KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. MME HA JIEKAPCTBEHMSI TPOAYKT _ AIIY O3 o

HekcetuHn 20 mg cToMalIHO-yCTOWYHBH TBBPAHU KarcyJiu 6‘ 9 - /
Nexetin 20 mg gastro-resistant capsules, hard -

Z; KAYECTBEH U KOJIMYECTBEH CbhCTAB

Bcesika kancyna cuabpxka 20 mg aynokcetuH (duloxetine) (ekBuBasieHTeH Ha 22.433 NyJIOKCETHHOB
xuapoxsopua (duloxetine hydrochloride)).

[ToMOIIIHH BELIECTBA ¢ U3BECTHO JIEHCTBUE:
Bcsika kancyJia Moxe J1a cbabpaka 10 5,74 mg 3axaposa.

3a ITbJIHKS CITUCHK HAa MOMOLIHUTE BellleCTBAa BUXKTE To4Ka 6. 1.
3. JIEKAPCTBEHA ®OPMA
CroMallHO-yCTOMYMBA TBbp/1a Karcyna

TBLPHH AKEJIATHHOBH KaAllCYJIH pa3sMcEp 4, C HENPO3pa4YHO CHUHLO TAJIO U HEIIPO3PpaA4YHO CHHBO Kalla4c,
MBJIHU ¢ OesTH 0 IMMOYTH OeJI1 Ha LBSAT TEeJIETH.

4. KJIUMHHAYHHU JAHHHU
4.1 TepaneBTHYHH NMOKA3aAHHS

HekceTHH e noka3zaH 3a JieueHHe Ha yMepeHa /10 TeXXKa cTpec MHKOHTHHeH s Ha ypuHaTta (CUY) npu
KEHH.

HekceTHH € nmokasaH npu Bb3pacTHH.
3a JOMbJIHUTEIHA HH(popMaALMs BUXKTE ToUka J.1.

4.2 Jlo3MpoBKa U HAYHH HA NMPHJIOKEHHE

Jo3upoBka

[Ipenopbuanara no3a HekcetuH e 40 mg aBa mbTH JHEBHO, HE3aBUCHMMO OT XpaHeHeto. Cnen 2-4
CeIMHLIM JIeYeHHWe, MalUeHTuTe TpsiOBa /a ObJaT nperjiegaHd OTHOBO, 3a Jla ce MpeleHH Moj3ara M
MOHOCUMOCTTA Ha JieueHueTo. [[pn HAKOM maurMeHTH MoXKe Ja MMa T10J13a MpH 3aro4vBaHe Ha JIEYEHUETO C
no3a ot 20 mg aBa MbTH JHEBHO 3a JBE CEIMUILIM, MpeJH MMOBUILIABAHE Ha J103aTa 10 NpernopbyaHara j103a
oT 40 mg aBa MbTH JAHEBHO. PA3KOTO NMoBUIIaBaHE Ha J03aTa MOXE [la HaMaJli, HO HE U Jla eIMMUHHpa
PUCKA OT raZicHe M 3aMastHOCT.

Bbwnpeku ToBa, MMa OrpaHM4YeHH J1aHHU B nojkpena Ha edekTuBHocTtTa Ha Hekcetun 20 mg ABa NbTH
JIHEBHO.

EdexktuBHocTra Ha HekceTHH He € mpoyyBaHa 3a IoBede OT 3 Meceua, B Iuianedo KOHTPOJIMpaHH
npoyuBanusd. [los3aTta ot jedeHueTo TpsbBa aa Ob/ie peJOBHO MpEOLeHABaHA.

KomOuHMpaHeTo Ha HekceTHH ¢ mporpama 3a TpeHUWpaHe Ha MyckyJaTtypara Ha Ta3a (PFMT) moxe na
ObJe no-epekTUBHO OT CAMOCTOATESIHOTO JiedueHHe. [IpenopbuBa ce npeleHsiBaHe Ha Bb3MOXHOCTTA 34
KOMOMHHMpaHe Ha JIeYeHUETO ¢ TPEHUpPaHe Ha MYCKYJlaTypaTa Ha Tasa.



Yeprodpabro yspedcoate
HexcetnH He TpsOBa la ce npunara nNpu XeHU ¢ 4epHoApoOHO 3abongBaHe, BOAELIO JO YepHOAPOOHO
yBpeKaaHe (BXKTe TOUKa 4.3 ¥ ToUKa 5.2).

Evbipeuno yapesicoane

He e neobxoauMo xopHrupaHe Ha jAo3aTa NpH MAUUEHTH ¢ Neka A0 ymepeHa OnOpeuHa AUCyHKUHA
(xpearnHuHOB KiupbHC 30 no 80 ml/min). HekceTHH He TpabGBa na ce ynotpebABa NpH NaUHEHTH C
TeXxkko ObOpevHO yBpexaaHe (KpeaTHHHHOB KINpBHC < 30 ml/min; BrxTe TOUkKa 4.3).

Ieduampuura nonyrayus
be3onacHocTTa M €PUKACHOCTTA HA AYJIOKCETHH 3a IEYEHUE HA CTPEC MHKOHTUHEHLMA HA YpUHATA HE Ca
H3cnenBaHH. JIunceaT qaHHM.

Cneyuannu nonyaayuu

Ilayuenmu e cmapyvecka év3pacm
HeobxoanMo e RHUMaHHWeE TpH IEYEHHETO Ha MALHEHTH B CTapUyecka Bh3pacT.

Ilpexvceane na nevenuemo:

Tpsabea na ce M30sArsa pa3koTo npekbesane. [1py npekbecBaHe Ha neueHne ¢ HekceTHH do3ara Tpadea aa
CE HaMalfABa IMOCTENEHHO 3a Nnepuoll OT Hali-Manko €QHa A0 ABS CEAMHIM, 3a Jia C€ HaMalH pHcKka OT
peakiA Ha OTHeMaHe (Bxk. Touka 4.4 u Touka 4.8). Ako cie] HaMangBaHe Ha Jo3aTa WM MpH
MpeKbCBaHEe Ha JICHEHHETO Ce MOABABAT CHMIITOMH Ha HEMOHOCHMOCT TpabBa na ce HMa mnpeABHI
MOJNHOBABAHE HA Ha3HaueHaTa Npedyd TOoBa Ho03a. Briocinenctere, JiekapsaT MOXKe [a MPOABIKKH Ja
HaMaJiaBa 03aTa, HO NO-1TOCTENEHHO.

HauuH Ha NpUIoKEHNE ;
3a nepopasiHO NPHUIT0KEHHE,

4.3 IIpoTHBONIOKAZAHMS

CBpBbXYYBCTBHTETHOCT KbM AKTHBHOTO BEILIECTBO WKW HSKOE OT TIOMOILOHWTE BEIIECTBa, M3OpOEHH B
Touka 6.1.

YepuoapodHo 3abonssane, BogeUIo A0 YepHOAPOOHO yBpexaaHe (Bx. Touka 5.2).

HexcetnH He TpsOBa na ce npuiara B KOMOWHalLMs ¢ HECENAEKTUBHH, HEOOpATUMH HHXUONTOPH Ha
MOHoOaMuHookcuaasara - MAO-unxubutopu (BX. ToUka 4.5).

HexceTH He TpabBa aa ce mpunnara B komOuHauus ¢ uHxudbutopu Ha CYP1A2, kat0 (PIyBOKCAMUH,
HUIpo¢IoKCauMH HWIM €HOKcauMH, Tbil KaTo MoAoOHO kOMOWHHpaHe BOAW [0 [MORUIUABAHE HAa
nasMeHuTe KOHHEHTpalMU Ha OYJTOKCETHH (BXK. Touka 4.5}

Texko 6L0pedno yBpexaaHe (KpeaTHHUHOB KITUpPBHC < 30 ml/min) (BXx. Touka 4.4).
3anouysaHe Ha JeueHHe ¢ HekceTHH e NpOTHBOIMOKA3aHO NPH RALMEHTH ¢ HEKOHTPOJIMPAaHa XHIIEPTOHHUS

NnopaaM NMOTEHUHUAIEH PHCK OT XHNEPTOHUYHA KPpH3a, KOETO OU 3acCTpalIdo nalueHTUTE (BXK. Toyka 4.4
Touka 4.8).




4.4 CrneuuanHu npegynpexaeHus H MpeAnasHH MepPKH NpH yrnoTpeda

Manus u npunaovyu
Hekcetun Tpga6Ba ga ce mpusiara ¢ BHUMaHue NMpH MALHEHTH ¢ aHAMHE3a 3a MaHHA WIH ¢ JHarHosa

OUITONAPHO pa3cTPONCTBO W/HIH HpUNATBLMN.

Cepomonunos cuHopom

KakTo npu NedeHHe ¢ APYrM CEpPOTOHMHEPrUYHH JIEKAPCTBEHHM CPEACTBA, Taka W MNPH JIEYEHHE C
OYJIOKCETMH MOE€ [a HacTblH CEpPOTOHMHOB CHHIAPOM — EHO Bb3MOXKHO XHBOTO3aCTpalliaBall0
ChCTOAHHE, ocoDeHO NMpH eAHOBPEeMeHHa yrnoTpeda Ha ApyrH CepOTOHMHEPrudHH JIEKAPCTBEHH CPEACTRA
(BruttouuTeMHO SSRIs, SNRIs, TPHLIHKNIHYHK aHTHACTIPECAHTH WIIH TPUNTAHH), ¢ NNEKAPCTBEHU CpEACTRa,
KOWUTO HapywmaBaT meTabonn3ma Ha cepoTOHHMHA, kaTo MAOQO-HHXHOHTOpPH, WIH ¢ AHTHICHXOTHYHH
JICKapCTBEHN CpeJcTBa WMH JPYFH JONAMWHOBH AHTArOHUCTH, KOETO MOXE Ja IOBIUAe Ha
CEPOTOHMHEPTHYHHTE HEBPOTPAHCMHUTEPHH CHCTEMH (BXK. TOUKH 4.3 1 4.5).

CUMNTOMH Ha CEPOTOHMHOBHA CHHIPOM MOXKE Jla ca NMPOMEHH B MCHXHYHHA cTaryc (Hanp., Bb30yaa,
XaJIIOLMHALINY, KOMa), BereTaruBHa HecTaOMIHOCT (Hamp., Taxukapaus, KojiebaHHs Ha KPBBHOTO
HalsiraHe, XWNeprepMus), HEPBHO-MYCKYNHM HapylueHus (Hamp., XHneppednaekcus, IUnca Ha
KOOpAHHAUKA) U/U/TA CTOMALLIHO-4YPEBHHA CHMIITOMH (Harp., rageHe, MNOBpPLLUAHE, AAAPHSA).

AKO €JHOBpEMEHHO JIeUeHNE C AYJOKCETHH W JpYTH CEPOTOHUHEPTUYHHU IEKaPCTBEHH CPEJCTBa, KOUTO
MOTAT [a MOBAMAAT Ha CEPOTOHHHEPTHUHNTE WHIN JOTIAMUHEPTHYHUTE HEBPOTPAHCMUTEPHH CHCTEMH, €
KJIMHHYHO ONpaBIaHO, C€¢ MpenophyuBa BHUMATENHO HaOMOJeHHe HAa NauHeHTHTe, 0cofeHo npu
3a[fOYBaHe Ha JICUCHUETO H MOBHLIABAHETO Ha J103aTa.

Kvam KaHmapuon
HexkenaHuWTe peakuU¥d MOX»e Ja C€a NO-YeCTH [PU €JHOBPEMEHHOTO TpHNOXEHWEe Ha HexkceTuH U
PACTUTENIHH JIEKAPCTBEHH NMPOAYKTH, ChIAbpKAILM XBAT KaHTapuod (Hypericum perforatum).

Muopuaza

CrobiaBaHa € MUApHa3a, CBbp3aHa ¢ OyNOKCETHH, 3aTOBa NpEANMUCBaHETO Ha HekceTHH Ha MauHeHTH ¢
NOBHALUEHO BBTPEOYHO HAJIATaHe MM TakKBa C MOBHINEH PHUCK OT OCTPa TACHOBI'BIIHA rlaykoMma TpsadBsa
Jla CTaBa ¢ BHUMAHHE.

Kpvano nanseane u copoeusa vecmoma

Ilpi HSAKOM NMALMEHTH AYNOKCETHH C€ CBBP3BA C NOBHLIABAHE Ha APTEPUANTHOTO HAIATAHE H KIMHHYHO
3HAYUMa XHNepToHWsa. ToBa MoOXe Ja ce IB/DKM Ha HOPaIpeHEprudHUA c(eKT Ha OYIOKCETHH.
JlokmagBaHu ca CIyvad Ha XWUMEPTOHWYHHM KPH3HK, OCOOEHO MPH MALUWEHTH C YCTAHOBEHA XHIEPTOHHA.
3aToBA NMpY NALMEHTHTE C YCTAHOBEHA XUNIEPTOHMA WHIH APYro ChpASYHO 3abonsigane, ce npenopuyBa
NpOCIeqaBaHe Ha KPbBHOTO HANATAaHE, 0 BPEME HA ITLpBUA Mecell NneueHue. [lynokceTuH Tpabsa ga ce
npunara ¢ BHHMAHHE IMIPH NALMEHTH, YHETO CHLCTOAHHE MOXE Ja C€ BIOIDH OT TOBHINABAHC HA
CbpAEYHATa YeCTOTa WX OT NMOBHIIAaBaHe Ha KPpbBHOTO Hansrade. JynokcetuH TpsbOBa na ce mpumnara
BHHMATEIHO H ¢ JIEKAPCTBCHH MPOAYKTH, KOWTO MOTaT Jia HapyllaT HeroBus MeTaboNMu3bM. (BX. To4ka
4.5). Ilpn nanHeHTH ¢ MOCTOSHHO NOBULUICHO KPbBHO HANMATAHE NMOPaaN NpyUeM Ha AYJNOKCETHH TpabBa na
ce 00CH/AM NMOHWKABAHE HA J03aTa WK NMOCTENEHO IpeKpardBaHe Ha nevyeHneto (BXK. To4ka 4.8). Ilpu
NaHEeHTH ¢ HEXOHTPONHpaHa XHUIMTEPTOHUA He TpAOBa Ja ce 3amoyYBa JIEYEHHE ¢ NYJOKCETHH (BX. TOYKA
4.3).




bvbpeuno yepesicoarne
[TopHiIEHH NIa3MEHH KOHLEHTPALMK HA AYNOKCETHH ca HabmonaBaHu Mpyu AaUMEHTU ¢ Texko ObOpedHo

yBpEXaaHe, NOANOKEHN HAa XeMOJHUANIN3a (KpeaTHRUHOR K.IMpbHE < 30 ml/min). 3a nauMeHTUTE ¢ TEKKO
OBOpeyHO yBpexaaHe BWXTE Touka 4.3. 3a mHdopMany#s MO OTHOLIEHHWE HAa MALMEHTHTE ¢ JeKa 1o
yMmepeHa 6bOpeuna IUCPYHKINA BHXKTE Touka 4.2,

Kpvsouznugu

JoknaneaHy ca ciydyad Ha aHOMANHO KbpPBEHE, KATO €KXUMO3M, NYpMypa U KbpPBEHE OT CTOMALIHO-
YpEeBHHA TPaKT NpPH MPHUEM HA UHXUOMTOpU HA OOpaTHOTO 3axBawiaHe Ha cepoToHHMHA (SSRIs) u
MHXHOHTOPH Ha 00paTHOTO 3axBaliaHe Ha cepoToHMH/HopaapeHannH (SNRIs), BxTOYHTENHO
OynokceTwH. [lpenopbuBa ce BHUMaHWE TINpH TALMEHTHTE TpUeMalld AaHTHKOArylnaHTH W/ HITH
MeKapcTBEHHU TIPOAYKTH, 33 KOHTO € HW3BECTHO, 4Ue TMOBIMABAT (PYHKUWATA HA TpoMmbouwtwuTe (Hamp.,
HCIIBC wnm auetnncanuuunora xucenuHa - ACK), xkakTo n npu naiHeHTH ¢ U3BECTHA TEHACHLIHA KbM
KbpBEHE.

{Ipexwvcaane na nevenuemo

CAMITOMMTE Ha OTHEMAHE Ca YECTH MPH MPEeKbCBAHE Ha JIEYSHHETO, 0CoDeHo B cChydvauTe, KOraTo
NMpeKbCBAHETO C€ H3BbpUIBa PA3KO (Bk. Touka 4.8). B KIMHHUHO NpoyuyBaHe HeXejaHM CBLOHUTHA,
HabNOAaBAHA NPY PA3KO NPEKbCBAHE HA NIEUEHUETO Ca AOKNAABaHU npH okono 44% oT naumreHTUTE
neKyBaHM ¢ HekceTHH ¥ nipu 24% oT nauueHTHTE NpHEManu niauebo.

PHCKBT OT CUMIITOMH Ha oTHeMaHe, Habmogasanu npH SSRI’s w SRNI’s Moxke 61 3aBUCH OT MHOXECTBO
(aKkTOpH, BKIIOHYHUTEIHO NMPOIBIXHATEITHOCTTA W JO3UPOBKATA HA JIEYEHAETO M CTEMEHTAa HA HAaMaJIABaHe
Ha nozara. Hali-gecto HabnogapaHuTe peakiiMH ¢a nocoudeHK B Touka 4.8. OOMKHOBEHO, TE€3U CHMIITOMH
ca JIEKH 10 YMEPEHH, BRIIPEKH, Y€ MPH HAKOH OT MaUHUEHTHTE Te MOXKe Aa OBAAT TeXKH O MHTECH3UBHOCT.
Te 0OMKHOBEHO BBL3IHHKBAT B PaMKHTE Ha -MhPBUTE HAKOJAKO AHHM OT NPEYyCTAHOBABAHETO Ha NEYEHHETO,
HO Cca JOKNaJBaHW W peIKH CHAy4daW Ha. TakMpBa CHMITOMH TIpH MalHEHTH, TNMpOIyCHAIM A03a [0
HeBHHMaHMe. KaTo LANO, TE3M CHMNTOMH €3 CAMOOTPAHMYaBallH ce U OOMKHOBEHO NpeMHHABAaT B
paMkuTe Ha 2 CeAMWLM, HO TIPH HAKOM HHAWBWIAM, T€ MOXe Ia ca HamWue mo-geiro (2-3 mecena M
noseye). ETo 3aujo, ce mnpenopbyBa MNOCTEMEHHO HaMansgBaHE Ha J103aTa Ha [JYJIOKCETHH TIpH
NIPpEyCTAHOBABAHE HA JICUCHNETO B PaMKHTE Ha HE MO-MaJIKO OT 2 CeIMHMUH, B 3aBHCHUMOCT OT
noTpeOHOCTUTE Ha MallHeHTa (BXK. To4ka 4.2). |
Xunonampuemus

ITpn npunaradHe Ha HekceTUH € Chof1IaBaHa XHMOHATPUEMNA BKIIOYHTEITHO CIy4aH ChC CEPYMEH HaTpHii
no-HuchK oT 110 mmol/l. XunoHnatpueMnaTa Moxe Ja ce AbJDKM Ha CHHIPOM Ha HeaJlcKBaTHa ceKpelns

Ha aHtuauypetudeH xopMoH (CHAJMC). TloeeueTo ciydyan Ha XHNOHATPHEMHS ca CBHOOILIABAHH TIpH
NalLMeEHTH B cTapyecka Bb3pact, ocobeHo B kOMOHHAUHA ChC CKOPOIIHA aHAMHE3a 3a HIIW Halnvue Ha
CbCTOAHHE, TIpelpa3noyiaraimo KuM TIpOMeHW BbB BOAHUst Oananc. Heobxoaumo e BHHMaHHWe mpH
MALMCHTHTE C MOBHILEH PHCK OT XHNMOHATPHEMUS; KATO TaKMBa B CTAPYECKA BB3PaCT, MALUMEHTH C LMPO3a,
JeXUaApaTUpPaHy NallMeHTH UM MaUeHTN Ha NEYESHHE C ANy PETHLIN.

enpecus, cyuyuonu mucau u nogedenue |

Bbnpekn, 4ye HexkceTHH He € [M0Ka3aH 3a JE4YEHHE - HA JICNpecus, HEroBOTQ AKTHBHO BEILUECTBO
(IynOKCETHUH) MPUCHCTBA CBHIIO B CIMTHCHKA KATO JICKApPCTBEH MPOAYKT — aHTHAeNpecaHT. Jenpecudra €
CBLp3aHa ¢ YBEJIHMEH PUCK OT MUCIH 3a caMOyOMACTBO, CaMOHapaHABaHE UITH CaMOYOUICTBO (CyHIIH-
CBLp3aHN CbOuTHA). TO3M pHCK TEPCHUCTHpA, AOKATO HACTBHNMH 3HAYUTENHA peMHCHA. Tohi  karo
noAoOpeHHETO MOXKE 1a HEe HACTBITH MO BpEME HA IIBPBUTE HAKONKO HIIH [I0BEYE CEIMHLIM HA JICYCHHUETO,
nauueHTuTe TpAOBa na Owbaar HabmogaBaHM BHUMATENTHO IO HAcThIIBAHE HA TakoBa MoaoOpeHue.
BceoOw KIMHHYEH OIKWT €, Y€ PUCKLT OT CaMOYOHICTBO MOXE Aa HapacTHE B PaHHHTE €TanM Ha

L




3HAYUTENHA CTENEH HA CYWHMIAHH MHCIW NMpean HauanoTe Ha NEYCHUETO, € U3BECHO, Y€ ¢a ¢ MO-BHUCOK
PHCK OT CYHUMIHH MHCIIH UK CYRLHIHO floBeicHe ¥ TpabBa ja nonyyar BHAMATEHO HabnoJeHHe no
BpeMe Ha JieueHueTo. MeTa-aHanmn3 oT ruialuebo KOHTPORUpPAHH KIHHWUYHH M3MATBAHUS C JeKapCTBEHH
MPOAYKTH - AHTHICNPECAHTH TNpPH TNCHXHMHEW 3abonsgBaHWA I1OKa3Ba YBEMTWUYEH PHCK OT CYHIMIHO
MoBEeHHE TIPH aHTUIETIPECAHTHTE B CPaBHEHME ¢ Nnauedo npy nauueHTH nox 25 roauiIHa Bh3pacT.

Cnyday Ha CYHWLHMOAHH MHUCIIH M CYHUMAHO NOBEJeHHE ca JAOKJIAJBAaHH MO BpeME Ha JICYECHHETO C
OYNOKCeTHH WM CKOPO CNej NpeycTaHOBABaHE Ha NeuceHUeTO (Bx. Touka 4.8). Jlekapute TpadBa na
HachbpyaBaT nNauUMeHTHTe Aa cbobiaBar 3a BCUYKM MpauyHH MHCAH WM YYBCTBA HMNH [EMPECHBHH
CHMIITOMH IO BCAKO BpeMe. Ako MO BpeMe Ha neueHueTo ¢ HekcetrwH, nalHeHTa CTaHe TPEBOXEH HIH
pa3BHe CAMIITOMM Ha Jenpecus, ¢ Heobxoanma crneupnanusnpada MEAWLIMHCKA KOHCYNITalus, Thi karo
AENpEeCHATa € CEPHO3HO MEOHUHHCKO ChCTOAHHE. AKO C€ B3eMe pelleHMe 3a 3anoYBaHe Ha JNeYeHHE C
AHTHJIETIPECAHTH, CE MIPETNOPBUBA MOCTENMEHHO MPEYCTAHOBABAHE NpUEMa Ha HekceTHH (BXK. TouKa 4.2).

Ynompeba npu deya u ronowiu nod 18-2o00uwna ev3pacm

HexceTnH He TpAOBa aa ce W3NOM3Ba 3a IEYEHNE Ha AcLa W 1oHOWM noj 18-roguiHa Be3pact. CYHUROKO
nopefeHWe (KaTo ONUTH H MHCIA 3a caMmMoyOomicTso} n  BpaxkaeOHOCT (MpEeAMMHO arpecus,
MPOTUBOIIOCTABSAHE M THAB), ca HaOMOZaBaHU f10-UECTO B KIHHUYHHU NMPOYYBAHUA MPH Acla U KOHOLWH
JIeKYBAHH ¢ aHTHACNPECAHTH, B CPaBHEHHUE C Te3H NMpueMany nuaauedo. Ako, Bb3 OCHOBA HA KJIMHHYHA
HYXKIa, HE3aBUCHMO OT TOBA Ce B3eME pelleHHe 3a JICHEHHE, NMaHeHTUTe TpabBa BHUMaTenHo fa Onjat
NpocneasBaHM 3a TIOABA HA CYWUMAMH CHMNTOMHW. B fomblIHEHHE, TIpM Aella M FOHOIUW JIMTICBAT
TBIATOCPOYHH TIPOYYBAHMA 3a 0e30MacHOCT MO OTHOLICHWE Ha pacTeXka M Ch3pABAHETO, KakTO H
KOTHHTHUBHOTO pasBUTHE H MMOBEACHHUE.

Jlexapcmeenu npooykmu, Co0bpicauu Oy10KCemur

JlyOKCETHH ce ¥3110/13Ba N0/ pa3In{HH. ThPrOBCKH MapKH 38 HAKOJKO NOKa3aHus (ieueHNe Ha qHa0eTHa
HeBpornaTHa 00JIka, TOJMAMO NENPECHBHO pa3CTPOMCTBO, TEHEPATHIHPAHO TPEBOXKHO pasTpPOWCTBO H
YPUHHA CTpeC WHKOHTHHeHuMs). TpsGea pga ce Mabsarea ymoTpeGaTa Ha TOBEYE OT €QUH OT TE3M
TpOoYKTH. JEY
Xenamum/noeuwieHu HepHodpOOHU eH3UMU .

ChoblaBaHH ca ciydad Ha YepHOAPOGHO ynpemaﬂe BKTIOUMTEJIHO 3HAUUTE/IHO MOBHMLICHUE Ha
yepHoApoOHHTE e’3UMH (>10 bTH ropHaTa rpaHHLA Ha HOPMATAa), XEMATHUT M XbIITEHHLA, C AYJIOKCETHH
(Bx Toudka 4.8). [loBeueTo OT TAX HACTBLIIBAT MO BPEME HA ITBPBHTE MECEUM NeHeHHe. XapakTepbT Ha
4yepHoApoOHOTO YBpeXIaHe € NpEAUMHO Xenartouenmynaped. JlynokceTuH Tpabma na ce w3nonsea ¢
BHUMaH¥We NpH NalWeHTH, TeKYBAH! C JAPYTH JIeKapCTBEHU MPOAYKTH, CBHP3aHH C YBPEXKIaHe HA YePHHUS
apob.

Axmyanuzayua/ncuxomMomopHo H6enoKoicmeo

Vrnorpebata Ha KYJIOKCETHH Ce CBbpP3Ba ¢ PA3BHTHE Ha aKaTHU3HA, XapaKTepU3npalla c¢ ¢bC CYOEKTHBHO
HENIPHATHO WIM M3TOLUUTENHO Oe3NOoKOWCTBO M HYXJAa OT HECTO ABWKEHHE, CBIPOBOLEHO OT
HeCcNnocOOHOCT 3a ceieHe U CTOEHE Ha €HO MACTO. TOBa € I0-BEepOSTHO 11a C& NpPOsBRH B PAMKHTE Ha
MbPBUTE HAKONKO CeAMMUM OT JedenueTo. [Ipn nauumeHTH, KOMTO NONy4YaBaT Te3H CHMIITOMH,
MOBHUIIIABAHETO Ha J03aTa MoXe Aa Obae BpelHo.

Cexkcyanna oucynxyus
CenekTHBHUTe WHXUOHTOPH Ha 0OpaTHOTO 3axBalllaHe Ha cepoToHMHA (SSRIs)/HHXUOHUTOpHUTE Ha
o0paTHOTO 3axBallaHe Ha CEpOTOHMHA M HopagpeHanuHa (SNRIS) mMorat ga mMpHYHHAT CHMIITOMH Ha
cekcyanHa guchyHKIMs (Bx. Touka 4.8). IMa ¢bo01eHHs 3a NPpOALIKHUTENHA CEKCyalTHA JHCPYHKUMA,
[P KOATO CUMITTOMHTE NPOABb/KABAT BBIIPEKH . IPEKLCBAHETO Ha Nprema Ha SNRI.




3axaposa

HekceT¥H TBLpOM CTOMAWHO-YCTOMMBU KaNCVAKM . 1LiunLjpka 3axapo3da. JlauMeHTHTE € peaxu
HaCNeICTBEHH TIpoONIeMH, KaTo HEMOHOCHUMOCT KT.M (pyxroisd, IMOK0o30-ranakTo3Ha ManadbcopOuus uiu
3aXapa30o-H30MaNTa3eH Je@ALHT, He TPAORA j(a MPHEMAT Tu8a JIekapCTRO.

4.5. B3aanMoeHcTRHE ¢ APYTH JIEKAPCTBEHH MPOAYKTH H ApYTH opmu Ha B3auUModeHicTBHE

Huxubumopu na monoamurnookcuoazama (MAQ-unxubumopu). Ilopagn paCK OT CEPOTOHHHOB CHHIDOM,
NYyJNOKCETHH He TpabBa Ja ce mpujara B KOMOMHAUMA ¢ HECENEKTHBHH HEOOpaTHMH WHXMOWTOpPH Ha
MoHO-aMHHO okcuiazata (MAQO-uuxubutopn), WIH B paMKuTe Ha Ha¥-Manko 14 JaHWM OT
MpeycTaHoBABaHE Ha neueHHeTo ¢ JajfeH MAO-unxuOurop. Bw3 OCHOBA Ha eIHMHHALMOHHUA
NOMYXKHBOT Ha JYNOKCETHH, € HeoOX0AMMO Ja M3MHHAT Hal-Manko 5 OHH cliel cniHpaHe Ha HekceTHH
npejy 3anmouBaHe Ha ynotpebara Ha onpenened MAO-uHxnbnTop (BX. Touka 4.3).

He ce npenopwbuBa eaHoBpemeHHarTa ynotpefa Ha HexceTMH cbC CcelnekTHBHH obpatumn MAO-
HHXHOHTOPH, KaTo Moknobemua (Bk. Touka 4.4). AHTHOHOTUKBT JIHHE30NHI € 00paTHM HECENEKTHREH
MAOQO-1axnbuTop 1 He TpaOBa Aa ce AaBa HA NAaLUEHTH, NEKYBaHH ¢ HekceTHH (BX. Touka 4.4).

Huxubumopu wna CYPIA2: Tvh xatro CYP1A2 BrmoweH B Merabonvima Ha JYJIOKCETHH,
eIHOBPEMEHRHOTO ApHIIoKeHHe Ha HekceTHH ¢ MolHH HHXWONTOpH HAa CYP1A2, 0OMKHOBEHO BOIU A0
Mo-BUCOKH KOHIIEHTpALMHW Ha AyfnokceTHH. MayrokcamMuH (100 mg BeJHBLX JHEBHO), KOWTO € MOLIEH
uaxubutop Ha CYPIA2, Hamandpa NMPUBHIHWA TUNa3MEH KJIMPBHC HAa AYJNOKCETHH ¢ okono 77% W
nosuwasa AUCO-t 6 mbrn. Eto 3amo, HekceTn He TpsaOBa Aa ce npunara B KOMOMHALMA ¢ MOILHH
naxbutopn Ha CYP1A2, karo ¢iyBokcaMHH (BX. Touxa 4.3).
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Jlexapcmaenu npodyxmu, oecmeawu évpxy L[HC, Tlpengpriba ce NOBULIEHO BHUMAHHE NMPH MPHEMA Ha
HekceTH B kOMOWHAUMA ¢ Apyrw, AEHCTBALIM BBLPXY, LEHTpATHATAa HEPBHa CHCTEMA JIEKAPCTBEHH
NpOAYKTH MIH cyOcTaHLMM, BKNIOYATETHO A&JKOXOM W CEeJAaTHMBHH JIEKapCTBEHH TNPOAYKTH
(OeH30AMa3ETHHH, MOPOHHOMHMETHLH, aHTHIICHXOTUIIH, GeHODapOUTAI, ceAaTUBHH aHTHXHUCTAMHHH).

Cepomonunepeuynu aexapcmeenu cpedcmea: B peaku ciyuan, € cboOmaBaHO 3a MosBara Ha
CEPOTOHMHOB CHHAPOM TIpH naiedTH, KouTo npHeMar SSRIS/SNRIs enHopemeHHO CbC
CepOTOHHHEPTHUHM JIeKapCTBEHN cpelcTsa.. [IpenopryBa ce MOBHIIEHO BHUMaHWE, ako HekceTHH ce
H3MON3BA EJIHOBPEMEHHO CbC CEPOTOHWHEPrHUHM rnekapcTBeHH cpeactBa kato SSRIS, SNRIs,
TPULIMKJINYHH AHTHACTIPECAHTH KaTo KIOMHIIpaMHH WIH aMWTpHNTUNHH, MAO-nHXHOHTODH, KaTo
MOKNIO0EMHA HIN JHHE30AUA, XbAT kaHtapuoH (Hypericum perforatum) uiau TpunraHu, Tpamalol,
MeTHAWH K TpUNITOgaH (BX. Touka 4.4).

Egexmu na oynokcemur svpxy Opyeu 1eKapCmeeHu npooykmu . |

JlexapcTeeHU MpogykTH, MeTabormuznpann ot CYPIA2: B xA®HUYHO npoyyBaHe, apMaKOKHHETHIHHTE
cBoficTBa Ha TeopHIMH, KoiTo ¢ cyOctpatr Ha CYPIA2 He ¢a ce MNOBIMANM 3HAYUTENHO OT
€IHOBPEMEHHOTO TIPHIIOXKEHUE Ha ayokceTHH (60 mg ABa ITbTH AHEBHO).

Jexapcmeenu npodyxmu memabonusupanu om CYP2D6: JlynoxkcermH € YMEpeH WHXMOWTOp Ha
CYP2D6. Korato OynoKCeTHH ce npunara B [03a OT 60 'mg ABa IMETH AHEBHO C €IMHHYHA [03a
nesunpamMuH, CYP2D6 cyberpar, AUC wna ne3unpamu ce yBennyasa 3 nbwTH. CHBMECTHOTO
MpKI0XKeHHe Ha OyokceTHH (40 mg n8a MsTH JIHeBHO) noeninasa pasHoBecHaTa AUC Ha TontepoauH (2
mg JBa MLTH JHEBHO) ¢bC 71%, Oe3 ga mosnusaea GapMakOKMHETHYHHTE CBOMCTBA Ha HETOBHSA aKTHBCH




ce npeguMHo uepes CYP2D6  (pucuepioH, TpuUMKInyHM  aHrngenpecantn  [TUA]
KATOHOPTPHUNTWINH, aMUTPHIITKIAKH U LaUNpaMHUH), b o iyuail, e uMaT TeCCH TepaneBTHUYEH UHJAEKC
(kaTo dnexkavHuA, rponadeHOH U METPONPOINION).

Hepopannu xoumpayenmugu u opy2u cmepououy npeyvipamu. PEIVITATATE OT in VifFo TIPOYYBAHHA
MOXa3paT, 4e AYNOKCETHH He BOAM A0 KatanuTAyno axTueupanie Ha CYP3A. Crneuudwnanu in vivo
MpOYYBaHUA BbPXY JEKAPCTBEHNTE B3AUMOACHCTBUA HE C4 MPOBEKIAHY,

Aumuxoazyranmu u anwmuacpezanmu.; H3UckBa Cce€ MOBHUWIEHO BHUMAaHWE, KOrato IOYJNOKCETHH Ce€
KOMOHMHHpa ¢ OpalTHH AHTUKOATYJIAHTH WAM AHTHANPETraHTH NOopagy MOTEHUHANEH PUCK OT KbpPBEHE,
KOEeTO MOXe Jia ce obAcHY ¢ (dapmakoaWHaMH4HO B3aumMojelicteue. OcBeH ToBa € cbhoOLllaBaHO
noBHUIaBaHe Ha croiiHocTHTEe Ha INR, Koraro Ha mHauMeHTH, JiekyBaHM ¢ BapdapwH, ce npunara
eJHOBPEMEHHO HYNOKCETHH. Bce nak, eAHOBPEMEHHOTO Mpw/laraHe Ha AYJIOKCETHH W BapdapHUH Ha
3qpaBy JOOPOBOJLM, KATO YacT OT KITMHAYHO (AapMAKOTIOTHYHO TNIpOoyUBaHe, PH CTALHOHAPHO CHCTOSIHHAE
He BOAH IO KIMHHYHO 3HauMMa npomMsaHa B INR cripaMo H3XOAHOTO HHUBO WNH BbB dapMaKkokKHHETHKaTA
Ha R- nnn S- BapdapuH.

Ecbexmu na opyau nexapcmaenu npooykmu 6bpxy OYAOKCEMUH

Aumuayuonu rexapemea u H2 anmazonucmu: CHBMECTHOTO MPHIOKEHUE Ha QYJIOKCETUH C AHTHALIMIN,
ChIbPIKAINH AMTYMUHHH W MarHe3ui, WIH Ha IDYJOKCeTHH ¢ (aMOTHIMH, HAMA 3HAYHUM e(eKT BHPXY
CKOPOCTTA MJIM CTETNEHTA Ha pe3opbus Ha AyJIOKCETHH cle NPUWIOKEHHE Ha fo3a oT 40 mg nepopaliHo.

Huoyxmopu na CYPIA2: TlonynaunoHan ¢apMakOKHHETHYHN aHANM3M TIOKa3BaT, Ye MyIIayuTe UMAarT
no49TH 50% NOo-HUCKH NNIa3MEHH KOHLIEHTPALUU HA OYJIOKCETHH, B CPABHEHHUE C HEIYLHATHUTE.
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4.6. <DepTHaHTET, OPEMEHHOCT H KLPMEHE .- .
Depmunumem

B npoyusaHus npy XKHBOTHH JYNOKCETHH HAMA eeKT .BhpXY (epTHIUTETA NMPH MBXKE, 3 ePeKTUTe TpH
>KEHW OYEBHUIHO Ca CAMO B JO3HM, KOHUTO MPHUUNHABAT TOKCHYHOCT 33 MakKara.

bpemennocm
[lpoyuBaHuATa NMPU XKUBOTHH NOKA3ZBAT PENPOJYKTUBHA TOKCHYHOCT NPH HHBA HA CHCTEMHA €KCTIO3NLIUA
(AUC) Ha OyNOKCETHH [MO-HHCKHM OT MaKCHMaJIHATE B KJIHHUYHATa npakTHka (BX. Touka 5.3). [MiBe

roneMi ofceppaunoHHu npoyuysaHus (eaHo ot CAIlLl, skmoupawo 2500 GpeMeHHH, ¢ excrno3uuns Ha
AYTIOKCETHH Npe3 MbpBUA TpUMecThp, M eaHo ot EC, kmoypaino 1500 BpeMeHHH ¢ €KCMO3HLINA Ha
OYNOKCETUH Ipe3 IThpBHA TPUMECTBP) He Npeanosarat odil. MOBHINEH PHCK OT FONEMH RPOIACHH
mangopMallHi. AHaIM3BT Ha KOHKpeTHW MandopMalMH, Kato CbpAeYHH MandopMalHH, HOKa3Ba
HeyOeJUTENTHH pe3yNTaTH.

B npoyuBaHeTo 0T EC ¢ HanpaBeHa Bpb3ka MEXAY €KCIO3WUHUATA HA OYJIOKCETHH Ha MalKara [0 BpeMe
Ha HanpenHana 6peMEHHOCT (No BCAKO BpeMe 0T 20-Ta recTalliOHHA CEAMHLA N0 PAXJAHETO) C MOBHLIEH
PMCK OT MpEXKAEBPEMEHHO pakaaHe (Mo-Manko OT 2 MbTH, KOETG MpHONHIUTENIHO ChOTBETCTBA Ha 6
JOMBAHHTENHH NIPEXAEBPEMEHHK. pakaanns Ha 100 eHM, Ha Tepanus c AYJOKCETMH B HanpeaHana
bpemenHocT). [lo-rongMara 4acT € Bb3HUKHaANA MeXIY 35 M 36 recTallMOHHA CeMHLA. Ta3W Bpb3Ka HE €
Habnioaasana B npoydysaHeTo oT CAILLI.

AMEPHKAHCKHM NaHHH OT HAOMoAeHHUS TIPEJOCTABAT JOKA3ATENCTBA 32 MOBHLIEH PUCK (MO-MaIKo OT 2
NbTH) OT MOCIEPOAOBC KPBBOTEUEHHE Cclie]] €KCMNO3NLMA C AYJIOKCETHH B PaMKHTE Ha Mecel Npeau

PaxXnaHCTO.




EnuaeMHonorn4HUTe JaHHW npednonar. -, ue y'1nrpedat.! Ha GSRIs no speme Ha OpeMeHHOCT, ocobeHo
B Hamnpe/Hana OpeMEHHOCT, MOXe Ja HORMINH PYCKa OT NEpCUCcTHPAILA NYJIMOHAIHA XUNICPTOHHUA TPH
HoBopoJeHoTo (ITIIXH). Makap B HHMKakBH MpPOYYBAHRA Ja He € HicaeABaHa Bpb3kata Ha [ITIXH c
neyeHueTo cbC SNRI, TO3H MoTeHIHANER PUCK He MOXC J1a 0b,1¢ H3KMIOYEH TIPH AYJIOKCETHH, B3eMaiku
NoJ BHHMaHHe CBBpP3aHUsi MeXaHU3sM Ha AclcTBn. (nMHXmOWpaHe Ha oOpaTHOTO 3axBalllaHe Ha
CEPOTOHHH).

[MogoOHO Ha APYFUTE CEPOTOHEPTHHM NeKapCTBEHH NPOJIYKTH, CUMIITOMH Ha OTHEMAHE MOTraT Ja ce
HaOnoJaBaT NMpU HOBOPOAECHOTO, cield MpUEM Ha AYNOKCETHH OT Malkikata B NMEpPHOAA OKOJIO TepMHHA.
CHMNTOMHTE Ha OTHeMaHe, HaOMOAaRAHK NpPH AYIOKCETHH, MOXe [a BKAIOYBAT XMIIOTOHHUS, TPpEMOp,
HEPBHOCT, 3aTPYAHEHHA B XpaHEHeTC, pecnHpaTopeH JAWCTpec M rbpuoBe. [loeedeTo ciaydam ca
Ha0JTIOIABaHM WK PR PAXKIAHETO, MIIH B TedeHNE Ha HAKODIKO GHU Clie]l paXIaHETo.

HekceTun TpsabBa na ce npunara npd OpevEHHOCT, caMO ak0 MOTEHUMaJHaTa Nos3a ONpaBAasa
MOTEeHIHATHHA pUcK 3a ruioAa. XeHure Tpabdbs. ga ObjaT CbBCTBAHKM Aa YBEOOMART CBOA JieKap, ako ca
OpeMeHHH UK IaHUPAT OPEMEHHOCT MO BpEME HA N1EYeHHETO.

Kvpmene

IyNoKCceTHH ce OTHels B MIAKOTO Ha KbpMeUIuTe XKeHd ChBCeM cnabo, Ha 6a3ata Ha MpoydBaHe NpH 6
MAlHEHTKY ¢ JIAKTAllHd, KOUTO He ca KbpPMHUIH cBouTe acua. [TpubnusnTteHaTa OETCKA JHEBHA [03a Ha
Oaza mg/kg e npubmmsuremto 0,14% ot noszara Ha majixaTa (Bxk Touka 5.2). Te# kato 6e3onacHocTTa Ha
aynokceTHH npu Oebetra He e ycraHoBeHa, ymorpedata Ha HekceTuH mo BpeMe Ha KbPMEHE HE Ce
Npenopb4Ba.

4.7. EdexTn BbpXY cnoce6HOCTTa 3a mopHpaHe ¥ padoTa.c MaITHHY.

| ERFs 5 ST O end A
He ca m3BbpuiBaHu HprT-IBaHHH BbPXY, CTOCORMOCTTA. .3{:1 mn;pﬂpaﬂe 7 paﬁma c MamuHn. Hekcetun
MoOXe J1a ObJie CBbp3aHa ChC ceaupaHe ¥ 3amasHqCT. [lauMenTre Tpabsa na 6h1aT yBeIOMABAHY, Ye aKo
H3INWTBAT CceAWpaHe HIIH 3amasHocT, .TpabBa .Ja Hagnrga'r HOTCHIHANHO PHCKOBA JEHHOCTH KaTo
wodupane wiH paboTta ¢ MAILUHMK.

4.8. HexeJaHH JIEKAPCTBCHH peaKiiuy S

a. Pezrome na npogpuna na 6e3anacnﬂcm - S

Hafi-uecTo cpobmabanuTe HexeNlaHw. ¢bOUTHR HIPH MAUHCHTHTE, JJEKYBaHW ¢ HexceTHH B KITHHAYHH
MpOyYBAHHA BEPXY CTPEC WHKOHTHHEHUMS HA YPWHATA WA IPYrH. HAPYUIEHWs HA NONHHA OTAEN Ha
MUKOYHATA CHCTEMA ca OUMITM rajeHe, CYX0Ta B yCTaTa, YMOpa M KOHCTHNALMA. JlaHHWTe OT aHanW3a Ha
YeTUPH 12-ceIMWUHM, Nauedo-KOHTPOIMPaHH KIMHUYHU FPOYYBAHHUA MPH TNALUEHTH CbC CTpec
MHKOHTHHEHLH] Ha YpHHATa, BKMOUYBAlKM 938 nauMedTa NgKyBaHM ¢ AYJIOKCETHH M 955 naunenTta
npueManyn muauebo nokaspa, 4ye MOABATA HA HEKEIAHUTE CHLOUTHA ODHMKHOBEHO ce € ChCTOSNA Mpe3
MLpBaTa ceaMHLA oT JleueHueTo. [lo-ronamMa gacT oT Hali-uecTHTe Hexenanu cxbuThd, obaue ca neku no
yMEpPEHH M OT3BY4aBaT B paMkUTe Ha 30 AHU OT TAXHATA MOg9Ba (Hamp., rageHe).

6. Pesiome Ha Hedicenanume nexapcmeenu peaxiyuu, npeocmaeero 6 mabnuya
Tabauua 1 mokaseBa HexenaHuTe peakund, HalikoJaBaHH NpPH CIIOHTaHHU CBOOUIeHWs W mrauebo-
KOHTPOJHPAHH KIITMHHYHH ITPOYYBaHNA.

Tabnnua 1: Hexenanu peakium
OueHka Ha 4YecToTaTa ca onpedeieRH KaTo: MHoro sectn (=1/10), yectn (>1/100 ' YECTH

(>1/1 000 mo <1/100), peaxu (>1/10 000 o <1/1 000), MHOTO penkH (<i/10 000).
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MHOr0 YecTH Yecry Hewecrn @ | Peaxw | Mnoro peaxu
Unghexyuu u ungpecmayuu B L __
| JlapuHT IT N |
Hapywernua na umynnama cucmema
Hapyuieuus, AHapHunakTH4YHa
CBbP3aH# Che | peakiys

CBPBXHYBCTBHTCJIHOCT . 4

Hapywenus na endokpurnama cucmema .

| XHNOTHPEOUINIBM
Hapywenua na memabonuzma u xpanernemo
HamaneH anetut | Hexuaparaips ' XUNEPTIIUKEMHUA
(moxnajaBaHa
ococbeHo npu
nauueHTH-qnabeTnmn)
XHUNMORATpHEMHS
CHAJIC®
Hcwxuunu napyuienus
HMucomHud bpykcH3IBM CyUUHIHO
B136y/1a NesopueHTauus nosegeHne
Hamaneno Anarus CyuuuaHa uaeamus "’
Hbu o AOHOpMEH opra3bm Mauns®
TpesosknocT' ¢ ' Pistpii‘Cphmba™ % ¢ | NamounHauau' =
Hapyweénue'' Ha |- BpaxaebHocT H
ChHS ol .. | TrHag*®
Hapywenus na Hepsrama cucmema. Gl A
['masoGonue HepsHocT . .. |} CepOTOHHHOB
3aMasHOCT Hapyriguwe . . Ha | cHHapoMm®
Jletaprus BHUMAHHUETO | Kousyncun'®
ComMmHonentroct | Jucreyaus Muoknonns
Tpemop Jlowo kauecTBO Ha | Akaruzua®
ITapecTe3us CBHA | MlcnxoMoTopHO
Ge3nokoHcTRO®
ExcTpaMupaMu iy
caMnTomu®
Inckune3ns
Cungpom Ha
i HECME@KORHHUTE Kpaka
Hapywenus na ouume B
3aMbriieHo Muapnaza [ naykoma
BUXJaHe Hapymieane  Ha
IPEHHETO
CyxoTa B 0uUMTE
Hapywenus na yxomo u nabupunma |
BepTuro 1lymM B ymute'
bonka B yxoto.

Covpoeuru HapyuieHus




- THannm aunw HagkamepHa apuTmud,
. 1 aXUKannns rIaBHO  1TPeAChPAHO
i B MEXIeHe®
Cv008u HApYUeHUA
Xuneprouns’’ | Cunxon’ XHMNepToHUuHa KpH3a’
3ayeppaBaHe [TopumicHo  kpbBHO | OprOcTAaTUYHA
Hasisrane’ XHIOTOH U
[fepudepna
CTYACHWHA
Pecnupamopru, 2pb0HU U MEOUACMURAAHYU HADYWEH A .
[Ipo3sBaHe Hanpexenue B
ST I'BPJIOTO
. Enucrakcuc
WUHTepeTHIHATHA
6enopobua 6onect'?
Eo3urodunna
_ | [THEBMOHHs®
CmomMauiHo-4peeHU HapyuleHus
I"anene Hnapus CtoMairHo-4peBeH XemaToxe3us
Cyxota B yctaTta | Kopemna 6onka | KphBOHAIHB’ MHKPOCKOIICKH
KoHcTrmauus [ToBphinaHe [MacTpoenTepuT KOJIHT’
Hucniencus CToMarTuT
Opuraane
| Nactpur
Hacdarus
MeTeopnyseM
Jlowr abx OT ycTaTa '
Xenamo-6unuapHu Hapyuenus . - 3
Xenatur.: .- YepHoapobua
fToBuInEeHN HeJOCTaTbYHOCT®
yepHOapoOHU eHzumy | Kbarenuna®

jpocdaraza)

yBpeXKAAHE

(ALT, AST, anxamna

OcTpo  4epHOAPOGHO

TN

Hapywenusa na koxcama u ROOKONHAMA MbKax

3acuneso noteHe | OOpuB
HolHo u3noTsBaHe

YpTHKapus
KoHTakTeH IepMaTUT
CryaeHamotr
Jacunera TEHACHLNA
33 + TIOSBA Ha
X€MaTOMH

CuHapoM Ha Stevens-
Johnson®
AHTHOHEBPOTHYEH
oTOK®

Peaxuwun Ha
(pOTO4YBCTBUTCITHOCT

KoxeH
BACKYIIHT

Hapywenus na MyCKYIHO-CKeAemHAMa CUcmema U CoeOUHUMeRHama movKan

MycKyrHO-CKeneTHa
bonka ::
Myckyano

[ToTpensaue Ha
MYCKYJIH

HanpeweHHe
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Hapywenus na 6vbpeyume u HHK[}‘IHHH‘IL *rg L ua

ar 1V {HEHO
yplHnipaHe

Hizypus

HukTypHus

UecTo ypuHMpaHe
ITpoMeHeH MHpPHC Ha

YpHHaTA

1 3ambpkane Ha ypuna®
Ionnypus
Hamanena anypesa

Hapywenus na 6b3npouzso0umennama CucmemMa u 2epoamd

["HHEeXONOrYHO
KbpBEHE
MeHonay3aHu
CUMITITOMH

Obwu Hapywenus u epexmu Ha micm

| MeHCTpyaIHH]

HapyIlHeHUA
["anmaktopes
XHUnepnponakTHHEMIS
ITocneponoso
KpbBOTEUEHHC"

OMO HA NPUNOINCEHUE

YMopa

ACTeHHd
BTpucaue

Bonka B repauTe’
Mpunageun®
AOHOpMHH ycemaums
YyBCTBO 38 CTYX
XKaxna
‘Hepasnonoxenne
HyRGTBO:34.TOMJIHHA

Hapyuwenus B
MoXoAKarta

Hacneosarnus

i 'v. A r-s’.r.- .

llomaxenne = Ha

" oETE e

TeLBYTO
[ lJokauBaHe Ha

TEerIQTO
YBenIMuyaBaHe Ha
X0JIECTEPO/IA B KPBBTA
TTosumeHnne Ha
KpeaTHH

KpBbBTa

pocoxunazata - B |

[loBuilleHWEe HA KA
B'KPBBTAa
!
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' Cnyuyan Ha KOHBYJICKH M CIYUYad HA IUYM B YIINTE Ca ChOOLIABAHH W cliel] [PeKbCBaHe Ha JIeYEHNETO.

2 Cniyuan Ha OpPTOCTATHYHA XMITOTOHHA N CUHKOMN ca choOlaBaHH 0coNeHO B HAYANIOTO Ha JIeYEHHETO.

3 BrkTe Touka 4.4.

* Cnydad Ha BpaxnaeOHOCT W THAB ca choOU(@RAHM 0COOEHO B HAa4anoTO WM clied NMpeKhCBaHE Ha
JIEYEHHETO. ’

* Ciryyan Ha CYMIMHA HACaUHA W CYRIVLIHO [IOBE/IEHHE C8 CHOGIABAHH TIPH JIEYeHHE ¢ TYNOKCETHH MITH
CKOpO clefl MpeKbCBAHE Ha NNEYEHHETo (BXK. Touka 4.4)

® YecToTaTa € H3YUCHAEHA OT HeXeNlaHWTe PeaklHM, ChODILEeHH IipH IIDCTMHPKETHHH}BBT{] HaOIIF0IEHNE;

He ca HaOnroaaBaHy B MJ1ale00-KOHTPONHPAHN KITMHHYHHA:A3NUTBAHNA.

" He e cTaTUCTHYECKH CHTHH(HKAHTHO pas3nuyHa oT nnaiebo.

S [IpunagbUMTE Ca NO-YECTH MPH MMALIMEHTH B CTAPUYECKA Bb3pacT (Bb3pact >65 roauHu).

? YecToTaTa € H3UHC/IEHa Bh3 OCHOBA HA JAHHH OT BCHUXH KINHWYHH H3TTHTBAHHSL.

YecroTaTa e H3UHCIIEHA B3 OCHOBA Ha IUIALE00-KOHTPOAUPAHH KIHHHYHHM HW3MTUTBAHHS.




8. Onucanue Ha U3DParY HeNCERARU 120 GICMIES U DeAKYL

ITpekpaTaBaHeTo HA AYMOKCETHH (OCC (A0 hQ7'tTO € BHEANHO) “€CTO BOJM [0 CUMIITOMM HA OTHEMAHE.
3amaitBaHe, CEH30PHHW HAPYIIEHKT (BF.7 '~ WTEJIO MAPECT:3NY WNMi YCelllaHud, MOJ00HU Ha NMpeMHHaBaHe
Ha efleKTPUYeCKH TOK, ocobeHo B 00Ji+ 72 Ha i1aBaTa), HapvIIEHHA B ChbHA (BKITIOYUTENHO OE3CHHHUE H
MHTEH3IWBHO CBHYBAHE), YMOpA, COMHO, 2 THOCT, BB30YAa MiiM TPEBOXKHOCT, rajleHe W/WITH MMOBPBLIAHE,

TPEMOP, IM1aBo00INe, MRANTHA, pa3pazHi reaHoCT, JHAaphA, XUIEPXHIPO3a H CBETOBBLPTEXK Ca Haf-uecTo
CbOOIaBAHHUTE HEXKENTAHH PEaKLIHH.

O61wo, 1 3a SSRIs 1 3a SNRIs, Te3u ¢cbOHTHA ca NEKH A0 YMEPEHHU ¥ £aMOOrpaHi4aBalily ce, BbIIPEKH Y€
ITPH HAKOH MALIMEHTH Te MOXKe Ja ca TEeXKH /MM NMPOXb/DKHTE THH. 3aTOBA e NpenopbyBa, KOraTo He ce
Hasara noseue JIeUeHNe ¢ AYMNOKCeTHH Oa ObJié H3BLPILEHO NOCTENEHHO CMiHpaHe, "pe3 HamansBaHe Ha
go3arta (sxk. Touka 4.2 v Touka 4. -1)

QT MHTEpBATLT, KOPUTHPAH CIPAMO CHPACYHATA YECTOTA, 1IPH MALMEHTHTE, IEKYBAHH C JYJIOKCETHH He
ce pa3nuyaBa OT TO3M, HabmozasaH npu mmnauebo-TpeTupaHuTe nauneHTH. He ca HabGmonasanm
KJIWHUYHO 3HAYMMH pa3nudusa npH Hi3MmepsBaHuaTa Ha QT, PR, QRS unmu QTcB Mexnay nexyBaHHTe ¢
NYNOKCETHH MALIMEHTH U MalHEHTHTE, TPETHPAHH C rmiauedo.-

[Tpe3 12-cepMnuHata octpa ¢asza Ha TpH KIWHHYHH AOPOYYBAHMS C AYNOKCETHH NpPH NALHMEHTH C
nnabeTHa HempornatHa Oojka e HabMOOAaBRaHO MalKO, HO CTATHCTHYECKM 3HAYMMO HOBHIICHHE B
KpbBHATa I'MIOK03a Ha TNaJHO, NMPH MALMEHTHTE Ha JieYeHue ¢ aynokceTHH. HbAlc e cTabunen u npu
Mal#eHTHTE JEKYBAaHW ¢ JOYNOKCETHH, M NMpH nauMeHTHTe JNeKyBaHW ¢ Iutauebo. Ilpes daszara Ha
yIbIKaBaHe Ha Te3W NMPOyYBAHHA, NPOIBIKUIA A0 52 CeOMUUM, € HATHYHO noBHIilIeHHe Ha HbAlc U B
rpynara Ha AyJIOKCeTHH B B rpynara Ha pyTHHHA Tepanhs, HO CpeaHOTO noBuieHne e ¢ 0,3% no-ronsMo
B rpynara Ha Jie4eHHE C ,II}(JI{]KCETHHVHMH‘-['H,Q ¢ /IEKO NOBUIIEHNUE B KPbBHATA INIIOKO3a Ha IMaJHO U Ha
o6LUMA XONeCTEpON NpPH NaUMEHTHTE JEKYBAHY, C AYNIOKCETHH, JOKATO.Te3U JIADOPATOPHH H3CNEeNBaHUSA
MOKa3BaT JIEKO HaMaJIcHWE B TPYHATa HA PYTHHHA, TEparin.
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CrobmaBane Ha I0IO3MPAKHA HexXXeAHY, DRAKITHH R
C1oGLWaBaHETO HA NOJIOIHPAHHA HEXKENARYN.PEaKLUY Cliell paspeliaBate 3a.ynorpeba Ha NekapCTReHHS

MPORYKT € BaxkHo. ToBa No3BosifBa Aa NPoAb/kH RabMOIEHHETO Ha ChOTHOLIEHHETO TMO3a/pHUCK 3a
nexkapcTBeHNA NpoAyKT. OT MeQUUHMHCKHTE CITELMATHCTH C€ U3NCKBA 1a cboOLaBar BesAKka NMOJ03MpaHa
HEXenaHa peakuus JUPEeKTHO Ha, .. . .. | L e

HUanpnuuTenHa areHuua mo nekapcrsarta (MAJI)

yi. ,,JlJamsaH I'pyes* Ne 8 | |

rp. Codus 1303,

Ten. +359 2 8903417

eJ1. noia: bda@bda.bg

yebcait. www.bda.bg

4.9. IIpeaxosupane

CboOLLEHH ca Cly4an Ha Npefo3npaHe [PH CaMOCTORTENIHO NPHUIIOKEHUE UITK B KOMOHHAUUA C APYIH
JIEKapCTBEHH NPOJAYKTH ¢ AyNTOKCETHH B 103K oT 5 400 mg. HabmronaBanu ca Hakonko garamny ciyyvan,
I'IaBHO MpH KOMOMHHUPAHO NMpelo3upaHe, HO ChUIO H IIPH.CAMOCTORTENHO TPHAOKEHHE HA AYJIOKCETHH B
no3u okono 1 000 mg. [Ipu3HaymuTe H CUMIITOMHATE Ha Npelo3npane (IYyNTOKCETHH CAMOCTOATEITHO HITH B
KOMOHHALIHA C APYTH IEKAPCTBEHH MPOXYKTH) BKIIOYBAT COMHOIEHTHOCT, KOMa, CEPOTOHMHOB CHHAPOM,
rbPYOBE , IIOBPBILAHE ¥ TAXUKAPOHA.




He e n3secTeH cneyuduucH aHTRAOT Bu My IC“ETHEH, KO NP:¢ 1108184Ta 1A CEPOTOHWHOB CUHIIPOM, MOXKe Ja
ce obmucny crneudduuHo  nHeHI:  (karto  HAMpPUMEY ¢ JwilpoXenraaul HW/HAM  KOHTPON Ha
TeMneparypara). Heobxoanmo e ociftypsBaHe Ha CBOOOINHHU 1wXarenHd meTHUIa. TlpenopbuBa ce
npocaeAaBaHe Ha ChbpAedHaTa AEHROCT ¥ KHIHERATE MOKra3aTeNll, 3acHO C TIPHIaraHeTo Ha MOAXOAALIH
CUMITTOMATHYHH ¥ NMOATBPXKALUK MepKH. CTOMaHa Mpoyv4BKa Moxe Ja 6b/e rokazaHa, B cinyual, e ce
[IPHAOXKH CKOPO clel NMpHeMa WIW NpH cUMIITOMATHYHI (3UHeHTH. AKTURHUAT BBIJICH MoXe Aa Oble
noJjiezeH 3a orpaHn4aBaHe Ha abcopoumsrz. JlynokzeTdd iMa rondM obem Ha pasnpeacneHue, Nopanu
koeTo dopcupanaTta Anypesa, xemonepdyiuara u odMeHHaTa nepdy3nn He ce Ouakea 1a ObaaT nonesHu.

5. ®APMAKOJIOIHUHH CBOHCTBA
5.1 PapmMakoAHHAMHYHH CBOHCTBA
(dapmakoTepaneBTHYHa rpyna; Ipyru anTuenpecanTH. ATC KO:H:INOGAXZI

Mexanuzvm na oeticmaue

HynokcetTHH ¢ KoMOHHHpaH Hﬂxuﬁﬂmp Ha o0OpaTHOTO 3axBaw@He Ha cepoToHuHa (5-HT) wu
HopaapeHanul (NA). Toif MAXHGUpa cnabo o6paTHOTO 3axBaliaHe Ha ONAMMHA, 6€3 3HAYMM adUHNTET
KbM XHCTAMHHEPrU4YHHATE, JONAMHUHEPrHUHHTE, XOJHHEPrHUHHTE U 3l peHEPriUHHTE PELIENITOPH.

DapmarxoounamuiHy ehexmu
B npoydBaHWA TIpH XHBOTHHW, MOBHINEHHUTE HUBa Ha 5-HT u NA B cakpannara 4dact Ha rpbOHavyHMs
MO3BK, BOOAT JO MOBHUIABAHE HA TOHYCAa Ha ypeTpata upes3 NMosHlDABaHE Ha HEPBHATA CTHUMYJALMUA Ha
NOJIOBUTE OpraHd [0 HanpeuHo HabpazneHus Myckyad Ha cfMHKTEpa Ha ypeTpaTta No BpeMe Ha
3afipbkHaTa (haza Ha MUKUHOHHHA LMKBIL. CMATA.ce, ue C,.NoagfeH MeXaHH3bM NPH JKEHUTE, BOJeL A0
O-CUHO 3aTBapiHE Ha, YPETPATa. MM 3adbpikaHe Ha ypuHaTa Npu (pu3nyecku crpec, Moxe na Obae
obscHeHa ecbeKTHBHGCTTa Ha JYFOKCETHH NPH ReYCHNE Hp KECHU ¢RC CTpeC HHKOHTHHEHLWS HA YpPWHATA
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EdekTHBHOCTTZ Ha [JynokceTHH 40 ..ng, IIpHJIa,I"ﬂH ARa 1.ﬁm:rm nHeBHp NpHU JICHEHUE HA CTpec
UHKOHTHHEHLINS Ha YpHMHATA € YCTAaHOBEHA IIPH YETHPH [ABOHHO-ClIEN#H, IUTIaledo KOHTPOJIUpaHH
MPOyYBaHUA, B KOMTO ca panaommnsupaun 1 913 xenu (22- g0 83-roamuwina Bu3pact) cbe CHUY; oT THX,
958 nauMeHTa ca paHAOMH3UPAHH Ja npueMaT AYTOKCETHH, a 955 - nnauebo. [IbpBUYHUTE KPHTEPHY 32
eekTUBHOCT ca OMNM uecToTa Ha enuiloauTe Ha MHKOHTHMHeHuMs (IEF), oTpazeHa B AHEBHHLMTE Ha

ManneHTa ¥ pe3ynTaTa Ha CneunUUHOTO, CBEP3aHO ¢ WMHKOHTHHEHUMATA KadecTBO Ha X)XHBOT (I-QOL).

Hecmoma na enuzodume na unxonmunenyuik. BBB BCHUKHTE HETHPH TPOYYBAHHA, NpPHU rpynarta Ha
OyTokceTHH € HabmogaBaHo 50% wWnM moBede CpeAHO HAMaleHHE Ha YeCcTOTATA HAa enMU30JUTEe Ha
HHKOHTHHEHLHs, B cpaBHeHHe ¢ 33% npu rpynara Ha nnauebo. Pasnnunsa ca HabmiogaBaHH MpH BCAKO
nocewteHue cnes 4 ceamMuny (aynokceTd 54% u nnauedo 22%), 8 ceamuum (52% u 29%) n 12 ceamuun
(52% ¥ 33%) OT NeueHUeT, e |

B nonunHUTENHO OPOydBaHe, OrpaHitieHO caMo JIO MallHeHTUTE € TEXKKa CTPeC WHKOHTHHEHLHA Ha
ypUHaTa, BCHYKH OTTOBOPH TNPH NIEYEHHETO ¢ OYJIOKCETHH ca NOCTUTHATH B PAMKHTE Ha 2 CeIMULIH.

EdexkTtuBHOCTTa Ha HekceTMH He e mpoyuBaga 3a NEpHoa TO-ALTBr OT 3 Meceua npy mnauebdo
KOHTPOJIMPAHU MpoyuBaHus. KIHHHUHA Mosi3a QT NeYeHHETO ¢ HekceTHH B cpaBHeHWe ¢ miauebo He e
YCTAHOBCHA TPH XKEHH C Meka CTPEC MHKOHTUHEHLMS Ha ypUHaTa, OTIpEAcNcHa B pPaHIOMMU3HPAHHTE
Mpoy4BaHUs KaTo Takasa ¢ < 14 enu30/a Ha HHKOHTHHEHLAS ceaMuuKo. Tpu Te3n xkeHH, HexceTnH ne




Kauecmeo na ocusom: Pe3yntariie Or BBUPOCHHUK, OTHAUALL €€ [0 CBSP3aHOTO ¢ WHKOHTHHEHLHATA
kayecTBO Ha XKHBOT (I-QOL)} nokaszsar 3HAYNTENHO NOAOLPEHWS IIPH NAUMEHTHTE Ha JIeYeHHEe ¢
IYIOKCETHH, B CpaBHEHHMe ¢ Te3d OT rpynara Ha jiiauebo (nmopodpasaie Ha ckopa 9,2 cnpamo 5.9,
p<0,001). Tlpu m3nonzeaHeTo Ha ofijata ckana 3a noq:aperine (PGI), 3Ha9HTeTHO NOBeuye KEHW
MU3ITON3BalIH OYJTOKCETHH CMATAT, Y TEXHUTE CHMITOMH {3 CTPEC MHKOHTUHEHLMA Ha ypPUHATA ca ce
NOAO0OPHIIU OT JIEYEHHETO, B CPABHEHUE C KeHuTe npueMawin nnauebo (64,6% cropamo 50,1%, p<0,001).

Hexcemun u npeduecmeawyo onepamusro 3advpacane Ha ypunama: ChblLECTBYBaT OrpaHHYeHH JaHHH,
KOMTO npeanojarar, 4e noasure ot JeyeHuero ¢ HekCeTHH He ca NOHMKEHHN TIPH XXEHHTE ChC CTPEC
MHKOHTUHEHLHA HAa YPHUHATA, TIPETHPIC/IN NPEeIA TOBA XAPYPruyvHO 33aJbpkaHe Ha YpUHATa.

Hexcemun u mpenupane Ha myckynamypama Ha masa: llo Bpeme Ha 12-CeIMHYHO CISTIO,
paHIOMH3UpPaHO, KOHTPOJIHpPaHO mpoyunaHe, HekceTHH nmoxasea no-romiMa peAyKLHs HA YecToTaTa Ha
eMTU30/INTe HA HHKOHTHHEHLINA, B CpaBHeHHE ¢ MIanedo WM caMo TpeHHpPAHETO Ha MYCKynaTypara Ha
Taza. KoMOHHHPaHOTO NneyeHMe (AYNOKCETHH + TPeHHpAaHe MYCKYJIaTypaTa Ha Ta3a) MokKa3sa Nno-roisMo
nonoOpeHNe, KakTo MO OTHOIIEHHE Ha U3MOI3BAHETO HA ONIPE/IC/ICHN TTONMUBATENTHU CpeACTBa (HanpuMep,
NaMCKHM MpEBPE3KH), Taka M IO OTHOWIEHHE Ha NOKa3aTeNNTe Ha CBLP3AHOTO ChC CNelUdHYHOTO
ChCTOSHHE KAUECTBO HA XXHMBOT, B CPaBHEHHE ChC CAMOCTOATEIHOTO MpUaoXkeHNe Ha HekceTHH MM caMo
Ha TpeHUpaHEe Ha MYCKYJaTypaTa Ha Tasa,

Heduampuuna nonyrayua

EBponelickata areHUus no JeKapcTBaTa ocs000KIaBa OT 3aJb/KEHHETO 3a IMpeJOCTABAHE Ha
pe3yNTATHTE OT MPOYYBAHNA ¢ AYITOKCETHWH MNP BCUYKH NOJATPYNH HA MeIUATpUUHATA TMONyNalnA NpH
JICYEHNE HA MONSMO AENMPECUBHO HapylueHHe, fuabeTHa HeBpomnaTHa 60nKa U reHEPATH3UPaHO TPEBOXKHO
pascTporcTBO. BuxkTte Touka 4.2 33 HHPOpMaLIMA OTHOCHO. Y11 oTpeﬁaT@. upq Jela.
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5.2. @apMaKoOKMHETHYHNM cnqﬁcm_a e

JynokceTHH ce npn.rrara KaTo e,IIHHHHE:H enanmpmep I{ynqlg.cemﬂ ce MeTaBoNM3Hpa NPEJHMHO OT
oxcupatueruTe eH3uMu (CYP1A2. u nonuMopden  CYP2DG), mocreasaHo OT KOHIOTHpAHE.
DapMaKkOKHHETHKATA Ha OyJOKCETHH MOKa3Ba TONAMa BAPHUOMIHOCT MEXIY OTIENHHTE WHAHBHOH
(obukHOBEHO 50-60%), mb/DKamia c¢ B M3BECTHA CTEMEH Ha IONa, Bb3PACTTa, THOTIOHOMYUIEHETO H

ChCTOSHHETO Ha MeTabonu3snpainara cyctema Ha CYP2D6.

Abcopbyua.: IynoxcetuH ce abcopbupa nobpe npu nepopanHo npunoxeHue, KkKato Cmax ce nocrura 6
yaca clieq npueMa. ABcomoTHaTa nepopaiHa OWOHANTHYHOCT Ha AYNOKCETHH Bapupa oT 32% no 80%
(cpenHo 50%). XpaHaTa yobbkasa BpEMETO 3a JOCTUTAHE Ha TMUKOBA NyiasMeHa KOHLUEHTpaluus oT 6 Ha
10 maca n HamansaBa kpafiHaTa cTeneH Ha abcopbuums (okono 11%). Tesn npoMeHH He ca ¢ HAKaKBa
KIHHWYHA 3HA9YHUMOCT. -

Paznpeodenenue: JlynokceTuH ce cBbp3Ba okono 96% ¢ nnasmeHnTe npoTeyHH. JlyNOKCETHH ce CBLp3Ba
KaKkTo ¢ andymnHa, Taka M ¢ anda-1 kucennHHWA HKONpoTeUH. CBbP3BAHETO C NMPOTEMHUTE HE Ce
TIOBJIHABA OT HATUUKUETO Ha H1LOpeuHo win YepHOoApOOHO yBpekIaHe.

Buompancgopmayus: JIynokceTvH ce MeTaboNv3npa B 3HAYHTCNHA CTETIEH X HETOBHTE MeTAaDONHTH Ce
OTAENAT OCHOBHO ¢ ypHuHarta. CYP2D6 n (CYPIA2 karanusupar obpasyBaHeTO Ha 1gBaTa OCHOBHH
mMeTaboNUTa MNTIOKOPOHOB KOHIOTaT Ha 4-XHAPQKCH TYJIOKCETHH H CyMpaTeH KOHIOTAT Ha 5-XHUAPOKCH,6-
METOKCH OynokceTHH. [IpH in vifro TmpoyusaHMs, UAPKYINPALIATE MeTabONMTH Ha OYTOKCETHH ca
onpeaesIeHn KaTo GapMakoJIOridIHO HCAKTHBHH. CDHPMHEDKHHETH[{ETB, Ha Ty NOKCETHH NPH-JALUMEHTH, Che
f‘}@naﬂﬂn
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Erumunupane: eNAMUHALHOHHUAT NONYXKUBOT 1312 ,1) J0KCeTHH Bapupa oT 8 o 17 daca (cpeaHo 12 yaca).
Cnea MHTPAaBEHO3HO MPHJIOKEHWE NIa3IMEeRUAT KIHPLHC Ha JTYJIOKCCTHH Bapupa ot 22 l/yac g0 46 l/uac
(cpeano 36 l/gac) Cnen nepopaneH npueM Olipe/ieeHN A U TIIE3MEH KITHPBHHC Ha AYJJOKCETHH BapHpa oT 33
no 261 l/aac (cpenuo 101 l/gac). -

Cneyuannu nonyaayuu

ITon: Mexay MbXKe W eHH ca WASHTHPHIMparn QapMaKOKHHETHYHH pa3liMKH (aNEpEeHTHUAT MNa3MeH
KJIRPBHC € npubanintenno 50% no-HUchk npy xxenu). Bbl ocyoBa Ha NPUNOKPHBAaHE MO OTHOUIEHHE HA
KINPBbHCA, OCHOBAHUTE HA T0Jla (papMaKOKHHETHYHH pa:svmm He ONpaBJaBaT MpemopbkaTa 3a
W3TNON3BaHe Ha MO-HUCKA 032 NPH KEHH NMaluneHTH. -

Bvipacm: OnpeneneHy ca papMakOKHUHETHYHH PATHUUA MEXTY TO~-MIAIM KEHW W TAKHBA B CTap4yecKa
Bb3pacT (=65 roguun) (AUC nHapactBa c okono 25%, a eJIMMHHANHOHHHAT MOJMYXHBOT € MO-AbJTBI C
okono 25% Tnpu MHAMBHIMTE B CTAp4eCKa Bb3pacT), BHIIpPEKH,;-ue BCAHYHHATA Ha Te3H MPOMEHH HeE €
JHAYMTENIHA, 3a 4 ONpaBjac NpoMsHa Ha Josata. Kato: ofuia npenopbka, NedeHWETO B CTapyecka
Bh3pacT TpAOBa Ja CTaBa ¢ HOBHLIEHO BHUMaHNE (BXK. Touka 4.2 u Touka 4.4).

Bvbpeuno yspesxcoane: TlaumeHtdre ¢ Kpaed cTaguif Ha OBOpeYHa HEAOCTATHHHOCT, MOMIOKEHH HA
IHANNA3a, UMaT 2-ITETH 10-BHCOKH cToMHOCTH Ha Cmax 1 AUC Ha OyNOKCETHH, B CPABHEHHE CHC 3IPABU
HHOUBHIH. CBIIECTBYRAT OrpaHHYeHH (apMaKOKMHETHYHH AaHRH 32 JYJOKCETHH NpH MALHUEHTH C JIEKO
10 YMepeHo 6B6peuHo yBpexaane.

Heprodpobro yepesxcoarne: YMepenata deproapabHa HenocrarbuHocT (Child Pugh Class B) npomeHs
¢apMaKoOKMHeTHKaTa Ha IOynokceTHMH. B cpaBueHWe CBC 374paBM HMHANBHAHM, ONPEACNECHUAT NJa3sMeH
KJIHPBHHC Ha MYJIOKCETHH €.ChC 79% NMO-HESHK, ONPGACACHUAT KpagH, MMMAHAUMOHEH NONEXKNBOT € 2.3
MbTH no-aeel, a AUC e 3,7 no-Bucoka. Npw na,qkqg_mme;g yMEpeHa depHOoAPOoOHA HENOCTaThYHOCT,
(DapMaKOKWHETHKATA Ha AYNTOKCETHH W HEFOBHTE METaQONTH HE € NIPOYYBAHA MPH MALHEHTH C JIEKA HITH
TEXKa HepHOApOoOHa HELOCTATHUHOCT. |

Kvpmewu ocenu: PaznpeaencHHETo HA QYJIOKCETHH € MPOYUYEHO MPH 6 KbPMEINU XKEHW, HaH-Malko |2-
CeAMHLM Ccnel paxgaHeTo. JySTOKCEeTHH ce .QTKpMBAa B KbpMaTa W CTAllHOHAPHUTE KOHUEHTpALNK B
KbpMaTa ca OKOJIo Y 0T Te3n B nia3Mara. KonuuecTBOTO Ha AyJOKCETHH B KbpMaTa € OKOJIO 7 [Ug/IIHEeBHO
npu npuinoXkeHue Ha Jo3za oT 40 mg 1Ba mnbTH JAHEBHO. JlakTauugTra He BB3ACHCTBA BBPXY
(hapMaKkOKMHETHKATa Ha [yJIOKCETHH., |

5.3. IIpeaxniuHuYHY JaHHM 33 OezomacHOCT

JlynokceTHH He € FTEHOTOKCHYEH U KaHUEPOreHEH MPH CTaHAapTHH TECTORE MTPH ILTHXOBE.
MynTHHYK/IeapHH KJIEeTKH ca HabmonasaHH B 4epHUA Apo0, npu nauncaTta Ha IPYrH XHCTOMATOIOMHYHN
MPOMEHH [0 BpEME Ha MPOYyYBAHUSA BLPXY KaHUEPOreHHOCTTa MPH JUIbXoBEe. MeXaHU3IMHUTE B OCHOBATA
Ha TO3M [poLec U KIMHAYHATE 3HAYUMOCT He ca W3BeCTHHU. T1pH KeHCkH MUILUKH, TpUeMally QYJIOKCETHH
B NMpoAb/LKEHHE Ha 2 rofiWHH, e HabnioJaBaHa NOBHUIEHA YECTOTA HA XEMaTOUE/IYJIapHH aJeHOMH M
KapUMHOMH, camo npu Bucoku ao3u (144 mg/kg/nHeBHO), HQ TOBAa € MpPELUEHEHO KATO BTOPHYHO B
pe3ynTar Ha HWHOYKUHA Ha 4YepHOAPOOHHUTE. MUKPO3OMHM eH3UMH. PeneBaHTHOCTTA Ha MAAHHUTE,
MOJTyYeHH NIPH MHLIKH OCTAaRa HEW3BECTHA 3a Xopa. [IpH keHCKH MIbX0oBe, NPHMAIIH TYNOKCETHH NPeIn
M [0 BpeMe Ha OMNOXKAAHETO U mnpe3 paHHata OpeMEHHOCT € HaOMIAaBRaHO TOHHXKEHHE Ha MpHEMAa Ha
XpaHa M TENECHOTO Terno Ha MahikaTa,  HapyluwleHME Ha TMQJIOBOTO BjiedeHHE, TIOHIDKEHHE Ha
yepHOoApoOHHA HHIEKC HA HOBOPOAEHOTO H npemuauemacna Ha IOTOMCTBOTO, H30CTABAHE B PA3BHTHETO




CbPAECYHO-CHIOBHUTE H CKENETHNM ManhopMAILKK MPH HUBA HA CHUCTEMHA €KCMO3HULUMA, MO-HHCKH OT
MakCHMalHATe B KIHHKWuHata npakteka (A'IC). He o1 Habmoaaranu mandopmailMl npd ApYrH
MPpOyYBAaHHA C TMO-BHCOKH JIO3KW Ha DA ¥'uHAa CONl »a JaynokceTHH. [lpy npoyyBaHHs BBpXY
rpe/MOoCTHATATHATA TOKCHYHOCT 13j*i [ii° 10BL. JIYNOKCETHH BOOH A0 HEXEIaHH €(PeKTH B ITOBEJACHHETO
Ha NMOTOMCTBOTO MPH HHBA HA CHCTEMHA “KCITO3HIUA TTO-HUCKH OT Te3u B KiMHWUHaTa nmpakTHka (AUC).

[TpoyuraHus TIpH MNaJH TUTLXOBE TTOKA3RAT NpPEXOAHY €(EKTi! BbpXY HEBPONOBEACHYECKHTE PEaKIIHH,
KaKTO M 3HAYWMTENHO HamalisBaHe Ha TeNeCHOTO Terno W KOHCYMHpaHeTO Ha XpaHa, MHIyKUMA Ha
yepHOAPOOHUTE EHIMMH; U XeNaToLenynapHa sakyonusauns npy 45 mg/kg/nuesHo. O6wWuAT npodun Ha
TOKCHYHOCT Ha OYJOKCETHH MpPH MJIagH TUTBXORE € TIoA00eH Ha TO3M NPH Bb3pAacTHY NIrbXore. HUBOTO Ha
Unca Ha HexenaHy edexTy e onpelenero, ue ¢ 20 mg/kg/nHesHo.

6. OAPMAIIEBTUUYHH JAHHH
6.1. CiicBbK Ha NMOMOIIHHTE BeMeCcTBa

CouabLpKaHHe HA KANCYJIaTa:

3axapHH chepH

XuapoxkcunponunMeTnn yenynosa (HPMC 603 4 HPMC-AS-LF)
3axapo3a

Tank

TpHeTHIIOB UWATPAT

AMoHueB xuapokcn (25% paiTsop)

Onaapn 6sno 02A28361

. T R L LU PR
CoeraB Ha Onagpu 6510 02A28361: :-;; v L ca A
Twuraunos gvokenn (E171), c L ratiga .-
HPMC 2910/ Xnunipomenosa (E464). .., . .+ 4. . i S
Tank SRR 1 1) '3&{!,-;_;5“: A

CbceTaB Ha KancyJaHaTa oOBHBKA:
Turanos quokcnx (E171)

Huauro xapmMuH

Kenatux

FD & C Cunso 2 (Ei132)

6.2. HechbBMeCTHMOCTH

Hempunoxumo.

6.3. Cpok Ha TOAHOCT

3 rogJuHH

6.4. CrnenHaJHH YCJIOBHA Ha ChbXpaHEeHHe
Ja ce chxpaHABa Ha MACTO HEJOCTBHITHO 3a AeLia.

Ja ce chXpaHgaBa B OPUFHHANTHATA ONAaKOBKA.
Ha ce cwxpanssa mog 30 °C




6.5. Bua ¥ ChALPNKAHNAE HE ONIAKOBKATA
Henpospaunu PVC/PE/PVDC 6:1ucTtepr rokpHTH © A"y MBH *¢BO *hoJiHo.

Envun 6nuctep cbappxka 15 Opost CTOMAITHO-YC TORYNEBH KLNCYIIHA
Pa3mep Ha onakoBkata: 30 6pos cToMalIHO-yCToRIHRH K3NCYIM (! onakoBka/ 2 6nucTepa).

6.6. CnienHa/THH NPeANA3ZHH MEPKH NPH H3IXBLPJIAHL

HsaMa crieHaTHHA W3UCKBAHUY.
Hewn3znom3BaHUAT NMPOAYKT WM OTIMAABYHHTE MATEpHAJTH OT HEero TPAOBA Ja CE UIXBBPIAT B
CHOTBETCTBHE C MECTHHTE H3IUCKBAHUA.

7. INPHTEXATEJI HA PAJPEIIEHHETO 3A YIIOTPEBA

HOBEJI DAPMA EOO/]
byn. ,,benrapua™ Nel09

Codua 1404, brarapus

8. HOMEP HA PASPEHIEHHETO 3A YIIOTPEBA
PerucTpaunones Ne 20180326

J. JTATA HA IT'bPBO PASPEHIABAHE/NTOJHOBSBAHE HA PASPEIIEHHETO 3A
YIIOTPEBA e BCATE: 1 T

Jlata Ha MbpBO paspewiaBade: 16.11.2018704 "t ¢ ad- A
Harta Ha nmociaenHo nogHosssakHe: 6.10.2023
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10. JJATA HA AKTYAJIH3HPAHE HATEKCTA & &
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