KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. HME HA JEKAPCTBEHHS IPOAYKT

Ceranodr 50 mg brnmupann Tabnetku
Setaloft 50 mg film-coated tabiets

2, KAYECTBEH H KOJIHYECTBEH ChCTAB

Bceaxa punmupasa tabnerka cabpixka 50 mg ceprpanun (sertraline) (KATo XMAPOXAOPHA).

[IoMOIHO BEMECTBO C H3IBECTHO JAEHCTE

79,65 mg aKTO3a MOHOXHAPAT B €[lHA tbmmupaﬂa mﬁnﬂm‘iSﬂbﬂHmEﬂH A AI'EHHW:“ 10 HEMPBTBATA

3a ITBAHHA CIIMCEK Ha MOMOILHHTE BEINECTBA BIGKTE TOUKA 6.

3. JIEKAPCTBEHA ®OPMA

OunMupada Tabnerka

leam«a XBpAXMePUOMIKA HA ADOGYKMA - - flouroxerue 1

Kons Poe. Mo... A2 E’X/O ..................

RE/ N7 F1f IO

PasDoBHUS Ne &2l curercesinsenfscsssaserrararsssereremses

Ogobpenue Ne .cove.: serrssssssiszref o s e

beny, oBanan, 10 mm x 5 mm, ABOHHOM3ITEKHAN, (HHIMHpatH TabIETKH, ¢ AETHTENHA YepTa OT

€IHATa CTpaHa, oT ApPYraTa ¢TpaHa ¢ MapkApoBka “L”.

Tabnerkara Moxe na ObIe pazaencHa Ha ape PaBHH AO3H.

4. KJIAHMYHH JAHHHA
4.1 TepaneBTHYHHE HOKAIAREY

Cep’rpanm-l € IIOKA34aH 3a JICHCHHC Ha!

Fonemu menpecusan enusonu. [Ipodunakrika Ha peryAMB Ha rOJIEMH JIETIPECHBHE €H30H.

ITammuecko pascrpoiicTeo cbe WM Oe3 aropagobns.

OG6cecuBHo-xoMIyncKeHo pascrpoiicTeo (OKP) npu BE3pacTHH ¥ NIPpH NEAMATPHYHM DAIWAEHTH

Ha BB3pact 6 - 17 roguum.
ColHanHo TpeBOKHO PascTPOiCTBO.

TocTTpaBMaTHuHO cTpecoBo pasctpoiicteo (ITTCP).

4.2 To3MpoBK3 H HAYMHH HA NPEIGKCHRE
Jo3HpoBKa

[InpBoHAYATIHO NEHCHHE
Henpecun 1« OKP

JleyeHHETO CBC cePTPAIIMH TpaOpa Aa 3aNoysa ¢ J03a oT 50 mg/nen.

Hanuvecko pascmpoticmeo, IITCP u coyuarmo mpeaoxcno pascmpoiictnso
TeparmaTa Tpabea na 3anoune ¢ 25 mg/aeH. Crea 1 ceaMHLa A03aTa TpAGBa /1a e TIOBY

BCOHEXK NHEBHO. Hpﬂ Ta3H CXCMa Ha J03HpaHe € Hab/moAaBaHa Mo-HUCKA YeCTOTa HA XgPARFE

Ha4a/THHA TIEPHOJ Ha ICYEHHE HA MAHMYECKO Pa3CTPOHCTBO HEXKEMAaHH JIEKa
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Turpupane

Henpecus, OKP, nanuecxo pazcmpoiicmeo, coyuanio mpeeoxcuo pascmpoiicmeo u INTCP
ITaepeHTH, KOMTO HE OTTOBAPAT Ha JIEYEHHETO OT 103a 50 mg, MOTAaT Aa Ce NOBIHAAT NpH
noBHIraBaHe Ha nosara. [lpomen B fo3ara TpaGBa Aa ce MPaBAT Ha CTBHIKH oT 50 Mg Npe3 HHTEPBATH
OT TIOHE €AHA CeIMHUIIA, A0 MakcHMyM 200 mg/aen. [pomenu B Ao3aTa He Tpa6Ba Ja ce NpapsAT no-
YECTO OT BEAHBXK CEAIMHYHO, KaTO C¢ MMAa IPEABHA, e eJIHMHHALMOHHHA IMONYKHBOT HA CEPTPAIHH ¢
24 gaca.

Havano Ha TepanerTyen eexT MOXKe ce HaOMIONAaBa B PAMKHTE Ha CEJCM NHH. 3a IOCTHIaHe Ha
IThIICH TEPRIIEBTHYEH edekT, 06aue, 0GHKHOBEHO ¢ HeOOXOMHM NO-AKIBT NEpHOA, ocobeno npH OKP,

IHopns a

IIpx npombxuTENHA TOATBPHAINA TEPAIHS C& NPHIAra MHHHAMATHATA €()eKTHBHA 1034, ¢
TIOC/IEBAILO aAANTHPaHe CboOpa3HO TEPANCBTHYHHS OTTOBOP.

Henpecun

[IpoasoKHTeNHA Tepamui MoXe CHINO 4a Ohae Noaxondina 3a NpodHIAKTHKA HA PELIHIHB Ha TOJIEMH
Aenpecusal enmuson ([JIE). B noBevero ciayuaH, npenopbuBaHaTa 103a 3a NpoHAaKkTHKa Ha
PEIMIMB HA IOJIEMH ACTIPECHBHH €MU30/H € ChIIATa KaTo H3MOM3BAHATA 10 BpeMéE Ha HaCTOSII
enu3o. [laupeHTn ¢ AenpecHs TpAGRa fa ce NEKyBaT B MPOIHDKCHHE HA ROCTATHYEH MEPHOJ OT
BPEME OT MOHE 6 MeCeIla, 3a 1a € CHIYPHO, Y€ CHMITTOMHTE Ca OT3BYYAJIH.

Ilanuvecxo pazcmpoiicmeo u OKP
HemnpexscHaroTo Jieuenne npu naHuuecko pascrpoticrso 1 OKP tpabea Aa ce oLieHABA NEPHOAKYHO,
Thil KaTO MPH TEIH PAICTPONCTBA HE € NOKA3AHA NPOQUNAKTHKA 32 pellHIHBHTE.

INawxeHTH B CTapUecKa Bh3pacT
Jo3ata TpaOBa Aa ce onpenens BHAMATENHO, Thif KATO IPH NALHEHTHTE B CTAPYECKA BB3PacT PHCKBT
OT XHMNOHaTpHeMHA MOxe aa Onae noemmed (BK. Touxa 4.4).

IlaiMeHTH ¢ 9epHOAPOOHO YBpeKaane
Vnotpebata Ha cepTpaTHH NPH NalMEHTH ¢ YepHOAPoOHO 3a60onapane TpAGBA Aa C& H3BEPILIRA C

NOBHINCHO BHUMaHue. [Ipr nayueHTH ¢ YepHOAPOGHO yBpeXKaaHe ao3aTa TpaGsa Ja Obae no-HHCKa
HIH HHTEPBATLT MKy TIPHEMHTE — NO-ABIHT (BXK. Touka 4.4.). CeprpamiH He TpaOBa 1a ce H3NOM3Ba
TIPH TEKKO 9EpHOAPOOHO YBpexkAaHe NOpajM JHICA HA KIHHAYHH JaHHH (BiK. Tovka 4.4),

INanmenTH ¢ 6E6peyHO YEpEKAaHE
He e reoOxonuma aganTais Ha J03aTa NpH naudeHT! ¢ 650peuno yBpexnane (BK. Touka 4.4).

IeanaTpHyta molryaauns
Jena 1 10HOIH ¢ 06CECHBHO-KOMITYJICHBHO pa3cTpPOMCTBO

Ha sapact 13-17 roausu: mspeoHauanyio 0o 50 mg BeHBK JHEBHO.
Ha Bu3pacT 6-12 roausn: nepsoHadaiHo no 25 mg BegHBxK AHeBHO. Cnex eqna ceMHLIA 1o3aTa
MOXe 113 ¢ NoBHIIH A0 50 mg BEAHLK AHEBHO.

HPPI HEAOCTATEYHO HOBJ'IHJIB&HC, 4dKo € HBOGXOIH'IMO, MOCJIeABAIMHTE AO3H MOraT fa ¢€ NMOBHINAT
MOCTENEHHO ¢ no 50 mg 3a nepuo OT HAKOIKO ceaMui, MakciManHaTa n03a e 200 mg nuesHo.
CrineepeMeHHO TpAOBa a ce MMa NPEABH/ O-HHCKOTO TEIECHO TerJio NPH AeLiaTA B CPABHEHHE C
Bh3pacTHHTE ITPH NOBHINABaHe HA Jo3aTa Bad 50 mg. Jozara He TpabBa Ja ce MpOMEHA HA HHTEPBAIIH,
NIO-KPaTKH OT €HA CCIMHILA.

He ¢ ycTaHoBeHa eMKACHOCTTA ITPH TONAMO JETIPECHBHO Pa3CTPOHCTBO B AETCKA #b3

Hama HamMuHM naHHH 32 fiella Ha BB3PacT ToA 6 roauHH (BXK. ChIIO TO9Ka 4.4).

2021-08 MAH transfer



CHMIOTOMH Ha OTHEMaHe, HaONIIoNABaHK NPH APEKHECBAHETO HA CEPTPAIHH
BHeszanmHOTO NpexscBaHe TpadBa 1a ce H3bArea. 3a Aa ce HAMANH PHCKBT OT peaKIHH Ha OTHEMaHe

MpPH NPEKPATABAHE Ha JICYCHHETO CHC CEpTpaiHH, Ao3aTa TPAOBA MOCTENESHHO N1a ¢ IOHHKABA 3a
NMEPHOA, OT NOHE €HA O ABE CeAMHUHM (Bk. TOUKH 4.4 1 4.8). Ao cliefi NIOHWKABAHE Ha A03aTa HIH
CIHpaHe Ha ICYCHHETO BB3HUKHAT CHMITTOMH HA HENOHOCHMOCT, MOXKE fa ce 00MMCITH
BBHICTAHOBABAHE HA IIPeHXONHATA NIPEAMHMcana A03a. Chell TOBA NEKAPAT MOXke 1a MPOThIDKH
NOHIKABAHETO HA J03aTa, HO NO-TIOCTENIEHHO,

Havnn Ha DPHIOKEHHE
Ceprpanun Tpaba la ce npHwiara BeHE®K JHEBHO, CYTPHH HIIM Beucp.
Tabnetkara Moxke J1a ce NpHeMa che HWIH Ge3 XpaHa.

43 IIporaBomoxazanms

CBpBXYYBCTBHTEIHOCT KbM AKTHBHOTO BELISCTBO HIH KbM HAKOE OT IOMOIIHHTE BEIISCTBA,
u30poeHn B Touka 6.1,

EAHOBpEeMEHHOTO NPHIOKEHHE ¢ HeoOpaTHMH HHXHOMTOPH Ha MonoaMHHOOKcHAa3aTa (MAO-
HHXHOHTOPH) € NMPOTHBOTIOKA3AHO TIOPAAM PUCKA OT CEPOTOHHHOB CHHAPOM CHC CHMITTOMH K4aTo
PKHATALMA, TPEMOD H XHNeprepmusd. JledeHHe ChC CEPTPATHH He TpAOBa 1a 3an0oYBa NO-paHo OT

14 nnu cnep NpekpaTABaHe Ha JieyeHue ¢ HeoOpaTiM MAO-HHXHGHTOP. JleyeHHETO CBC CEPTPaATHH
Tpa0Ba a ce APEKPaTH 3a He NO-MANKO OT 7 [HH Npeay 3aNoYBaHe Ha JiedeHne ¢ Heobpatum MAO-
HHXHOHTOD (BXK. TOUKA 4.5).

EanoBpemennaTa ynorpeba ¢ NHMO3HA € NPOTHBONOKAa3aHa (Bk. Touka 4.5).

44 CrhenHajHe DpeAYlpexAcHAN H PEIUATHA MEPKH IpH YNoTpeGa

CeporonnHos cunapom (CC) u Herponenmruer Mamuraes cueapom (HMC)

IIpu ynotpe6a Ha SSRIs, BKIIOMMTENHO JIeVeHHE CBC CEPTPATHH, ce Cho0lnaBa 3a pa3BHTHE Ha
NOTSHLUMANHO KHBOTO3ACTPAIIABAINY CHHAPOMH KaTO CEPOTOHMHOB CHEAPOM (SS) mn
HEBPOJIENTTHYEH MajrHeH cuHapoM (NMS). Puckst ot SS i NMS cne SSRIs ce nosumasa npu
€AHOBPEMEHHO H3M0N3BaHE HA JIPYTH CCPOTOHMHEPTHYHM JIEKAPCTEA (BKIIOUHTENHO APYTH
CePOTOHHHEPTHYHH AHTH/ENPECAHTH, aM(eTaMHHH, TPHITTAHH), C ICKAPCTBEHH MPOAYKTH, KOHTO
HapyliaBaT MeTabONM3Ma Ha CEpOTORMH (BKIOUMTENTHO MAQ-HHXUWOHTOPH — HATIP. METH/IEHOBO
CMHBO), AHTHTICHXOTHLM M PYTH AHTArOHHCTH HA JONAMHHA H ¢ APYTH ONHOHAHHU JIEXapCTEEHH
npoaykTH (Hanp. 6ynpeHopdun). IanuenTare Tp6Ba aa ce HabmogaRar 3a MOABa Ha MPH3HALM H
cHMITTOMM Ha SS unu NMS cunapom (Bxk. Touka 4.3).

IIpeMuBaBane OT CeIeKTHBHN HHXHOWTOPH Ha 0bpaTH aHe HA HuHa (SSRIs
AHTHICHPECAHTH HIH aHTHOOCECHBHH JieKapcTBa

KOHTponHpaHMAT ONIHT OTHOCHO ONITHMATTHOTO BpeMe 3a npeMuHasaHe ot SSRIs, aHTHAENpecanTH
MM aHTHOOCECHBHM JIEKAPCTBA KBM CEPTPaNHH e orpaHuyeH. [IpomMsanara Ha Tepanusra Tpabea aa
cTaBa 0cOOEHO BHHMATEJIHO M CleJ CTPOra NpelieHka, 0cobeHo Koraro KbM CepTPAIHH Ce NpeMHHaBa
CJIE/l PIIOXKEHHE HA NeKapCTBa C NPOABIDKUTENHO AeHCTBHE KaTo (DIIYOKCETHH.

CEPOTOHHHEPTHYHH JIEKA] KATO TPHIITO CH uH M 5-HT aronucru
EQHOBPEMEHHOTO NPHAOKECHHE HA CEPTPANHH C APYTH JIEKaPCTBa, KOHTO YCH/IBAT edeKTHTe Ha
CEPOTOHMHEPTHIHATA HEBPOTPARHCMMCHA, KaTo ambeTaMHHH, Tpurrrodan win perdaypaMus win 5-
HT aroHscT# HWIM pacTHTEIHHS JIEKAPCTBEH NMPOAYKT XBIT KaHTapuoH (hypericum perforatum),
Tpa0Ba Ja cTABa BHUMATENHO H KOraTo € BE3MOXHO, A3 ¢ H304rea nopagy Bs3MOKHH
(apMaKoAMHAMHYHH B3aHMONEHCTBHA.

Vasmkasane va QTc wyrepeana/Torsade de Pointes (TdP)
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yasmkaeaHero Ha QTc e noTBEpaAeH no BpeMe Ha 3aAbN0OYeHO Mpoy+BaHe Ha QTc NpH 3ApaBH
JOOPOBOJILM CBC CTATHCTHYECKH 3HAYMHMA TIOIOMKHUTE/IHA BPB3Ka €KCHO3HIHg-oTrosop. ETo 3auo,
CepTpaiH TpAOBa Aa ce Npwiara ¢ MOBHLICHO BHUMAHHE MIPH MALMEHTH C XOMLAHHTETHH PHCKOBH
daxropu 3a yreinkasane Ha QTc unrepeaina, KaTo chpAedHO 3a60/19BaHe, XHIIOKATHEMHA HITH
XHMNIOMarHe3HeMHA, ceMeiiHa aHamHesa 3a YArDkaraHe Ha QTc nHTepBana, Gpagukapana 1

eHOBpeMeHHa YNoTpeba Ha TleKapcTBeHH MPOAYKTH, KOMTO YARDKaBaT QTc uHrepsana (BXK. TOUKH
45u5.1).

AKTHBHpaHe Ha XHIOMAHWA WIH MaHHA
CuMITOMH Ha MaHHA/XMNOMaHHA ca ChOCIIEHH NPH MAJIBK OpOii NAaHEHTH NO BpEME Ha TEPAITH ¢

HAJIHYHHA Ha Na3apa aHTHAENPECAHTH B aHTHOOCECHBHH JIEKApCTBa, BKIIFOYHTENHO cepTpankH. ETo
34100, CEPTPAITHH TPAOBA JIa Ce M3FOI3Ba BHHMATENHO TIPH NAlMEHTH ¢ aHAMHe3a 3a
MaHHS/XHTIOMaHHA, JATBIKHTENHO € CTPUKTHO HabmoaeHse ot CTpaHa Ha nekapa. JledeHHeTo che
CEePTpaNMH TPAOBa Na ¢e MPEKPATH, KO NALMEHTHT HaB/e3e B MaHHaKalHa daza.

nzodpenns
Ipn nauHeHTH ¢ HIM30(PESHAA MOraT /1a e BIOLIAT ICHXOTHYHHTE CHMITTOMH.

I'epuore

Ilpu neyeHue che CEPTPATHH MOTAT 12 BH3HHKHAT M'bPUOBE: CEPTPAITHH TPAGRA /1a ce M30Arsa MNpH
MALMEHTH ¢ HeCTAOHIIHA CITHIENCcHS, A NALHEHTH ¢ KOHTPOJHPAHA eTHJICNCHA TpAOBa Aa ObaaT noj
BHHMaTeNHO HabmoaeHue. [TpH BCEKH NALMEHT ¢ BE3HHKHAN I'BPM TEPAITHATA TPAGBA Na Ce NPEKPaTH.

CamoyOHiACTBO/CYHIMAHN MHCTW/CYRIIHAHN ONWTH WIH KITAHWYHO RIOMABAHE
Henpecuara € CBbp3aHa ¢ HOBHIIEH PHCK OT CYMLIHAHH MHCIIH, CAMOHAPaHABaHe M CaMOyOHACTBO

(cymuunun ¢sOHTHA). TO3H pHck MepcHCTHpa 10 HACTHIBAHETO Ha 3HAYHMa peMHcHA. T kaTo Moxe
Jia HE HACTBITH NOAOOPEHHE NpPe3 MEPBHTE HAKONKO HIIH TIOBEYE CEAMHLH OT JICYCHHETO, TTALMEHTHTE
Tpabea fa 6BAAT CTPUKTHO HaGMIOAABAHH IO HACTHIIBAHETO Ha ToBa nogofperne. KIMHHIHMAT ONHT
KaTo LIANI0 [I0KA3B4, Y€ PHCKET OT caMOyOHICTBO MOJKE Jla HapacHe B PAHHHTE CTAJIMH Ha
BB3CTAHOBABAHE.

ApyTH NCHXHIHH CBCTOAHHA, 38 KOHTO C¢ IPEANHCEA CEPTPaIHH, ChHILC MoraT na ObJaT ¢CBEp3aHH C
MNOBHLUIEH PHCK OT CYHHHAHM ¢hOMTHA. OCBEH TOBA, TE3H CHCTOAHHUA MOTAT [ia CHITBTCTBAT OMIAMO
JeTIPECHBHO Pa3CTPOHCTBO. CNeN0OBATETHO, IIPH JIEUEHHETO HA MALIHEHTH C APYTH NCHXHYHH
HapymeHus TpabBa Na ce cnaspaT ChiuuTe NPeANna3HUTe MEPKH, KAKTO MPU JIEYEHHETD HA rOIAMO
JACTIPECHBHO pazCTpOiicTRO.

H3BecTHO €, Ye NarMeHTHTe ¢ aHAMHE3A 38 CYHUHAHH CHOMTHA HITH Te3H Ch¢ 3HAUHMA CTENEH Ha
CYHUHIHH HAMEPEHHA NPE. i HAYAIOTO Ha JICYCHHETO €A H3NOKEHH HA NO-BHCOK PHCK OT CYHLIHAHH
MHCITH H/TH OTTHTH 33 CaMoybuiicTRO ¥ TpAOBa na 6BbaaT BHUMATEIHO NPOCACANBAHH 110 BPEME Ha
JiedeHHeTo. Mera-ananys Ha wiane6o KOHTPOIHPaHH KITHHHYHH NPOYYBAHHA C AHTHACNPECAHTH NPH
BBE3PACTHH MALMCHTH ¢ [ICHXHYHH HAPYLIEHHS € MOKa3al NOBHIICH PUCK OT CYHLMIHO NOBEACHUE NPH
MAIHEHTH HA BH3PAcT 10/ 25 roAMHH, IeKYBAHH C AaHTHICPCCAHTH, B CPABHEHHE C JIEKYBAHKTE C
nnauebo.

JlexapcTeenara Tepanus TpabBa Aa ce CHIPOBOXKAA OT CTPHKTHO HaO/MIONEHHE Ha MALIHEHTHTE H
0co0€HO Ha TE3H, MINIOKEHH Ha BUCOK PHCK, 0COGEHO B HAUANIOTO HA JICUEHHWETO M TIPH TOC/1e/IBALIH
NpoMeHH Ha o3ara. [lanMenTire (M MHLIATA, KOWTO Ce TPIDKAT 3a TAX) TpabBa fa Obaar
TpeAYTIpEAEHH 3a HyK/1aTa ia HaGmoaapar 3a BCAKO KIMHHYHO BIOIIABAHE, CYHUMAHO MOBEJIEHHE
HJIH MHCITH H He0OMYaiHH MPOMEHH B NOBEACHHETO H He3a6aBHO /1a NOTHPCAT MEAHIIMHCKH CHBET,
AKO Te3H CHMITTOMH C€ TIOSNBAT.

HenwaTpuuxa nmomyaaima
CepTpanuH He TpaOBa /12 C¢ M3MON3BA 3a JEYEHHE HA Aclla B I0HOMH oA 18 roaunw, ¢ pmm :
Ha TAHECHTH ¢ 00CECHBHO-KOMITYJICHEHO Pa3cTpOHCTBO Ha BB3pact 6 - 17 roaumu. TloBenesiig,
CEBP3aHM Cb¢ CaMoyOHiicTBO (onuT 32 caMOy6HICTBO H CYMLIMIHY MHCIH) M BpaXAcOH] s

(TIpeAMHO arpecHs, IOBECHWE HA MPOTHBOIIOCTABAHE M rHAB) Ca HAOIIONABAHM MO-4¢
KJIHHHYHHMTE NIPOYYBAHHA cpeA Aela K IOHOLIH, TeKyBaHH ¢ aHTHACIIPECAHTH, B CPaBHE
JIEKYBaHHTE ¢ INaLe60. Ako BENMpPEKH TORA Ce B3€Me PELICHKE 33 I¢UeHHe NopajiH KITHY

HEOBXOMMMOCT, NALMEHTHTE TPsibBa Aa O'bAaT BHHMATEIHO NPOCIEAABaHH 3a NOABATA HY €
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cHMITOMH. OCBEH TOBa ca HAJTHLE CaMO OTPaHHYEHH KAHHWYHH A&HHH OTHOCHO ABJITOCPOIHHTE
JAaHHH 33 Ge30TIaCHOCT MPH ASUd H IOKOMIH, BRIIOUATENHO 3a edekraTe BEPXY Pacrexa, NojosoTo
CH3pABAHE H KOTHUTHBHOTO H NIOBeAcHYeCcko paseuThe. Clieq MyCKaHeTo Ha Mmasapa ca choOIIeHH
HAKOJKO CITyvas Ha 3a0aBeH pacTex u 3abaseH nmyGeprer. KIIHHHIHOTO 3HAYCHHE H NMPHYHHHO-
CACHCTBCHATA BPb3Ka BCE OINE Ca HEeACHH (BK. TouKa 5.3 33 CROTBETHHTE NPeAKTHHMYHH IaHHH 32
6e3onacHocT). JlekapuTe TpaOBa Aa NPOCIEAABAT NAMEHTHTE, KOHTO NPOBEXKAAT POTBIDKHTENHO
JledeHHE 3a NOABA Ha aHOMAIIHM B PacTeXka H pa3sBHTHETO.

A6HOpMHO KEpBeHe/Xemoparis
HmMa cp00menns 3a NaToNorH9HO KspBeHe cirell ynotpeba Ha SSRIs, BRTIOYHTENHO 38 KOXKHO

KbpBeHE (€KXHMO3H H ITypPrypa) U ApyrH XeMOparHiiy Ch0HTHA, KaTo CTOMAIIHO-YPEBHO HIH
THHEKOJIOTHYHO KbpBeHe, BKIIIOYHTENHO KbpeeHe ¢ nerareH uzxon. SSRI/SNRI morar pa ysenuuar
PHCKa 0T IOCIIEPOROBO KpEBOTEUEHHE (BK. TOIKH 4.6 H 4.8). [Ipenopsusa c¢ MOBHINCHO BHHMAHHE
npH nanuedTH, npuemany SSRIs, ocobeHO enHOBpeMEHHO ¢ MeKapCTBa, 33 KOHTO € H3BECTHO, Ye
NOBAHABAT $yHKIMATA Ha TpoMOOLHTHTE (HaNp. aHTHKOATYNAaHTH, ATHITHIHH aHTHIICHXOTHLIH H
()eHOTHA3HHH, MTOBEYETO TPHLMKIMYHH AHTHACTIPECAHTH, ALETIWICATHIMIOBA KHCETHHA H
HecTepoHAHH NpoTHROBB3NamuTeAHH cpeactea (HCTIBC)), KakTo H mpH NMAHMEHTH ¢ aHAMHE3a 33
HApyYIIEHHA HA KBPBEHETO (BK. Touka 4.5).

XunoHarpHeMus

XHMNOHATPHEMHS MOXE JIa BB3HHKHE BCIeAcTsAe Ha NedeHHeTo ¢b¢ SSRI wnn SNRI (MExHOHTOPH Ha
0o0paTHHA 3aXRAT Ha CCPOTOHKMH M HOPANPEHAIMH), BKIIOUMTENHO CepPTpaIvH. B MHOTO Crykian
XHITOHATPHEMHATA M3MNEKAA € CICACTBHE OT CHHAPOM HA HEAJeKBATHA CEKpelMA Ha aHTHAMYPETHYEH
xopmoH (SIADH). Cro0maBanu ca crydan Ha CTOHHOCTH Ha CepyYMHHA HATPHIi, MO-HHCKH OT

110 mmol/l. ITammenTiTe B cCTapuecka Bb3pacT Morar Aa Obaar H3NOXKEHH HA HO-BHCOK PHCK OT
pa3sBATHE HA XMNOHATpHEMHA NPH NedeHAe cb¢ SSRI 1 SNRI. INairenTH Ha neveHHe ¢ AHYPETHLH
HJIH TAKHBA, KOHTO IIOPAJH HAKAKBA IPUYMHA CA C HAMATIEH 0GEM TEeMHOCTH, CHIIO MoraT iz Osaart
H3JIOKEHH Ha MI0-BHCOK PHCK (BK. YroTpe6a NpH nauueHTH B cTapiecka Bs3pact). Tpabsa aa ce
OOMHCIIH CITHpaHE Ha CEPTPAIAH IIPY ALMEHTH ChC CHMITTOMAaTHYHA XHIIOHATPHEMHA H 1A Ce
Ha3Ha9H CHOTBETHA MEJHUMHCKA HHTEPBEHIHA. [IpH3HAIRTE H CHMITOMHTE HA XHMIIOHATPHEMHA
BIJIFOYBAT INaBo0OMe, 3TPYAHEHA KOHLUEHTPALMSA, HAPYIIEHHE HA TIAMETTa, OGBPKaHOCT, CIaboCcT M
HecTaOMJIHOCT, KOSATO MOXe Aa NoBefe A0 nafaHud. [Ipu3HauyTe H CHMIATOMHTE, CBBP3IAHH C [10-
TEKKH H/HIK OCTPH CIYYAH, BKJIIOYBAT XATIOLHHALKWH, CHHKOII, IPHNAABK, KOM4, CITHpaHe Ha
AMINAHETO H CMBPT.

CuMToMH Ha OTHEMaHE, Haﬁmoganalm IPH MPCKPATABAHE HA TEUCHHETO ChC COPTPaNnnuH
CuMrIToMHTE HA OTHEMaHe OpH NPCKpaTiBaHe Ha JICYCHHETO Ca YECTH, 0co0eHO aK0o TO € BHE3AMHO

(Bak. TOyKa 4.8). B KIMHWIHH NIPOY4YBAHHA YECTOTATA HA CHOOGIIABAHHTE PEAKI[MH HA OTHEMAHE MPH
TALMEHTHTE, ICKYBAHH CHC CepTpanu, e Guna 23 % npy NpeKLceRaIuTe ceprpanys, cnpamo 12 %
[pH T€3H, KOHTO Ca MPOTRLKAIH Aa MOAYyYaBaT TEPANHA ChC CePTPAIHH.

PHCKBT OT N0SBa HA CHMITTOMH Ha OTHEMAaHe MOXeE 1A 3aBHCH OT HAKOJIKO (aKTOpa, BKIIOYHTENHO
NPONBUKMTENHOCTTA M 03aTa HA JIEWEHNETO H CKOPOCTTa Ha HAMANIBAHE Ha /103aTa. 3aMasHOCT,
CETHBHH HapyLIeHHs (BKIFOYMTEIHO [aPeCcTe3H), HapyIDCHHA Ha CHHA (BKITIOUWTEIHO 6€3CHHUE H
HHTCHSHBHH CHHHINA), Bb30Yaa HH Ge310KOHCTBO, TaleHe H/HAH NOBPBIIaHe, TPEMODP H INIaBOO0IHE
ca Hali-wecTo croOmasannre. T10 NpHHLMN Te3H CHMITTOMH ca JIEKH 10 CPEIHO TEXKKH, IPH HAKOH
nauueHTH obade Morar Na 6BIAT TEXKKH N0 HHTCH3HBHOCT. Te 0OHKHOBEHO BE3HHKBAT NIPE3 IIbPBHTE
HAKOJIKO JJHH OT CIIHpaHe Ha JISYEHHETO, HO HMA MHOTO PEAKH ChOOIIEHHA 38 TAKHBA CHMITTOMH NIPH
NALMEHTH, KOHTO HEBOTHO Ca MPOIMYCHANH eqHA 103a. [1o NpHHUMT Te3H CHMITTOMH C¢
CaMOOrpaHH4aBaT H OOMKHOBEHO OT3BYYABAT B PAMKHTE HA 2 Ce/IMHIM, BBIIPEKH Y€ pH HAKOH
HHAWBHIH Te MoTaT 4a Obaar nporpaxupand (2 - 3 Mecella win noseue). CiieioBaTeNHoO c&
Mpenoph4Ba CEPTPAIHH Aa ObAe HAMATIARAH NOCTENEHHO, KOFATO C¢ CNHPA NEUYCHHETO, 3
HAKOJIKO CEAMHIH HIH MECeLa Copel HyKIUTE Ha naiMenTa (BXK. To4ka 4.2).
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AKaTH3INA/TICUXOMOTOPHA BB30YIa

VYrnorpebata Ha cepTpalliH ce CBhp3Ba ¢ PA3BHTHETO HA AKATH3NMA, XAPAKTEPH3IUPALIA C& ChC
CyGEKTHBHO HENPHATHO HIIH MBYHTENHO JABHTATETHO HECTIOKOHCTBO H HY3KIa OT JBHKEHHE, YECTO
CHNPOBOAEHH OT HEBB3MOKHOCT 34 3ala3sade Ha CIIOKOMHO COOHANIO HIA H3NPABEHO MOIOKEHHE.
Toza e Hali-BepoATHO a HACTENM Npe3 MHPBUTE HAKOJIKO CEAMHIMH 0T AedenmeTo. IIpH nauueHTHTe,
KOHTO Pa3BHAT T€3H CHMITTOMH, IIOBHIIABAHETO Ha J103aTa MOe a 6bae nary6Ho.

CekcyalHa Auc

CenexTiBHHATe HHXMOHTOPH Ha OOPaTHOTO 3axBaimane Ha ceporonmsa (SSRIs)/HaXxuOHTOpHTE Ha
00paTHOTO 3aXBalllaHe HA CEPOTOHHHA M HopaapeHanuHa (SNRIs) MoraT Aa NPHYHHAT CHMITTOMH Ha
cekcyaiHa JHCHYHKIHA (Bxk. Touka 4.8). UMa cho0ieHHa 3a NPOARTKHTEIHA CEKCyalHa
JUChYHKLMA, MIPH KOATO CHMITOMHTE MPOABLKABAT BBHIPEKH NPSKLCBAHETO HA NPHEMa Ha
SSRIs/SNRIL

YepuonpobHo yBpexkaane

Ceprpanus ce MeTabonH3HPa EKCTEH3MBHO B YepHUA Apob. DPapMakOKHHETHYHO NPOyYBaHE C
MHOTOKPATHH 1034 TIPH HHAMBHH ¢ Nieka CTaliIHA MPo3a € NOKA3aI0 YALIKCH CAHMHUHAIIMOHEH
TONYXKHBOT H NMpuGau3nTenHO TPH ITETH NO-BHCOKH AUC H Chax B CPABHEHHE CBC 3PABH HHIMBHIH.
Meskay ABeTe rpynu He € YCTAHOBEHa CTATHCTHYSCKH 3HAYAMA PavIMKa B CBBP3BAHETO C [LNa3MeHHTE
nporerHH. [IpunoxeHueTo HA cepTpanuy PH MAMEHTH ¢ YepHoapobio 3afonasane TpaGea a cTara
BHHMATEHO. AKO CEPTPAIHH Ce Npunara Ha MAlHeHTH ¢ YepHONpPOoGHO yBpexkaane, TpaGea aa ce
0OMHCNH TIOHIKABAHE HA AHEBHATA J034 HIH YBEIHYABAHE HA HHTEPBAIA MEKIY TPHEMHTE,
Ceprpanun He TpabBa Na ce W3MON3BA PY MALMEHTH ¢ TEXKO YCPHOAPOOHO YBpexKaaHe (BxK.

ToukKa 4.2},

Enbpeuro yBpexiaue

CeprpasnHH ce MeTabou3upa eKCTEH3HBHO H EKCKPELMATA HA HETPOMEHEHO JICKAPCTBO B YPHHATA €
HE3HAYMM ITET Ha elMMHHAALE. B npoyusaHus npy nanseHTH ¢ N€ko 2o ymepeHo 656peuno
yBpexKaHe (KIMpBHC Ha kpeaTHHEHHA 30 — 60 ml/min) unu ymMepeno 1o Texko 6n6pedHo yepexaaHe
(knupeHC Ha kpeatHHuHa 10 — 29 ml/min), IpH KOHTO cEPTPAIMH € MpuIaraH MHOTOKPaTHO, He ca
YCTaHOBEHH CHTHHU(HKAHTHH pasiuky BeB PpapmakokuHernyaute napaMerpd (AUCq.24 MiH Cpax) B
cpaBHeHHe ¢ koHTponwTe. [lo3aTa ceprpanus He Tpabea Oa ce NPOMens CTOpeA CTeNeHTa Ha
610peuHo yEpexknaHe.

Ynorpeba npy MAUMEHTH B CTAPYECKA BB3PACcT
Hap 700 nauuenTH B crapyecka Bp3pact (> 65 roHHH) ca yYacTBAIH B KITHHHYHH NPOYYBaHHS.

XapakTepbT H YeCTOTATA HA HEXKEARHHTE PCAKLIMH MPH MALMEHTH B CTAPYECKA BH3PacT €4 CXOIHH C
TE3H MPH NO-MIAAH NAHCHTH.

SSRI wie SNRI, BKIIOUHTENHO cepTpaiMH, ¢€ CEBP3BaT 0baye ChC CIy4an HA KIIHHHYHO 3HaUHMMa
XHTIOHATPHEMHSA NPH NALMEHTH B CTAPYECKA BB3PacT, KOUTO € Bb3MOXKHO Aa OBJaT HIOXKEHH Ha Mo-
BHCOK PHCK OT TOBA HeXeNTaHo chOMTHE (BK. XHNIOHATPHEMHAS B TO9Ka 4.4).

Juaber
IMpu naumenTu ¢ auaber AeucHweTo ¢he SSRI MoXke Aa NpOMEHY INAKSMITHMA KOHTpON. Moxe aa ce
HanoXH aJallTHPAHE Ha n03aTa Ha HHCYJTHHA H/WIH Ha NMOHHIKABAINHTE IMOKO34Ta IepopalHi

NEKAPCTBEHH NMPOXYKTH.

EnekrpokoHByncubHa Tepamia (EKT)
He ca npoBeskpaHH KNHHIMHE OPOYYBaHHA, KOWTO 42 YCTAHOBAT PHCKOBETE WIH MOM3UTE OT
koMOuHMpanoTo npanoxeHve wa EKT u ceprpanmn.

Cox or rpeiingpyr

TpHioKeHHETO Ha CEPTPAIHH ChC COK OT IpelindpyT He ce nmpenopsusa (Bxk. Touka 4.5).

Banaune BLEPXY CKPDHHWHHHT TECTOBETE HA YPHHATA
[py maumeHTH, NpHEMANH CEPTPaNNH ce choO1aBa 3a GaniMBo NOJIOKHTENHA IMYHd

CKPHHMHT TECTOBE Ha YPHHA 33 OeH30/Ha3eNMHH, NOPaIH JIANCA Ha CICLMUIHOCT Ha 'j
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TecToBETE. DANMHBO NOJIOKUTENHN PESYITATH OT H3NHUTBAHETO MOKE J4 ¢€ CYAKBAT H HAKOJIKO JHH
CJIE/ TIPEKpaTABaHE Ha JICYEHHETO Che cepTpaiuH. PasrpaHudaBaHeTo Ha cepTpaliHH OT
GeHzoHA3ETHEK ¢€ 3IBBLPIIBA ¢ IOTBBPKAABAIH TECTOBE, KATO HATIPHMEP razoBa
XpoMaTorpahus/Mac-CrieKTpOMeTPus.

3aKPHTOBIEINA IAAYKOMA

SSRIs BKMIOYHTENHO CEPTPASIMH MOTAT Jia OKaXaT e()eKT BLPXY pa3Mepa Ha 3¢HHLATa | TOBa A
noBefe A0 MHApHa3a. Tosn MEApHATHYEH edekT MOXKe JJa CTeCHH OYHHA BI'kI H Ja JOBE/e 10
NOBHIIEHO BLTPSOYHO HAATaHE H 3aKPHTOBIHIHA I71ayKOMa, 0coDEHO MPH NPeApasnoioKeHH
NALMEHTH, TIOPaAH KOETO CEPTPAIHH TpAOBa 1a ce H3MOI3Ba ¢ NOBHIIEHO BHHMAHHE NPH NAlMEHTH
ChC 3aKPHTOBIB/IHA IIAYKOMA WIH AHAMHE3A 33 IIayKOMa.

[ToMoOIHH BElIteCTRA
Jlaxmoza

Twit kato dhrunMupaHaTa Tabnerka CHABPKA MOMOLIHOTO BEIIECTBO JIAKTO3a (BX. To4Ka 6.1),
NallHeHTH ¢ PeJKH HACIeACTBEHH MPOOIIEMH, CBBP3aHH CTaJlaKTO3HAHENIOHOCHMOCT, Lapp-nakrasen
JehHIMT MK ITIFOKO30-TAlAKTO3Ha ManabcopOLms, He TpAOBa Ja MpHEMAT TOBA NEKAPCTECHO
CpencTBo.

Hamphiii

Toga nexapcTeo chaBPka no-Manko or 1 mmol Harpwii (23 mg) Ha PpuaMHpaHa TableTKa, T.€. MOXe
Jla ce Kaxke, 9¢ NPAKTHIECKH HE ChABPAKAa HATpHii.

4.5 BsanmopeiicTBHE ¢ APYTH JeKapCTBEHH NPOAYKTH H APYTH GOpME HA B3aHMOJeHCTEHE

IIpoTHBONOKAZAHH

MoHOaMHHOKCHAA3HH HHXHOWTODH

Heobpamumu MAO-unxubumopu (nanp. cenezunun)

Ceprpaymn He Tpa6Ba Aa ce npuiara B koMOHHauHA ¢ HeoOpaTHME MAO-HHXHOHTOPH KaTo
cenernnu. CeprpaliH He TpAOBa Ja ce 3amoyBa NoHe 14 JHM cliei NPeyCTAHOBABARE HA JICUYEHHETO C
neobparum MAO-HHx#6uTop. IlpHeMET Ha cepTpanuH TpaOBa fa ce MPeKpaTH NOHe 7 IHH NpeaH
3ano4YBaHe Ha JeyeHre ¢ HeoOpathm MAO-uEXHOHTOp (BXK. TOuKa 4.3).

Obpamum cenexmueen MAO-A unxubumop (Moxrobemuo)

TMopagu pHCK OT CEPOTOHHHOB CHHIPOM He TpAOBa Ja ce MpHeMa KOMOHHAITHATA MEKAY CEPTPAHH H
0bpatum 1 cenexTuBeH MAO-uxubuTop Kato Moxiobemua. Cnen meuenne c obparam MAO-
HHXMOHTOP MOXe Ja C& H3OM3Ba NIEPHO HA H3TEIIAHE, NO-KPATHK OT 14 1HU, IpeH 3aII04YBaHe Ha
JIEHEHHETO ChC cepTpaniH. [IpenopsYMTeNHO € IPHEMBT Ha CEPTPAIHH JIa C¢ NMPEeKpaTH NoHe 7 AHH
npeay 3anodBaHe Ha nedeHne ¢ 00parumM MAQO-uaxuOGHTOP (BX. TOUKa 4.3).

Obpamum necenexmugern MAO-unxubumop (nunesonuod)
AHTHOHOTHKBT THHE3O0NKN € cnab oGpaTHM K HeceNleKTHBEH MAO-mDmﬁm'op H He TpAGBa na ce
MPHJIara Ha NalHEHTH, JIEKYBAHH ChC CEPTPANHH (BK. ToUka 4.3).

Hma chobitieH A 32 TEKKH HEXKEJJAHH PeaKLdM IIPH MALMEHTH, KOHTO Ca NPeKpaTHIH MpHeMa Ha
MAO-nnxubuTop (Hanp. METHICGHOBO CHHBO) H CKOPO ¢a 3a0YHAITH A IIPHEMAT CEPTPAIHH, HITH
KOMTO ¢4 IPEKPATHIIH JIeYEHHE CBC CEPTPAITMH H CKOPO ¢a 3anovHany Aa npuemar MAO-uaxubuTOp.
Tesn peakiun BIUIOYBAT TPEMOP, MHOKJIOHYC, M3NIOTABAHE, rajieHe, MOBpHILAHE, 3a4cPBABaHe HA
JIHLETO, CBETOBLPTEXK H XHIEPTEPMHA ¢ XAPAaKTEPHCTHKH, HANMOACOABALIH HEBPOIEIITHYCH MATHTHEH
CHHAPOM, I'bPUYOBE H CMBPT.

ITumo3ua
[MosnmenH cTOHRHOCTH HA THMO3K ¢ OKOJIO 35 % ¢a YCTaHOBEHH B KIIHHHYHO MpOoYy4
TIPHNOKEHAE HAa €IHOKPATHA HACKA Ao3a miMo3kA (2 mg). Te3n noBuHIlieHH CTOHH
cepp3ann ¢ mpoMenH B EKT'. Jlokaro He ce M3MCHH MEXaHH3MET Ha TOBA B3aHMO]
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TECHHS TEPANCETHYCH MHAECKC HA MHMO3H], €IHOBPEMEHHOTO HPHIIOKEHHE Ha CEPTPAIHH H MHMO3H]
€ POTHBOMOKA3aHO (BXK. TOYKa 4.3).

He ce npenops4Ba eIHOBPEMEHHO NPRICKCHEE ChC CEPTPANHE

Jlexapcra, kouTo MOTHCKAT [THC 1 ankoxon

EoHOBpeMeHHOTO NPHIOKEHHE Ha CEPTPAIHH B AHEBHa no3a 200 mg ¢ ankoxon, KapbaMasensH,
Xanonepuaos, GeHHTOHH HE MOTCHIMPA TEXHHTE €eKTH BbPXY KOTHHTHBHHTE H ICHXOMOTOPHHTE
(yHKIHM IpH 3APaBH HHIWBHAHN; HE3aBUCHMO OT TOBA, HE CE NPENOPHYBa eHOBpeMEHHATa ynoTpeba
Ha CepTPATHH H AJIKOXON.

c HHHEPTHIHH JISKa a
Bmxcre Touka 4.4,

Tpenopr4sa ce MOBUIIEHO BHAMAHHE IIPH €HOBpEMENHa ynotpeba ¢ eHTaHw!, H3MON3BaH 32 ofwa
aHECTE3HA WM 34 JIedeHHe Ha XpoHuyHa Gonka, ¢ JpYTrH CePOTOHHHEPIHMHM JIEKAPCTBEHH EPOJYKTH
(BKITIOYHTETHO JPYTH CEPOTOHHHEPTHYHH AHTHAETIPECAHTH, aM(pETAMHHH, TPHITTAHH) K ¢ APYTH
OIMOMIHY NIEKapCTBEHH NPOAYKTH (Hanp. GynpenopduH).

CrenBaJHA NpeANA3HH MEPKH

Jlekay KOHTO T BaNa

PucksT ot yawmkaeane na QTc HHTepBala H/WIH OT NOSBA HA KAMEPHH apHTMuH (Hanpamep TdP)
MOJKE JId CE YBeJINYH NIPH €IHOBpEMEeHHA yroTpefa Ha APYTH JIEKapeTBa, KOHTO yanpkasar QTc
HHTepBaia (HapHMEp HAKOH aHTHIICHXOTHIH M aHTHOHOTHLM) (BXK. TOUKM 4.4 1 5.1).

Jluruii

B mnaue6o kOHTPOJIHpPaHO NPOYUBaHe IIPH 3APaBH NOOPOBONLH, EAHOBPEMEHHOTO IPHIOKEHHE Ha
CEPTPaNHH C JIWTHH HE MPOMEHA 3HAUNMO (apMakOKHHETHKAaTa Ha AMTHI, HO BOIH 10 3aCH/IBAHE Ha
TpeMopa CApAMO 1Ianeto, KoeTo MoKa3Ba BE3MOXKHO (apMaKoKHAMHYHO B3aumMoelicTre. [Ipu
€IHOBPEMEHHO MPHIIOKEHHE HA CePTPANHH C JIUTHE, MaupeHTHTe TpAOBa 1a 6bAaT BHUMATETHO
OPOCNEANBAHH.

DenpTONH

ILnane6o KOHTPONHPAHO MPOYUBaHe TPH 3pasH JOOPOBOJILM MOKA3Ba, e NPONBIDKATEITHOTO
NPHWIOKEHHE HA CEPTPAIMH B JIHCREHA J03a 200 mg He BOIM 10 KIHHHYHO 3HAYAMA HHXHOHIMA Ha
meTabomizma Ha errTorH. Benpexu TOBA, Thi KATO NPH HAKOMN CIy4aM HeXeNAHHTE PEaKIHM Ca
BBE3HHKHAIH OT BUCOKA €KCTIO3HIUA Ha eHMTOHH MpH NallMeHTH, MPHEMAITH CEepTpPantH Ce
MperopLYBa IUIa3MEeHHTE KOHLEHTpalui Ha GeHHTOrH Na ObaaT MOHMTOpHUpPaHH Clie/l 3a04BaHe Ha
TEpanHa CBC CEPTPANHH H MOAXOAALIO afjaniTHPaHe Ha Ao3aTa Ha ¢enuToMH. B nomenneHue,
CBhITETCTBALOTO NPHIOKEHNHE Ha (PCHATOHH MOKe 12 IPHYHHH HaMAIIBaHe Ha IUTa3MEHHTE
KOHIEHTpaIHH Ha ceprpamdH. He moxe aa ce m3kmoun BeaMoknoctTa apyrd CYP3 A4 HHOyKTOpH,
Hanp. ¢geHobapburai, kapbamMazenHH, JKBIT KAHTAPHOH, PHpAMIMIMH A PeLyLHPAT IUIA3MCHHTE
KOHUEHTPAIMH Ha CEPTPalHH.

Tpuanrann

HMa penky nocTMaPKETHHTOBH CHOOIIICHHS 3a NALMEHTH Che ¢1abocT, Xxuneppednexchs, HapylieHa
KOOPIHHALHA, 00LPKAHOCT, TPEBOXKHOCT H BE30YAa ciell ynotpeba Ha CepTpaIHH H CYMATPHITTAH.
CHMITTOMH Ha CepOTOHHHEPrHYeH CHHPOM MOTAT Ja BE3HHKHAT CHUIO H NIPH APYTH NPOXYKTH OT
CBUIMA Knac (TPHITTaHH). AKO €IHOBPEMEHHOTO NPHIICKEHHE HA CEPTPAIHH H TPHITAHH € KIHHUMHO
0b0cHOBaHO, ce IPenoOpHYBa BHAMATENHO HaOMOACHHE Ha AauMeHTa (B3, TouKa 4.4).

Bapdapun

EnnospemennoTo nprnoskeHse Ha ceprpaniH 200 mg qHesHO ¢ BapdapHH BOAH A0
CTATHCTHYECCKH 3HAYHMMO YIB/DKaBaHe Ha IPOTPOMOHHOBOTO BpeMe, KOETO B PEIKH
NPHYIHHM OTKJIOHEHHE B cToiinocTTa Ha INR. Ilopaau ToBa, MpOTpOMGMHOBOTO BpeM
BHHMATEJHO MPOCIEAABAHO B HAYANOTO H CAE Kpad Ha JIEYEHHETO CBC CEPTPATIMH.
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Jieka HH B3aHMOACHCTBHA KCHH, ATEeHOJION, LIAM
EnHOBpEMEHHOTO NPHIOKEHHE ¢ IIMMETHAMH BOIH A0 3HAYHTEHO HAMA/MBAHE HA KNHPBHCA Ha
ceprpanHH. KnuHMuHaTa 3HAYMMOCT HA TE3H POMENH He € H3scHeHa. CepTpalliH HAMa eeKT BhPXY
Oera-anpeHepravHaTa OnokHpatna aKTHEHOCT Ha areHonoil. He ca HabmozapaHH nexkapCcTBEHH
B3aUMOJEHCTRHA NPH NPANOXKEHHE HA CepTpanyH B 1034 200 mg AHEBHO ¢ ANTOKCHE.

Jlexa) HoBn Ha TpoMbo

PHCKBT OT KbpBEHE MOKE 1A C¢ TIOBHLIM, KOTATO JICKApCTBa, BOBIMABAIH (yHKIMATa HA
TpoMboumTHTe (Hanp. HCTIBC, anerwicaniuinoBa XHCEIMHA H THKIOMHAKH), WIHA OPYTH JeKapCTBa,
KOHTO MOTaT Jia MOBHILAT PUCKA OT KbpBeHe, Ce IPHaraT eqHoBpeMeHHO cbe SSRIs, BrmoumTeHO
CepTpalTHH (BX. Touka 4.4).

HeppoMyckynuu Gnokepn
SSRI mMorat aa NoHWKAT IIA3MEHATA XOJTHHECTEPA3HA AKTHBHOCT, KOETO BOAHM JO YABDKABAHE HA

HEeBpOMYCKYHaTa OokaJa Ha MHBAKYPHYM HWIH APYTH HEBPOMYCKY/IHH ONOKEpH,

JlexapcTpa, MeTabONM3NPAHH OT HHTOXpOM P450

Ceprpannn Moske fa OeiicTBa kato cnab 1o ymepeH uaxuburop Ha CYP2D6. IIpoabmKHTEHOTO
TPHIOKCHHE HA CepTpandH 50 mg AHERHO BOAM IO YMEpPEHO noBHLIaBaHe (cpeaHo ¢ 23 — 37 %) Ha
PaBHOBECHHTE IIa3MEHH KOHIIEHTPALHH Ha aesHnpamud (Mapkep 3a CYP2D6 n3oeu3nMEa
akTHBHOCT). KITHHMYHO 3HAYHMH B3aHMOJEHCTEHS MOTaT 1a Bb3HAKHAT C APYTH CyOCTpaTH Ha
CYP2D6 ¢ TeceH TepaneBTHUCH HHACKC, HanpuMep ¢ kiac 1C aHTHAPHTMUYHE JIEKAPCTRA, KATO
nponadenon U HISKAMHHUA, TPHIMKAHYIHH AHTHACTIPECAHTH H TUITHYHH aHTHIICHXOTHITH, 0CODEHO NPH
MO-BHCOKH JIO3H CEPTPAAH.

Ceprpanun ne felictsa kato naxuburop Ha CYP3A4, CYP2C9, CYP2C19 1 CYPIA2 B xIHHHYHO
3HaWIMa cTeneH. ToBa e MOTBLPAEHO OT in-vive NpoydsaHud 3a psanMoneiictere ¢ CYP3A4-
cyGcTpaTH (eHIOTEHSH KOPTH30J, KapbaMasenHH, TepdeHaanH, ammpasonam), ¢ CYP2C19-cyberpara
auasenaM 1 CYP2C9-cy6erpature TonGyramin, rinGeHKiaMia U GpeHATOMH. In vitro Npoy4BaHKA
TIOKA3BAT, Y€ CCPTPAIIH NPHTEXKaBa ciad ¥iny HAMA NOTeHIMAanN Aa WHXHOupa CYPIAZ2.

B xpBcTOCaHO NpoydraHe NMPH OCEM 3APABH ANMOHCKH JOOPOBO/ILIM € YCTAHOBEHO, Y€ MPHEMBT HA TPH
YalIy COK OT rpefndpyT AHEBHO MOBHINABA IUTA3MEHHTE KOHLEHTPAlHK Ha CEPTPAIIMH C
npubanzuTenHo 100%, nopazn koeTo No BpeMe Ha e4eHHeTO Che CepTpanuH Tpabea na ce mibarea
TIpHEM Ha COK OT rpeHngpyT (BK. Touka 4.4).

Bb3 ocHOBa Ha IPOYYBAHE 34 JIEKAPCTBEHH BIAMMOAEHCTRMA CBC COK OT rpelindpyT, He MOXKE Aa ce
M3KIIOYH, Y€ eHOBPEMEHHOTO NPWIOKEHHE HA CEPTPanMH M MOIHH HHxuOUTOpH Ha CYP3 A4, Hamp.
NpoTea3HH HHXHOHTOPH, KETOKOHA30JI, HTPAKOHAZ0], TI03aKOHA30J1, BOPHKOHA30]1, KIAPHTPOMHIHH,
TEIHTPOMHINH H Hehaz0A0H MOXE J1a AOBEE A0 OLIE NMO-TONAMO yBeJIHdeHHe Ha EKCIIO3HIHATa Ha
ceprpanus. ToBa ce oTHacH ChIIO H 3a yMepeHH CYP3 A4 HHXHOMTOPH, HanpHMEp anpenHuTaHT,
epHTPOMHILIVH, (yKoHa30)1, BepanaMun B guiITHazeM, [o BpeMe HA JieveHHe CBC cepTpaiuH Tpadea
Aa ce M30ArBa MPHEMET HA MOIIHH HHXHOMTOpH Ha CYP3A4.

IInasMenHTe KOHIEHTPALMH HA CEPTPAIIHH ce MOBHMABAT ¢ okono 50% npu 6aBru MeTabonH3aTOPH
Ha CYP2C19 B cpaBHeHne ¢ 6bp3uTe MmeTabonusaropu (BK. Touka 5.2). He Moxe na ce H3KIIIOYH
BB3MOKHO B3aHMOZIEHCTBHE ¢ MOIHH MHXHOHTOpRH Ha CYP2C19, Ranpumep oMemnpason,
JaH30IIPa30y1, NaHToNpason, pabenpason, QuIyokceTHH, QUIyBOKCAMHH.

EnHoBpeMEHHOTO MPUIOKEHHE HA CEPTPANMH C METAMH30J, KOHTO € HHAYKTOP HA MET3
eH3uMH, BKTIOUHTENHO CYP2B6 1 CYP3 A4, MOXe 1a npeAU3BHKA HAMAIABAHE Ha
KOHLIEHTPALHH Ha CEPTPAJIMH ¢ MOTCHUHAMHO HAMAJIABAHE HA KITHHHYHATA ed)mc
€€ MpenopBsYBa MOBHILIEHO BHUMAHHE, KOraTo METAMH30J1 U CEPTpaTHH Ce NpHIIara
KIHHHYHHAT OTTOBOP H/WJIH HHBATA Ha JIEKAPCTBOTO TpAORA Ja ce MPOCENIBaT Iig
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4.6 DepruanTeT, GpeMeBHOCT H KEPMEHE

bpemenHoCT

Hama no6pe KOHTponupaHH Npoy4BaHus pH 6peMeHHH eHH. Brnpexu ToBa, OT 3HAYHTENHO
KONMMYECTRO AAHHH HAMA N0KA3ATENCTRO 33 BE3HMKBAHE Ha BPOASHN MangopMaliiy, IIPHHAHEHH 0T
cepTpanuh. [IpoydBanusTa BpXy *KHBOTHH NOKA3BAT e(peKTH BEPXY PENPOAYKTHBHOCTTA, BEPOATHO B
pe3yaTaT Ha MaifuHHA TOKCHIHOCT, MPHYHHEHA OT (apMaKOAHHAMHYHO JCHCTBHE HA CHEAHHCHHETO
H/WIH OT THPEKTHOTO (apMaKOJHHAMHYHO AEHCTRHE HAa NEKAPCTBEHOTO BEWIECTBO BBPXY IUI0a (BXK.
TO4Ka 5.3). :

HMa crobimenns, ue ynotpebara Ha cepTpaiMH 1o BpeMe Ha OPeMEHHOCT MPEAH3BHKBA CHMITTOMH,
CHOTBETCTBAIIH Ha peakiuMy HA OTHEMAHE IPH HAKOM HOBOPOAEHHM, YAHTO MalKH ca OMIH HA Tepanus
cbe ceprpandi. Tosn denomen e HabmoaapaH cbilo U ¢ ApyrH SSRI. Ceprpanyu He ce npenopeyea
3a ynotpeba no Bpeme Ha SPEMEHHOCT, OCBEH aKO KIIHHHYHOTO ChCTOAHHE HA JKEHATA € TAKOBa, 4e ce
09aKBa NION3ATa OT JICYCHHETO Aa HAXBHPAN HOTEHITHANHNA PHCK.

Hopoponenute TpabBa Aa ce HaGMIOAABAT, aK0 MakKaTa € IPOXLIDKHNA Ia IPHEMA CEPTPATTHH TIPe3
NO-KbCHHTE €TAaNH 0T GpeMeHHOCTTa, 0cOoOEHO Npe3 TPETOTO TPHMeceune. AKO MaliKaTa ¢ npueMasna
CEPTPAIMH TPE3 NO-KHCHHTE €TAIH OT GPEMEHHOCTTA IPH HOBOPOAEHOTO MOTAT Aa c¢ Habmonasar
CITeZIHHTE CHMITTOMH: PECHIHPATOPEH NUCTPEC, MAHO3a, ANHES, MEPYOBE, HETIOCTOAHHA TEJIECHA
TEMIIEPATypa, 3aTPyIHEHO XPaHEHe, NOBPBIIAHE, XHIOTTTHKEMHUE, XHIIEPTOHHA, XUNOTOHHA,
XHIieppedneKcHs, TpeMop, NOBHIIEHA BE30YAHMOCT, pasapazHHTETHOCT, JIETapIHA, IIOCTOSHEH TUlad,
CHHIHBOCT ¥ 3aTPYAHEHO 3acABane. Teay CHMIITOMYM MOTAT A3 ¢ FHIDKaT WIH Ha
CEPOTOHHHEPTHIHH (eKTH, HIH Ha CHMITTOMH Ha OTHeMaHe. B noBeveTo cllydan yClIoXKHEHHATa
HACTBNBAT BEAHAra WIH ckopo (< 24 yaca) cel paKIaHeTo.

EnMaeMHONOTHYHHTE JaHHH COYAT, Y€ H3MON3BAHETO HA CEICKTHBHH HHXHOUTOPH Ha 00paTHOTO
3aXBalllaHe HA CEPOTOHHHA IO BpeMe Ha OPEMEHHOCT, 0c00eHO B kpas Ha OPeMEHHOCTTa, MoXe Jia
YBENIHYH PHCKA OT MepcucTHpama GenoapobHa xunepronua NpH HopopoaeHoTo (PPHN).
HabmopapanHuar pack e npubiusnrento 5 ciy4as Ha 1 000 6pemernoctn. [Ipn obmara nomymaums
ce Habmoaasar 1 Ao 2 ciyvas Ha nepcHcTHpatna 6enoapo0Ha XHIEPTOHHA [IPH HOBOPOAEHOTO Ha

1 000 6pemeHHOCTH.

Ob6cepralOHHHTE JaHH NMOKA3BAT MOBHUICH PHCK (TTO-MANKO OT 2 ITBTH) OT NOCEPOIOBO
KpEBOTEYeHME ciief excriosuimg Ha SSRI/SNRI B pamkure Ha oclieAHAA Mecell IPEAH PAKIAHSTO
(Bx. Toukn 4.4 u 4.8).

KnpMeHe

[ly6nyuxypanHTe JaHHH 33 CTOMHOCTHTE Ha CEPTPAIHH B KbPMATa COYAT, Y€ MANKH KOAHYECTRA
CEPTPaNHH H HETOBHAT MeTabomuT N-ae3MeTHACEPTPAITHH Ce eKCKpeTHpaT B KbpMarta. Kato 1io
HE3HAYHTEIHH WY HEYCTAHOBHMM CTORHOCTH HA CEPTpanyl Ca OTKPHTH B C€pyMa Ha KLpMadeTa, ¢
SHO H3KJTIOMEHHE Ha HOBOPOAEHO ChC CEpYMHH croiirocTd 0kono 50 % OT HHBOTO Ha Maiikara (Ho
Ge3 3abenexuM eieKT BBPXY 34paBeTo Ha TOBA KbpMaue), Jocera He ca AOKIA/IBAHH HEKENAHH
PeaKuHH BHPXY 3APAaBETO HA ACNa, KbPMEHH OT Maiikn, NpHEMAIH CepTPaTHH, HO PHCK HE MOXE Ja Ce
H3KMOYH. [TpHIckeHHeTo TPH KbPMaduK| HE ce TPENophYBa, OCBEH B CTy4aHTe, KOTaTo 110
MpeLeHKaTa Ha JIeKaps [o/I3aTa OT JIEYEHUETO HAAXBBPIIA PHCKA.

DeprruTeT

Hsama nanAu OT NpoyYBaHHs, NPOBEAEHH BBPXY JKHBOTHH 33 ¢(eKT Ha CeTpPaiH BEPXY MOKa3aTellHTe
Ha epriviTeTa (BX. TOUKa 5.3).

IIpH xopa celeCTBYBAT OTAEIHH CHOOmEHHs ¢ HakoK SSRIs , koHMTO MoKa3Bar, ue eeKTHT BLPXY
Ka4eCTBOTO Ha CTiepMaTa e o0paThm.

Br3ageiicTeue BppXy deprunHTeTa MpH xopa He e HabmogaBaHo JOCETA.

4.7 EdekTn BupXy cnoco0RocTTa 32 modupane B paboTa ¢ MAIHHY

Knunpann hapMakonori4Hl NpoyIRaHHA [OKA3BAT, Ye CEPTPANMH HAMA edekT BLpXyY
NICHXOMOTOPHHTE (yHKUMHK. B chinoTo Bpeme obave, Thif KATO MCHXOTPOMHHTE JEKAPCT!
HapymaT MCHXHIECKHTE HIIH PU3HYECKHTE CNIOCOOHOCTH, HEODXOIHMH 33 OCHINECTBABA)
MOTEHUMATHO ONaCHH 3a/a4H, Kato ynpasieHHe Ha MIIC uiun pabota c MalllHH, Ce 1Ip
nalHeHTHTe Ja OBAaT CHOTBETHO NPERYIIPEACHH.
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4.8 HexenaHH JeKAPCTBEHH peAKHHH

Fanenero € Haii-yecTaTa HekenaHa peaxigid. [Ipy neyeHHeTO Ha COIMATHC TPEBOXHO pa3CTPOHCTBO,
CEKCYAITHH HapyINeHHs (JIMICa HA esIKYTIALMA) PH MBKETE Ca BE3HMKHANH Npu 14% npH cepTpanuH
cnpamo (% npu miane6o. Tesn Hexenand edexTr ca JO303aBHCHMH H 9€CTO ¢a C IIPEXo/icH XapakTep
TIpH NpoAKDKABaHe HA JIEICHHETO.

TMpodrTeT Ha HeXeNaHuTe peakiwn, uecTo nabmopgananu B ABOHHO-CNENH, INALE00 KOHTPONMPAHH
npoy4ysaHud npH naeeHTH ¢ OKP, nanuuecko pascrpoiictso, [ITCP # coupanto TpeBoKHO
Pa3cTpolCTBO, € CXOJIeH ¢ TO3H, HabGmonaBaH B KIMHAYHATE MIPOYUBAHKA NPH NAlHEHTH ¢ AeTpecHs.

Tabnuya 1 moxasBa HexeNaHHTE peakiH, HaOMONABAHY B TOCTMAPKETHHIOBAA IEPHOA (C
HEH3BECTHA YECTOTA) H OT IUane60 KOHTPOITHPAHY KIHHHYHH NPOyuBaHHd (BEIIOYBalk o610

2 542 pannenTy Ha ceprpatHH H 2 145 Ha rrane6o) npu aenpecus, OKP, maHH4ecko pa3cTpoOHCTBO,
TITCP u counanHo TpepoXHO pazcTpoiicTeo. HakoH Hexenann peakim, w3bpoens B Tabnuua 1,
MOrart aa HaManeAT 1o HHTCH3HTET H 4eCTOoTa NPH NpOIL/DKABAHE Ha JISYEHHETO H [10 TNPHHUHII HE
BOZAT /10 NPEKECBaHE HA TEPANHATA.

Tabnsua 1: Hexenstn peaxuan

YecToTA HE HeAEAAHATE PEAKIEH, HAGNIONABANH B ILIALE60 KONTPONHPAHH KIAHHYHH OPoyIBAHAS OPH aenpechs, OKP,
naHH9ecko pascTpoiicTso, ITCP K coupn a0 TPeBOKHO pazeTpoiicTeo, OGobmen AHANHI H IOCTMAPKETHHIOB ONHF

CucTemMo OPTaHHA | Muoro 9ecTH Yecre HegecTH Pemcn C Hen3BecTHA
Klacone &1/10) (21100 70 <1/10) | 1/1 000 o (z1/10 000 no <1/1 000) | wecToTa (0T
<1/100) HAJTHYHHTe
AAHHA He MOKe
Aa Gbae
HaANpABeHA
OLEHKA)
Hudexuun 1 HH(pexnAA Ha racTpOEHTEPHET, JMBEPTHEYITHTS
nHpecTanHy FOPHMTE OTHT Ha CPEAHOTO
JHXATECIHH yx0
ETHINA,
¢dapruriT, pHHUT
Heomaazmu — HEOTLTa3Ma
nolipokagecTsenn,
AMOKAYECTBENH U
HeonpeaeeHH
(BRA. KHCTH M
NOJAMIH)
Hapymennas ua mMdraneHonaTus,
KPLETa M TpoMGoLMTONEHHA*E,
JHMOpHATS TCBKOTICHUA*S
CHCTEMA
Hapywennn ua CEPLXYYBCTBHTEH- | aHAQHIaKTOMIHA peaKiHs*
HMYHHATA CHCTeM2 HOCT¥,
CE30HHA aneprua®
Hapyuienus na XHIIOTHPEOHAMIEM | XHENEPIPOIAKTHHEMUS*S,
CHAOKPHMHHATA * HEARCKBATHA CEKPELHA HA
cHCTEMA AHTHIHYPCTHYHHA
XOPMOH™
Hapymennn na HaMaNeH aneTHT, XHIOXONECTEPONCMHA,
MeTabon3mMa H TIOBHIIIEH arieTHT*
IpaHeneTo
IcAxHunn Ge3cpHue GeanmokolicTRO®, CYHLHAHH
HADYHIEHNN JenpecHs ™, niAcH/noBeneHme,
BE3Gyna®, NCHXHYHA
HAMAJICHO HapymeaHa®,
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MHOARD*, TIATONOTHYHH HackH, IpEXACBPEMEHHA
HEPBHOCT, MHCITA, afaTys, CaKynaLua
JCTIepCoHanH3a- XATIOIMHARIEH*,
LA, KOMMapH, arpecus®,
OpykcHIBM* eydopuaso
HACTPOCHHE™,
napaHos
Hapyurenun Ha 3aMagHOCT, TpeMOp, AMHE3HA, KOMa*, axaTH3Hg (BK.
HepBHATS CHCTEMA | IaBoboimc *, JBMTATCIHA XHANOCCTERHA ¥, Touka4.4), INCKHHESHA,
CBHIMBOCT HapYIIEHHA HCKOHTpO/IEDaHH | XHIIEPECTE3HA,
(BKIIOYATEMHO MYCKYIHH MOFBIHOCH0BH CIa3MHE
¢KCTPANHpaMHl- | KOHTpAKGHA *, {BX/IOMMTENHC CHHAPOM HA
HH CHMITTOMH CHHKON *, 00paTHMa MO3E4HA
Karo XHMICPKHHE3nA *, Ba30KOHCTDHKIHA H
XMIICPKHHE3HA, MHTpeHa ¥, craapoM Ha Call-
XHTICPTOHYC, KOHBYNCHH *, Fleming)*¥, DCHXOMOTODHO
ABCTOHHA, MOCTYpaneH GeanoxodcTBO* (B,
AHOMANHH Ha CBETOBBPTEX, Touka 4.4), HapyHieHa
3p0uTe LM abHopMua YYRCTBHTETHOCT,
HAPYIICHAS Ha KOOPAHHALMA, cs00maBa ¢ CLIo 3
noxoIkara), HApYMIeHHE Ha XOPEOaTCTO3a Che
[apecTelns *, roBopa OPEIHALA A CHMITTOMHE,
XHIECPTOHHA *, CBLP33aHH CHC CEPOTOHHHOR
HapylIeHHE HA CHHApOM™ HIH
BHHMAHUETO, HEBPONSITHYICH MANMTHEH
JUHCTEY3HA CHHIPOM: B HAKOH clydau
CEBP3aHH €
£AHOBpEMENHATa yNIoTpeGa
Ha CSPOTOHHHEPTHIHH
JIEKAPCTRA, KOHTO
BKIOYBAT BB30YNA,
obmpranocT, JHadopesa,
JTAApUA, MOBHIICHA
TeMOEPATYPA, XHNEPTOHYC,
CKOBAHOCT W TAXHKAP/IHA
Hapymenna na HApYLICHAUS Ha MHIpEaza* CKOTOMA, TIAYKOMA, MaKYIONATHA
ouuTe 3peHACTO* anamonss, forododes,
xuema*s, pasneaaa
TONEMHHA Ha 3CHUIMTE*S,
NaToNOTHIHO IpeHned,
HapymieHa MaKpHMALIH
Hapymenns na THHHTYC* BosKa B YXOTO
YXOTO ¥
JAGHpPHHTA
Cupaeyunn NaIATAUAR* TaXHRAPIHT®, MHOKAPICH HHpapKT*S,
HAPYIIEHAN CBPJICHHH Torsade de Pointes*? (Bx.
HAPYIICHHA TouxH 4.4, 4.5 1 5.1),
GpasMKapaus, YAbOKABAHE
Ha QTc ArTepBana® (Bk.
Toakh 4.4, 4.5 1 5.1)
Craosu ropeIny BhIHH® NATONOTHYHO nepuepHa HCXEMAL
HAPYUICHHSA ¥bpBene (KaTo
KEDBCHE OT
CTOMAIIHO~
YpEBHHA TPAKT)*,
XHOEPTOHAA®,
3aYepBABANHE Ha
NHLIETO,
XEMATYpHI*
PecnupaTopnn, nposssaHe® JHCTIHEA, KBPBEHE | XANEpBEHTHIALMA,
FPBLAHH H OT Hoca®,
MEAHACTHHAJHA GpoHxocrazbM* 6Genoapobaa
HAPYUICHHA Gomect*§, IapAHTOCTIAIBN
AuchoHHA, CTPRIOP® S
XHIOBCHTHIALHA, ol
Cromamno- rajicHe, IHApHA, | AHCTIETICHA, MeneHa, A3BH B YCTATA,
JpeBHH CYXOTa B ycTaTta | 3anck®, Gonka B YBDPSKIaHE Ha nankpearaT*S
HAPYIICHHA ofnactra Ha 3n0uTe, e30arnT, | XeMaroxeiny,
KOpEMa, TJIOCHT, Ha C3HKA, CTOM
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TOBpBILane®, XEMOPORIH,
raryneninm XHIEpCeRperia
HA CIIOHKA,
ancarns,
CPYKTallHH,
YBPEXNAHE HA
e3HKA
Xenarobnanapau yBpEAEHa deprHoapoGaa
HApYLBEHHS YHKIHS, TEXRKH
qepHOAPOOHH YEPEKAaHAA
{BKIOYHTETHO XETIaTHT,
ABITEHHLA H YepHOApoGHa
HEZOCTAaThYHOCT)
Hapymenns na XHIEPXHAPO3a, nepHopOHTancH peitkn cho0ImEeHHA 38 TeKKH
KOXATE H ofpun* oTox¥, KOKHH HEXENaHH PeaKuMH
OOAKOKHATA YPTHKapHa®, (SCAR): nanp. CHHApPOM Ha
TBhKAH anonerms*, Stevens-Johnson * 1
chpOex*®, EMHAEpMANHA HEKPOTI3a ¥,
nypypa®*, KOKHA peakmms ¥,
JISPMaTHT, cyXa ¢GoTONYBCTRHTENHOCTS,
KO3, OTOK HA aHruoezeM, abHopMHa
JMICTO, CTYACHZ | CTPYKTYpa Ha Kocara,
oot a(HOPMHZ KOKHA MHPH3IMA,
GynoseH AepMaTHT,
domixynaper 0OpHE
Hapymenns na Honxa B repba, OCTEOAPTPHT, pabrommoma*s, xocTuu TPHE3IMH*
MYCKY.THO- apTpanrua¥, MNOTPSTIBAHAA HA | YBPEKAAHHA
CKeJIETHATS MMAITHA MYCKyIHTe,
CHCTEMA H MYCKYJIHH
CheAHHHTEAHATA KpaMmoH*,
TLKaH MYCKYIIHA
cnabocrs
Hapynrenss na OONMAKHYPHA, 3aTPYAHCHO YPHHHpaRe*,
6u0penute ¥ MHKLHOHHH OJIMTYDHA
NHKOTHHATE HAPYIICHHA,
OLTHINA peTeHIMA Ha
ypHHA,
HHKOHTHHEHIHA
HA ypHHA¥*,
NOMHYpPHA,
HHUETYPHA
Hapywenns ua HEAOCTATEYHE HEpEIOBHA CeKCyanHa ranaxkropes®, arpodmacH IOCACPOAORO
PCNPOAYKTHBHATA | SaKyNauuaTa MEHCTpyanus*, Iaucdymaras, BY/NBOBATHHHT, CCKDETH OT | KPBBOTCYEHHE*
CHCTEMA H IbpAATA EPEKTAIHA MEHOpAaras, BIATA/HINETO,
muchyaxuus BATHHANHO $anasonpocTHT, *§,
KbPBEHE, THHEKOMACTHA™,
CeKCyanHa npAannIeM*
AUCyHKIHS IPH
WEHMTE
O6mu Hapymenns | ymopa* obmo nepHepen XepHHS, HAMAIICHA
H eexTH Ha HEPA3NQJIOMEHHe | OTOK®, BTpHCAHE, | MOHOCHMOCT KBM
MRCTOTO Ha * 6onxa B HapyIIcHA JICKAPCTROTO
NPUAGHKEHAE TEpaMTe®, TOXOAKA™, HKAKIA
acTeHHR*,
THpeKCHI*
Hacnenpanns YEETHYCHO OBHINEHA OOBHHICH XONSCTEPON B
TETHO* anannn KpBETa *, OTKIOHEHAA B
aMuBOTpancde- KNHHHYHETE 1abopaTopHi
pasa *, mopHINeHa | pesymrary, abHOpMHA
acnaprar cnepma, MpOMEHEHa
aMMHOTpanCHe- TpomboLmrHa byRKIHA *
pala *, HaMaeHo
Terno *
Hapaunseauus, HApaHABAHHA ‘g‘
OTPABRHMA H I
YCI0KHeHAS, ,S
BLIHHKHATH B <
pe3yaTaT Ha é
HRETEPREHLUHH )
k7
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IMPYPIrEYecKH H NPOoLEIyPH 33
MeTHOHHCKH BA3OHNATALAN
HHTEpBEHIHH

* HIIP, yctanoBeKd npes NOCTMAPKCTHHIOBHS TIEPHON

§ Yecrorara va HJIP ¢ npexcTaBena npy w3vKceHa ropHa rpaHaua Ha 95% N0BEPHTENCH HHTEPBAN, KATO ¢ H3NION3BAHC
CTATHCTHIECKOTO TPOHHO NMpaBRo.

*Toba crfTHE € ChoOMABAHO 3a Knaca nckapersa SSRI/SNRI (Bx. Touxu 4.4 1 4.6).

CHMITTOMH Ha OTHEMaHE, HabmozaBauy IPH CMpane Ha ASYSHHETO CIC CePpTPaNH
Crmipanero Ha ceprpandH (0cobeHO KOraTo € BHe3anHo) 00HKHOBEHO BOAHM O CHMITTOMH Ha

OTHEMaHe. 3aMadHOCT, CETHBHH HapylIeHHA (BKTIOYHTETHO MAPECTE3H), HapyIIeHHS Ha ChHA
(BKAIOMHTENHO GR3CHHIE H HHTCHIUBHY CHHMINA), BH20Y/a WK TPEBOKHOCT, rafieHe W/HIH
TIOBpPBINGHE, TPEMOp M raBoGonge ca Haitl-decto chobumasany, [lo npuHiMn, Te3n CLOATHA ca NeKH
A0 CPEAHO TEKKH M €a CaMOOTPaHH4aBALH C&; IIPH HAKOM MRUHEHTH, o6ade, Morar fa HbaaT TexKH
H/HIH OpOXBIKHTEITHH. CReJOBaTEITHO, KOTATO JICYEHHETO ChC CEPTPAIHH BeUe HE € HATOKHTENHO, Ce
NPenophL4ea CIMPaHeTo My Aa CTABA TUIABHO, UPE3 NIOCTENEHHO HamMaNaBaHe Ha jo3aTa (Bx.

Touxu 4.2 H 4.4).

[TalHeHTH B cTapiecka Ph3pacT
SSRI unn SNRI, BKTOYATENHO cepTpaliH, ¢4 aCOLMHPAHH ChC CTydaH Ha KITMHHYHO 3HaUnMa

XMOIOHATPHEMHA ITPH NAUMEHTH B CTAPYSCKA BH3PACT, KOWTO € BE3IMOXKHO Nja ca H3JIOXKEHH Ha No-
BHCOK PHCK OT TOBa HeKelTaHO cuOnTHe (BXK. Touka 4.4).

[leauaTpyuyHa IOy IAHA

Tpu nopede ot 600 NeaHATPHYHM NALMEHTH, JIEKYBAHM CHC CEPTPAIHH, OOMHUAT NpoduI Ha
HEXCJIAHH PeaKlMH KaTo UANO € nofofeH ua HaGMOKABaHUS B APOYUBAHNATA NPH BL3PACTHH.
CrreHHTE HEXETAHN PEAKLMH Ca ChOOMEHH OT KOHTPOAHPAHH NpoydBanud (n = 281 naumeHTy,
JISKYBaHM CBC CEPTPATHR):

Mhuozo yecmu (2 1/10): IT'nasoGonue (22 %), 6eacwuue (21 %), xnapud (11 %) 1 raaene (15 %).
Yecmu (= 1/100 0o < 1/10): T'ppana 6onKa, MAHHA, OBHIIEHA TEMIEpaTypa, HOBPBIANE, AHOPEKCHS,
ateKTHBHa 1aOHITHOCT, arpecus, Bb30y/a, HEPBHOCT, HAPYLIEHO BHUMAHWE, 38MafAHOCT,
XHIIEPKHHE3HS, MHTPEHA, CHHIHBOCT, TPEMOP, 3PHTENHO HApYLICHHE, CYXO0Ta B YCTATa, JHCIICTICHA,
HOIHY KOWIMapH, yMOpa, He3aApEkKKa Ha YPHHATA, OOpHB, aKHe, CIIMCTaKCHE, QnaTyneHIHs.
Heyecmu (= 1/1 000 do < 1/100) (Bx. Touxu 4.4, 4.5 n 5.1): Y aemxed QT-urrepsan Ha EKI', onut 3a
CaMOyYDHHCTBO, KOHBYJICHH, ¢KCTPAITHPAMHJIHO HAPYIIEHHE, IAPECTE3HA, ACTIPECHS, XaMIOLIHHALHA,
Iyprypa, XHRCPBCHTHIALWA, aHEMHA, HapymeHa YepHoapoOHa QyHKIMA, YBeIHUEHA anaHuH
aMHHOTpaHchepasa, LHHCTHT, Xepriec CHMILIEKC, BB3NATEHHE Ha BBHINHOTO YX0, GoNKa B yXoTo, H0ka
B OYMTE, MHAPHA3A, HEPANONCKEHNE, XeMATYPHs, THOeH oOpuB, PHHNAT, HapaHABaHE, HAMAIABAHE HA
TEAECHOTO TEr/IO, MYCKYJ/IHO MOTpenBane, aCHOPMHH CHHHLIA, aNaTHs, al0yYMUHYPHA, MONAKHY DU,
nonwypHs, TpbaHa Oonka, MEHCTPYATHO HapyIUEHHE, ATOTeH A, AEPMATHT, KOXKHO HapyuIcHHe,
abHOPMHA MHPH3Ma HA KOXKaTa, yPTHKApHA, GpyKCH3BM, 3a4EpBARAHE.

C neuzsecmua vecmoma: eHypesa.

Edexrn, xapakrepn 3a liaca

EnuzieMHonoriusuTe NpoydBaHAs, NPOBEKIaHH TTTABHO PH MALMEHTH Ha Bb3pacT 50 ¥ noseve
FOMMHH, NTOKA3BAT [IOBHUICH PHCK OT KOCTHH (QPAKTypH NPH NaLHeHTHTe, NPHeMallH MHXHOHTOpH Ha
obpaTHOTO 3axBalaHe Ha cepoToHHHA (SSRIS) H TPHIMKTHYHY aHTHACNIPECAHTH. MeXaHH3IMBT,
BOZeIll A0 TO3H PHCK HE & H3BECTEH.

Crofmasane Ha NOROIUPAHY HEKENANN PEAKITH
Crofmasanero Ha NONO3HPaHH HEXEIZHH PCAKLMH CJIE] paspeluaBaHe 3a ynorpe(a Ha JeKapCTBeHHA
NPOJYKT & BaxkHO. TOBa MO3BOJIABA 12 NNPOIB/DKH HaGMIOACHHETO HA CHOTHOMEHHETO ITON3a/PHCK 32
NeKapCTBEHHA NPoayKT. OT MEOHIMHCKATE CIICIHATHCTH CE¢ H3HCKBA 4 ¢hOOIABAT BCAKA
NIOJO3HpaHA HeXKeNlaHa peakuus upe3 H3IrbnHHTeNHA areHIHA 110 1eKapcTBaTa, Yl ,, [
Ne 8, 1303 Codus, Ten.: 02 8903417, yebeaitr: www.bda.bg.
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4.9 Tipenosmpane

Toxcwanocr

CepTpanH HMa TepaneBTHHa rpaHALa Ha Ge30MacHOCT, KOATO 3ABHCH OT NOMYJIRUHMATA NAaUHEHTH
H/IAIH OT CHNBICTBAOTO evucHre. ChoGlaBaHy ca CMBPTHH CIIyMaH HA TIPEAOIHPaNeE CbC CEPTPATHH
Clle/l CRMOCTOATENHO NPHIIOKEHHEe HITH IPH KOMOHHAIMATA MY C APYTH JIEKAPCTBCHH MPOAYKTH H/HITH
ankoxoit. CrenosaTenno BOEKH ciy4aii Ha npeaoznpase Tpsbea Aa Gbae JickypaH arpecHBHO,

CaMomoMu

CUMITTOMHTE Ha Ipefi03HpaHe BKIKYBAT CEPOTOHHH-MEAHHPAaHT HEXEIIAHH JICKAPCTBEHH PSaKIHMH
KaTO CBHIIHBOCT, FACTPOHHTECTHHAIHK HAPYLICHHS (HAIIP. rajleHe H NOBPHINAHE), TAXHKAPIAMS,
TpeMOop, Bb30yna U BHeHe Ha cBAT. CHoOIIaBa ce 3a KoMa, BBIIPEKH qe CITy4aHTe ca MNo-peKH.

Cnen npenosupane Ha cepTpaliuH e chobillaBano 3a yAbmDkasaHe Ha QTc unTepBana/forsade de
pointes, 3aT0Ba ¢¢ penoprYsa mpocneaspane Ha EKD B cimyyaii Ha normsinane Ha CBPBXA03H
ceprpanuH (BX. Touku 4.4, 4.5 1 5.1).

Jleuenne

JIuncear crieuHHIHH aHTHAOTH Ha ceprpanud, [IpenopsuBa ce Aa ce OCHIYPH H NOAALp:XKa
NMPOXCAMMOCT HA JHXATEAHUTE ITFTHINA H ITPH HEOOXOAUMOCT Ja C€ OCHIYPAT aAlCKBATHA BEHTHIALHA
H OKCHTCHAIHg. AKTHBHMAT BLITIEH, KOHTO MOXKe Ja ce KOMOHHHNpa ¢ OYMCTHICIHO, MOXKeE Ja €
SOHAKBO eeKTHBEH Wi No-¢EeKTHBEH OT CTOMAIIIHATa IIPOMHEKA H TPAOBa Aa ce MMa NpeaByA TPH
neveHMe Ha npenosHpanero. He ce npernopbuea npeu3BuKBaHe Ha NoBpbinane. 3aeaHo ¢ obmara
CHMNTOMATHYHA ¥ NOANLPAKAILA TEPATIMA CE NPENOPHYEA CHIIO NPOCICIARAHE HA CHPACUHHTE (HAIIp.
EKT') 1 Ha sHTanmsuTe nokaszareni. [lopagu ronemus obeM Ha pasnpenesieHHe Ha CEpTPANHH € MAJIKO

BEPOSTHO NPHACKEHAETO Ha dopcupana Auypesa, AMaNi3a, Xemonepdysns nin oomenna Tpanchysna
Ja uMar GnaronpusTeH egekr.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 ®apmaxkoIHHAMHIHH CBOHCTBa

dapMakoTepaneBTHYIHA IPyTa; CeAeKTHBHH MHXHOHATOPH Ha o0parHua 3axBat Ha cepoToHuHa (SSRI),
ATC xoa: N06 ABOS.

MexaHu3bM Ha JeiicTBie
CepTpalHH € MOIIEH H CEEKTHBEH MHXHOMTOp Ha 00paTHH 3axBaT Ha ceporoHnHa (5-HT) s

HEBPOHHTE in Vitro, B pe3yJITAT Ha KOETO ce noTeHuupar edekrire Ha 5-HT npu xusothu. Toii uma
He3HauuTeNeH edekt BBpXy o0paTHHa 3aXBaT Ha HOpaAPEHAINH M TONaMHH B HEBpoHHTE. B
KIMHHYHE JI030 cepTpanin GnokHpa o0paTHHA 3aXBAT Ha CEPOTOHMH B YoBewIKH TpoMBounTu. Toit He
NpoABABA CTUMYNIMpaIla, CeJATHBHA HIH aHTHXOMHHEPTHYHA aKTHBHOCT HIH KAPIHOTOKCHYHOCT NPH
KABOTHH, B KOHTPO/MpPAHHA NPOYIRAHNA TIPH 32PaBH A0OPOBOIIM CEPTPATHH HE NPUYHHABA CEAALMA
H He TIPENH3BHKEA IIPOMEHH B ICHXOMOTOPHHATE GYHKUHH. B CHOTBETCTBHE CBC CEICKTHBHOTO
HHxHOHpaKe Ha o0paraus 3axeat ua S-HT ceprpasien He MOBHIIABE KATEXONAMHESPIrHYHATA
akTHBHOCT. CepTpanyH He NpHTexasa apHHHTET KbM MYCKapHHOBHTE (XONHHEPTHIHH),
CCPOTOHHHEPrHYHUTE, AONAMHHEPTHUHMTE, afpeHepTUHHUITE, XucTaMuHepriannTe, GABA nnn
GeH30/IHa3EIHHOBHTE pelenTOpH. IIpOARDKHTEIHOTO NPHIMKEHHE HA CEPTPANHH NPH XKHUBOTHH €
CBBP3aHO ¢ HAMAMABAHE Ha 6pos Ha MO3BLYHHTE HOPAPSHANTHHOBK PELICITTOPH, KAKTO € HabIoaaBaHo
H NI APYTH KITHHHYHO e(peKTHEHH AHTHAELIPECAHTH H AHTHODCECHBHH IeKapCTBa.

He e neMoHcTpHpaH noTeHiman 3a anoynotpeba cbe ceprpanun. B aBoiiHo-cisino, paHIoMH3HPRRC
auebo KOHTPOTHpaHo NpOydBaHe, CPABHABALLO MOTCHIHANA 33 370yNoTpe6a Che cepTpas
anmpaszonaM H d-aMderaMHH NpH X0pa, CePTPAIHH He NPEIH3BHKBA O3HTHBHH Cy0e
TIOKA3ATE/IHH 38 MOTEHHAaN 3a WoynoTpeda. 3a pa3auka oT TOBa MALIHEHTHTE Ca OLle
TI0-BHCOKO H A/lNpasonaM, i d-aMderamun B cpaBHenne ¢ mnauebo Mo noKasareI Ka
JIEKAPCTBOTO, €yhOpHA H NoTeHIHak 3a 3noynorpeba. CeprpalHH He NPEAU3BHKBA
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H TPEBOXKHOCT, CBBP3aHH ¢ NPWICKEeHNETO Ha d-amdeTaMHH, HHTO cefalius H ICHXOMOTOPHO
HapYIICHHE, CBBP3aHH C NPHICKEHHETO Ha annpasonaM. IIpuioxken npH pesyc-MaiiMyHH, o6yJenH na
TIPHEMAT CAMH KOKaHH, CEPTPajiH He CTHMY/IHpPA IPHEMAHETO Ha ONHATA, HHTO ITHK € MOI'ba JIa
3aMECTH KaTo IMCKPHMHHATHBEH cTUMYII d-aMderaMuH WiH ¢eHobapOHTaN.

Knunyuna epukacHocT M GesonacHocT

Tonamo Oenpecusrno pascmpoiicmso

ITpoBesicHO e KTHHMYHO NPOYIBAHE NPH AEPECHBHH aMOYAaTOPHH NAIMEHTH, MPH KOMTO € HACTBHITMI
~ etheKT 10 Kpax Ha HavalHaTa 8-ceaAMUYHA OTKPHTA (a3a Ha JiedeHne cie ceprpamiH 50 - 200 mg/nen.
Tean naupenTy (n = 295) ca 6HUMH paHIOMHIHPAHM Ia TPOALDKAT B AROHHO-CAANO NPOYUBAHE CHe
ceprpanut 50 — 200 mg/nen wnu maueto 3a 44 ceqmuun. HabmopapaHa e cTRTHCTHISCKH 3HATHMO
NO-HHUCKA YECTOTA Ha PELIMAHEHTE 1Py NTALIMEHTHTE, IPHEMALIH CEPTPAITHH, B CPABHCHHE C
npuemainyTe nianeGo. Cpeanara qo3a 3a AIMEHTHTE, 3aRLPLUIMIH Npoy4BaHeTo, € Grna 70 mg/aen.
[MpoLeHTHT NaLMEHTH, NOBIHAIH Ce OT JieueHHeTo (AeHHMpatH KAaToO Te3H NALIHEHTH, TIPH KOHTO He
€ HACTBIIHJI PeLH/IHB), 32 CepTpaiiH u Iiaue6o e 6un choteerHo 83,4 % 1 60,8 %.

Hocmmpasmamuuno cmpecoso pazcmpoticmso (IITCP)

KomOunHpany aasuu ot Tpute ipoyusanus 3a [ITCP cpea o61moTo HacelleHHe YCTAHOBABAT N0-
HHCKa 9€CTOTa Ha OTTOBOP IPH MBXKETE CIIPAMO JKeHHTE, B IBETE MO3HTHBHH NMPOYYBaHHA Cpell
ofmara nomynaims Ha CEPTPATIHH cnpAMO Iuiale6o, 4eCToTaTa Ha NOBAMABAHE IIPH MBIKETE H HCHHTE
¢ 6mna cxoxHa (xenn: 57,2 % copamo 34,5 %; mexe: 53,9 % copamo 38,2 %). Bposat Ha MuxeTe KU
JKEHHTE B 00eAHHEHHTE IPOYYBAHHSA cpeA obLaTa nomynauua € 184 w croreetHo 430, 1
CIICAOBATEIHO Pe3yNITaTHTe NPH JKEHHTE €A C O-TOMAMA TEXECT, 4 MPH MBIKETE Ce CBBP3BAT C APYTH
H3XOAHK XAPAKTEPHCTHKHY (NIO-ToJiiMa 3710ynorpeda ¢ BEMECTBOTO, NO-TOJIAMA NPOABIDKHTENIHOCT,
H3TOYHHMK Ha TPABMA H T.H.), KOHTO KOpEJTHpAaT ¢ HAMAICHHS eeKT.

Cupoeuna exexmpogusuonozus

B cnermanusupato nanocTHO npoyusaHe 3a QTc HHTepBana, IPOBEAEHO MPH CTALHOHAPHO
CBCTOAHME CIefl IPHIIATaHe Ha NI0-BHCOKY TEPAEBTHYHH eKCIIO3HIME TIPH 34paBH J00poBOIIH
(nexypanu ¢ 400 mg/neH - ABa MHTH MAKCHMaTHATA NPENOPLYHTENIHA AHEBHA /1034), TOPHATA TPAaHKLA
Ha apycrpanHus 90% Cl 3a Bpeme, orroBapamo Ha cpenHara pazmaka Ha QTcF, mumciieHa no MeTona
Ha Hafi-MaJIKMTE KBaJIpaTH, MeKAY ceprpanuH i mauedo (11,666 msec) € no-rojsaMa o
nipeNiBapHTENHO onpeaeneHus mpar ot 10 msec 4 yaca ciep npruiarade Ha N03aTa. AHANH3ET Ha
€KCTO3HLMA-OTIOBOP NOoKa3ea cnalo NON0KHTETHA B3aMMOBpPB3Ka Mexay QTcF u nnasMeHuTe
KOHUeHTpauuK Ha ceprpamud [0,036 msec/(ng/ml); p <0,0001]. Bu3 ocHoBa Ha MOAeNa Ha peakiuus Ha
€KCIIO3HIMHS NParsT 38 KIHHHYHO 3HaYHMMo yawikasane Ha QTcF (7.e. 3a nporHosupasua 90% CI aa
npesnasa 10 msec) ¢ Haif-Manko 2,6 IMBTH FO-TOJMAM OT cpeaHaTa Cmax (86 ng/ml) cnen Haii-
BHCOKATA NpenophYuTeNHa 1034 Ha ceprpanuH (200 mg/axerno) (k. Touku 4.4, 4.5, 4.8 1 4.9).

Heouampuunu nayuenmu ¢ OKP
BesonacHocTTa H epHKacHOCTTR Ha cepTpanus (50 - 200 mg/neH) ca H3CNENBAHH NIPH JIEYEHHe Ha
ambynaropro GonHn aena (6 - 12-rogumnn) ¥ roHow (13 - 17-romunnm) He3 nempecu, ¢
obcecuBHO-KOMITyIcHBHO pascrpoiicTeo (OKP). Cnea eAHOCEAMMMHO €HOCTPAHHO 3aCTICTICHO
nnaneGo BEBeICHHE, MALMEHTHTE Ca PaHAOMMIMPAHH Ha JBaHalCEeTCEAMHYHO JICUCHHE C IbBKAB
JI030B PEXKHM CBC CepTpPaIHH WiH mnanebo. Meuarta (6 - 12-rogHunHn) ¢a 3anovHATH ¢ MBPBOHAYATHA
no3a ot 25 mg. IamyeHTHTe, paHAOMKIHPAHK HA CEPTPAITHH, A NOKA3A/IH 3HAYHMO T0-TONAMO
noaobpenue o1 panaoMH3HpaHKTe Ha mwiane6o no Children’s Yale-Brown Obsessive Compulsive
Scale CY-BOCS (p = 0,005), NIMH Global Obsessive Compulsive Scale (p = 0,019) u CGI (Clinical
Global Impressions) Improvement scales (p = 0,002). OcBeH TOBa TEHASHLIMA KbM TIO-TONAMO
nonofpaBaHe B IPynaTa Ha CEpTPAIIHH CIIPAMO Ipynara Ha rrauebo e HabmogaBaHa CHLUO H N0

TIPOMAHATA CIIPAMO M3XOAHHTE CTOAHOCTH 3a rpynarta ¢ mwianebo ca choTBETHO 22,25
0,82, nokaro 1mpH rpynaTa chc CEPTPAINH CPEJHHTE CTOHHOCTH Ha H3XOIHO HMBO H II
CIIpAMO H3XOJHHTE CTOHHOCTH ca ChOTBETHO 23,36 + 4,56 1 -6,8 + 0,87. I1pn post-h:
MIOBITHANHTE <€ OT JICYEHHETO NALHEHTH, OTIpeAelIeHH KaTo NAHeHTH ¢ 25% WA mo-
uamaneHue no CY-BOC (0CHOBHMAT KPHTEPHIA 32 €PHKACHOCT) CIPAMO H3XOAHOTO
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KpafiHaTa Touka ca Ounn 53% npw JleKyBaHHTE CHC CEpTpanuH NALUWEHTH, B cpaBHeHne ¢ 37%
(p = 0,03) npu manuMeHTHTe, IEKYBaHH ¢ TWIALE60.

Hama nasnu 3a Aparocpoyna 6e30nacHOCT H e(hHKACHOCT NPH Ta3H NEAHATPHIHATA NOMYIaLpA.

Ileauarpuyya nonynagus
Hama nannd 3a ynorpeba npH aella nox 6-roauiiiHa Bb3pacT.

52 @apMaKOKHHETHIHHM CBOHCTBA

Abco

IIpu xopa ciieR NepopaHO eOHOKPATHO AHEBHO NpuiokeHHe Ha 50 — 200 mg B MpoAB/ILKEHHE HA
14 nyn, MaKCHMATHM M1a3MEHH KOHUEHTPALIHH C€ JOCTHTaT Mexay 4,5 - 8,4 yaca clefl eXKe{HEBHO
MpHAaraHe Ha JIEKapCTBEHOTO BEILECTBO.

XpaHara He IPOMEHs 3HAYUMO OHOHATHYHOCTTA Ha TableTKHTE CepTpaNHH.

Paznipenenenue
Mpubarzprenso 98% oOT LMPKYIMPAmMOTO B CHCTEMHOTO KPHBOOOPAIIEHHE IEKAPCTBEHO BELIECTBO €

CBBP3aHO C IU1a3MEHHTE MPOTEHHH.

Bu cdhopM
CepTpasH NpeThpIiBa 3HAYMTENIEH METaGONH3BM TIPH TEPBOTO CH NPEMHHAaBaHe Mpes YEpHHA 1pob.

B13 0CHOBA Ha KTHHHYHHTE H in vifro AAHHATE MOXe 1A ¢€ 3aKTIOYH, 4e CePTPaniH ce MeTabomsupa
110 MHOXeCTBO IrThIa, BKkmousatid CYP3A4, CYP2C19 (k. Touka 4.5) u CYP2B6. Ceprpanus n
HETOBHAT I'iaBeH MeTab0MHT Ae3METHIICEPTPAIHH ca CBINO H cybcTpaTh Ha P-TIHKOnpoTenHa in vitro.

EmuvuHupane

CpeasusaT NOxy>KHBOT HAa CEPTPATHH ¢ NprOIU3HTeHe 26 Yaca (B AHana3oHa 22 - 36 1aca). B
CHOTBETCTBHE ¢ TEPMHHAJIHAA ETMMHHALMOHEH TIOIY/KHBOT, 32 J]a C€ JOCTHTHAT PABHOBECHH
KOHLEHTpaIMH, € HeO6XOAHMO NPHOTHIKTEIHO JBYKPATHO KYMYJTHPAHeE, KOSTO € HA/IHIIE

€IHa CeIMHIIa CJIel HAUanoTo NpH eQHOKPaTHO JHEBHO NPHROXKEHHE Ha 1eKapcTBOTO. IlnasMeHuaT
NIOMY>KHBOT Ha N-ge3MeTuncepTpanys e Mexay 62 1 104 uaca. Ceprpanus ¥ N-Ae3MeTAICepTpannt
¢e MeTabONH3MPAT BBB BHCOKA CTENICH IPH XOpa, KATO NOMYYSHHTe MeTabOJIMTH Ce EKCKPETHpAT B
€IHaKBH KOJIHYECTBA B ypHHATa H (eneca. Camo Manko konmmuectso (< 0,2 %) HenpomeHeH
CEPTPAIIHH Ce EKCKPETHpa B yPHHATA.

JluneliHOCT/HeTHHEHHOCT
CeprpaniH noka3sa n0303aBHCHMA (hapMAKOKHHETHKA B JO30BHA qHana3oH ot 50 go 200 mg,

(Dagmammemxa npn cneggﬂmq}m IPpyIy NanHeHTH

Heouampuuna nonyrayus c OKP

DapMakoKHHeTHKAaTa Ha CepTPaIHH € NpoyueHa NpH 29 ne/inaTpH4HH NALHEeHTH HA Bh3pacT

6 - 12 roguHum ¢ 32 nanyeHTH 10HOMY Ha BE3pacT 13 - 17 roausm. TlaipienTiTe ca OHIH THTPHpPaHH
MOCTENEeHHO JO AHEBHa A03a OT 200 mg B paMkuTe Ha 32 AHH WIH ¢ 25 mg HaYajIHA 034 H CTHIKH Ha
yBenndeHue, Wik ¢ 50 mg HavanHa n03a WA yBelHueHHA. Pexxumure ot 25 mg i 50 mg ca ¢ exHakpa
AOHOCHMOCT. B cTaumoHapHO cheTosHHE 3a A03aTta o1 200 mg ruasMeHHTe KOHIICHTPAlHH Ha
CEpTPAIHH NPH rpynara Ha 6 — 12-ropuiunnTte ca nprOMMsATEHO ¢ 35% NO-BHCOKH B CPABHEHHE C
rpynara Ha 13 — 17-ropminumre u ¢ 21 % no-BucOky B cpasnenue ¢ pedepenTiaTa rpyna Bb3pacTHM.
Hsma 3Ha'THMH pa3NHKH Mex Iy MOMYeTa M MOMHYETa NO OTHOIIeHue Ha KIHpBHca. ClieoBaTeHO

IOnowu u cmapuecka evapacm
QapMaKOKHHETHYHHAT NPOhIUI NIPH FOHOUIH WITH NAIHEHTH B CTapyuecKa BB3pact |
3HAYMMO OT TO3HM NPH BH3pacTHH MeKAY 18 1 65 rogunu,
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Yeproopobno yepescoare
Tpu naumeHTH ¢ 4epHOAPOOHO YBpekKAaHe MOMYKUBOTHT Ha CEPTPANIHH e YARDkeH B AUC e
yBenH4eHa TPH ITbTH (BK. TouKkH 4.2 H 4.4).

brvbpevno yepexcoane
Hsma 3Ha4MMO KyMy/IHpaHe Ha CEpPTPAIHH NPH NALHEHTH C YMEPEHO A0 Texko O6pedno yBpexaane.

dapmakoreHoMuKka
TInasMeHHTE KOHLEHTPALHH Ha CEPTPan#H ca ¢ okoao 50% no-BucokH npH cnabl MeTabonH3aTOpH Ha

CYP2C19 ciipsiMo excrensuBHH MeTabonusaTop. KIHHHMHOTO 3Ha4eHHe € HeACHO H MAllHEHTHTE
TpabEa Ja ce THTPHPAT Bb3 OCHOBA Ha KIMHHYHHA OTTOBOP.

5.3 IlpeAxJHHRYHH JaHBAH 33 6e30HaCHOCT

IpeaxnuHUYHKHTE AAHHH HE TIOKA3BaT OCOOEH PHUCK 32 X0opaTa Ha 0a3a Ha KOHBEHLMOHATHHTE
dapMaKonoTHyHK npoyuBakus 3a 6e30NACHOCT, TOKCHYMHOCT PY MHOTOKPATHO TIpHIIaTaHe,
T€HOTOKCHYHOCT H KAPUMHOTEHEH NoTeHupan. [IpoyuBanui BrpXY peNPoOAyKTHBHATA TOKCHYHOCT MpPH
JKMBOTHHM HE TIOKA3BAT TEPATOTCHHOCT WIIH HEKENAHH eEKTH BEPXY MBXKKHA (PEPTHITHTET.
HabmonaeaHata (heToTOKCHYHOCT € BEPOSTHO CBBP3aHa C MaifulHa ToKcHIHOCT. HeoHaTanHara
MPCKHBAECMOCT H TEICCHOTO TETJIO IpH Ky4C€HUA Ca HAMaJICHH caMoO npe3 MepBHATE AHH CNICH
paxnanero. He ¢ HaMepeHO AOKA3ATENICTBO, Y€ PAHHATA HOCTHATATHA CMhPTHOCT C€ IBJDKH Ha
eKCIIO3HIIHA 10 BpeMe Ha 6pemeHHocT cnep 15-4 aen ot 6pemeHHocTTa. 3a0aBAHETO B MOCTHATATIHOTO
pa3BHTHE NIPH Ky9eHLATA HA NEKYBaHN Maiki BEPOATHO Ce IB/DKH Ha edeKTH BPXY MalkuTe U
CNIeNOBATENHO HE CE OTHACA 33 PUCKA MPH XOpa.

JlaHHH DIpH 3KHBOTHH OT TPW3aUM H HErPU3auH He TIOKa3BaT edeKTH BBpXY depTHANTETA.

IIpoyyBaHuA BBPXY MIANH KHBQTHH

TpoBeneHo € TOKCHKOIOTHHMHO NPOYYBaHe BHPXY MAAIH IUTHXORE, [IPH KOETO CEPTPANIHH € Nphiarad
MEPOPATIHO Ha NITXOBE OT MBKKH H JKEHCKH IIOJ TIpe3 NOCTHATANHHA NiepHo B AuHTe oT 21 10 56
(nipH nozu or 10, 40 win 80 mg/kg/nueBHo) npes dazaTa Ha BR3CTAHOBABaHE Ge3 TeueHue 10 AeH 196
OT NOCTHATAIHMSA NEepHOZ. 3abaBAHE HA MOJIOBOTO CHIPABAHE C¢ HaOMOJaBa NpH XKHUBOTHHTE OT
MBXKH H KEHCKH I10JI TIPH Pa3inHYHH 4034 (Mbkky non npd 80 mg/kg M sxeHCKH oI IpH

>10 mg/kg), Ho BBEOPEKM TA3H KOHCTATAUMA HE CE HAOMOMABAT CRLP3AHM CBC CepTpatuH edekrn
BBPXY HHKOA OT PENpOAYKTMBHHTE KpaiHH TOUKH NPH JKHBOTHHTE OT MBXKKH H JKEHCKM IT0JI, KOHTO Ca
olicHeHH. OCBEH TOBa, Npes nocTHaTanny xuM 21 xo 56, ca Habmonasanu CHIC ASXHApaTall|s,
XPOMOPHHOPEA H HAMAJICHO CPEIHO TENSCHO TEr0, BCHYKH ropecnomMeHaTH epeKTH, KOHTO e
ALDKAT HA IPHAOKCHHETO Ha CEpTpasiiH, ¢a 00paTHMH B HAKAKBE MOMEHT Mipe3 NepHo/a Ha
BB3CTaHOBABaHe Ge3 ieueHue oT Npoy4eaneTo, KIHHHYHOTO 3HaYeHHE Ha Te3n edexTH, HabmoaasaHH
TIPH IUTBXOBE, Ha KOHTO € MPMIIATAH CEPTPAJIHH HE € YCTaHOBEHO.

6. PAPMAITEBTHAYHHA JAHHHA
6.1 Cnouckk g2 IOMOIEATE BeMECTBA

Anpo ua Taberkara

JlakTo3a MoHOXHApAT
MukpokpucTanng nemynosa
IMoenaon K30
Kpockapmenosa Harpwii
MarHesHeB cTeapar

OraMoro nokpudTHe (Onanpaii 6an 03H28403):
Xumpomenosa 6
Tank
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IIponmneRrnakon
Turanor grokeua (E171)

6.2 HechbBMECTHMOCTH

Henpunoxumo

6.3 Cpox aa rogaocT

4 ronMHH

6.4 Coenua/jHE YCJIOBHA Ha ChbXpaHeHHE

To3n rekapeTBEH NPOOYKT HE HBHCKBA CTIELUANIHH YCAOBHA HA ChXPAaHEHHE.

6.5 BaaHcHILPXAHHEE HA ONAKOBKATA

Bincrep or PVC/PVDC/amymunuii B kapToHeHa onakoBka: 7, 10, 14, 15, 20, 28, 30, 50, 60, 98 u
100 ummupany TabneTkH.

BrircTep ¢ emariann no3u ot PVC/PVDC/anymMuunii B xaprosena onakopka: 28x1, 30x1, 50x1, 98x1
H 100x1 ¢unmupanu Tabnerk.

Kperan HDPE 6yranxu ¢ LDPE-kanauka ¢ mpaksase, C PhCTEH NPOTHE NPeIHaAMEPEHO OTBapaHe:
100, 250 u 500 dunmupany Tabnerku.

He BcHuky ODakoBKH MOTaT Ja GBbAAT MyCHATH Ha ma3apa.

6.6 CpoennajnEnm npeANa3EE MEPKH NPH HIXBLPAANE B paloTa

Hama crienqaTHH H3HCKBAHNA.

7. NIPHTEXKATEJ HA PASPEINIEHHETO 3A YIIOTPEBA
TevaB.V.

Swensweg 5

2031 GA Haarlem

Hupepnanmus

8. HOMEP(A) HA PASPENIEHHETO 3A YIIOTPEBA

Per. Ne 20080020

9. JATA HA ITbPBO PAZPEMIABAHE/TTOTHOBSIBAHE HA PASPELNIEHUETO 3A
YHOTPEBA

Jara Ha nepBO paspemagane: 08.02.2008 r.
Hata Ha nocneaHo nmoauoeArane: 31.07.2013 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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