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1. MUME HA JIEKAPCTBEHMUS ITPOAYKT
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AcenTpa 50 mg punmMupanu TabieTKH b
Acentpa 100 mg punmupanu TabaeTku s ;
\Bamamp. 63 A3 6 - } 15-04- 2004

Asentra 50 mg film-coated tablets | Ogosperue e ... y
Asentra 100 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Bcesika punmupana tabnetka chabpxka S0 mg ceprpanuH (sertraline) kato 55,95 mg ceprpajinHoB
xuapoxJyopua uin 100 mg ceprpanut (sertraline) kato 111,90 mg ceprpaiMHOB XHMAPOXJIOPHA.

3a MbJIHUA CMHUCHK HA MOMOLLHHUTE BELIECTBA, BHXKTE TOYKa 6.1.

J. JIEKAPCTBEHA ®OPMA
OunmupaHa tabJieTka
Tabnerkure ca 6enu, KpbIiiM, C AeJIMTE/IHA YEPTA OT €1HATa CTpaHa.

TabnerkaTa moxke na Obae pazaeneHa Ha B€ PaBHHU J103H.

4. KJIMHHYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHHA
CepTpa/iuH € nokKa3aH 3a JICYeHHE Ha:

["'onemu nenpecuBHU enu3oau. [IpodunakTuka Ha peUMaUB HA rOJIEMH AENPECHBHHU €MU30/IM.
[TaHHuyecko pa3cTpoOMCTBO ¢ UM Oe3 arapodobdus.

O6¢cecuBHO-KOMITYJICHBHO pa3cTpoiicTBo (OKP) npu BB3pacTHH M €ua U FOHOLIM Ha Bb3pacT 6-
| 7 ronquHM.

CouHanHO TPEBOXKHO Pa3CTPOMCTBO.

[TocTrpaBmaTrnyHo ctpecoBo pasctpoicTso (IITCP).

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

[Ivpsonauanno nrevenue

Lenpecus u OKP
JleueHHeTo cbC cepTpaivH TpsaOBa aAa ce 3ano4ysa ¢ HayajlHa no3a ot 50 mg/aeH.

[lanuuecko pazcmpoiucmeo, IITCP u coyuanno mpesoxcHo pazcmpoucmeo
TepanusTa TpsbBa na 3anoyxe ¢ 25 mg/nex. Cnen eaHa ceamuua no3ara TpabBa 1a ce nos

XapaKTepHUTE 332 HA4YAJIHKA NMEPUO HA JIeYEHHE Ha MAHUYECKO Pa3CTPOMCTBO HEXeE
peaKLHH.

Tumpupane

Henpecus, OKP, nanuuecko pazcmpoucmeo, CoOyuario mpegodCHO pascmpoucmeo u



[lauueHTH, KOMTO HE ce noBausABaT OT A03a 50 mg, Morar a ce rnoBJIMAAT OT MO-BUCOKH J103H.
[IpomeHu B no3ara TpaOBa aa ce npaBAT Ha CTHIKHU OT S0 mg npe3 MHTEPBAJIK OT MOHE eHA CeAMHLA,
kato MakcumasiHara ao3a € 200 mg/nen. [lpomenu B no3ara He TpsaOBa Ja ce npasAT Mo-4€CTo OT
BEJIHBXK CeIMMUYHO, KAaTO C€ UMa MpeBHJ1, Y€ BPEMETO Ha MOJIyEJTUMMHUHHPAHE Ha CepTpasiMH € 24 4aca.

Hayano Ha TepaneBTHYeH eeKT MOXKe ce HabJoaaBa B paMKUTE Ha 7 IHM. 3a NMOCTUraHe Ha NbJjieH
TepaneBTHYEH edekT, 00aye, OOMKHOBEHO € HE0OXO0AUM MO-AbAbI neproa, ocodeHo npu OKP.

[Tooovporcawga mepanus

[Ipy ABArOCPOUYHO MNOAABLPKALLO JIEYEHHE CE NpUlara MMHMMaJiHaTa epeKTHBHA 103a, KaTo
nocjeaHara ce ajantupa cboOpa3HO TepaneBTUHYHUSA OTFOBOP.

Henpecus

[TIpoab/KUTENHOTO JIEUEHHE MOXKE ChLIO Aa ObAe NoAXOAALLO 3a NpodUIaKTHKA Ha peLIMIMB Ha
ronemu aenpecusHu enusonm (I'J1E). B noseuero cnyyan npenopbyuBaHaTa 103a 3a NpoduiakTUKA Ha
PELMIMB HA IroJIEMH AENPECHBHH €MU30/1M € ChLaTa KaTO W3M0oJ3BaHaTa no BpeMe Ha HacTOsALL
enu30/. [TauueHTH ¢ nenpecus TpsadBa aa ce JIEKyBaT B NPOAB/IKEHHE HA I0CTATbYHO ABJIbI NMEPHO]
OT BpeMe OT noHe 6 Mecela, 3a 1a € CUI'YpHO, Y€ CUMIITOMUTE Ca W3YEe3HaJIH,

Ilanuuecxo pazcmpoiicmeo u OKP
HenpekbcHaToTO N1eueHue npu naHuuyecko pascrtporctso u OKP Tpsabea aa ce oueHsBa nepuoauyHo,
TbH KaTo MpoHIaKTHKA Ha PELIUAMBHUTE HE € 0Ka3aHa MpH TE€3H pa3CTPONCTRA.

ITayuenmu ¢ cmapuecka év3pacm
Jlo3zaTta TpsaOBa na 6bae onpeaesisHa BHUMATEHO, Thid KaTo JiMLaTa B CTapyecka Bb3pacT Morar aa
ObAaT U3I0XKEHH Ha MO-TOJIAM PUCK OT XMIOHATpUEMHS (BXK. Touka 4.4).

Ilayuenmu ¢ yepnoopobHo yepesxcoare

Ynorpebara Ha cepTpajiiH NpHU NALMEHTH ¢ YepHOAPOOHO 3a0onsBaHe TpAOBa 1a cTaBa MHOIO
BHUMaTenHo. Jlo3ara TpabBa aa € No-HUCKa WM MHTEPBATLT MEXAY NPHEMMTE — MO-AbIbI B CiIy4aid
Ha HapylUueHa yepHoaApoOHa pyHKUMA (BXK. Touka 4.4.). CepTpaiuH He TpsAOBa J1a ce U3MoJ3Ba B
C/ly4ad Ha TE€XKO YepHOAPOOHO yBpeXaaHe NnopaaH JMrcara Ha KJIMHWYHHU JaHHU (BXK. Touka 4.4).

Ilayuenmu ¢ 6vbpeuno yepexcoane
He € HeoOX0aAMMO KOpUIrHpaHe Ha J03aTa MNpHy NalMUeHTH ¢ 0bOpeyHa HeAOCTaThbYHOCT (BXK. To4YKa 4.4).

lleouampuyna nonyaayus

Leya u onowu ¢ 06cecusHoO-KOMRYACUBHO PA3CMPOUCMBO
Bw3pact 13 — 17 roaHu: nbpBoHavaiHO 50 mg BeAHBXK AHEBHO.
Bb3pact 6 — 12 ronHM: nbpBOHAYaAIHO 25 mg BeaHBX AHEeBHO. Cnen eqHa ceaMMLa 103aTa MOXe J1a

ce noBuiuH ao 50 mg BCAHBLXX JHEBHO.

[locneaBawure 1034 MOrar aa ce yBe/M4yaT B Cilyyail Ha HE0CTaTb4YHO MOBJIUABAHE NOCTENEHHO C M0
50 mg 3a nepuoa OT HAKOJIKO CEAMMLIH, aKO € HeoOxoaumo. MakcuManHara no3a € 200 mg aqHeBHo.
CobuieBpeMeHHO TpsaOBa Aa ce MMa NpeaBua NO-HUCKOTO TEJIECHO TErJIO MpPH AeLaTa B CpaBHEHHE C
Bb3paCTHUTE MpH NOBULLABaHE Ha ao3aTta Haa S0 mg. He TpaOBa aa ce npaBAT NpoOMEHU Ha n03aTa Ha
HWHTEPBAJIM, MO-MAJIKH OT €/1Ha CEeAMMLIA.

He e ycraHoBeHa epUKaCHOCTTA NPH roasiMo AENPECHBHO Pa3CTPOMCTBO B JE€TCKA Bb3pa
Hsama HaJlM4yHM JaHHM 3a Aeua Ha Bb3pacT rnoja 6 roauHu (BxK. Cbilo Touka 4.4).

HayuH Ha NpUIOKEHHE:
CeprpanuH TpaOBa aa ce rnpuara BeAHbX AHEBHO, CYTPHH WJIHU Beuep.




TaOneTkara ceprpajiMH MOXe Aa ce npueMa ¢ M 0e3 xpaHa.

Cumnmomu Ha omuemane, Had.II0A8aAHU NPU NPEKLCBAHEMO HA CEPMPAIUH

BHe3anHOTO criupaHe Ha nevyeHUeTo TpAOBa aa ce u3dsarea. [Ipu cnupaHe Ha 1e4EHHETO CbC
CEepTpaJIMH 03aTa TpAOBA MOCTENEHHO Ja C€ HaMaJly 3a MEepPHO/ OT NOHE e1Ha 40 ABE CEIAMHLHM, 3a Aa
ce HaAaMaJlu PUCKBT OT peakLMM Ha OTHEMaHe (BX. TOYKHU 4.4 u 4.8). AKo cjieq HaMalieHWe Ha 103aTa
WJIK CTIMpaHE Ha JICYEHUETO Bb3HUKHAT CUMIITOMH, KOMTO NMAaLMEHTbT HE MOXE /1a TOJIepUpa, MOXe a
ce 0OMMCIIH Bb3CTAHOBABaHE HA NMpeaxoHaTa npeanucaHa no3a. Cnea ToBa nekapar Moxe 1a
NPOABHKA HAMAJIABAHETO HA 103aTa, HO MOCTENEHHO.

4.3 IlporuBomokazanus

CBpbXYYBCTBUTEIHOCT KbM aKTHBHOTO BELUECTBO MJIM KbM HAKOE OT MOMOLLHUTE BELIECTBA,
H30poeHH B TOo4YKa 6.1.

EaHOBpEMEHHOTO NPUIIOKEHUE MPH MALMEHTH, NPpUEMALLIM MOHOAMHHOOKCHAA3HH HHXUOUTOPH
(MAO-uHXHOHUTOPH), € NPOTHBOMNOKA3aHO NOPaJAX PUCKa OT CEPOTOHHHOB CHHAPOM CbC CHMITOMH
KaTo Bb30yaa, TpemMop W xuneprepmus. JleueHue cbe ceprpaivH He TpAOBa Aa ce 3ano4sa noxe 14
IHHU cief NpeKkpaTsaBaHe Ha nevyeHUue ¢ HeoopatiM MAQO-uHXxubuTOp. JleueHHeTo CbC CepTpaIvH
TpAOBA Ja ce NpeKpaTy NOoHe 7 AHU Npeau 3anoysaHe Ha JevyeHue ¢ Heoopatum MAO-HHXHOUTOP
(B2K. TOuka 4.5).

EnHoBpemeHHarta ynotpeba ¢ nMMO3uA € NpoTUBONOKa3aHa (BxkK. Touka 4.5).
4.4 Coenua/iHH npeaynpexaeHHs H NpeanasHy MEepKH NpH ynorpeda

Cepomonunog cunopom (CC) unu nespoienmuyen 3noxavecmeen cunopom (H3C)

Pa3BUTHETO HA MOTEHLMAJIHO XKUBOTO-3aCTpallaBallli CHHAPOMH KaTO CepOTOHHHOB cHHApoM (CC)
WJIM HEBpoJienTHYEH 3/10KayecTBeH cUHApOoM (H3C), e noknaasaHo npu SSRI, BKIIOYUTENHO lIeYeHUE
cbC cepTpaivuH. PucksT oT CC Maim H3C cbe SSRI ce nosuiasa npu eaHOBpeMEHHaTa ynorpeda Ha
APYrd CEpOTOHUHEPrUYHH JIEKApCTBA (BKJIIOYMTEIHO APYrd CEPOTOHUHEPrHYHHU aHTHAEIIPECAHTH,
am(deTaMHHH, TPUITTAHH), C JIEKAPCTBA, KOUTO yBpeXAaT MeTaboiu3Ma Ha CEPOTOHHHA (BKJTFOYUTETHO
MAOQI, HannpuMep METHJIEHOBO CUHbO), AHTHIICUXOTUYHHU, APYTHd N1ONAMUHOBH aHTArOHUCTHU M C
HAPKOTHYHH JieKapcTBa (BKIOUUTENHO OynpeHopduH). [launenture TpsadBa na 6baar HabaoaaBaHU
3a paHHU npu3Hauu U cuHapoMu Ha CC wnu H3C cunapomu (Bx. Touka 4.3).

IIpemunaseane om cerexmugHu uHXuOUmMOpu Ha oopamuus 3axeam na cepomonuna (SSRI),
axnmuoenpecanmu Wiy aHmuobcecusHu 1eKapcmea

KOHTpOJUpaHHUAT ONUT OTHOCHO ONTUMAIHOTO BpeMe 3a npemuHaBaHe oT SSRI, aHTuaenpecaHTu wiu
aHTHOOCECHUBHH JIEKAPCTBA KbM CEPTPa/IMH € orpaHuyeH. [IpomsHara Ha TepanusaTa TpsaOBa na craBa
0cOOEHO BHUMATEJIHO M Clie[] CTpora fnpeueHka, o0CoOeHO KOraTo KbM CEpTpaJIMH ce NpeMHHABA Cle/l
NPUIOKEHHE Ha JIEKApCTBa ¢ NPOAb/KHUTETHO NEHCTBHE KAaTO (PJIyOKCETHH.

Lpyeu cepomonunepeuunu rexapcmea, kamo mpunmodan, pengpnypamun u 5-HT azonucmu
EQHOBPEMEHHOTO MPUJIOKEHHUE HA CEPTPAIMH C APYIH JIEKAPCTBA, KOUTO 3aCH/IBAT €PEKTUTE Ha
CEPOTOHUHEPrU4yHaATa HEBPOTPAHCMHUCHSA, KaTo aM¢peTaMUHU, TpuntodaH, peHdaypamun, S-HT
arOHUCTH WJIKM PaCTUTEJIHUSA JIEKAPCTBEH MPOAYKT XKbJIT KAHTApHOH (hypericum perforatum), Tpabsa
Ja CTaBa BHUMATEJIHO U B CJTYYaUTE, B KOUTO € Bb3MOXHO, Ja ce u3bsArea nopaaud Bb3aMOXHOCT OT
Bb3HUKBaHE Ha (papMaKOAHHAMHUYHH B3aUMOAECHCTBHUSL.

Yovnocasane na QTc-unmepeana/Torsade de Pointes (TdP)
[Ipu ynorpeba Ha cepTpa/iuH MO BpeEME Ha NMOCT-MAPKETUHIOBUSA NEPUOA UMA CHOOLLICH
Ha yabikaBaHe Ha QTc-unrepsana u TdP. [1o ronsma yact or noknaaBaHuTe cinyya / ,_
[MPU MALMEHTH C APYrU pUCKOBH (akTopH 3a yabmxaaHe Ha QTc-unrepsana/ TdP. Hdie
OTHOLUEHHWE Ha yab/kaBaHe Ha QTc-uHTepBasia € NOTBBLPAEH B 3aAbJI0O0UYEHO NPOYU R
3paBy JOOPOBOJILIM, KATO € OTYETEHA CTATUCTHUYECKA 3HAYMMa MOJIOKHUTE/THA BPb3Ka



eKcrno3uuusaTa ¥ orrosopa. [1o Tazu npuuuHa, ceprpanuH TpsadBa aa ce npujiara ¢ BHUMaHWe NpH
MaUMHETH C JOIMbJIHUTEIHKM PUCKOBH (hakTOpH 3a yabkaBaHe Ha QTc, kaTo cbpaeyHo 3abo0JiaBaHe,
XHIMOKATMEMHSA WIIM XUITIOMarHe3sneMus, paMuiHa aHaMHe3a 3a yabnkaBaHe Ha QTc, Opaaukapaus u
€JHOBpEMEHHA ynoTpeda Ha sekapcTBa, KOUTO yabpkaBaT QTc-unrepsana (Bx. Touku 4.5 v 5.1).

Axmueupane Ha XunoManus Ui MaHus

CuUMNTOMH Ha MaHUA/XMITOMaHUA ca CbOOLUEHH NMPU MaJTbK OpOi NaUKHEeHTH MO BpEME Ha Tepanus C
HaJIMYHH Ha na3apa aHTHAENpPecaHTH H aHTHOOCECHBHH JIEKapCTBa, BKJIIOYHUTETHO CepTpaiuH. ETo
3alll0 CEPTPaJIMH TPAOBa a Ce U3M0JI3Ba BHUMATEIHO MPH NaLMEHTH C aHAMHE3a 3a
MaHHA/XUNOMaHHUA. 3a1b/IKMTEIHO € CTPUKTHO HaOJIIOAEHHE OT CTpaHa Ha Jiekaps. JleueHHeTo cbe
cepTpaiuH TpAOBa Ja ce NpeKpaTH, ako NMaLuMeHTbT NPEMUHE B MaHUaKaHa ¢a3sa.

[uzoghpenus
[ICUXOTHYHHUTE CUMNITOMH MOTraT [a C€ YTEXKHAT NPH NaLKUEeHTH C K30 PpEeHHS.

Ilpunaovyu

[Ipu neyeHune cbC cepTpaiMH MOraT Ja Bb3HUKHAT MPHUNaAbLH: NMPUIOKEHHETO MYy TpsAOBa /1a ce
U30sArBa NMpy MaUMeHTH ¢ HecTabMIHA eNUerncUs, a NaluMeHTH C KOHTPOJUpaHa enuencus Tpadsa na
ObAaT Noa BHUMaATENHO HabaroaeHue. [1pu BCekH nauMeHT ¢ HOBOBB3HHKHAIM NPHUIAAbLM TepanuaTa
TpsAOBa na Ob/1e NpeKbCHaTa.

Camoybuucmeo/CyuyuoHu MUCIw/CyuyyuoOHu onumu wiu KiuHu4Ho 610uasane

Jlenpecusita € CBbp3aHa C NOBULIEH PUCK OT CYULIHIHA MHUCJIH, CAMOHapaHiIBaHe H caMOyOHIHCTBO
(cyMuuaHu cbOuTHs). TO3M pUCK NEepcUCTUpaA 10 HACTBIIBAHETO HA 3HAYMMa peMUCHs. TbH KaTo MOXe
J1a He HaCTbIH NOAOOPEHHE NMPe3 MbPBUTE HAKOJIKO MJIH MOBEYE CEAMHLIH OT J€YEHHETO, NALIMEHTUTE
TpAOBa na ObAAT CTPUKTHO HAOJIKOAaBaHHM 0 HACTBHIBAHETO HA TOBA noaodOpeHne. KNIMHUYHHUAT ONMUT
KaTO LAJIO NMOKa3Ba, 4€ PUCKBT OT CaMOYOMHCTBO MOXKE 1a HapacHE B paHHHUTE CTaJHUH Ha
Bb3CTAHOBABAHE.

Jpyru ncuxuyHH 3a0011BaHUs, 32 KOUTO C€ NPEeANKCBa CEPTPAIMH, ChIIIO MOraT 1a ObaaT CBBP3aHHM C
MOBULLIEH PUCK OT CYHUMAHHU CHOUTHA. OCBEH TOBA T€3H CbCTOAHUA MOTaT Jia CbIbTCTBAT IOISAIMO
NENPECUBHO pa3cTpoircTBO. CrieaoBaTe/NIHO NMPEeANa3HUTE MEPKH MPH JIEYEHUETO HA rOJIAMO
JENPECHBHO pa3CTPOMCTBO TpAOBa Aa ObAAaT Cna3BaHU CHLIO U MPH JIEYEHUETO HA APYTH NMCHUXHYHH
HapyLUEHMS.

3a mMauMEeHTUTE C aHaMHe3a 3a CYULIMAHHW CbOUTHS WM 3a Te€3M, NOKa3Ballld B 3HAYMMa CTeneH
CYHLIMIHH HAMEPEHHA MpPEAH HAYaI0TO Ha JIEYEHHETO € U3BECTHO, Y€ Ca H3JIOXKEHH Ha NMO-BUCOK PUCK
OT CyHMLIMAHHA MHCJIM HJIH ONMUTH 3a CaMOYOMHCTBO M TpAOBa na ObaaT BHUMATENHO NpOC/eaiBaHH MO
BpeMe Ha jedeHHeTo. MeTtaaHanu3 Ha naauebo KOHTPOJIUPAHH KIIMHUYHH MPOYYBaHUA C
AHTHIENPECAHTH NPH Bb3PaCTHH MALMEHTH C NMCUXHUYHHU HAPYLUEHHS € NOoKa3asl MOBHILIEH PUCK OT
CYHLMAHO NMOBEAEHHUE NPH MALMEHTH HA Bb3PACT NMOJ 25 roIMHH, JIEKyBaHH C aHTUAENPECAHTH, B
CpaBHEHHE C JIEKyBaHHTE C ruiauebo.

JlekapcTBeHaTa Tepanus TpaOBa Aa ce ChbMPOBOXKAA OT CTPUKTHO HA0MOIEHHE HA MALMEHTHTE U B
YAaCTHOCT Ha TE€3H, U3JIOXKEHH Ha BUCOK PUCK, OCOOEHO B HA4AJIOTO Ha JIEYEHHETO U MNMPH TMOC/1e1BallH
NpoMeHHW Ha ao3ara. [lauMeHTuTe (M MLATa, KOUTO C€ rpHXKaT 3a TAX) TpAOBa na 6baar
npeaynpeaeHH 3a Hy)K/JarTa Ja C/IeAT 3a BCAKO KJIMHUYHO BJIOLIABaHE, CYHLIMIHO MOBEJEHHE HITH
MUCJIM U HEOOMYaHU MPOMEHHU B MOBEAEHHUETO U He3a0aBHO [a NOTHPCAT MEAHLIMHCKH ChBET, aKO
T€3H CUMITTOMHU C€ MOABAT.

[leouampuuna nonyaayus
CepTpasiuH He TpsAOBa 1a ce U3MoJI3Ba NPH JICUEHUETO Ha [IeLia M FOHOLLM Ha Bb3PacT
OCBEH [PH NMaLMEHTH C OOCECUBHO-KOMITYJICHBHO Pa3CTPOMCTBO Ha Bb3pacT 6-17 ro
CBBbP3aHHU CbC CaMOYOUHCTBO (ONMUT 3a CaMOYOUICTBO U CYMLIMIHU MHUCJIH) U BpaX[
(NMpeauMHO arpecus, rnoBeleHHe Ha MPOTUBOIOCTABSAHE W NHAB) ca Ha0Jl0JaBaHU MO
KJIUHHYHHUTE NPOYUYBAHHUA Cpel Aela U NOAPACTBALIH, JIEKYBAHU C AHTHAETIPECAHTH,



neKyBaHUTE ¢ Mnjaauebdo. AKO BbIIPEKH TOBA C€ B3€ME peLleHHeE 3a JIeYEHHE Bb3 OCHOBA Ha KJIMHHWYHA
HeOOXOAUMOCT, NauueHTUTe TpAdBa Aa ObaaT BHUMATENHO MPOC/eAsBaHH 3a MOABAaTAa HA CYMLUIHU
CHMIITOMH, OCOOEHO MpH paHHO feveHHe. dbarocpoyHara 6€30nacHOCT MO OTHOLLUEHHWE Ha
KOrHUTHBHOTO, EMOLIHOHAJIHOTO, (PU3UYECKOTO M MYOEPTETHOTO Ch3pABaHE MPH A€Lia U FKOHOLLH OT 6
10 16 roaMHH € oLeHeHa B AbJroCpOYHO 0OCEPBALMOHHO MPOYUYBAaHE 3a NEPUOA A0 3 rOAUHH (BXK.
Touka 5.1). [1o Bpeme Ha NOCT-MapKETUHIOBUS NEPUO] CE€ CHOOLIIABA 32 HAKOJIKO C/lyyas Ha 3abaBsHe
Ha pacTexa W 3aKbCHAI nybeprer. KNIMHHMYHOTO 3HAYEHHE U MPUUYMHHO-CJIEACTBEHATA BPb3Ka BCE OLIE
HE ca U3BECTHH (BHXK TOYKa 5.3 3a CbOTBETHUTE NMPEAKIMHHYHM JaHHH 3a Oe3onacHocT). Jlekapure
TpAOBa 1a npoc/easBaT neaMaTpUYHUTE MaLMEHTH HA ABbJTOCPOYHO JIEYEHHUE 3a HAPYLLIEHHA B
pacTeka U pa3BHTHETO.

AbonopmHO Kbpeene/Xemopacus

Mma cboOLueHHus 3a aDHOPMHO KOXHO KbPBEHE KaTO €XHMO3H M Nyprypa U Apyrd XeMopari4Hu
CbOUTHS KaTO CTOMALLHO-YPEBHO MJIM FTMHEKOJOrHYHO KbpBeHe npd SSRI, BIrOUMTENHO aTanHu
kpbBou3auBH. SSRI/SNRI Morar na yBesduyar pucka ot nocjiepoaoBo KpbBOTE€UEHHE (BXK. TOUKH 4.6 U
4.8).

[IpenopbuBa ce NOBULIEHO BHUMAHHWE NPH NaUUEHTH, npuemMalid SSRI, ocobeHo eAHOBPEMEHHO C
NeKapCcTBa, 3@ KOMTO € U3BECTHO, Y€ MOB/IMABAT (PyHKUHMATA HA TpOMOOLUTUTE (Hanp.
AHTHKOAryJIaHTH, aTUITHYHH AHTHIICHXOTHLIM U (PEHOTHA3UHH, MOBEYETO TPHLIMKIHYHH
AHTHUIETNPECAHTH, AUCTHICATHLMIIOBA KUCE/IMHA U HECTEPOUIHH NMPOTHUBOBB3NAIIMTE/IHK CPEACTBa
(HCIIBC)), kakTO 4 Npy NaLuMeHTH C aHaMHE3a 3a HapyLIEeHUs Ha KbPBEHETO (BXK. TO4Ka 4.5).

Xunonampuemus

XHUIOHATPHEMHSA MOXE /1a Bb3HHKHE B pe3yJITaT OT JiedeHHEeTO ¢bC SSRI nan SNRI, BirounrenHo
cepTpajiuH. B MHOro ciiyyau XMNoHaTpUEMUATA U3IJIEXKa € Pe3y/ITaT Ha CUHIPOM Ha HEaJeKBaTHa
ceKpeLusa Ha aHTUaAHypeTHYeH XOpMOH (SIADH). Cbob1uaBanu ca ciiyyau Ha HUBA Ha CEPYMHHUSA
HaTpui, No-HKUCKHU OT 110 mmol/I.

[laumeHTHTE B CTapyecka Bb3pacT Morar a ObJaT U3JI0XKEHH Ha M0-BUCOK PUCK OT pa3BUTHE Ha
xunoHarpuemus npu jiedeHue cbC SSRI u SNRI. [lauueHTuTe, KOUTO NpUEMAT AUYPETHLIM UK
TaKWBa, KOUTO MOpaJH HAKAKBA NMPUYKHA ca ¢ HaMaJleH 00eM TeYHOCTH, CbLO MoraT aa 6baar
W3JI0’KEHHU Ha MO-BHCOK PHCK (BXK. YnoTpeda B ctapuecka Bb3pacT). Tpabsa na ce oOMUCIH CriupaHe
Ha CepTpaJiIMH NMpPH NMaLKUEHTH CHC CUMITTOMATHYHA XUITOHATPUEMHSA M J1a C€ Ha3HA4Yu CbOTBETHA
MEQHULMHCKO JieyeHHe. [Ipu3HaumMTe 1 CHMNTOMMUTE Ha XMITOHATPUEMHSA BKJIOYBAT r1aBodoIIMe,
3aTPyAHEHA KOHLEHTpAaLUs, HapyLIEHHE Ha NaMeTTa, OObPKAHOCT, C/1a00CT U HECTAOUITHOCT, KOATO

MOXEC 1a 10BCAC N0 NaJaHHUi. HPHBHHHHTE: H CHMIITOMHUTC, CBbP3daHH C MN10-TCKKH W/ UK OCTpPH
Clly4yaH, BKJIKOYBAT Xa/IKOLIHHALlHH, CHHKOII, NpUNnaabK, KOMa, CnipaHe Ha JHIIAHETO H CMBPT.

Cumnmomu na omuemane, HAOOOABAHU NPU CNUPAHE HA IeYeHUEMO CbC CePMPATUH

CUMNITOMHUTE HAa OTHEMAHE MNpPH CINHPaHE Ha JICYEHHETO Ca YECTH, OCOOEHO aKko TO € BHE3aInHOo (BX.
Touka 4.8). B KIMHHYHH NPOyYBaHUA YECTOTATa HAa ChOOLLIABAHMTE PeakLiMH HA OTHEMAaHe MpH
NaLMeHTHTE, JIEKYBaHH CbC CepTpalivH, € Ouna 23% npu npekbCcBallUTe CEpTPaIvH, cnpsaMo 12% npu
T€3H, KOMTO ca MPOABL/LKHIIM Aa MOJy4aBaT TeEpanus CbC CEPTPAIHH.

PUCKDBT OT NosAiBa Ha CUMIITOMH HA OTHEMAHE MOXKE 1a 3aBUCH OT HAKOJIKO (pakTopa, BKIKOUHUTEIHO
MPOABJKHTEIHOCTTA W 103aTa Ha JIEYEHUETO U CKOPOCTTAa Ha HaMa/IsBaHE Ha 103aTa. 3aMasHOCT,
CETUBHU HapYLUEHUS (BKIIOYMUTEHO NMAapeCTE3Ms ), HapyLUEHUA Ha CbHA (BKJIKOUYHUTETHO O€3ChbHUE U
HHTEH3UBHH CBHULLA), Bb30yaa UK O€3MOKONCTBO, raicHe W/ WK MOBpPbLUAHE, TPEMOP H I1aBO0OJIHE
ca Hai-4yecTo cboOwasanure. [1o NpUHUMN T€3U CUMNTOMH ca JIEKH A0 CPEAHO TEXKKH, NPH HAKOH
nauueHTH obaye Morar aa 6baaT TEXKH M0 HHTEH3UBHOCT. Te 0OOMKHOBEHO Bb3HHUKBAT Mpe3 MbPE
HAKOJIKO JHHU OT CIIUpaHE Ha JIECYEHHUETO, HO HMA MHOIO PEIKHU ChOOLIICHHUSA 32 TaAKKMBA CH /T- -
MaLKMEeHTH, KOUTO HEBOJHO Ca MpOoMyCcHaIU €aHa no3a. [1lo npyHUMN T€3u CUMINTOMH ce
CaMOOrpaH1M4aBaT H OOMKHOBEHO OT3BY4Y4aBaT B PAMKHUTE Ha 2 CEIMHULIH, BLNPEKH Y€ TP
WHAMBHUAM T€ Morar aa 0baar npoAb/LKMTENHM (2-3 Meceua WM noseue). Cnegosaren
[pernopb4YBa CepTpaIMH Aa Obae HaMaJIABAH MOCTENEHHO, KOraTo ce Crupa JIEYEHHUETO, |
HAKOJIKO CEAMMLIM WM Mecela Crope] HY>KAUTE Ha nauueHTa (BxK. Touka 4.2).




Axamuzusi/ncuxomomopHa 6v30y0a

Ynorpebara Ha cepTpasiMH Ce CBbP3Ba C Pa3BUTHETO Ha aKaTU3MA, XapaKTepH3Hpallia ce CbC
CyOEKTUBHO HEMPHUATHO WJIH MBUYUTEIHO ABUraTeIHO HECMIOKONUCTBO M HYXKA OT JABHXKEHHE, YECTO
CbIIPOBOJIEHH OT HEBB3MOXKHOCT 3a 3aMna3BaHe Ha CIMIOKOHHO CEHAJIO MM M3MPABEHO MOJIOKEHHE.
Haii-BeposATHO € TOBa 1a HACTBNH Mpe3 MbPBUTE HAKOJIKO CeAMHLH OT jiedyeHueTo. [Ipu nauueHrure,
KOUTO Pa3BUAT T€3U CUMITOMHM, YBEJIMYABAHETO HA 103aTa MOXKE /1a IOBE/IE J10 BJIOLIABaHe.

Yeproopobro yepesxcoare

CeptpaninH ce MeTabOIM31pa EKCTEH3UBHO B YepHHS Apo0. PapMaKOKHHETHYHO MPOYYBaHE C
MHOIOKPaTHH 03H NMPHU UHAWBH/IH C JieKa CTa0WJIHA LMpPO3a € NOoKa3aio YABIKEH €TMMUHALIMOHEH
NONYXXHUBOT W MPHUOIH3ZHTENHO TPH NbTH NO-BUCOKH AUC 1 Cmax B CpaBHEHHE CbC 3/IpaBHH
UHAUBHAK. Mexay ABeTe rpynu He € OMa yCTaHOBeHa CTaTHCTHYECKH 3Ha4YMMa pa3iivKa B
CBBP3BAHETO C IJ1a3MEHHUTE NPOTEHHH. [IpunoxeHneTo Ha cepTpaiuH Npy NaUMeHTH ¢ YepHOAPOOHO
3abosisiBaHe TpsAOBa 1a cTaBa BHUMATE/IHO. AKO CEpTPa/IMH Ce NMpuJjiara npyd NauHeHTH ¢ YePHOAPOOHO
yBpexaaHe, TpsaOBa 1a ce 0OMUC/IM HamasiBaHe Ha AHEBHATA [103a WK yBeJIMYaBaHe Ha HHTEpBaJia
Mexay npuemure. CeprpajivH He TpaOBa aa ce U3MoJI3Ba OT MALMUEHTH C TEKKO YEPHOAPOOHO
yBpexaaHe (BX. Touka 4.2).

bvopeuno yspexcoane

CeprpanuH ce MeTaboIM31pa EKCTEH3UBHO KaTO EKCKPELIMATA HA HEMPOMEHEHO JIEKApPCTBO B ypHHATA
€ HE3HAUYMM ITbT HA eJIMMUpaHe. B npoyyBaHus NpH NALMEHTH C JIEKO 10 yMepeHO ObOpeyHOo
yBpexaaHe (KIMpbHC Ha kpeaTHHUHA 30 — 60 ml/min) unu ymepeHo 1o texxko 6b0peuHo yBpexaaHe
(kn1upbHC Ha kpeaTiHHHA 10 — 29 ml/min), npu KOKWTO CEPTPAJIMH € nNpuJjiaraH MHOMOKPaTHO, He ca
YCTAaHOBEHH CUrHU(UKAHTHU pa3iuky BbB (papmakokuHeTHuHUTE napameTpu (AUCO0-24 unu Cmax) B
CpaBHEHHE C KOHTposuTe. Jlo3ara ceprpajiiH He TpsAOBa 1a ce NMpOMEHS CIope/l CTeNneHTa Ha
O0BbOpeUHOTO yBpexaaHe.

Ynompeba 6 cmapuecka ev3pacm

Han 700 nauueHTH B cTapyecka Bb3pacT (> 65 roaMHu) ca yyacTBajiyi B KJIMHUYHH NMPOYYBaHHA.
XapakTepbT M YECTOTATa Ha HEXKEJIAHUTE PeakUMH NpPH JMLaTa B HarpeaHana Bb3pacT ca Ounu
CXOAHH C T€3H NPH NO-MJIaau MNALHUEHTH.

SSRI unu SNRI, BK1OYMTENIHO CepTpasiuH, ce CBbp3BaT 00aye ChC Cllyyad Ha KJIMHHYHO 3HaYuMa
XHIMOHATPUEMHS TIPH MALMEHTH B CTap4eCcka Bb3PpacT, KOMTO € Bb3MOXHO 1a ObAaT M310)KEHHU Ha TO0-
BMCOK PHMCK OT TOBA HEXeJlaHO CbOUTHE (BXK. XUIMOHATPHEMHUS B ToUKa 4.4).

Juabem

[Ipu nauneHTy ¢ auader, jeyeHnero cbe SSRI Moxke na npomMeHH ravkeMH4HHUd KOHTpoa. Moxe na
C€ HaJIOXH MPOMsIHA B JO3UPAHETO HA HHCYJIMH W/HWJIM CbIBTCTBALLM XUITOTTTHKEMHWYHH JIEKAPCTBEHH
MPOAYKTH.

Enexmpokonsyacusna mepanus (EKT)
He ca npoBex1aHH KJIMHUYHH NMPOY4YBaAHHMA, KOUTO [la YCTAHOBAT PUCKOBETE HJIH TMOJI3HTE OT
KoMOMHUpaHOTO npunoxeHue Ha EKT u ceprpanuH.

Cok om epeunghpym
[IpunoxeHUeTo Ha CepTpaIMH M COK OT rperndpyT He ce npenopbuBa (BHXK Touka 4.5).

CMywyenus 8 CKpUHUHZ mecmosge Ha ypuHda
QaKuBO NO3HTUBHH UMYHOAHAJIM3HH TECTOBE 32 O€H30AHA3ENMUHU Ca NOKJIAABAHH MPH [JAHAEHTH,
npHeMallu ceprpaivH. ToBa e nopaau HeAOCTaTb4HA CNEUMPHUUYHOCT HA CKPHHHUHT TEZFC BEYE\ N0 e
@anuBoO NO3UTHBHHU PE3YJITaTH OT TECTOBETE MOXKE J1a CE€ OYAKBAT 0 HAKOJIKO JH &
MpeKpaTsBaHe Ha TepanusaTa cbC cepTpaiivH. [1oTBbpAUTEHH TECTOBE, KATO ra3 Xpgf
CNEKTPOMETpHUs, OUXa pa3/IMUHIIU CEPTPASIMH OT OE€H30AHA3ENUHH.

Tsacnovevana enaykoma




SSRI BKIIOYHUTEHO CEpTpPAIMH MOraT Aa UMmart eeKT BbpXy pasMepa Ha Mynuijara, KaTo MUapHUasa.
MuapuaTUUHUAT ePeKT UMa NOTEHLMAJT a CBUBA OYHHSA bI'bJI, KOETO UMa 3a Pe3yJ/ITaT MOBHILIEHO
BbTPEOYHO HAJIATaHE M TACHOBI'b/IHA IJ1ayKoMa, 0COOEHO NpH npeapas3nosnoxeHu nauueHTu. [lopaau
TOBAa, CEpTpaIMH TpsAOBa na Obje U3NOA3BaH C BHUMAHUE MPH NALMEHTH C TACHOBI'bJIHA IJIayKOMa WK
HCTOPHA Ha rilayKoma.

Cexkcyama ouchyrnxyus

CenekTMBHMTE HHXHOMTOPH Ha 0OPAaTHOTO 3axBalliaHe Ha cepoToHHHa (SSRIs)/MHXHOMTOpHTE Ha
00paTHOTO 3axBalllaHe Ha CEPOTOHUHA U HopaapeHanuHa (SNRIs) morar na NpUYHUHAT CHMNTOMH Ha
cekcyasiHa AUchyHKUMA (BX. Touka 4.8). Uma cboOlLIeHHA 32 NPOAB/DKUTENIHA CEKCYaTHa
AUCPYHKLMA, MPH KOATO CUMIITOMUTE NMPOAb/IXKABAT BHIIPEKH NPEKbCBAHETO HA NMPHUEMA Ha

SSRIs/SNRI.

Hampuu

ToBa nekapcTBO CbaAbpxka No-mManko oT 1 mmol HaTpuii (23 mg) Ha 1034, T.€. MOXKE [1a Ce Kaxe, Ye
MPaKTHUYECKH HE ChIbpPKa HATPHH.

4.5 BsauMoaelcTBHE C APYIH JIEKAPCTBEHH NPOAYKTH H ApYrd ¢opMH HA B3aHMOAeHCTBHE

IIpomusonoxazanu

Monoamunoxcuoasznu unxubumopu

Heobpamumu MAQO-unxubumopu (nanp. cenecuiun)

CepTtpanuH He TpsaOBa aa ce npuaara B KoMOMHauus ¢ HeoopatumMu MAO-HHXHOUTOPH KaTo
ceneruvH. CeprpajiiH He TpAOBa aa ce 3anousa noHe 14 QHU cliel MpeyCTaHOBABAHE HA JIEYEHHETO C
HeoOpatuM MAQO-uHxuduTop. [IpuembT Ha cepTpaiuH TpsaOBa na ce npekpaTH NoHe 7 IHU Npeau
3arno4saHe Ha JieyeHue ¢ Heoopatum MAO-uHXxuOKTOp (BXK. TOUKa 4.3).

Obpamum ceaexmugeern MAO-A unxubumop (Moxi06emuo)

[Topanu pucka OT CEPOTOHHHOB CUHAPOM HeE TpsOBa Aa ce npuiara KOMOMHALIMATA MEXTY CepTPaIUH
1 o0paTuM u cenektuBeH MAO-unxuburop karo Mmoksiobemua. Cnen neyerue ¢ obparum MAO-
MHXUOMTOP MOKE a C€ M3I0I3Ba NEPHUO Ha U3TETNISHE, NO-KPaThK OT 14 AHU, npeau_3ano4YBaHe Ha
JIEYEHHETO ChC cepTpaiuH. [IpenopbUHTENHO € NPHEMBT Ha CEPTPAJIMH Aa C€ NMPEKPaTH NOHE 7 AHU
Mpeau 3anoyBaHe Ha jedeHue ¢ oopatum MAO-uHXUOUTOP (BXK. TOUKa 4.3).

Obpamum necenexkmusen MAQ-unxubumop (nure3onuo)
AHTHOHOTHKDBT JIMHE30H1/ € c1ad oOpaTuM U HecenlekTuBeH MAO-UHXUOUTOpP U He TpsAOBa J1a ce

[1aBa Ha MALUMEHTH, JIEKYBaHH CbC CEPTPAJIMH (BX. Touka 4.3).

Mma cboOLIEeHH 3a TEXKH HEeXKENaHH PeaKLMHU NPH NaLMWEeHTH, KOUTO ca MPeKpaTHIK NpHeMa Ha
MAQO-uHXHOUTOp (HaNpUMEpP METHJIEHOBO CHHBbO) M CKOPO Ca 3ano4yHali [1a NpUeMaT CepTPaIMH, HIIH
KOMTO Ca MPEKPaTH/IH JIEYUEHHE ChC CEPTPAJIMH K CKOPO ca 3ano4Haiu aAa npuemat MAO-uHxuouTop.
Te3u peakuuu BKIKOYBAT TPEMOP, MUOKJIOHYC, U3MOTABAHE, raJicHe, NOBpPblIlaHE, CBETOBBPTEXK U
XHIIEPTEPMHS C XapaKTePUCTHKH, Harnogo0saBally 3J1I0Ka4eCTBEH HEBPOJIENTHYEH CHHIIPOM,
NpUNagbUX H CMBPT.

[Tumo3zuo
B KIMHHYHO MpPOYyUBaHe C NPHJIOKEHUE HA €AHOKPATHA HUCKA 103a NMMO3KJ (2 mg) ca YCTAHOBEHH

MOBULIEHHU HHBA Ha MUMO3HJ OT OKOJIO 35%. Te3u noBUIIEHH HUBA HE Ca OMJIKM CBBP3aHM C KaKE IOH\
na e npomeHu B EKI'. JlokaTto He ce U3ACHU MEXaHW3MBT Ha TOBA B3aMMOAEHCTBHE, MOPaJy
T€paneBTHYEH UHAEKC HA MUMO3U/ €AHOBPEMEHHOTO NPUI0XKEHHE HA CEPTPAIHH H MK}
[MPOTHBOMOKA3aHO (BX. To4Ka 4.3).

He ce npenopvysa eOHo8pemeHHO NPUIONCEHUE CHC CepMPATUH

Jlexapcmea, koumo nomuckam [[HC, u arkoxon



EAHOBpEMEHHOTO NpuiokeHue Ha cepTpaiinH 200 mg AHEBHO ¢ aJIKOX0J1, kKapOama3sernuH,
xanonepuaos, GeHUTOUH He MOTEHUMPA TEXHUTE €(DeKTH BbPXY KOTHHTHBHHUTE U ICUXOMOTOPHHUTE
(GyHKUMM NPH 31paBU HHAWBHIMW; HE3ABUCMMO OT TOBA HE Ce MpenopbyBa eIHOBpeMEHHaTa ynorpeda
Ha CEPTPaJIMH W aJIKOXOJI.

Hpyeu cepomornunepeuunu rekapcmea
BuxTe Touka 4.4.

[IpenopbuBa ce BHUMaTeHa ynotpeda Ha peHTaHua (M3N013BaH NpH 0011a aHECTE3US WK NPH
JICYEHHETO Ha XPOHHUYHA 00JIKA) HA 1PYTrH CEPOTOHUHEPrHYHH JIEKAPCTBA (BKJIFOYMTETHO IPYTH
CEPOTOHUHEPrHYHH AHTHAENPECAHTH, aMPETAMHUHU, TPUNTAHW) U HA APYTH HAPKOTHYHH JIeKapCTBa
(BKJIFOYMTEHO OynpeHOp(hHUH).

Cneyuannu npeonasiu MepKu

Jlexapcmea, koumo yovaxcasam Q1 unmepeana
PuckbT OT yabnkaBaHe Ha QTc uHTepBana u/unu kamepHu aputHud (Hanpumep TdP) Moxe na 6bae

MOBULUEH MPH €IHOBPEMEHHO NMPHJIOKEHHUE C JIeKapCcTBa, KOUTO yab/hkaBaT QTc uHTepBana
(HanpUMeEpP HAKOW AHTHUIICUXOTHLM U aHTHOMOTHLIM) (BXK. TOYKH 4.4 1 5.1).

Jlumuu

B nnauebo KOHTpoNMpaHO NpoyuYBaHe NpPH 3ApaBH J0OPOBOJILM €AHOBPEMEHHOTO MPHIOKEHHE Ha
CEepTPaJIMH C JIMTUH HE NPOMEHSA 3HAYMMO (papMaKOKHHETHKATA Ha JIMTHI, HO BOJM 10 3aCHJIBAHE Ha
TpeEMOpa B CPaBHEHHE C M1aLe00, KOETO MOKa3Ba Bb3MOXXHO (hapMakoAMHAMHYHO B3aUMOEHCTBHE.
[Ipy eAHOBpEMEHHO NMPHIIOKEHHUE HA CEPTPAJIMH C JIMTHH NnauyMeHTUuTe TpsAOBa n1a ObAaT BHUMATENTHO
npocieasBaHH.

Dernumoun

[1nauebo KOHTpOIMpaHO NpOyYBaHE NMPH 34paBU JOOPOBOJILIM NMOKa3Ba, Y€ AbJIrOCPOYHOTO
[pUJIOKEHHE Ha cepTpasivH B 103a 200 mg/aeH He BOAH A0 KIIMHMYHO 3HAYMMO MHXHOHUpaHe Ha
MeTaboau3ma Ha peHUTOMH. Bbrnpeku ToBa, Thil KATO NPHU HAKOHM CIy4Yau HEXElaHUTE peakliiu ca
Bb3HUKHAIHW OT BUCOKA €KCMO3MLIMA HA GEHUTOUH MPU NALMEHTH, MPUEMALLIH CEPTPAJIMH, NPEeNnopbYBa
ce Aa ObaaT MOHUTOPUPAHH JIa3MEHUTE KOHUEHTPALMHU Ha (PEHUTOMH CJie]l 3aMo4YBaHe Ha Tepanus
CbC CEPTPAJIMH W CHOTBETHO aJlanTHpPaHE Ha J03aTa Ha (EHUTOHH. B nonmbiHeHHe, € JTHOBPEMEHHOTO
NPHI0KEHHE C (PEHUTOHH MOXKE 1a MPHYMHHU HaMaJIIBaAHE Ha MJ1a3MEeHWTE KOHLUEHTPAaLMK Ha
ceprpajivH. He Moxe na ce u3knoun, ye apyru CYP3A4 uHaykropu, Hanp. ¢peHobapOuTan,
kapOamasenuH, XXbJT KAHTAPHOH, pU¢aMITMLIMH MOTaT a NPHYHHAT HaMalIiBaHe Ha MJ1a3MEeHWTE HHUBA

Ha CEpPTPAJIHH.

Memamuzon
EAHOBPEMEHHOTO NMPHJIOKEHHE HA CEPTPAJIMH C METAMHU30J1, KOWTO € HHAYKTOpP Ha METabOJIMTHHTE
eH3UMH, BKJIOUMTETHO CYP2B6 1 CYP3 A4, moxe na npeau3BMKa HaMaisiBaHE Ha INJIa3MEHHUTE
KOHLIEHTPALIMK Ha CEPTPAJIMH C MOTEHLHAIHO HaMaJIsiBaHe Ha KJIMHW4YHaTa epukacHocT. [lopaau ToBa
Ce npenopb4Ba NOBHLIEHO BHUHMaHHE, KOraToO METAMH30J1 H CEPTPAJIMH C€ NpUJlaraT €HOBPEMEHHO;
KJIMHUYHHUAT OTTOBOP M / WJIM HMBATa Ha JIEKapCTBOTO TpAOBa 1a ce NMpocieAsBaT Cropes ciayyas.

I punmanu

MMa peaku nocTMapKETHHIOBH ChOOLLEHMS 33 MALMEHTH CbC c1abocT, xuneppedieKCHs, HapylLleHa
KOOpAHHALHs, 00bPKAHOCT, TPEBOXKHOCT M Bb30yaa cien ynorpeba Ha cepTpaiiH U CYMaTPHIITaH.
CHMNTOMH Ha CEPOTOHUHEPrUYE€H CUHAPOM MOTaT J1a Bb3HMKHAT CbIIO H MPH APYrH NPOAYKTH

Bapgapun
EnHoBpemeHHOTO npuioxeHue Ha ceprpaivH 200 mg nHeBHO ¢ BapdapuH € n1oBelo



[IPUYHHH OTKJIOHEHHE B cTOHHOCTTA Ha INR. [lopaau ToBa nporpoMOMHOBOTO Bpeme TpsaOBa na Obae
BHUMAaTEIHO NPOC/EAsSBaHO B HAYAJIOTO U CJIE]] Kpas Ha JICYEHHETO CbC CEPTPAIUH.

Lpyeu rexapcmeenu 63aumooeucmeust, OUCOKCUH, AMEHON01, YUMEMUOUH

EnHOBpEMEHHOTO NMpPHUJI0KEHHE C LMMETHAMH € J0BEJO A0 3HAYUTEIHO HAMAJIIBaHE HAa KJIMPbHCA Ha
cepTpaiMH. KIIMHMYHATa 3HAYUMOCT Ha T€3U NPOMEHH He € U3sacHeHa. CepTpajiuH HAMA e(PeKT BbpPXY
OeTra-aapeHepruyHara 0JloKkMpalla akTUBHOCT Ha ateHono1. He ca HaOntonaBaHHW nekapCTBEHH
B3aMMOZEHCTBHSA TMPH MPUJIOKEHUE HA cepTpasiMH B 103a 200 mg AHEBHO ¢ IUIOKCHH.

Jexapcmea, nosauasawju ynxkyusma Ha mpomooyumume

PUCKBT OT KbpBEHE MOXE Na Obe MOBULIEH, KOraTo JieKapcTBa, NOBAUABALLMA (PYHKLIMATA HA
rpomoouutuTe (Hanp. HCIIBC, aueruncanuuuioBa KuceaMHa U TUKJIONKIKH), WK APYTH JIEKAPCTBA,
KOMTO MOraT [ia MoBMILUAT PUCKA OT KbPBEHE, Ce npujarar eaHoBpeMeHHO ¢bC SSRI, BrrounTETHO
cepTpaivH (BX. Touka 4.4).

Heepomyckyanu bnoxepu
SSRI Morar na noHWwXat akTUBHOCTTA Ha MJla3MeHaTa XOJIMHeCTepa3Ha KaTo B pe3yJITaT ce yAb/)KaBa
HEBPOMYCKYJIHOTO OJIOKHpaLLO AeHCTBME HA MUBAKYPHUYM HJIM IPYTrH HEBPOMYCKYJIHH OJIOKEpH.

Jlexapcmea, memabonuzupanu om yumoxpom P450

CeprpanuH MOXe aa aeicTBa kato cnab 1o ymepeH HHxuburop Ha CYP 2D6. IpoabmkHTeIHOTO
MPUJIOKEHHE HA cepTpaivH 50 mg AHEBHO € 10BEIO A0 YMEPEHO noBuilaBaHe (cpeaHo ¢ 23 — 37%)
Ha paBHOBECHUTE IJIa3MEHHU HUBA Ha ae3unpamuH (mapkep 3a CYP 2D6 u3oeH3nMHa aKTUBHOCT).
KJMHHYHO 3Ha4YMMH B3aHMOAEHCTBMA MOraT Ja Bb3HUKHAT ¢ aApyru cyoctpatu Ha CYP 2D6 ¢ tecen
TEpaneBTHYEH HHAEKC KaTo Kjiac 1C aHTHapUTMHYHM JieKapcTBa KaTo nponadeHoH U GeKanHu,
TPULIMKJIMYHHU @aHTHIAENPECAHTH U TUITUYHH AHTHIICUXOTHLH, OCOOEHO MPH NMO-BHCOKH J103H
CEPTPA/IHH.

CeprpanuH He aerctBa kato HHXUOUTOp HAa CYP 3A4, CYP 2C9, CYP 2C19 1 CYP 1A2 B KJIHHHYHO
3Ha4YMMa cTerneH. T'oea € NoTBbPAEHO OT in-vivo npoy4BaHua 3a BzaumoneicTeue ¢ CYP 3A4-
cybcTpaTH (EHAOreHEH KOpPTH30J1, kKapbamasenuH, TepdpeHanuH, annpasonam), ¢ CYP 2C19-cyberpara
nuaszenaM U CYP 2C9-cyberparure Tonbyramua, rnubeHknaMua U deHuTouH. In vitro npoyusanus
MOKa3BaT, Y€ CEPTPAIMH UMa MAJTbK WJIM HUKaKbB noteHuuyan aa uHxuoupa CYP 1A2.

[Ipu kpbCTOCAHO NMpoy4BaHe NMpu 8 34apBH AOOPOBOJILM OT ANOHCKH MPOU3XO0/ € YCTAHOBEHO, Ye
[MPUEMBT HA TPH YaLlH COK OT rpern@pyT AHEBHO yBEJHYaBA MJ1a3MEHHUTE HUBA HA CEPTPAIHH C OKOJIO
100%. Ilopaau Ta3u npUyYMHaA NPUEMBT Ha COK OT rperndpyT TpsaOBa Aa ce U30ArBa no Bpeme Ha
JIEYEHUETO ChC CEPTPAIMH (BXK. TOUKa 4.4).

ba3zupaHo Ha NpoyYBaHHUA 3a B3aUMOIEHCTBHUSA CbC COK OT rpeinpdyT, He MOXKe a Obe H3KITIOUYEHO,
Yye eJHOBPEMEHHMAT MpHEM Ha cepTpasiuH U MOHU CYP3 A4 nHXxuOHUTOpH, Hanp NpoTeasHH
HHXHOUTOPH, KETOKOHA30J1, HTPaKOHA30J1, MOCAKOHA30J1, BOPUKOHA30J1, KJITAPUTPOMHLIMH,
TEJIMTPOMHULIMH H HE(DA3010H, OH MMaJI0 3a pe3y.ITaT Oule NO-BUCOKA EKCMO3ULIMA Ha cepTpasiiH. ToBa
CbLO Taka ce oTHaca ¥ A0 ymepeHure CYP3 A4 unxuburopu, Hanp. anpernuTaHT, epUTPOMHLIMH,
¢iyxoHason, sBepanaMun u auntuaseM. [Ipuembr Ha Mowiu CYP3 A4 unxuburopu TpsadBa na ce
H30Area No BpeMe Ha JICYEHHETO ChbC CEPTPATHH.

[InasmeHuTE HMBA Ha cepTpaliuH ce NPOMEHAT ¢ okoo 50% ot cnabu mMerabonuzaropu Ha CYP2C19
B CpaBHEHHE ¢ Obp3H MeTaboM3aTOPH (BHXK TOUKa 5.2). B3aumMoaeHcTBHETO ¢ MOLIHM HHXHOUTOPH Ha

HE MOXe 1a Ob1€ U3KKOUYEHO.
46 DeprHaHTET, OPEMEHHOCT H KbpMeHe

bpemennocm
He ca npoBexaaHu aqeKBaTHO KOHTPOJIMPAHHU MPOY4YBaHUs NpU OpeMEeHHM keHH. Bbnpe



3HAYMTETHOTO KOJIMYECTBO OT HAJIMYHU JJaHHU HE Ca 0Ka3a/li Bb3HWKBAHE HA BPOJEHU
MajipopMaLiiH, MPUHYHUHEHH OT cepTpaivH. [IpoyuBaHusTa NpU )XMBOTHH €a NOKa3alu ePeKTH BbPXY
peNpoOAYKTUBHOCTTA, BEPOATHO B pe3yJiTaT HA MalHYMHA TOKCHYHOCT, MPHYHHEHA OT
(hapmakoAMHAMHUYHO JA€HCTBHE HA CbCTAaBKaTa W/UJIMU OT AUPEKTHO (hapMaKoJHHAMHYHO JIEHCTBHE HA
CbCTaBKaTa BbPXY IU104a (BXK. TOUYKA 5.3).

Mma cpoOLuenus, ye ynorpebara Ha cepTpajiuH No BpeMe Ha OpeMEHHOCT NMpeAH3BUHKBA CHMITTOMM,
CbOTBETCTBALLH HA PEaKLIMKH HA OTHEMAaHE IPU HAKOW HOBOPOAEHH, YAUTO Maiiku ca OMJIM Ha Tepanus
CbC ceprpaniiH. To3u peHomeH e Oun HabmoaasaH cbo U ¢ Apyru SSRI. CeprpanuH He ce
penopbyYBa 1o BpeMe Ha OPeMEHHOCT, OCBEH aKO KJIMHHYHOTO ChCTOSIHHE Ha )KeHaTa € TaKOBa, Ye Ce
O4aKBa M0J13aTa OT JICYEHUETO [1a HAAXBbPJIH MOTEHLHATHHUS PUCK.

Hosopoaenure TpsaOBa 1a ce HabmoaaBart, ako Makkara e NpoAb/DKHIIA 1a TpUeMa CepTpaiiH npes
MO-KbCHUTE €Taru OT OPEMEHHOCTTa, 0COOEHO NMpe3 TPEeTOTO TpUMeceure. AKO MaikarTa e npuemasa
CEpTPaJIMH Mpe3 MO-KbCHUTE €Tanu OT OPEMEHHOCTTA, CJIEIHUTE CUMITTOMH MOTAT J1a Ce MPOSBAT MPH
HOBOPOAEHOTO: PECMUPATOPEH AUCTPEC, LIMAHO3a, allHEes, MPUNaAbLHY, HECTaADUJIHOCT Ha TeJlecHaTa
TEMIepaTypa, 3aTpyAHEHO XpaHeHe, MOBPbIIAHE, XHUITOTJIMKEMHA, MOBHULLIEH MYCKYJIEH TOHYC,
XHUITIOTOHUSA, XUreppediekcus, TpeEMOp, MOBULLEHA Bb30YAMMOCT, pa3pa3HUTEIHOCT, JIETaprus,
MOCTOAHEH J1a4, CbHJIUBOCT U TPYAHOCT MpPH 3acnuBaHe. Te3u CUMNTOMH MOTraT 1a Ce AbJKAT WK Ha
CEPOTOHUHEPrHYHH €(EKTH, WM Ha CUMITTOMHM Ha OTHeMaHe. B noBeueTo ciyyau ycinoKHEHHsATa
HacTBIIBAT BEAHAra WiH ckopo (<24 yaca) cjie paxaaHeTo.

JIaHHUTE OT EMUAEMHOIOTHYHUTE NMPOYYBAHHA M0KA3BAT, Y€ NPHJIOKEHUETO HA HHXUOUTOPH Ha
00paTHOTO NOeMaHe Ha CEpOTOHHMHA 10 BpeMe Ha OpeMEeHHOCT, 0OCOOEeHO B HamnpeaHala OpeMEeHHOCT,
61 MOIJI0 [1a MOBHILK PUCKA OT pa3BUTHE HA MEPCUCTUPALLA MYJIMOHAITHA XHUIIEPTOHHUS MPH
HoBopoaeHOTO (PPHN). PucksT B T€3u cnyyau e npubausurento 5/1000 6pemeHHOCTH, a B oOLara
nomynauus yecrorara Ha PPHN Bw3s1k3a Ha 1-2 ciyyas Ha 1000 O pemeHHOCTH.

OO6cepBaLIMOHHUTE JaHHU MOKAa3BaT MOBHULLIEH PUCK (MO-MAJIKO OT 2 IMbTH) OT NOCJEPOAOBO
KpbBOTEUEeHHE ciiel ekcno3uums Ha SSRI/SNRI B pamkuTe Ha nocneaHus Mecel Npeau paxaaHeTo
(Bk. ToukH 4.4 u 4.8).

Kvpmene

[TybnukyBaHMTE NaHHH 3a HUBATa HA CEPTPAJIMH B KbPMaTa coYaT, Y€ MaJIKH KOJIHYECTBA CEPTPAIHH H
Herosus MeTaboIMT N-AeCMETUICEPTPAIMH Ce eKCKpeTHpaT B kbpMmaTa. KaTo usio npeHeOpexuMu
HJIH HEIOJIOBHMH HHBA Ha CEPTPAJIHH ca OUIM OTKPUTH B CEpPyMa Ha KbpMayeTa, C €JHO MU3KJIIOYEHHE
Ha HOBOPOJZIEHO CbC CEpYMHH HHBA 0K0JI10 50% oT HMBOTO Ha Makkara (Ho Oe3 3abenexxum edexr
BbpXY 37paBeTo Ha TOBa KbpMaye). Jlocera He ca 10Kj1aaBaHHU HEXKeNaHW peakliii BbpPXY 34paBeTo Ha
JI€La, KbpMEHH OT MaHKH, PHEMALLK CEPTPAIMH, HO PUCK HE MOXe aa ce u3kumouM. [lpunoxkenuero
Npy KbpMa4yKH HE Ce NMpenopb4Ba, OCBEH B ClIyYauTe, KOraTo crnopea npeueHKara Ha jiekaps nosasara
OT JICYEHUETO HAAXBDBPJIS PUCKA.

Depmuirumem

JlaHHHTE MPH KUBOTHH HE Ca MOKAa3a/IM BJIMSIHUE HA CEPTPAIMH BLPXY MapaMmeTpHuTe Ha hepTUHTeTAa
(Bxk. TOUKa 5.3).

Jlok1aaABaHUTE Cllyyau MpHU XOpa ca NoKa3aiu, ye epekra BbPXY Ka4eCTBOTO HA criepMaTa € o0paTum.
Bce owue He € Ha0Iro1aBaHO BIMAHUE BbPXY YOBELUKHAT (DEPTHIIUTET.

4.7 EdexTn BbpXy cnocoOHOCTTA 32 odHpaHe H paboTa ¢ MAIIHHH

KivHHYHU papmMakoJOrMyHHM Npoy4YBaHUs ca MoKas3aju, 4e CepTpajuH HAMa eekT Bbp / P
[ICHXOMOTOPHHUTE PyHKLHHU. B cbL10TO BpeMe obaue, Thil KaTo NCUXOTPOMHHTE JieKapchR

HapyLUIaT NCUXHYECKHUTE WK PU3HUYECKHUTE CMTIOCOOHOCTH, HEOOXOIMMH 32 OCBHILECTBSB r§ %@%
MOTEHLUMAIHO OMNacHH 3aaa4yu Kato ynpasineHue Ha MIIC unu pabora ¢ maluuHu, ce .'. 4B

NauMeHTUTE Ja 0baaT CbOTBETHO NpPEAYNPEACHH.



4.8 HexesaHu JiIeKAPCTBEHH PeaKIHH

['aneHeTo e Ha-uecTara HexenaHa peakums. [Ipu neyeHHeTo Ha CoLMaTHO TPEBOXKHO Pa3CTPOHCTBO
CEeKCYaJIHM HapylUeHUs (J1drica Ha eaKyJ/laums) Npyu MbXKeTe ca Bb3HUKHaU npu 14% npu cepTpajivH
cnpsamo 0% npu nnauebo. Te3u HexenaHu eekT ca J0303aBUCUMHU M YECTO Ca C NMPEXO/IEH XapaKTep
NPy NPOABL/HKABAHE HA JIEYEHHUETO.

[IpouabT HAa HEXe/TaHWTE peakLuy, 4eCcTo Hab0JaBaHu B 1BOWHO-CJIENH, M1aLe00 KOHTPOJIHpaHH
npoyusaHus npu nauueHTH ¢ OKP, nannyecko pascrporictBo, [ITCP u counanHo TpeBoxkHO
pa3CTPOMCTBO, € CXOJEH C TO3H, HaOJIOaBaH B KJIMHUYHUTE NMPOYUYBaHHWS NMPH MALMEHTH C JAENpecHs.

Tabnuya 1 noxa3sa HEXXEJIAHUTE peakLMK, HAOIOAaBaHU B MOCTMAPKETUHIOBHUSA nepuof (¢
HEW3BECTHA YECTOTa) H OT IJ1aLed0 KOHTPOJMPAHH KIMHHYHH NPOYy4YBaHHUA (BKIOYBALIH 0010 2 542
MaLMeHTH Ha cepTpaiivH U 2 145 Ha nnauebo) npu aenpecus, OKP, nanuuyecko pascrpoiicto, [ITCP
U COLIMAJTHO TPEBOXKHO Pa3CTPOMCTRBO.

Hsakou HexxesnaHu peakuuu, u30poeHu B Tabnuua 1, Morat na HamasiesiT Mo MHTEH3UTET K YE€CTOTa MpH
NpOABb/KAaBaHE Ha JICYEHHUETO U MO NMPUHLMIM HE BOAAT 10 NMPEeKbCBAHE HAa TEpPAIMATA.

Tabnuya 1: Hexcenranu peakyuu
YecToTa Ha HEXKe/IAHHTE peaKkUHH, Hab0AaBaHH B N1aNe60-KOHTPOIHPAHH KJIHHHYHH NMPOY4YBAHHSA NPH
nenpecusi, OKP, nannyecko pascrpoiicreo, [ITCP u connanHo TpeBoxHO pa3cTpoiicTBo. O60611eH
AHAJIM3 H JAHHH OT MOCTMAPKETHHIOBHS OMNMT.

Cucremo- MHoro yecTH Yectu (Z1/100 | Heuectn Peaku (=1/10 C HeH3BecTHA
opraveH knac | (=1/10) no <1/10) (=1/1 000 no 000 no <1/1 yecToTa (OT
<1/100) 000) HaJIHYHHTE

NaHHH HEe MOXKe
aa Obae Hanpa-
BeHa OLEHKA

Hughexyuu u Hudekuus Ha ["acTpoenteput, | JIuBepTUKYIUTS
unghecmayuu ropHUTE Bb3MaJIeHUE Ha
[IUXATEJTHHU CPEAHOTO YXO
MbTHLLA,
(bapHHIHUT,
PUHHT
Heonazmu Heonna3zma
dobpokauecmee
-HU,
MOKAYECMBEeHU

u HeonpeoeneHu
(6Kn. Kucmu u

noaunu)
Hapywenus na JlumpaneHo-
Kpvema u naTus,
aumgbnama TpoMOOLMTO-
cucmema MeHus >
JleBkoneHus
Hapywenus na CBpbX4yBCTBU- | AHadunak-
UMYHHAmMa TEJHOCT , TOMJHA
cucmema Ce30HHa peakuus’
aneprus’
Hapywenusa na XHMOTUPEOUIH- | XHIIEPIPO-
eHOOKPUHHAMA 3bM’ NTAaKTHHEMHS ,
cucmema HeaJleKBaTHa
CeKpeLHaHa
aHTH-
Y pETHYEH

*§
XOPMOH




Hapywenus na [TonuxkeH XunepxoJsecre-
memabonuzma u aneTHur, posieMus >,
Xpanenemo NOBHILIEH 3aXapeH
aneTur nuaber”
XUMOTIHKEMHS
X unep-
CAUKEMHA
X HI10-
HAaTpHEMHA °
[Tcuxuunu be3cbHue TpeBoxHOCT, CyuuuaHa KOHBEP3HOHHO
HapyuLeHus nenpecus’, uaeauus/ pa3CcTPONCTBO Y,
Bb36yna’, MoBe e HHE, NapoHUpHUs 'S,
MOHHKEHO MCUXOTHYHO NieKapcTBeHa
nbuao’, pa3cTpOMCTBO , | 3aBUCHMOCT,
HEPBHOCT, aOHOpMHO COMHaO0yJ/IU3bM,
IeNpecoHau- MHCJIEHE, NpexaeBpeMeH-
3aLu, anaTms, Ha eAKyalus
KOLLIMapH, XTI LIMHALMY
OpYKCH3BM" arpecus’,
ey popHUHO
HaCTPOEHHE
napaHos
Hapywenus na | 3amasHocT, Tpemop, AMHe3HA, Koma®,
HepeHama rnasobonue’, JIBUraTeJIHMU XHMNoecTe3us , | akaTu3us (BK.
cucmema CBHJIMBOCT Hapy LLIEHHUS MYCKYJIHH TO4Ka 4.4),
(BKJI. eKcTpa- CbKpalleHHH, JTUCKHHE3 U,
NMUPaMHUIHM HEBOJIEBH , XHIEPecTe3ns,
CHMINTOMM KaTO | CHHKOM , MO3bYHOCHIOB
XHMNEPKHUHE3NA | XHUMEPKHMHE3UA , | cna3bm
XHMIEPTOHYC, MHUIpeHa, (BKJIIOUHTESTHO
JIMCTOHMSH, KOHBYJICHH oOpaTum
CKbpLIAHE CbC 3amaiiBaHe npu | uepebpaseH
3b0MU UM NnpoMsAHa Ha Ba30-
HapYLLUEHHUS B nosara, KOHCTPUKTHUBEH
Moxo/Kara), HapyllueHa CHHIPOM H
napecresus , KOOpAMHALIMSA, | CHHAPOM Ha
XUNEpPTOHYC HapylieHue Ha | Call-Fleming)'s,
HapylleHUe Ha | peuTa NCHXOMOTOPHO
BHUMAaHHETO, HeCno-
IUCTEeYy3Hs KOHCTBHE Y,
(Bx. TOuKa 4.4),
HapylleHa
CETHBHOCT,
xopeoarerosa’.
Cobuio
NpU3HALMK K
CHMITOMH,
CBBbP3aHH CbC
CEpPOTHHHOB
CHHIPOM  WJIH
3/I0Ka4YeCTBEH
HEBPOJIENTHYEH
CHHIPOM: B
HAKOM CJTy4aH
CBBP3aHH C \
eIHO- Ao\
BPEMEHHOTO
NPUITIOKEHHE
CEPOTOHHH-
epPruyuHH

JIeKapcTBa,




KOUTO
BKJIHOUBAT
Bb30yaa,
00bpKBaHe,
0OuIHO
H3MOTABAHE,
AWapus, BUCOKA
TEMIeparypa,
XUMNEPTOHMA,
PUTHAHOCT M
TaxuKapaus®

Hapywenus na

ovume

3PHUTENHO
HapyLeHHe

Muapuasa’

CkoToMm,
rnaykoma,
[UTLJIONHA,
poTodobus,
xugema's,
HEeeIHAKBH
3EHULM Y,
aOHOPMHO
3peHue’,
HapylIeHHE Ha
CJTb3HHUTE KJIE3H

Makynonartus

Hapywenus na
yxomo u
nabupunma

Tunutyc”

bonka B yxoro

Cvpoeyru
HapyuLeHUA

[MannuTauuu’

Taxukapaus ,
ChPAEYHO
HapyLLUEHHE

MuokapaeH
nHpapkKT Y,
Torsade de
Pointes™ (Bx.
Touku 4.4,4.5 u
>.1),
Opaaukapaus,
yAbJIXKaBaHE Ha
QTc

HHTEpBaJia (BX.
Touku 4.4,4.5 u
5.1).

Cwvoosu
Hapyuienue

["opely BBIHM

AOHOPMHO
KbpBEHE (KaTo
racTpo-
HHTECTHHAHO
KbpBEHE)
XHUIMEPTOHHSA ,
3ayepBABaHe,
XeMaTypHs

[lepudepna

HCXEMHA

Pecnupamopru,
CPBOHU U
MeouacmuHaIH
U HapyuiteHus

[Mpo3sapane’

JlucnHes,
enucTaKcuc ,
OpoHxocnazbm’

Xunep-
BEHTHJIALIMA,
HHTEP-
CTULIMAJIHA
oenoapoOHa
6oJiecT ’,
€03UHOQHUJIHA
[MHEBMOHHSA >
JIAPUHIOCMNAa3bM,
auchoHuA,
crpunop ¥,
XHUI10-
BEHTHIALIUA,
XbJILAHE




CmomauiHo- ["anene, Hucnencus, MeneHa, 30Hu | Pa3a3BaBaHe HAa | MUKpPOCKONCKU
YpeeHU [Mapus, CyxoTa | 3anek , Hapy LLIEHHS, yCTara, KOJIUT
HapYUeHUst B ycTaTa KOpeMHa e3odarur, MaHKpPeaTHT 3,
ooska’, rJIOCHT, XeMaToxe3us,
MoBpblaHE XE€MOPOHUIH, pa3s3BsBaHe Ha
¢naTyneHuus CBPbXCEKpeUHa | e3uKa,
Ha CJIOHKA, CTOMATHT
aucarus,
OpHIBaHe,
HapyLIeHHe Ha
e3MKa
Xenamobunu- AOHOpMHa
apHu YyepHOIpoOHa
HapyuteHus GyHKLMS,
CepHO3HH
YEpPHOAPOOHH
cbOUTHA (B TOBA
YUCIO XENaTHuT,
XKbJITEHHLIA U
yepHoaApoOHa
He1ocCTa-
TBhYHOCT)
Hapywenua na Xunepxuaposa, | Ilepuopburanen | Peaku cnyyam
Koxcama u o0puB’ OTOK , Ha TEXKH
NOOKONCHaMa ypTHKapHs KOXKHH
MbKaH aJIoneums , HeXeJIaHU
cbpOex, peakLUU: Hamp.
nypnypa’, CHHIPOM Ha
aepMarTuT, cyxa | Stevens-
KOXKa, OTOK Ha Johnson® u
JINLIETO, enuaepMaiHa
CTyJIeHa MoT HEeKpoJin3a ',
KOXHa
peakuus °,
¢oTouyB-
CTBHUTEJIHOCTY,
aHrHoOelIeM,
abHOpMHa
CTPYKTypa Ha
Kocara,
abOHOpMHa
MHPpH3Ma Ha
KOXaTa,
Oyno3eH
[IePMaTHT,
dbonukynapeH
o0pHB
Hapywenus na bonku B repoa, | Ocreoaptpwr, Pabno- Tpusmyc”
MYCKYHO- apTpairus , MYCKYJIHH MHOJIH3a S,
ckenemuama MUAJIT U MOTpenBaHMA, KOCTHO
cucmema u MYCKYJTHH HapylIeHHe
CoeOUHUmMenHa KpaMmIu’,
ma MmvKaH MYCKYJIHa
cnaboct .
Hapywenus na [lonakuypwus, HepaBHomepHa an
6vbpeyume u MUKLIMOHHO CTpYS Ha q}‘\w 0
NUKOYHUME HapyLLIEHHE, ypuHaTa,
nemuuya 3apbKKa Ha OJIUTYpHA
ypUHaTa,
HE3a1bPXKaHE

Ha ypuHa',




MOJIMYpHA,

HUKTYpHS
Hapywenus na | Jlunca Ha CMyLieHHs Ha CekcyanHa ["anakTopes, [ocyiepoa0BO
8b3npouzeoouUm | esKynalms MEHCTPYalIHUS | AUCHYHKLUA, aTpopuyeH KPbBOTEUEHHE
erHama UMKBI , MEHOparus, BYJIBOBarMHUT, | **;
cucmema u €PEeKTHJIHA BJ1araJIMLIHO FreHUTAJTHO
ewpoama’ nuchyHKLHS KpPbBOTEUEHHE, | TEYEHHE,
CeKCcyasiHa Das1aHo-
auchyHkLmMA MOCTHT 3,
MpH XeHara rHHEKOMacTHA ,
NpHanu3bM
Obwu Ymopa’ Cnabocr’, [lepudepen XepHus,
HAPYWEeHUA U rpbaHa G6onka’, | otok’, HamajieHa
echexmu Ha Hepa3noJo- BTpPHCaHe, MOHOCHMOCT
MACMOMO HA KEHHE HapylU€HUE HA | KbM
NPUIONCEHUE MOBULLEHA noxoakara’, NIEKapCTBOTO
TeMrneparypa’ Kaxaa
H3cneosanus YBEJIHYEHO YBenuueHa [loBHILEH
TEJIECHO TErNIO' | allaHWH aMMHO- | CepyMeH
TpaHchepaza” X0JIeCTepoI,
yBeJIMUYeHa a0OHOpPMHH
acraprar CTOWHOCTH Ha
aMHHO- nabopaTOpHUTE
TpaHcdepasa’, pe3yJITaTH,
HaMaJIEHO aOHOpPMOCT Ha
TEJIECHO TErJI0™ | criepmara,
NMPOMEHEHA
TPOMOOUHTHA
(yHkuns
Hapanseanus HapansBaHe
OMpPAasAHUA U
VCIONCHEHUA,
8b3HUKHANU 8
pe3yimam Ha
UHMEPBEeHYUU
Xupypeuwecku u Coao-
MEOUYUHCKU pa3luMpsABalLLa
UHMepEeHYuU HHTEPBEHLIHSA

* HPJ1, uneHTHOHUMPAHH B NOCTMAPKETHHIOBHSA NEPUO/
¥ HPJI, npu koiTo yecToTarta € onpeaeseHa Ha 6a3ara Ha o4aKkBaHa ropHa rpaHuua ot 95% nosepuresieH

HHTEpBaJl, U3MOJN3BANKH ,,[IPABUIIOTO HA 3°.
** Tosa crOnTHE € chOOLIABAHO 3a KJaca jgekapceTBa SSRI/SNRI (Bx. Toukn 4.4 1 4.6).

Cumnmomu Ha omuemane, HabAOOABAHU NPU CRUPAHE HA 1eYEHUEemMO CbC CepMPAIUH
CnupaHeTo Ha npyemMa Ha cepTpasiiH (0COOEHHO, KOraTo € BHe3anHo) OOMKHOBEHO BOJH 10
CMMIITOMH Ha OTHeMaHe. Hail-yecto ca cboOluaBaHu: 3aMasHOCT, CETUBHH HApPYLUIEHHUS (BKJIIOUHTETHO
napecTe3us ), HapyLEeHHUS Ha CbHS (BKIIIOUHTENHO O€3ChbHUE H HHTEH3WBHH CbHHIIA), Bb30yaa WK
TPEBOXHOCT, raficHe W/ WK NMOBpbLIAHE, TpeMOp M raBodonue. [1o npuHLKMN Te3n CLOUTHA ca JieKH
[0 CPEAHO TEXKKH U ca camoorpaHuyasailu ce. [lpu Hakou nauueHTu obaye morar aa ObaaT TEXKKH
W/WIIH NPOABLKUTENHU. Cle10BaTENHO, KOraTo JICYEHUETO CbC CEPTPAIMH BEUYE HE € HAJIOXKUTENIHO, Ce
npenopbyBa CrIMPaHETO MYy [la CTaBa IU1aBHO, Ype3 MOCTENEHHO HaMaJIsBaHE Ha J03aTa (BX. TOYKH 4.2

U4.4).

Cmapuecka év3pacm

SSRI unm SNRI, BriroudTenHo ceprpaiul, ca OUJIH aCOUMMPAHU ChC CIy4au Ha KM
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XHIMOHATPUEMHUS MPH NMALMEHTH B CTApUYECKa Bb3pacT, KOUTO € Bb3MOXKHO 1a Ca U3JI0H i\ 1"* _# ’5; '
BMUCOK PHCK OT TOBa HEXeJIaHO ChOMTHE (BXK. TOYKa 4.4). N g T
[leouampuuna nonyrayus _fs‘
N
"4\ "




[Ipu noseue ot 600 neanaTpHUHHU NMALMEHTH, JIEKYBaHHU CbC CEPTPaAIUH, OOLUAT Npodua Ha
HEXKEJIAaHU PEaKLMH KaTo L0 € OMi noaodeH Ha HaboaaBaHUS B MPOYYBAHMATA MPH Bb3PACTHH.
ClieAHHUTE HEXKETAaHW peaKkLMH ca OMIU CbOOLIIEHH OT KOHTPOJIMpaHH npoyuBaHus (n=281 nauueHTH,
JIEKYBaHHU CbC CEPTPAJIUH):

Mnoco wvecmu (=1/10): I'naBobonue (22%), 6e3cbHue (21%), nuapug (11%) u ranene (15%).

Yecmu (21/100 0o <1/10): I'pbaHa 6onka, MaHHs, NOBHLLIEHA TEMIEpaTypa, NOBpbLIAHE, AHOPEKCH,
adeKTHBHA JIaDMJIHOCT, arpecus, Bb30yaa, HEPBHOCT, HAPY1LIEHO BHHMaHHE, 3aMasiHOCT,
XUIMEPKHUHE3HUS, MUIPEHA, CbHIIMBOCT, TPEMOP, 3PUTEJIHO HapylIIEHHE, CYX0Ta B yCTaTa, JUCTIENCHS,
KOLIMapH, yMOpa, HHKOHTHHEHLIMS Ha ypUHaTa, OOpUB, aKHe, enUCcTaKkcHuc, diaTyieHLus.

Hevecmu (= 1/1 000 oo <1/100): Y nbsxked QT-unrepsan Ha EKI™ (Bx. Touka 4.4, 4.5 u 5.1), onur 3a
CaMmOyOHMCTBO, KOHBYJICHH, EKCTPAITMPAMHAHO HapyLUEHHE, NapecTe3us, Aenpecus, XalloLHHALM,
nyprypa, XMMnepBeHTHIaLUs, aHEMHS, HapyLUeHa YepHOApOoOHa (QYyHKLMA, YBETHYEHA AlaHHH
aMUHOTpaHcdepasa, LIMCTHUT, Xeprec CUMILIEKC, Bb3NajJieHHe Ha BBHLIHOTO YXO0, 001Ka B yXoTo, 60/1Ka
B OYMTE, MHpHA3a, HEPA3IIOJI0KEHHE, XEMATYpPHUs, THOEH OOpPHB, pUHHUT, HapaHsBaHe, HaMalsiBaHe Ha
TE€JIECHOTO TErJIO, MYCKYJ/IHO NMOTpEnBaHe, aDHOPMHHU ChbHHULLA, anaTus, anOyMHUHYpPHS, MOJAKHYPHS,
MOJIMYPHA, rPbHA 00/IKa, MEHCTPYAJIHO HAapyLUIEHHUE, ajloNeLus, AEPMATHT, KOXKHO HapylUEHHE,
aOHOpMHA MMpPHM3Ma Ha KOXKaTa, ypTHKapHus, OpyKCH3bM, 3a4epBsABaHE Ha JIULIETO.

C neuzgecmuna yecmoma: eHype3uc

Egpexmu na knaca

EnuaeMHoNOrHYHHTE NMPOYyYBaHHUsA, MPOBEXAAHH I1aBHO MPH NauKMeHTH Ha 50-roAuilHa BB3PacCT M MO-
Bb3paCTHH, MOKa3Ba MOBUIIEH PUCK OT QPaKTYpPH HA KOCTUTE NMpPH NauueHTH, npuemaiuu SSRIs u
TCAS. MexaHu3mbT, BoA€LL A0 TO3H PHCK HE € U3BECTEH.

CpoOL1aBaHe Ha MOAO3UPAHH HEXEeJIaHU PeaKLIuu

Cpob11aBaHeTo Ha MOA03UPAHH HEXeNlaHH pPeakLMH Clie]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHHUS
[MPOAYKT € BaXXHO. ToBa 103BoJisBa a NPOABJDKHA HAOMOAEHHETO HA ChOTHOLLIEHHETO MOJ13a/pUCK 3a
JIEKAPCTBEHUSA NMPOAYKT. OT MEAULIMHCKHUTE CMELIMATMCTH Ce€ M3HCKBA J1a choOl111aBaT BesKa
noao3MpaHa HeXKejlaHa peakLus Ypes

M3nbiaHUTENHA areHuuUsd 1no JiekapcTaara

yi. . JlamsaH [ pyeB” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcaiT: www.bda.bg

4.9 Ilpeao3upane

Toxkcuunocm

CeprpanuH UMa TepaneBTHYHA rpaHyLia Ha O€30MacHOCT, 3aBUCHMa OT MalMeHTCKaTa Momnyaalus

W/ MW NpUApY>XaBaloTo JeyeHue. dartanHu ciyyan oT Npeao3upaHe ca ChoOLAaBaHH CaMOCTOATETHO
WM NPH KOMOMHALIMA HAa CEPTPAJIMH C pYry JieKapcTBa W/unu ankoxoin. ClieqoBaTeIHO BCEKH Ciyyait
Ha npeao3upaHe TpsaOBa Aa Obae JIeKyBaH arpeCUBHO.

Cumnmomu
CUMNTOMHUTE HAa MPEAO3UPAHE BKIHOYBAT CEPOTOHUH-MEAMMPAHH HEXKENAHH JIEKAPCTBEHH PEaKLMH
KaTo ChbHIAUBOCT, raCTpO-UHTECTHHAJIHM HapyLIEHUs (KaTo rajeHe U NoBpblUAHe), TaXHKap
TpeMop, Bb30yaa U BUeHe Ha cBAT. CboOli1aBa 3a koMa, Makap M no-psKo.

MO Ta3u NMpPHYHHA BCAKO MOMNTHIIAHE HA CBPBX/103a CEPTPAIMH CE NMPENnopbyBa MOHHM
(Bxk. Toukn 4.4,4.5u 5.1).

ey




Oeaaossane

JIunceart cneunudryHH aHTHAOTH Ha cepTpaiuH. [IpenopbuBa ce aa ce ycTaHOBH M MoAAbPXKa
JIMXaTeJIeH MbT U NMPU HEOOXOAMMOCT J1a C€ OCUIYPH aJIeKBaTHA OKCHUI€HALlMS U BEHTHJIALIUA.
AKTHUBHHMAT BbIJIEH, KOWUTO MOXKE 1a c€ KOMOHMHHMpA C OYHUCTHUTETHO, MOXKE J1a € €IHAKBO e(peKTUBEH
HJIM Nno-edeKTUBEH OT CTOMALLIHATA MPOMMBKA U TPAOBA a ce UMa MpeaBH/l NPH JEYEHHE Ha
npeno3upaHeTo. He ce npenopbyBa npeau3BUKBaHE Ha NOBpbLAaHE. 3aeaHO ¢ obLuara
CMMNTOMAaTH4YHAa U NOAABbPAKALIA Teparnus ce NpenopbYBa OLLE H NMPOC/ieaAdBaHe HAa ChpAe4HHUTE (Harp.
EKI') u apyru sutanuu nokasaresu. [lopaau ronemus odbem Ha pasnpeaeneHUe Ha CEPTPAIMH € MaJIKO
BEPOATHO NMPHJIOKEHUETO Ha PopcUpaHa AUype3a, AMaiu3a, XxeMonepdy3usa uiu
€KCCAaHrBHHOTPAaHC(Py3Hs 1a UMAT O1aronpHATEH €(EKT.

S ®APMAKOJIOr'HYHHU CBOUCTBA

5.1 ®apmakoaHHAMHYHH CBOHCTBA

®apmakorepanesriyHa rpyna: CenektuBHu Muxuburopu Ha ObpaTHus 3axsat Ha CepoTOHMHA
(SSRI), ATC kon: NO6ABO06.

MexaHU3bM Ha JICHCTBHUE

CepTpasiiH € MOLLEH U CEIEKTUBEH HHXHOMTOP Ha 0OpaTHUA 3axBaT Ha cepoToHuHa (5-HT) B
HEBPOHHUTE in Vilro, B pe3yJITaT Ha KoeTo ce noreHuupar eexkrure Ha S-HT npu xuBoTHH. Toi uma
He3HauyHuTeNleH eeKkT BbpXy OOpaTHHUSA 3aXBaT Ha HOPAAPEHAJIMH U IOTIAMHH B HEBpOHUTE. B
KJIMHHYHHM 03U CepTpa/iuH O10KkHpa oOpaTHUA 3aXBaT HA CEPOTOHUH B YOBELUKH TPOMOOUMTH. To# He
NposBsABa CTUMYJIMpalla, CEJaTHBHA WJIM AaHTUXOJIMHEPrMYHA AKTHBHOCT WJIM KApAHOTOKCHYHOCT MNpPH
YKMBOTHHU. B KOHTpOSIMpaHHU NpoyuBaHUs MPHU 34paBU J0OPOBOJILM CEPTPATIMH HE NMPUYUHABA Celallus
U HE NpeJU3BHMKBa MPOMEHH B ICUXOMOTOPHHUTE PYHKLUHHU. B ChOTBETCTBHE CBHC CEJIEKTHBHOTO
HHXHOMpaHe Ha oOpaTHua 3axBart Ha 5-HT ceprpanuH He noBHIaBa KaTexoJaMMHEPrUYyHaTa
akTUBHOCT. CepTpasiuH He npuTexaBa aQUHHUTET KbM MYCKapHHOBHUTE (XOJUHEPIHYHH),
CEPOTOHUHEPrUHYHHUTE, AONAMHUHEPrHYHHUTE, aJpEHEPruYHUTE, XUCTAMUHEpruyHuTe, gABA unu
OeH30AHa3eNUHOBHUTE peLenTOpH. [TpoaABIKUTENHOTO NPUIOKEHHE HA CEPTPAJIMH NMPH XKHUBOTHH €
CBbP3aHO C HAaMaJIiBaHe Ha OpOsA HAa MO3BUYHHUTE HOPJAPEHATMHOBH PELIENTOPH, KAaKTO € Hab10aaBaHo
U NPU APYrH KJIMHUYHO €(PEKTUBHH aHTHAENPECAHTH U AaHTHOOCECHBHH JIEKapCTBA.

He e nemoHcTpHpaH noreHuuMan 3a 3oynorpeda cbe ceprpanui. B n1BoiHO-CANO, paH10MH3UPaHO,
njauedo KOHTPOJMPAHO NPOY4YBaHe, CPaBHABALLO MOTEHLMANIA 3a 3/710ynoTpeda CbC CepTpalivH,
annpasoJiam ¥ d-aMdeTamuH Npu Xopa, CEPTPaIUH He € NPEAU3BUKAl MO3UTHBHH CYOEKTHUBHH
edekTH, NOKA3aTe/IHU 3a NOTEHUHAJ 3a 370ynoTpeda. 3a pa3nukKa OT TOBAa MALMEHTHUTE Ca OLIEHUIH
3HAYMMO MO-BUCOKO M ajnpasojiam, U d-amderaMuH B CpaBHEHHE C Manedo no nokasaresiy KaTto
XapecBaHe Ha JIEKapCTBOTO, ey(OopHs U NOTEHLHAI 3a J10ynorpeda. CepTpajivH He € NpeAr3BUKaI
HUTO CTUMYJIALlUA H TPEBOXKHOCT, CBbP3aHH C NPUIOKEHHETO Ha d-amdeTaMuH, HUTO ceaLus U
ICUXOMOTOPHO HapylU€HHE, CBbP3aHH C MPUIOKEHHETO Ha annpasonam. [IpunoxeH npu pesyc-
MaiiMyHH, OOYUYEHH N1a MPUEMAT CaMH KOKaWH, CEPTPAJIMH HE € CTUMYJIMpaJl NPHEMAHETO Ha OMNMara,
HHUTO ITbK € MOI'bJ1 @ 3aMECTH KaTO JUCKPUMHUHATUBEH CTUMYJ d-amdeTaMuH Wiu peHobapOuTan.

KinuHHyHa ePUKACHOCT U 06€30MacHOCT

[onamo denpecueno pazcmpotcmeo
[IpoBeieHO € KITMHUYHO MPOYYBaHe NpU AeNpPpecCUBHU aMOyNaTOPHHU MALMEHTH, MPU KOUTO € HACTHITH
e(heKT 10 Kpasd Ha HayanHara 8-ceAIMMYHA OTKpHTA (pasa Ha NeYeHHe Che cepTpaiuH S0 200 me
Te3un naumeHTu (N=295) ca Ounu paHaOMU3MpaHHU Aa NPOABLIKAT B IBOHHO-CJIATNO Npg e@é -
ceprpaiuH 50-200 mg/neH unu nnauedo 3a 44 ceamuum. Habnronasana e cratucTuieg

[MO-HHCKA YE€CTOTA HA PELIMAMBUTE MPU NALUEHTUTE, MPUEMALLH CEPTPAJIHH, B CPaB / <
npuemMaiumre ruiauedo. Cpeanara n03a 3a NaLMEHTHUTE, 3aBbPLUM/IH MPOYYBAHETO,
[IpOoLEHTHT NaLUMEHTH, MOBIHUIH C€ OT JIEYEHHETO (AePHHHUPAHH KATO TE3H MNaLHe
€ HaCTbITHJI PELIMMB), 3a CEPTPAIMH U miauebo e oun cproreTHO 83,4% U 60,8%.




Iocmmpasmamuuno cmpecoeo pazcmpoiicmeo (IITCP)

KomOuHUpaHu naHHHW ot TpuTe npoy4BaHus 3a [ITCP cpea obuoTo HaceneHne ycTaHOBABAT I10-
HHUCKa Y€CTOTa Ha OTrOBOP NPH MBKETE B CPABHEHHUE C KEHUTE. B 1BETE NO3UTUBHM NMPOYUYBaHHUSA Cpel
oOLuara nonyJjauus Ha CEPTPAJIMH CPAMO Mauedo, YecToTaTa Ha NMOBJIMABAHE MPH MBIKETE H KEHUTE
e Ouna cxoaHa (okeHu: 57,2% cnpsamo 34,5%; mbxe: 53,9% cnpamo 38,2%). bposT Ha MbxKeTe H
JKEHUTE B 00€IMHEHUTE NpoyuBaHusa cpea oOwara nonysuus € 184 u cvoreeTHo 430, M cliIe10BaTETHO
pe3yJITaTUTE MPH HKEHHUTE Ca C NO-rojifiMa TeXKECT, a NPHU MBXKETE CE CBbP3BAT C APYrH H3XOIHH
XapaKTEPUCTHKH (1MO-rossAMa 3J10ynorpeda ¢ BeLEeCTBOTO, MO-roJiiMa NPOAbIXKHTETHOCT, H3TOUHHK
Ha TpaBMa H T.H.), KOUTO KOpeJIMpaT ¢ HamaJleHUd e(]eKT.

Cwvpoeuna enexkmpodghuzuonocus

B cneunanusupaHo 3aaendo4yeHo npoyysaHe Ha QTc, npoBeaeHO Npu paBHOBECHH KOHLIEHTPALIMHK H
[pU HaJ TEpaneBTHYHHU EKCIO3HMLIMHM TPH 3apaBu 100poBoauH (iekyBaHu ¢ 400 mg/neH — aBa mbTH
Ha/l MAKCMMaJIHATa NpenopbYMTE/IHA IHEBHA 103a), rOpHaTa rpaH1ua Ha ApycTtpaHHus 90%
JIOBEPHUTEJIEH HHTEPBAJ 32 BpEMETO, ChOTBETCTBALLO Ha cpeaHa pa3inuka B QTcF Mexay ceprpaiuH u
rnyiauedo no Meroaa Ha Han-masikute kBaapartu (11,666 MuIHCeKyHaH), € no-roasma ot
NpeABapHTENHO onpeaeaeHus npar ot 10 MUITUCEKYHAU HA BpEMEBUA HHTEPBA 4-H Yac clef MpUem
Ha 103aTa. AHAJIM3bT HA CbOTHOLLUEHUETO ,,6KCMO3ULIMA-OTIOBOP® MOKa3Ba JIEKO M0JI0XKHTENHA Bpb3Ka
mexay QTcF u nnazmenure koHueHTpauum Ha ceprpanut [0.036 munucekynau/(ng/mL); p<0.0001].
B1b3 ocHOBa Ha Mozes1a “eKCNO3HMLUA-0OTrOBOP®, NparsT 3a KJIMHUYHO 3HAYMMO yab/bkaBaHe Ha QTcF
(T.e. nporHo3upaHuaT 90% nosepureneH uHrepsal aa npepyiuasa 10 MUIMCEKYHAH) € noHe 2,6 MbTH
no-BHCOK OT cpeaHara Cmax (86 ng/ml) cnen npunoxkenue Ha Hal-BMCOKaTa NpenopbYMTE/IHA 1034
ceprpaiuH (200 mg/aen) (Bx. Touka 4.4, 4.5, 4.8 u 4.9).

[leouampuunu nayuenmu ¢ OKP

be3zonacHocTTa M eprkacHocTTa Ha ceprpaiiuH (50-200 mg/neH) ca u3cnenBaHHU NPH JIEYUEHHE Ha
amOynatopHo 6oaHu aeua (6-12-roauiHu) v roHowu (13-17-roguiunu) 6€3 aenpecus, ¢ 06CECUBHO
kommnyJicCHBHO pa3cTpoucTBO (OKP). Cnen enHoceAMHMYHO €IMHHYHO-CJIANO TU1aLed0 BbBENEHUE,
MaLHEeHTHTE Ca paHAOMH3HPaHH Ha 1BAHANCETCEAMHYHO JIEYEHHUE C I'bBKAB 1030B PEXXHM ChC
cepTpajivH WM miauedo. Jleuara (6—12-roguuiHu) ca 3ano4Haiy ¢ MbpBOHa4allHA 103a OT 25 mg.
[TatmeHTHTE, paHIOMH3HMpPaHW Ha CEPTPAJIMH, Ca MOKa3alu 3HAYMUMO MO-roIAMO NnoaoOpeHHe oT
paHaoMu3upanuTe Ha rauedo no Children’s Yale-Brown Obsessive Compulsive Scale CY-BOCS
(p=0,005), NIMH global Obsessive Compulsive Scale (p=0,019) u CGI (Clinical global Impressions)
Improvement scales (p=0,002). OcBeH TOBa TEHAECHLIMA KbM MO-rOJISAMO NoA0OpsABaHe B rpynara Ha
CepTpaJIMH CNIPAMO rpynara Ha ruiauedo € HabmoaasaHa cbio U no CGI Severity scales (p=0,089).
[launeHTHUTE, NOBIUSAHM OT JICYEHUETO W ACDUHHUPAHH KATO MALMEHTH C NMOHKKEHHE OT 25% Hiu
noseye no CY-BOCS (OCHOBHUAT KpUTEPHUH 3a €(PUKACHOCT) OT U3XOAHOTO HHMBO J10 KpaiiHaTa TOYKa,
ca Oniv 53% OT nauMeHTHTE Ha cepTpaiiH cnpsamo 37% ot naumeHTHTe Ha niauebo (p=0,03).

an Ta3HU MICAHAaTPpH4HAa nonyJlaluia JIHICBAT KJIMHHYHH HU3TNHWTBAHHUA 3a B¢HKHEHOCT.

[leanaTpruuHa nonyJjauus
HsamMa nannu 3a aeua noa 6-roauiliHa Bb3pacT.

llocmmaprxemuncoeo npoyusane 3a bezonacnocm SPRITES
[IpoBeaeHo € 00CepBaLMOHHO, MOCTMAPKETHHIOBO NMpoy4BaHe npu 941 nmauMeHTH Ha BB3pacT OT 6 10
16 roauHy, 3a 1a ce OLEHH ABJIrocpoyHara 6€30nacHOCT Ha IEYEHHETO ChC CEPTPaAIHH (ChC H Oe3
MCUXOTEpan#us) B CpaBHEHHE C NCUXOTEPANUATA 328 KOTHUTHBHO, EMOLIMOHATHO, PU3HYECKO H
MmyOepTeTHO Ch3psABaHe 3a Nepuoa 10 3 roguHU. ToBa nMpoyuyBaHe € NPOBEAEHO B YCJIOBHUS H

pa3CcTPOMCTBO, AEMPECUs MJIM PYTH TPEBOXKHH pa3CTPOMCTBA, NMPH KOUTO Ca OLIEHEH
Mo3HaBaTeJIHUTE PyHKUHMU [oueHeHH ype3 TecTa Trails B v uHaekca Ha MeTakOrHM
Rating Inventory of Executive Function (BRIEF), noBeaeHueckara/emMouuoHaiHa
(oueHeHa ype3 Behavioural Regulation Index na BRIEF) u ¢pusuueckoro/nybepr
(OLIeHEHa Ype3 CTaHAapTU3UPpaH MHAEKC 3a BUCOUYMHA/TerNo/TeniecHa maca (BMI) u




CeprtpanvH € oqoOpeH B nearMaTpUyHaTa nornyJsauus caMmo 3a NalMeHTH Ha Bb3pacT 6 U noBeye
roguHu ¢ OKP (Bx. Touka 4.1).

CTaHaapTU3UpAHETO Ha BCEKH MOKA3aTesl 3a MbPBUYHMUA PE3YJ/ITaT Bb3 OCHOBA HA HOPMHTE 3a M0J1 U
Bb3pacT NoKa3sa, 4ye O0LUTE pe3yJ/ITaTH ca B CbOTBETCTBUE C HOPMAJIHOTO pa3BuTHe. He ca
Ha0JIF0aBaHH CTATUCTHYECKH 3HAYUMH Pa3/IMKH MO OTHOLLIEHHE HA NMOKa3aTe/IuTe 3a MbPBHUYHKS
pe3yaTar, ¢ H3KJIKoYeHHue Ha TersioTo. [Ipu cpaBHUTEIHM aHATK3H ce HaO/IoAaBa CTaTUCTHYECKH
3HAYMMO OTKJIOHEHHE MO OTHOLIEHHE HA CTAHAAPTU3UPAHOTO TEIJI0; BbIPEKH TOBA, BEJIWYMHATA Ha
MpoMsHAaTa B TErJIOTO € Masika [cpeaHa (SD) npomsHa B ctanaapTusupaHure z-pesynrtaru <0,5 SD].
YcraHOBeHa € 3aBUCHMOCT B OTHOLLUEHHETO [103a-0TrOBOP IMPH MOBHILIEHHETO HA TErJIOTO.

5.2 @PapMaKOKHHETHYHH CBOHCTBA

Abcopbyus

[Ipu Xopa cien nepopaiHo €AHOKpaTHO AHEBHO npuioxkeHue Ha 50-200 mg B npoab/keHHe Ha 14
AHH, MAKCUMAJIHH IJIa3MEHH KOHLUEHTpALKMH ce aocTurat Mexay 4,5—8.4 yaca cien npuema. XpaHara
HE MPOMEHS 3HAaYUMO OMOHATMYHOCTTA Ha TaONETKHUTE CEPTPAIHH.

Paznpeoenenue
[TpubausuTentno 98% ot uMpKY/IMpPaLLOTO B CHCTEMHOTO KPbBOOOpallleHHE JIEKAPCTBO € CBbP3aHO C

MJIa3MCHHUTE IMPOTCHHHA.

buompancgopmayun
CepTpa/iuH NpeTbpsaBa 3HaYUTEIIEH META00IM3BM TNPH MHPBOTO CH NPEMUHABAHE Npe3 YepHUs 1po0.

Ha 6a3ara Ha KJIMHHYHH U in-vifro JaHHU, MOXKE /1a CE 3aKJII0OYH, Y€ CePTPAJIUH ce MeTaboIH3Mpa Mo
HAKOJIKO HauuHa, BKIoYuTeIHO CYP3A4, CYP2CI19 (Bux Touka 4.5) u CYP2B6. CeprpanuH u
HErOBHAT IJ1aBEH METa0OIUT IECMETHIICEPTPAJIMH Ca CbLIO Taka cyOcTpaTH Ha P-rnokonporeuH in-
vitro.

Enumunuparie

CpeaHUAT NMOJY)KHMBOT Ha CepTpajikH € npubyn3uTenHo 26 yaca (B nuanaszoHa 22—36 yaca). B
CbOTBETCTBUE C TEPMUHATHHUSA €JIMMHUHALIMOHEH MOJY>KHBOT, 3a [1a C€ IOCTHIHAT paBHOBECHH
KOHLEHTpAaLUH, € HEOOX0AMMO NPUOIU3UTENTHO IBYKPATHO KYMYJIMPAHE, KOETO € HAJIMLIE e1Ha
CEAMHLIA CJIE/l HAYaJIOTO MPHU €AHOKPATHO AHEBHO IMPUJIOKEHHUE Ha JiekapcTBOTO. [1nazMeHusT
noay>kKMBoT Ha N-aecMmetuiceprpasivi € mexay 62 u 104 4. CeprpanuH 1 N-gecMeTHICEpTPaAIHH Ce
MeTa0O0JIM3MpaT BbB BUCOKA CTEMNEH MPH XOpa, KaTo NOJYy4EHHUTE METabOJIMTH Ce€ eKCKPETHPAT B
€1HaKBa CTEMNEH B ypUHaTa U deueca. Manko konnuectTo (< 0,2%) HenpoMeHeH cepTpasiiH ce
eKCKpeTHpa B ypHHara.

Jluneunocm/neruneurnocm
B unrepsana ot 50 no 200 mg ceprpajivH nposBiBa NpoNnopLMOHAJIHA Ha f03aTa hapMaKOKHHETHKA.

Dapmaxkokunemuka npu cneyuGuuHu 2pynu nayueHmu

[Teouampuuna nonyrayus ¢ OKP
DapMaKkOKHHETHKATA Ha CEpTPavH € Ouna npoyyeHa npy 29 neagMaTpuyHU NauMeHTH Ha Bb3pacT 6-
|2 ronHu ¥ 32 nauMeHTH IoHOLWM Ha Bb3pacT 13-17 roguuu. [laumeHnTure ca OUIM THTPUPAHH

MocTeneHHo A0 AHeBHa no3a oT 200 mg B paMKuTe Ha 32 AHU WM ¢ 25 mg HavyaJiHa /103a U CThIK a\

yBeJIHYeHHe, WK ¢ S0 mg Haya/iHa 103a WM yBelnyeHUus. Pexxumure ot 25 mg u 50 mg ca S5F Afa N
€ HaKBa MOHOCUMOCT. B cTauMOHapHO CbhCTOSHHKE 3a ao3arta oT 200 mg nia3MeHUTe HUB / a\ﬁf
CepTpajiMH NpH rpynara Ha 6—12-roguiiHure ca Ounu npubausutenHo ¢ 35% no-Buco 4
¢ rpynara Ha 13—17-roauwHure U ¢ 21% no-BMCOKH B CpaBHEHHE C pedepeHTHATA Ipy ‘
He e umano 3Ha4MMH pasiMKH MEX1y MOMYETa U MOMHYETA MO OTHOLLIEHHE HA KIMPBbHK
CnenosaresiHO MpH aeua, 0co0EHO ¢ HUCKO TEIECHO TerJio, e Nnpenopb4yBa HUCKA Haya

CTBIIKH HA TUTpUpaHe oT 25 mg. Jlo3aTa npu IOHOLIK MOXe 1a ObJle KAKTO MPH Bb3PaCTH




FOnowwu u auya 6 cmapuecka 6v3pacm
DapMaKOKMHETHYHUAT NPOQKUA MPHU IOHOLLM U JIULIA B CTapyecKa Bb3pacT He ce pa3/ituyaBa 3Ha4YuMO
OT TO3HM IPH Bb3pacTHU Mexay 18 1 65 roguHu.

Yeproopobro yepexcoare
[Ipy nauMeHTH ¢ 4epHOAPOOHO yBpEXkKAaHE MOJYKUBOTHT Ha cepTpaiuH € yabmkeH U AUC e
yBEJIHUE€HA TPH NbTH (BXK. TOYKHU 4.2 1 4.4).

bvbpeuno yspecoane
Hsama 3HauMMo akymyJiMpaHe Ha CepTPaJiMH MPH NMaLMEHTH C YMEPEHO 0 TEKKO ObOpeUHo

YBPEXIAHE.

DapmaxkozeHoOMUKA

[Ina3menuTe HUBA Ha cepTpasivH ca NpUOaU3uTENHO 50% MO-BHCOKH MpH cnadu MeTabou3aTOpH Ha
CYP2C19 cnpsaMo ekcTeH3uBHU MeTabonu3aTopu. KIIMHUYHOTO 3HaYE€HHE HE € ACHO W MaLMEHTHTE
TpAOBa 1a ObJaT TUTPUPAHU CNIPAMO KJIIMHUYHHUAT OTTOBOP.

5.3 IlpeaAk/HHHYHH JaHHH 33 0e30macHoCT

[IpeaxknuHUYHUTE NaHHU HE MOKa3BaT 0COOEH pPUCK 3a XopaTa Ha 6a3a Ha KOHBEHLIMOHAJTHUTE
(hapMaKoJIOrHYHH MPOYy4BaHHUs 3a 0€30MaCHOCT, TOKCHYHOCT MPH MHOTOKPaTHO NpUJiaraHe,
reHOTOKCHYHOCT H KapLMHOreHeH rnoreHuua. [lpoyusaHus BbpXy penpoayKTUBHATA TOKCHYHOCT MpPH
’KHBOTHH HE Ca MOKa3ajli TePaTOr€HHOCT UJIH HEeXETaHHU €(PEKTH BbPXY MBIKKUSA (PEPTHIIMTET.
HabGnronaBaHara GeTOTOKCHYHOCT € BEPOSATHO CBbp3aHa ¢ MaiuyuHa TOKCHYHOCT. HeoHaTaniHaTa
MPEXUBAEMOCT M TEJIECHOTO TErJIO NMPH Ky4€eHLa ca OUIM HaMaJleHH camo Mpe3 MbPBUTE HU Cle
paxaaHeTo. He € HaMepeHOo NoKa3aTesICTBO, Y€ paHHATa MNOCTHATAIHA CMBPTHOCT C€ AbJDKH Ha
€KCIMO3MLMA 10 BpeMe Ha OpeMeHHoCT ciien 15-a aeH ot 6peMeHHocTTa. 3a0aBAHETO B MOCTHATAJIHOTO
pa3sBHTHE MPH Ky4€HLIATa Ha JIEKYBaHH MalKH BEPOSATHO C€ Ab/DKH Ha €(DEeKTH BbpPXY MalKHTE H
CJIE10BATEJIHO HE C€ OTHACH 3a PUCKa IMPH Xopa.

HM3cneasaHusaTa ¢ )KMBOTHH, BKJIIOUBALLUM NPU3a4YH M APYrH BUOBE, HE ca NMoka3aiu epeKkTH BbpXY
deprunurerTa.

FOsenunnu npoyusanus npu HCUGOMHuU

KOBEHHJIHO NMpOyYBaHE 3a TOKCHYHOCT NPH TUTBXOBE € MPOBEAEHO ChC CEPTPAIHH, NpUaaraH
epopagHo, NMPU MbXKKH H XKEHCKH MIbXOBE OT 21-BU 00 56-TH AeH cnen paxaaHeTo (B 103w ot 10,40
unu 80 mg/kg/neH) ¢ nepuon Ha Bb3CTaHOBABaHE O€3 NpHeM Ha JieKapcTBOTO 196 ciien pakaaHeTo.
3abaBsHe B CEKCya/lHaTa 3psJIOCT € HACTBITWIIO NPH MBXKKHTE M )KEHCKHUTE TUTbXOBE MPH Pa3IM4yHH
HMBa Ha no3upaHe (Mbxkure npu 80 mg/kg, a xeHckure npu >10 mg/kg), HO BLNPEKH Ta3H HaAXOAKa
HE Ca YCTAHOBEHH CBBP3aHH ChC CEPTPAIHH €(PEKTH BbPXY HHUTO €[1Ha OT OLIEHABAHHTE MBXKKH H
)KEHCKH penpoAyKTHBHH KpalHH TOYKH. B nonbnHeHue, oT 21-Bu 10 S6-TH AeH ciea paXKaaHeTo ca
HaOJr01aBaHM AeXUpaTalys, XpPOMOPHHOPES W MOHWKEHO CPEAHO HajlaaBaHe Ha Terjo. Bcuuku Tesu
e(peKTH, MPUINHUCAHU Ha NPUJIATAHETO HA CEPTPAJIUH, ca OUKW 0OpaTUMH NO BpeMe Ha NepHoaa Ha
Bb3CTaHOBSABAaHE O€3 MpHUeM Ha JIEKapCTBO B Npoy4BaHeTo. KIIMHUYHOTO 3Ha4YeHHe Ha Te3u edekTH,
HaOJIrOJaBaHH MPH MUTBXOBE, HA KOUTO € MpHUJlaraH CEPTPaiiH, HE € YCTAaHOBEHO.

6. PAPMALIEBTUYHH JAHHH

6.1 ChoHcbK HA NOMOINHHTE BellecTBa

Anpo Ha TabaeTkara:

KanuueB xuaporeHdochar auxuapar
MHUKpOKpHUCTaIHA LIeyJ103a

Harpuer HulecTeH rinukoaar (tun A)




XHAPOKCHITPOMMUJILIENYI103a
Tank
Marxe3ueB creapar

DOUAMOBO MOKPUTHE:
Xunpomesio3a

TuranoB auokcua (E171)
Tank

[IponuaeHrnukon

6.2 HecbBMecTHMOCTH

Henpuaoxumo

6.3 Cpok Ha rogHocr

> FOJIHHH

6.4 ChneuHa/HH ycJIOBHS HA CbXPaHeHHe

To3u nekapcTBeH NPOAYKT HE U3UCKBA CMNELIMAJIHU YCIIOBHUS HA ChbXPaHEHHeE.

6.5 BuauchabpxKaHHe HA ONAKOBKATA

baucrepHa onakoska (PVC-donno, Al-¢ponmo): 28 punmupanu tabnerku ot 50 mg, B KapTOHEHA

KYTHSA.
bnucrepna onakoska (PVC-donmno, Al-¢ponuo): 28 punmupanu tabnerku ot 100 mg, B KapToHeHa

KyTHS.

6.6 CneunajHH npeanas’HH MEPKH NPH H3XBbpJisiHE

Hama CriCuUHAJIHH H3HUCKBAHHAL.

7. IMMPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PAZPEHHIEHHUETO 3A YIIOTPEBA
Per.Ne 20050296 — AcenTpa 50 mg
Per.Ne 20050297 - AcenTpa 100 mg

9. JATA HA ITHPBO PAZPEHIABAHE/MTIOJHOBSIBAHE HA PAZPEILIEHHUETO 3A
YIIOTPEBA

Jlata Ha nbpBO pa3pewaBane: 16.05.2009
JlaTta Ha nocjaeaHo noaHoBaeaHe: 23.08.2010

10. JATA HA AKTYAJIN3ZBUPAHE HA TEKCTA




[Toapo6Ha uHdopMaLKa 3a TO3M JIEKAPCTBEH NPOAYKT € NMpeaocTaBeHa Ha yebcaiita Ha U3nbaHuTenna
AreHuus no Jlekapcreara (MAJI) http://www.bda.bg.




