApoOHa HETOCTaTbYHOCT.

Kvpmewu mauxu

Pa3snpeneneHneTo Ha AyTOKCETHH € NPOYYEHO NPH 6 KbPMELIH XKEHH, KOHTO ca OniTH noHe 12 ceaMuLy
cnen paxkaase. {y10KCeTHH ce OTKpUBa B KbPMaTa, 1 paBHOBECHUTE KOHLIEHTPALMK B KbPMATa ca 0KOJIO
e/lHa-4ETBBPT OT T€3H B na3zMara. KoauuecTBoTO Ha AYJNOKCETHH B KbpMaTa € NPHOIHIUTENHO

7 ug/aHeBHO mpH Ro3upate ¢ 40 mg ABa MbTH AHeBHO. KbpMeHeTo He nosnusBa papMAKOKHHETHKATA HA

AYJIOKCETHH.

ITeouampuuna nonyrayun

dapMaKOKHHETHYHHTE CBOWCTBA Ha AYJIOKCETHH MPH NEARATPHUHH MaLKEHTH Ha Bb3pacT oT 7 Ao 17
FOAHHH C FTONAMO ASNPECUBHO pa3cTpoiicTBO Cell NepopaliHO NpUiaraHe B cxeMma Ha go3upane ot 20 jao
120 mg BeAHBX AHEBHO Ca OXapaKTEpH3IHpPaHH ¢ NOMOLITa Ha NONYNauHOHHO-MOAENpaH aHaNt3 Bb3
OCHOBA Ha JaHH¥ OT 3 npoyuBauHs. [1peaBHaeHHTE OT MoJeNa MJIA3MEHH KOHLUSHTPALIWH Ha TYJIOKCETHH
B CTALLHOHAPHO CHCTOAHHUE NPH NIEAKATPHUHH NALHEHTH B NOBEYETO CIyYaH €a B FPaHULIMTE Ha
JHAara3oHa Ha KOHLEHTpaLuuTe, Habnio aBaHy NMPH Bb3PACTHH NALIHEHTH.

5.3 IlpeaxAHHHYHH JaHHR 32 0e30NacHOCT

JlyNOKCEeTHH He € reHOTOKCHYEH NpPH cTaHaapTeH Habdop OT H3CNEABAHHA H HE € KapLHHOICHEH NpH
nabxoBe.JIpu npoyuBaHe 3a KapLHHOMeHHOCT, POBEAECHO BbpXY MIILXOBE ca HabnoaaBaHH MHOTOfRpEHH
KJIETKH B YepHHA Apod Oe3 ApyrH XHCTONATOJNOrHYHH NPOMEHH. MexaHn3MbT, KOHTO € B OCHOBATa UM H
KJIMHUYHATA 3HAYHUMOCT ca HeU3BeCTHH. [1pH MHLIKH OT KEHCKH [10J1, NONy4aBaid JyNOKCETHH B
NpoAbJDKEHHE HA 2 rOAHHH ce HabmoaaRa MOBHLIEHZ YECTOTA HA XENATOLENYNAPHH aICHOMH M
KapLIHHOMH CaMO NpH BHCOKHTe 03U (144 mg/kg/nHeBHO), HO ce CUHTA, Y€ TE Ca BTOPHYHH J
Ha YyepHoApoOHATA MHKPO3OMHA €H3MMHA HHAYKIHA. 3HAYUMOCTTA Ha Te€3H JaHHU NIPH M
OTHOLIEHHE HA XOpaTa He ¢ W3BecTHA. [IpH )KEHCKH IUTbXOBE, MOJYyYaBalii AYJOKCETHH
(45 mg/kg/nHeBHO) Npeau U Mo BpeMe Ha YH(PTOCBAHE H MO BpeME Ha paHHa OpeMeHHOL
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MOHMXEHHE HAa KOHCYMAllHATa Ha XpaHa OT MafikaTa U Ha TENECHOTO TEro, HapyulaBaHe Ha €CTPYCa,
HAMaJIEHH TTOKa3aTeNH 3a 6poa SKHBOPOAEHH H NPeXHBIEMOCTTa HAa MOTOMCTBOTO H 3a0aBEH pacTex Ha
[MOTOMCTBOTO MPH HHBA HA CHCTEMHA EKCIO3MLIMA, KOUTO B Hali-n06pus ciyuaii ca npubIN3IUTEIHO 10
MakcHManHarta KanHH4Ha ekcnosuuus (AUC). B npoyusane 3a eMOpHOTOKCHYHOCT MpH 3aiiLy ca
HaONKOJaBaHH 10-BUCOKA YECTOTA Ha ChPACYHO-CBHAOBH W CKENeTHH MaT(opMaliHid NPH HHBA Ha
CHCTEMHA eKCIO3MUHA Mo MakcuMaTHaTa kiiHHuHa ekcro3nuus (AUC). He ca HabnrogaBanu
MandopMalHK B IpYro NPOy4BaHE, 3a H3IUTBAHE Ha NO-BUCOKH NO3H HA pa3iHYHA CON Ha AY/IOKCETHH.
[Tp1 npeHaTaHH/NOCTHATATHH TOKCHKOJOrHYHHK MPOYYBaHHA NPH IUIBXOBE, AYIOKCETHH HHAYLHPA
HEXeENaHH NMoBeNeHYecKH edeKTH B MOKOJCHHETO NPH €KCIO3HLHA NOA MAKCHUMAJIHATa KIMHHYHA

excnoznuus (AUC).

[MpoyuBaHHA MPH MNATH JIbXOBE NOKA3BAT NPEXOAHU €PEKTH BLPXY HEBPONOBEACHYECKHUTE PEaKiMHy,
KAaKTO W 3HAUHTENHO HAMAJBAHE HA TEJIECHOTO TErN0 U KOHCYMHUPaHETO Ha XpaHa; HHAYKLHA Ha
4epHOAPOOHHKTE EH3UMH; H XenaTolenynapsa sakyonusauus npu 45 mg/kg/ned. OOuuaT npodun Ha
TOKCHYHOCT Ha AYNOKCETHH NPH MJIaJAH ILTBXOBE € MoA0OEH Ha TO3H NPH Bb3PacTHH MabXose, HuBoToO
npH KoeTo He ce HabnroaaBar HexenaHyn edexTy e onpeaeneHo Ha 20 mg/kg/nex.

6. ©OAPMAHEBTHYHH JAHHH

6.1 ChnucnbK A8 NOMOILHATE BEILECTBA

ChAbpkaHUe HA KafcyaaTa
3axapHu cdepn (3axapo3a, LapeBHMHO HHLIECTE)

Xunpomenosed ¢ranar (HP-55)
Xunpomenosa (E15 LV)
Tpuerunos uMTpar
XHAPOKCHNPONHIUEITYJIO3a
Tank

CrncraB Ha KancyJlaTta
30 mg
Xunpomenosa (E464)

Tutanos quokcua (E171)
BpunautHo cnHso FCF (E133)

Uepen xeneseH okeua (E172) ~
[lewaTapcko MacTuio

60 mg

Xunpomenosa (E464)

Tutanos avoxcua (E171)

Yepen xeneseH okcua (E172)
[leuyaTapcko MacTuno
[lewamapcrkomo macmuno cvObpICa
LUlennax

[TponuneHrIMKonN

Yepen xkenesed okcHa (E172)
Kannes XHApOKCUA

6.2 HecbBMECTHMOCTH

Henpunoxumo
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6.3 Cpox Ha roaHocT

24 Mecela

6.4 ChnenHanHH YCJI0BHSA 32 ChXPaHEHHE

Ha ce cvxpaHasa noa 25°C.

6.5 Buan crALpXKaHHE HA ONAKOBKATA

HDPE onakoBka 3a kancyjn ¢ PP kanayka Ha BUHT € BrpaJieH CyLIHTE/ CHIIHKAre:

- Budose onaxoexu 3a Apumasu 30 mg: 28, 30, 56, 60, 84, 90, 98 u 100 xancyu.
- Buoose onaxosxu 3a Apumaeu 60 mg: 28, 30, 56, 60, 84 n 90 kancynu.
Brnctep PVC/PVDC/PVC/ALL

- Buoose onaxosxu 3a Apumasu 30 mg: 7,

10,
- Buooese onaxosxu 3a Apumaesu 60 mg: 7, 10

14, 28, 30 u 100 kancynmu.
, 14,

28, 30, 56 u 100 xancynm.
He BcHuKH BHAOBH OMAKOBKHU MOIaT Aa ObAaT myCcHAaTH Ha nasapa.
6.6 ChneuHaJHH NpeXNa3HR MePKH OPH H3XBLPJASHE H pabora

Hsama cnenmanHy H3HCKBAHHA.

7. TNPHUTEXATEJ HA PASPEINEHHETO 3A YIIOTPEBA

Teva B.V.

Swensweg 5

2031 GA Haarlem

Huaepnanaus

8. HOMEPHA PAJPEHIEHHUETO 3A YIIOTPEBA

AprtaBy 30 mg - per. Ne 20150247

Aputasn 60 mg - per. Ne 20150248

9. JATA HA MBbPBO PAPELHIABAHE/TIOJHOBABAHE HA PAZPELIEHHETO 3A
YNNOTPEBA

JlaTa Ha nbpBO pa3peitaBade: 17.07.2015

HaTa Ha nocaenHo noaHosasaHe: 28.08.2019 r

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA
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