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1. HMME HA JEKAPCTBEHMSI IPOAYKT '

Mucoa 50 mg puamupanu TadjeTKH
Misol 50 mg film-coated tablets

2. KAYECTBEH U KOJTMYECTBEH CbCTAB

Beska punMupana tabnerka cbabpika cepTpaiMHoOB Xxuapoxyopua (sertraline hydrochloride),
exBuBaJieHTeH Ha 50 mg ceprpanuH (sertraline).

[ToMOILIHH BelllecTBa C U3BECTHO JIEHCTBHUE:
JlakT0o3a MOHOXH/IpAT

3a MbJIHUA CIMTUCBK Ha NMOMOILIHUTE BEllleCTBa BUXKTE TOo4Yka 6.1.
3. JIJEKAPCTBEHA ®OPMA

OunmupaHa TadserTka

Mucon 50 mg punmupanu Tabnerku ca 6e1u NpoaAbAroBaTH ABOMHOM3MBbKHAIM (PUIMUPAHU TAOJIETKH C
JIeJINTEJIHA YyepTa OT e/1HaTa CTpaHa.

4. KUUHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3aHHA

CepTpaliiH € 1oKas3aH 3a JICUCHUE Ha.

["onam nenpecuBeH enu3on. [IpodpunakTuka Ha peUMANB Ha roJIAM ACTPECUBEH €ITU30/.
[Tanuyecko pa3cTpoicTBO ChC UM 0e3 aropagodus.

O06cecuBHO-KOMITYJICUBHO pa3cTpoicTBO (OKP) npu BB3pacTHHU M I€La U FOHOLUIM Ha BB3pacT 6-17

rOJAMHH.
CoumatHO TPEBOXXHO Pa3CTPOMCTBO.
[ToctTpaBMaTH4HO cTpecoBO pascTtporcTso (11TCP).

4.2 Jo3HpOBKA H HAYHH HA NMPHJI0KEHHEe

o3upoBka

H’bpﬁﬂHﬂliﬂL’?HU JieHeHue

Henpecus u OKP
JleueHneTo ChC cepTpaiuH TpAOBA J1a 3aMo4He ¢ 103a oT S0 mg/aeH.

Ilanuuecko pascmpoiicmeo , IITCP u coyuanto mpegoicHo pazcmpoucmeo
Tepanusara TpadBa aa 3aroune ¢ 25 mg/aed. Cnexn 1 ceamuua nosara TpsadBa aa ce nopumu Ha 50 mg

BEIHBXK AHEBHO. [IpH Ta3u cxema Ha j03upaHe € Habo/1aBaHa MO-HUCKA YeCTOTa Ha XapaKTepHUTE 3a
HaYaJIHKA MEePUO/I HA JIEYEHHUE HAa MAaHUYECKO Pa3CTPONHCTBO HEXETAHU JIEKAPCTBEHH PEeaKLIMH.




Tumpupane

Henpecun, OKP, nanuuecko pascmpoiicmeo , IITCP u coyuanno mpeaooicho pascmpoiicmeo

[TaumeHTH, KOMTO HE CE MOBNMABAT OT A03a 50 mg, MoraT a ce NMoBNMAA OT [M0-BUCOKA 103a. [IpoMeHu B
f03aTa TpA0Ba Aa ce NpaBAT Ha CTHIKH oT 50 mg npe3 HHTEPBAIH OT NOHE €IHA CEAMULA, KaTO
makcuManHara go03a e 200 mg/aeH. [IpoMenn B fo3arta He TpAGBa 1a ce NPaBAT NMO-YECTO OT BEAHBXK
CEIMUYHO, KATO C¢ NMa MPEeaBH, Y€ BPEMETO Ha NOMYCITUMUHHPAHE Ha CEPTpaTHH € 24 yaca.

Hauano Ha TepaneBTHUYECH ehekT MOXe na ¢ce Habmoaasa B paMKUATE Ha 7 AHH. 3a MOCTHTaHE Ha
TepanerTHYeH edexT obaue, 0ONKHOBEHO € HeoOXoaUM TO-ABLITEI IepHoA, ocobeHo 3a OKP.,

Ioodspacawya mepanus

[Tpy peATOCPOtUHA MOAXBPXKALIA TEPAINHA Ce NpWiara MUHHMaTHaTa e eKTHBHE 1033, KaTo MoceIHaTa
ce afanTHpa choOpa3HO TEPANUBTHYHHA OTTOBOP.

Henpecun

JBITOCPOYHA Tepalkua MOXe ChIO Aa Obae moaxonsiua 3a NpoQuIakTHKa Ha PpELMANB Ha IofsM
nenpecuseH enuzol (I'AE). B nosedero cayvan npenopbUMTENHATA £032 32 TPOQUIAKTHKA Ha ro/ISM
JeNpecHBEH eNH30[ € ChLIATA, KaTO M3NO/3BaHATA MO BpEME Ha HacToAlMA enusol. [TauneHTH ¢
genpecus TpabBa Ja ce NEKyBaT B NPOAB/KEHHE HA JOCTATRYEH MEPHOR OT BpEME OT MOHe 6 Mecela, 3a
Jla € CHTYPHO, Y€ CHMIITOMHTE ¢a H3de3Hamu,

Ianuuecxo pascmpoucmeo u OKP
HenpekscHaTOTO NTeueHHe NpH MaHKrMecko pascTpoiictBo U OKP Tpabea na ce oLieHsABa NEPpUOAUYHO, Thil
KaTo npodHIaKTHKA H2 PELMAMBUTE HE € JI0Ka3aHa IIPH Te3U pa3CTpOHCTRA.

Iayuenmu 6 cmapuecka év3pacm
Jlosara TpaOBa Aa ¢¢ onpeneny BHUMATETHO, Thil KATO NULIATA B CTAPYECKA Bh3PacT MOTaT J1a €a H3NOXKEHH
Ha IMO-TOJAM PHCK OT XHIIOHATPHEMHA (BX. TOUYKA 4.4).

Ueprnoopabro yepesxcoane
VYnorpebata Ha ceprpandH NpU NAUHEHTH ¢ 4epHoapobHo 3abonapaHe Tpsabpa Ja cTaBa MHOrO

BHMMatesHo. Jlo3aTa TpabBa na € no-HNCKa WK HHTEPBATHT MEXKIAY NMPUEMHTE — NTO-ABJIBI, B ClIy4ail Ha
NPRAOKEHHE NPH NMALUMEHTH ¢ HapyuleHa YepHoapodHa pyHkiua (Bxk. Touka 4.4). CepTpanun He Tpabdsa
J1a C€ H3MOMN3BA B CNYYaH Ha TEXKO 4HEPHOAPOOHO yBpexkiaaHe, NOpalH NUICAa Ha KIHHMYHM JaHHH (BX.
TOUKa 4.4).

Hayuenmu ¢ 6vbpeuno yepexcoane
He e HeoOXxonnMo KopurupaHe Ha Ao3ara Npy nauMeHTH ¢ 6u0peuHo yBpexxaaHe (BXK. Touka 4.4).

[leduampuuna nonyvaayusn

Heya u wonowu ¢ 06cecusHo-KOMRYICUBHO PA3CMPOUCME0

Bw3pact 13 — 17 roauHu: nhpBOHAYaIHO 50 mg BENHDLK JHEBHO.

Bb3pacTt 6 — 12 rogMHM: mbpBOHAYaNnHoO 25 mg BeAHBXK AHEBHO. Cliell eAHa CeAMMLUA RO3ATA MOXE 2a Ce
MOBUILK Ha 50 mg BeAHBX AHEBHO.

[locneopaniMre nO3U MOFaT Aa ¢e yBe/IMYyaT B Cly4ad HAa HEAOCTAThYHO NOBAKUABAHE MOCTENEHHOo ¢ no S0
mg 3a NEpHOA OT HAKOJKO CeAMHIM, aKko € Heobxoanmo. MakcumanHara noza € 200 mg aHeBHO.




npy NMoBHILIaBaHe Ha Ao3ata Hax 50 mg. He TpabBa fa ce npaBAT NpoMEHH Ha A03aTa 32 MHTEPBAIM NO-
MaJIKH OT €11Ha CeIMHILIA.

He e ycTaHoBeHa €(PMKACHOCT NpH rofiaMo ASMPECHBHO pa3CTPOHCTRBO B IETCKA BB3PACT.

HsaMa HanW4yHYM JaHHM 32 Jela Ha Bh3pacT noA 6 roanHu (B Chllo Touka 4.4.).

Hauun Ha npueMase

Ceprpanus TpabBa Aa ce npueMa BEAHBXK JHEBHO, CYTPHH HIH Beuep.
TabneTkara cepTpanTuH MOXe Ja ¢e IpUeMa CbC WK 6e3 XxpaHa.

Cumnmomu Ha OMHEMAHE, Habnwoasarue RPpU RPpEKBCE8AHEMO HA CEPMPATHNH

BHe3zanHoTo npexbeBaHe TpaOBa na ce n3barea. 1Ipyu cnupane Ha neueHHETo ChC CEPTPAITHH J03aTa TpAdBa
MOCTENEHHO A3 C¢ HAMANARA 3a MEPUOI OT MTOHE €IHa 0 KBS CCAMULIHM, 33 a ¢ MOHWXY PHCKDBT OT PEaKiH
Ha oTHeMaHe {BX ToukH 4.4 u 4.8). AKo cnen HaMaleHHe Ha J03aTa WIH CITHPaHe Ha NeYyeHUeTo BE3HHKHAT
CUMTOMH, KOHTO NMAUMEHTHT HE MOXKE J1a TOJIEpUpa, MOXKeE J1a ce 0OMHCITH BB3CTAHOBABAHE HA MPEAXOAHO
npeaAnycaHaTa Ao3a. Cnen ToBa 1eXapAT MOXKE A3 NMPOABIHKYA HAMAIABAHETO Ha J103aTa, HO IMO-MOCTENEHHO.

4.3 IIpoTHRONOKAIAHHA

CBPBX‘-IYBCTBHTEHHGCT KBM aKTHBHOTO BCHICCTBO HITH HAKOC OT NOMOILHHTE BCIOCCTRA, H35POEHH B TOYKa
6.1.

EaHOBpEeMEHHOTO MPUNOXKEHHE I[IpA NaUUEHTH, [pHeMally HeobpaTHMH MOHOAMHHOOKCHAA3HH
uHxubutopn (MAO-uHXuOUTOPH) € NPOTHBONOKA3aHO MOpPAdHd PUCKA OT CEPOTOHHHOB CHHIPOM ChC
CUMITTOMHM KaTO )KMTallMdA, TPEeMOpP H XxuneprepMmui. Jleuenue ¢ue ceprpanuH He TpadBa na ce 3anoysa
noHe 14 aHu cneq npexparssaHe Ha neueHue ¢ HeobpatiM MAQO-unxuburop. JIedeHHETO CRC CepTPASIMH
TpabBa Aa ce npexpaTd NoHe 7 IHHU NPEAH 3amovBaHe Ha JieueHHe ¢ HeobpatuM MAQO-uHxnbutop (BX.
Touka 4.5).

EanoBpemMenHaTa ynorpeba ¢ nMMO3H € MpOTHBOIOKA3aHa (BX. To4Ka 4.5).

4.4 CrneunanHu npeaynpexaeHus H NpeANa3ZHH MePKH NpH ynorpeda

CeporonnHoB cunHiaApoM (SS) win Hepponenruden Mannrnedn Cunznpom (Neuroleptic Malignant
Syndrome, NMS)

PazBUTHETO HA MOTCHUHAIHO A HUBOTO3aCTPAIIABALIN CHHIAPOMM KAaTO CEPOTOHMHOB CHHIApPOM (SS) mnu
HEBpPONENTHYECH Manuried cuHapom (NMS) ca Owin cbobiuaBany NpH NPUIOKEHUE HA CENCKTHBHU
HHXHOUTOPH Ha o0paTHOTO 3axBaillaHe Ha cepoToHMHA (SSRI), BKIIOUHMTENHO IeYeHHE ChC CEPTPANTHH.
PucksT ot SS win NMS npu ynorpebara csc SSRI ¢e nosriaea rnpy eAHOBPEMEHHOTO IIPHIOKEHME C
APYTH CEpOTOHHHEPrHYHHM NEeKapcTBa (BKJI. APYIH CEpPOTOHHHEPrHWYHM AHTHAEIIPECAHTH, aMdeTaMHHH,
TPUITTAHK), ¢ JI€KapCcTBa, KOMTO BAOLIABAT MeTAbONM3Ma Ha CepoTOHHMHA (BKimouurenHo MAO-
HHXHOUTOpH, Hamp. MeTWneHoBO CHUHLO), AHTUIICUXOTHUM W JAPYTrH JONaMMHOBH QHTArOHHUCTH H C
HapKOTHYHH BewecTea. [launenTrte TpaOBa Aa ObaaT NpoC/easBaHH 3a NOABATA HA IPU3HALIM K CHMTOMH
Ha SS wnu NMS cuHApoM (Bxk. Touka 4.3).




[IpeMrHaBaHe OT CeNEKTUBHH WHXHOWTOpDH Ha oOpaTHOTO 3axBalllaHe Ha cepoToTHMHAa (SSRI),
AHTHJIENIPECAHTH WX aHTHOOCECHBHH JICKaPCTBA

KOHTpOMMpaHHUAT OMHT OTHOCHO ONTHMATHOTO BpeMe 3a mpeMuHapaHe oT SSRI, aHTHACHpECaHTH WM
aHTHOOCECUBHH JIEKapCTBa KbM CEpTpaNWH ¢ orpaHHueH. [IpomsHara Ha TepanuATa TpabBa na craea
ocofeHO BHHMATEJIHO M CIell CTpora MpeleHka, 0CODEHO KOrato KbM CEepTPaiMH Ce IIPEMHHABa Crejl
NpUICKEHHE HA IEKAPCTEA ¢ MPOABLIDKUTENHO AEHCTBHE, KaTo ITYOKCETHH.

Ipyru cepoTOHMHEPTHYHHM JIEKapCTRA, KaTo TpunTodaH, pendurypamus u 5-HT aroHucry

EXHOBPEMEHHOTO IIPHIOXKEHHE Ha CEepPTPaNuH € ApPYrM JIEKapCTBa, KOHWTO 3aCHNBAT e(eKkTUTe Ha
CEpOTOHHHEPTHYHATA HEBPOTPAHCMHCHA, KaTo aMpeTaMuHy, TpunrodaH, pendmypamu, S-HT aroHucTy
WIH PACTHTENHRUA NPOAYKT XBIAT KaHTapHoH (hypericum perforatum), Tpabpa a cTaBa BHHMATE/IHO U B
CiyyaHTe, B KOHTO € BBb3MOXHO, Aa ce wu30ATBa, MNOpPaJM BB3IMOXKHOCTTA OT BBb3HUKBaHE Ha
bapMakoguHAMHYHH B3aHMOIEHCTBHAL.

Y ankasade Ha QTc nuTeppana/Torsade de Pointes (TdP)
ITpu ynotpebaTa Ha CEPTPANHH MO BpeMe HAa NOCTMApKETHHIOBHA TepHoa HMa ChOOLIeHHA 3a CiTyyay Ha

yaskapaHe Ha QTc unarepsana # TdP. [lo-ronaMa yact ot cprobineHuTe Ciiydan ca HacTBNWIH MpH
MALHEHTH C ApYrd pUCKOBH pakTopH 3a yarikasaHe Ha QTc unrepana/TdP. EdekTsT no oTHOIIEHHE Ha
yankapaHe Ha QTc uHTepBana e NMOTBBPACH OT 3aababoueHo mpoyusaHe Ha QTc npH 3apaBu
noOpOBONLIM, KATO € OTYETEHAa CTATHCTHYECKH 3HAYUMa ITOJIOKHTENHA BPb3Ka MEXAY €KCITO3HLHUATA U
orroBopa. [lo Tasu npuuMHa, ceprpanvH TpsabdBa fAa C€ MpWiara ¢ BHHMaHHE MNpH NAHEHTH C
NOMBLIIHUTENTHY PUCKOBH (pakTOpH 3a yabkaBaHe Ha QTc, kaTo: cxpleyuHo 3abonsapaHe, XHUITOKATEMHS HITH
XHIoMarHesnemus, haMiwiHa aHaMHe3a 3a yawbkasaHe Ha QTc, Opanuxkapansa U eZHOBPEMEHHA yrioTpeba
Ha IeKapcTBa, KOUTO yAbmkaBatr QTc unrepsana (Bx Touka 4.5 u 3.1).

AKTHBHpaHe Ha XUIIOMAHUA WIH MAaHHA

CUMITTOMH Ha MaHHA/XHTIOMaHHA ca CHLOOINEGHH NpU MATLK Opo#i MalHEeHTH MO BpeMe Ha Tepanus ¢
HaAH4YHH Ha Ta3apa aHTHIENpPecaHTH U aHTHOOCECHBHM JIEKAPCTBA, BKIKYHTENHO ceprpaiuH. ETo 3auio,
cepTpaMH TpAGBA Ja Ce€ H3NO/A3BAa BHUMATENHO NMPH MALMEHTH ¢ aHaMHe3a 3a MaHHA/XHIIOMAaHHA,
3aABIKHUTEIHO € CTPUMKTHO HaOmoAeHHe OT cTpaHa Ha Jiekaps. JledeHueTo Cbe cepTpanul Tpsbea aa ce
npekpaTH, ako NAaMEeHTHT MPEeMUHE B MaHHaKallHa (asa.

HInzodpenns

ITcHXOTHYHHUTE CUMITTOMHM MOTaT Z1a C€ YTEXKHAT [IpH NAaLUHEeHTH ¢ mH30(peHHA.

[Tpunanspuu
[Ipy nedeHKne CbC CePTPaNMH MOraT Ja Bb3HMKHAT NPUNaabLM: NPUIIOKEHHETO My TpAOBa 1a ce H3bsaraa

IPH NMalMEHTH ¢ HeCTabWNHA enunencus, a NALUMEHTH ¢ KOHTPONHpaHa enunencus TpaoBa aa 6bAaT noa
HOITHIIHUTENHO HabnoaeHue. [Ipy Bcekn MaLMeHTH ¢ HOBOBb3HUKHAIH NMPHNaAbiM, TepanusTa Tpadsa aa
OBIe npeKbCHATA.

CamoyOHHACTRO/CYHIIMIHA MUCTW/CYHITMANY OfIUTH UK KITWHHYHO BOIlIaBAHE

Henpecusata € CBbpP3aHA C MOBHIUEH PHUCK OT CYMUIMAHH MHCIH, caMOHAapaHABaHE H CamMoyOHIiCTBO
(cynumoHH cbOHTHA). TO3M PHCK NEPCHCTHPA 10 HACTHIIBAHETO HA 3HaYHMMa peMHCHA. TbH KaTo MOXe a
He HaCTBHITH NOACOpEHHE TIpe3 TLPBUTE HAKOJIKO WIH NOBEUE CEAMUIM OT ICYCHHUETO, NAlMEHTHTE TPAOBa
ga 6bIar cTpUKTHO HalMOJaBaHH 10 HACTBITBAHETO Ha ToBa noacbpende. KNHHMYHKMAT OIHT KATO LAIO
NOKa3Ba, e PUCKBT OT CaMOYOHICTBO MOXE J1a HAPaCHE B PaHHHUTE CTAAUH Ha BBE3CTaHOBABaHE.

Jpyry NncHXH4YHHU 3a60ABaHMA, 32 KOUTO C¢ NPEANHCBA CEPTPAIHMH, CHILO MOrar jJa 0bJaT CBbp3aHH C
NOBHLIEH PHCK OT CYMUUAHH ChOUTHA. OCBEH TOBa TE3H CHCTOAHHA MOrar Ja ChIIbTG -_.:.-.;.:
NAEMPECHBHO pa3cTpoiicTBo. CnefoBaTENHO NPEeANasHUTE MEPKH IIPH JICYEHRETO Ha o
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pascTpoficTBo TpadBa na ObjaT CrMa3BaHW CBHILO M NPH JICYEHHETO HA MALMEHTH ¢ APYIH NCHXHYHH
HapyilleHH!4.

3a malMeHTHTe ¢ aHAMHEe3a 332 CYHLMAHN CBOMTHA MM 3a NOKA3BalUTE 3HAYMMA CTCACH HAa CYMLMAHH
HaMEpeHHUA TpeAH HAYANIOTO HA JIEYEHHETO € U3BECTHO, Y€ Ca W3JIOKEHH Ha MO-BHCOK PHCK OT CYMLIMAHH
MHCJIH WIH ONHMTH 33 caMoyOuiicTBO M TpaOBa jAa OBAAT BHUMATENIHO MpOCNEqiBaHH II0 BpEeME Ha
neyeHuero. Mera-aHamHU3 Ha TUINE0O-KOHTPONHPAHH KIMHHWYHA TIPOYYBAHMA C AHTHACTIPECAHTH NpU
Bb3PACTHH MAaLMEHTH ¢ ICUXWYHH HAPYIICHHUS € MOKa3al [MOBHLUEH PUCK MPH CYHLIMAHO MMOBERSHHUE NpH
nauMeHTH Noa 25 roANHH, IEKyBaHH ¢ aHTHAETIPECAHTH B CPaBHEHHE C JIEKYBaHMTE C T1aledo.

JlekapcTBeHaTa Tepanus Tpa6GBa Aa ce CHNPOBOKAA OT CTPHUKTHO HaOMOACHHE Ha MALMEHTHTE H B YaCTHOCT
TE€3H, U3NOXKEHH Ha NMO-BUCOK PHCK, 0CODEHO B HAYAIOTO HA JICUEHHETO M NPH MOCIE/ABAlIM [TPOMEHH Ha
no3ara. [TaumeHTHTE (M NIHLATA, KOHTO C€ TPHXKAT 3a TAX) TpabBa aa 6baaT npeaynpeacHH 3a HyXaarTa Ja
CJIEJIAT 332 BCAKO KNMHHYHO BJIOHIABaHE, CYMIIMIHO IMOBEAECHHE WIM MMCITH U HeoOM4aliHu rMpoMeHM B
NOBENEHHETO M He3abaBHO Ja NOTHPCAT MEAHIIMHCKH ChBET, aKO TE€3H CUMITTOMM C€ TMOABAT.

[leanatpuysa nomysauuns
CeprpanuH He TpabBa Oa ce H3MOA3BA MPH JICYCHHETO Ha Jeua M OHOWM nof 18 rofvHH, OCBEH NpH

NalHeHTH ¢ 00CECHBHO-KOMITYJICMBHO pa3CcTpoMcTBO HA BB3pacT 6-17 roauHu. [ToreaeHus, CRBP3aHK CHC
camoybuiicteo (onuT 33 CcaMoyOMIICTBO W CYHLUMIHM MMCIAH) M BpaxIeOHOCT (IPEAMMHO arpecus,
NoBeAeHHE Ha MPOTHBOIOCTABAHE H THAB) ca HaOMIOJABAHM IMO-4YECTO B KIHHUYHMTE IPOYYBAHHA Cpel
Ae1la ¥ FOHOILN, IEKYBAHH ¢ aHTHIENPECAHTH, B CPaBHEHHE C NieKyBaHHTE ¢ Maiedo. Ako BBIPEKH TOBA
ce BieM€ pellcHHE 3a JIeUeHHE Bh3 OCHOBA HA KIMHUYHA HeoOXOAMMOCT, MalMeHTHTE Tpabsa aa 6baar
BHHMATENTHO MNPOC/ieAABaHH 3a [I02BAaTa Ha CYHLMHH CUMIITOMH. B foIrbiHEHNE Ca HANTHYHH OrpaHH4YeHH
KIIMHAYHH JIaHHMA 33 OBArOCpo4YHATa 0€30MacHOCT IpH ACUa W IOHOWIM, BKIIOUUTENHO eQEeKTH BHPXY
pacTeXa, CEKCYATHOTO Ch3pABaHE M KOTHWTHMBHOTO M noBeacHYecko pasputHe. [lo Bpeme Ha
MOCTMAPKSTHHIOBUA NMEpHON ¢e cbhobIllaBa 3a HAKOMKO Caydas Ha 3abamsHe Ha pacTexa M 3aKbhCHAN
ny6eprer. KNHHHMHOTO 3HaYEHHE U MPUYHHHO-CIEACTBEHATA BPh3Ka BCE OLIE HE €a M3ACHEHH (BX T.5.3 3a
ChOTBETHHUTE MPEAKTHHIYHN NaHHH 3a Oe3onacHocT). Jlekapure TpabBa Aa npocneaaBaT NeAHATPUIHHTE
NalMEeHTH Ha JBJITOCPOYHO JIeYEHHeE 3a HApYLLUCHHS B pa3cTe)ka U pasBUTHETO.

AOHOpMHO KBpBeHE/ X eMoparus
HMa crobienna 3a abHOpMHO KbpBeHe NpH SSRI, BKIIOYHTENTHO KOKHH KPHBOHIIHUBH (€KXHUMO3H H

nyprypa) B OpPyrH XeMmMoparHyHH CBOMTHA KaTO CTOMAILHO-UPEBHO WIH THHEKOJIOTMYHO KBPBEHE,
BKTICUHTENHO daTanHy KpbBoWanuBH. [Ipenoprysa ce nOBUNICHO BHHUMAHHUE ITPH MALMEHTH, NTPHEMALIIH
SSRI, ocobeHo eMHOBPEMEHHO ¢ JiEKapCTBa, 32 KOMTO € M3BECTHO, Y€ MNOBAWABAT (QyHKLMATA Ha
TpoMOOLNTHTE (Hanp. AHTHUKOAryAaHTH, ATHMMHYHH aHTHIICMXOTHLUM M (PEHOTHA3WHM, IOBEYETO
TPULMKKJIHYHY aHTUAETIPECAHTH, ALECTHWICATTHLMIIOBA KUCENTUHA M HECTCPOHIHH MPOTHBOBL3NAIIHTEIHH
cpeactea (HCIIBC)), kakTo ¥ NpH NAUKEHTH ¢ aHAMHE32a 32 HApYIIEHU Ha KBPBEHETO (BX. TO4Ka 4.5).

XHUIIOHATPpUEMHUA

XUmoHaTpUeMHs MOXe Ja Bh3HHKHE B pe3yarar oT nedeHuero ¢bC SSRI uwnn SNRI (Muxuburopu Ha
oOpaTHUA 3axXxBaT HA CEPOTOHMH M HOpPAApeHANHH), BKIIOYHTENHO CEPTpaIHH. B MHOro ciyuau
XHUIIOHATPHEMHATA M3NICKIA € pe3yNTAT Ha CHHAPOM Ha HEa/leKBaTHAa CEKpPelHf! Ha aHpHIMYpeTHHeH
xopMoH (Syndrome of inappropriate antidiuretic hormone secretion, SIADH). Crobuasanu ca ciryyad Ha
HHBa Ha CepyYMHUA HaTpuil, no-HHUckH ot 110 mmol/l.

[TaupeHTHTE B CTapyecka BL3pACT MOratr a Obaar M3MOXEHW Ha MO-BHCOK PHCK OT pa3BUTHE Ha
XxHnoHarpuemMua npu neuende cs¢ SSRI 1 SNRI. TlauneHTH Ha feueHHe ¢ RMYPETHIIM H TKUBA-RHUTO,
fopanyd HAKaKBa NPHYHAHA ¢a ¢ HaManeH ofeM TeYHOCTH, ChINO MOraT Aa ObJar H3fo -_..'4’;;‘ ‘f\-'
puck {(Bx. Ynorpeba npu naijyeHTH B cTapuecka Bu3pacT). Tpsadsa na ce odMucny crghane =STDAlY




np¥ NAalMEHTH CBC CHMNTOMAaWYHA XUITOHATPHEMHS M [a C€ Ha3HaY¥M CbOTBETHA MEAULMHCKA
HHTepBeHLHS. [TpH3HALMTE M CHMITTOMHTE HA XHIIOHATPMEMHA BK/IIOUBAT rnaBoOoNMe, 3aTpyJHEHA
KOHLICHTpALHA, HapyWeHHe Ha MaMeTTa, 00LpKaHoCT, CN1abOCT U HECTaBMITHOCT, KOATO MOXKeE J1a I0BeAe 10
nanauus. IIpU3HalliTe H CHMITTOMHTE, CBBP3aHH € MO-TEXKKH H/MIM OCTPH Clyvad, BKNHOYBAT
XMIOLWHALHH, CHHKOII, MPUIMABK, KOMa, CTHPAHE HAa JHUIUAHETO U CMBPT.

CuMnToMy Ha OTHEMaHe, HA0NMIJaBaHH NPYU COIUPAHETO Ha JIEYEHUETO ChC CEPTPAIHH

CHMNTOMHTE Ha OTHEMAaHE IIPH CIIHPAHE Ha JIEYEHHUETO €A YECTH, 0COOCHO aKO CITHPAHETO € BHEaITHO {BX.
Touka 4.8). B K 1THHHYHY IpOyYBaHHA YeCTOTaTa Ha ChOOIaBaHWTE PpeaKlIMH Ha OTHEMAHE [TPU NALHEHTHTE,
NIEKYBAHH CBhC CEpPTPaHH, € 6una 23% npy npexkbCBALMTE CEPTpaNuH, cnipaMo 12% npu Te3n, KoKTo ca
NPOABIKIWIH Aa MOTY4YaBaT Teparnus ChbC CEpTPaTHH.

PUCKBT OT MOABA HA CHMITTOMHM Ha OTHEMaHe MoOXe Ja 3@BUCH OT HAKOJNKO (paKTopa, BKIIOYHTETHO
MPOABLJDKHTENTHOCTTA M 103aTa Ha IEYEHHETO H CKOPOCTTa Ha HaMansBaHe Ha 03aTa. 3aMasHOCT, CETHBHY
HapyileHNs (BKMIOUHMTENIHO NApECTe3nA), HAPYIIEHHA HAa ChHA (BKIHOUHUTENHO 0€3CEHHE H HHTCH3UBHO
CBhHYBaHe), Bb30yaa win Oe3nokolicTeO, raficHe ¥W/HIM MOBpBIIAaHE, TPEMOp H Mapobonue ca Hai-4eco
cpobmaBaHuTe peakuuu. [lo MpUHIMI TE€3W CHMNTOMHU Ca JIEKH 0 CPEAHO TEXKKU, IPH HAKOHN NALMCHTH
obaye Morart Aa OBJAT TEXKH [0 HHTEH3HTET. T¢ 0OMKHOBEHO BB3HHKBAT Npe3 ITbPBUTE HAKOAKO JHH OT
CIMpaHe Ha JIEHYEeHHETO, HO MMa MHOTO PEAKH ChOOIIEHHMS 3a TaKMBa CUMITTOMH IPH TMALMEHTH, KOUTO
HEBOJIHO Ca TIPOMTYCHANHW eaHa ao3a. [1o MpHHLMI Te3M CHMITTOMH C€ CaMoorpaHuyaBar # OOUKHOBEHO
OT3BY4aBaT B PaMKHTE Ha 2 CeIMHLH, BBIPEKH 4¢ MPH HAKOM MHAMBHAM T€ Morar jia Npoawpkar 2-3
Mecella Wik noseue. Cle0BATENHO € NPENOPRYUTENHO CEPTPAIHH Ia c€ HAMaJIfBa MOCTENEHHO, KOMaTo
ce CMUpa JIUEHHETO 33 MEPHOA OT HAKOMAKO CeAMHLUHM HIH Mecela, Coped HYKIWTE Ha nauMeHTa (BXK.
TouKa 4.2).

AKaTH3M/TICHXOMOTOpHA Bb36yna

Yrnorpebara Ha CEPTpaTIMH CE€ CBbpP3Ba C PA3BUTHETO HA AKATH3MA, XapakTEpH3Hpallla ¢¢ CbC CYOEKTUBHO
HEMPHATHO WIH MBYMTENHO JBUraTETHO HECMIOKOWCTBO M HYXJAA OT IBHXKEHHE, YECTO CBHIIPOBOAEHH OT
HEBB3IMOKHOCT J1a €€ CeIM WIH CTOM CMOKOHHO. ToBa € HaH-BEPOATHO [a HACTBIIH ITPE3 ITBPBUTE HAKOJIKO
CeAMMIM OT JleueHHeTo. [Ipn maueHTH, KOUTO pa3BUAT TE3H CHMITTOMH, YBEJIHMYABAHETO HA [03aTa MOXE
Ia DOBEAE OO BJOLIABAHE.

Yepuoapo6GHo yBpexaaHe
CepTpa¥H ce Metabonusupa €KCTEH3HBHO B 4YepHus aApod. QapMakOKHHETHYHO INPOYYBaHE C

MHOFOKPATHH A03M NpH HHAKBHAMK C JIEKa, KOMIEHCHPaHa LHPO3a € NMOKa3alo YALDKEH eJTMMHHALIHOHEH
NONYXHBOT M MpUOIH3NTENHO TpU MHTH NO-BUCOKH AUC ¥ Cmax B CpaBHEHHE CBC 3[PaBH HHIWBHIH.
MexXny ABeTe rPylid HE € YCTAHOBEHA CTATHUCTHYECKM 3HAYMMa PaiNiMKa B CBBHP3BAHETO C IUIA3MECHHTE
NPoTeHHU. IIpONOXKEHNETO Ha CEpTPANHH NPH NALKEHTH ¢ YepHOAPOOHO YBpeXxaaHe, pebBa na ce obmucnu
HaMansBaHe Ha AHEBHATA J03a WIM YBEIH4YaBaHe Ha HHTepBaia MexXay npueMure. CeprpaivH He Tpadsa
7la ce U3MO0J3Ba MPH NalKeHTH ¢ TEXKO YepHoApobHo yBpexaaHe (Bx TouKa 4.2).

brOpeuno yBpexaaHe

Ceprpanun ce Merabonusypa €KCTEH3UBHO M €KCKPELMATa Ha HENPOMCHEHO JIEKAapCTBO B yPHHAaTa ¢
He3HaYUM ITET Ha eTHMUHKpaHe. B npoy4yBaHHs NpH MAalLMEHTH C JIEKO 10 YMEpeHo OBOpedHO yBpeKaaHe
(kpeaTHHHHOB KIHpBHC 30-60 ml/min) unu yMepeHo A0 TexkKo Ob0OpeuHo yBpexnaHe (KpeaTHHHHOB
knupsHe 10-29 ml/min), npy KOUTO CEPTPAINH € IpPUIaraH MHOIMOKPaTHO, HE ¢4 YCTAHOBEHH 3HAYHUMH
painnky BB dhapmakokmHeTHUHHTEe napaMeTpd (AUC0-24 nni Cmax) B cpaBHEeHHe ¢ KOHTpoauTe. Jlo3ara
CepTPIHH He TpAOBa Ja ce IPOMEHA Cnope CTeleHTa Ha 6b0peyHo yBpexaaHe.

Ynorpeba B cTapuecka Bh3pacT
Han 700 naupeHTH B crapvecka Bb3pacT (65 rogMH#) ca y4acTBaNM B KIIKHHYHH NPOY,



XapakTephT M YECTOTATa HA HEXENAHUTE peakilUM IMpH JIKLATa B CTapuecKa Bb3pacT ca OHIH CXOIHH C
TE3W NPH MO-MNANH MalKEHTH.

SSRI unu SNRI, BKHOYUTENHO CEePTpalNvH, c€ CBBpP3BAT 0baue cbC cAydyaHn Ha KIMHUYHO 3HA4YMMa
XUMOHATPHEMHA IIPH NALIHEHTH B CTaPYECKa BB3PACT, KOHUTO € Bb3MOXHO Ja ObAAT UIMDKEHH Ha NO-BHCOK
PHCK OT TaBa HeXeNnaHo CLOUTHE (BXK. XMITOHATPUEMHUSA B TOYKA 4.4).

ader
[Tpu maumentTy ¢ auader neuenuero ¢bc SSRI MOXke na NMPOMEHN rMUKEeMUYHHA KOHTPOJI. Moxe za ce

HANOXH aNafTHpaHe Ha [103aTa HA MHCYNMHA WWIM HAa MEPOpanHUTEe AHTUAMAOETHH NexapCTBEHH
IMPOAYKTH.

Enexrpokonsyncusra tepanus (EKT)
He ca mnpoBexnaHH KIMYHMYHU TNPOYUYBAHUS, KOMTO Ja YCTAHOBST DPHCKOBETE HIH MHOJ3HTE OT
KomOnHupaHoTO npHinoxenue Ha EKT u ceprpanun.

Cok o rpe#ingpyT

ITpinaraHeTo Ha CEpPTPAINH CHC COK OT rpeHIihpyT He ce Npenoprypa (BX. TouKka 4.5)

BzaumoaeiCcTBHE ¢ H3CNEIBAHNA HA YPHHATA

QanuMBO-NIONOKATENHN PE3yNITATH 3a 0€H30AMA3CIIMHH OT UMYHOJIOTMYHUTE TECTOBE Ha YpHHa ca
NOKJAJABAHH TPH TMALUMEHTH, NpHeMalll cepTpaivH. ToBa ce ABIDKM Ha JMICA HAa CIeLMPUYHOCT HA
CKPMHUH-TECTOBETE, DANIUBO-TIONOXKHUTENHU pE3yJITaTH MOTAT Jla C€ OYaKBaT B IIPOALDKEHHE Ha HAKOJIKO
JIHH Clle[ NpeKpaTABaHe Ha ICYEHHETO ChC CEPTPATHH. TeCTOBe 32 NOTBLPXKICHKE, KaTO HapUMeEp ra3osa
Xpomarorpadpus/ Mac-CIIEKTPOMETPHS L€ OTJIMYAT CepTpaivHa OT OeH30AHa3EMTHHNTE,

3aKpUTOBLIBIHA IMAYKOMA
SSRI, BKIHOYHTENIHO CEPTPAIMH, MOTAT A OKaXKAT BIIHAHHE BEPXY pa3Meépa Ha 3eHHLaTa, KOETo 1a Joeene

no muapmnasza. Toau MuapHaTHuYeH edeKT HMa NMOTEHLMAN da CTeCHM OYHHA Brbj, KOETO Ja AoBele IO
NOBHIICHO BHTPEOYHO HAIAraHE M INIaykoMa, ocobeHo MpH npeapasnonokeHH naudeHTH. CeprpanHH
Tpa6Ba ga OBJc MpuIaraH ¢ BHUMaHHE IPU MALMEHTH ChC 3aKPUTOBIBIIHA TNIayKOoMa WM aHaMHesa 3a
rIayKoMa.

JlakTo03a
Miucon chabpka AakTo3a. ITaluHeHTH ¢ pelKH HacnencTBEHM npobneMH Ha rajnakro3Ha HEMOHOCHMOCT,

Lapp nakTtaseH aebHLIUT WK IIOKO30-TalakTo3Ha Manabcopbuua He TpabBa fa MpHeMaT TOBA JIEKapCTBO.

4.5, BianMoaelcTBHE ¢ APYIH JEKAPCTBEHHN NPOAYKTH H APYrH OpMH Ha B3aHMORXEHCTBHE

lIpoTHBOnIOka3zaHy

Monoamunoxcuoazny uHxubumopuy
Heobpamuwu (necexmuenu) MAQO-unxubumopu (cenezurun)

CeptpanuH He Tpa0Ba aa ce Ipwiara B KOMOHHauMA ¢ HeoOpaTUMH (HecenekTUBHH) MAO-HHXubuTOopH
kato cenerwidH. CeprpanuH He TpabBa aa ce zanoysa noHe 14 JHM cnel IIpeyCcTaHOBABAHE HA JIEYEHHUETO
¢ HeoOpaTM (HeceniekTuBeH) MAO-Huxuburop. [IpHeMsT Ha cepTpanuH TpabBa Ja ce NMpeKpaTH rnoxe 7
AHH NpedH 3ano4BaHe Ha nedeHue ¢ HeobpaTuM (HecenexkTHBeH) MAQ-uHxubuTop (BK. TOUKA 4.3).

Oopamuv cenexkmueern MAO-A unxubumop (mMoxnobemud)




[Topaam pHCK OT CEPOTOHHHOB CHHAPOM HE Ce NpenopsyBa KOMOMHALIMATA MEKOY CepTpanvH H obpaTuM
1 cenextuBed MAO-uxubuTop, kato Moknobemun. Cnen neuenue ¢ odpatuM MAO-uuxuburop Moxke
7la C€ M3MOJI3Ba NEPHO], HA OYHCTBAHE NNO-KpaThK OT 14 JHH, peau 3arovyBaHe Ha JICYEHUE ChbC
ceprpanuH. [IpenoprunTenHO ¢ NPHEMET HA CEPTPAIMH [1a C€ MPEKPATH MOHE AHM NPEAN 3an04BaHe Ha
neyenme ¢ obpatum MAO-naxHbuTOp (BXK. TOUKA 4.3).

Obpamum necenexmugern MAO-A unxubumop (aunesonud)
AHTHOHOTHKBT NUHE30NuA € cnab obpatum K HecenekTHBeH MAO-HHXHOHTOD U He TpAdBa Ja ce ara
Ha MALHEeHTH, JIeKYBaHH CbC CEPTPAIHH (BX. To4ka 4.3).

HUMa cpolIleHHA 32 TEXKH HEXENIaHH peakuMy ITPH MALMEHTH, KOUTO ¢a NpeKpaTHIM mpueMa Ha MAO-
HHXAOHTOp (HAnp. METIJICHOBO CHHBO) H CKOPO €a 3aIlOYHANH Ja IPHUEMAT CEPTPAalHH, WIH KOHTO ca
NpEKPaTHIIH JIEUCHHE ChC CEPTPAITHR ¥ CKOpO ca 3anodHanH ja npueMat MAO-uuxuburop. Tesu
peakuHn BKIIOWBAT TPEMOpP, MUOKIIOHYC, H3NIOTSRAHE, raJicHe, NOBPDILAHE, 3a4epBABaRe, CBETOBBPTEXK H
XHIEPTEPMUA ¢ XaPAKTEPUCTHKH, HaNoA0OABAINM 3MT0KA4ECTBEH HEBPOJNEIITHYMEH CHHAPOM, NPUNAABIHU U
CMBPT.

ITumosuod

[ToBHIIEHH HHBA HA MHMO3K OT 0KOJ10 35% ca YCTaHOBEHM B KIIMHHYHO NMPOYUBAHE C IPWIOKEHHE Ha
eTHOKpaTHa HUCKa J03a nuMo3na (2mg). Te3u MoBHILIEHN HUBA He ¢a OMIH CBbLp3aHU ¢ KaKBHTO U Ja €
npoMeHu B EKT'. JIokaTo He ce H3ACHH MEXaHU3MBT Ha TOBA B3aHMOJAEHCTBHE, NIOPAAH TECHHA
TepaneBTHYEH HHAEKC Ha NMUMO3HK, eJHOBPEMEHHOTO MMPWIOKEHHE HA CEPTPAIMH H ITHMO3HZ €
MPOTHUBOIIOKA3aHO (BX. To4YKa 4.3).

He ce npenopsyBa eJHOBPEMEHHO NPHIOKEHHUE ChC CEPTPATIUH

Jexapcmea, xoumo nomucka L{HC u arxoxon

CuIBTCTBAMOTO APUNOKEHHE HA cepTpanuH 200 mg AHEBHO C aJIKOX0J1, KapOaMa3enuH, Xanonepuao
WIH GeHHTOHH He MOTEHUMpPa €(PEKTUTE UM BbPXY KOFHHTHBHHTE H MICHXOMOTOPHHTE PYHKLUHH NpH
37paByd HHIKBUIM; HE3ABUCHMO OT TOBa, HE CE NMPENopbyBa €JHOBpEMEHHATa ynoTpeba Ha CepTPaniH U
anKOXO0n.

Apveu cepomonunepeudiu nexapemed
Bixre Touka 4.4.

HeobxoauMo € NOBHIIIEHO BHUMAaHKE NPH NpHiIaraHe ¢ gedraHun (M30m3BaH NpU o0LLa aHECTE3HA WIH 3a

NevYeHHe Ha XpOHHUYHA bonka), Apyry CEPpOTOHUHEPIHYHM JICKApCTBa (BIUTIOUMTENHO APYTH
CePOTOHHHEPTHYHH aHTHAENPECaHTH, aMdeTaMyuHH, TPUITTAHK) U ¢ APYTd HAPKOTUUYHH JIEKapCTBa.

Cneuuansu npeana3sii MEpKH

Jexapcmea, koumo acasam Q1 unmepsana

PucksT oT yaspkaBade Ha QTc uHTepBana WM kamepHu apurMun (Hanp. Torsade de Pointes, TdP)
MOXe a Ob/ic MOBMILICH FIPH €AHOBPEMEHHO MPWIOKEHHE ¢ JIEKAPCTBA, KOUTO yAbmkaBaT QT
HHTEpBaNa (HANp. HAKOHU aHTHNCHXOTULIM U aHTUOHOTHLM) (BX. Touka 4.4 1 5.1).

Jlumuu
B nnaileGo-KOHTPOMHPpaHO NPOYYBaHE NMPH 3Apasy A0OpOBONLM €AHOBPEMEHHOTO NPIIOKEHHE Ha
CEPTPAIMH C JIMTHIA He NpOMeHA 3HauUMO PapMakOKMHETHKAaTa Ha JIMTHH, HO BOAH JI0 HapacTBaHE
TpEMOpa CpAMO Manedo, KoeTo MokKaspa Bb3IMOXHO fapMakoAMHAMKUYHO AcHCTBHE. [1pH




eIHOBPEMEHHO NMPHIOKEHNE HA CEPTPANNH ¢ TUTHY NALMSHTUHTE TpAOBA Ja 6BAaT BHUMATEHO
ApOCNIeNAABAHH,

Denumoun

[Thanebo-kouTponupaso NMpoy4BaHe NpH 34paBH 0OPOBOIILIH MOKA3BA, Y€ TBITOCPOYHOTO NMPUIOKEHHE
Ha cepTpasuH B no3a 200mg/neH He BOAM A0 KIMHUYHO 3HAYHMO HHXHOHpaHe Ha MepabonuiMa Ha
(heHUTOHH. BhIIpexn TOBA, THH KATO HAKOH CIIYYaH HEXEIAHHTE PEaKLIHK ca Bb3HMKHAITH OT BUCOKA
eKCo3HIMA Ha QEeHUTOHH MPU MAlMEHTH, IPHEMALLH CEPTPAIHH NIpENnopbhYBa ¢e Aa Obaar
MOHUTOpPHUpAHHM IUTa3MEHHTE KOHLIEHTPALIMH Ha (PEeHATOHH CJIe 3an04BaHE Ha TEpanta CbC CEPTPAIUH U
CBOTBETHO AfIANTTHPAHE HA A03aTa Ha (peHUTOKH. B NOITLIIHEHHE, CBMBTCTBAIOTO ITPHIOKEHHE HA
(PeHUTOUH MOXE 1a NPHYMHA HAMAIABAHE HA [UTASMEHHTE KOHIUECHTpAaLUK Ha cepTrpanuH. He Moxe f1a ce
H3KITIOYH Bh3MOXHOCTTa ApyrH CYP3A4 unayxropH, Hanp. geHobGapbuTan, kapbeMasenuH, xKeiT
KaHTapuoH, padaMIUIHH, Aa MPHUHHAT MOHWXaBaHE Ha ILTA3MEHUTE KOHLEHTPAIHH HA CEPTPATHH.

Tpunmarnu
HMa penxy nocTMapKeTHHTOBY CHODIIECHHA 32 MALMEHTH ChC CIabocT, Xxuneppedekcusa, HapyeHa

KOOpAHHALMA, 00BPKaHOCT, TPEBOKHOCT ¥ Bb30y/a ciesl ynoTpeda Ha cepTpalMH H CYMATPHITTaH.
CHMTOMH Ha CEPHTOHHHEPTrHY€H CHHAPOM MOTAaT 12 Bb3HHKHAT CHIIO H NPH JAPYTH NMPOAYKTH OT CBHILUA
i1ac (TPUINTaHH ). AKO €THOBPEMEHHOTO MMPUJICKEHHE Ha CEPTPATUH H TPHIITAHH € KIHHIYHO
000CHOBaHO, ¢ NPEeNOPhYBa BHUMATENHO HAOMOOCHHUE Ha NauneHTa (BX. To4Ka 4.4).

Bapgapun

EnnoBpeMeHHOTO IpUNOkeHUe Ha cerpaivH 200 mg nHeBHO ¢ BapdapHH € A0BENO A0 MANKO
CTATHCTUYECKH 3HAYUMO YABIkaBaHe Ha NPOTPOMOMHOBOTO BpEME, KOETO B PEIAKH CiTydaH MOXE na
NMPUYKHHU OTKIOHEHHE B CTOMHOCTTA Ha Ha INR. [Topanu Tosa nporpoMOHHOBOTO BpeMe TpaOBa na Onae
BHMMATEMHO MPOCNEAABAHO B HAYAIOTO H CJIEH Kpad Ha JICUCHHETO ChC CePTPa/IHH.

Apyzu nexapcmeenu 83auModeucmeust, QU2OKCUN, AMEHOAO0N, YUMEMUOUH

EnHOBpeMEHHOTO NPHIOKEHHE C HUMETHIMH € JOBEJIO J0 3HAYHTEIHO HaMalliBaHe Ha KIIMPBHCA Ha
cepTpanvH. KIIMHHUYHATA 3aBHCHMOCT Ha TE3M IIPOMEHH HE € u3BecTHA. CepTpaliiH HAMA e(PEKT BBpXY
Gera-anpeHepriuyHaTa OJ10KHpala akTHBHOCT Ha aTeHonon. He ca Habmoaagany iekapCTBEHH
B3aUMOLEHCTBUS NPU PWIOKEHHE Ha cepTpanuH B A03a 200 mg THEBHO ¢ ANTOKCHH.

Jlexapcmea, nognusgawu Gynkyusma va mpomboyumume
PHCKDBT OT KbPBEHE Ja Obe NOBHULIEH, KOTATO JIeKapCTBa, MOBIHABALIM QYHKLMATA HA TPOMOOIMTHTE

(Hanp. HCTIBC, aueTuncanuuwioBa KHCEIIHHA ¥ THKJIONKWAKH ), WIH APYTH IEKapCcTBa, KOWTO MOTraT Ja

NMOBHUIAT PUCKA OT KbPBCHE CC IIpHIararT CJHOBpPEMCHHO CHC SSRI, BKNIOYHTCIHO CCPTPaATINH (B}K. TOYKA
4.4).

Heepovmyckyarnu baokepu
SSRIs MoraT Aa MOHMXKAT aKTHBHOCTTA Ha IU1a3MEHAaTa XOJIHHECTpepa3a, KaTo B pe3yJiTaT ce yAh1kKaBa

HEBPOMYCKYNHOTO OJ0KHPALLO AeHCTBYE HA MHBAKYPHYM WIH JPYTH HEBPOMYCKY/THH ONOKEPH,

Jlexapcmea, memaboausupanu om yumoxpom P450
CepTpanuH MOXe Aa OeHCcTBa XaTo cnad no ymepeH HHxuburop Ha CYP 2D6. [TpoasmxuTeHOTO
NPIWIOXKEHHE Ha ceprpanuH 30 mg NfHEBHO € I0BENO A0 YMEPEHO nopulueHne (cpeano ¢ 23%-37%) Ha
PAaBHOBECHHUTE ITA3MEHH HUBA 3a AesunpaMuH (Mapkep 3a CYP 2D6 ¢ n3oer3uMHa akTHBHOBCT).
KNHHHYHO 3HaYUMU B3aUMOAEHCTBUA MOraT Aa BL3HUKHAT ¢ ApyrH cyOrpati Ha CYP 2D6 ¢ Tecen
TepaneBTUYCH HHAEKC, KaTo Knac 1C aHTHApUTMHMHH JIEKAPCTBA, KATO NponadeHOH H ¢nekauH




CeptpanuH He aeiticTBa kato HHXHOuTOp Ha CYP 3A4, CYP 2C9, CYP 2C19 1 CYP 1A2 B KJIHHHYHO
3HAYHMMa cTeneH. ToBa e MOTRBPACHO OT invive Npoy4BaHus 3a Bianmoaelicteue ¢ CYP 3A4-cybrpcati
(eHAOreHEeH KOpTH30J1, kapbamezenuH, TepdeHannH, annpasonam), ¢ CYP 2C19-cyberpara nuazenam 1
CYP 2C9-cyberpaTure TonbyHaMua, rianbeHaMua ¥ GeHUTOUR. In vitro poyyBaHUs NOKa3Bar, ye
CepTpaIHH HMa MaJTHK WITH HAMA HMKAKB NoTeHuMan aa Haxndupa CYP 1A2,

[Tpu kpbhcTOCAHO NpOYUBaHe Npy & 3ApaBKH AOOPORONLUHN OT ANOHCKHU MMPOU3XOA € YCTAHOBEHO, YE
NPHEMBT Ha TPH YallH COK OT rpeiindgpyT AHEBHO YBEIHYABAT Ia3SMEHHUTE HUBA HA CEPTPAITKH ¢ OKOJIO
100%. ITo Ta3u npHYNHA MPUEMBT Ha COK OT IrpeindpyT TpadBa na ce u3dATBa Mo BpeMe Ha JICUYCHUETO
ChC CepTpanMH (BX To4ka 4.4).

B®3 ocHOBa Ha NMpoyyYBaHEe 3a B3aUMOACHCTBHATA ChC COK OT rpelndpyT, HE MOXE 1A C€ H3KIIIOUYH
BB3MOXKHOCTTA €IHOBPEMEHHOTO NpHIarase Ha ceprpaiuH U MOLIHHA CYP 3A4 mHxuburopH, Kato
HAMpUMeP poTeasHH HHXHOUTOPH, KETOKOHA30J1, UTPAKOHA30J1, ITOCAKOHA30/1, BOPHKOHA30,
KNApUTPOMHULMH, TETMTPOMHLIMH K Heda300H, Aa A0BEAE OPH A0 NO-TONSIMO YBE/IHYaBaHe Ha
EKCMO3HUIMATa KbM cepTpanuH. Tosa ce oTHacqd U A0 yMepeHuTe CYP 3 A4 uHXuOHUTOPH, Hanp.
afnpeliNTaHT, CPUTPOMHLNH, GIIYKOKOHA30/, BepanaMun U auntuaseM. [IpueMsT Ha MowHn CYP 3A4
HHXUO6UTOpH TpabBa Aa ce U30ArBa Mo BpeMe Ha JIEHEHHE CHC CePTPaIIHH.

[InazmeHHuTE HHBA Ha CepPTpaNHH ce OBHINABAT ¢ oKono 30% npu bapHuTe MeTabonuszaropn Ha
CYP2C19 B cpaBHeHHME ¢ OBbp3uTe MeTabonm3aTopH (BXK. TO9KA 5.2). He Moxe aa Opjie H3KIMOYEHO
B3auMoaelicTeie cbe CWIHM HHXubuTopn Ha CYP2C19, Hanp. oMenpa3on, 1aHcompa3on, NaHTonpa3on,
pabenpazon, $hayoKceTHH H $yBOKCAMHKH.

4.6, Qepruanrer, bpeMeHHOCT H KbpMeHe

bpemennocm

He ca mnpoBexaaHU aqeKBATHO KOHTPOIMpAHM TMpPOYyYBAHUA NpH OpeMeHHHM XeHHU. Bbnpeku ToBa
3HA4YHTEHO KOJHMECTBO JAHHM HE Ca JOKa3all BB3HHKBAHE Ha BOACHH MandopMailiH, NPHYUHEHHU OT
ceprpanuH, [IpoyusaHuaTa NpU KUBOTHH Ca pasKpwin €(PEKTH BHPXY PEIIPOJYKTHBHOCTTA, BEPOATHO B
pe3yATAT OT TOKCUYHOCT Ha MalikaTa, NpUMHUHEHA OT (papMaKOAMHAMHYHO AECHCTBHE HA ChCTABKaTa WK
AHPEKTHOTO fapMakoaHaAMHYHO AeHCTBHE Ha CHCTABKATA BBPXY IU104a (BXK. To4Ka 5.3).

Hma crollneHna, de yrnorpebara Ha CepTpaIMH NO BpeMe Ha OpeMEHHOCT NPEAH3BHKBA CHMITTOMH,
CBOTBETCTBAIIM HAa PEaKLIMM HA OTHEMAHE NMPH HAKOH HOBOPOAEHH, YHUTO MaiKH ca OMIIM Ha Teparms CbC
ceprpanud. To3n geHoMeH € 61 HabmogapaH ceuio M ¢ apyrd SSRI. Ceprpanun He ce npenopsyisa Mo
BpeMe Ha OpeMeHHOCT, OCBEH ak0 KJIMHMYHOTO ChCTOAHHE Ha JXKEHaTa € TaKOBa, Ye C€ O4aKBa Nnoj3ara oT
JIEYEHHETO A HATXBBLPAN NOTCHUHANIHAA PHCK.

HoBoponenure Tpabsa na ce Habniojasar, ako Maikarta € NMpOAb/MXKHIA 1A [IpHEMa CEPTPANIMH Npe3 Io-
KbCHHUTE €Tand Ha OpeMeHHOCTTa, OcOOEHO npe3 TPeTOTO TpHUMecedyue. AKO Malikara € npHeMana
CEepTPAIMH TIpe3 NO-KbCHUTE €TanM Ha OpeMEeHHOCTTa, CNEQHHUTE CUMITOMM MOraT fa C€ NpPOABAT MNpH
HOBOPOAEHOTO: PECNHUPATOPEH HHCTPeC, LMAHO3a, anHed, MPHNAAbLM, HECTAOMNHOCT Ha TENECHATA
TeMIiepaTypa, 3aTpyAHEHO XpaHeHe, NMOBpblaHe, XHITOTITHKeMHA, TIOBHIIEH MYCKYJIEH TOHYC, ITOHHXEH
MYCKYJIEH TOHYC, Xuneppequiekcua, TpeMop, MOBHIICHA BbL3OYIMMOCT, pa3dpa3sHHUTENHOCT, NETaprus,
NOCTOAHEH IUa4, CHHAMBOCT W TPYAHOCT IIPH 3aclMBaHe. Te3d CUMIITOMH MOTaT Aa ce Ob/KAT WKW Ha
CEPOTOHMHEPrMYHH e(eKTH, WM Ha CHUMIITOMH Ha OTHeMaHe. B nopedero ciydanm yCnoKHUEHHATA
HacTBNBAT BeAHAra Win ckopo (<24 yaca) cnep paxaaHero.




EnmuaeMHOonoOri4HY JaHHH Npeanonarar, ye ynorpedara Ha SSRI no Bpeme Ha OpeMeHHOCT, ocofeHo B
HampegHara OpeMEHHOCT, MOXe fla NMOBUIIM PHCKA OT MEpCHUCTHpalla MMyJIMOHANHA XUIMEPTOHHA Ha
HoBopoaeHoTo (Persistent pulmonary hypertension in the newborn, PPHN). Habmoaasanusar puck ¢ 6un
npubnusurenHo 35 crydas Ha PPHN Ha 1000 6pemMenHocTH. B 061LiaTta nonynauysa HacTenear 1 Ao 2 cmyyas
Ha PPHN Ha 1000 6peMenHoOCTH.

KnpMeHe
[ly6nukyBaHUTE RaHHH 33 HHBATA Ha CEPTPANMH B KbPMATa COYAT, Y€ MAJIKH KOJHUYECTBA CEPTPUIHH H

HerosuaT Metabonut N-gecmeTnnceprpanuH ce eKCKpeTHpar B KbpMaTa. Karo nsmio npeHeOpexuMu win
HEAOBOJIOBUMM HHMBA Ha CepTpaltvH ca OWIH OTKpMTH B CépyMa Ha KbpMadeTa, ¢ €4HO M3KMOYeHHe Ha
HOBOPOIEHO CepYMHU HHBA OKomo 50% OT HMBOTO Ha MaiKkaTa (HO Oe3 3abenexuM eekT BEPXY 3APaBETO
Ha ToBa KbpMaye). Jlocera He ca AOKNAABAHU HeXeNaHH peakliMH BbPXY 3APABETO HA AcUA, KEPMEHM OT
MalK{, IpUeMallli CepTPalIMH, HO PUCK HE MOXeE Aa ce W3KModH. [IpunoxkeHnero npu KbpMauky HeE Ce
npenophyBa, OCBEH B CNyYaUTE, KOTATO CNIOPEA NpelicHKaTa Ha Jiekaps I10/13aTa OT ICYEHAETO HAOXBBPIIA
PHCKa.

Qe UTeT

HaHHUTE MpH KUBOTHHU HE MOKA3BAaT BIMAHUE Ha CEPTPAIMH BLPXY [OKA3ATENMTE Ha depTnurera (BXK.
Toyka 5.3). CrollaBanuTe ctydan npu xopa ¢ HAkou SSRI nokasear, 4e edekTsT BLpXY Ka4YeCTBOTO HA
criepMmara e obopaTtuM. Jlo MoMeHTa He ¢ HaOmonaBaH epekT BEpPXY GepTHiNTETa NPHU XOpa.

4.7. Edextn BbpXYy cnnocofHOCTT2 33 wiodupae H pabora ¢ MAITUHHU

KnuHuuHH ¢apMakolordyHi IMpoydBaHMA Ca JOKa3adH, ue CeprpalHH HAMAa chekT BBpXY
NCUXOMOTOpHHTE PYHKUMH. B cbioTo Bpeme obade, THit KATO NMCHXOTPOIHHTE NEKapCcTBa MoraT ga
HapYWaT [MCHXWYECKHTE HIM (QHIMYECKHUTE CMOCOOHOCTH, HEOOXOAMMH 32 OCBIIECTBABAHE Ha
MOTCHUHAIIHO ONACHH 33a]auy, kato ynpamineHne #Ha MIIC unu pabora ¢ MamMHH, ce npenopnuna
MalUeHTHTE 1a OBJAT NpeaynpeieHH.

4.8. Hexenand JeKapcTBeHH PeaKIHH

['aneHeTro e HaH-yecTara HexenaHa peakuud. [lpu neyeHneTo Ha COLMANHO TPEBOXKHO Pa3CTPONCTBO,
CeKCyallHH HapyLUeHus (JIUnca Ha eAKy1auys) NpH MBXe ¢a Bb3HUKHAIHY nIpy 14% npu cepTpalivH CrIpAMo
0% npu nnauebo. Tean Hexkenanyu egekTH ca HO303aBHCHMH H 4YECTO ca C NPEXOJEH Xapakrep IpH
NpOSB/DKABAHE HA JCYEHHETO,

[IpodunbT Ha HEKETAHUTE peaklUud, 4ecTO HaOMoAaRaHU B ABOHMHOCHENH, IUIALECOO-KOHTPONHpPAHH
npoyusaHus npu naumeHT ¢ OKP, nannyecko pascrpoiictso, IITCP u coumanuo TpeBoKHO pa3cTpolCTBO
€ CXOJ€eH ¢ TO3Y HabnoAaBaH B KIMHHYHH NPOYYBAHHA NPH NALMEHTH C ACTIPECHA.

Tabnruya 1 nokassa HEXeNJaHUTE peaklUH, HaOMogaBaHN B NIOCTMAPKETHHIOBHMA Nepnof (¢ HeHW3BecTHa
4eCTOTa) M OT nNauedo-KOHTPOIUPAHH KIMHHYHH NIpoy4BaHnd (BKIHOUBAIIM 0610 2 542 nauueHTH Ha
cepTpanuH u 2 145 Ha mwnauedo) npu aenpecus, OKP, naHnyecko pascrpoiictBo, [ITCP u coumanuo
TPEBOXKHO pa3CTPOHCTEBO.

Haxkon HexelaHM JIEKapCTBEHH peaklMu, H30poeHu B Tadbnuua 1, Morat ga HaMane€aAT 1o WHTEH3UTET H
YeCTOTAa NPH NPOABL/DKABAHE HA JICHEHRETO M MO NPUHLIMN HE BOOAT 10 NPEKBECBAHE HA TEPAITUATA.

Tabnuya I: Hexcenanu peaxkyuu
YecToTaTa Ha HeXeNaHHUTE peakLiMi, HaOJI01aBaHK B NaLe00-KOHTPOIUPAHH KIHHUYHH NMPOYYBaAHHA NPIR-TERPEcy

ObolleH ananu3 U JaHHH 0T NOCTMAPKCTHHIOBHA OIHT.

N\

OKP, nanuuecko pasctpoiicteo, IITCP u counanio tpeBoxHO pascTpoicTBo. ““Mﬂ fl




Cacremo-opranes  |MBoOro YecTH HegecTn Peaxn C
KJac qeCTH =1/100 to <1/10) |(>1/1,000 to <1/100) |(=1/10,000 to <1/1,000) |nen3BecTHA
(=1/10) qeCTOTA
{oT
HANHYIHATE
AAHHHA HE
MOXKe 18
Onae
HANpaBeHA
ONeHKA)
Hudekunuu 4 Hudexuna Ha ["acTpoenrTepHT, IUBEPTHKY T
HHpeCTaLHH FOPHHTE BBL3MANeHHE HA
OUXATETHU CPEJHOTO YXO
NBTHIHIA,
dbapHHTHT,
PUHHT
Heonnazmu HeonnasMa
J00poKaueCTBEHH,
3JIOK@YECTBCHH M
HEONPEACICHH (BXIL. H
KHCTH H MOJIHMU
HapyuieHuns Ha nuMpaneHonaTHa4,
KpBbBTa H TuMdHaTa TpoMOBOUMTOMEHHA?,
CHCTEMA JNIEBKONEHNA*?
Hapyiluenuns Ha CBPBXYYBCTBHTEIHOCT', |AHadpHIaKTORAHA
HMYHHaTa CUCTEMA Ce30HHa aneprus’ peaKuus’
HapyiueHusa Ha XHIIOTHPCOAHIBM " XHNEPIPOTaKTHHEMHSAS,
CHAOKPHHHATA HeaJleKBaTHa CEKPeLIHS
CHCTEMA Ha aHTHAHYPETHYECH
XOpPMOH*®
Hapynns Ha [ToHHXXEH aneTHT, XHREpX0JeCTEepoIeMHA,
meraboamaMma OBHLIECH ANIETHT' 3axapeH auaber’,
XpaHeHETO XHUNOTTHKEMHA®,
XHUIIEPrIHKeMHA*S,
XHIIOHATpHEMHA'S
[Icuxnunu BeichbHHe  |[TPEBOXKHOCT , CyHuuaHa KoHBep3HOHHO
HapyLICHHA Aenpecus Haeauua/moBeieHKe, |pascTpoiicTno’?,
pb30yaa’, MCHXOTHYHO MapoHHpHA*S,
TTOHHXEHO pascTpoHCcTBO®, ACKapCTBCHA
nubuao’, aOHOPMHO MHC/IEHE, 3aBHCHMOCT,
HEPBHOCT, anaTHA, XATIOLHHAIHHA , |COMHAMOYTHIBM.
AenepcoHanu3aums, larpecus’, eydopuudo |npexineBpeMeHHa
KOLIMApH, HACTpOeHHE , NapaHosn |eskyaauus
OPYKCHIBM
HapyineHnus Ha 3aMasHoCT, |[TpeMop, AMHE3HA, XHIIOECTE3NS |KOMa , akaTH3HA (BX.
HEPBHATA CHCTEMA r1aBofonue | 1BUraTeNHH *, MYCKY.JIHH TouKa 4.4), AUCKHHE3IHA,
CBHIMBOCT [HApYIIEHWA,(BKI. |CHLKpAIIHHA, HEBOJEBH , |XHUnepecTeIns,
eKCTPATIMPAMUIRH |CHHKOI MO3BYHO-CBHAOB CIIA3bM
CHAMNTOMH KaTo XHACPKHHE3HA , (BxmiouHMTENHO O00paTUM
XHIIePKHUHE3H1, MHIpeHa’, KOHBYACHHM , |uepebpanen
XHNEPTORYC, samaiiraHe npu Ba30KOHCTPHKTH ,,"‘""— m
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[AMCTOHHA,
CKBbpLIAHE CBC 3BL6H
WJIH HapyLICHHUA B
NoXo[Kara)
napecTe3us ,
XHIIEPTOHYC ,
HapYIICHHE Ha
BHHMAaHHETO,
AMCTeY3IHA.

NpOMAHA Ha M03aTa,
HapylI¢Ha
KOOPAMHALMS,
HapYLICHHA Ha peuTa.

CHHPOM H CHHPOM Ha
Call-Fleming)$,
psychomotor
restlessness*® (see
section 4.4),
NCHXOMOTOPHO
HECTIOKONCTRO,
xopeoarerosad, cnilo
NPH3HALH H CHMIITOMH,
CBBP3aHH ChC
CEPOTOHHHOB
CHHAPOM® HNA
310Ka4eCTBEH
HEBPONENTHYEH
CHHAPOM; B HEKOH
CITyYaH CBBP3aHH C
eTHOBPEMEHHOTO
MPHUICKEHHNE Ha
CEPOTOHHHEPTHYHK
JeKapcTpa, KOHTO
BKJIIOUBAT Bb3OYAa,
obupkBane, 06HIHO
M3NOTABAHE, JIHAPHA,
BUCOKA TEMIEPATYPA,
XHAEPTOHUSA, PHIHIHOCT
Y Taxuxapaus®

Hapyuwiesna Ha ounte

3PHUTEIHO
HapyulcHHe"

Munapuaza®

CxoToM, rmaykoma,
annnomnus, gorogobus,
xudema*s, HeeqHaKkBH
3eHUL(K* ¥, aBHOpMHO
spenuel’, HapylLlIeHHE Ha
CI'B3HHUTE KIE3H

HapyuieHnus #a yxoTto
n nabupunTta

TuHunTyYC*

bonka B yxoto

Copaeyunu
HapyLICHNA

[TannuTanmuy®

Taxukapaug*, CbpaAeuHO
HapyleHue

MuoxapaeH HHGapkT*,
Torsade de
Pointes*? (Bxk. TogkH

44,45n5.1),
Opagnxapaus,
yabxasaHe Ha QT¢
HWHTEpBala* (BX. TOYKH

4.4,45u5.1)

CBI0BH HapyLICHHA

['opelis BEAHM®

AOHOPMHO KBPBEHE
(kato
FACTPOHHTECTHHATHO
KbpBEHE)",
XHIICPTOHUSA",
3avEePBABAHE,
XeMaTypus®

[Mepudepna ucxemns

Pecnuparophy,
IpBJIHK H
MEAHACTHHAIHH
HapyuIeHUA

NpO3fBaHC®

IIncnHen, enucTakcHe®,
6poHxocazbM

XunepeexTHIAIMA,
MHTEPCTHIHANHA
6enoapobua Gonecrs,

JapHHTOCMATBM,
AnC(hOHNS, CTPHEIP™




XHUITOBCHTHNAlLHA,

XBJILAHE
CroMalnHo-4ypeBHH | aneHe, Mucnencusd, 3anex ,|Menena, 3p0HM Pasa3eaBaHe Ha yC¢rara,
HapY1ICHHA JHapHs, kopeMHa Gonka’, (RapymeHus, e3odarut, [maHkpeaTHT*s,
cyxora B MOBpBLUIAHE, ITOCHT, XEMOPOUIH, XE€MATOXEIUA,
ycTara thnatyneHuHs CBPBXCEKPELIMA H pa3sa3BsiBaHe Ha €3MKa,
CMOHKA, NHcharug, CTOMATHT
OPHI'BAHE, HADYLICHHE
Ha e3MKa
Xenato-OHNAHapHK AbHOpMHa
HapyLleHHUA yepHoaApoOHa PyHKLKA,
CEPHO3HK YEPHOAPOOHH
¢uOuTHA (B TOBA YKCIIO
XCMATHT, KBATCHULIA H
yepHoApoOHa
HEAOCTATBYHOCT)
Hapywmenus Ha Xunepxuposa, Mepuopbutanes otox', |Peakn cy4an Ha TEXKH
KO)XKaTa H o6pun’ YPTHKAPHS , ATOTIELHS , |[KOXKHY HEXENAHH
NOAKOXHATA THKAH cepbex’, nypnypa’, peaklHH, Hanp.
ISPMATHT, ¢yXa koxa, |(CHHIPOM Ha Steven-
OTOK HA JIHETO, Johnson® u
CTYAEHA NOT EMMHIEepMaNHa
HEKPOH3a*?, KOXKHa
peakuua*®,
GOTOUYBCTBUTETHOCTS,
aHrioeaeM, abHopMHa
CTPYKTYpa Ha KOcaTa,
aOHOpMHa MHpPK3Ma Ha
Koxara, Oyno3eH
JACpPMATHT,
GonUKynapeH oOpHB
HapymeHus Ha boaka B repda, OcTeoapTpur, Pa6aomuonusa*s, Tpusmyc’
MYCKYTHO-CKENETHATA apTpanrus®, MYCKYJTHH KOCTHO HapylUeHHe
CHCTEMA H MHAITHA NOTpeNBaHNAA,

CBRCAHHHTCIIHATA
ThKdH

MYCKYJIHH KpaMnH®*,
MYCKY/THa cltabocT

Hapviuenusa Ha
OnOpeunTe u
NMHKOYHKTE MBTHIKA

[Tonakuypus,
MHKLHOHHO

Hapy IIEHHE, 3aPhXKKa
Ha ypHHaTa,
HE3aAbPXKAHE HA
ypHHA , MOJHYPHA,

HepasxoMepHa cTpyA
HA YPHHATA , OJIHIY PHA

HHUKTYpPHA
HapyuwieHus xa JluncaHa  |CMYIIEHHA Ha CexcyanHa TanakTtopes’,
BLINPOM3BOAUTENRHATA [CAKYJAUHA |MEHCTPYAIHHA JAuchYHKI M, aTpoguucH
CHCTEMA H I'BpIaTa LUHKEI®, ePEKTHNHA [MEeHOparus. BRYJIBOBarHHUT,
ancyHkimusa BJIATTHIHO FeHUTATHO TEUECHHE,
KPBBOTEYEHHE, GananonocTut'$,
ceKCyanHa AUCYHKLHA {THHEKOMACTHA®,

[MPH AKCHATA

NPHATTH3LM




OG6uy HapylleHHA 0 |YMopa’ Cnaboct’, rpeasa |[Tepudepen oTok', XepHHs, HamMaleHa
eheKTH Ha MACTOTO fonka’, BTPHCAHE, HAPYINEHHE |[[TOHOCHMOCT KBbM
Ha NPHIKECHUETO Hepa3MoROXKCHUE", |HA NOXOAKATa", Kakaa [ACKApCTBOTO
NOBHILEHA
TEMIICpaTypa*
HacneasanHus YBeIH4EHO YBeauyeHa anaHuH IToBuinien cepymen
TeJIECHO Terno® aMHHOTpaHcepaza’, |xonecrepon*, aGHOPMHH
yBE/IHUEHa acnapTar  |CTOHHOCTH Ha
amunoTpancepasa’, |naboparopumute
TENECHO TErNio" pe3ynTaTH, abHOCMOCT
Ha CIEPMATa,
NPOMEHEHA
TpOMOOLUTHA
byurms®
Hapauspanus HapausBaHe
OTPaBAHHA #
YCIIOXKHEHHA,
BBb3IHHKHAIIH B
pe3yJITAT Ha
MBTEPBCHLMH
XUpYPTrHYECKH H CeaopazupaBailia
MeIUUHHCKH HHTEpPBEHLHA
MHTEePBEHLHH
* HJIP, uaeHTHdMLHPAHH B NOCTMAPKETHHIOBHA TIEPHOA
# HJIP, npn XOMTO 4eCTOTATA € onpeAcieHa Ha 6a3aTa Ha OYaKkBaHa ropHa rpaHHLA oT 95% AoBepHTENEH HHTEPBAl,
n3non3Baliky ,,IpasBnoTe Ha 3%,

CMMNTOMH Ha OTHEMaHe, HabIoNaBaHe IIPU CIIMpAHE HA JIEUEHUETO Che CePTPaIUH
CnMpaHeTo Ha cepTpaidH (0co6eHO Koraro € BHe3anHo) OOMKHOBEHO BOAW A0 CHMIITOMHM Ha OTHEMaHE.

3aMafHOCT, CETHMBHM HApYIIEHMA (BKIIOHMHTEITHO NapecTe3us), HapyLICHHWs Ha CbHA (BKITIOMHUTENHO
0e3scbHHe M HHTEH3HBHO ChHYBaHe), Bb30yna HWIH TPeBOXHOCT, rafcHe H/WIM NOBPBIUAHE, TPEMOD H
rraso0onme ca Hali-uecTo chobitaBauuTe. [lo NpHHLMN Te3W CHOMTHA Ca JIEKH A0 CPEOHO TEXKKH M ca
caMOoOrpaHMvYaBallld C€; MPH HAKOM MAlMeHTH obadve moraT Ja Obaar TeXKH WHAH NMPOALILKHTEIHH.
CnenoBaTeHO, KOTaTO JICUEHHETO ChC CEPTPATHH BE4Ye HE € HANOXKUTEHO, C€ MPenopbyuBa CIIHPAHETO MY
[a CTaBa IUIaBHO, Ype3 TOCTENICHHO HaMalliBaHe Ha Jo3aTa (BxX. ToukHd 4.2 W 4.4)

JInua B crapuecka BL3pacT
SSRI wm SNRI, BknwounTenHo ceprpainH, ca OWIM acoUMUpPaHU ChC CJIYYad HAa KIMHHUYHO 3HaAYUMa

XUMOHATPUEMHA NPH MALIMEHTH B CTAPYECKa BB3PACT, 338 KOHTO € BR3MOXKHO /1A ¢a HINOXKHH Ha NO-BHCOK
PHMCK OT TOBa HexXallaHo cxOuTHe (BxK. TOUKA 4.4).

IleguaTpuyHa Nomynalms
Ipx noseue ot 600 nenydarpu4HU NALMEHTH, NEKYBaHH ChC CEPTPAIMH, OOLMAT MpohHI Ha HEXENaHH

JIeKapCTBEHH peaklMH Karo uwno e 6un nonoben Ha HabmonasaHHA B NMPOYYBaHHUSATA NPH Bb3PACTHM.
CnegHuTe HeKelaHH peaklMd ca OuMnM CchoDIEHH OT KOHTPOJIHpaHM NpoyusaHud (n=28] rauueHTH,
JIEKYBAHHU ChC CEPTPATIUH):

Muozo vecmu (=1/10): I'naBobonne (22%), 6escvune (21%), auapns (11%) u ragene (15%).

Yecmu (>1/100 no <1/10): I'ppana 6onka, MaHuA, NMOBHILIEHA TEMIEpaTypa, NOBPBILAHE, aHOPEKCHA,
aeXTHBHA NaGWIHOCT, arpecus, Bb30yaa, HEPBHOCT, HAPYLIEHO BHHMAHHE, 3aMasHOCT, XMIEPKHHE3HA,
MHIpEHa, CHHIHBOCT, TPEMOP, 3PUTENHO HapYILIECHHE, CYXOTa B YCTaTa, AMCNENCHA, HOLIHH
yMOpa, He3aJAphKKa Ha ypUHaTa, OOpHB, akHe, enUCTaKCHC, praTyneHLus.




Heueemu (=1/1 000 po <1/100) Vaemxen QT-uurepBan Ha EKIT (Bx. Touka 4.4, 4.5 u 5.1), onut 3a
CaMOyOBMCTBO, KOHBYJICHH, EKCTpallMpaMHOHO HApYLUSHHE, MapecTe3Hud, ACMPECHA, XATHOUMHALIHA,
Nyprypa, XHWMNEPBEHTWIAlMA, aHEMHA, HapylleHa 4epHoapoOHa ¢ yHKUMA, YBEIMYEHA alaHHH
aMHHOTpaHc(epa3a, UHCTUT, XepIeC CUMILIEKC, BB3MalleHHe Ha BBHINHOTO YX0, 6oNKa B yXoT0, b0JKa B
OYHTE, MHJIpHA3a, HEPA3NONOKEHHE, XeMaTypHa, rHoeH OOpHB, pHMHHT, HapaHABaHe, HAMAJNABAHC Ha
TEJICCHOTO Terno, MYCKYJIHO MNOTpenBaHe, aOHOpPMHH CHHHUILA, anaTtus, anOyMHHYypHs, NONaKuypHAd,
MONIMYPHA, rpbaHa OoNka, MEHCTPYANHO HapYIIEHHUE, aNONELMA, AEPMATHT, KOXKHO HapyllueHHe, abHOpMHa
MHpH3Ma Ha KOXara, YPTHKapns, OpYKCH3IBM, 3auepBABaHe,

C neuzgecmna yecmoma: €Hypesa

Knac-edekT

EnuaeMHOIOrMUHUTE TIPOYMBAHKA, IIPOBEACHH OCHOBHO IIPM NALMETH Ha BBb3pacT 50 roaMHHU M NOBEYE,
MMOKa3BaT IMOBHMINEH PHCK OT KOCTHH (ppakTypd npu nauveHtH, npuemaitn SSRI n TCA. Mexanuzmsr,
BOJACLL A0 TO3H PHCK € HEH3BECTEH.

Crob1jasate Ha NOJO3HPAHH HEXETAHH PEaKIHH
CrobmaBaneTo Ha MOAO3IUPAHH HEXKETAHH PeakUHH Clie/l paspellaBaHe 3a ynoTpeda Ha nreKkapCTBEHUA

NPOAYKT € BAXHO. 10Ba NO3BOJIABA Aa MPONBIIKH HaOMIOOCHHETO HAa CHOTHOUICHUETO MOJI3a/PUCK 33
NeKapeTBeHH NpOoAyKT. OT METUUMHCKUTE CIICLIMANUCTH ¢€ H3UCKBA Jla ChoOIIaBaT BCAKa NOL03MpaHa

HeXKeNlaHa PeakUHA JUPEKTHO upes:

HsmpnHuTEeNnHA areHums no nexapersara (MAJI):
yi. ,,Jdamsan 'pyes* Ne 8

rp. Copua 1303,

Ten. +359 2 8903417

en. noiua: bda@bda.bg

yebcaitT: www.bda.bg

4.9. IIpeno3upane

ToKCHYHOCT

CeprpanlH HMMa TepaneBTHYHA IpaHULIA Ha 06e301macHOCT, 3aBHCHMa OT NMAaUMEHTCKaTa MOomyalud WHIH
NPHAPYXABALIOTO JNeycHNe. DaTanHu Caydyad oT NpeAo3MpaHe ¢a ¢LObMaBaHH CAMOCTOATENHO UAH NpH
KOMOYHALIMA Ha CEepTpaIMH C JAPYTH NeKapcTBa WHNKH ankoxon. CnegoBaTeNlHO BCEKH cnydaidl Ha
npenosupase Tpadra na 6ba¢ NeKyBaH arpecHBHo.

CuMnToMu

CHUMNTOMHMTE Ha Npeao3dpaHe BKAKOYBAT CEPOTOHUH-MEIHMPAHHY HEKENaHU JIEKAPCTBEHH PeaKLHH KaTo
CLHJIHMBOCT, TaCTPOMHTECTHHATHH HapyILUeHHA (Hanp. raZieHe W MNOBpPbLILAHE), TAXHKApAMA, TPEMOp,
BB30yna M BUeHe Ha ¢BAT. Choliapa ce 3a KOMa, Makap H Nno-paako.

Cnen npenosupane cbC CEPTPaANHH ce chpodIlaBa 3a yawnkasaHe Ha QTc uHTepBana/Torsade de Pointes;
IO Ta3H NPWYHNHA NPH BCAKO NOrMBIIAHE Ha CBPBLX103a CEPTPAINH Ce NMpenoprusa MoHUTopHupane Ha EKT

(Bux. Touxa 4.4, 4.5 u 5.1).

OBnaasasaHe
JIuncpar cnetupUuHM aHTHAOTH Ha cepTpanuH. [IpenopnyBa ce Aa ce yCTAHOBH H NOAABLPKA AHXATENEH
NLT H NPH HEOOXOAHMMOCT Ja Cc& OCUIypH aJlcKBaTHA BEHTWIAIMA U OKCUNCHAIMA. AKTHBD s
KOHTO MOXeE 3 ce KOMOMHMpA C OMHCTHTENHO, MOXKEe Ja € €0HaKBO e(eKTUBEH WIH 7%

i (R
.
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CTOMalIIIHATa IPOMHUBKA 1 TpAOBa a ce HMa NpeBHA MpU JievieHHe Ha peao3upadeTo. He ce npenopbusa
MpeAH3BUKBaHe Ha TMOBpHLIAHE. 3aeHO ¢ ofH[aTa CHMITTOMATHYHA M MOAAbpXalla Tepanud ce
npenopsiBa olle H npocieasane Ha cppacqHuTe (Hamp. EKI') u xku3HeHn noxaszarend. Ilopaau ronemns
obeM Ha pasinpede/icHUE Ha CEPTPAIMH € MAIKO BEpOATHO NPUIOKEHHETO Ha ¢opcupaHa JHypesa,
auanmn3a, xemonepdy3us UK eKCCAHrBHHOTpaHChY3uA Aa uMaT OnaronpHaTeH egekT.

5. OAPMAKOJOIHYHU CBOHCTBA

S.1 ®apmakonHHaMHYHH cBOlicTBA

MdapmakoTepareBTHYHA rpyna: CeneKTHBEY HHXUOMTOPH HAa 0OpaTHOTO 3axBalllaHe Ha CEPOTOHHHA
(SSRI). ATC xoa: N0O6 ABO6

MexaHH3bM Ha ICHCTBHE

CepTpaliiH € MOIICH U CEeNeKTHBEH HHXHOUTOp Ha o0paTHHA 3axBaT Ha cepoToHuHa (5-HT) B HeBpoHHUTE
in vitro, B pe3yNTaT Ha KoeTo ce noreHumpar edekture Ha S-HT npu xusotHn. Tol nMa HE3HaAYHTENECH
edekT BbpXy obparTHHA 3aXBaT Ha HOpaApeHANIMH U JOMAMHH B HEBPOHHTE. B KIMHMYHU A034 CEPTPATHH
Onokupa 06pPaTHOTO 3aXBalllaHe HA CEPOTOHMH B HOBEIIKHA TpoMOOUMTH. To#H He MposABABa CTUMYNHpALIA,
CeIATURHA WIIH AHTHXONIMHEPruYHa aKTHBHOCT WIM KapAHOTOKCHYHOCT MPH XXMBOTHH. B KOHTponupaHn
NpoyYBaHUA NPU 37paBy J0OPOBONILM CEPTPAIMH HE NMPHUHHABA cefalusd ¥ He NMPEAN3BUKBA MTOMEHY B
NCHXOMOTOPHUTE (PYHKIMH. B CHOTBETCTBHE CBC CENEKTHBHOTO HHXMOMpaHe Ha oOpaTHMA 3axBaT Ha 5-
HT ceprpanuH He noBHIaBa KaTeXollaMHHEPrHYHaTa akTUBHOCT. CeprpanuH He NpuTexaBa apuHUTET
KbM MYCKAPDUHOBUTE (XOJIHHEPTrH4YHM), CEPOTOHUHEPrUYHMUTE, NOMAMHUHEPTHYHUTE, aJpECHEPrUdYHUTE,
xucraMmuueprudanaTe, GABA win 6eH30aMa3ennHOBUATE pelienTopH. [IpoabmxKUTENHOTO IPUNOKEHHE Ha
CePTPIHH NPH KHBOTHH € CBBP3aHO ¢ HAMAIABaHE Ha OpoA HA MO3BbYHHUTE HOPaJpeHANTMHOBH PELICTITOPH,
KaKTO € HabmoaaraHo H MpH JIpYrd KTHHHYHO epeKTHBHH aHTHAENPECAHTH H aHTHOOCECHBHH JIEKapCTBa.

He e pnemoHcTpHpaH HOTEHUMan 3a 3oynorpeba cuc ceprpandH. B aBoHHOCNANO, paHIOMHU3HPAHO,
mw1auebo-KOHTPOAUPAHO MpOYYBaHE, CpaBHABALIO IIOTEHIMANa 3a 3JOynoTpeda ChC CEPTPaNHH,
annpasonam u d-am¢eraMuH IIpH XOpa, CEPTPANHH HE € NPEIH3BHKAN NMO3UTHBHU CYOEKTHBHH edeKTH,
MoKa3aTe/THH 3a MOTEHLUAN 3a 310ynoTpeda. 3a pasnuka OT TOBA, MALMEHTHTE Ca OLCHWIH 3HAYHMO 110-
BHCOKO M anmpazonaM, U d-amderaMuH, B cpaBHEHMe C IUialedo, Mo nmokasaTeid Karo XapecBaHe Ha

NIEKapCTBOTO, ey(dopus U noreHipan 3a anoynorpedba. CepTpaivH He € NpeAU3BHKAN HUTO CTHMYNallus,
HUTO TPEBOXKHOCT, KOMTO C€ CBBP3BAT C IPHIOXKEHHETO HA d-aMpeTaMHH, HUTO CEAAILMR U ICHXOMOTOPHO

HapYUICHNE, CBPL3aHU C MPWIOKEHHETO Ha annpasonaM. [lpunoxeH npu pesyc-MaiMyHH, oby4eHun aa
MpUeMaT CaMy KOKAUH, CEPTPATIUMH HE € CTUMYJIMPAT IPUEMAHETO Ha OITHATa, HUTO ITBK € MOTB J1a 3aMECTH
KaTo JUCKpMMHHATHBEH cTUMYN d-aM¢peraMuH unu ¢peHobapdburan.

KnuuuyHa edHKacHOCT ¥ 0€30NacHOCT

lonavo denpecusro pascmpoltcmeo
[lpoBeneHO € KNHMHHYHO NPOYYBAaHE NpH ACNIpeCHBHH aMOYNaTOPHH MALMEHTH, NPUA KOHUTO € HACTBITMI

eekT No Kpad Ha HadanHara 8-ceaMHYHA OTKpUTA ¢asa Ha neyeHHe cbe ceprpanmi S0-200 mg/nen. Tesu
nateHTH (N=295) ca 6wim paHJ0MH3HpaHi Ja NPOALIKAT B ABOHHOCNAIIO NIPOYYBaHE ChC CEpTPaIHH S0-
200 mg/nen wy nmnauebo 3a 44 ceqmuny. HabmonasaHa € CTaTUCTHYECKH 3HAYHMO NTO-HHCKA YECTOTa Ha
pPELMAHBUTE IIPH NALMEHTH, NpUEMaLlX CEPTPAIHH, B CPaBHEHUE ¢ npueMawmTe miauebo. Cpeanara nos3a
3a MALIHEHTHTE, 3aRbPIIYIN NpoyuBaneTo, ¢ Ouna 70 mg/aeH. IIpOLEHTHLT MAalLMEHTH, MOBNUANH C€ OT
nedeHneTo (HePUHUpPAHU KaTO TE€3M MALMEHTH, NpH KOUTO HE € HACTHIMWI peHUOMB), 3a CE
rnauneto e o6un crorBeTHO 83,4% U 60,8%.




Hocmmpaemamuyro cmpecogo pazcmpoticmeo (IITCP)

KomOunupann gaHHH oT TpuTe npoyuBaHd 3a ITTCP cpen obmoro HaceneHue ycTaHOBABAT Mo-HHCKA
4YecTOTa Ha OTTOBOP NpPH MBXETE COPAMO XEHHTE. B ABeTe NMO3NTHBHH MpPOYUYBaHHA cpen odllara
NONMyJIAIMA Ha CEpTPAIMH cnpamo anedo, yectorara Ha IOBIHABAHE NMPH MBXETE U KCHHUTE € OHNa
cxonHa (xenu: 57,2% cnpamo 34,5%,; Mbxke: 53,9% crnpaMo 38,2%). bposT Ha MBXETe K XEHHUTEC B
obeMHEHHTE NMPOYYBaHMA cpea obwata nonynaiys € 184 n croTBeTHO 430, M CneJOBATENHO PE3YNTATHTE
TIPH XXKEHUTE €a C MO-ToNIAMa TEXKECT, a NPHY MBXKETE C& CBHP3BAT C APYTH H3XOIHH XapAKTEPHCTHKH (Io-
rojiaMa 310ynorpeda ¢ BEIHECTBOTO, MO-rojiaMa NPOAB/LKHTENHOCT, W3TOYHHK HA TPAaBMa U T.H.), KOHUTO
KOPEMUPAT ¢ HAMANIEHHUA eQEKT.

CupaeuHa eneKTpodU3HOIOrUs

B cnempanusupane 3aapaboueso npoyusane Ha QTc, npoBeeHo NpH paBHOBECHH KOHUEHTPAIIHH ¥ MpH
HAATEepaneBTHYHH €KCNO3UIMU npH 3apaBd nobposonum (nekyBaHd ¢ 400 mg/neH — ABa MBTH HaA
MaKCHMATHATa NpenopsYTelHa J03a), FOpPHAaTa N'paHALIA HA ABYCTpaHHHA 90% AoBepHTENEH HHTEpBa 3a
BpEMETO, ChOTBETCTBAIO Ha cpeAHa painuka B QTcFMexay ceprpanuH U rviauedo mo MeroJa Ha Hai-
ManknTe KBagpaTtH (11,666 MuIHceXyHAH), € MO-rojisMa OT APEeRXBApHTENIHO onpeaencHua mpar ot 10
MITHCEKYHAN Ha BpeMEBHS MHTepBa 4-M 4Hac cnej NpHUeM Ha [03aTa. AHANW3BT HA CHOTHOILICHHETO
. €KCIIO3UIIHA-OTTOBOP®, MparsT 3a KIMHHYHO 3HaYMMO yabkasaHe Ha QTcF (t1.e. nporHosupanusaT 90%
JOBEpHTEJIEH HHTepBal Aa npepuilasa 10 MUIHCeKYHIH) € MoHe 2,6 THTH 110-BHCOK OT cpeanarta Cmax

(86 ng/ml) cnen npunoxeHMe Ha Hali-BHCOKaTa MpeNopBYHTENHA N03a cepTpanuH (200 mg/nen) (Bx. Touka
4.4,4.5,481n49).

[Teauarpuyny nauneHTy ¢ OKP

BesonacHoctra ¥ edHKkacHoCTTa Ha ceprpamvH (50-200 mg/neH) ca uscneaBaHM MpPH Je4YEHNE Ha
amMmbynatopHo 6onHK aeua (6-12-rogumun) U oHomM (13-17-rogumnu) 6e3 menpecus, ¢ obcecnBHO-
kommyJcuBHo pascTpolictBo (OKP). Cnen exHoCeAMHYHO €OUHHYHO-CAAMNO Mialedo BLBEACHHE,
MALUMEHTHTE ¢a paHIOMH3HpaHH Ha ABaHAWUCETCEIMHYHO JICYEHHE C I'bBKAB 0308 PEXKUM CBC CEPTPanyH
unyn nauebo. Jleuara (6-12-romquiiHg) ¢a 3anodHand ¢ MbpBOHaYalHa fo3a oT 25mg. IlaumeHTHTE,
PaHAOMH3HPAHH HA CEPTPAIHH, Ca MOKA3aNH 3HAYUMO NO-roNaMo NnoRodpeHte oT paHAOMHU3IHpaAHUTE Ha
rnanebo no Children’s Yale-Brown Obsessive Compulsive Scale CY-BOCS (p=0.005), NIMH Global
Obsessive Compulsive Scale (p=0.019) 1 CGI (Clinical Global Impressions) Improvement Scales
(p=0.002). ocBeH TOBA, TEHACHIUA KbM TO-TOMIMO MOJ0OPEHHUE B IpyMnara Ha CEPTPAIMH CNPAMO IpyIaTa
Ha ruatiebo e HabmoaaBana cwilo M no CGl Severity scale (p=0.089). [lo CY-BOCS cpeaHara n3xonHa
CTOHHOCT M TMpPOMAHATa OT H3XOAHHTE CTOMHOCTH 3a Inauedo rpynara ca 22,25 6,15 u -3,4 £ 0,87,
pecriekTHBHO. [TaleHTHTE, NORIMAHM OT JIEUEHHETO U ASPHHUPAHU KATO MALMEHTH ¢ TIOHWKEHHE OT 25%
nny noseue no CY-BOCS (ocHOBHUAT KpHUTepHii 3a €PHKACHOCT) OT H3XOAHOTO HUBO [0 KpalHaTa TOUKa
ca 6unn 53% OT MauNeHTHTE Ha CEPTPaHH cnpAMo 37% OT naldeHTHTEe Ha nnaiiedo (p=0,03).

JIMNCBAT ABAFOCPOYHH M3NUTBAHUA 3a 6€30MaHOCT U €(PUKACHOCT NIPH NEAHATPUYHH MAlMEHTH.

[leguaTpU4Ha DONYIALMS
Hama ganHy 3a Jeua noa 6 roguHu.

5.2. DapMAKOKHHeYHYHH CBOHCTBA

Abcopbuus
[Ipy xopa cnen nepopanHo €4HOKpaTHO AHEBHO NpHnoxeHue Ha 50-200 mg B npoawIKeHue Ha 14 auw,

MaKCHMaTHH N1a3MEHH KOHLIEHTPAallHK ce AocTHraT Mexay 4,5-8,4 yaca cnen npueMa.
XpaHaTa He NPOMEHA 3HAYMMO OHOHATHYHOCTTA Ha TabNeTKUTE CepTPasTMH.




PaznpeneneHue
[Mpubnuzutenno 98% oT WMPKYIHUPANIOTO B CHCTEMHOTO KPBBOOOpalllcHHE JIEKAPCTBO € CBBP3aHO C
[UTAa3MEHUTE IPOTEHHH.

buorpancdopmanus

CeprpaniH npersprsBa 3HAUNTENCH META00NH3EM NTPH NBPBOTO CH IPEMHHABAHE IMpe3 YepHud Ipo0.

B3B3 O0CHOBa Ha KIMHHYHWTE in vitro JaHHU MOXe Aa ObAe HaMpaBeHO 3aKNMIO4YEHHUE, He CEPTPATHH Ce
MeTabonu3npa OT MHOXECTBO IbTHILA, BKIrouHTENHO CYP3A4, CYP2C19 (BX. Touka 4.5) u CYP2B6.
CepTpaliuH 1 OCHORHMAT My METa0ONHT CBIIC Taka ca cyOCcTpaTH Ha riMkonpoTeut P in vitro.

EnuMuHUpaHe

CpeaHUAT NOJIYXHBOT Ha CEPTPAIUH € mpHOu3uTenno 26 dyaca (B Auanasona 22-36 gaca). B cboTBeTcTBHE
C TEPMUHAIHHA €IMMHHALHOHEH I[IONY)KMBOT 3a Ja C€ NOCTUrHAT pPAaBHOBECHM KOHICHTpallH €
He0OX0oAUMO NMPUOIU3HTENIHO JBYKpAaTHO KyMYJIHpaHe, KOETO € HAMHULIEC ¢HA CeIMHNA Clle HAYAIOoTO IIPU
€AHOKpAaTHO JHEBHO MPAIOKEHHE HA JIEKapcTBOTO. [ lIa3MEHUAT MOTyXUBOT Ha N-AeCMeTUNICEPTPalIHH €
mexay 62 u 104 gaca. Ceprpanve 4 N-ZecMeTIWICEPTPANIHH ce MeTaboNH3HpaT BbB BUCOKA CTENEH IIPH
X0pa, KaTo NOJYUYeHHETE MEeTabOIUTH ce €KCKpeTHpaT B €XHAKBa CTeneH B ypHHara u (¢eneca. Manko
KonuuecTBo (<0,2%) HEIIpOMEHEH CEPTPAIMH C€ EKCKpeTHpa B YPHHATA.

JIHHeHHOCT/HEMNHEAHOCT
B nrTepBana or 30 no 200 mg ceprpanyr NpogeaBa NpOIIOPLIMOHATHA Ha o3aTa papMakOKHMHETHKA.

DapmMakOKHMHETHKA NPH CHEUH(UYHHA IPYIH NaUHEHTH

lleduampuurna nonyvaayun ¢ OKP

®apMaKOKHHETHKATA Ha cepTpaiHH € Ouna nmpoy4eHa npy 29 neavaTpUvYHHU MalMeHTH Ha Bb3pacTt 6-12
FOAUHH W 32 MalUEeHTH IOHOIUM Ha BB3pacT 13-17 roaunu. Ilammenture ca 6Wim THTpUpaHH D0 AHEBHA
no3a ot 200 mg B paMKuTe Ha 32 JHH WIH ¢ 25 mg HAYalHa 1032 U CTHIATIOBUAHC YBEIHYEHWE, WIH ¢ 50
mg HayalHa 7033 WIH yYBeAHdeHuA. Pexumure oT 25 mg 1 50 mg ca Ounu ¢ €1HaKBa NOHOCHMOCT. B
CTALlHOHAPHO CHCTOSHUE 3a jo03aTa oT 200 mg nnasMeHuTe HUBA HA CEPTpaJIMH IPH rpynara Ha 6-12-
FCOAUIIHUTE ca OUMM mpuonu3uTenHo ¢ 35% 110-BUCOKU B CpaBHEHHME C rpynaTa Ha 13-17-roguimHnTe 1 ¢
21% mo-BUCOKM B CpaBHEHME ¢ peepeHTHaTa rpyna Bbp3pacTHM. He € UMano 3HaYMMH pa3jinKH MexXmy
MOMYEeTa 1 MOMHMYETa N0 OTHOLICHUE Ha KIMpBHCA. CeaoBaTenHo npy aeua, 0cobeHO ¢ HUCKO TelleCHO
TErN0, C€ NpenopbpuBa HUCKA HaYalHa 4034 H CTBKHM HA TUTPHpaHEe OT 25 mg. Ko3aTa 3a IOHOIH MOXE Aa
OBae XaTo NMpH BL3PACTHH.

Onowu u nuya e cmapyecka 8v3pacm
DapMakOKUHETUMHHUAT Npodu NMpU IOHOIIM U JIMLA B CTAPUECKa BL3PACT HE €€ pa3jii4yaBa 3HAUMMO OT
TO3M IIPY BBL3PACTHH MKy 18 1 65 roannu.

Ueprodpobro yepexcoaHe
[Ipn naumeHTH ¢ YepHOAPOOHO YBpeKIaHe MONYKUBOTHT Ha CepTpaIHH ¢ yasnkeH H AUC e yBennyeHa
TpH IThTH {BX. TOUKH 4.2 1 4.4).

bvbpeuno yepexcoare
Hsama 3HauuMo HaTpynBaHe HAa CEPTPAINH MPH MAUKMEHTH C YMEPEHO A0 TeXKO Oh0pedHO yBpeXKIaHe.

Dap.MaKo2eHOMUKA
[InasmMenuTe HUBa Ha cepTpanuH npy cnadu Metabonuaropu Ha CYP2C19 ca ¢ okono 50%




CpPaBHEHHME C €KCTEH3MBHH MeTabonusaTopH. KIMHHYHOTO 3HaUYE€HKHE HA Ta3H HaXO[AKa HE € H3ACHEHO M
TUTPUPAHETO Ha jlo3aTa TpadBa fa cTaBa Bb3 OCHOBA HA KJIHHHYHHS OTTOBOP.

5.3. IpeaxinHuYHH 1aHHH 33 He3onacHoOCT

[IpeaknUHHYHUTE NAHHH HE NOKa3BaT o0CO0EH PpUCK 3a Xopata Ha 0a3a HAa KOHBEHUHMOHATHHTE
¢apMakoJIOrHHHH TpPOyYBaHUA 332 0€30macHOCT, TOKCHYHOCT IIpH MHOTOKpPAaTHO IpHIAraHe,
NreHOTOKCHYHOCT U KapLHHOTEHEH NMOTeHUMaN, [IpoyuBaHUs BBHPXY PENPORYKTUBHATA TOKCHYHOCT NpH
KUBOTHY HE €a TMOKa3al¥ TEPATOTEHHOCT WIM HEXENaHW €QEexTU BBPXY MBKKHAS (QepTWIHTET.
HabnionpaBanata (QETOTOKCHYHOCT € BEPOATHO CBBbpP3aHAa ¢ MalH4YMHaTa TOKCHYHOCT. HeonartanHara
NpeXKMBAEMOCT M TENECHOTO TEMIO NpH KyueHlUa ca OMIW HaMalieHH caMo Npe3 NMBbPBHTE AHH Clej
paXJaHeTo. YCTAHOBEHO €, Ye paHHATa MOCTHATAIHA CMBPTHOCT €€ JBJDKH HA EKCIO3ULHA 10 BpeMe Ha
O6pemeHHOCT cnen 15-1 e oT OpeMeHHOCTTa, 3a0aBAHETO B MOCTHATANTHOTO pa3BHTHE TIPUM Ky4YeHIa Ha
NIEKYBAaHH MalKH BEPOATHO Ce TBJDKH Ha eEKTH BBpXy MalKHUTe M CNEROBATENHO HE C& OTHACH 3a PHUCKa
IIpH XOpa.

JIaHHWTE NpH XHUBOTHU - TPH3A4M W HEIrpHU3a4H, He MOKa3BaT eexTt BLpXY pepTHNUTETA.

IOgernunmu npoydsanus npu Ncugomuu

HOBEHUTHO NMpOoYyYBaHe 32 TOKCHYHOCT NPH IUTbXOBE € NPOBEACHO ChC CEPTPANIUH, NPHIAraH nepopaiHo,
IIPH MBXKKH M XKEHCKM TUTbXoBe oT 21 1m0 56 neH cnex paxpaHero ( B go3upoekd or 10, 40 wnn 80
mg/kg/neH) ¢ Nepuoa Ha BBICTAHOBABaHE Oe€3 mMpHeM HAa JIEKapCTBOTO A0 ACH 196 cnen paxpaHero.
3abapsfiHE B CEKCYATHATA 3PAIOCT € HACTBIIWIO NPH MBXKHTE H XEHCKHM IUIBXOBE B pa3z/IMUHM HUBA Ha
no3upane (MpxkuTe npu 80 mg/nen u xeuckure npu >10 mg/kg), Ho BBNpEKH Ta3H HaxoJKa He ca
YCTAHOBEHH CBBP3aHH CbhC CEPTpanuH €PeKTH BBPXY HHUTO €llHa OT OLCHABAHHTE MBXKH M KCHCKH
PENpOXYKTHBHM KpaiHH Touku. B pombiaHMHue, oT 21 A0 56 AeH cien paxaaHeTo, ca HabmogaBaHH
AEXUAPATALIMA, XPOMOPHHOpEd M TMOHIDKEHO CPeHO HaJAaBaHEe Ha Terno. Bouuku Tesn edekry,
NPUIHCAHK HA MPWIAraHeTO Ha CEPTPaIMH, ¢a 0K oOpaTHMHU O BpeMe Ha NEPHOa Ha Bh3CTAHOBIBAHE
be3 nmpueM Ha NEKapCTBO B NpoyuBaHeTo. KNHHYHOTO 3HaueHHe Ha Te3u ¢dexTH, HabnomasaHy NpH
IIBEXOBE, HA KOHTO € NpUWIaraH Ceprpaiui, He € YCTAaHOBEHO.

6. ®APMALEBTHYHH TAHHH

6.1. CnHCBK HA [NOMOLHATE BeIlleCTBA

Aopo na mabremxama:

JlakT0o3a MOHOXHOpAT

KpockapMmenosa HaTpui

[Torunon (PVP K 30)

CunuuueB guokcua,; KonouaeH 6e3soneH {Aerosil 200)
MukpokpHcranta nenynosa PH 102

MaruesueB creapar

Mareppan 3a GUIMOBO NOKpuTHE Ne:1*

Sepifilm LP 770 cpappxa:
XunpokcunponmuwiMeTua venynosa (E464)
Muxpokpucranta uenynosa (E460)
CreapuHosa kucenuHa (E570)

Turanos auoxkcun (E171)




6.2. HecnBMecTHMOCTH

Henpuinoxumo.

6.3. Cpok Ha roaHocrt

3 rOAWHH

6.4. CneuwaaHH YCJOBHA HA ¢CLXPAHEHHE

be3 cneuyatHH YCIOBHA Ha CBXPaHCHHC.
Ha ce ChXpaHABa Ha MACTO HCOOCTHITHO 3a ACLIA.

6.5. Bua M cpABpKAHHE HA ONTAKOBKATA
banctep ot wenpospauno PVC/PE/PVDC/Al donmo.

Eauu 6nucrep cuappxa 14 6pos punMupaHn TabneTku
PazMep Ha onakoBkarta: 28 6poa punmupanu Tabnerku (1 onakoeka/ 2 6nucrepa).

6.6, ChneudajIHH NpeANa3sHH MEPKH NPH H3XBLPAAHE

HsMa cneuuanHy H3UCKBaHHA.

Heunznon3paHUAT MPOAYKT WIH OTNAABYHHUTE MATEPHANH OT HEro TpadBa a Ce H3XBBHPJIAT B
CHOTBETCTBHE ¢ MECTHHUTE M3HCKBAHHA.

7. IIPHTEXATEJI HA PAZPEINIEHHETO 3A YIIOTPEBA

HOBEJ1 PAPMA EOO/
ya. ,,OxkonoBpbCTEH BT Ne 36
rp. Copusn 1415, bwnrapus

8. HOMEP HA PAZPEHIEHHETO 3A YIIOTPEBA
PerncrpaunoneH Ne 20210007

9. HATA HA ITBPBO PAIPELIIABAHE/MMOJHOBABAHE HA PAZPEHIEHHETO 3A
YIIOTPEBA

Jara Ha ITEPBO pa3pellaBaHe:
10. JAATA HA AKTYAJINZUPAHE HA TEKCTA
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