KPATKA XAPAKTEPACTHKA HA ITPOAYKTA



9L SO0
6267 070 W5

1. HUME HA JIEKAPCTBEHMUA ITPOJAYKT

Mucoa 50 mg puamupann Tab/1IeTKH
Misol 50 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Beaka puamupana tabaerka chabpxka cepTpasiMHOB XuapoxJopua (sertraline hydrochloride),
eKkBUBaJieHTeH Ha 50 mg ceprpaiuH (sertraline).

[ loMOLIHM BeLEeCcTBa ¢ U3BECTHO NEHCTBHUE:
JlakT03a MOHOXHIpAT

3a MbJIHKA CIMIMCHK Ha NOMOIIHWTE BELIECTBA BHXKTE TOUYKa 6. 1.
3. JIEKAPCTBEHA ®OPMA
dunmupana Tabnerka

Mucos 50 mg ¢puamupanu TabsieTku ca 6eM NpoaAbAroBaTH ABOHHOM3MbKHAIN GHUIMHpaHU TabJIETKH C
JIEJIMTEJTHA YepTa OT €/1HaTa CTpaHa.

4. KJIMHHUYHH JIAHHHA
4.1 TepaneBTHUHH NOKA3AHHUA
CepTpasivH € NoKa3aH 3a JieueHHe Ha:

["onsam nenpecuseH enusol. IlpodunakTika Ha peurauB Ha roJiAM JIENIPECUBEH €MU30..
[lanuuyecko pascTpoicTBO ¢be MK Oe3 aropadobus.

O6cecuBHO-KOMITYJICMBHO pa3zcTpoiicTBo (OKP) npu Bb3pacTHH M A€l U IOHOLLK Ha Bb3pacT 6-17
FO/IUHH.

CoumanHo TPeBOXKHO pa3CTPONCTRBO.

[loctrpasmaruuHo crpecoBo pasctpoicTBo (ITTCP).

4.2 JlO3HPOBKA H HAYHH HA NPHJIOKEHHE

lo3upoBka

pra(maqa*ma JeyeHue

Henpecus u OKP
Jleuenuero cbe ceprpaiivi TpsadBa aa 3anoyxe ¢ 103a ot SO mg/aeH.

Ianuuecko pazempoucmeo , IITCP u coyuanno mpesoxdcno pacmpoucmeso
TepanusTa TpsbBa na 3anoune ¢ 25 mg/nen. Cnen 1 ceamuua no3ara tpsadea na ce NOBHILH Ha, S0 mg

BE/IHBK IHeBHO. 1pn Tazu cxema Ha 103upaHe e HabJIl0/1aBaHa 110-HUCKA YeCTOTa Ha XAPAKTEPHUTE 34,
HavaJIHUA NEePUO/L HA JIeYEHHE Ha MAaHUYECKO Pa3CTPONCTBO HEXETaHH ﬂEl{apCTBEHH/pERKJJ;HH



Tumpupane

Henpecua, OKP, nanuvecko pazcmpoiicmeo , ITITCP u coyuanno mpegodcHo pazcmpoicmeso

ITalimeHTH, KOUTO HE ce MOBNHMABAT OT A03a 50 mg, Morar Aa ce NOBIUAA OT NMo-BHUCOKa /103a. [IpomeHH B
no3ara Tpabsa fa ce npasaT Ha CTHNKK OT S0 Mg npe3 HHTEPBAIK OT NOHE €1HA CEAMHIIA, KATO
makcumanHata ao3a e 200 mg/nen. IIpomenu B no3aTa He TpabBa na ce NpaBAT NO-4€CTO OT BEAHBXK
CEIMHYUHO, KATO CE Ma MpPEABHA, Y€ BPEMETO HA NONYEITHMHHHPAHE Ha cepTpanyH e 24 yaca.

Hauano Ha repanesTHueH edexT MOXe Aa ce Ha0noaaBa B paMKHTE Ha 7 JHU. 3a NOCTUraHE Ha
TepaneBTHUYEH edekT obaue, 0OMKHOBEHO € HEOOXOaHM MO-ABITBI Nepuo, ocobeno 3a OKP.

HHoododvpocawa mepanus

I[1pu awarocpoyHa NOAILPIKALLA TEPANKA Ce NPHIAra MHHHMaHaTa eQeKTHBHA 1034, KaTO NoC/eIHATA
ce afanTipa cbo0pa3HO TepanuBTHYHHA OTTOROP.

Henpecus

HwarocpouHa Tepanus Moxe Cbillo Aa 6bae noaxoasila 3a NPoQHIAKTHKA HAa PELMAWB Ha TONIAM
aenpecuseH enuzon (I'JIE). B noseuero ciyuau npenopbsuYMTEHATE 1034 38 NPOQWIAKTHKA HA TONAM
AenpecHUBen eNnu30j € ChlllaTa, KaTO H3MON3BaHATA MO BPEME Ha HacTOAWHA enk3oa. [laupeHTH ¢
Aenpecus TpabBa aa ce neKyBaT B NPOAB/DKCHHE Ha AOCTATBYCH NEPHOA OT BpEMe OT NOoHe 6 Mecela, 3a
Jla € CHIYPHO, Y€ CHMITTOMUTE Ca H3YE3HAIIH.

Ilanuvecxo pascmpoucmeo u OKP
HenpexscHATOTO NeyeHne nNpH nakuyuecko pasctpoitctso H OKP Tpabsa aa ce oLieHABa NEpHOANYHO, Thil
KATO MIPOQHIAKTHKE HA PELIMAMBHTE HE € A0KA3aH4, TIPH TE3H pa3CTPOACTBA.

ot N

Ilayuenmu 6 cmapuecka év3pacm RPN .
Hlozata TpsAOBa Aa ce onpeaen1 BHUMATENHO, ThA lca’ro nuua*ra B CTAPYECKA Bb3PACT MOTAT Ja Ca H3NOXKECHH

Ha M10-TONIAM PHCK OT XHIIOHATPHEMHSA (BK. TOUKA, 4. 4)

Heprodpabro yepesicoare :
YnorpebaTta Ha cepTpanuH npu nauMeHTH ¢ qepuonpoﬁuo 3abonaBaHe TpaOBa ga cTaBa MHOro

BHUMaTENHO. Jlo3ara Tpabea Ja € No-HHCKa WK HHTEPBANLT MEXAY NPUEMHTE — NO-ABILT, B ciyyali Ha
NPWICKEHHE NPH MalHEeHTH C HapyllieHa YyepHoapobHa ¢pyHkums (Bx. Touka 4.4). CeprpanuH He Tpabea
Aa c€ U3MOJI3Ba B CTY4YaH Ha TEKKO HepHOApOoOHO yBpe)kaaHe, MOpaay JIHNCa HA KNUHUYHH JaHHH (BXK.
TO4YKa 4.4).

ITayuenmu c 6vopeuro yspexcoane
He ¢ HeoOx0auMo KOpHrupaHe Ha 103aTa NpH nauydeHTH ¢ 6u0peuHo yBpexaaHe (Bx. Touka 4.4).

Heduampuuna nonyaayus

Heya u 1onowu ¢ 0b6cecusrno-KoMnYACUBHO pa3CcmMpoucmeo

Bwapact 13 — 17 roauuu: mepoHadaiHO S0 mg BeAHBXK AHEBHO.

Bb3pact 6 — 12 roauHu: nmbpBOHavyaiHo 25 mg BeaHBbXkK AHEBHO. Cnea eAHa CeaMHLIa 03aTa MOXKE Ja Ce
noBHiltH Ha SO0 mg BeAHBLK AHEBHO.




Npy NOBHIaBaHe Ha go3ata Hax 50 mg. He Tpadsa na ce npasst npoMeHd Ha J03aTa 32 HHTEpPBAJIM 110-
MAaJIKu OT €/1Ha CEAMMLIA.

He e ycTaHOBeHa €(pMKACHOCT NPH rONAMO JENPECUBHO Pa3CTPOHCTBO B AETCKA Bh3PACT.
HsMa HanWUyHH JaHHM 3a Jeua Ha Bb3pacT noja 6 roguHu (Bx cblo Touka 4.4.).

HauuH Ha npuemaHe

CeprpanuH TpaOBa 1a ce MpHEMa BEIHbK JHEBHO, CYTPHH WM Bedep.
Tabnerkara cepTpanuH MOXe Aa ce npueMa cbe Wi 6e3 xpaHa.

Cumnmomu Ha omHemMane, Habawoasanue RPpU NPEKbCE6AHEMO HA CEPMPAIUn

BHezanHoTo npekscBaHe Tpsbpa Ja ce n3barsa. [Ipu cnupaHe Ha TeUEHHUETO CHC CEPTPATIHH 103aTa TpsadBa
NOCTENEHHO [a C€ HaMaABa 3a NEPHOA OT MOHE €/1HA N0 ABE CEAMHLIH, 34 A C€ MNOHHKH PUCKDT OT PEaKUHH
Ha OTHeMaHe (B TOUKH 4.4 1 4.8). AKo crie] HAMAaNCHHE Ha JI03aTa WM CNHUPAHE Ha JICYCHUETO Bh3HUKHAT
CHAMTOMH, KOHTO NAUHEHTBT HE MOXKE Ja TOJIEPHpPa, MOXKE Ja c€ 0OMUCIH Bb3CTAHOBSIBAHE Ha MPEOXOIHO
npeanycanara A03a. Caea Topa JEKapAT MOXKeE [a NPOAb/IMNH HaMalIABaHETO Ha 103aTa, HO MO-NOCTENEHHO.

4.3 IIpoTHBONOKA3AHHA

CBpPBXYYBCTBHTETHOCT KbM 4KTUBHOTO BELIECTBO WIH HAKOE OT NOMOLIHHTE BELIECTBA, H30POEHHU B TOUKA
6.1. s 1

EQHOBPEMEHHOTO NPWIOKEHHE [IPH MALMEHTH, TMpUeMalld HeobpaTuMM MOHOAMUHOOKCHUIA3HH
uHxuburopu (MAO-urxuburopu). e MPOTHBOIQKA3aHO MOPAAK PUCKA OT CEPOTOHHHOB CHHIAPOM ChC
CHMITTOMH KaTO RKMTALMKA, TPEMOP H Xunepreépmus. JleueHHe ChC CepTpanHH He TpsOBa Aa ce 3amoyBa
noHe 14 nHM cnex npexkpaTaBaHe HA JIEHEHHE C HeobpatiM MAQO-unxuburop. JleueHuero cbe cepTpanuy
Tpsa6Ba Ja ce npeKkpaTH noHe 7 JHU MpeAW 3anodBaHe Ha jieveHue ¢ HeobpathM MAO-uHXH6HUTOpP (BXK.
TOYKA 4.5).

EnHoBpeMeHHaTa yrnorpeda ¢ MMMO31]] € MPOTUBONOKa3aHa (BX. Touka 4.5).
4.4 Cpnennaj s npeaynpeKIcHAS H HpeANa3HH MEPKH NIpH ynoTpeda

CepotoHuHoB _cuHApoM (SS) wau HeppoaenthueH ManurneH CuHapoM (Neuroleptic Malignant
Syndrome., NMS

Pa3BuTHETO Ha MOTEHLMANHO XHMBOTO3aCTpAllaBalld CHHAPOMH KATO CEPOTOHHHOB CHHAPOM (SS) wiu
HEBPOJIENTHYEH MajMrueH cuHapoM (NMS) ca 6uwnn cpoOliaBaHM MpH MPHIACGKEHHE HA CEIEKTUBHM
HHXUOUTOpH Ha oOpaTHOTO 3axBallaHe Ha cepoTOHMHA (SSRI), BKITIOUKTENHO JICUEHHE CBC CEPTPAJIUH.
PucksT o1 SS v NMS nmpu ynorpebara ¢be SSRI ce noBuinaea rnpu €1HOBPEMEHHOTO MPHIOKEHME C
APYTH CEPOTOHUHEPrHYHHU JeKapcTBa (BKJI. ApYrM CEPOTOHMHEPrHMHH aHTHIAENpEeCaHTH, aMpeTaMHHH,
TPUNTAHH), C JEKAPCTBA, KOUTO BIOWABaT MeTabonusMa Ha ceporoHuHa (BimouHtenHo MAO-
HHXHOWTOpH, Hanp. METWICHOBO CHHBLO), AHTHNCHXOTHLM M APYrM AOMAMHMHOBH AHTArOHUCTH H C
HapKOTHYHH BelecTsa. [lanuentrTe Tpadpa aa 6b4aT NpocnenaBaHy 3a MOSABATA HA NPU3HALY M CHMTOMH
Ha SS uan NMS cunapom (Bx. Touka 4.3). /‘{:Ir"f":' (i) 20,




[IpeMuHaBaHe OT CEACKTHBHH HHXAOMTOPH_Ha oOpaTHOTu _3axBaiiaHe Ha cepotorHuHa (SSRI).
AHTHIETPECAHTH HWIH AHTHOOCECHBHH NIEKAPCTRa

KOHTPOJHpAaRHAT ONUT OTHOCHO ONTHMAIHOTO BpeMe 3a npeMuHaBaHe oT SSRI, autupenpecaHTH wnu
aHTHOOCECHBHH NTIEKapCTBa KbM CEPTpPaNHH € orpadHdeH. [IpoMsHara Ha TepanusTa TpaOBa na craBa
0c06EHO BHHMATENHO M CJiek CTpora npeueHka, 0coDeHO KOraTo KbM CEPTPA/IHH ce NMpeMHUHABa clief
MPHIOKEHHUE HA JIEKAPCTBA C MPOABLDKHTENHO AeficTBHE, KATO (TyOKCETHH.

HApYry cepOTOHMHEPTHYHH JeKapcTBa, KaTO TpHNTodaH, dendurypamun u S-HT aronncTi
EnHOBpEMEHHOTO NPHAOKEHHE HA CEPTPANHH ¢ APYrH JICKapcTBd, KOMTO 3aCHIBAT €PEKTUTE Ha

CEPOTOHHHEPrUYHATA HEBPOTPAHCMHUCHA, KATO aM(peTaMHHH, TpunTodaH, deHdmypaMuH, 5-HT aroHucTu
WJIH PaCTHTEIHUA NMPOAYKT XbJT KaHTapHOH (hypericum perforatum), TpabBa Aa cTaBa BHUMATENHO H B
ClTyyaHTe, B KOMTO € BBb3MOXHO, Aa ce #304rea, nNopaaH BBL3MOKHOCTTA OT Bb3HHKBaHe Ha
papMakOIHHAMUYHY B3aUMOACHCTBHS.

Y aenxkaeane Ha QTc unrepsana/Torsade de Pointes (TdP)
[Ipn ynorpebara Ha cepTpanyH o BpeMe Ha MNOCTMAPKETHHIOBHS NEPHOA HMa ChOOLIEHHS 33 ClTy4aHd Ha
yawpkasaHe Ha QTc uHTepsana ¥ TdP. [lo-ronsama 4act or cbobuleHHTE CITyyaH c¢a HACTBNWIH MPH
NaLMEHTH ¢ APYTH PUCKOBH GaKTOPH 3a yawnkaBaHe Ha QTc unreppana/TdP. EdekThT no oTHOWIEHHE Ha
yawpkasaHe Ha QTc uHTEpBana € norebpaeH or 3agbinbodeHo mnpoyuBane Ha QTc npu 3apaBu
A0OPOBOIILM, KATO € OTHETEeHa CTATHCTHYECKH 3HauvMMa MOJIOKUTENIHA BPb3Ka MEXAY €KCNO3HLHATA H
orroopa. [lo Tasn npuumHa, ceprpanuH Tpsbsa na ce mnpmiara ¢ BHMUMaHME TMIPH NAUMEHTH C
ROMBJIHHUTENHH PHCKOBU QaKTOPH 3a yab/bkaBaHe Ha QTc, karto: chpaeuHo 3abonsBaHe, XHMOKAIEMHS WIH
XydnomarHesveMmus, fpaMuiiHa aHamHe3a 3a yob/bkasaHe Ha QTc, Gpagukapous v eaHoBpeMeHHa ynoTpeba
Ha JiekapcTBa, KOMTO yabaxasar QTc uxreprana (Bx Fouka 4.3 1 5.1).

M

AKTHBHpaHE Ha XMTIOMAHWS WKW MaHUA o

CUMNTOMH HAa MaHMA/XUMOMAHHA Ca cwﬁmeﬂu {J.pu MaTbK OpPOH NauMEHTH NMO BPEME Ha Tepamnus C
HAJJHYHH Ha 11a3apa AHTHAETIPECAHTH H aHTHoﬁcpcgp_Hu JIeKapCTBa, BIIIIOUMTENHO cepTpaiud. ETo 3awo,
cepTpaniuH Tpa6Ba Ja Ce W3NON3BAa BHUMATENHO NPH NALMEHTH C AHAMHE3a 33 MAHHA/XMIIOMaHHS.
3aLDKKUTENHO € CTPUKTHO HabaioaeHue OT cTpaHa Ha jekaps. Jleuennero ¢be cepTpanus Tpabsa na ce
fMpeKpaTH, aKO NAalMeHTHT NPEMHHE B MaHuaxaHa ¢aza.

HInzodppenus

[TcuxoTHUHUTE CUMMTOMH MOTAT Aa C€ YTEXKHAT NPH MALHEHTH ¢ LIH30PPEHHUS.

[Ipunaabun
[Ipu neueHure che CepTpaiuH MOraT Aa Bb3HHKHAT MPHMAABUM: NPHIOKECHHETO MY TpabBa na ce u3barea

TpH MMalKeHTH ¢ HecTaDWIHA enunencHs, a NaUMeHTH ¢ KOHTPOJIHpaHa enwiencHa Tpabaa na 6svaat nox
AOWBIHUTENHO HabmoaeHHe. [ipy Bceku nauMeHTH ¢ HOBOBBL3HHUKHAIIN NMPHNAABLM, TepanuaTa Tpadea na
6bae npekbCHaTa.

CamoyOuiCTBO/CYHUHIHH MHCIW/ CYHLIWAHK QIIHTH MAH KIHHUYHO BOLIABAHE
Henpecusra e cBbp3aHa C NOBHILEH PHCK OT CYHUMAHH MMCIH, CaMOHapaHABaHe H caMOYOHWHCTBO

(cymuMaHH crbuTna). To3u pUck NepCHCTHPA A0 HACTBMBAHETO HA 3HaYMMa peMHUcHs. THH KaTo MOXe Ja
HE HACTBIH NoJodpeHHe Npe3 NbPBHTE HAKONKO WIH NOBEYE CEIMHLIM OT JICHEHHETO, NallHeHTHTE Tpabea
na 6bAaT CTPUKTHO HaOMIOAABAHM A0 HACTBLIBAHETO Ha TOBa NoacOpeHue. KNMHMUHMAT ONHUT KaTO LAIO
MOKa3Ba, Y€ PUCKBT OT CaMOYyOHHCTBO MOXe Aa HapacHE B PAHHHTE CTAJHH Ha Bh3CTAHOBABAHE.

HApyr¥ ncuxdyHM 3a00NsBaHMA, 3a KOMTO C€ NMPEANHCBA CEPTPAIHH, CbIIO MOraT Aa ObIaT CBBLP3aHH C
MOBHLIEH PHCK OT CYMUMAHH CbOWTHA. OcBeH TOBZ TE3H CHCTOAHHA MOTAT Aa CHITBTCIBAT. rOAAMO
AENPECUBHO pa3cTpolicTBo. ClieAOBATENHO NPEaNa3HUTE MEPKH MPH JICYEHHETO Ha peqw'mgpemﬂo
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pascTpoiicTBo TpabBa Aa 6BLAAT CMAa’BaHM CLU'O M NPH .ISHEHHETO HA NAUMEHTH C APYTH NCHXHYHH
HapyLIEHHA.

3a nallHEHTHTE ¢ aHAMHE3a 3a CYMLMAHU CLOMTHS WII' 33 NMOKa3BALIMTE 3HAYMHMA CTENEeH Ha CyHUMAHH
HaMEpPEeHUS NpPeaH HAYATOTO Ha JIEYEHHETO € U3BECTHO, Y€ €A MITOKEHH HA MO-BUCOK PHCK OT CYHMLMAHH
MHC/IH WIH OIHKTH 3a camoyOuiicTBO M Tpabpa na ObaaT BHHUMATENTHO MPOCIEASBAHM M0 BpEME Ha
neyeHHero. Mera-aHanu3 Ha IUILEOO-KOHTPONIMPAHH KIIWHMYHH NPOYYBAHHA C AHTHAEMPECAHTH NpPH
BBL3PACTHH MMALMEHTH ¢ NCHXHYHH HapPYLICHHA € MOKA3all MOBHILEH PHCK NPH CYHLUHAHO NMOBEACHHE TIPH
NaLMEHTH NMoJ 25 roaAWHH, NTeKYBaHH C aHTHIENPECAHTH B CPaBHEHHE C IEKYBAHUTE C rnauedo.

JlekapcTBeHaTa Tepanus TpsOBa aa ce ChbNPoOBOXKAA OT CTPUKTHO HabmoaeHHe Ha NALMEHTHTE H B YaCTHOCT
TE3H, HIIOXKEHH Ha N0-BHCOK PHCK, 0COOEHO B HAYANOTO HA JICYSHHETO H NPH NOCICABAINH MPOMEHH Ha
Ao3ara. IlauMeHTHTe (M THUATA, KOWTO CE IPHXKAT 3a TAX) TpabBa na 6baaT npeaynpencHu 3a Hy»kAaaTa jaa
CIEIAT 32 BCAKO KIHHHYHO BNOLIABAHE, CYULIMAHO NMOBEACHUE WNH MMCIH H HeoOMyaliHM npoMeHH B
MOBENEHHETO M He3abaBHO /1a MOTHLPCAT MEJULIMHCKH CHBET, aKO TE3H CHMITTOMH C€ MOABAT.

[leanaTpyuyHa nomynauus

CeprpanuH He TpaAbBa Za ce W3MON3Ba MpPH JIEYEHHETO HA Aella W OHOWMK noa 18 roaMuH, ocBeH npH
MALIUEHTH ¢ ODCECHBHO-KOMITYJICHBHO pa3cTpoicTBO Ha BB3pacT 6-17 ronuun. [lopeacHus, CBBP3aHy ChC
camMoyOuHcTBO (OnMUT 3a caMOyOMHACTBO M CYMUMAHM MHCIH) H BpakaeOHOCT (NpeJUMHO arpecus,
[MOBEEHHE Ha NMPOTHBONOCTABAHE M FHAB) ca HAOMIOAABaHHW MO-YECTO B KIMHHYHHTE MPOYUBaHHS Cpel
JICLIA K IOHOILIH, JICKYBAHH C aHTHAEINPECAHTH, B CpaBHEHUE C NeKyBaHHUTE ¢ ruiauedo. AKO BbNIPEeKH TOBa
CE B3CME PCLICHHE 38 JieYeHHE Bb3 OCHOBA Ha KIIHHWYHA HeoOXOmAMMOCT, nauxeHTure TpaOBa aAa Oboar
BHHMATEJIHO NPOC/EABAHH 32 MOABATA Ha CYHPAHH CHMITTOMH. B nonmiHene ca HaJIHYHH OrpaHHYEHH
KIIMHHYHH JaHHH 38 ObArocpoyHara 6e30nmacHOCT NpH Jela W HHOLIH, BKMOUYMTENHO €QeKTH BhpXY
pacTexa, CEKCYAJIHOTO Cb3pABaHE H KOMHHTHBHOTO M nOBEJACH4YeCcKo pasaTue, [lo Bpeme Ha
NOCTMAPKETHHIOBUA NEPHOA ce choblllasa 3a HAKOAKO Ciyyas Ha 3a0aBAHE HA pacTeka H 3aKBCHI
my8eprer. KNHHHYHOTO 3HaUeHHe ¥ MPHUMHHO-CNIEACTBEHATA BPb3Ka BCE OLIE HE Ca H3SCHEHH (BXK T.5.3 3a
CBOTBETHHUTE MPEAKITHHHYHY AaHHH 3a 6e301acHoCT). flemapme T‘pnﬁna Ja NpOCNeAABAT NCAHATPHYHHTE
MalHeHTH Ha TBbJINOCPOYHO IeYEHHE 38 HApYLIIEHHA B Pa3CTeXKa H pg3BUTHETO.

AGHOpMHO KbpBeHe/XeMoparus .
HmMa cnhobuienus 3a abHopMHO kbpsede npr SSRI, BIIOYHTENHO KOXKHHM KPBBOM3IMBH {€EKXWMO3H H

Myprypa) H JApPYTrH XE€MOparHyHM CLOWTHA KATO CTOMALHO-YPEBHO WM THMHEKOJIOIHYHO KbpPBEHE,
BIJTIOUMTENHO ¢aTanHu KpeBOM3NHBH. [IpenopbuBa ce NOBHILIEHO BHUMAHHE NPH MAalMEHTH, MPUEMALIH
SSRI, ocobeHO eaHOBpEMEHHO ¢ NEKAPCTBa, 38 KOWTO € M3BECTHO, Y€ MNOBAMABAT (YHKLUMATA HA
TpoMOOUMTHTE (HANp. AHTHKOArylaHTH, AaTWAMYHK AHTHNCHUXOTHIIH H (QEHOTHA3HHH, [OBEYETO
TPHLUHKIKIHYHY AHTHAENPECAHTH, ALETHICATHLIMNOBA KHCETHHA U HECTEPOMIHM MPOTHBOBBLINAIHTEIHH
cpeactea (HCIIBC)), xakTo ¥ nNpH nauxeHTH ¢ aHAMHE3a 3a HAPYLICHHS Ha KbPBEHETO (BXK. Touka 4.5).

XHUNOHATPUEMHS |

XHNOHaTPHEMHA MOXE Ja Bb3HUKHE B pe3yarar or aedenuero cb¢ SSRI mau SNRI (MHxubuTOpH Ha
obpaTHHA 3axBaT Ha CEPOTOHHH H HOPAAPEHAIMH), BKJIIOMHTENHO ceprpansH. B MHoro ciyuau
XHIIOHATPUEMHATA M3NCKAA € pe3y/TaT Ha CHHAPOM HAa HEaneKBaTHA CEeKPeLMA Ha aHPHAWYpPETHYEH
xopmoH (Syndrome of inappropriate antidiuretic hormone secretion, SIADH). Cvof1naBanu ca ciiyyau Ha
HMBA HAa CEpPYMHHS HaTPHii, mo-HUCKH oT 110 mmol/l.

[TaueHTHTE B CTapuyecka BL3pAaCT MOrar Aa ObJaT HUIOKEHH HA MO-BUCOK PHCK PAIBHTHC HA
xunoHaTpuemus npu neveHde cbC SSRI v SNRI. TlaunenTtn Ha neyenue ¢ auypeTu &M@&wm
nopanM HAKAKBa MPHYHHA Ca C HaMaleH 00eM TeUHOCTH, ChLo Morat aa 6baat g_ﬁ}ﬂg,ua

pHcK (BX. YnoTpeGa npH malMeHTH B cTapuecka Bb3pact). Tpabea aa ce 06MHCA cﬂl»ypaup @K?:é’rp
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NPH MNAUMEHTH CBC CHMNOTOMAaH4i:d XHMOH2iPHEMHS M Ja v Ha3HA¥H CbOTBETHA MEAMLIMHCKA
HHTEpBeHUHR. [IpH3HalMTe ¥ CHMITOMHMTE Ha XMIOHATPUEMHs BKIIOYBAT rnaBobosne, 3aTpyAHeHa
KOHLIEHTPALIMA, HapylieHHe Ha NaMeTTa, OOBPKAHOCT, CNAbOCT U HECTAOUNHOCT, KOSTO MOXKE Ja AOBEIE A0
nagaHda. IIpu3HaUMTE H CHMITTOMHWTE, CBbP3aHH ¢ MO-TEXKKH H/MIH OCTPH C/y4YaH, BK/IIOYBAT
XAMOUMHALIHK, CHHKOf], NPUIIadbK, KOMA, CITHPaHE Ha AHLIAHETO H CMBPT.

CuMITOMH Ha OTHeMaHe, HabnioaBauy 1pY CNUPAHETO HA NEYEHUETO ChC CEPTPATHH

CHMIITOMHMTE Ha OTHEMAaHE NPH CNHPAHE Ha JIEYEHHETO Ca YeCTH, 0OCOOEHO aKO CITMPAHETO € BHeanHo (BiK.
TOYKa 4.8). B KTHHHYHH NPOYYBaHHA YecTOTATA Ha ChOOLIABAHUTE PEAKLIMH HAa OTHEMAHE TMPH TALIUEHTHTE,
JIeKyBaHH CBC CepTpasiuH, ¢ 6Kuna 23% ripy npexbcBalivTe CEpTPAIHH, cnpaMo 12% npH Te3H, KOHTO ca
NPOAB/LKWIH Aa MOJy4YaBaT TEPAIHA ChC CEPTPAIHH.

Puck®eT OT nosfBa Ha CHMNTOMH Ha OTHEMaHE MOXE Aa 3aBHCH OT HAKONKO (akTopa, BKAIOUHTEIHO
NPOAB/DKHTENHOCTTA M 103aTa Ha JIEYEHHETO H CKOPOCTTA HAa HAMANIABAHE Ha A03aTa. 3aMagHOCT, CETHBHHM
HAPYLIEHHS (BKIIIOYHTENHO NApEecTe3ns), HAPYIUEHUS Ha CbHA (BKMOYHTENHO DE3CHHHE W HHTEH3HWBHO
CbHyBaHe), BL30yna WiH 0e3nokOHCTBO, raaeHe W/WIM NOBPBIAHE, TPeMOp U raBobosine ca Haif-ueco
CHOOLIABAHHTE peakuyu. ITo npHHLMN TE3H CHMNTOMM ca NeKH 0 CPEAHO TEXKH, NPH HAKOH NaLMeHTH
obaue MoraT na HBAAT TEKKH N0 KHTEH3UTET. Te OOMKHOBEHO Bb3HHUKBAT Npe3 ITHPBHTE HAKOJIKO AHH OT
CTIHpaHE Ha JICYEHHETO, HO HMa MHOTO PEAKH CbOOIIEHUS 33 TAKHBA CHMNTOMH NMPH MALKEHTH, KOHTO
HEBO/THO ca NpoOMycHanu ensa ao3a. [lo npuHUMN Te3W CHMNTOMH Ce CaMOOrPaHH4Y4aBAT W OOMKHOBEHO
OT3BYYaBAT B PAMKHMTE Ha 2 CEOMMLM, BbNPEKH Y€ MPH HAKOM HHAMBHIMW T€ MOTaT Aa MPOOL/LKAT 2-3
Mecela WM noseue. CnegoBaTenHo e NpenopbYUTEIHO CEPTPAIMH Aa Cé HaManAaBa NMOCTENEHHO, KOTaTo
C€ CIUPA JIEYEHHUETO 3a MEPHOA OT HAKOJKO CEOMHMUHM WM MeceLa, Cnopea HY»KAWTE Ha nauueHTa (BiK.
Touka 4.2). e A 3 o

AKaTH3IHA/MICHXOMOTOPHA 8530y a .

Ynorpebara Ha CEpTPaJIHH Ce CBbP3Ba C paaﬂmue._;mlﬂa aKaTH3uA, XapakTepH3Hpala ce cbc cybeKTHBHO
HENPHATHO MM MBYHTEIHO JABHIATENHO HECMOKOKCTBO W HYXKAA OT JBHXECHHE, UECTO CHIPOBOJACHH OT
HEBB3IMOKHOCT J1a C€ CEAH WIH CTOM CNOKOHHO. TOBA € HAW-BEPOATHO Aa HACTBITH NMPE3 MbPBHTE HAKOAKO
CeIMMLM OT NieHeHHeTo. | IpH NalHEHTH, KOMTO Pa3BUAT TE3H CHMITTOMH, YBEJIMYABAHETO Ha AO3ATA MOXE
Aa [oBeae N0 BJIOLIABAHE.
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HeproapobHo yspexnane :

CepTpanuH ce wmerabonu3vpa eKCTEH3HBHO B uepHMA Apo0. (PapMaKOKHHETHYHO TMpOY4BaHE C
MHOTOKPATHH A03H NMPH HHAWBHAM C JIEKA, KOMMNEHCHPAHA LKMPO3a € NOKA3AN0 YAL/DKEH eNHMHHALIMOHEH
MOJTY»KHBOT KW NpHOAU3UTENHO TPH IMTbTH No-BUCOKH AUC u Cmax B cpaBHeHHe CbC 34PaBH HHAMBHM.
Mex gy ABeTe IpyNH He € YCTAHOBEHA CTATMCTHHMECKH 3HAYMMA palfIMKa B CBHP3BAHETO C IUIa3MEHHTE
npoTeHHK. IIpoNokeHHETO Ha CEPTPAIMH NMPH NALKEHTH ¢ YepHOAPOOHO YBpexKaaHe, pebBa na ce oOMHUCIH
HaMansgBaHe Ha JHEBHATa [03a WIH yBelHYaBaHE HA UHTEpBana Mexay nmpuemure. CepTpainH He TpaOea
Ia ce M3NOJI3BA NPU NMalMEHTH C TEXKO 4epHOoapoOHO yBpexaaHe (B Touka 4.2).

buOpe4Ho YBpexaaHe _
Ceprpanud ce MeTaboMH3Hpa €KCTEHIMBHO H E€KCKPEUMATA HAa HENMPOMEHEHO JIEKapCTBO B YpPHHATA €

HE3HAYHM BT HA €TUMHHHpaHe. B npoyuBaHHs MpH NAUMEHTH C JEKO A0 yMepeHO Ob0peuHo yBpexkaaHe
(kpeaTHHHHOB KAMPBHC 30-60 ml/min) wnM yMepeHo A0 Texko O6BOpeuHO yBpexaaHe (KpeaTHHUHOB
xnupbHC 10-29 ml/min), MpH KOHTO CEpTpaliHH € MpUiaraH MHOMOKPaTHO, HE CA YCTRHOBEHH 3HaYHMMH
pa3znuki BLB (hapMakoknHeTuuHuTe napameTpu (AUC0-24 wnn Cmax) B cpaBHeHHe ¢ koHTponuTe. JlozaTa
CepTPaIHH He TpA0Ba Ja ce IPOMEHA CROpel CTeneHTa Ha 6bOpevHO yBpekKaaHe.

Ynorpeba 8 crapuecka Bb3pacT
Han 700 nauueHTH B cTapyecka Bb3pacT (65 rojlHHH) ca y4acTBaNH B KNHHHYHH




XapakTephT M YECTOTATA HA HEXKEMAHMUT  1ECAKLMH TIPU 5 1Ta B CTApuecKa BBL3PacT c¢a OWIH CXOOHHM ¢
TE3W NPH NO-MJIaJH NallHeHTH.

SSRI unu SNRI, BisiounTenHo ceprpanmii ce cBbp3Bar ofiaye CLC CAyYaH Ha KJIHHHYHO 3HAYMMa
XMIMOHATPHEMHA NPH MaLHEHTH B CTAPYECKA BLIPACT, KOUTO € Bb3MOXKHO J1a 6bAaT HAMMKEHH Ha NO-BHCOK
PHMCK OT TABA HEXENAHO CBOMTHE (BIK. XMITOHATPHEMHA B TOUKR 4.4).

naber

IIpu naumenTn ¢ auaber nevyenneTo cbe SSRI Moke na NPOMEHH IMTHKEMHYHHA KOHTpOJ. Moxe [a ce
HalOXKHK aJanTHpaHe Ha J03aTa HA MHCYNHMHa W/WIH Ha NepopaHUTe aHTHOHAOGeTHH NeKapCTBEHH

NPOAYKTH.

EnexrpoxonsyncupHa Tepanus (EKT)
He ca npoBexnaHH KIHYHMYHH TPOYYBAHMA, KOHTO [a YCTAHOBAT PHCKOBETE WM [O/I3HTE OT
KOMOHHHpAHOTO npunokeHne Ha EKT u ceprpanun.

Cok ot rpeitindpyT
IIpunaradHeTo Ha CEpPTPAIMH CBC COK OT FpeANQpPYT He ¢e rnpenopbuba (BxK. Touka 4.5)

BiaumonelicTeue ¢ H3cneABaHWS HA YPHHATA

QaNUHBO-TIOJNIOKHTENHHA pe3yaTaTH 3a OEH301Ha3eNHHH OT MMYHOJIOTHYHHTE TEeCTOBE HAa YpHHA ca
ROKJAABAHW NPH MALMEHTH, NpPHEMaIM cepTpanuH. ToBa ¢€ AB/DKM HA JIKNCA H& CNeUUPUUHOCT Ha
CKPUHMH-TECTOBETE. DANIIHWBO-NOJOKHUTENHH PE3YITATH MOTaT Aa Ce OYAKBAT B MPOAWIKEHHNE HA HAKOIKO
AHH CNEN NPEKPATABAHE Ha JIEYEHHETO CRE CEPTPRUHH. Tec:'[gqe 3a MOTRRMKACHHE, KATO HANIpHMEP ra3osa
XxpoMmarorpadHs/ Mac-cneKTpoOMETPHA e OTHYAT ceprpanvHa ot OeH30AUa3ETUHUTE.

3aKpHTOLI'BJIHA 18YKOMA e

SSRI, BKIIOUYHTENHO CEPTPAHH, MOTaT Ra OKANAT BIHAHHE Bﬂ:pxy pa3Mepa Ha 3€HHLATA, KOETO 1a A0Beae
nO MHApHa3a. To3n MuUApHATHHEH epeKT WM, DOTCHUMAN Ja CTECHH OYHMA BIbjl, KOETO [a JAOBEAE A0
MOBHIUICHO BbTPCOYHO HANAraHE M rnaykoma, ocobeHo npu npeapasnonoxeHHd nauueHtH. CeprpanvH
TpabBa na 6nae npuiarad ¢ BHUMaHHe NPH NALHEHTH CbC 3aKPHUTOBIBIIHA INIayKOMa HIIH aHaMHesa 3a

riiaykoma.

JlakTo3a
Miucon ceabpka nakrosa. [laudeHTH ¢ peakH HachaeACTBeHU npobneMu Ha ranaxTO3Ha HEMOHOCHMOCT,
Lapp nakra3zeH aepMUHMT WM FTIOKO30-ranakTo3Ha Manabcopbuna He TpaOBa xa NMPHEMAT TOBA JIEKAPCTBO.

4.5. BiaumMone#icTBHE ¢ APYTH JIEKAPCTBERH NPOIYKTR B APYrA GOpMA Ha B3aHMoAelicTBHE

IIpoTHBONIOKA3aHH

Mounoamunoxcuoasnu unxubumopu

Heobpamumu (necexmuenu) MAQO-unxubumopu (cenezunur)
CeprtpanuH He TpabBa Aa ce npuara B KOMOHWHAUMA C Heoﬁpamuu (HecenekTHBHH) MAO-HHXHOHTOPH
kaTo cenerwivH. CeprpanuH He TpsbBa Za ce 3anoysa noHe 14 qHM ciie] MpeyCTAHOBABAHE Ha JIEYEHHETO
¢ HeoOpaTuM (HecenexkTupreH) MAO-uuxubutop. [IpHeMbT Ha cepTpanuH Tpabsa na ce npe
AHH TNpeaH 3anoypaHe Ha neyeHue ¢ HeobpaTumM (HecenekTuBeH) MAQO-uHXHOuTOP (B

Obpamum cenexmusen MAO-A unxubumop (Moxnobemuo)



[lopaau pHCK OT CEPOTOHHHOB CHHAPOM HE ce MPpenopbiBa KOMOUHALMATE MEXKITY CEPTPAIHH H 0DOpaTUM
U cenekTHBeH MAO-uHxuburop, karo Mmoknobemua. Cnex neyenue ¢ obpatuM MAO-aHxubuTOp MOXKE
Jla ce H3MOJI3Ba NEPHOJ Ha OUUCTBAHE NO-KPAalbK OT 14 IHH, Npean 3anouBaHe Ha NEYEHHE ChC
ceprpaniuH. [IpenopbUHTENHO € NPHEMBT Ha CEPTPASIMH Ja CE NPEKPATH MOHE JHW Npeay 3ano4BaHe Ha
nederne ¢ obpatum MAQO-unxubutop (Bk. Touka 4.3).

Obpamum necenexmuasern MAO-A unxubumop (nune3zonud)
AHTHOMOTHKBT NHHE30NHA € cnab obpaTum u HecenekTHBeH MAQO-HHxubuTop M He Tpabsa na ce nasa
Ha MALUMEHTH, JIEKYBAHK ChC CEPTPaHH (BXK. Touka 4.3).

HMa cboOieHna 3a TeXKKH HEXEIAHW peaklMy NPH NMalMeHTH, KOKTO ca NpeKkpaTuay npueMa Ha MAO-
HHXHOMTOD (HAIp. METHIEHOBO CMHbO) M CKOPO €a 3anovHally 1a IPHEMAT CEPTPANIHH, WIH KOHTO ¢4
NpPeKpaTHiH JIeUeHHE ChC CEPTPAITMH H CKOPO ca 3anodHany aa npueMat MAO-uuxuburop. Tesu
peakLMH BKIIIOYBAT TPEMOP, MHOKIIOHYC, H3MIOTABAHE, MaJieHe, NOBPBLIAHE, 3aUEPBABAHE, CBETOBBPTEX M
XMNEPTEPMHA ¢ XAPAKTEPUCTHKH, HanoA00ABaLIM 3/TOKAYECTBEH HEBPOJIENTHYEH CHHAPOM, MTPHNALLLUM H
CMBPT.

Iumozuo

[losuieHn HUBA HA NHMO3KUA OT 0k010 35% ca YCTAHOBEHK B KIIHHHYHO NMPOY4BAHE ¢ NPWIOKEHHUE HA
€AHOKpaTHa HUCKa 51038 NUMOo3KT (2mg). Te3n noBHIIEHH HHBA He ca OKWIH CBBP3aHH ¢ KAKBHTO H 44 €
npoMeHu B EKI'. Jlokaro He ce W34CHH MEXaHU3MBT HA TOBA B3aUMOAECHCTBHE, NOpaaH TECHHA
TEPaNEBTHYEH HHAEKC Ha MUMO3K], €JHOBPEMEHHOTO NPHJIOKEHUE Ha CEPTPATIMH H NTUMO3HU] €
NPOTHBONOKA3aHO (BX. TOUKa 4.3).

¢! 1 ! .“I;-:tl-'

He ce npenopbpyea CAHOBPEMEHHO HDHJIOH(EHHE C'I:C GCPTIEJIHH

Jlexapcmea, xoumo nomucxa I[HC u anKoX0N \. ‘,, .

ChIBTCTBaLIOTO NpHIOKEHHE Ha cepTpanuH 200 mgnnesuo C ANKOXOJ, KapbaMa3enuH, Xanofepuaon
HJIH QEHHTOHH HE NOTERUMpa ePEKTHTE UM BbPXY KOTHUTHBHHUTE K NICHXOMOTOPHHTE (PYHKIUH NPH
3ApaBd HHAMBHAM; HE3aBHCHMO OT TOBa, HE CE€ NPENopbYaa enHonpemeHHa'ra ynotpeba Ha cepTpainH U

ANKOXO0J. R

pyeu cepomonunepzusHu jexapemea
Buxre Touka 4.4.

Heobx011MMO € MOBHLIEHO BHHMAHKE NTPH NpHAaraHe ¢ peHTanmn (M3013BaH NpH o61Ha aHECTE3UA WM 38
JICYEHHE Ha XPOHH4HA 6oNKa), APYrU CEPOTOHHHEPTHYHH JIEKAPCTBA (BIUTIOUUTENHO APYTH
CEPOTOHUHEPTrHYHHK AHTHAEIPECAHTH, aM(peTaMHHH, TPHITTAHH ) M C APYTH HAPKOTHYHH ICKapCTBa.

CneuvaiHy npeanasHy MEPKH

Jlexapcmaa, xoumo yovaxcasam Q1 unmepeaia

PuckeT oT yawpkasate Ha QTc HHTepBana WHIH kamepHu apuTMHiH (Hanp. Torsade de Pointes, TdP)
MOKe a 6bae MOBHILEH MPH €AHOBPEMEHHO MPHIOIKEHHE € JIEKAPCTBA, KOMTO yab/okaBat Q¢
MHTepBaIa (HaNp. HAKOH aHTHICHXOTHLHM H aHTHOHOTHLIM) (BXK. TouKa 4.4 1 5.1).

Jlumuu ..--—---;::Hh

. . \
B nnauebo-koHTpONHpaHo Npoy4BaHe NpH 3apasy A06poBoNLH e1HOBPEMEHHOTO NP
CEPTPAJIHH C JIUTHH HE MPOMEHA 3HAYHMO (PapMaKOKHHETHKATA Ha JIMTHIA, HO BOAH Pﬁpﬁtﬁzﬁp\ﬂa\ .
TpeMopa crnpaMo rwauedo, koero MOKa3Ba B3IMOXKHO dapmMakoIHHAMHYHO ACHCTB ﬁﬂ 5, AR "’ |
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€IHOBPEMEHHO MPUNOKEHUE HA CEPTPANIMH C .:MTHI nauuchiuTe TpabBa Aa 6BAAT BHUMATENHO
MpOC/eAABaHU.

Derumourn

[Lnauebo-KOHTpOIHpaHO NPOYYBaHE NMPH 3ApaBk #o0pOROAUY NOKA3RA, YE ABATOCPOUYHOTO NPHIOKEHHE
Ha cepTpanuH B 1033 200mg/aeH He BOAM 10 KIHHHYHO 3HaYHMMO UHXHOMpaHe Ha Mepabon3Ma Ha
¢peHuTONH. Bhnpeku TOBA, Thit KATO HAKOW CITy4aH HEXENaHHTE PEaKLHH ¢4 Bb3HUKHAIH OT BUCOKA
EKXCMO3ULMA Ha PEHHTOHH NPH NALMEHTH, [IPUEMALIH CEPTPANKH NpenopbuBa ¢¢ aa 6paar
MOHMTOPHPAHH ILU1a3MEHHTE KOHUEHTPALMH Ha (PEHHTOHH CEA 3aN04YBaHe Ha TEPanus CbC CEPTPalKH H
CLOTBETHO afarTupaHe Ha A03aTa Ha GeHHTOHH. B AombAHEHHE, CHITHTCTBALIOTO MPHITOKEHHE Ha
$eHHUTOHH MOXe Z1a NPHYKHHH HAMAJIABAHE Ha ILNa3MEHHTE KOHLEHTpaLKy Ha ceprpaiuH. He Moxe na ce
H3KIKOYH BB3MOXKHOCTTE ApYrd CYP3A4 uHayKkTOpH, Hanp. ¢penobapburan, kapbemasenuH, sxuiar
KAHTAPHOH, paaMNULIHH, A2 NPHYMHAT NOHWKABAKE HA TU1A3MEHHUTE KOHLICHTPALIHH HA CEPTPAITHH.

Tpunmanu
HMMa penxu nocTMapKETHHIOBH CbOOIIEHHUA 3a NAaLMEHTH cbe cnaboct, xuneppednekcus, HapyllueHa

KOOpAMHAUMA, OOBPKAHOCT, TPEBOKHOCT U BL30YIa ciell ynorpeda Ha CepTpasiMH U CYMATPUITAH.
CHUMTOMHM Ha CEpUTOHUHEPTrUUYE€H CHHAPOM MOTAT A4 Bb3HWKHAT CHILO H NTPH APYTH NPOLYKTH OT ChIlUA
KJ1aC (TPHNTaHH). AKO €HOBPEMEHHOTO NPWIOKEHUE Ha CEPTPAIMH U TPHITTAHH € KITHHHYHO
000CHOBAHO, C€ NpEnopbtiBa BHUMATENHO HabmoaeHHe Ha nalkeHTa (Bx. Touka 4.4).

Bapgapun

EanospeMeHHOTO npuiioxkeHne Ha cerpaniMH 200 mg auesHo ¢ BapdapuH € JOBEJIO A0 Manko
CTATHCTHYECKH 3HAYHMO YAB/KABAHE Ha TPOTPQMONHOBRTO. BpEME, KOETO B DEJIKM C/TyHaH MOXe /a
PHYKHH OTKJIOHEHHE B CTORHOCTTa Ha Ha INR. ITopaau ToBa nporpom6unoBoTO Bpeme Tpabea na 6be
BHMMATEJHO MPOCAEIABAHO B HAYaNIOTO W CJeA Kpas Ha JIEUEHUETO CbC CePTPASHH.

pyeu nexapcmeenu 63auMooesicmeus, d@oxcgri, AMEHQOION, HUMEMUOUN

EAHOBPEMEHHOTO NPUIOKEHHE C LMMETHAHH € JOBENO AP 3HAYHTENHO HaMa/IABaHe Ha KIIMPBHCA Ha
cepTpannH. KnMHHYHATA 3aBHCUMOCT HA TE€3H MPOMEHH HE ¢ HaBecTHA. CepTpauH HAMA €(EKT BLPXY
Gera-anpeHepryyHarTa 6roxHpalla akTHBHOCT Ha ateHonoul. He ca kabnonasaHu nexapcTBeHH
B3aMMOJICHCTBHSA MPH NMPUACKECHHE HA CEPTPASIHH B 10324 200 mg AHEBHO C JUTOKCHH,

Jlexapcmea, nogruasauu dynxyuama na mpomboyumume

PucksT OT kbpBeHE Ja Obae NOBHUIEH, KOraTo 1eKapcTea, MOBIHABAIIM PYHKLHATA HA TPOMOOLUTHTE
(vanp. HCIIBC, aueTuicanMunioBa KHCENHWHA U THKIIOTIKANH), HIIH APYTH JICKAPCTBA, KOUTO MOrar Aa
MOBHLLUAT PHCKA OT KbPBEHE Ce Mpuiiarat eqHoBpeMeHHO ¢be SSRI, BKIIOUMTENHO cepTpanvH (BXK. TOYKA
4.4).

Hespomyckynnu bnoxepu
SSRIs MoraTt a noHkaT aKTHBHOCTTA Ha IUla3MeHaTa XOJIMHECTpepasa, KaTo B Pe3yJITAT Ce YARDKABa
HEBPOMYCKYJIHOTO O6I0kHpallo AeficTBHE HA MUBaKYPHYM WIH APYTHd HEBPOMYCKYJIHH 6/10KEpH.

Jexapcmea, memabonuzupanu om yumoxpom P40

CeprpanuH Moxe aa aeictea kato cnab 1o ymepen uHXH6uTop Ha CYP 2D6. I1poab/KHTETHOTO
NPHIOKEHHE HA cepTpanH 50 mg AHEBHO € JOBENO A0 YMEPEHO NOBHLIEHHE (cpeaHo ¢ 23%-37%) Ha
PaBHOBECHHUTE I1a3MEHH HHBA 38 Ae3unpamuH (mMapkep 3a CYP 2D6 e n3oen3nMHa aKTHBHOBCT).
KnHHHYHO 3HAYXMMH B3aMMOACHCTBHA MOTaT A Bb3HHKHAT ¢ ApyrH cybrpard Ha CY Zﬂfﬁlgbfeceﬂ
TepanesTHUYEH UHAEKC, kaTo Knac 1C aHTMapHTMUYHHE N1EKAPCTRA, KATO nponadepot u\@:u ﬁn,g, ~
TPHLMKIHYHH BHTHAENPECAHTH H TUNMHYHK AaHTUNCUXOTHLM, 0cobeHOo npu no- qlty c i -'
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Ceprpanun He nefictea kato HHxHOHTOp HA CYP 3A4, CYP 2C9, CYP 2C19 n CYP 1 A2 B KNHHHUHO
3Ha4YHMa cTened. Topa e NoTBBPAEHO OT invivo npoyuBaHus 3a BizumoncicTere ¢ CYP 3A4-cybrpcatn
(eHaoreHeH KopTH3oJ, kapbaMesenuH, TepdcriaanH, annpasonam), ¢ CYP 2C19-cyGeTpaTa nuasenam u
CYP 2C9-cyberpature TonlyHaMun, rnubeiuiaMua ¥ GEHHTONH. In vitro npoyvBaHHA MOKA3BaT, ye
CEpTPATHH HMa MAalTbK WM HAMA HUKAKB noTeHuMan na HHxubupa CYP 1A2.

[Ipu KpBpCTOCAHO NpOoYYBaHe npu 8 3ApaBy AOOPOBOLM OT AMOHCKHU NPOU3XO0X € YCTAHOBEHO, Ye
NPHEMBT Ha TPH Yallli COK OT rpeingpyT AHEBHO YBENHYABAT N1IA3MEHWTE HUBA Ha CEPTPAJIHH C OKOIO
100%. Ilo Ta3n mpHuHHA MPHUEMDBT Ha COK OT rpeindpyT TpAOBa na ce U3BArBa Mo BpeMe Ha JICHEHUETO
ChC CEPTPAIHH (BX TOuKaA 4.4),

B13 ocHoBa Ha MpoyuBaHe 3a B3aHMOAEHCTBHATA CbC COK OT rpeiindpyT, He MOXKeE 18 C& M3KTIOUH
Bb3MOXKHOCTTA €THOBPEMEHHOTO NpHNaraHe Ha ceprpasivi U MoliHK CYP 3A4 unxuburopu, kato
HaMpHMEp NPOTEa3HH HHXHOHTOPH, KETOKOHA30J, HTPAKOHA301, MOCAKOHA30J1, BOPHKOHA30J,
KTApHTPOMHULIMH, TEAUTPOMHLUMH H He(a3010H, Aa JOBEAE JOPH A0 NO-TONIAMO YBEJIHYABaHE Ha
€KCMO3HLMATA KbM cepTpanuH. Tosa ce oTHacs M 10 yMepeHuTe CYP 3A4 unxuburtops, Hamp.
anperuTaHT, EPUTPOMHULMH, (PYKOKOHa30, BepanaMu W AniTHaseM. [IpuemMsT Ha Mmomue CYP 3A4
HHXHOWTOpH TpAGBa Ha ce U3GArBa Mo BpeMe Ha JIEYEHHE ChC CEPTPAHH.

IlnasmeHHTE HHBA Ha CEPTPAIHH ce€ NOBULIABAT ¢ OKOJ0 50% npHu 6aBHHTE MeTabONH3AaTOPH Ha
CYP2C19 B cpaBHeHue ¢ 6bp3uTe meTabonuzaropu (BX. Touka 5.2). He Moxe na 6b1e H3kmoueHo
B3aUMO/ICHCTBHE CBC CWIHH HHXHOUTOPH Ha CYP2C19, Hanp. oMenpasou, naHconpason, NaHTonpason,
pabenpa3zos, GJIyOKCETHH H PIYBOKCAMHH.
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4.6. PepTRAATET, ﬁpeuennbc'r H mpﬂqpp
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He ca npoBexzaHM aneKBaTHO xou'rponupauu npquaaum npu GpeMeHHM KeHH. Bobnpekn TOBa
3HAYMTETHO KONMHYECTBO JJAHHH HE Ca JOKA3A/MH. Bb3HUKBAHE HA BOJACHH MangopMalMH, NPHSHHEHH OT
cepTpanuH. [Ipoy4yBaHuATa NpH )KMBOTHH Ca Pa3KpPHIH €(peKTH BbpPXY PENpPOAYKTHBHOCTTA, BEPOATHO B
pe3yaTaT OT TOKCHYHOCT HA MaiKaTa, NNpHYHHEHA OT PApMaKOIHHAMHYHO ACHCTBHE HA ChbCTABKATA W/WIH
AMPEKTHOTO (papMaKOOHHAMHYHO AelCTBHE HA CHCTABKATA BBPXY U1oaa (BXK. Touka 5.3).

Hma cpobiuenus, ye ynorpebata Ha cepTpaiHH no BpeMe Ha. OpeMEHHOCT NPEeAM3BMKBA CHMITTOMH,
CHOTBETCTBALLM HA PEAKLMM HA OTHEMAHE NPH HAKOW HOBOPOJEHH, YHHTO Maiiky ca GWJIM Ha TEpanus Che
ceprpanuH. To3H dpenomen e 6un HabmopnapaH cwito M ¢ apyrk SSRI. CeprpanuH He ce mpenopb4Ba Mo
BpeMe Ha OPEMEHHOCT, OCBEH aKO KIIHHHYHOTO ChCTOSHHE Ha JKEHATA € TAKOBA, Y€ Ce OYAaKBa N0/3aTa OT
NeYEHHETO 12 HAAXBBPIH NMOTEHLHATHUA PHCK.

Hosopoaerure Tpabsa na ce HabmogaBat, ako MaifkaTta € NpoaALDKWIA 1a TPHEMA CEPTPaHH TNpes no-
KLCHUTE €Tanu Ha OpeMeHHocTTa, ocobeHO mnpe3 TPeToTO TpUMeceuHe. AKO MaiikaTa e npHeMana
CEPTPAIHH Npe3 MO-KbCHHTE €Tand Ha OpPEeMEHHOCTTA, CNEAHHTE CHMITTOMHM MOTAT Aa Ce MpOABAT MNpH
HOBOPOJEHOTO. PECIIMPATOPEH AUCTPEC, LMaHOo3a, anHed, NMpUnaabiuy, HecTaOMIHOCT HA TejlecHaTa
TEMIIEpaTypa, 3aTPYAHEHO XpaHEHe, MOBpPbIIAHe, XHINOMIIHKEMHS, MTOBHIIEH MYCKYJEH TOHYC, MOHMKEH
MYCKYJIEH TOHYC, XHNeppedIeKcus, TpeMop, NOBHILEHA B'bﬁﬁy,[lPlMOCT pa3Apa3HUTENHOCT, JieTaprus,

cepomuuuepruqun edeKTH, WIM Ha CHMIOTOMH Ha OTHemaHe. B nopeuero
HACTBNBAT BeAHAra WAH CKOpPO (<24 vaca) cne paxaaHeTo.




EnvaeMHONOrHYHHM JaHHK npeanonarar, ye ynorpedara na SSRI no speme Ha BpemMeHHOCT, 0CODEHO B
HanpeaHana OpeMeHHOCT, MOXKE 1a MOBHUIM PHUCKA OT MEPCUCTHpAlIllA MyIMOHANHA XHMIMEPTOHHUA Ha
HoBopoaeHoTo (Persistent pulmonary hypert:nsion in the newborn, PPHN). HaGmogapanust puck ¢ 6un
npubnusurenno 5 cmysas Ha PPHN Ha 1000 Gne seHHocTH. B 001mara norynaumus HacTenear 1 go 2 cayyas
Ha PPHN Ha 1000 6pemeHHOCTH.

Knpmene

[Ty6nukypaHUTE JaHHM 33 HMBATA Ha CEPTPAIIMH B KbPMATa COYAT, Y€ MaNKH KONHYECTBA CEPTPAIHH U
HeroBuaT Metabonur N-aeCMETHICEPTPANHH C€ eKCKpeTHpaT B KbpMaTa. KaTo uano npeHebpexxuMu Win
HEeJOBONOBHMH HMBA Ha CEpTPAIHH ca OWIM OTKPHTH B cepyMa Ha KbpMaueTa, C €IHO M3KIIOYEHHE Ha
HOBOPOAEHO cepyYMHH HMBa okos1o S50% oT HUBOTO Ha MaiikaTa (Ho 6e3 3abenexum eeKkT BEpXY 3ApaBETO
Ha TOBa KbpMaue). Jlocera He ca AOKIaJBAHH HEXKEJIAHH PEaKUMH BbpXY 3APaBETO Ha Jeua, KbPMEHH OT
MaHKu, NpHEeMalli CEPTPAIHH, HO PHCK HE MOXE Na ce HW3KIIOYH. [1pUunoxeHHeTo NpH KbpMaykH HE ce
NpenopbyBa, OCBEH B CIYYaUTE, KOTATO CNOPEA NpeLeHKaTa Ha JIeKaps MOJ3aTa OT JISUEHHETO HAAXBbPIISA
pHcKa.

DepTUIHTET

JlaHHHUTE [OpH XKUBOTHH HE MOKa3BaT BJIHAHHE HA CEPTPAIIMH BLPXY MOKA3ATE/NHTE HAa epTHMTETa (BXK.
Touka 5.3). CvrobimaBaHuTe cinyyau npu xopa ¢ HAKoH SSRI nokassar, 4ye eeKThbT BbPXY KAYECTBOTO Ha
cnepmara ¢ 0dpatuM. Jlo MoMeHTa He ¢ HabnionasaH €eKT BLPXY (PEPTUNHUTETA [TPH XOpa.

4.7. Ed¢exTH BLpxy cnocobrocTTa 32 IModHpane B pabora ¢ MaAlIUNHE

KnHHHYHH  (apMakoNOrHuHH Mpoy4BaHHs Ca  AOKa3a/lH, Y€ CEpTpaNMH HAMa e(deKT BbpXY
NCHXOMOTOpHHUTE QyHKUMM. B CBbOTO Bpeme ofaue, ThH KAaTO NCHXOTPOMHMTE NEKapCTBa MOraT Aa
HAPYILAT MCHXHYECKHUTE MWIH (HIHYECKHIE cnocoﬁupcm HEOOXOAMMH 32 OCBHILECTBABAHE HA
MOTEHUMATHO ONaCHHM 3aa4M, KaTO ynpagfighje Ha MLIC wnn paﬁo"ra c MALIHHHK, CE NPENnopLYUBA
naiuMesTHTE Aa 6BAAT NpeaynpeaeHH.

4.8. Hexenann JeKapCcTBeHNA peAKIHH

["ageHero e Hali-uecrara HexenaHa peakuus. IIpu €edyeHHETO HA COLMANHO TPEBOXHO pasCTpOHCTBO,
CEKCYAIHW HapylueHHa (JIMnca Ha eaKyNauMa) Npu MbXKe ca Bb3HHKHANU NpU 14% 1NpH cepTpaivH CnipaMo
0% npu mnauebo. Tesu HexenaHH edekTH ¢a HO303aBHCHMH H UECTO ca C MpEXONeH XapaxTep MpH
MPOABIDKABAHE Ha JICYHEHHETO.

[IpodmwnbT Ha HeEXENaHHWTE peakuuH, 4ecTo HabmoaaBaHd B ABOHHOCAENH, MNalLebO-KOHTPOJHPAHH
npoyusaHus npu nauueHTH ¢ OKP, nanuuecko pascrpoictso, ITTCP n counanHo TpeBOXKRO pa3cTpoiCTBO
€ CXO/ICH ¢ TO3U HabmoaasaH B KIIHHHYHH NPOYYBAHHA NPH NALMEHTH C ACTPECHA.

Tabnuya | noka3Ba HeXenaHHTE peakluy, HabmonaBaHH B MOCTMAPKETHHIOBHA NEPHOA (C HEM3BECTHA

4YeCTOTa) M OT I1auebo-KOHTPONIMpaHM KNMHMUHHM MPOyvBaHHA (BraoyBaind oo 2 542 nauMeHTH Ha

ceprpaiuH ¥ 2 145 Ha nnauebo) npu aenpecus, OKP, nanwyecko pasctpoficrso, IITCP u couuanso

TPEBOXHO Pa3CTPOHCTRO.

Hsxou HexenaHH JIeKapCTBEHH peaKuuH, H3bpoenu B Tabnuua |, Morar na HamanesaT no WHTEH3UTET H

YeCTOTA NpPH MPOALIKABAHE HA IEUEHHETO M IO MPUHLMII HE BOAAT RO NPEKbCBAHE Ha TEpalMiTa.
-

Tabauya 1: Hexcenanu peaxiiuu | _{:: {?{TID e \.
HecTOoTaTa HAa HEXEJIAHWTE PEaKLHH, Ha6.TI0aBAHN B nnaueﬁo—non-rrponupauu KJIHHUY HU %yﬁ /puiyf{lme\ CH3,
OKP, nannuecko pasctpoiicteo, [ITCP ¥ counanHo TpeBOXKHO pa3cTpORCTRO. f X “ 4‘”';&*: 1 VLY
O0oleH aHaH3 U XaHHHM OT NOCTMAPKETHHTOBHA ONTHT, ,!' f: I Y \ ?
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Cucremo-opranes  |Muoro Yeen Heuccrn Peaxn C
Knac YeCTH c1/100 10 <1/10) |(>1/1,000 to <1/100)  |(>1/10,000 to <1/1,000) |Hen3BecTHA
=1/10) , YeCcTOoTA
(oT
HAJTHIHHTE
AAHHH He
MOie Na
Obae
HalpaBeHa
OLI€HKA)
Hudexunn 1 Hnudekuns Ha lacTpoeHTepHT, NHBEPTUKYIHTS
HHpECTaLUHH FrOpHHTE Bb3NaNeHHe Ha
AHXATETHH CPEaHOTO YXO
MbTHILA,
¢bapHHIHT,
PHHHT
HeomnnaimMu HEeOoTL1a3Ma
AoBpokauecTBEHH,
3NIOKAYECTBEHH H
HeonpeacieHH (BKI. H
KHCTH H NIOJIKIH
Hapymenus Ha nuMdaneHonaTHs,
KPBBTA W TaMdHaTA TpoMGouMTOneHus*S,
CHCTEeMa NeBKONeHus"?
- T3 heqre -
HapyuieHus Ha ST BPRXYYBCTBHTIHOCT", Auaamnamounua
HMYHHATa CHCTEMA L CE30HHA aneprus’* |peaKkuus’
HapymeHns Ha XHMOTHPEOAWIBM® X HIIEPIPONAKTHHEMHA
eHAOKPHHHATA HealeKBAaTHA CeKPELIHs
CHCTEMa Ha AHTHAHYPETHUEH
XOpMOH*?
Hapymmnus Ha [ToHnxeH anerwur, XUMEPXO/IECTEPONEeMHA,
mMetabonusma U NOBULIEH ANETHT® 3axapeH auaber*,
XPaHEHETO XHUMOTNTHKEMUA®,
XHUNEPriuKeMus*s,
XHMOHATPHeMHA"S
[IcHXHUHM BescbHHE  [TPEBOXKHOCT , CyHumaHa KoHBep3uoHHO
HapyIIEHHA aenpecus’, uaeaUHs/noBeeHKe, |(pa3cTpoicTBo*S,
Bb30yna’, NMCUXOTHYHO napoHupus*s,
NOHUAKEHO pascTpoicTBO®, - neKapcTBeHa
nubugo’, aGHOPMHO MHCIEHE,  |3aBHCHMOCT,
HEPBHOCT, ANATUS, XAMOLUHHALME ,|COMHAMOY TH3bM,
AENIEPCOHANH3ALIMNS, [arpecHn , eyPOpHUHO  |MpexaeBpeMeHHa
KOLLIMapH, HACTPOEHHE , MAPAHOA |eAKyNaLHs
GpykCH3bM'
Hapymesns Ha 3amMagHocT, |Tpemop, AMHE3HA, XHIIOECTE3Us |KOMA', aKaTH3MA (BXK.
HepRHAaTa CUCTEMA rnapoGonue’ | ABUraTe HH *, MYCKY/THH Touka 4.4), IHCKHHE3 M4,
ChHJIHMBOCT (HAPYILUEHHA,(BKN. |CbKpALUHWsA, HEBONEBH , |XHUNIEpecTe3us,
eKCTpanupaMuIHH [CHHKoOT', MO3b4YHO-CBAOB CIA3BLM
CHMITTOMM KaTO  [XKMEPKHHE3us ',
XUMEPKHHE3NA, MHIPEHA’, KOHBYICHH ,

XUNEPTOHYC,

3aMaiiBaHe IMpH




AUCTGHUR.
CKBPLAHE CbC 3B0H
HilW HapYyt:*C1hif B
NOXOAKATT: )
[IAPECTE3NS ,
XHIIEPTOHYC ,
HapyLUEHHUE Ha
BHHMAHHETO,
OUCTEY3UA.

— g

MPOMSAHA HA 11('3aTa,
HapylIeHa
KOOPIHHALHS.
HapYLLIEHHA Ha peuTa.

CHHJpPOM M CHHIpPOM Ha
Call-Fleming)*3,
psychomotor
restlessness*? (see
section 4.4),
NCHXOMOTOPHO
HECIMTOKOACTRO,
xopeoarero3al, cuuo
MPH3HALH H CHMITTOMH,
CBBP38HH CBC
CEPOTOHHHOB
CHHAPOM® HIH
3710Ka4YeCTBEH
HEBPOJIETITHYEH
CHHPOM; B HAKOM
Cyuad CBbpP3aHH ¢
€JHOBPEMEHHOTO
IPUIOKEHHE HA
CEPOTOHHHEPTHYHH
JIEKRPCTBA, KOHTO
BKIIKOYBAT Bb30Yya,
ofbpkBaHe, oOMIHO
W3NOTABAaHE, AHAPHS,
BHCOKA TEMIEPATYDa,

X HIIEPTOHHSA, PUTHAHOCT
 TaxHKkapaus’

HapyureHns Ha ounre

BpH'}{ej.'[lﬁo I
HapyICHUE'

Vi

¥

Muapuasa*

CxOTOM, riayKoma,
Aumnonus, porodobus,
xudema‘é, HeenHaksn
seHnum*d, abuopmHo
speHnel’, HapywieHne Ha
CITb3HHTE XKIIE3H

HapyiueHua Ha yXoTo Twnuryc* Bonka B yxoTo

u nabupHHTA

CoproedHH [Mannurauru’ Taxukapaua®, CbhpaedHo | MuokapaeH uHPapkTs,

HApYLIEHHA HapylleHHe Torsade de
Pointes*$ (Bx. TOUKH
44,45¥u5.1),
Opanukapaus,

yab/DxkaBaHe Ha QTc
HHTepBana® (BX. TOYKH
44,45un5.1)

CBIOOBH HapylUeHHA

[‘opeiny BLIHK®

ABHOPMHO KBpBEHE
(kaTo
racCTPOMHTECTHHANTHO
KbpBEHE)®,
XHNEPTOHHA,
3aYCpBABAHE,
XeMaTypua®

[Tepuepua ucxemnn

PecnupaTopHH,
TPLAHU H
MCAHACTHHaNHH
HAPY WEHHA

Mpo3sSBaHe”

JucrHes, ENHCTAKCHC,
OpPOHXOCNIAZBM




XHITOBCHTHUNALINA,

XbJLAHE
CromaiiHo-upesHH  |['aneHe, Llucnencuﬂ 12,;eK . |Menena, 3p6HH Pa3s3BsABaHe Ha ycTara,
HapyLIeHHA ANAPHUA, KopeMHa Gonxa’, |HapyweHua, e30¢aruT, [nanxpeaturs,
CYXOTa B MOBPBILIAHE [TIOCHT, XEMOPOUIIH, XEMaTOXE3U,
ycrara ¢dpnaTyIeHLHA CBPBXCCKpEUMA H pa3sa3BABaHE Ha €3HKa,
CJIIOHKA, Aucdarus, CTOMATHT
OPHI'BaHe, HapylIEHHe
Ha e3HKa
Xenato-OunuapHu AbHopMHA
HapyleHHA qyepHOAPOOHa ByHKIMA,
CEPHO3HH YepHOAPOOHH
chOHTHA (B TOBE YHCIIO
XEMATHT, XBJITCHHLA U
yepHoApoOHa
HEAOCTATHYHOCT)
Hapywenusa Ha Xunepxuaposa, MepuopbuTanes orok”, |Peaxu CIyuay Ha TEXKH
KOXKATa U o6pus’ YPTHKapHA ', ANONELHS , |KOXKHH HeXeNnaHH
MOAKOKHATA ThKAH copbex’, nypnypa®,  |peakuus, Hamp.
ACPMATHT, Cyxa koxa, |CHHIpoM Ha Steven-
OTOK Ha NHLETO, Johnson* u
CTYAEHA NOT eNMHACPMAHA
HEKpOJIH3a*?, KOXKHa
peaxuus*s,
$GOTOYYBCTBHTENHOCTE,
aHrnoenem, abHopMHa
. | CTPYKTYPa Ha Kocara,
b abHOpMHA MHpH3Ma Ha
' - koxaTa, 6ynozen
AEPMAaTHT,
donuxynapen obpuB
HapylweHns Ha bonka B repba, OcreoapTpHr, Pabaomuonuzas, Tpusmyc’
MYCKY/HO-CKENeTHaTa apTpanrus’, MYCKYJIHH KOCTHO HapylleHKe
cUCTEMA H MHAJIrHA NOTPENBaHHUS,
CheIHHUTENHATA MYCKYTHH KpaMIu®,
TbKaH MYCKynHa caaboct
Hapyuesns Ha [Tonaxuypmus, HepasHomepHa cTpya
6nbpeunTe 1 MMKLHOHHO Ha yPHMHATA , OJIHTYPHA
NMHKOYHHTE ThTHILA Hapy LIEHKeE, 3aApbXKKa
HA YPUHATA,
HE3ATbPKAHE HA -
ypHHa', NOAHypHA,
HUKTYpHA
HapyuieHus Ha Jiunca na  |CmylueHus Ha CekcyanHa ["anaxTopes’,
Bb3MPOH3BOANTENHATA [CAKYNALIMA |MEHCTpYaaHuA AACHYHKLIHA, atpodH4ecH
CHCTEMA M MbpAaTa LIMKBA®, €PEKTHIIHA |[MEHOPATrH, BYJIBOBArHHHT,
ARCHYHKLUA BJIArAMTULILHO FEHHTATHO TEHEHHUE,
KpbBOTEUEHHE, 6anaHon0cTu'r'§,
ceKcyanHa AMchYHKLHA |[THHEKOMa T
MPU XeHaTa npnanp{hl i "_U 7g ;‘\L
\
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O6ui Hapywenus U |Ymopa Caaboct', ithaHa |[lepudepen otox”, XepHus, HaManeHa
e(pekTH Ha MACTOTO Gonka’, BTPHCAHE, HAPYLIICHHE [NOHOCHMOCT KbM
HA MPUIOKCHHETO HEPA3NO.IDKECHNUE®, (1A TIOXOAKAETA', Kaxkaa [JICKapCTBOTO
NOBHILIEHA
TEeMMepaTypa’
Hicnenpanus YpenuueHo YeenuueHa ataHuH [loBuuieH cepymeH
TeNEeCHO Teryio” amunoTpaHcdepasa’, |xonectepon’, aGHOPMHH
YBCAUUEHA acnapTar CTORHOCTH Ha
amuHoTpanctepasa’, |naboparopHuTe
TENECHO TErNno" peaynraTd, abHOCMOCT
Ha CIiepMaras,
npoMeHeHa
TpoMOOLIMTHA
dyHKupA"?
Hapansasauus HapansBaHe
OTPaBAHHA H
YCIIOXKHEHHA,
Bb3HHKHAJHK B
pe3yaTarT Ha
MHTEPBEHUHH
XHpypruueckH u Copaopazuypssalua
MEAULIMHCKH MHTEPBEHUHA
HMHTEPBEHUMH
* HJIP, uaeHTHHUMPAHK B MOCTMAPKETHHIOBUA NIEPHON
5 HJIP, npn KOHTO YeCTOTaTa € ofpeneneHa Ha bapata Ha oqalqpana ropsa rpaﬂuua oT 95% nosepuTeseH URTEPBA,
H3N0N3BaKK ,,[IPABUIOTO Ha 3%, - _ o

o e v : Bt

CHMITOMH Ha OTHEMaHe, HabmoaBaHe [pM cliUpaHe Ha NEYEHHETO ChC CEPTPaIiH

CndpaHero Ha ceprpaiHH (ocobeHo koraro ¢ BHe3anHO) OOMKHOBEHO BOAM O CHMITTOMH Ha OTHEMAaHE.
3aMasHOCT, CETHBHH HapylICHHUA (BKIIOMHTENHO MapecTesus), HAPYIUIEHUS Ha CBHA (BKIIOUMTENHO
Oe3cbHHE M MHTEH3MBHO ChHYBaHe), Bb30yaa WiH TPEBOXHOCT, rajieHe WWIH NMOBpbBINAHE, TPEMOpP H
rnaBobonue ca Hai-yecto chobuasature. [1o NpUHIDAT Te3H CHOMTHA ca NekH A0 CPeAHO TEXKKH U ca
CaMOOrpaHHuaBallly ce; MPH HAKOM NauMeHTH odaye Morat na OBIAAT TEXKKH WWIH NPOTB/DKHTEIIHH.
CnenoBarenHo, KOraTo JIEYEHHETO ChC CEPTPANHH Be4E HE € HAIOAKHTEINHO, CE NPENOopbYBa CIIHPAHETO MY
A4 CTaBa IU1aBHO, Ype3 NOCTENCHHO HaMalaBaHe Ha no3aTa (BX. ToukH 4.2 u 4.4)

JIMLA B CTAPYECKA BLIPACT
SSRI nnu SNRI, BxmouuTenHo ceprpanui, ca 6HIM ACOLMHPAHH CBC CY4Yad H& KIHMHHYHO 3Ha4MMa

XMTMIOHATPHEMHA NPH NALHEHTH B CTAPYECKA Bb3PACT, 38 KOWUTO € BB3MOXKHO Ja €8 HITOXHH Ha NO-BHCOK
PHCK OT TOBA HeXanaHo chOMuTHE (BX. TOUKa 4.4).

[leguarpyuyHa nonynauMs
IIpu nosewye ot 600 neauaTpHYHH NaUYEHTH, NEKYBAHH CHC CEPTPAIHH, OOLMAT NPOQHA HA HEXENaHH

AEKAPCTBEHH PEAKLUHMM KATO 10 € 6un noaobeH Ha HAOMOAaBaHHUA B NMPOYUBAHUATA [IPH BB3PACTHH.
Crneanure HexelaHH peakuuMHd ca OMIH CbOOLIEHH OT KOHTPOJNHpaHH MpoyyBaHHA (n=28] nauueHTH,
JIEKYBAHH CHC CCPTPAJTHH):

Mrnozo vecmu (21/10): I'nasobonune (22%), 6e3cvhue (21%), anapusa (11%) u ragene (15%).

Yecmu (21/100 go <1/10). I'ppaHa Gonka, MaHHA, NOBHLUEHA TeMnepaTypa, NoB
adeKTHBHA NaGWIHOCT, arpecus, Bb30yaa, HEPBHOCT, HapylWeHO BHHMaHHE, 3aM
MHrpeHa, CbHIHBOCT, TPEMOP, 3PUTEIHO HapYLIECHHE, CYXOTa B yCTarTa, AHCH cmf ‘HWI ,
yMOpa, He3apbXKKa Ha YPHHATA, oﬁpHB aKHe, SMUCTaKCUC, (GnaTyeHLus. SRS e




Heyecmu (21/1 000 po <1/100) Yawianen QV-uurepran na EKI™ (Bx. Touka 4.4, 4.5 n 5.1), onur 3a
caMOYOHHCTBO, KOHBYJICHH, CKCTPANHPaMHAHO HAPYIICHHE, MapecTe3HdA, AENPECHd, XaMOUWHALUNA,
Mypriypa, XHNCPBCHTWIALMS, aHEMHMA, HapyleHa uyepHoapoOHa (YHKUMS, YBEJIHYEHA alaHMH
aMHHOTpaHc(epasa, UUCTHT, XEPIeC CHMILIEKE, Bb3ManeHHe Ha BLHUIHOTO yXO0, 6o1ka B yxorto, 601Ka B
OUYMTE, MHApHA3a, HEPA3NOJIOKEHHE, XEMATYPHA, FHOSH ODpHB, PHHHMT, HAPAHNBAHE, HAMAIABAHE Ha
TENIECHOTO TEerJo, MYCKYJHO NOTpenBaHe, abHOPMH CbHMINA, anaTtus, anOyMHHYypus, NOJAKHYPHH,
NOJAHYpPHS, FPbHa 60JIKa, MEHCTPYAITHO HAapyLlEeHHe, aNonenus, 1IepMaTHT, KOXKHO HapylleHue, abHopMHa
MHpH3Ma Ha KOXaTa, ypPTHKapHA, OpyKCH3BM, 3aUepBABaHE.

C neuzgecmua yecmoma: CHYpE€3a

Knac-edexry

EnnaeMHONOrHYHHTE NMPOYYBAHUA, NMPOBEACHH OCHOBHO NpPH NauHEeTH Ha Bb3pacT 50 roqMHH U nMoBeve,
Noxa3BaT MNOBHLIECH PHCK OT KOCTHH (ppakTypH npu nauveHtH, npuematitn SSRI 1 TCA. MexaHH3MbT,
BOJACLL A0 TO3H PHCK € HEW3BECTEH,

CoofluaBaHe Ha NOAO3MPAHK HEXKEAHH PEAKLIMH
Cpob11aBaHETO Ha MOAO3MPaHH HEXENaHH peakliMH clie] pa3peluaBaHe 3a ynorpeba Ha TeKapCTBEHHA

NPOAYKT € BaXKHO. ToBa No3B0/sABa Aa NPOIBJLKH HAD/0IEHHETO Ha ChbOTHOLLEHHETO 013a/PHCK 3a
NeKapCTBEHHA NMPOLYKT. OT MEAKLMHCKHTE CNELIMATTMCTH C¢ M3UCKBA Ja ChOoOIIABAT BCAKa MOJ03HpaHa

HEKC/IaHA PpCAKLUUA JHPCKTHO 4pC3!

H3mrennuTeNnHa areHuMa no NlekapcTBaTa (MAJI):
yn. Jamsan [pyes“ No§ L R U -
rp. Codus 1303, A -
Ten. +359 2 8903417 }
en. nowa: bda@bda.bg

yebcaiiT: www.bda.bg

Fal
|

4.9. Ilpenoszmpane | -,

TokcuuHoOCT

CepTpanvH MMa TepaneBTHYHA rpaHHila Ha 6€30MacHOCT, 3aBMCHMA OT NALMEHTCKATA NMOMyAaLMA WK
NpUAPYXKAaBauwoTo NeueHre. PaTtanHu cjiyyan OT NMpeao3HpaHe ¢a CHOOLABAHH CAMOCTOATENHO WK MPH
KOMOMHAUMA Ha cepTpajiiH C APYrH NeKapcTBa Wunu ankoxoi. CneaoBaTeNHO BCEKH ciyuai Ha
npenosupaxHe Tpabea na 6bAE 1EKYBAH arpeECHBHO. A

CHMITOMH

CHMOTOMHTE Ha NPEHO3HpaHe BKIIOUYBAT CEPOTOHHH-MEAMMPAHH HEXENaHH JIEKAPCTBEHH PEAaKLUMH KaTo
CLHJIMBOCT, FaCTPOMHTECTHHAIHH HapyllleHMs (Hamp. rageHe H_nNOBPbLUAHE), TaxXHUKApAHMd, TPEMOp,
Bb30yaa U BHeHe Ha cBaT. Cbhobinara ce 3a koMa, Makap M NoO-pAaKo.

Cnen npeno3upaHe Che CEPTPaMH ce choOlliaBa 3a yab/DKaBaHe Ha QTc uHTepBana/Torsade de Pointes;
10 TA3H NPHUYMHA [IPH BCAKO NMOTbLIAHE HA CBPBX03a CEPTPANIMH CE NMPENopbyYBa MOHHTOpUpaHe Ha EKI
(Brok. Touka 4.4, 4.5 n 5.1).

Ognagsgate 4 g r?g% ™
JIuncear cneusdpH4YHH aHTHAOTH Ha cepTpanuy. [IpenopbuBa ce Ia ce yCTaHOBM ﬁ gmm%mﬁ@elil
MbT ¥ NPH HEOOXOAMMOCT A3 Ce€ OCHIypH aN¢KBATHA BEHTWIALUMA H OKCHIEH

KOKTO MOXe Aa ce KOMOMHHpa ¢ OYUCTHTENIHO, MOXKE Aad € ¢AHAKBO ¢(eKTHB




CTOMAIHaTa TPOMMBKA M TpaOBa da ¢ HiMa NpeaBu.l NPH IeUeHC Ha npeaosupaHero. He ce npenopuuea
NpeaM3BMKBAHE HA NOBpblUaHe. 3aeHO ¢ obuara CHMITOMATHYHA H NOAABPKALA TeparHi ce
npenopbyBa OlE H NpocacaBaHe Ha cbp, .t e (nanp. EKI) v xusHenw nokasarend. [Topagy ronemus
obeM Ha pasnpencneHHe Ha CEPTPAIHH ¢ MPAKO BEPOATHO TPHIOKEHHETO Ha (opcupaHa AWypesa,
axanu3a, xeMonepdysus WM eKCCaHrBUHOTPaHCy3ua aa uMaT SnaronpusTeH edexT.

5. ®APMAKOJIOFHYHH CBOUCTBA
S.1 PapmaxonnEaMAIAE cBOHCTBA

DdapmakorepaneBTHYHa rpyna: CeleKTHBHH ﬁquﬁm‘opH Ha oOpaTHOTO 3axBaillaHe Ha CepOTOHHHA
(SSRI1). ATC xoa: N06 AB06

MexaHu3bM Ha neRcTBHe

CepTpanuH € MOIICH H CEMEKTHBEH HHXHOMTOP Ha oOpaTHHA 3axBaT Ha cepoTroHdHa (5-HT) B HeBponuTe
in vitro, B pe3yJITAT Ha KOETO ce noreHuupat edexrure Ha 5-HT npu xkupoTHU. ToH WMa HezHaUuMTENeH
edeKT BbpXy 0DpaTHHA 3aXBAT Ha HOPAAPEHANIHH ¥ AONAMHH B HEBPOHHTE. B KIIMHHYHM 034 CepTpaiInH
6aoxupa 0OpaTHOTO 3axBalllaHe HA CEPOTOHUH B YOBELIKY TpoMOouuTH. Toit He NpoABABa CTUMYJIHpala,
CeJaTHBHA WIH aHTHXONHHEPrHYHa AKTHBHOCT WIH KapAMOTOKCHUYHOCT NPH XHUBOTHHU. B KOHTpOnaupaHH
NPOY4YBaHUA NpH 3ApaBH ACOPOBO/ILM CEpPTpaiHH HE NPUUHHABA CERALMRK U HE NPEAM3IBHKBA NOMEHH B
NCUXOMOTOPHHTE QYHKUHKH. B ChOTBETCTBHE CBC CENEKTHBHOTO HHXHOHpaHe Ha oOpaTHMS 3axBaT Ha 3-
HT ceprpanni He NOBHLIABA KATEXOJAMHHEPruyHaTa akTHBHOCT. CepTpalHH He npuTexKaBa aQHHHUTET
KbM MYCKAPHHOBHTE (XOJHHEPrH4HH), CEPOTOHHHEPruyHUTE, JOMAMHMHEPrHYHHTE, AJpPEeHEpPrU4yHHTeE,
xHcTaMHHepruyHuTe, GABA niH bex3oanasennHqeyTe peuenTQpy. [Ipoas/okyTenHOTO NpHAOKeHHe Ha
CEPTPAIHH PH JKHBOTHH € CBHP3aHO C HAMAIABaHE HAa OpOs HA MOIBUHHTE HOPAPEHANTHMHOBH PELENTOPH,
KaKTO € HaboaaBaHO H NpY ApYrH mmq&xgq,q@ewm—m AHTKAENPECAHTH U AHTHOOCECHBHH JIEKAPCTBA.

ror TG Fik
He e nemMoHCTpHpaH noTeHUMan 3a moync)'rpq?'a cbe cepTpanvH. B ,usoﬁnocnnno, paHAOMH3HPAHO,

nianebo-KOHTPOIMpPaHO MpOYyuUBaHE, CpaBHABALIO [MOTeHUMAana 3a 3anoynorpeba cbhec ceprpanuh,
annpasonaM H d-ampeTaMHH NPH XOpa, CEPTPATHH HE € MPEAN3BUKAT NO3HTUBHH CYOEKTHBHHM e(deKTH,
NMOKA34TE/IHM 32 MOTEHUHAN 24 3n0ynoTpeba. 3a pasnuka OT TOB4, NALMEHTHTE ¢4 OLEHUNH 3HAUYUMO NO-
BUCOKO H anmnpa3sonam, H d-amperaMHH, B CpaBHEHHE ¢ Mnaiedo, no MnokasarTeqd KAaTO XapecBaHe Ha
NeKapcTBOTO, ey(opHa M NoTeHLMan 3a 3oynorpeba. CepTpaniH He € NpeAHU3BHKAN HUTO CTHMYnalmi,
HHTO TPEBOXKHOCT, KOMTO C€ CBbP3BAT ¢ MPHUIOKEHHETO Ha d-aMdeTaMHH, HHTO ceAalHs H IICHXOMOTOPHO
HapyLICHHE, CBPB3aHU C NMPUIOKEHHETO Ha anmpasonam. TIpuioxeH npu pesyc-MaiiMyHH, obydeHH fa
PUEMAT CAMH KOKAHH, CCPTPAIMH HE € CTHMYJIHpan NPHEMAHETO HA ONHATA, HUTO IThK € MOIbJ1 1a 3aMECTH
KaTo JUCKPHMMHHATHBEH CTHMYN d-amdeTramuH nunn ¢penobapburan.

KnuHH4Ha BQHKHCHOCT 1 6e30MacHoCT

lonamo oenpecusno pazcmpoucmso
[TIpoBeaeHo € KIMHHYHO NpOyYBaHe NPH ACMPECUBHH aMOYNaTOPHH MALMEHTH, TTPH KOHTO € HACTHITWI
edeKT 10 Kpas Ha HavanHara 8-ceAMHUYHa oTKpuTa ¢ha3a Ha JieueHHe cbe ceprpanvH 50-200 mg/nen. Teau
nauveHTH (N=295) ca 6unu paHAOMH3MPaHH 1a MPOAB/DKAT B ABOHHOCIANO NPOYYBaHE ChC CepTpainH 50-
200 mg/nex unu nnauebo 3a 44 ceamuun. HabmoaasaHa e CTATUCTHYECKH 3HAUMMO NO-HUCKA YECTOTa Ha
peLMAKBHTE NIPH NALMEHTH, NPHEMALIH CEPTPANHH, B CpaBHEHHE ¢ npuemauiute rwiauebo. CpenHara a03a
38 MALMEHTHTE, 3aBBbPLIYJIM NMpoy4BaHeTo, € 6una 70 mg/aeH. [IpoOUEHTET MAUMEHTH, NOBMHAH. CE OT
nevyeHHeTo (aepUHHPaHH KATO TE3M MALUMEHTH, NPH KOMTO HE € HACTBIIWN pe HH, H
nnauebo e 6un croreeTHO 83,4% U 60,8%.

Ilocmmpaemamuyno cmpecogo pazcmpoucmeo (IITCP)




KoMbuaupand aaHHM OT TpHTe npoyuBadu 3a 11:CP cpen obwoto HaceneHUWe ycTaHOBSABAT MO-HUCKA
YECTOTA HA OTMOBOP NPH MDBXKETE CMPAMO KeHHTe. B mBere no3WTHBHM mnpoy4BaHus cpea obuarta
nonynaumMs Ha CEpTPaiMH crpaMo maauebo. 4ecToTara Ha NOBTHUABAHE MPU MBIKETE H XKEHHTE € Ouna
cxonHa (xeHM: 57,2% cnpamo 34,5%; mbxke: 53,9% cnpamo 38,2%). bpost Ha MBiKeTe H KCHHTE B
obeaHHEHHTEe NpPOYYBaHHA cpea obiaTa nomynauus ¢ | 84 u cwoveeTHo 430, H CNeOBATENHO PE3YITATHTE
NPH KEHHTE Ca C NO-ToJIIMa TEXECT, a NPU MBIKETE CE CBRBP3BAT ¢ APYrH H3XOHAHH XAPAKTEPHCTHKH (Mno-
rojaMa 1oynorpeda ¢ BeUIeCTBOTO, NO-TONSAMA NMPOABDKUTENHOCT, H3TOYHUK HA TPaBMa U T.H.), KOHTO
KOpeaWpaT ¢ HaMaNeHus edeKT.

ChbpaeydHa eneKrpodH3HONIOTHS
B cneunanusupaHo sagniboueHo npoyusaHe Ha QTc, npoBeaeHo npu paBHOBECHH KOHLEHTPALMH H MPH

HaaTepaneBTHYHH €KCNO3WUMH NpH 3apaBu nobposonuM (nekysaHH ¢ 400 mg/nen — nBa MbTH Han
MAKCHMATHATA NPENOPBYTENIHA J03a), FOpHATa IpaHHLiAa HA AByCTpaHHUA 90% JOBEPHTENIEH HHTEpBAN 34
BPEMETO, CHOTBETCTBALIO HAa cpeaHa painuka B QTcFmexay ceprpanuu W ruauebo no MeToaa Ha Hai-
mMankute KBaapatH (11,666 MHIMCEKYHIH), € MO-rofigsMa OT MpeABapUTENIHO OnpeleneHHa mnpar ot 10
MWIHCEKYHIH HA BpeMEBUA HMHTEpBa 4-U yac cnen NpHeM Ha J403aTa. AHAMU3BT HA ChOTHOLUEHHETO
+EKCIMO3HLMA-OTTOBOP", NparsT 3a KIHHUYHO 3HAYMMO yAwDkaBaHe Ha QTcF (T.e. nporHosxpanusT 90%
AOBEPUTENEH HHTEPBAI Aa npesyuana 10 MUIMCEKYHAH) € noHe 2,6 MbTH NO-BUCOK OT cpeaHaTta Cmax
(86 ng/mi) cnen npunoxeHue Ha Hali-BUCOKATA NpeNopbUYHTENHA 1034 cepTpanyH (200 mg/aen) (Bx. TOuka
4.4,45,481n4.9).

IeauarpuvHu naudentu ¢ OKP

beszonacHocTTa W edHKacHocTTa Ha ceprpanauH (50-200 mg/aeH) ca u3cneasaHH MNpPH JEYEHHWE Ha
ambynaropHo Gonud neua (6-12-roauHn) W wyettn (13-17-roguiunn) 6e3 genpecus, ¢ 0b6cecHBHO-
komnyncusHo pasctpoiicteo (OKFP). Crnea eaHoCeAMHMUHO €AUMHHYHO-CIANO fuialebo BLBEAEHHE,
NAUMEHTHTE CA PAHAOMHM3IUPAHHK HA JBAHANCETCCAMHYHO IEYEHHE C I'bBKAB 1030B PEXHMM CbC CEpPTPaIHH
und mnate6o. [lenara (6-]12-roaMiunmn) ca, 3ano4YHanM ¢ MbpBQHA4YANHAa n03a or 25mg. IlauneHTHTe,
PaHIOMM3UPAHH HA CEPTPAIHH, Ca MOKA3ATH 3HAYAMO MO-TroNgMoO NnoaodpeHHe OT paHAOMH3HPAHUTE Ha
ruianebo mo Children’s Yale-Brown Obsessive. Compulsgve Scale CY-BOCS (p=0.005), NIMH Global
Obsessive Compulsive Scale (p=0.019) u CGI (Glinical Global Impressnons) Improvement Scales
(p=0.002). ocBeH TOBA, TEHAECHUHA KbM NMO-TOAAMO NOACOPEHHE B rPyNAaTa Ha CEPTPATHH CNPAMO rpynara
Ha wiauebo e Habmoaaeaka cuuto ¥ no CGI Severnity scale (p=0.089). [lo CY-BOCS cpeanara H3xonxa
CTOMHOCT M MPOMAHATA OT M3XOHAHHMTE CTOMHOCTH 3a nnauebo rpynara ca 22,25 16,15 u -3,4 + 0,87,
pecniekTuBHo. [laljHeHTHTE, NOBAMARH OT NIEYEHHETO K AePHHHPAHH KATO NMALKEHTH C NOHWXEHHE OT 25%
wiu noseye no CY-BOCS (0CHOBHHAT KpUTepHii 38 €PHKACHOCT) OT H3XOAHOTO HUBO A0 KpaiHAaTa TOUYKA
ca 6unu 53% OT nauMeHTUTE Ha CEPTPaNHH cripaMo 37% oT nauuenTure Ha muauebo (p=0,03).

JIunceaTt ALArOCPOUHH M3NHTBAHKMA 3a HezonaHoCT # ePHKACHOCT NPH NEAHATPHYHH NALUHEHTH.

[leaguaTpuyHa noIynauus
HsMma nasHM 38 gena noa 6 roquHA.

52, DapMakoKHHEeTHYIHH CBOHCTBA

Abco A |
[Ipu xopa cnea nepopanHo eAHOKPaTHO AHEBHO NpwioxeHue Ha 50-200 mg B npoawbkeHue Ha 14 AHH,
MaKCHMATHH TUTa3MCHH KOHLUEHTPaUWH ce AocTHraT Mexy 4,5-8,4 vaca criex nmpuema. .. - -

XpaHaTta He MPOMEHS 3HAYMMO OMOHATHYHOCTTa Ha TabNeTKUTE CEPTPAHH. | // s’“' 'U f'?*;ﬁz N,
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[Ipubnuzurendo 98% oOT UMPKYNHPAOTO B CHCTEMHOTO KphBOOOpAalUCHHE JIEKAPCTBO € CRBP3aHO C
TUIA3MEHUTE MPOTEHHH.

buorpascgopma
Ceprpanui NpeThpiissa 3HAYKHTENEH METadONHIBM FIPH ITHPBOTO CH MPEMHHABAHE NPE3 YCPHHS apob.

Bb3 OCHOBa Ha KJIHHHYHMTE in vifro NaHHH MOXE Aa Obie HANPABEHO 3AKMOYEHHE, Y€ CEPTPA/IHH Ce
meTabonu3Mpa oT MHOXECTBO mbTUlla, BrAounTenHo CYP3A4, CYP2C19 (sx. Touka 4.5) u CYP2B6.
CepTpa/iui U OCHOBHHAT MY MeTabOoJIHT ChILO Taka ca cybcrparn Ha rivkonporenH P in vitro.

EnuMuHHpaHe
CpeaHHAT NOMYXHBOT HA CEPTPaliHH € Npubnu3KTeNnHo 26 yaca (8 aManasoa 22-36 yaca). B chorBeTcTBUE

C TEPMHUHANHHUA EIMMHHALUMOHEH MOMYXKHBOT 38 Ja C€ TNOCTUrHAaT PABHOBECHM KOHLIEHTPAUHH €
HeoOX0AHMO NpUOIH3HTENHO ABYKPATHO KyMYJIHpaHe, KOETO € HANIKLIE €IHA CEeIMHLIA CJIe] HaYalnoTo NpH
€AHOKPATHO AHEBHO MPUACKEHHE HA NeKapcTROTO. [InasMeHHaT nomy»mBoT Ha N-GECMETHICEPTPAIHH €
mexiay 62 v 104 yaca. Ceprpanun v N-gecMeTwicepTpanus ¢e MeTabONH3HPAT BhB BHCOKA CTENEH [IPH
X0pa, KaTo Mo;yyeHHeTe MeTaboNuTH ce eKCKpeTHpaT B €/lHAKBa CTeneH B ypHHara M ¢eueca. Manko
konuuecTBO (<0,2%) HENMPOMEHEH CEPTPANUM C€ EKCKPETHPa B YPHHATA.

JIHHeHHOCT/HETHHEHHOCT
B unTepBana ot 50 no 200 mg ceprpanuu nposBaBa NpONOpUHOHaHA Ha A03aTa (PapMaKOKHHETHKA.

dapMAKOKMHETHKE MPH cne HYHH MNHA MallHEHTH

. LN IR S TA T =
ITeduampuuna nonyaayus ¢ OKP
DapMaKOKHHETHKATA Ha CepTpanvH ¢ Oua npoyyeHa npu 29 neguaTpyHyHM MALMEHTH Ha BB3pacT 6-12

FOJMHHM M 32 NMauMeHTH KOHOWIKM Ha BB3pacT 13-17 roauHu. [lauueHTHTe ca OUIH THTPHpaHH OO AHECBHA
Ao3a ot 200 mg B paMKMTE Ha 32 AHK WAH C 25 Mg HAYANIHA 4034 H CTHIIAIOBHIHO yBeIHUYeHHE, WiH ¢ 50
Mg HayajHa A03a WIH yBelHuenus. Pesxxumure ot 25 mg 1 50 mg ca 6wk ¢ eJHAKBA MOHOCHMOCT. B
CTALIHOHAPHO CBCTORHHE 3a fo3ara oT 200 mg rUIa3MEHHTE HMBA Ha CEPTPAIHH MpH rpynara Ha 6-12-
roAMIHKTe ca SWiK npubausurento ¢ 35% no-BHCokK B cpaBHEHHE ¢ rpynara Ha 13-17-rogMuHuTe K ¢
21% no-BHCOKH B CpaBHEHHE C pedepeHTHATa rpyna Bb3pacTHH, He € HMao 3HAYMMH PA3TUKH MEXIY
MOMYETa U MOMHYETA MO OTHOLWIEHHE Ha KaupbHca. CneaoBaTenHo npu Aeua, 0CoOOEHO ¢ HUCKO TENEeCHO
TErno, ¢& NpenopbiBa HUCKa HauYaNHa A03a ¥ CThKH HA TUTPHPAHE OT 25 mg. A03aTa 3a IOHOLLUHK MOXeE A4
ObAe KaTO NpK BH3PACTHH.

IOnowu u ruya 6 cmapuecka ev3pacnt
dapMakOKHHETHYHHUAT MPO(UN NMPH IOHOLIM M JHLA B CTapyecKa Bb3pacT HE Ce paljiMuaBa 3HAYHWMO OT
TO3M MPH Bb3pacTHH MexKay 18 u 65 roogunn.

Yeprodpobro yepexcdane
[Ipu nanMeHTH ¢ YepHOAPOOHO yBpeXkaaHe MoNYKHUBOTHT Ha cepTpanHH € yawnked U AUC ¢ yBennuena
TPH ITbTH (BX. TOYKH 4.2 1 4.4).

bvbpeuno yepeacoane
HsiMa 3HauMMO HATpPYMBaHE HA CEPTPAJIHH MPH NALMEHTH C YMEPEHO A0 Texko 6b0peyHo yBpexKaaHe.

DPapMako2eHoMuUKa




53. IIperknEHHYHE ARBHH 34 Ge’onacnocT

[IpeaAKNHHUYHUTE OAHHH HE [MOKa3Ba! ocobeH pHCK 3a xopata Ha 0asa HAa KOHBEHLIHOHAJIHHUTE
¢apMakoNnoOrMYHH NpOYy4YBaHWA 3a (€30NACHOCT, TOKCHYHOCT TNpH MHOrOKPATHO NpHaraHe,
M€HOTOKCHYHOCT H KApUMHOIN€HeH noteHumal. I1poyysaHus BLPXY penpoOdyKTHBHATA TOKCHYHOCT MMPH
AKHBOTHH HE Ca TNOKA3aJH TEPATONEHHOCT HNH HEXelNaHH edeKTH BBbPXY MBXKHA (DEepTHIHTET.
HabmopaBaHata (eTOTOKCHYHOCT € BEpPOSTHO CBBP3aHA C MaifyMHaTa TOKCHYHOCT. HeoHaranuara
NPEXKUBAEMOCT H TEJIECHOTO TErNo Ipd Ky4eHua ca OMIM HaManeHW camo Mpe3 ITbPBHUTE AHH Chex
PaXXOAHETO. YCTAHOBEHO €, Y€ PAHHATA NOCTHATAIHA CMBPTHOCT CE ABLJDKH Ha €KCIO3HLMA MO BpeME Ha
bpeMeHHOCT cnea 15-a geH ot 6peMeHHocTTa. 3a0aBAHETO B MOCTHATANTHOTO PA3BHTHE NPH KyuyeHLa Ha
NEeKyBaHK MaliKH BEPOATHO C€ ALK Ha €(eKTH BLPXY MalKUTe M CIeIOBaTE/IHO HE C€ OTHACH 3a PHCKA
npH xopa.

JaHHHTE MPH XKUBOTHH - IPU3aUM U HErpH3auK, HE NMOKa3BaT ePeKT BrpXy PepTHIHTETA.

FOgenunnu npoyueanua npu dcusomuu

IOBennnHO NpoyyBaHe 3a TOKCHUHOCT MPH ILTLXOBE € NPOBEACHO ChC CEPTPANIMH, TIPHJIAraH MepopaHo,
NMPH MBXKH H JKEHCKM MUTbXoBe oT 21 Ao 56 aeH cnea paxaanero ( 8 ao3uposxd ot 10, 40 unn 80
mg/kg/aeH) ¢ nepHoa Ha BLICTAHOBABAHE Oe3 npueM Ha JeKapcTBOTO A0 AeH 196 cnen paxnpaHeTo.
3abaBaHe B CeKCya/lHaTa 3pIOCT € HACTBLIWIO NPH MBAKKHTE M JKEHCKH IUTbXOBE B paziIMMHH HHBA Ha
no3npaHe (MbxkkuTe npu 80 mg/aeH U xeHckute npu =10 mg/kg), HO BBNPEKW TaszH HAXOJKa HE ca
YCTAHOBEHH CBBP3aHH ChC CEPTPAIHH €(eKTH BbPXY HHUTO €4HA OT OLCHABAHUTE MBXKKH W XKEHCKH
pPENnpoOaYKTUBHHA KpaHHH TOUKK. B pombnuueme, ot 21 no 56 men cnen paxiaaHero, ca HabionaBaHH
AEXHUAPATALUSA, XPOMOPHHOpPEs H fIOMMKEHO CPEeJHO HaajaBaHe Ha Terno. BcHukH Te3d edekTh,
NPHIIKUCAHH HA MPHIAraHeTO HA CEPTPayivH, ca OWIH OOpPaTHMH MO BpeMe HA NEpHOAA Ha Bb3CTAHOBABAHE
0e3 npueM Ha NeKapcTBO B npoyuBaHgTo. KAHHUHOTO 3Havexue Ha Te3n edexTd, HaOMOAaBAHH NPH
TUTbXOBE, HA KOMTO € MPWIaraH CepTpallifH, HE.¢ YCTAHOBEHO.

6. ®APMANEBTHYHM JIAHHH |
6.1. CnuchK HA NOMOIMHATE nemecraa |

Hopo na mabremxama:

JlakTO3a MOHOXHApAT

Kpockapmenosa HaTpHii

IToruaoH (PVP K 30)

Cnnnumes anoxcua; Konouaen 6ezsoaeH (Aerosil 200)
MuxpokpucranHa uenynosa PH 102

MarHe3suesB creapar

Marepnan 3a GHIMOBO NOKpHUTHE Ne: 1 *

Sepifilm LP 770 cbabpxka:
XHAPOKCHNPONMUNIMETHN Uenynosa (E464)
MukpokpHcTanHa uenynosa (E460)
CreapudoBa kuceaunHa (E570)

TuraHos avokcua (E171)

UM

Onapnpait Complete Fil Coating System 03A38601 bsno chabpxa:




XuapoxcunponunMeTHa uenynosa (F£464)
Muxkpokpucranna uenynosa (E460)
CreapuHona xucenuHa (E570)

Turanos auokcun (E171)

6.2. HecnBMecTEMOCTH
HenpuwioxuMmo.

63. Cpox ma roamocrt

3 roauHH

6.4. Chnennanss yc/10BHS HA ChXpAHEHHE

be3 cniel{uaniu ycioBus Ha CbXpPaHEHHE.
Ha ce cbxpaHdaBa Ha MACTO HEZOCTBNHO 3a ACUA.

6.5S. B#aa=EchabpxanHEe HA 0NAKOBKATA
bauncrep or HenpospauHo PVC/PE/PVDC/Al ¢onuo.

Enun 6aucrep coabpxa 14 6pos punmupanu tabnerku
Pasmep Ha onakoBkara: 28 6pos puiamnpann Tabnerku (1 onakopka/ 2 6nucrepa).

6.6, ChnenraJHEH DpeANA3HH MEPKH NPH H3XBLP/AAHE

Hsama cneuManiHy U3HCKBAHMA.
Hen3non3paHUAT NPOAYKT WK OTNIAALYHHTE MaTepHani OT Hero TpabBa ia ce H3XBLPJAT B
CHOTBETCTBHE C MECTHHUTE H3HCKBAHHA.

7. IIPHTEXATEJI HA PAPEHIEHHETO 3A YHOTPEBA

HOBEJI ®APMA EOO/]
Oya. “bunrapus” Nel(9
Codus 1404, brarapus

!

8. HOMEP HA PAZPEINIEHHETO 3A YIIOTPEBA
Perucrpaumnonen Ne 20210007

9. HATA HA ITbPBO PAZPEIIABAHETIOJHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Harta Ha mbpBo paspeiuasane: 19.01.2021 r.

10.  JTATA HA AKTYAJTM3HPAHE HA TEKCTA o e
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