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1. HMME HA JIEKAPCTBEHHS ITPOJYKT 00 0736/ 57

Acentpa 50 mg ¢huaMupaHy TablIeTKH __
Acentpa 100 mg ¢punmupanu TabsieTku GO LY F - £ 90 -p5- 2075

Asentra 50 mg film-coated tablets
Asentra 100 mg film-coated tablets

A KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika dunmupana tabierka cbabpxka 50 mg ceprpanun (sertraline) karo 55,95 mg cepTpasMHOB
xuapoxsiopua win 100 mg ceprpanut (sertraline) karo 111,90 mg ceprpannHoOB XHAPOXIOPHA.

3a MbJIHUA CMUCHK HA MOMOLLIHUTE BELIECTBA, BUXKTE TOoUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupaHa Tabaerka
Tabnerkure ca Oenu, KpbIM, C AC/IMTEIHA YepTa OT e€HaTa CTpaHa.

TaGnerkara Moxke na Obje pa3aeneHa Ha J1B€ paBHH 103H.

4. KJIMHHYHHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHA
CepTpasivH € noKa3aH 3a JICYEHHE Ha:

["lonemu nenpecuBHU enu3oau. [lpodunakTka Ha peLMANUB Ha MOJIEMH JIENPECHBHH EMH30/1H.
[laHn4yecko pa3cTpoONCTBO C WK De3 arapooOHs.
O0cecuBHO-KOMIYJICHBHO pa3cTpoicTBO (OKP) npH Bb3pacTHH M €La M IOHOLUM Ha Bb3pacT 6-

| 7 ronuHH.
CouHaTHO TPEBOXKHO pa3CTPOMUCTBO.
[TocTrpaBMaTHuHO cTpecoBo pascTporcTBo (ITTCP).

4.2 Jlo3MpoOBKA M HAYMHH HA NMPHJIOKEHHE

Jlo3upoBka

prBOHﬂ‘{ﬂ’IHD JeYeHue

Lenpecus u OKP

JleueHueTo cbC cepTpajivH TpAOBA Aa ce 3arnoysa ¢ HayaiHa J03a oT 50 mg/aeH.

Ilanuuecxo pazcmpoiicmeo, IITCP u coyuaino mpesodcHo pascmpoucmeo ) _f"“ *;'" "‘;"‘?1‘-;:3..__
ANy I

Tepanusra Tpsa6Ba aa 3anouHe ¢ 25 mg/nexH. Cnea eaHa ceaMuua no3ara TpsadBa na ce nomjmu Ha et S N

50 mg BeaHBxk AHeBHO. [Ipu Ta3u cxema Ha no3MpaHe € HaOI0AaBaHa No-HUCKA YECTOoTa Ha 7 =";hm .
XapaKTepPHHUTE 3a Ha4Ya/IHUA NMEPHO/1 Ha JIEYEHHE HA MAaHUYECKO Pa3CTPOMCTBO HEXKEJIaHH! nexapﬂaeﬂu \ S t\
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Jlenpecus, OKP, nanuuecko pazcmpoiicmeo, Coyuanio mpesoxcro pazcmpoucmeo u [ITCP .=



[TaLueHTH, KOUTO He CE NOBJAUABAT OT A03a S0 mg, MOoraT aa ¢e NOBJMAAT OT MO-BUCOKH JO3H.
[IpomeHu B no3ata TpsaOBa na ce NpaBAT Ha CTHIKH OT S0 mg npe3 MHTEPBAIH OT MOHE €1HA CeAMHLIA,
KaTo MakcHManHara no3a e 200 mg/aen. [Npomenu B no3ara He TpadBa aa ce NpaBAT Mo-4ecTo OT
BEAHDBX CEAMHUUYHO, KATO C€ UMa MPEABHA, Y€ BPEMETO Ha NOJYENMMHHHPAHE HA CEPTPA/IMH € 24 Jaca.

Hauano Ha TepaneBTHYeH edeKT Moxe ce HaOmoaasa B paMkuTe Ha 7 AHH. 3a MOCTHraHe Ha MbJIEH
TepanesTHUYEH edeKT, obaue, 0OGUKHOBEHO € HEOOXOAHM No-ABbr nepuol, ocobeno npu OKP.,

Ilodovpocawa mepanus

an ABJTrOCPOYHO NOAABLPXKALLO NEYEHHE CC NpHJiIara MMHUMA/IHATa e(bermBHa 4034, KaTo
nocjacaHaTa c< agalrnTipa %oﬁpa:*.Ho TCPANCBTHHHHAA OTTOBOP.

llenpecus

[TpoabmKUTENHOTO JIeueHHE MOXKE Chilo Aa ObAe NOAXoAALO 3a NPOQUIAKTHKA Ha peLUAWB Ha
rosemu aenpecuBHu enuzoau (I'IE). B noeeuerto ciy4an nmpenoppyusaHaTa 103a 3a MpogHIaKTHKA Ha
pEeLMANB HA MOJIEMH ISMPECcHBHYU EMU30H € ChLIATa KaTO H3NOJI3BAHATA MO BPEME Ha HaCTOALLL
enusod. ITauueHTy ¢ genpecus Tpadbea Aa ce NEKyBaT B NPOABIKEHHAE HA JOCTATHYHO ABABI IEPHOA
OT BpeMe OT NOHe 6 Mecella, 3a Ja € CHIYPHO, Y€ CHMIITOMHUTE C¢a H3YE3HaH.

Hanuuecxo pazcmpoiicmso u OKP
HenpekbcHaTOTO Neuenue npu naHuvecko pascrpoicTso 1 OKP Tpabsa na ce oueHasa nepHoan4HoO,
Tbil KaTO NpOQWIAKTHKA Ha PELIMAMBUTE HE € 0KA3aHa IPH TE3H pa3CTpOHCTBA.

llayuenmu 8 cmapuecka ev3pacm
Jlo3ara TpaOea Aa Obae onpeaensna BHUMATENHO, Thil KATO IMLATA B CTapyecka Bb3pacT Morart Aa
OBbIAT HINOKEHH Ha NO-TONAM PUCK OT XHIIOHATPHEMHS (BXK. TOuKa 4.4).

ITayuenmu ¢ weproOpoGHO yapeoxdane

Ynortpebara Ha cepTpanuH NMPH NaLMEHTH ¢ YepHOLpoOHo 3abonssaHe Tpa6Ba Ja cTaBa MHOTO
BHUMAaTeAHO. Jlo3ata TpAOBa 1a € NO-HHUCKA WIH HHTEPBANBT MEXAY NPHEMHTE — NO-ILJILT B ClTyYail
Ha HapylueHa yepHoapoOHa Pyukuua (Bx. Touka 4.4.). Ceprpanus He TpaOBa aa ce U3Nn0/13Ba B
Cy4aH Ha TEXKO 4epHOAPOOHO YBpEKAaHE nopajH JIMNcaTa Ha KIMHUYHH NaHHU (BX. Touka 4.4).

ITayuenmu c 6vbpeuno yepeicoane
He e HeoOXoaHMO KOpHIrHUpaHe Ha ao3aTa Npy NauHeHTH ¢ 6b0peUHa HeaOCTAaTBYHOCT (BXK. TOUKa 4.4).

[leouampuuna nonyaayusn

Heya u wonoutu ¢ 06CcecuBHO-KOMRYACUBHO PA3CMPOUCMEO

Bn3pact 13 — 17 roauau: mepBoHavyanHo 50 mg BEAHBK AHEBHO.

Bn3pacr 6 — 12 roguHH: mbpBOHA4YaHO 25 mg BeAHBXK AHEBHO. Ciea eAHa ceaMHLIA A03aTa MOXE /1a
ce noBMIUM 10 50 mg BeAHBK AHEBHO.

[MocnegBawuTe 4034 MOraT Aa Ce YBEJMYAT B ClIy4YaH Ha HEJOCTATLYHO NOBIHABAHE MOCTENEHHO C MO
50 mg 3a nepHoA OT HAKONKO CEOAMMLH, aKko € Heodxoaumo. Maxcumannara nosza e 200 mg aHeBHo.
CroilleBpeMeHHO TpaOBa aa ce MMa NpeABUA NO-HUCKOTO TEJIECHO TETJIO NIPU A€UaTa B CpaBHEHHE C
Bb3paCTHHUTE NPH NOBHILABAHE Ha Mo3aTa Haa S0 mg. He Tpadsa na ce npasaT npoMeHH Ha n03aTa Ha
HHTEPBANH, NO-MAJIKH OT €1Ha CeAMHULIA.
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TaGneTkara cepTpanHH MOXe aa ce npHema ¢ WK Oe3 xpaHa.

Cumnmomu Ha omnemarie, Habawoasanu Npu NPEKbCEAREMO HA CEPMPATUN

Bue3anHoTo cnrpaHe Ha nedeHHeTo TpAdBaA Aa ce u30Araa. Ilpu cnupadHe Ha NEUYEHHUETO ChC
cepTpajvH A03aTa TpaOBa NOCTENEHHO 1a CE HAMANH 32 MEPHO OT NOHE €/1Ha A0 ABE CEAMHLIM, 3a Na
Ce HAMAH PHCKBT OT pPeakLIMH HA OTHEMAaHe (BXK. TOUKH 4.4 1 4.8). Ao cnel HamalleHHe Ha [103aTa
HJIH CMIHPAHE HA JIEYEHHWETO Rb3HHKHAT CHMITTOMH, KOUTO MAaLMEHTHT HE MOXKE 2 ToJlepHUpa, MOXKe Aa
ce 0OMHCIW Bb3CTAHOBABAHE Ha NMpeaxoHaTa npeanucaHa Ao3a. Cnel ToBa IEKapAT MOXKE 1a
MpOAL/KH HAMAJIABAHETO Ha 103aTa, HO NOCTENEHHO.

4.3 IlporHBOnOKA3AHHA

CBpBbX4YBCTBHTENHOCT KbM AKTUBHOTO BELIECTBO HJIM KbM HAKOE OT NTOMOLIHHTE BELECTRA,
H30poeHu B Touka 6.1.

EaHOBpEMEHHOTO NPUAOKEHHE NMPU MALUKEHTH, NPHEMALLH MOHOAMHUHOOKCHAA3HH HHXHOHTOPH
(MAO-HHXHOUTOPH), € NPOTHBOMOKA3AHO NOPAAH PHCKA OT CEPOTOHHHOER CHHAPOM ChC CUMITTOMH
kato Bb30yaa, TpemMop H xuneptepmua. JleueHue cbC cepTpanuH He TpaOBa aa ce 3anousa noxe 14
IHU Clle npekpaTaBaHe Ha neveHue ¢ HeodbpatHM MAO-uuxubuTop. JledeHneTo e cepTpanuH
TpAOBa 1a ce npeKkpaTy MOHe 7 AHU NpPEAH 3aMo4YBaHe Ha NeveHHe ¢ HeoOpatiM MAO-unxuburop
(BX. TO4YKa 4.3).

EanospeMeHHaTa ynorpeba ¢ MHMO3K € MPOTUBONOKa3aHa (Bxk. Touka 4.5).
44 Croenuanan npeaynpexienHs H NPeIdAHH MEPKH NpH ynorpeda

Cepomonuroe cundpom (CC) unu negponenmuuen 3noxavecmsen curopom (H3C)

PasBUTHETO HA NOTEHLHAJIHO XWBOTO-3aCTPALIABALIH CUHHIPOMH KAaTO CEPOTOHHHOB CHHAPOM (CC)
WK HEBPOJIENTHYEH 3n0KadecTBeH cuHApoM (H3C), e noknansano npu SSRI, BknounTenHo nevenune
cbe ceprpaiiMH. PrucksT oT CC nnu H3C cbue SSRI ce nosuiiasa npy eqHoBpeMeHHaTa ynoTpeda Ha
APYTd CEPOTOHHHEPrHYHH JICKAPCTBA (BKNKOUYHUTEHO APYTH CEPOTOHHHEPTrHYHHY aHTHAETPECAHTH,
amdeTaMHHH, TPUITAHM), C IEKAPCTBA, KOMTO yBpexaatT MeTabonHu3Ma Ha CepOTOHHHA ( BKITIOUYUTEIIHO
MAOI, HanpUMEp METHJICHOBO CHUHBO), AHTHINCHUXOTUYHH, APYrH JONAMHHOBH AHTArOHUCTHU M ¢
HapKOTUYHH JleKapcTBa (BKIounTenHo OynpeHopduH). [laumenture Tpadea na 6baar HabnionaBaHu
33 paHHM NpH3HaUXA H cHHAPOMH Ha CC nnn H3C cunapomu (Bxk. Touka 4.3).

IIpemunasane om ceaexmuenu urxubumopu na obpamnus 3axeam na cepomoruna (SSRI),
anmuoenpecarmu ulu armuodcecusHu rexapemea

KOHTpONYpaHUAT ONUT OTHOCHO ONTUMANHOTO BpeMe 3a npemuHasaHe ot SSRI, antuaenpecanTn unu
aHTHOOCECHBHH NEKAPCTBA KbM CEPTPATHH € orpaHu4eH. [lpoManara Ha TepanuaTa TpaOBa ha cTaBa
oco0eHO BHHMATENHO H CNIE] CTPOra NpeLeHKa, 0COOSHO KOraTo KbM CEPTPaJIMH ¢€ NPEMUHaBa Cliel
NPUIOKEHHUE HA JIEKAPCTBA ¢ NPOXBJLKHTEIHO ACHCTBHE KAaTO (PIIYOKCETHH.

Hpyzu cepomonunepauunu rexapcmea, xamo mpunmogan, gengpaypamun u 5-HT azonucmu
ExHOBpEMEHHOTO NMPUAOKEHHE HA CEPTPANHH C APYTH JICKAPCTBA, KOUTO 3aCHJIBAT €(PEKTHTE Ha
CEpPOTOHMHEPrHYHATa HEBPOTPAHCMHUCHS, KaTO aM(eTaMUHM, TpUnTodaH, peHpnypamuH, 5-HT
aroHUCTH HAH PacTHTENHUS ICKAPCTBECH NPOAYKT XKBbJT KaHTapHoH (hypericum perforatum), tpabsa
1A CTaBa BHUKMATEJIHO H B CIIY4aHTE, B KOWTO € BL3MOXHO, Aa ¢€ M304rea nopaau Bb3MOXKHOCT OT
Bb3HHKBaHE Ha papMakoAUHAMHYHH B3aUMOACHCTBHAL.

Vovaocaeane na QTc-unmepsana/Torsade de Pointes (TdP)

[lpu ynorpeba Ha cepTpanuH No BpEME HA NOCT-MAPKETHHIOBUA NEPHOA MMA CHODLLCHHM éaényq(a;a .

Ha yawnkaBaHe Ha QTc-untepeana v TdP. I1o ronsma 4acT OT AOKIaABAHUTE CITYHaH C ﬁ lmfm‘*'"
Mpy¥ NaLKMEHTH C APYTH PUCKOBH (JaKTopH 3a yawnkaBaHe Ha QTc-untepsana/ TdP. Ed {cwn nd .; :'

OTHOHIeHHWe Ha yabwmkaBaHe Ha QTc-uHTepBana € NOTBLPACH B 3aALAOOUSHO NMPOYyYBaH "ﬂ'mﬁﬂ‘rﬂﬂs K
3paByd 2O0OPOBOJILM, KATO € OTYETEHa CTATUCTUYECKA 3HAUUMa NONOXKHUTE/IHA Bpb3Ka Mek@ M J >
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eKxcno3vumaTa U otrosopa. I1o Tazn npuunHa, cepTpasvH TpAbBa Aa ce npunara ¢ BHHMaHHe npy
NAaLYHETH C AOMbAHUTENHY PHCKOBH (haKkTOpH 3a yabwmkasaHe Ha QTc, kaTo cupaeuno 3abonssaHe,
XMNOKAJIHEMHS UK XHNOMAarHe3sneMHta, ¢pamunHa aHamHe3a 3a yawnkasane Ha QTc, Opagukapaus u
eqHOBpeMeHHa ynotpeba Ha nekapcTea, KOMTO yabnkasar QTc-uHTepsana (BX. Toukd 4.5 u 5.1).

Axmusupare Ha XUNOMaHUus Ul MaKus

CHMITOMH Ha MaHHA/XHIIOMaHHA ¢a CbOOLLEHH NPY MATEK OpPOH NMALMEHTH 10 BpEME HA Tepanus ¢
HaJJHYHH HA Na3apa aHTHAENPECAHTH H AHTHOOCECUBHH JIEKAPCTBRA, BKIKOUYHTENHO cepTpaiuH. ETo
33110 CepTpaIHH TpAOBa fa ce H3no/a38a BHUMATENHO NPH NaLlHEHTH ¢ aHaMHe3a 3a
MaHHA/XHNOMaHKA. 3aABDKHTENHO € CTPUKTHO HabmoneHne oT cTpaHa Ha nekaps. JledyeHHeTo cbe
cepTpajuH TpAOBa /1a C€ NpeKpaTH, aKo NALMEHTHLT NPEMHHE B MAHKAKaIHa ¢a3a.

HIuzoghpenun
[TCMXOTHYHHMTE CHMITTOMM MOTAT [1a C¢ YTEXKHAT NPH NALHEHTH ¢ WH30(PpEeHHs.

lipunaovyu

[Ipu neuveHHe ChC CEPTPaANIHH MOTaT Aa Bb3HHKHAT NpHNaaAbLM: IPUIOKEHHETO My TpsbBa na ce
H304rea NpH NauKMeHTH ¢ HecTabKHITHA ENUNIENCHA, @ NMALMEHTH ¢ KOHTPOIMPaHa enwiencys TpadBa ga
ObJaT noJ BHUMaTeNHO HabnwoaenHe. [1py BCcekH NauMeHT ¢ HOBOBb3HKKHANH NPHAAgblH TepanusaTa
Tpabea ga 6bae npexkscHaTa.

Camoybuiicmeo/CyutfuOHU MUCAU/ Cyuyuory onumu Ul KIUHUYHO G10WIA8ANHE

HenpecusTa e cBbp3aHa C NMOBULUEH PHCK OT CYHLIMAHH MHCITH, CAMOHApaHaBaHE H CaMOYOHHCTBO
(cyuuuaHH cubutHa). To3u pUCK NepcHCTUPA A0 HACTBITBAHETO HA 3Ha4YMMa peMHCHA. Tbi KaTo MOXKe
14 HEe HacThIH riogodpeHne npe3 NbPBUTE HAKONAKO HIH NMOBEYE CEAMULIM OT JIEHEHHETO, MaLHEHTUTE
TpsOBa na 6baaT CTPUKTHO HAOMOAABAHM A0 HACTBIIBAHETO HA TOBA Nojobpenre. KnuHMYHUAT onur
KATO LIUIO MOKA3Ba, Y€ PUCKBT OT CaMOYDHIICTBO MOXe 1a HapacHe B PAHHUTE CTAlUH Ha
BPb3CTAHOBABAHE.

Jpyry ncuxuyHH 3ab01ABaHHA, 32 KOWTO CE MPEANUCBa CEPTPAIMH, ChLLO MOraT Aa 6b1aT CBBP3aHH €
MOBULUEH PHCK OT CYHUHUAHU cHOUTHA. OCBEH TOBA TE3H CHCTOAHHUA MOTAT 1a ChITBTCTBAT I'OJIAMO
AETPECUBHO pascTpoicTBO. CeaoBaTeNiHO NPEANa3sHUTE MEPKH NPH JIEYEHHETO HA TOJIAMO
NENPECHBHO pa3CTPOHCTBO TPAORA 1a ObAAT Ca3BaHH ChIIO H MPH JICYCHHACTO Ha APYTH NCHXHYHH
HapYyLUEHMA.

3a naUMEeHTUTE ¢ AHAMHE3a 3a CYHLUHAHH CHhOUTHA WY 33 Te3H, MOKA3BAILH B 3HAYHMA CTereH
CYMUMAHH HAMEPEHHA NpeaH HaYanoTo Ha JICUCHHETO € U3BECTHO, Y€ ¢ H3I0XKECHH Ha N0-BHCOK PHUCK
OT CYHLIHHH MHCJIH HIH ONHTH 33 caMoyOuiicTeo 1 TpabBa Aa 6baaT BHUMATENTHO NMPOCIEAABAHH 110
BpeMe Ha JieueHHeTo. MeTtaaHanus Ha nnanedo KOHTPONIMPAHU KNHHUYHH NPOYUBAHMS C
aHTHENPECAHTH NPH Bb3PACTHH NALWEHTH C ICHXHYHH HApYLUEHHA € MOoKa3an NOBHUIEH PUCK OT
CYMUHAHO MOBEACHHE NPU MALUKWEHTH Ha Bb3PacT NOA 25 rOAUHH, IEKyBaHHU C AHTHACNPECAHTH, B
CpaBHEHHE C NIEKyBaHHUTE ¢ Mauedo.

JlekapcTBeHata Tepanus TpabBa Aa ce CbNPOBOXKAA OT CTPHUKTHO HAO/IOAEHHE HA NALKEHTHTE U B
4ACTHOCT Ha TE3H, U3NI0KEHH HA BHCOK PUCK, OCOOECHO B HAYANOTO HA JIEHEHHETO H NMPH NOCAEeABALIN
npoMeHH Ha no3ara. [launenture (M nMuara, KOMTO CE€ MPUKAT 3a TAX) TpaOsa Aa Obaar
npeayrpeacH 3a HYXIaTa Aa CICAAT 34 BCAKO KIUHUUYHO BIOLIABAHE, CYMLIMAHO NOBEACHHE WK
MHCJTH B HeOOUYaHHH NPOMEHH B MOBEAEHHETO W HE3a0aBHO a NOTHPCAT MEOHLIMHCKH ChBET, aKO
TE3H CHMITOMM Ce MOSBAT.
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CeprpanHH He TpsaOBa fa Ce H3NOJ3BA NPH ACUCHHETO HA ACLA H IOHOLIK HA BL3PAcT noj 18 ppamsy,- ks
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nexysauuTe ¢ miauebo. AKo BbIpeKkd TOBA e B3EME PELLEHHE 3a NIeYEHHE Bb3 OCHOBa Ha KNMHHUUYHA
HEOOXO0JHMOCT, MaLuHeHTUTE TpAOBa aa 6bAAT BHUMATEIHO MPOCIEAABAHH 32 NOABATA HA CYHLIMAHH
CHMITTOMH, OCOOEHO Npy paHHO JieueHHe. J{barocpouHara 0€30nacHOCT fI0 OTHOLUEHHE Ha
KOFHHTHBHOTO, EMOLIMOHAJIHOTO, (DU3UUYECKOTO U NyOEepTEeTHOTO Ch3pABaHe NPH I€LA U OHOLWH OT 6
10 16 roiHHH € OUEHEHA B ABJArOCPOUHO 0GCEPBAUMOHHO MPOYUYBAHE 3a NEPUOA A0 3 rOAMHH (BXK.
Touka 5.1). [1o BpeMe Ha NOCT-MapKeTHHrOBUA NMNEPHOA ce cbobilaBa 3a HAKONIKO Cilyyan Ha 3abaBsaHe
Ha pacTeka W 3aKbCHAN nydepreT. KIMHHYHOTO 3HaYeHHe H NPHYHHHO-CNIEACTBEHATA BPb3Ka BCE OLLE
He ¢a U3BECTHH (BHXK TOYKA 5.3 3a CHbOTBETHHTE NPEIKIHHUYHM JaHHHM 3a Oe3onacHocT). Jlekapure
TpaOBa Aa NpOCAEAABAT NEAHATPHUHHUTE NAUMEHTH HA ABIrOCPOYHO JIEYEHHE 3a HapyLIEHHA B
pacTeXka U pa3BUTHETO.

Abropmno xvpeene/Xemopazus

Mma cboluieHns 3a aDHOPMHO KOXKHO KbPBEHE KaTO €XHMO3H H Mypnypa U APYTH X€MOparu4yHH
CbOMTHA KATO CTOMALUHO-YPEBHO WJIM THHEKONOTHYHO KbpBeHe 1npu SSRI, BwmounTenHo gatanHy
kpbBouiMBU. SSRI/SNRI morar aa yBennuar pucka ot noc/iepoa0BO KPbBOTEUCHHE (BXK. TOUKH 4.0 U
4.8).

[Ipenopy»uBa ce NOBULIEHO BHUMAHHE NPy NALMEHTH, npreMauid SSRI, 0cobeHO eAHOBPEMEHHO ¢
JIEKAPCTBA, 38 KOUTO € W3BECTHO, de nosnuasaT GyHKUMATa Ha TpoMBounTHTe (Harnp.
aHTHKOATYJIAHTH, aTUMWYHH BHTUNICHXOTHLIHA U (PEHOTHA3ZUHH, NMOBEHETO TPHUHIKIIHYHY
AHTHAENPECAHTH, ALUETWICANKHLWIOBA KHCEAHWHA U HECTCPOUIHHU NPOTHBOBL3INAIUTENHHU CPECTRA
(HCIIBC(C)), xakTo ¥ npH NallMEHTH C aHaMHe3a 3a HapYILIEHHA Ha KbPBEHETO (BXK. TOUKa 4.5).

Xunonampuemun

XHnoHaTpUEeMHs MOXE Aa Bb3HUKHE B pe3ynTar ot ieueHHeTo ¢b¢ SSRI nay SNRI, smounrento
cepTpajiiH. B MHOrO ciiyyan xunoHaTpHeMuATa H3IIEKIa € pe3yaTaT Ha CHHAPOM Ha HeaJleKBaTHa
cekpeuua Ha aHTuanyperHueH xopmoH (SIADH). Crobwasanu ca ciiyyan Ha HUBA Ha CEpyMHHA
HaTpuii, no-uucku ot 110 mmol/l.

[TaLMeHTHTE B CTapUecKa BL3PACT MOTaT Aa ObAAT U3N0KEHH HA NO-BHCOK PUCK OT PA3BUTHE HA
XMnoHaTpueMnsa npu nedeHue cbe SSRI 1 SNRI. IauneHTure, KOHTO NpUeMaT AHYPETHLU UNH
TaKMB4, KOMTO NOPaAH HAKAKBA NMPHYMHA Ca C HAMaNEH 00€M TEYHOCTH, CbLUO MOrar Ja obaar
M3JI0’KEHH Ha no-BUCOK pHCK (BXK. Ynorpeba B crapuyecka su3pact). TpadBa na ce oOMHCAHK cnupaHe
Ha CEpTPaJIMH MPH NALUKEHTH ChC CHMIITOMATHYHA XHNOHATPUEMHA U [1a Ce Ha3Ha4yH CbOTBETHA
MEQHLHHCKO NeveHue. [Ipu3naumre H CHMNTOMHTE HA XHMNOHATPHEMHsA BKIIIOYBAT riasodonue,
3aTpyAHEHA KOHLUEHTPALUA, HAPYIIEHHE Ha NaMeTTa, 00BbPKaHOCT, c1adoCT ¥ HECTADWIHOCT, KOATO
MOJKe J1a JoBeae 1o naganus. [Ipu3HaLMTE U CHMIITOMUTE, CBbP3aHH C MO-TEXKKH H/HAH OCTPH
CJIy4aH, BKIIOYBAT XATIOLWHALIMHK, CHHKOI, NPHNaabK, XOMa, CNHPaHe Ha AULIAHETO H CMBbPT.

Cumnmomu na omuemane, HabAIOOABAHY NPU CRUPAHE HA AENEHUEMO CbC CePMPAnUH

CuMNTOMHTE HA OTHEMAHE NPH CNIHPAHE Ha JICYEHUETO €a YECTH, OCODEHO aKO TO € BHE3AMHO {BX.
Touka 4.8). B KIMHHYHH NPOYUYBAHKA HE€CTOTATa HA CHOOLLABAHUTE PEAKLIMM HA OTHEMAHE MPH
NaLKHEHTHTE, JIEKYBaHH CbC CEPTPAIHH, € 6una 23% npu npekbeBaluTe cepTpaiuH, cnpaMo 12% npu
T€3U, KOUTO €a NPOILIAKHIN 1a NIOJYHABAT TEPANUA ChC CEPTPAlIkH.

PHCKBT OT NOSABA HA CUMIMITOMHU HA OTHEMAHE MOXKE [1a 3aBHCH OT HAKONKO (PaKTOpa, BIIIOYHUTENHO
NPOAL/DKUTENHOCTTA M A034Ta HA IEYEHHETO M CKOPOCTTa Ha HaMa/IaBaHE Ha No3aTa. 3aMasHOCT,
CETHBHH HapYyuleHHA (BKIKOUHTETHO MAapeCTe3ns ), HaPYLIEHHS HA ChHS (BKIIOYHTENHO OE3CHHHUE U
WHTEH3MBHH CbHMILA), Bb30yaa nav 6€3nokoHCTBO, rageHe W/wiM nNoBpblliaHe, TpeMop U raasobonue
ca Ha#i-uecTo chobitapanuTe. T1o NPUHUMNI TE3X CUMITOMH €A JIEKH 10 CPEAHO TEKKH, MPH HAKOH
nalHeHTH obaye MOrar aa 6bAaT TEKKH MO MHTEH3IUBHOCT. T€ OOMKHOBEHO BBE3HHKBAT MPE3 MbPBHTE
HSKOJIKO JIHH OT CMIYPAHE HA JIEYSHHETO, HO UMa MHOTO PEAKH CHOOILIEHNUS 32 TAKHBA CUMITTOMM MpH




Axamuzwv/ncuxomomopra 8v36y0a

Ynotpefarta Ha cepTpaiuH C€ CBbP3Ba C Pa3BUTHETO HA aKaTU3HA, XaPAKTECPH3IHPALLA CE ChC
CYOEKTHBHO HEMPHATHO WIH MBYHTETHO ABUraTEIHO HECMIOKOACTBO H HY)KIAa OT ABHXEHHE, YECTO
CHIIPOBOAEHH OT HEBB3MOIKHOCT 3a 3aNa3BaHe Ha CIIOKOMHO CEQHAN0 WIIH M3NIPABEHO MON0KEHHE.
Haii-BepoATHO € TOBa Aa HACTBNH npe3 NbPBUTE HAKONKO CEAMHLHM OT neveHueTo. Ilpn nauueHrure,
KOHTO Pa3BHAT T€3H CHMIITOMH, YBEIHYABAHETO HA N03aTa MOXKE J1a IOBEE A0 BJIOLIABaHe.

Ueproopobno yepescoane

CeprpanuH ce metaboausnupa €KCTeH3UBHO B YepHHA Apob. PapMaKOKHHETHYHO NPOYUYBAHE C
MHOTOKPATHH /1034 NMPH HHIHBHAM € JIeKa cTabMNHA UMpPO3a € NoKazalo YIAb/IKEH €JIMMHHALMOHEH
NONY>XUBOT H NpUONM3UTENHO TPH MBTU NO-BHCOKH AUC 1 Cmax B cpaBHEHHE CHC 30PaBHH
HHOMBHAM. MexXAay [BeTe rpyny He € Owna yCTaHOBEHA CTaTHCTHYECKH 3HAYUMA Palivka 8
CBBLP3BAHETO C MUIA3MEHUTE NpoTeuHH. [IpHnokeHHETo Ha CepTPpaIKH NPH NMaLKEHTH ¢ YepHOAPOOHO
3a0ongaBaHe TpaOBa na cTaBa BHUMATENHO. AKO CEPTPAIMH CE npHara fpu MauueHTH ¢ YepHOAPOOHO
yBpexkaaHe, Tpabea aa ce oOMuUcNH HaManaBaHe HAa AHEBHATa 4034 WIH YBENHYABAHE HA HHTEPBAIA
Mexay npuemute. CepTpanuH He TpaOBa Aa ce U3MNON3BA OT NALMEHTH C TEKKO HEPHOAPOOHO
yBpexaaHe (BK. Touka 4.2).

bvbpeuno yepeoxoane

CepTpanrH ce MeTaboIH3Kpa EKCTEH3UBHO KAaTO EKCKPELMATA Ha HENPOMEHEHO JIEKapCTBO B YPHHATA
e He3HAYHM BT Ha enuMHpaHe. B npoyuBaHHsa NpH NaUKEHTH C IEKO A0 ymMepeHo OuOpeuHo
yBpexgane (KiMpbHC Ha kpeatuHrHa 30 — 60 ml/min) unu ymepeno no rexxko 6ubpeuno yepexaane
(xnupbHC Ha KpeatHHuHa 10 — 29 ml/min), npH KOUTO CEPTPAIHH € NPHIAraH MHOTOKPaTHO, He ca
YCTAHOBEHH CHTHU(HKAHTHH pa3ivKu BbB papmMakokHHeTHUHHTE napaMerph (AUCO-24 unu Cmax) B
cpaBHeHHWe ¢ KOHTponauTe. Jlo3aTa cepTpa/iuH He TpaOBa a ce NPOMEHA Cope/] CTENEHTa Ha
6bOpedyHOTO yBpeKIaHe.

Ynompeba ¢ cmapuecka sv3pacm

Haa 700 nauneHTH B cTapyecka Bb3pacT (> 65 roauHH) ¢a y4yacTBa/lM B KSIMHHYHYU NPOYYBAHHA.
XapakTepbT U HECTOTATA HA HEKENAHUTE PEAKLHH TIPH 1MUaTa B HaNpeaHana 8b3pacT ca OHiH
CXOZHH C Te€3H NMPH NO-MIaAdH NALHEHTH.

SSRI unu SNRI, BKAIOYHTENHO CEPTPAIIHH, C€ CBBP3BAT 0Daye CbC Cy4aH Ha KIIHHHYHO 3HAaYUMMa
XMMOHATPHEMHS NMPH NALHEHTH B CTAPYECKA Bb3PACT, KOMTO € BL3MOKHO Aa ObAAT M3I0KEHHU Ha Mo-
BUCOK PHCK OT TOBA HEXKENaHO ChOUTHE (BXK. XMTTIOHATPHEMHSR B TO4KA 4.4).

Huabem
[Ipn nauueHTH ¢ auaber, neucHHeTo cbe SSRI MoXke Aa npoMeHn rnukeMudHua KoHTpon. Moxe aa
C€ HANOXKH NPOMAHA B JO3UPAHETO HA MHCYJIHUH H/HJIH CBITBTCTBALULH XUTIOTTMKEMHUYHH JIEKaPCTBECHH

NPOAYKTH.

Enexmpoxoneyncuena mepanust (EKT)
He ca npoBeXAaHK KJIMHHYHH NPOYYBAHUA, KOUTO Na YCTAHOBAT PUCKOBETE HIIH MON3UTE OT
koMbOuuupaHoTto npunoxeHue Ha EKT u ceprpanus.

Cox om epeiingppym
[TpUIoXKEHHETO HA CEPTPAJIMH U COK OT rpeiindpyT He ce npenopbyuBa (BHK ToUKa 4.5).

CMywenun 8 CKpuHuHne mecmoee Ha ypuHda

npeKpaTaBaHe Ha TepanubTa cbC ceprpainuH. [loTBbpaMTenHu TeCTOBE, KATO ras X
CNEeKTpOMETPHA, Ouxa pasnuuKIU CEPTPATHH OT OEH30AHA3ENHHH.

Tacnovevana craykoma



SSRI BKIOUUTENHO CEPTPAIMH MOraT Aa MMaT eQEKT BbPXY pa3Mepa Ha Mynwiara, KaTo MHapHasa.
MuapuaTHUHUAT eeKT UMa MOTEHLWAN A4 CBUBA OUYHHSA BIbJl, KOETO HMa 3a PE3Y/ITaT MOBUILEHO
BBLTPEOYHO HANATaHE W TACHOBIb/IHA IN1ayKOMa, OCOOEeHO NpH npeapa3nonokeHH naureHTH. [lopaau
TOBa, CEPTPAIUH TPAOBA Ja Obae U3NoN3BaH C BHUMAHHE NIPH MALMEHTH C TACHOBIbIHA [NlayKoMa HITH
HCTOPHA Ha rayKkoma.

Cexcyarna ouc@ynkyus
CenexTUBHUTE HHXHOHTOPH Ha 00paTHOTO 3axBallaHe Ha cepoToHHHa (SSRIs)/ uHxuburopure Ha

00paTHOTO 3axBalllaHe Ha CEPOTOHKHHA K HopaapeHanuHa (SNRIs) Morat 4a NpUUHHAT CUMNTOMH Ha
cekcyalHa AMcPyHxuua (8. Touka 4.8). Uma crobuieHus 3a npoan/HKHTEHA CeKCyanHa
AXCPHYHKLUA, NPH KOATO CHMIITOMHTE NPOALIAKABAT BBINPEKH NPEKHCBAHETO Ha NpHEMA Ha
SSRIs/SNRI.

Hampuu
Tosa nekapcTBO ChaAbPXKa NMO-Manko oT | mmol HaTpuit (23 mg) Ha a03a, T.€. MOXKE [a Ce Kaxe, 4e
MPaAKTHYECKU HE ChAbpiKa HATPHH.

4.5 B3auMoJeHCTBHE C APYrH JeKAPCTBEHH NPOIAYKTH H APYTrH GOpMH HA B3AHMOAECHCTBHE

Ilpomusonokazanu

Monoamunoxcuoasnu unxubumopu

Heobpamumu MAQ-unxubumopu (nanp. cenezwiun)

Ceprpanun He TpsaOBa na ce npunara B komMOuHaumsa ¢ Heobpatumu MAQ-uuxubuTopH Karo
cenerujuH. CeprpanuH He TpaOBa Aa ce 3ano4ysa MNOHE 14 QHHU cel NPEyCTAHOBSIBAHE HA JICYEHHKETO ¢
HeoOpaTuM MAO-unxuburop. [IpueMsT Ha cepTpaiMH TpaOBa [1a ce NPEKPATH NoHE 7 [HH nNpeay
3arioyBaHe Ha neveHue ¢ Heobpatum MAQO-HHXHOMTOP (BXK. TOudKa 4.3).

Obpamum cenexmugen MAO-A unxubumop (moxrobemud)

[Topaay pHcKa OT CEPOTOHHMHOB CHHAPOM He TpAOBa Ja ce npunara koMOMHALMATA MEWKAY CEPTPAIMH
¥ obpaTuM M cenexktupeH MAQO-unxubutop kato moknodbemun. Cnen neyeHue ¢ odbpatum MAO-
MHXHOMTOP MOXKE Ja C€ U3MOJI3RA NIEPHOA HA U3TEIISHE, NO-KPaTbK OT 14 OHH, npean_3ano4BaHe Ha
NIEYEHHETO CbC CepTpaivH. [IpenopbunTeNHO € NPHEMBT HA CEPTPAIMH Aa Ce NTPEeKpaTH NOHe 7 AHK
npeay 3ano4YBaHe Ha feveHue ¢ obpatim MAO-uuxuburop (Bxk. Touka 4.3).

Obpamum necenexmugsern MAO-unxubumop (aunezonuo)
AHTHOHOTHKBT AHHE30JHA e cnad obpaTuM n HecenekTuseH MAO-nHxubuTOp U He TpadBa pa ce

JaBa HA NALMEHTH, JIEKYBAHH CbC CEPTPAIIHH (BXK. TOUkKa 4.3).

HMa cbobiueHus 3a TeXKU HEXXEeNaHH PeaKLMH NpH MalHEHTH, KOWTO ¢a NPEKPATHIH NpHeMa Ha
MAQO-HHXHOHTOP (HaNpUMEpP METHIEHOBO CHHBO) H CKOPO €a 3aflo4MHAIH Aa NMPHEMAaT CePTPaIHH, HAH
KOHUTO Ca MPEKPATWIH JIEUEHHE ChC CEPTPAIMH U CKOPO ca 3anoyHanu aa npueMat MAO-uHxubuTOp.
Te3un peakuuu BKIIIOYBAT TPEMOP, MHOKJIOHYC, U3MOTABAHE, ranexe, NOBPbILAaHE, CBETOBLPTEXK U
XUMEPTEPMHUA C XapaKTEPUCTHKH, HANOAO0ABAILM 3T0KAYECCTBEH HEBPOASIITHYCH CHHAPOM,
MpUNagbU{ H CMBPT.

HHumozuo

1a e npoMeHu B EKI'. lokaTo He ce U3ACHU MEXaHU3MBbT Ha TOBA B3aUMOOCHCTBHE, napa,uﬂ
TepaneBTUYEH HHACKC HAa THMO3HI €1HOBPEMEHHOTO MPUNOKEHHE HA CEPTPATHH H numqaug 4
NPOTHBOMOKAa3aHO {BXK. TOYKa 4.3). N
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He ce npenopvb46a eOHOBpEMEHNO NPUROICEHUE CbC CEPMPATUn SRIDES

Jexapcmea, xoumo nomuckam L{HC, u axoxon S R VAP




EnHoBpeMEHHOTO NpUIoXeHUe Ha cepTpaind 200 mg IHEBHO ¢ ankoxon, KapbaMasenHH,
Xanonepuaon, GeHUTOUH He MOTEHLUUPa TEXHUTE eeKTH BbPXY KOTHUTHBHUTE H [ICHXOMOTOPHHTE
byHKLHH NpH 3ApaBy MHAWBHIH; HE3aBUCUMO OT TOBA HE C€ NPENOpbUBA eAHOBpEMEHHaTa ynoTpeba
Ha CEPTPAavH H aJKOXO0J.

Lpyeu cepomonunep2uunu nexapcmea
Buxcre Touka 4.4.

[IpenopbuBa ce BHUMaTeaHa ynoTpeda Ha deHTaHnA (W3M0A3BaH NPH 0011la AaHECTE3UA Wil MpH
Ne4YeHHETO Ha XpoHHYHA H0onKa) HAa APYTH CEPOTOHHHEPTHYHH NEKAPCTBA (BKJIKOUHATENIHO OpYyrH
CEPOTOHWHEPrHYHH aHTUIENPECAHTH, aM(PETAMUHU, TPUITTAHY) Y HA APYTH HAPKOTHYHH JIEKAPCTBA

(BKAOUHTENHO DYNpeHOPdUH).

Cneyuainu npeonaznu Mepxu

HAexapcmea, xoumo yovacaeam Q1 unmepsaia

PucksT oT yabmkaBaHe Ha QTc nHTepBana w/unu kamepuy aputHuu (Hanpumep TdP) Moxe aa 6bae
MOBHIIEH NPH €AHOBPEMEHHO NPHJIOXKEHHE ¢ NeKAPCTBA, KOUTO yab/pkasat QTc uHtepeana
(HanpHMep HAKOW AHTHNCHXOTULM H aHTHOMOTHLM) (BK. TOUKH 4.4 1 5.1).

JTumuii

B nmnaue6o koHTponHpaHO NpoyvBaHe NpH 3ApaBy AOOPOBOJILHM €1HOBPEMEHHOTO NPHIOKECHHE Ha
CepTpa/iuH C NMUTUHI He npoMeHA 3Ha4UMMO papMakOKMHETHKATA Ha IMTHH, HO BOAM A0 3aCHIIBAHE Ha
TPEMOPA B CPaBHEHHE ¢ M1auedo, KOETO NoKa3sa BL3MOXKHO (papMakKoAHHAMHUYHO B3aHMOAEHCTBHE.
[1pu eAHOBPEMEHHO NPHAOKEHUE HA CEPTPANUH € JUTHH NauueHTuTe TpadBa na ObaaT BHUMATENHO

NpOCACAsABaHH.

Denumoun

[Inauebo KoHTponHpaHO NPOYYBAHE NMPH 3apaBH ROOPOBONLUM NOKA3BA, YE ABITOCPOYHOTO
NPpUIoXKEHHE Ha cepTpaiidH B No3a 200 mg/neH He BOAM A0 KIHHUYHO 3HAYHUMO HHXHOHUpaHE Ha
meTabon3mMa Ha peHUTOHMH. Bbenpeku ToBa, ThH KaTO NPH HAKOH Clly4yan HEXKEeNaHWTe peakuyM ca
8b3HHKHAIH OT BUCOKA €KCTIO3ULIMA HA GEHHTOHH NPH NMALHEHTH, NPUEMALLH CEPTPAITHH, NTPENOPLUYBRA
ce 1a ObOaT MOHHTOPHPAKH MNNA3MEHHUTE KOHLEHTPaUHMK Ha (PEHHUTOHMH CIEA 3anmouYBaHe HA Tepanus
ChC CEPTPaAJIMH U ChOTBETHO AJANTHPAHE HA 103aTa HA PEeHNTOHH. B fonbiHeHHe, eTHOBPEMEHHOTO
npunoXxeHHe ¢ PCHUTOHH MOXKE 1A MPUYMHH HAMAJIABAHE HA MNA3MEHHUTE KOHLEHTPALKH Ha
ceprpainH. He Moxe aa ce uaknouy, ye apyru CYP3A4 unaykropu, Hanp. ¢eHobapOuTan,
kapbamazenuH, XbAT KAHTapHOH, pUdaMIHUMH MOraT 1a NPUUYMHAT HAMANIABAHE HA IIA3MEHUTE HHBA
Ha CEPTPANHH.

Memamuzon
EnHoBpeMEHHOTO NPHUIOKEHHE HA CEPTPAIHH C METAMU30J1, KOHTO € HHAYKTOP Ha MeTabONUTHUTE
eH3HuMH, BRMouuTenHO CYP2B6 u CYP3A4, MOXe Ja npeAU3BUKA HAMAJIABAHE HA IJ1IA3MEHUTE
KOHLIEHTPALIMK Ha CEPTPAJIMH C NOTEHUHAIHO HAMAJIABAHE HA KIMHUYHATa eukacHocT. [lopaau ToBa
¢€ Npenopb4Ba MOBULIEHO BHUMAHHUE, KOraToO METAMHU3ON H CEPTPAIUH C€ NPUIArat €IHOBPEMEHHO,
KIMHHYHUAT OTrOBOP M / MM HUBATA HA IEKAPCTBOTO TPAOBA 1a ce MpocneAABaT CIIOpE] Ciyyas.
1punmanu

Mma peaky NocTMapKETHHIOBH CHOOILCHHUA 3a NALHEHTH CbC CaboCT, Xuneppednekcus, HapylueHa
KOOpAHHALUHA, 00BPKAHOCT, TPEBOXKHOCT U Bb30yaa cnel ynorpeda Ha CepTpanvi H CYMaTpHIITAaH.
CUMITOMH HA CEPOTOHUHEPIHUYEH CHHAPOM MOraT [a BE3HHKHAT CBHIIO U NPH APYTH NPOLYKTH crr
ChilluA Kiac (TpUnTaHu). AKO eJHOBPEMEHHOTO NPHIOKEHHUE HA CEPTPASIHH M TPHITAHH € KM
000CHOBaHO, ce MPENOpBbYBa BHUMATENHO HabMIO1eHHe Ha nauueHTa (BXK. TouKa 4.4).
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NpUUYMHHK OTKNOHEHHE B cToiHOCTTa Ha INR. [lopaam ToBa nporpombuHOBOTO Bpeme Tpabea na 6bvae
BHUMATENHO NPOCIeaABaAHO B HAYAIOTO M C/ie Kpas Ha JIEHEHHETO CbC CEPTPAIHH.

Hpyeu aexapcmeenu g3aumMooeucmeun, OUZOKCUH, Ameno.101, yuMemuouH

EHOBpEMEHHOTO NPWIOKEHHE C LUMETHHH € JOBEIO /10 3HAYHTEIHO HAMAIABAHE HAa KIIHPBHCA Ha
ceprpanivH. KNiMHMYHATa 3HAYHMOCT HA TE3U MPOMEHHU HE € U3AcHeHa. CepTpaivH HAMa €(eKT BbpPXY
Dera-aapeHepruyHara 6J0KHMpallia akTUBHOCT Ha aTeHonon. He ca HabmoaaBaHU lekapcTBEHH
B3aUMONEHCTBMA NPH NMPUIOKEHHE HA cepTpaluH B 03a 200 mg AHEBHO C AHMOKCHH.

Jexapcmea, nosruasawyu Gynxkyuama na mpomboyumume

PUCKBLT OT KbpBEHE MOXKe 43 Obae NOBULUEH, KOraTo JIEKapCTBa, MOBIUABALLH (PYHKLHUATA Ha
TpombouuTuTe (Hanp. HCTIBC, aueTinacanMuunosa KMCENHHA # THKJIONIHAWH), HIIH IPYTH JIEKapCTea,
KOWTO MOraT [a NOBHILAT PHUCKa OT KbPBEHE, Ce MpHaraT €AHOBpeMeHHO cbe SSRI, BkntouuTenHo
cepTpaivH (BXk. Touka 4.4).

Hespomyckyanu 6aoxepu
SSRI Morart aa noHW»Xar aKTHBHOCTTA HA IJ1a3MEHATa XOJMHECTEPA3HA KAaTO B PE3Y/TAT C€ yIb/KaBa
HEBPOMYCKYTHOTO OOKHpaLLO NeHCTBHE H2 MUBAKYPUYM HJIM JPYTH HEBPOMYCKYJTHH OJIOKepH.

Jlexapcmea, memaboauzuparnu om yumoxpom P450

CepTpanyH MOXe Oa AcicTBa kato cnad a0 ymepeH uuxuoutop Ha CYP 2D6. [IpoabvmkurenHoro
MpUokKeHHe Ha ceprpannuH 50 mg JHEBHO € AOBENO A0 YMEPEHO NOBHLIaBaHe (cpeaHo ¢ 23 — 37%)
Ha paBHOBECHHTE IU1aA3MEHM HHBA Ha ae3urnpaMuH (Mapkep 3a CYP 2D6 usoeHsrvMHa akTUBHOCT).
KnuHu4yHO 3HaYMMH B3aUMOAeCTBHA MOTaT A4 Bb3HHKHAT ¢ ApyrH cydcTparu Ha CYP 2D6 ¢ tecen
TepaneBTHUeH HHAekc KaTo knac 1C aHTHapUTMHYHH JIeKapcTBa KaTo nponadgeHoH H nekauHua,
TPHLKKINYHH AHTHACTIPECAHTH Y TUMHYHUA AHTHIICUXOTHUH, OCOOEHO MpH MO-BHCOKH 103H
CepPTPaIHH.

CeprpanuH He geicrsa kato HHXuOuTOp HAa CYP 3A4, CYP 2C9, CYP 2C19 u CYP 1A2 B xnuHHUHO
3HauHMa ctTened. ToBa € NOTBBPAEHO OT in-vivo Npoy4BaHua 3a B3aumonaencTaue ¢ CYP 3A4-
cybBeTpary (eHaoreseH kopruson, kapbamasenut, repdenanus, annpasonam), ¢ CYP 2C19-cyberpara
nuazenam v CYP 2C9-cyberparuTte TonOyramu, rnubeHknamun u GeHHTOUH. In vitro npoyusanun
NOKA3BaT, Y€ CEPTPaTHH HMa MaJTbK WIH HHKakse noTeHUHan Aa uHxubupa CYP 1A2.

[Tpr kpBCTOCARO NpoyuBaHe py 8 371apBH A0OPOBOIUM OT ANOHCKH NIPOH3XOJ] € YCTAHOBEHO, Ue
NPUEMDBT Ha TPH YalliM COK OT rpefindpyT NHEBHO YBEJINYaBa IL1a3MEHUTE HHBA Ha CEPTPAIIRH € OKOJO0
100%. TTopaau Tasu npu4uHHA NPHEMDBT Ha COK OT rpeitndpyT Tpadea aa ce u3daArsa no BpeMe Ha
JIEYEHHETO ChC CEPTPATHH (BXK. TOUKA 4.4).

bazupaHo Ha Npoy4BaHHS 332 B3aMMOACHCTBUSA ChC COK OT rpeinpdyT, He MOXKe J1a Oblie U3KNUYEHO,
ye eJHOBPEMEHHHAT NMPHEM Ha cepTpaivH U MOWHHA CYP3A4 unxuburopu, Hanp nporeasHu
UHXUOUTOPH, KETOKOHA30/1, HTPAKOHA30/, NOCAKOHA30/1, BOPUKOHA30., KIapUTPOMMULIKH,
TEIUTPOMHLIMH U HE(DA30a0H, OH UMANO 32 PE3yNITAT OLUE MO-BMCOKA EKCMNO3ULMA Ha cepTpaiud. Tosa
CBLIO Taka ce oTHacs U a0 ymepeHuTe CYP3 A4 HHXHOUTODH, Hanp. anpenuTaHT, EpPHTPOMHULIMH,
¢1yKOHa30, BepanaMun ¥ auntyaseM. [IpvemMbT Ha MowuHu CYP3 A4 unxuburopu Tpsadbea na ce
H30ATrBa NO BPEME HA JICUEHHETO CbC CEPTPAIIHH.

[lnazMeHuTe HHBA HA CEpTPAIUH c€ NPOMEHAT ¢ 0kono 50% ot cnabu metabonusaropu Ha CYP2CI19
B CpaBHEHHE ¢ OBp3u MeTabonuiatopu (Bk Touka 5.2). BzauMoaeicTBUETO ¢ MOLIHH HHXHOHTOPH HA
CYP2C19, nanp. oMenpaszosn, 1aH301pa3of, naHTonpason, pabenpaso, GiyokCeTHH, (PJIyBOKCAMUH,

He Moxke J1a 6be M3KIOUYEHO. SETTEIR,
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3HAYHTESTHOTO KOAUYECTBO OT HAJTMUHH JaHHHW HE Ca A0Ka3alu Bb3HWKBAHE HA BPOACHU
mandopmaLii, NPUUKHHEHH OT cepTpaikH. [IpoyuBaHuaTa Nnp )XKHBOTHHU Ca Nnokaszany epeKTH BLPXY
penpoaAYKTHBHOCTTA, BEPOATHO B PE3y/TaT HA MaH4YHHA TOKCHYHOCT, NMPHUHHEHA OT
bapMaKoIHHAMHUYHO JeHCTBHE HA CHCTABKATa H/HNH OT AWPEKTHO PapMaKOAMHAMWYHO NEeHCTBHE Ha
ChCTaBKaTa BbPXY 1044 (BxK. TOuKa 5.3).

Hma cpoliuenns, 4e ynorpebaTta Ha CEPTPaiMH N0 BpeMe HA OPEMEHHOCT NPEeAN3BUKBA CUMITTOMM,
CbOTBETCTBALLM HA PEAKLIWH HA OTHEMAaHE NMPH HAKOH HOBOPOAECHH, YUHTO MAHKH ca OuK Ha Tepanus
cbe cepTpanuH. To3u deHomeH € 6un HabmoaasaH cbiio U ¢ Apyrd SSRI. CeprpanuH He ce
MpenopbuBa NO Bpeme Ha OpeMEeHHOCT, OCBEH aKO KJIMHHUHOTO ChCTOSHUE HA XKEHATA € TAKOBA, Ye Ce
OYaKBa M0/13aTa OT JICYCHHUETO 1A HAXBbPIH NOTEHLUHATHHUA PUCK.

Hosopoaenute Tpaba na ce Habnioaaear, ako MalkaTa € NPOABLIKUAA Aa NIPUEMA CEPTPATHH Npe3
[MO-KbCHHTE €Tanu oT HpeMeHHOCTTA, 0C00eHO Npe3 TPETOTO TpUMECeuHe. AKO Makikara € npHeMana
CepTPaluH Npe3 No-KbCHUTE eTany 0T OpeMEHHOCTTa, CAEIHUTE CUMITTOMH MOTaT Aa ¢e NPOSABAT NpH
HOBOPO/JIEHOTO: pecnMpaTopeH JUCTPeC, LINAH03a, anHes, NPUNaaAbLY, HeCTabWITHOCT Ha TeNecHaTa
TeMIEepaTypa, 3aTPyAHEHO XPaHEHE, MOBPbLIAHE, XHITOMIMKEMHS, NOBHILEH MYCKYJIEH TOHYC,
XUIMOTOHMA, Xuneppednekcus, TpemMop, NoBULLICHA Bb30yAHMOCT, pa3apa3HUTENHOCT, IeTaprus,
MOCTOSHEH TJ1a4, CbHIHBOCT W TPYJHOCT MPH 3acniMBaHe. Te3u CUMIITOMM MOraT Aa ¢€ JIbJIKAT WK HA
CEPOTOHMHEPruuHH e(eKTH, WK HA CUMIITOMH Ha OTHEMaHeE. B NoBe4eTO Cny4yaM yClIOKHEHUATA
HACTHNBAT BEAHAra UM cKkopo (<24 yaca) chel paxxiaHero.

JlaHHHTE OT ENUAEMHOAOTHYHHUTE NMPOYUYBAHHA MOKA3BAT, Y€ MPHWIOKEHHETO HA HHXHOUTODH Ha
oOpaTHOTO MoeMaHe Ha CEPOTOHWHA MO BpeME Ha OpeMEHHOCT, 0COOEHO B HanpeaHaia OpeMeHHOCT,
OH MOTJI0 Aa MOBHUILLIH PHCKA OT Pa3BUTHE Ha NEPCUCTUPALLIA ITYAMOHAIHA XHINEPTOHUSA NPH
nosopoaesoTo (PPHN). PuckbT B Te3u cnyuau € npubnuzurento 5/1000 6pemenHocTy, a B obulara
nonynauusa yectorata Ha PPHN pb3nu3a Ha 1-2 caygas Ha 1000 SpemeHHOCTH.

OOGcepBallMOHHUTE AaHHHW NOKA3BAT NMOBULIEH PUCK (MO-MANKO OT 2 MbTH) OT MNOCAEePOAOBO
KpbBoTeueHue cnea excno3uuua Ha SSRY/SNRI B pamkuTe Ha nocneaHna Meceu npeay paxaaHeTo
(Bx. TOukH 4.4 n 4.8).

Kwvpmene

[Ty6nukyBaHMTE N1aHHHW 32 HUBATa HA CEPTPaMH B KbpMaTa Co4aT, Y€ MANKH KOJIMYECTBA CEPTPAIIUH M
HeroBua MeTabonuT N-aecMeTHICEPTpaNHH ce EKCKPETHPAT B KbpMara. Kato uano npeHebpexxuMu
WJIH HENOJOBHMH HHUBA Ha CEPTPAJIMH ca OMIIM OTKPUTH B CEPyMa HAa KbPMayeTa, C €QHO M3KJIIOUSHHE
Ha HOBOPOAEHO ChC cepyMHHU HHBA 0KoJIo 50% OT HKBOTO Ha MaiikaTa (HO 6e3 3abenexnm edekr
BbPXY 3/PABETO Ha TOBa kbpMa4e). [locera He ca NOKIaABaHH HEXXENAHH PEAKLIMH BbpXY 3pPaBeTo Ha
Aeua, KbPMEHH OT MaliKi, NpUeMaLly CEPTPaAJIHH, HO PUCK HE MOXE Aa ce u3kmouu. [TpuiokeHueTo
NMpH KbPMAYKH HE Ce NMPENOpPLYBa, OCBEH B ClIyHaHuTe, KOraTo cnopej npeLeHKaTa Ha 1ekaps nonsara
OT JIEYEHHETO HAAXBBLPNA PHCKA.

Pepmunumem

JlaHHHUTE NpH )KHBOTHH HE Ca NOKA3aIH BAHUAHHE HA CEPTPA/IMH BbPXY NapaMeTpuTe Ha (epTHIUTETa
(BX. TOUKa 5.3).

JloknaaBaHUTE CNy4aH MpH Xopa ¢a NOKa3anu, ue ePekra BbPXy KaueCTBOTO Ha criepMarta € o0paTum.
Bce ouie He € HabnoaaBaHO BIHMAHHE BbPXY YOBELUKHAT QEPTHIHTET.

4.7 EdexTr Bbpxy cnocofnocTTa 3a modHpane H pabotTa ¢ MAMAHH

MCHXOMOTOPHHTE PYHKUHMH. B cbluoTo BpeMe obaue, Thil KATO NCHXOTPONHHUTE JIEKApPCT m gﬂ’ {{ @Y
: P R .
HAPYLLUAT NCUXKUYECKHUTE HH PHINUECKUTE CTTOCOOHOCTH, HEOOXOAUMH 33 GCBmeCTBaBaiﬁE 113 f‘-v- . _;= S et
1 R :
MOTECHLHAHO OMNACHH 3a1a4H Kato ynpasnenue Ha MIIC wnu pabota ¢ Matuunu, ce npel‘bﬂ&q % f o
5 ; '

naLMeHTHTE Ja 0bAaT CLOTBETHO npcaynpciacHH.



4.8 HexenanH JeKapcTBEHH peakKuuH

[apeHeTto e Hait-yecTaTa HeXxelaHa peakuns. [1pu neuyeHnero Ha COLHANHO TPEBOMCHO Pa3CTPOHCTBO
CEKCYya/lHW HapyLIeHHs (JIMNCa Ha edKyNalMa) NP1 MBXKETE ca Bb3HUKHAIHK npH 14% npu ceprpanuu
cnpamo 0% npu mnauebo. Te3u Hexenanu eeKTH ca N0303aBUCHMHU M H4ECTO ¢a ¢ NMPEXOIEH XapaKrep
MNPy NPOADBIKABAHE HA IEHEHHETO.

[TpodunbT Ha HEeXENaHWTE peaKkuuy, YecTo HabnonaBaHK B ABOHHO-CIIENH, auebo KOHTpoIHpaHH
npoyuBaHus npH nauueHTy ¢ OKP, nannuecko pascrpoicteo, ITTCP u conanHo TpesoxHO
pa3CTPOHCTBO, € CXOACH C TO34, HA0NIOAABaH B KNHHHYHUTE NPOYYBAHHA MDY NMAUHEHTH C ACNPECHA.

Tabauya 1 noka3Ba HEXENAHUTE peakuuu, HabaloaapaHU B MOCTMAPKETHHIOBHUS NEPHOA (C
HEHW3BECTHA YECTOTA) H OT MNauedo KOHTPONUPAHH KIHHUYHH NMPOYUBaHUA (BrITIOUBaLLH 000 2 542
NaLKUeHTH Ha cepTpanud U 2 145 Ha nnauedo) npu aenpecus, OKP, nannyecko pascrpoicrso, IITCP
U COLHUATHO TPEBOXKHO Pa3CTPOHCTRO.

Hsakou HexkenaHu peakuuu, v3d0poeHu B Tabauua 1, MoraTt a HaMasieaT Mo HHTEH3HTET K YECTOTA NMPH
NPOAB/KABAHE HA ICYCHHETO M MO NPHHLUMN HE BOAAT 10 MPEKbCBAHE HAa TEPANHATA.

Tabauya 1; Hexcenanu peaxyuu
YecTOTa HA HEXKEJIAHHTE PeaKLHH, HADIIOAABAHH B NIALEO0-KOHTPOIHPAHH KIHHHYHH NPOYUBAHHA NPH
nenpecusi, OKP, nannuecko pascrpoitcteo, [1ITCP u counanto rpesoxHo paserpoiictao, Ofobmen
AHAJIW3 M JAHHK OT MOCTMAPKETHHIOBHA ONHT.

CHcreMo- MHOTr0 4eCTH Yeceruw 1/100 | HevectH Peaxu (=1/10 C HeH3BeCTHA
opraHeH Knac 1/10) ao <1/10) (=1/1 600 no 000 xo <1/1 yecToTa (OT
<1/100) 000) HAJTHYHHTE
AaAHHH He MOXKe
na 6uae Hanpa-
BEHA OLICHKA
Hugbexyuu u HUndexuna Ha lactpoeuteput, | JuBepTHKYANTS
uHgpecmayuu FOPHHUTE Bb3MaNcHUE Ha
AMXATEeJTHU CPeNHOTO YXO
MbTHLLA,
(hapHHIruT,
PHHHT
Heonazmu HeomnnasMma
gobpoxauecmee
-HU,
IMNOKAYECMBEH N
U Heonpeoenenu
(8KR. KUCMuU U
noaunu)
Hapyviuenus na JlumdaneHo-
Kpvema u naTus,
Aaumgnama TPOMOOLHTO-
cucmema MEHHS 5
JleskoneHus *
Hapyuiernun na CBpbXuyBCTBH- | AHadunak-
UMYHHAMA TEHOCT , TOHIHa
cucmema Ce30HHA peaxuua
aNeprus
Hapywenun na Xanorupeouan- | Xuneprpo-
eHOOKpUHHAMa IBM NAaKTHHEMHS ,
cucmema HEeaNeKBATHA L
CeKpennsHa T
aHTH- AU
AMypeTHYe N
XOPMOH 'S e



Hapywenus na [ounxeH Xunepxonecre-
Memaboauzma u aneTur, ponemus 'S,
xpanexemo NOBUILEH 3axapeH
aneTHT nuaber”
XUNOTJIHKEMHA'
Xunep-
rIUKeMus
X4no-
HATPHEMHA S
[Tcuxuunu bescbHue TpeBoXKHOCT CyHuunaua KOHBEP3HOHHO
HADYULEHUA genpecus HaeaLHa/ pascTpoicTBo™S,
pb36yaa’, NnoBeNEHHE, nmapoHHpus s,
MOHHKEHO NCHXOTHYHO NeKapcTREHA
aubuao’, pa3cTpOUCTBO , | 3aBHCHMOCT,
HEPBHOCT, abHOpMHO COMHa0yNHU3IBM,
AenpecoHanu- MHCJIEHE, NpeXaeBpPEMEH-
3aLMA, anaTus, Ha esKyJaLus
KOLIMApH, XATIOUHHALHY
GpYKCHIBM arpecHs’,
eyPOpUUYHO
HacTpoeHue
napaHos
Hapywenua na | 3aMasHOCT, Tpemop, AMHe3HA, Koma',
HepeHama rnasobojiue’, JBHIATENHH XHMOECTE3UA aKkaTu3ug (BK.
cucmema CBHJIUBOCT HapyeHWs MYCKYIHU TOuKa 4.4),
(BKII. eKCTpa- CbKpalCHHA, IHUCKHHE3NA,
NUpaMHIHH HEBOJIEBH XUNepecTe3u,
CHMITTOMM KaTo | cHHKon', MO3BYHOCHAOB
XHOEPKHHE3UA | XMNEPKHWHE3UA , | Cnasbm
XANEPTOHYC, MHUIDEHA , (BKNIQUHTENIHO
IHCTOHHA, KOHBYJICHH obpaThM
CKBPLAHE CbC 3aMmaiBpaHe npu | uepebpanen
3b0H HITH NPOMAHA HA Ba30-
HapyIEeHHs B no3ara, KOHCTPHKTHUBEH
MOXOAKATA), HapylleHa CHHAPOM H
napecTe3us , KOOPAMHALMA, | CHHAPOM Ha
XHNEPTOHYC HapyweHue Ha | Call-Fleming)'s,
HapylIeHWe HA | peuTa MCHXOMOTOPHO
BHUMAHHETO, Hecno-
IHCTEY3HA KoicTBHE 3,
(BX. To4ka 4.4),
HapylueHa
CETHBHOCT,
XxopeoaTerosa’.
Caoillo
MPHU3HALIK H
CHMIITOMH,
CBbP3aHH CbC
CEPOTHHHOB
CHHAPOM  WIH
3/I0KaYeCTBEH
HEBPONENTHUEH
CHHIPOM: B

HAKOH CllYYaH




KOMTO
BKAKOUBAT
BB30Yyaa,
o0bpkBaHe,
o0MIHO
H3NOTABaHE,
AHApHA, BUCOKA
TEMMEPATYPa,
XHMEPTOHUA,
PUIHUAHOCT H
Taxukapana®

Hapywenua na
ovume

3pUTENHO
HapyLiIeHHe

Munpuasa’

Ckortom,
rmaykoma,
IHIVIONNA,
dpotododbua,
xuema’s,
HECCIHAKBY
3EHULUH °,
aOHOpMHO
3peHHe’,
HapyLIEHHE Ha
CTL3HUTE XKIIE3H

Makynonatus

Hapyvuwenun na
yxomo u
nabupurnma

Tuuntyc’

bonka B yXoTo

Cypoeunu
HAPYW eHUA

Mannurauuu’

Taxukapaus ,
ChPAEUHO
Hapy LIEHHE

Muokapaen
HHdapKT 3,
Torsade de
Pointes'? (Bx.
ToukH 4.4,4.5 1
3.1),
Opaavkapaus,

y IbJKABAHE HA
QTc
HHTepBana’ (BX.
ToukH 4.4.4.5 u

3.1).

Cv008u
HAPYULEHUE

lopewy BbAHK

ADOHOpMHO
KbpBeHE {KaTo
racTpo-
WHTECTUHANHO
KbpBEHe) ~,
XHNEPTOHHS
3a4epBABAHE,
XeMaTypus

[leprudepHa
HCXEMHA

Pecnupamophu,
2PYOHU U
MeOUACMUHANH
U HapyuleHus

Ipo3asaue’

Jucnues,
eNUCTAKCUC ,
6poHxocnazsM’

Xurep-
BEHTWIALIKA,
UHTEp-
CTHLIHAJIHa
benonopobua
Gonect's,
¢O3HHODHNHA
MHEBMOHHUSA >

NApHHTOCNAIbM,
AUChOHUR,
cTpHaop >,
XHITO- e




Cmomauiro- ["apene, JHcnencus, MeneHa, 3u0Hn | Pa3zassasaHe Ha | Mukpockoncku
ypegH anapus, Cyxota | 3anek’, Hapy WEHKS, yCTara, KOJUT
HApPYUleHuA B yCTaTa KOpEMHa e3odarur, NaHKPEATHT 3,
Gonka’®, [JIOCHT, XEMaTOX€E3uA,
noBpbluaHe’, XeMOPOH/IH, pa3sa3BABAHE Ha
datyneHuns CBPbXCEKPELHA | €3HKa,
HAa CNIOHKA, CTOMATHUT
aucarus,
OpHrBaHe,
HApPYLUEHHE Ha
€3MKa
Xenamobunu- ABHOpMHA
apru yepHOaApOoOHa
HAPYULEHUR GyHKuUHA,
CEPHO3HH
4ePHOAPOOHH
cbOHUTHA (B TOBA
HUCNIO XEMATHT,
MBJITEHHLA U
yepHoapobHa
HeJocTa-
TBYHOCT)
Hapywenua na Xunepxuapo3sa, | [lepuopOuranen | Peaxu ciyvyaun
Koxcama u o6pus’ OTOK , Ha TEXKH
noOKoNCHaMa ypTHKapHA KOXHH
MbKaH anoneuus , HeXeJIaHH
cupbex, peaKkLMn: Hanp.
nypnypa’, CHHIAPOM Ha
OEPMATHT, cyxa | Stevens-
KoXa, oTok Ha | Johnson® u
NHUETO, enuaepManHa
CTYIEHa NOT HEKpOJIH3a '3,
KOXXHa
peakLus 3,
poTOMYB-
CTBHUTENIHOCTS,
aHTHOeNEM,
abHOpMHAa
CTPYKTYpa Ha
Kocara,
abHopMHa
MHPH3MA Ha
KOXKaTa,
Oynosen
NepPMaTHT,
(GhOoNHKYNapeH
obpuB
Hapywenus Ha bonku B repba, | Octeoaprpur, Pabno- Tpusmyc
MYCKYIHO- apTpanrua MYCKYJIHH MHOJIH3a S,
cKkenemuHama MHUANHA NOTpEnBaHMUA, KOCTHO
cucmema u MYCKYJIHH HapyLUEHHE
CHEQUHUMETHA KpamnH ,
ma MmuyKau MYCKYJIHa
¢1adoCT
Hapywenus na [Tonakuypus, HepasHomepHa
bvbpeyume u MHUKLHOHHO CTpyA Ha
nUKOYHUMeE HapyWEHHE, ypHHara’,
nvmuuya 331PbXKKa HA
YPHHATa,
HE3aXbpKaHe
Ha ypMH4




[MOTHY PHA,

HUKTYpHS
Hapyuenus na | Jlunca Ha CMyLwIEHHS Ha CekcyaHa [anaxTopesn, NOCJEPOAOBO
gb3npouseooum | eaxynaums MEHCTPYATHMA | AHCHYHKLMSA, arpopuueH KPBbBOTEUEHHE
enHama HHKDBA ', MEHOparus, BYNIBOBArUHUT, | **:
cucmema u epPeKTHNHA BIaraTHILHO reHHTANHO
svpoama auchyHKumA KPhBOTEYEHHE, | TEYEHHe,
CeKCyanHa fanano-
auchyHKUNS NOCTUT 3,
MpPH XKeHATa rHHEKOMAcTHA
PHATTH3BM
Obuyu Ymopa’ CnaGoct’, Mepudepen XepHus,
HAPYWeHUA U rpbaHa Sonka’, | OTOK, HaMaleHa
eghexmu na Hepa3Nnoo- BTPHCAHE, NOHOCHMOCT
MACMOMO Ha Kenue', HapyIUEHHE HA | KbM
NpUAOANCEHUE MOBHILEHA MOXOAKAaTa', NeKapcTBOTO
Temmepatypa | *kaxna
Hzcnedsarnus YBeAHYEHO YpenuueHa [loBHiuEeH
TEeNeCHO TEMI0 | alaHWH aMHHO- | CEpyMEH
TpaHcdepasa’ X0NeCTepos,
yBe/JHYEHa abHOPMHH
acraprar CTOHMHOCTH Ha
aMHHO- nabopaTopHHUTE
TpaHchepasza’, | pesynrarw,
HaManeHo aGHOPMOCT Ha
TENECHO TEMO' | crnepmara,
MPOMEHEHA
TpOMOOUMTHA
bynkuma>
Hapanssanus HapansapaHe
OmpasAnus U
YCRONCHEHUSA,
BLIHUKHANU 8
pesyamam Ha
UHMEDBEHYUY
Xupypeuvecku u Cbno-
MEOQUYUHCKU paswHpABallla
uHmMepBeHyuu HHTEPBEHLIMA

"HPJ1, naentudHUHPaHHd B NOCTMAPKETHHTOBHA NEPHO
3 HPJI, npu KoiiTo YecToTaTa e onpeaeieda Ha 6azaTa Ha 04akBaHa ropHa rpaHHua ot 95% nosepureneH

MHTEPBaJI, M3MON3BARKM ,,IPABWIOTO Ha 3™,
*+ Toga chbuTHE € crOOIAaBaHO 32 knaca nexaperBa SSRI/SNRI (pxk. Touku 4.4 # 4.6).

Cumnmomu Ha omHemane, Habaoaeanu npu CRUPAHE Ha 1eYeHUemo CvC CepmpaluH
CnupaneTo Ha npUeMa Ha cepTpalHH (0CODEHHO, KOraTo € BHE3anHo) OOMKHOBEHO BOAY A0
CUMITTOMH Ha oTHeMaHe. Hal-uecTo ca cbodIuaBanu: 3aMasHOCT, CETUBHHA HAPYLUEHHA ( BKITKOUHMTETHO
MapecTe3ns ), HapYLIeHH Ha ChHA (BKIIOMMTEIHO OE3CHHHUE U HHTCH3HBHH ChHHULLA), Bb30yIa WIH
TPEBOXKHOCT, FaiCHE W/ WIH NOBpPbLUAHE, TpeMop ¥ rnasodonue. [1o npuHLUKMN TeE3H CHLOUTHA ca nekH
0 CPeAHO TEXKKHU W ca caMoorpan1yasaiuu ce. [Ipu Hakou mauuenT obaue Morar ga Obaat TexKH

W/ KW NpOaB/DKUTETHHU. CleqoBaTe/IHO, KOraTo JEHYEHHETO ChC CEPTPAIIHH BEYE HE € HAJIOKHUTE/HO, CE
Npenopb4YBa CNUPAHETO My Ja CTaBsa [UIABHO, YPE3 MOCTENEHHO HAMANABAaHE Ha A03aTa (BIK. TOYKH 4.2

u4.4).

Cmapuecka 6v3pacm
SSRI unu SNRI, BKIOMHTENHO cepTpanuH, ca OMNK aCOLMMPaHH ChC CYYAH HA KIMHMYHO 3HAYHMA

BHCOK PHMCK OT TOBA HEXeNaHo CbOuTHE (BiK. TOUKa 4.4).

[leouampuuna nonyrayuwi

MG




ITpu nosedve ot 600 negHaTpUUHHU NALKEHTH, NEKYBAHK ChC CEPTPATIHH, OOWHAT NpOodgKII Ha
HeKeNTaHH peakUMH KaTo uano € Oun noao0eH Ha HabntoaBaHus B NPOYUYBAHUATA NPH Bb3PACTHH.
CreqHUTE HEXENaHH peakuHH ¢a OWIH ChoOILEHH OT KOHTPOJIMpaHy npoyusadnua (n=281 nauueHTH,
JEKYBaHH CbC CEPTPAIUH):

Mhnozo vecmu (>1/10): T'naBobonue (22%), 6escvhue (21%), anapus (11%) u ranexe (15%).

Yecmu (=1/100 0o <1/10): I'pbana G0onka, MmaHus, NOBYLLIEHA TEMIEPATYPa, [OBPBHLUAHE, AHOPEKCHA,
adexTHBHa N1aOUNHOCT, arpecHd, Bb30yaa, HEPBHOCT, HAPYLIEHO BHHMAaHHE, 3aMasHOCT,
XHUNEPKUHE3UA, MUTPEHA, CHHAUBOCT, TPEMOP, 3PUTEHO HapyllIeHHe, CYXOTa B yCTaTa, AUCMENCus,
KOLIMAapH, YMOPa, MHKOHTHHEHLMA HA YPUHATA, OOPHB, akHe, enucTaKkcuc, pnaTyneHuus.

Hevyecmu (= 1I/1 000 0o <1/100): Y ppmxeH QT-uHTepsan Ha EKI (Bx. Touka 4.4, 4.5 u 5.1), onut 3a
caMOYOUHCTBO, KOHBYJICHH, EKCTPANMpPaMHAHO HAPYIUCHHE, NAPECTE3n, ACNPECHA, XaTIOLIMHALIMA,
Mypnypa, XMNepBeHTUNaLUA, AHEMUA, HapyLleHa YyepHoApoOHa PyHKUHSA, YBETHYEHA AaNaHHH
aMHHOTpaHcdepasa, UHCTHT, XEPriec CHMIUIEKE, Bb3NMal¢HHe Ha BbHLIHOTO yX0, 6onKa B yxoTo, 6onka
B OYMTE, MHAPHA3a, HEPA3NOJOKEHHE, XEMATYPUS, THOEH OOpHB, PHHHUT, HapaHABaHe, HAMA/IABaHE HA
TEJIECHOTO TErI0, MYCKYJIHO NnoTpensane, abHOPMHH CBHHLLIA, anaTud, anbyMHHYpPHA, NOJaKHYpHS,
NOAUYpPHA, IpbAHA 00JIKa, MEHCTPYATHO HAPYLUEHHE, aNoNeLMA, AePMATHT, KOXHO HApPYLIEHUE,
abHOpMHA MUPH3MA Ha KoXKaTa, YPTHKapHA, OpYKCH3bM, 3aUepBsBAHE HA JTHLETO.

C neuzgecmua vecmoma: CHYPE3NC

Edhexmu na xnraca

EnuaeMHOJOrMYHUTE NIPOYUBAHHA, IPOBEXKIAHH IM1aBHO NMPH NAUMEHTH Ha 50-roauuiHa BL3PacT M ro-
BBL3PACTHY, MOKA3Ba MOBUILEH PHCK OT PpakTYpH Ha KOCTHTE NPH NailleHTH, npreMainy SSRis u
TCAS. MexaHn3MbT, BOAEL 4O TO3H PUCK HE € H3BECTEH.

CrobiuasaHe Ha MOAO3UPAHH HEXKENAHH PeaKUHH

Cpo01aBaHeTO Ha NOAO3HPAHH HEXKENaHH PeaKUMH ciiell pa3pellaBaHe 3a ynotpeba Ha nekapCcTBeHHs
MPOAYKT € BakHO. ToBa no3BoAABa 13 NPOAL/KY HAOMIOAEHHETO HA ChOTHOLIEHHETO NOJ3a/PHCK 38
nexkapcTBeHHA npoaykT. OT MEOHLIMHCKWTE CMELHAJIMCTH ¢ U3HCKBA Aa CbhoOLIIaBaT BCAKA
IOA03UpAHA HEXEIaHa peakLus upes

H3anbaHuTEIHA areHLMs no eKapeTBaTa

ya. ,,JJaman ['pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417
yebcaiiT: www.bda.bg

4.9 IIpeaoszupane

Toxcuurnocm

CepTpanuH HMa TepaneBTHYHA rpaHyLa Ha 6€30NacHOCT, 3aBUCHMA OT NAaUHEHTCKATa NOIMyNalus
H/UAH PUOPYXaBALOTO NeveHHne.PaTalHU Cnyyau oT Npeao3npaHe ca ChodL@BaHU CAMOCTOATETHO
Wik nNpy KOMOHHALHUS HA CEPTPANIMH € APYIH JieKapCcTBa WKWK ankoxo. CneaoBaTenHo BCEKH CTyYai

Ha npeno3upaHe Tpadea na ObAe NeKyBaH arpeCHBHO.

Cumnmomu
CHUMAITOMHUTE Ha Npea0o3MpaHe BKIKOUYBAT CEPOTOHMH-MEAHHPAHH HEXKENAHH NEKAPCTBCHH PEaKLIMU
KaTO ChHJIUBOCT, FACTPO-MHTECTHHAIHK HApYLUEHHA (KaTO raZlcHe U NOBPLLUAHE), TAXUKAPANS,

TpeMOP, Bb30yaa v BueHe Ha cBAT. CHobwiaBa 3a kOMa, Makap W No-pAaaKo.

Cnea nNpeao3npaHe CbC CEPTPAIIMH ce CboONIaBa 3a yabkasaHe Ha QTc uHTEp
Nno Ta3u NPUYHHA BCAKO MOMIbLUAHE HA CBPBHXA03a CEPTPATIHH CE NPEnopbYBa M

i

(Bx. Touku 4.4,4.5n 5.1). !



Qesnaoneane

Jlunceat cneundHYHHM aHTHEOTH Ha cepTpanuH. [lpenopbuBa ce aa ce YCTAaHOBH H NOAABPXkKA
AUXAaTeieH MbT U [IPH HEOOXOAUMOCT Aa Ce OCHIYPH af€KBaTHA OKCUIEHALIMA U BEHTWIALMA.
AKTHBHUAT BBIJIEH, KOHTO MOXKE Ja ce KOMOMHHUpPA ¢ OUUCTHTENHO, MOXKE [a € €1HAKBO e()eKTHBEH
HJIM MO-e(DEeXTHBEH OT CTOMALLIHATA NMPOMHBKa K TPADBaA na ce UMa MpeaBH NPH JIEYEHHE Ha
npeaosupaHero. He ce npenopbusa npean3BHKBaHE Ha MOBpBLIAHE. 3aeaHO ¢ obluara
CHMNTOMAaTUYHA ¥ NOAAbPIKALLA TEPANHA C& NMPENOPHUBA OUIE H NPOCIEAABAHE HA CbPACUHHTE (Hanp.
EKI') v apyrv BuTanHy nokasaren. [lopaau ronemus obem Ha pasnpenesieHHE Ha CEPTPAIHH € MAJIKO
BEPOATHO MPHUAOKEHHETO Ha opcHpaHa Auype3a, JHalH3a, Xemonepdysus HiTH
eKCCaHTrBHHOTPaHC(Yy3Ha Aa uMat OnaronpuareH eQexT.

5§, ©OAPMAKOJOIHMYHHU CBOHCTBA

5.1 dapMaKoIHARAMHYHH CBOHCTBA

dapmakorepanesTuyHa rpyna: CenexTuBHu Muxuduropn na Obparnus 3axsat Ha CepoToHHHA
(SSRI), ATC xon: NO6ABO6.

MexaHU3bM Ha IEHCTBHE
CepTpanul € MOLLIEH U CeJIEKTHBEH HHXUOUTOp Ha ODpaTHKUA 3axBaT Ha cepoToHHHa (5-HT) B

HEBPOHMTE in vilro, B pe3yNTaT HA KOETo ce noreHuHpar egexrure Ha 5-HT npw xuBoTHH. To#t nma
He3HAYHUTEIICH eeKT BbpXy 0OpaTHMA 3aXBaT HA HOpadPECHaNHH H JONaMHH B HEBpOHHUTE. B
KITHHHYHM J03M CepTpaliuH OMoKHpa oOpaTHHA 3axXBaT Ha CEPOTOHUH B HOBelLKH TpomOoLmMTH. Toit He
NposABiABa CTHMY/IMPALLA, CENaTUBHA WM AHTUXONIUHEPrUYHa AKTUBHOCT WIK KAPAWOTOKCHYHOCT NpH
XHBOTHH. B KOHTpONHpaHH Npoy4YBaHKUsA NPH 3a4paBH NOOPOBOJILH CEPTPAIHH HE NMPHUNHABA CenaLys
H HE MPeaIU3BUKBa NPOMEHH B MCHXOMOTOPHHTE QYHKLHH. B CLOTBETCTBHE CHC CENEKTHBHOTO
nHXxubHupaue Ha oOpaTHHs 3axBar Ha S-HT cepTpaiiiH He NOBHLIABA KATEXOJAMHHEPrHYHATA
akTHBHOCT. CepTpanvH HE NpUTEKapa aPUHUTET KbM MYCKAPHHOBHTE (XOJUHEPrHYHH ),
CEpPOTOHMHEPTHUHHUTE, JONAMHHEPTHYHHTE, aAPEHEPTHYHHTE, XHCTAMHHEPrHYHUTE, BABA Hin
DeH300Ha3eNHHOBUTE peuenTopH. IIpoaABIMKHTENHOTO NPHAOKEHHE HA CEPTPAJTHH NPH XHBOTHH €
CBLP3aHO C HaMaNgBaHe HA OpoA Ha MO3BLYHMTE HOPAPEHAIIHHOBH PELENTOPH, KAKTO € HabnioaaBaHo
W NPH APYTH KIIMHHHHO €(DEKTHBHHU aHTHAECIIPECAHTH H aHTUOOCECHBHH JIEKApCTBA.

He e neMoHcTpHpaH noTeHuyan 3a 3oynorpeda cbe ceprpanud. B aABoHHO-CNANO, pAHIOMHU3NPAHO,
mauedo KOHTPOJIHPAHO NPOoYy4YBaHe, CPABHABALLO NOTEHLMANA 33 310y noTpeba che cepTpanuH,
annpazonam H d-amderamuH NpH Xopa, CEPTPAIHH HE € NpeJnu3BHKal NO3HTHBHH CyOEKTHBHH
eeKTH, MOKA3ATENHY 32 NOTEHLIHAN 34 310ynoTpeda. 3a pa3ziuka OT TOBa NALUEHTHTE Ca OLICHHIH
3HAYUMO MO-BHUCOKO ¥ annpasonam, u d-amdetaMHH B cCpaBHEHUE C MNauebo no nokasaTenH KaTo
XapecBaHe Ha JIEKapCTBOTO, eydopHa K NOTEHUHAN 3a 3noynorpeba. CeprpasuH He € npean3BUKal
HUTO CTUMYJIALUS H TPEBOKHOCT, CBbP3aHH C MPHUAOKEHHETO Ha d-aMpEeTaMUH, HATO CEAALHA U
NCHXOMOTOPHO HAPYILIEHHE, CBbP3aHH ¢ NPUTOKEHUETO Ha annpa3zoJiaM. [1punoxkeH npu pesyc-
MaiiMyHH, OOyUYEeHH Aa NpUeMaT CaMH KOKauH, CEPTPA/IMH HE € CTUMYJIMpan NPHEMAHETO Ha ONUara,
HHUTO IThK € MOT'bJT 1 3aMEeCTH KaTo AUCKPUMHHATHBEH CTHMYN d-amdeTtamuH win dpenobapduran.

KnuHnuyHa ehUKacHOCT U Oe30nacHoCT

Fonsamo denpecueno pazcmpoticmeo
[lpoBencHO € KIHHHYHO NPOYUYBAHE NPH ACNIPECHBHH aMOYyNaTOPHH NaUHEHTH, NMPH KOUTO € HACTBIIWA
edekT 40 Kpas Ha HauanHarta 8-ceAMHYHA OTKpHTA ¢a3a Ha JieueHHe cbe cepTpanuH 50-200 mg/nen.

Te3u naumeHTd (N=295) ca 6uam paHaoMU3HpaHu Aa NIPOAB/LKAT B ABOKHO-CJIANO I

MO-HUCKA YECTOTA HA PELMIHUBHTE MPH NaLHEHTHTE, TPUEMAaLLIH CEPTPaIHH, B
npuemalluTe mauebo. Cpenna'ra 71033 32 NALUEHTHTE, 3aBBLPLIKNN NPOY4BaH




ITocmmpaemamuuno cmpecoeo pazcmpoiucmeo (IITCP)

KomOunupanu gavuu ot Tpute npoyuBaHus 3a [TTCP cpes obluoTo HacesneHue ycTaHOBABAT MO-
HHCKa YeCTOTa Ha OTrOBOP NPH MBIKETE B CPABHEHHE C 2keHHTe. B ABeTe no3UTHUBHM NMPOyUBaHUS Cpel
oblara nonyiauus Ha CEPTPaIMH CNPAMO nauedo, 4eCTOTaTa Ha NOBAUSBAHE NPHU MBIKETE H XKCHUTE
e 6una cxoana (xenu: 57,2% cnpamo 34,5%; mbxe: 53,9% cnpamo 38,2%). bposar Ha MbkeTe H
*KeHHTe B 00eAMHEHUTE NpOoyyYBaHHUa cpea obLuara nonyaudd e 184 u cvoreeTHO 430, M chepoBarenHo
pe3y/JITATHTE TPH KEHHUTE Ca ¢ [0-roNIMa TEXKECT, d NMPH MBIKETE CE CBBP3BAT C APYTH U3XOAHM
XapakTepHUCTHKH (No-royigMa 3oynorpeba ¢ BeWweCTBOTO, NO-rofiiMa NpOaAb/HKHTENHOCT, H3TOUHUK
Ha TpaBMa M T.H.), KOUTO KOPEIUpPaT C HaManeHHs edexT.

Cwpoeyna erexmpoghuzuonozus

B cneuyanu3vpaHno 3aawnboueHo npoyusade Ha QTc, npoBeaeHO NpH paBHOBECHH KOHLUECHTPALHH H
MpU HAA TEPaneBTHYHH €eKCNO3ULKU NpH 3apaBy Aodpoeonuu (nekysaHu ¢ 400 mg/aeH — ABa MbTH
HajJ MakCMMANHaTa NpenopbUYMTEIHA AHEeBHA 103a), rOpHaTa rpaHHila Ha ABycTpaHHHA 90%
JOBEPHTEJICH HHTEPBAJ 3a BPEMETO, CHOTBETCTBALLO HA cpeaHa paznuka B QTck Mexay ceprpanun u
rnauedo no Metoaa Ha Hal-MankuTe kBaapats (11,666 MunucexkyHau), € no-roasma ot
npeABapUTEHO onpeaeneHua npar ot 10 MHIKCEKYHAH Ha BPEMEBHA MHTEpBan 4-¥ yac ciel nprueM
Ha J103aTa. AHAIM3BLT HA CHOTHOLLEHHMETO ,,KCTIO3ULUA-OTIOBOP " MTOKA3BA JIEKO MOJOXKHUTEIHA Bpb3Ka
mexcay QTcF 4 nnasmennte koHueHTpauuu Ha ceprpaiuH [0.036 munucexkynan/(ng/mL); p<0.0001].
B3 0cHOBa Ha MoJiefa “eKCMo3HLUHA-OTIOBOP™, MparbT 3a KIKHHWYHO 3HAYHMO yab/pkaBaHe Ha QTcF
(T.e. nporHo3upaHuaT 90% noeepuTesieH HHTEPBA Aa npesUwasa 10 MHAKMCEKYHAH) € noHe 2,6 MbTH
no-sUcOK oT cpeaHata Cmax (86 ng/ml) cnea npunoxeHHe Ha Haill-BHCOKAaTa NPENOPBLUUTENHA 1034
ceprpannk (200 mg/nen) (Bx. Touka 4.4, 4.5, 4.8 u 4.9).

Heouampuvunu nayuenmu ¢ OKP

be3zonacHocTTa H epUkacHOCTTa Ha cepTpanuH (50-200 mg/neH) ca uicnenpaHH NPH JeYeHUE Ha
ambynaropHo 6onHu aeua (6-12-roguiiHu) 1 wHotuM (13-17-roauinnu) 6e3 aenpecus, ¢ obcecuBHO
KoMy ncHBHO pascTpoiicTeo (OKP). Cnen enHoceAMHYHO eAMHHYHO-c1ANO rutane®o BbBEACHHE,
NaLUEHTHUTE Ca PAHAOMU3UPAHHK HA ABAHAKCETCEIMHYHO Ne4YeRue C I'bBKAB JO30B PEXKHUM ChC
ceprpaivk UM nnauebo. Jeuara (6—12-roguuiny) ca 3arnouHany ¢ MbPBOHAYANHA 034 OT 25 mg.
[MauneHTHTE, PAHIOMU3IHPAHHU HA CEPTPAIHH, Ca NOKA3aH 3HAYUMO NO-TONAMO Noa0dpeHHe oT
paHzomMu3upanuTe Ha riauedo no Children’s Yale-Brown Obsessive Compulsive Scale CY-BOCS
(p=0,005), NIMH global Obsessive Compulisive Scale (p=0,019) u CGI (Clinical global Impressions)
Improvement scales (p=0,002). OcBeH TOBa TEHREHLMA KbM NO-rONsAMO NOACOpsABaHE B rpynaTa Ha
CEepTPaIMH ¢NpAMO rpynara Ha ruiauebo e HabmopnaeaHa cbvio U no CGlI Severity scales (p=0,089).
[MaureHTHTE, NOBAMAHM OT JECYEHHETO H AeDPHHUPAHH KATO NALMEHTH ¢ NMOHWKeHHe oT 25% unu
noseue No CY-BOCS (OCHOBHHAT KPHUTEPHIA 3a €PHKACHOCT) OT H3XOAHOTO HUBO [0 KpaiHaTa TouKa,
ca Ounn 53% oT nauueHTUTE Ha cepTpaiul cnpamMo 37% ot nauueHTure Ha nnauebdo (p=0,03).

[Ipu Ta3u neauaTpHyHa NOMy/ALMA JIMICBAT KJIMHHYHH H3NUTBAHKUA 33 €PHKACHOCT.

[leanaTpuyHa nomynauus
Hsama naHHM 3a Aeua noj 6-roauitiHa Bb3pacr.

Hocmmapxemunzoeo npoyusane 3a b6ezonacnocm SPRITES
[IposeaeHo e 06cepBaLIMOHHO, MNOCTMAPKETHHIOBO NMpOoyUYBaHe Npy 941 nauuMeHTH Ha BB3pacT oT 6 Ao
16 roauHm, 3a aa ce OLEHH ABArocpoyHaTa 6e30nacHOCT Ha NEHEHHETO ChC CEPTPAIHH (Cbe U He3
MCHXOTEPanMs) B CPABHEHHE ¢ NCHXOTEPAIHATA 38 KOTHUTHBHO, EMOLIHOHANMHO, (PU3HUYECKO H
myOepTeTHO Ch3pABaHE 32 NepUoa 10 3 roauHu. Toea npoyusaHe € NpOBeaeHO B YC/IOBHA Ha
KIMHUYHA NPAKTHKA NMPH A€Lid K FOHOLIMW C MbPBHYHKW AHArHO3H Ha 0OCECUBHO-KOMITYICHBHQ
PasCTPONCTBO, ACNPECHA WIH JPYrH TPEBOXHH pa3CTPONMCTBA, IPH KOWTO €a OLE ; :?\‘x
nosHapatenHuTe QyHKUUH [oLeHeHH upe3 TecTa Trails B U HHaekca Ha MeTako P;E,& ;
Rating Inventory of Executive Function (BRIEF), nosenerueckara/eMoLoHaiHg
(oueneHa upe3 Behavioural Regulation Index Ha BRIEF) u ¢uzuueckoto/myoep) 7 C
(OLeHEHa YpE3 CTAHAAPTH3NPAH HHIEKC 32 BUCOYHHA/Terno/TenecHa Maca (BMEY 1 ckaras
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CeprpanyH e onoOpeH B neayaTpHyHaTa nomyJauMs CaMo 3a NaLueHTH Ha Bb3pacT 6 U noseue
roadHy ¢ OKP (Bx. Touka 4.1).

CTaHAaApTU3HPAHETO HA BCEKM NOKA3ATEN 3@ MbPBUYHHA PE3YNTAT Bb3 OCHOBA HA HOPMHTE 3a NOJ H
Bb3PacT NOKa3Ba, 4e OOLIMTE pe3y/ITaTH ca B ChOTBETCTBHE C HOPMAIHOTO pa3BHTHE. He ca
Ha0M01aBaHHU CTATUCTUYECKH 3HAMMMH Pa3IUKH M0 OTHOLUEHHE HA 1I0KA3aTeIUTE 32 MbPBHYHHSA
pe3yiaTarT, ¢ H3KIoueHHe Ha Ternoto. [1pu cpaBHHTENHU aHanKW3M ce HabnoaaBa CTaTHCTHYECKH
3HAYMMO OTKJIOHEHHE NO OTHOLUEHHE HAa CTAHJAPTH3HPAHOTO TEr10; BBIIPEKHU TOBA, BEJIMYKMHATA HA
npoMAHaTa B TernoTo e Manka [cpeaHa (SD) npoMsaHa B cTaHaapTH3vpaHuTe z-pesyatath <0,5 SD].
YCTaHOBEHA € 3aBUCHMOCT B OTHOLUEHUETO 03a-OTrOBOP NPH MOBHUWEHHETO HA TEINIOTO.

5.2 dapmMakoKHHEeTHIHH CBOHCTERA

Abcopbyua

[Ipn xopa chea nepopanHo eAHOKPATHO JHEBHO NpHAOkeHue Ha 50-200 mg B npoab/keHue Ha 14
AHH, MAKCHMAJTHH Na3MEHH KOHLIEHTPaLHH ce nocTurat Mexay 4,5-8,4 yaca cnea npueMa. XpaHara
He MPOMEHA 3HaAYUMO DHOHATMYHOCTTa Ha TabJIeTKUTE CepTpaluH.

Paznpeoenenue
[MpubanzutenHo 98% OT UMPKYIMPALIUOTO B CHCTEMHOTO KpbBOOOpalLiEHHE NEKAPCTBO € CBBP3aHO C

MIasMeHHUTE IPOTCHHHA.

buompancopmayun
CepTpa/ivH NpeTbpNsBa 3HaUMTEIEH MeTaboAU3BM TIPH NMBPBOTO CH NPEMHHABAHE NpeE3 YEPHUA Apod.

Ha 6a3aTta Ha KNMHHYHH ¥ in-vitro JaHHH, MOXKE [a Ce 3aKJTIOUM, Y€ CEpTpaiHH ce MeTabonu3upa no
HAKOJKO HauuHa, BmouHTenHo CYP3A4, CYP2C19 (Brx Touka 4.5) n CYP2B6. Ceprpanun
HErOBHAT rNaBeH MeTaboNNUT ZECMETHCEPTPAIMH Cca CbIlO Taka cyDcTpaTH Ha P-raokonpoTeuH in-
vitro.

Earumunupane

CpeaHHAT NONYKHBOT HA CEpTpaiuH € nNpuban3nuTenHo 26 yaca (B nHana3ona 22-36 vaca). B
CHOTBETCTBHE C TEPMUHATTHUSA €NUMHHALWOHEH NOJIY>KMBOT, 3a [a C€ JOCTHIHAT PABHOBECHH
KOHLIEHTPALHH, € HeoOX0auMO NPUOIUBHTENHO ABYKPATHO KYMY/IHPaHE, KOETO € HANHLIE €1Ha
ceaAMHLA CJIe] HAYANIOTO NPH €IHOKPATHO AHEBHO NPHUIOKEHHE Ha NeKapcTBOTO. [InazmMenusr
NoMyXHeoT Ha N-aecMmetuiceprpanuH € Mexay 62 u 104 4. Ceprpanud n N-aecMeTHICEPTPaNiHH c€
MeTaboNM3HpaT BB BUCOKA CTEIEH NPy XOpa, KATO NONYUYEHUTE METAOOIUTH C& EKCKPETHPAT B
€HaKBa cTeneH B ypuHara u deueca. Manko konuuectso (< 0,2%) HenpoMeHeH cepTpalivH ce

€KCKpETHpa B YpHHara.

Juneiinocm/nerunetinocm
B unTepBana or 50 no 200 mg cepTpanut npossABa NpoONOPUHOHAIHA HA 003aTa PAPMAKOKHHETHKA,

DaApMaAKOKUHeMmuKa npu cneyuuuHy 2pynu nayueHmu

ITeouampuuna nonynayus ¢ OKP

MdapmakoknHeTHKATa Ha CepTpaiHH € OMna npoy4eHa npu 29 neayaTpHyHy NaLUMEHTH Ha Bb3pacT 6-
12 roguHHU U 32 nauMeHTH HOLUW HA BB3pacT 13-17 roauuu. [laukernTure ca OHIKM THTPpHpaHU
NOCTENEHHO A0 AHEBHA 103a oT 200 mg B paMkuTe Ha 32 AHU UM ¢ 25 mg HayanHa 103a U CTBNKH Ha
yBeMYeHue, Wik ¢ 50 mg HavanHa 103a WM ysenHueHHus. Pexxnmure o1 25 mg 4 50 mg ca 6unu ¢




Onowu u ruya 6 cmapuecka gv3pacm
(dapMaKOKHHETHUHUAT NPOodKI NPy IOHOLIYM H JIHLA B CTApYECKa BBL3PacT HE CE pa3ivyaBa 3HaUKWMO

OT TO3HU NPH BL3pacTHH MeXAY 18 1 65 roauHm.

Yeproopobro yepedcoane
[Ipy nauneHTH ¢ HepHOAPOOHO YBpEKAAHE MOTYKHBOTBT Ha CEPTPaNuH € yabnken 1 AUC e
YBEJIM4EHA TPH TbTH (BXK. TOYKH 4.2 U 4.4).

bvbpeuno yspexcoane
Hsama 3HauuMo akyMyJiHpaHe Ha CEPTpaJIMH NPH NAaLHEHTH ¢ YMEPEHO A0 TeXKO OBOpeuHo

yBpexaaHe.

Dapmaxozenomuxa

[TnazmMenuTe HUBA Ha cepTpanuH ca npubausurento 50% no-sUcokH nNpu cnabu Meradbonu3aTopy Ha
CYP2C19 cnpamo eKCTeH3uBHH MeTabonun3aTopd. KNIHHHYHOTO 3HAYECHHWE HE € ACHO U NALMEHTHTE
TpabBa Aa 6bIAT TUTPUPAHH CHPAMO KIHHHUHHAT OTTOBOP.

5.3 IlpeaknnHHYHA ZaHHH 3a Oe30MACHOCT

IpeAKNMHUYHUTE IaHHK HE NOKAa3BaT 0COOEH pHCK 3a Xopara Ha 06a3a Ha KOHBEHLIMOHAIIHHTE
(bapMakoNOrHYHHM NPOYyYBaHHA 33 0e30MaCHOCT, TOKCHYHOCT NpPH MHOTOKPATHO MpHJIaraHe,
FeHOTOKCHYHOCT H KapuuHHoreHeH notesuuan. Ilpoyuranusa BupXy penpoayKTHBHATE TOKCHYHOCT NpU
’KUBOTHH HE Ca NOKa3a/li TePaTOrEHHOCT WK HEXENaHN ePEeKTH BbPXY MBKKUA PepTUIMTET.
HabnionaBaHaTa peTOTOKCHYHOCT € BEPOATHO CBbp3aHa ¢ MaHYMHA TOKCHYHOCT. HeoHatanHaTa
NPeXXHUBACMOCT K TEIECHOTO TEro0 NpH KydeHua ca Ouiny HaManeHu CaMo Npe3 IMLPBHTE JHHU CAeA
paxxaaHeTo. He e Hamepero noka3aTencTso, Ue paHHaTa MOCTHATAIHA CMbPTHOCT C€ AB/DKH HA
eKCTNO3HLMA 110 BpeMe Ha OpeMeHHocCT cnen 15-a aeH ot OpemenHocTTa. 326aBAHETO B NOCTHATATIHOTO
Pa3BHTHE NPH KYUYEHLATA HA JIEKYBAHH MAIKH BEPOATHO CE ABJDKH Ha €(EKTH BbPXY MaiKHTE H
CNeIOBATEHO HE Ce OTHACA 3a pUCKa MPU XOpa.

HzacnenBaHuATA ¢ )KMBOTHH, BKJIKOUBALIH MPH3a4H M APYTH BHIOBE, HE Ca MOKa3anH ePpeKTH BbpXY
(epTHIIHTETA.

FOsenunnu npoyusanus npu ¥ CueOmMHuU

[OBenunHO NpoyYBaHe 3a TOKCUYHOCT NPH MJIHXOBE € NPOBEACHO CBC CEPTPAIIMH, IpHilaraH
nepopaiHoO, NPH MBXKKH H JKEHCKH IJTbXO0BE OT 21-BY N0 56-TH AeH cnel paxaaHeTo (B o3 ot 10,40
i 80 mg/kg/nen) ¢ neproa Ha Bb3cTaHOBABaHE Oe3 npueM Ha nekapcToTo 196 cnen paxnauero.
3abaBsaHe B ceKCyalHaTa 3PAAOCT € HACTLINWAO MPH MBXXKHTE H XKECHCKHUTE MILXOBE NPH pa3InuHH
HHBa Ha Jo3upaHe (Mbxkure npu 80 mg/kg, a xxeHckuTe npu >10 mg/kg), HO BLNPEKH Ta3U HAXOKA
HE ¢ YCTAHOBEHHU CBBP3aHH CbC CEPTPAIMH €PEKTU BLPXY HUTO €/1Ha OT OLIEHABAHHUTE MBKKH U
XKEHCKU PENPOAYKTHBHU KpailHH TOUKM. B nombnHeHue, or 21-84 4o 56-TH geH ciiell paXaaHEeTo ca
HaOMlo1aBaHH AEXMAPATALIMA, XPOMOPHHOPES H MOHWXKEHO CPEAHO HafAaBaHe Ha Terno. Becuuku Tesun
eEeKTH, NPHIHCAHU HA NPWIAraHeTo Ha CepPTPaIHH, ca Ounu obpaTuMH NO BpeMeE HA NEPHOAA HA
Bb3CTAHOBABaHE 0e3 NMpUeM Ha JIeKapcTBO B NpOoy4BaHETO. KIMHMYHOTO 3HaueHUEe Ha Te3H edekTh,
Ha0MOAaBaHH NPY MTBX0BE, HA KOMTO € NpUJIaral CEpTpajivi, He € YCTAHOBEHO.

6. GAPMAIIEBTHYHHU JAHHH

6.1 Cnucrk Ha DIOMOIIHHTE BEIIECTBA

apo Ha Tabnerkara:

Kanuwes xuaporengocdar auxuapar
MukpokpHcTallHa Uey03a

HaTtpues HULOECTEH rAMKonaT (Tun A)




XHApOKCUNPONKWILIENYN03a
Tank
Marue3ues creapar

DUIMOBO NMOKPHUTHE:
Xunpomenosa

Turanos auokcua (E171)
Tanx

[Mponunenrnukon

6.2 HecbBMeCcTHMOCTH

Henpunoxxumo

6.3 Cpok Ha roaHocr

2 rOOVHH

6.4 ChneunajaHH YCJIOBHS HA ChbXpPAHEHHE

To3u nekapcrBeH MPOAYKT HE H3UCKBA CMEUHATHH YCIIOBHSA HA ChXPAHCHHE.

6.5 BHa H cLALPpKAHHAE HA ONAKOBKATA

bauctepHa onakoeka (PVC-gonno, Al-gponno): 28 punmupanu tabnerku ot 50 mg, B KapTOHEHA

KYTHSA.
BancrepHa onakoBka (PVC-gonno, Al-ponno): 28 ¢punmupanu tabnerku ot 100 mg, B kapToHEHa

KYTHA.

6.6 ChnennalnH Npeana3HH MEPKH NPH H3XBLPJIAHE

Hama cneuuaiHn U3HCKBAHUA.

7. IIPHTEXATEJI HA PA3PEIIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PAPELHIEHMETO 3A YIIOTPEBA

Per.Ne 20050296 — Acentpa 50 mg

Per.Ne 20050297 - Acedtpa 100 mg

9. JATA HA ITbPBO PASPEINABAHE/MOIAHOBABAHE HA PAZPEINIEHUETO 3A
YIIOTPEBA

Hara Ha nbpBoO pazpewasane: 16.05.2009
JlaTa Ha nocneano noaHoBaeaHe: 23.08.2010

10. JATA HA AKTYAJINZUPAHE HA TEKCTA

20 Mapt 2025




[Toapo6Ha nHopMaLMa 3a TO3H JIEKAPCTBEH NMPOAYKT € NpeJocTaBeHa Ha yeOcaiita Ha M3nbaHuTenHa
Arenuus no Jlekapcreara (MAJI) http://www.bda.bg.




