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1.  HME HA JEKAPCTBEHHS IPOXYKT | 05 ﬂ& 2021r
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Cramyaoron 50 mg dramapann TabneTkn
Cramyaoron 100 mg dunmupans Tabnerxe
CeprpanuH

Stimuloton 50 mg film-coated tablets
Stimuloton 100 mg film-coated tablets
Sertraline

2. KAYECTBEH H KOJTHYECTBEH ChCTAB

AKTHBHO BEIIECTBO:

50 mg ceprpanun (sertraline) (nox popmara Ka 55,95 mg ceprpaliMHOB XHIpPOXIopHA (as sertraline
hydrochloride)) ce chabpxa BB Beska dunmupana Tabnerka CtuMyaoron 50 mg.

100 mg ceprpamuH (sertraline) (non dopmara na 111,90 mg cepTpanuHoB XMAPOXNOPHA (as sertraline
hydrochloride)) ce cabpka BBE Beska unmMupana Tabnerka CtuMynoroH 100 mg.

3a ITH/THHA CIIMCHK Ha NOMOIIHHMTE BEIECTBA, BIKTe T. 6.1.

3. JIEKAPCTBEHA ®OPMA
OwiMHpana TabneTKa,

Ormmcanne: Benw win nowrn G6enu, Ge3 MUpHIMa, JBOHHO-U3TEKHANH, IPONBITOBATH, HHIMHEPAHH
Tabsrerkd ¢ Hagmic “E271” (50 mg) u “E272” (100 mg) phpXy eAHaTa CTpaHA H AC/THTE/THA YEPTa OT

Jpyrara cTpaHa.
Tabnetknte Morar na 6baaT pasnencHH Ha pABHH J03H.

4, KJINHHAYHH JAHHHA
4.1 TepanePTHYUHH NOKAIAHAN

CepTpan ¢ NoKazaH 3a JIEUEeHHE Ha:

. I'onsam menpecupen emason. IpodunaxTika Ha pewdzIME Ha TOJAM NeTIPeCHBEH eIH30A.

. IMauwuecko pascTpoiicTBo che WM Ge3 aropagpobns.

. OBCeCHBHO-KOMITYIICHBHO pascTpoiicTeo (OKP) np# BE3pacTHH M ficlia H IOHOMIH Ha BB3pacT 6-
17 roanan.
CollHaHO TPEBOXKHO PACTPOHCTBO.
IMoctTpaBMaTH4HO cTpecoBo padcrpoiiciso (ITTCP).

4.2 [lo3BpOoBKA H HAYHH HA NPRICKEHHEE
03 BKa&

IT BPEOHARAIRO leydellie

Henpecur u OKP




Ceprpanus TpabBa 1a ce 3amoyea B 103a ot 50 mg AHEBHO.

Hamecko pazcmpoiicmeo, IITCP u coyuanio mpegoscHo pascmpoticmeo

TepanusTa TpaGea Aa 3anoune ¢ 4033 of 25 mg aHepHo. Cnep eana ceaMuLa 03aTa TpabBa fa ce
NoBHIH Ha 50 mg BeaHE:X aneBHo. [IpH Ta3u cxema Ha J03MpaHe € HaOMIOAABAHA MO-HMCKA YeCTOTa
HA XapaKTEPHHTE 34 HAYATHHA ISPHOJ Ha JIcdeHNe HA NAHHYECKO PasCTPOHCTBO HEXKEJIAHH
JIEKapCTBEHH Peakiin.

Tumpupare

Henpecus, OKP, nanuuecko pazcmpoiicmeo, Coyuanio mpesoxcno pascmpoiicmso u IITCP
INawyeHTH, KOHTO HE CE MOBTHABAT OT 038 50 mg AHEBHO, MOTAT Ja ce NIOBJIHAAT OT 10-BHCOKH JO3H.
Ilpomenn B mo3ata TpAGBa fa ce NpaBAT Ha CTHOKH 0T S0 Mg Npe3s HHTePBAH OT NOHE SAHA CEAMHLIR,
KATO MAKCHMANHATA 71034 € 200 mg nHeBHO. IIpoMeHH B 103aTa He TpAGBA [1a ¢ NPABAT MO-Y€CTO OT
BEJIHEXK CEIMHYHO, KATO Ce MMa MPEABHI, 9€ BPEMETO HA NOYEIMMHHHPaHe HA CEPTPATIHH € 24 uaca.
Hagano Ha TepanesTideH eekT Moxe ce HabniofaBa B paMKHTE Ha 7 AHH. 3a OCTHIaHE HA ITBICH
TepanesTHicH eexr 0bave oGHKHOBEHO € BeoGX0AMM MO-AKITLT Nepyof, ocobeno mpu OKP.

Hooowpacawa mepanus

IIpn AEArOCpOTHA OANBKAINA TEPAIHI C¢ MPKIATa MHHAMAJTHATA e(eKTHBHR 032, KATO TA Ce
ajanTHpa choOpasHO TepaneBTHYHHA OTTOROP.

eEnpecun

JBIIrocpoyHa Tepanua Moxe ChIIe Aa 6bae NoAXoAqma 3a NpodHIAKTHKA HA PEIHIHB Ha TOMAM
nenpecuseH enr3zol (I'JE). B noBedero cydaq MpenophyuBAHATA 4034 33 NPO(HIAKTHKA HA PELMAHB
Ha T'oJIAM AETIPECHBEH SIM30/1 € CHINATA KATO M3MON3BAHATA M0 BpeMe Ha TeKyn enk3oi. [laumenTy ¢
nenpecus TpAOBA ia ¢e IEKYRAaT AOCTATHYEH NIEPHOA OT BPEME OT TIOHE 6 Mecena, 3a 1a € CHTYPHO, 4e
CHMITTOMHTE 4 H34C¢3HANH.

Hamwecxo paszcmpoiicmeo u QKP

HenpexkCHAaTOTO ICYCHHE 1pH Nanudecko pasctpoiicteo H OKP Tpabpa Aa ce OLieHABA IEPHOXHIHO,
TBH KaTo NpOQHTAKTAKE Ha PELHAHBHTE He € A0Ka3aHa IIPH TE3H PasCIPOACTBA.

Heouampuuna nonyaayun
Heya u 10nouwu ¢ 06CecUsHO-KOMIYACUBHO PAZCMPOTICIBO

Brapact 13-17 ronssu: mepeoHaqanHo 50 mg BeOHEXK JHEBHO.

Brapact 6-12 ropuHu: meppoHAYANHO 25 mg BeAHBXK JHEBHO, Crejl eAHa CeAMHLIA [O3ATA MOKE [a Ce
noBHIIH A0 50 mg BeOHBK THEBHO.

IMocneapamuTe JO3H MOTAT A4 CE YBEJIMYAT B CITyuai HA HEAOCTATHYHO NOBIHABAHE MIOCTENEHHO C IO
50 mg 3a nepHOJ OT HAKONKO CEAMMLM, aKo ¢ HeobxonuMo. MakcumanHaTa fio3a € 200 mg AHEBHO.
CeleBpeMeHHO TpA6Ba ja ce HMa TEpeABHJ, NO-HHCKOTO TEJICCHO TETJIO MPH ACLIATA B CPABHEHHE C
BL3PACTHHTE FIPH NIOBHIIaBaHe Ha fo3aTa Haj S0 mg. He Tpabea aa ce mpaeaT npoMeHH Ha A03aTa Ha
HHTEpBAJIH, TI0-MAJIKH OT ¢/]HA CEMMIIA.

He e ycTaHoBeHa epHKACHOCTTA NPH FONAMO AEMPECHBHO Pa3CTPOHCTBO B IETC

HsaMa HanW4HH JaHHH 33 [ela Ha BB3pacT MoJ 6 TOMHHH (BK. CHIIO TOMKa

Cmapuecka ev3pacm



Ho3ara Tpabea na 6bae onpeaensHa BHUMATENHO, ThHil KATO JIMIIATA B CTAPYECKA BR3PAcT MOTAT Ja
OBAAT HATOXKEHH HA MO-TOJIAM PHCK OT XHIIOHATpHEMHA (BXK. TouKka 4.4).

Yepnodpobro yepexcoane

Ceprpanus Tpabea fia ce MpHIara HpM NAIMEHTH ¢ uepHOAPo6HO 3abonspane ¢ MOBHINEHO BHUMAHKE.
Hosara Tpabea na € Mo-HHCKa HIH HHTEPBANBT MEXK/AY NPHEMHTE - IIO-TWILT B CITy9ail HA HApYIIeHa
gepHonpobHa QyHkiMa (BxK. TouKa 4.4.). Ceprpammn He Tpa0Ba fa ce HINON3BA B CAYIaH Ha TEKKO
yepHOAPOOHO YBpexJaHe NOpaJy IHIICA KA KITHHWYHH JAHHH (BX. TOUKa 4.4).

Bvopeuno yepexcoane
He e HeoOxoaHMa aganTallus Ha J03aTa MPH NAIMERTH ¢ 6L0peyuHa HeOCTATEIHOCT (BXK. TO4Ka 4.4.).

Cumnmomu na omuemarne HaOMOOABAKY NPU NPEYCMAROCASANE NPUEMA HA CEPMPATUN

PaskoTo npexncBaHe Ha JiedeHHeTo TpaOBa Aa ce usbarea, [IpH cnupane Ha JIEYEHHETO ChC
CepTpanuH, A03ara TpAOBa fa ce HAManABa [IOCTENICHHO 33 MEPHOA OT MNOHE €/IHA /IO JBE CEMHIM, 34
Jia ce HAMATH PHCKET OT N0ABA HA CHMIITOMH Ha OTHeMaHe (BXK. ToukH 4.4 1 4.8). Axo cnen
HaManapaHe Ha A034Ta HITH TPH CIIHpaHe Ha JIeYeHHETO ¢e MOABAT CHMITTOMH HA HEMOHOCHMOCT,
MO3KE JIa CE pasryieAia BL3MOKHOCTTA 3a NOBTOPHO MPEMHHARAHE KM M0-PaHO NpeAIHCAHATA K034.
Bnocneacrene, nexapAT MoXe a OpOAL/DKH HAMATBIBAHETO HA JI03aTa, HO B IO-TIOCTENEHEH KypC.

Haupn Ha npunoxeHue
3a nepopanHoO NPHICKEHHE.

Ceprpami Tpabea na ce npHeMa BEAHEXK JHEBHO, CYTPHH WIH Be4ep.
Tabnetxara cepTpanHH MoXe ia Ce pHeMa ¢ HiH O3 XpaHa.

4.3 IlporEBomoxazaHms

. CBpPBXYYBCTBHTEHOCT KBM @KTHBHOTO BEIECTBO HIH KbM HAKOE OT MOMOIIIHHTE BEICCTRA,
u30pOcHH B TouKa 6.1.
. EnnospeMeHHO NedeHHe ¢ HeoGpaTiMH MOHOAMHHOOKCHIA3HH HHXHOHTOpH (MAO-

HHXHOHTODH), € IPOTHBOIOKA3AHO [OPAH PHUCKA OT CEPOTOHHHOB CHHAPOM ChC CHMITTOMH
KATO KHTAIHA, TPEMOP H XHIEPTepMHI.

. Jledenne cre cepTpanun He TpsaGBa Aa ce 3amo4ea noHe 14 AHH clej| NPEKPaTABAHE HA JICYCHHE
¢ HeoOparuM MAO-unxubuTop. Jleuennero cre cepTpaiHH TpaGBa Aa ce NpexpaTH NoHe 7 MM
NIpeaH 3ano4Ypane Ha neveHHe ¢ HeobpaTiM MAQO-rHxHOHTOD (BXK. TOUKa 4.5).

. EnnoBpemenHata ynorpefa Ha ceprpa/iiH € IPOTHBONOKA3aHA IIPH NALHEHTH, KOHTO IPHEMAT
MMMO3HN (BXK. TOUKA 4.5).

44 Cpensanam npeaynpeXkIcHEN B NpeaNa3HE MEPKHE HPH YnoTpeba

Cepomonunos cundpom (SS) unu Hesponenmuuen Manuznen Cundpom (NMS)

PasBHTHETO Ha OTEHIMAITHO JKHBOTO-33CTPAIIABAIM CHMITTOMH KATO CEPOTOHHHOB CHHIpoM (SS)
HIIH HEBPOJICIITHYEH MAUTHEH cHHApoM (NMS) ca crob1aBann npH ynotpeba Ha CENIEKTHBHH
HHXHOMTOpPH Ha oOpaTHHA 3aXBaT Ha cepoToHHHA (SSRIS), BKIOYMTENHO JIeueHHE ChC CEPTPAIHH.
Pucket ot S8 1 NMS npu SSRIs ce noBumaga npH ¢AHOBPEMEHHOTO TIPHJIOAKEHHE ¢ APYTH
CEPOTOHEPrHYHH NIEKApCTBa (BKII. APYTH CEPOTOHEPIrHUHH AHTHACTIPECAHTH, aM()eTaMHHH, TPHITTAHH),
C JIEKAPCTBA, KOHTO RIOMABAT MeTaboH3Ma Ha CEpOTOHMHA (BKMOYHTENH0 MAQ-HHXHOHTOpH, Hanp.
METHIEHOBO CHHBO), AHTHIICHXOTHIH H JPYTH NOMAMMHOBH aHTATOHMCTH, H C HRPKOTHYHH JICKAPCTRA
unH SynpeHopdHn (WiH KOMOHHALMATA MY C HAJIOKCOH).

AKO EXHOBPEMEHHOTO JiedeHHe ¢ APYTH CePOTOHMHEPTHIHH Ar¢HTH € KIHHHYHO onpannano,
nauMeHTHTe TpaGBa Aa 6BAAT NpocnensBaHH 3a NOSBATA HA IPHIHAITA H CHMITTOMH, 58 F
cuHpoM (Bx. Touka 4.3 , JIpoTHBomOKa3aHHa™), 0COGEHO N0 BpeMe Ha 3amovBa
YBENHYABAHE Ha 103aTa. CHMITOMMTE HA CEPOTOHHHOBHA CHHAPOM MOTAT sia B
NCHXHYHOTO CHCTOSHHE, ABTOHOMHA HECTAGHIHOCT, HEBPOMYCKYJTHH aHOMA




YPEBHH CHMITTOMH. AKO ce MOJI03Mpa CEPOTOHHHOB CHHJIPOM, TPAOBa Ja ce OOMMCIIM HaMaNaBaHe Ha
J034aTa WIH NpeKPaTABAHE HA TCPAIIHATA B 3ABHCHMOCT OT TEXECTTa HA CHMITTOMHTE.

Ilpemunasane om cenexmuenu uuxubumopu na obGpamnus 3axeam Ha cepomonuna (SSRIs),
aRmudenpecanmu wiu aGHMuobCeCUGRY 1eKapemea

KOHTpONHpaHUAT OFHT OTHOCHO ONITHMATHOTO BpeMe 34 IpeMuHaBaHe oT SSRIs, anmuaenpecaHTH
HJIH aHTHOOCECHBHH JIEKAPCTRA KBM CEPTPAIHH € orpaHuyeH. [IpoMsHa na TepamisTa Tpabea fa ce
npaBH 0cobeHo BHUMATENHO | ClIe[ CTPOTa NpeneHKa, 0co0eHo Koraro KbM CEPTPAIHH C¢ MpeMHHABA
CJIe]] MPHAOXKEHHE Ha IEKAPCTBA C MPOAB/DKHTENHO NeiCTBHE, KATo (IIyOKCeTHH.

Hpyau cepomonunepauunu sexapcmsa, xamo mpunmoghan, denduypamun v 3-HT azonucmu
EnHOBpeMEeHROTO NPHIOKEHHE HA CEPTPAHH C APYTH IIeKAPCTBa, KOHTO 3aCHIBAT eeKTHTE Ha
CEPOTOHHHEPrHYHATA HEBPOTPAHCMHCHA, KaTo aMdeTaMuH, Tpurrrodan, derdurypamus wnn 5-HT

" arOHHCTH WIH PACTHTE/THHA JIEKAPCTBEH APOIYKT XKBIT KaHTapHOH (Hypericum perforatum), Tpabea
Aa CTaBa BHUMATEITHO H B CJIyJaHTe, B KOHTO € BE3MOXKHO, /1a ¢¢ H30Arsa nopaj BE3MOXKHOCT OT
BB3HMKBAaHE Ha JapMaKOJHHAMHYHH B3aHMOJICHCTBHA.

Vovnxncasane na QT-unmepsana/Torsade de Pointes (TdP)

Crobmasann ca yrwoxasane Ha QT-unrepsana u Torsade de Pointes (TdP) mo speme ma
NIOCTMAPKETHHIrOBaTa ynotpefa Ha ceprpanyH. [lo-ronaMara 4acT ot choBLICHHAATa ¢a HabmonaBaHH
NPH NAIMEHTH ¢ APYTH PHCKOBH (akTOpH 3a yabnkasade Ha QT-unrepeana/TdP. EdexTsT no
OTHOIICHHE Ha yAwpKapane Ha QT uATEpBana ¢ NoTEBPACH B 3axpuboueHo Npoydsade Ha QT mpu
3ApaBH JOOPOBOJIIN, KATO € OTYETEHA CTATHCTHICCKH 3HAYHMA NOJIOKKTENHA BPB3KA MEKIY
€KCIIO3HIMATa H oTroBopa. Ilopanu ToBa, ceprpainH TpAOSa la ce H3MON3BA ¢ NOBHIICHO BHUMAHUE
TIpH NAIHEHTH ¢ AOIMWIHHMTEIHH PUCKOBH (haKTOpH 3a yAbiDkaBaHe Ha QT-HHTepBaNa KATQ: ChpACTHO
3abonaBane, XHNIOKATIHEMHA WK XUrIOMarHe3nemus, GaAMIIHA aHAMHE3a 32 yXkmkasase Ha QT,
Gpanukapaus H ¢qHOBpeMeHHA YIoTpeGa Ha NeKkapcTsa, KOHTO yabpkapat QT-uHTepnana (px. TOKA
45u5.1).

Axmusupare Ha XUNOMaNuR Wi MaHuR

CHMITTOMH Ha MaHHS/XAIIOMAHHA ca ChOOLIEHH NPH MATHK GO MALMCHTH TI0 BpeMe Ha TepaItHA C
npeyiarasy Ha Na3apa aHTHAENPEeCAHTH H aHTHOOCECHBHH JIEKapCTBa, BIUTIOYHTENHO CEPTPANHH.
Tlopamu roBa cepTpanus Tpabea Aa ce MPHIara BHUMATENHO IPH MALMEHTH ¢ aHAMHE3a 38
MaHHA/XHIIOMaHHA. 3aXLLKHTENHO e CTPHKTHO Ha(noAeHHe OT CTpaHa Ha nekapa. Jledenneto Che

ceprpanuH TpA6Ba 1a ce MpeKpaTy, aKo MALMEHTHT PEMEHE B MaHHaKanHa dasa.

Hhuzodpenus
IMcHXOTHIHHTE CHMITTOMH MOTAT A3 C€ YTeHKHAT NPK NAIMEHTY ¢ usodpenns.

Hpunaovyu

IIpn neveHne che CEPTPANME MOTAT A2 BE3HHKHAT MPHNATBIIH: NPHIOKEHHETO My TpAOBa Aa ce
H30ATBA NPH NALMEHTH ¢ HeCTAOHIIHA SITAIENCH, 4 TIALIHEHTH ¢ KOHTPOIHpAHA eAyenchs Tpabea na
Obaar non BHuMaTesHO HaGnoaeHue. [IpH BCEKH NMAlMEHT C HOBOBL3HHKHAIH TIPHNANBLM TEpanuaTa
Tpabra 1a Grae npeKbeHaTa,

Camoybuticmeo/cyuyuonu mucaw/onumu 3a camoyouticmeo wiu KTURWYHO GROWABANE

JlenpecHATa e cBbp3aHa ¢ IOBHILIEH PHCK OT CYHLWIHH MHCIIH, CAMOHAPAHABAHE H caMOyOMiicTBO
(cBOMTHA, CBEp3aHH CBC caMOyOHiicTBO). TO3H PHCK CBHIIECTBYRA A0 AOCTHTAHE HA 3HATHMA PEMHCHA,
Twit kaTo nomobpenme Moxke 1a He HACTEITH 110 BpeMe Ha HauAHATA (a3a HA JIEYEHHETO, NIAINCHTHTE
Tpabea na GBaaT 104 CTPOro HaBmoAeHHe N0 NoRBaTa MYy. KIHHHYHHAT OIHT CO'H, 4e PHCKDBT o1




ChUIHTE NPEANAa3Hd MepKH TpaGBa fAa OuAaT Ch0MoAaBaHM KAKTO IPH JICYCHHE HA TIALHEHTH ¢ APyTH
NICHXHYHH pa3CTpoiicTBa.

IMankenT ¢ aHaMHe3a 3a CHOHTHA, CRBP3aHH CHC CAMOYOHHCTBO, HITH NIOKA3BALIH B 3HAYHTENHA
CTETICH CYHIIHIHH HICALHH, NPEIH 3aII0YBAHE Ha JICIEHHETO, €8 H3NI0KEHH Ha TI0-BHCOK PHCK OT
CYMLIMTHH MHCNIM HITH OIHTH 38 CaMoyOuiicTBo 1 Tpabea na 6b0ar BHAMAaTeHO HabmonaBaHy mo
BpeMeE Ha JiedeHHeTo. MeTa-anaiis Ha mwiaue6o-KOHTPOIHPaHH KIHHHYHH W3IIHTBAHHMA HA
AHTH/ICIPECAHTH OPH BH3PACTHH NMALMEHTH ¢ ICHXHYHH Pa3cTPOHCTBA € NOKA3AT MOBHIIECH PHCK OT
CYHLMAHO NOBECHHE IIPH MAIHEHTH NoA 25-TonMIlIHa BE3pAcT, JICKYBAHH ¢ aHTHIENPECAHTH B
cpaBHeHHe ¢ nanefo.

JlexapcTBeHaTa Tepamia TpAGBa Aa ce CHITBTCTBA CBC CTPOro HalOAeHHE HA MALHEHTHTE, B 9aCTHOCT
Ha T€3H, KOUTO €4 H3OXKEHH Ha BUCOK PHCK, 0CO0EHO B HAYATHHTE €TAINH Ha JICUCHHETO H ClIe]
npoMeHH B Jo3KTe. [laumenTHTe (M NONaraljATe rpioiv 3a TAX) TpaGea Aa GnaaT NpenynpencHy
OTHOCHO Heo0X0oaMMOoCTTa OT HabmoneHHe 33 BCeKH MPH3HAK HA KITMHUYHO BIIOIIABAHE, CYHITHAHO
NOBEACHHE HAH MHC/IH H HeoGHYaiiHH pOMEHM B TIOBEAEHHETO, KAKTO H J1a MOTEPCAT He3abasao
KOHCYJITAIlHA ¢ JICK&p, AKO TAKHBA CHMITTOMH CHIIECTBYBAT.

Heouampuuna nonynayus

CepTpanun se TpaCBa 1a ce H3ION3BA 3a JeYeHHE Ha Jel(a i IOHOIIH Ha Bh3pacT oA 18 romuuy, ¢
H3KTIOYEHHE HA MALHEHTHTE ¢ 00CeCHBHO-KOMITY/ICHBHO pa3cTpoiicTBO Ha BB3pacT 6-17 ronuHu.
CymimaHo noseieHHe (OMHT 3a CaMOYOHICTBO H CYHIMAHH MHCITH) H BpaxaeOHOCT (IpeHMHO
arpecHa, ONO3HUHOHHO NOBEACHHE H MHAB) ¢4 M0-YeCTO Hab/noAaBaHH MIPH KIHANTHA MpOYIBaHHA
CpeA HeliaTa | YOHOINHTE, JCKYBaHH ¢ aHTHAEHPeCaHTH, B CpaBHEHKe C Te3H, JIEKyBaHH c Inanebo.
Bonpek# ToBa, aKo B3 OCHOBA HA KITHHHYHATA He0OXOMHMOCT, BCE K € B3€TO pellicHHE 3a JIedeHHE:
NAMEHTHTE TPsGBa Aa GbaaT BHEMAaTENHO HAOMOABANM 33 NOABA HA CYHIIMAHA CHMITTOMH. B
OOMBJTHEHHE, JIMNCBAT ABJITOCPOYHH AAHHH 3a 0e30MacHOCT MpH ielia H IOHOUIM [0 OTHOIIEHHE Ha
PacTeka, Ch3pABAHETO H KOTHHTHBHOTO H MOBENCHYECKO pasBuTHE. FiMa MocTMAPKETHHIOBH
CHOOIMIEHHA 32 HAKOJIKO CTy4aH Ha 3abapsHe Ha pacTeXa H 3aKBCHAN myGeprer. Kimmnmusoro
3HaYeHHE M NPHYHHHO-CIICACTREHATA BPB3Ka ¢a BCE OILIE HeACHH (BXK. ToUKA 5.3 3a CLOTBETHHTE
TpeITHHAYHH AaHuH 34 Gesonachoct). Jlekaprre TpaOBa Aa NpocneAABAT NeUATPHIHHTS NALHCHTH
Ha ABATOCPOYHO JISYEHHE 32 HAPYHICHHA B PACTEKA H PA3BUTHETO,

Abnopmuo xvpsene/xemopazus

Hma coo0mennsd 3a abHopMHO kbpBere npu SSRIs, BKIIOYHTENHO KOXKHO KbpBeHe (EKXHMO3H H
Mypiypa) ¥ APYTH XeMOPArHYHH CHOMTHSA KATO CTOMAIIHO-YPEBHO HITH THHEKOIIOTHYHO KEPBEHE,
BKIIOYHTENHO daTaniy Kpbeowsnued. [Ipenophusa ¢e NOBMINEHO BHMMAHWE TIPH NALMEHTH,
npremMantH SSRIs, ocoGeHO eHOBPEMEHHO C JIEKAPCTBA, 33 KOHTO € H3BECTHO, e MOBIHABAT
QyHKIMATA Ha TPOMOOLUUTHTE (HANP. AHTHKOATYJIAHTH, ATHNHIHA AHTHIICHXOTHLIH M (heHOTHASHHY,
NIOBEYETO TPHUMKIIHYIHH aHTHAETIPECAHTH, ALECTHICATHIIOBA KHCETHHA H HECTePOHIHH
mpoTHBOBB3nANHTe/HH cpeacTsa (HCIIBC)), kakTo ¥ npH mallHeHTH ¢ aHaMHE34 33 HAPYIHEHHS Ha
KBbpBEHETO (BkK. TouKa 4.5).

Wuxnburopure Ha obpaTHHA 3axBaT Ha cepoToHnHa/UHXuGHTOpHTE Ha 0OpaTHHA 3aXBaT Ha
CepoTOHHHA H HopaapeHaHHa (SSRIs/SNRIs) MoraT aa yBenrH4yar pHCKA OT CIICAPOIIIIEH
KPBBOHITHB (BXK. Toukd 4.6, 4.8).

Xunonampuemus
XHTOHATPUEMHSA MOKE JIa BR3HHKHE B pe3ynTar oT JieueHHeTo ¢s¢ SSRIs mnu SNRIs (uHxubHTOpH Ha
0OpaTHHA 3aXBAT HA CEPOTOHMH H HOPAJAPEHAINH), BIIIOUHTEITHO CEePTPaMH. B MHOTO ciryuan
XHIIOHATPHEMHATA H3ITIEXKAA ¢ PE3yJITaT HA CHHIAPOM Ha HeaJlcKBaTHA CEKpeLHA Ha aH‘l‘Hmlype’m‘Ien
xopmoH (SIADH). Crobmasanu ca clyyan Ha HHBA Ha CepyMHHs HATPHH, O-HUCKBOF :
Jhunata B crapuecka BB3pacT MOTAT Aa G5BT HUIONKEHH HA O-BHCOK PHCK OT [ 0

TAKHBA, KOMTO [IOPAIH HAKAKEA IIPHYHHA ¢4 ¢ HaMasleH o6eM TEUHOCTH, CHEOM
H3I0’KEHH Ha N0-BHCOK PHCK (Bxk. JInna B cTapyecka Bu3pacT B TouKa 4.2). T;{ (FRa



CNHMpaHe HA CEPTPATHH NMPH NAlMeHTH ChC CHMITTOMATHYHA XHIIOHATPHEMHA M J]a C& Ha3HATH
ChOTBETHA MEHIIMHCKA HHTepBeHumA. [Ipr3nalmTe ¥ CHMITOMHTE Ha XHIOHATPHEMHA BKIIOYBAT
IaBo0OIHe, 3aTPYAHEHA KOHLICHTPALMS, HAPYIIEHNE HA [IAMETTA, OOBPKAHOCT, cnabocT 1
HECTaOMIHOCT, KOATO MOXe Aa AoBefe N0 najaHua. [IpH3HapTe 1 CHMITTOMHTE, CBBP3aHH € TIo-
TEKKH H/AIH OCTPH CITy4au, BKIFOMBAT XATIOLMHALMH, CHHKOIL, TIPHNATBIMH, KOMa, CITHPAHE Ha
AHIIAHETO H CMBPT.

Cuvmmonmu na ommemarie, HABTIOOGBARY NPYU CRUPAHE HA AEYEHUEMO CHC CEPMPATUH

CuMITTOMITE Ha OTHEMAHE MPH CIHPAHE Ha JICICHHETO ¢a YeCTH, OCODEHO aKO TO € BHE3AMMHO (BXK.
TO4Ka 4.8). B x1MHUYAH NpoyYBaHAS 9eCTOTATA HA CHOOIMABAHUTE PEAKIMH HA OTHEMAHE IIPH
NalHEHTHTe, IEKYBaHH ChC cepTpanuH, € Guma 23% npu npexkbeBaluTe CepTPaIHH, CpaMo 12% npu
TE3H, KOHTO ¢a MPOALDKHIM 2 MONYYABAT TEPAIMi ChC CEPTPaHH.

PucxeT OT N0ABAa HA CHMITTOMH HA OTHEMAaHe MOJKE /I 3aBHCH OT HAKOJIKO $aKTopa, BRIIOYHTENHO
TIPONRDKHTEIHOCTTA M 03aTa HA NEYECHHETO H CKOPOCTTA HA HAMAABAHE Ha 703aTa. 3aMasHOCT,
CETHBHH HAPYIIEHHS (BKIIOYHTEHO NIAPEcTe3ns), HAPYIIEHHS Ha ChHA (BKMOUHTEHO GeachbHue 1
HHTEH3HBHH CHHHIIA), BB36yaa Wi GeanoxoiicTeo, rafeHe W/ NOBPHIIAHE, TPEMOP U raBobonue
¢a Haii-uecTo chobmasanmre. [To MPHHIIAIT TE3H CHMITTOMH €4 JICKH KO CPEAHO TEXKKH, TIPH HAKOH
naupeHTH obave Morat na GBAAT TEKKH N0 HHTEH3MBHOCT. Te 0OHKHOBEHO BE3HHUKBAT I1pe3 MbPBHTE
HAKOJIKO THA OT CITHPAHE Ha JIEYeHHETO, HO HMa MHOTO PElKH ChOOINEHHA 33 TAKHBA CHMITIOMH APH
MalMEeHTH, KOMTO HEBOJIHO Ca MPONYCHATH eAHa Ao3a. [lo mpHHLpN TE3H CHMITTOMH ¢e
CaMOOTPaHMYABAT H OOUKHOBEHO OT3BYYABAT B PAMKHTE Ha 2 CEIMHIMH, BBIIPEKH Y€ IPH HAKOH
HHIAMBHIM T¢ MOTAT Aa OBAAT MPOTBIDKHTENHH (2-3 Meceua HITH nosede). CefoBaTeNHO ce
NpenophaBa CePTpAIMH a ObAe HAMANABAaH NOCTETICHHO, KOTATO ¢¢ CMHpa A€YCHHETO, 32 NEPHOA OT
HAKOJIKO CEAMMULIM HIIH MECELa CIIOpe] HYX/UTE Ha nauueHTa (kK. Touka 4.2).

Axamuzus/ncuxomonmopromo besnoxoiicmao

HznomBaseTo Ha CEpTpaMH e G0 CBEP3aHO ¢ pa3BHTHE HA AKATHIHA, XaPAKTEPHIAPAINA Ce ChC
CyOCKTHBHO HETIPHATHO HIIH TPEBOXKHO 6€3MOKOHCTBO H HEOOXOAHMOCT OT JBIDKEHHE 4ECTO
NPHAPYXKABAHA OT HEEB3MOXKHOCTTA OT CeieHe HIH CTOCHE HENOARHXKHO. ToBa Hal-Bede Ce NMOSBABA B
paMKHTe Ha ITBPBHTE HAKOJKO CEAMHIM OT NeveHueTo. [Ipy manMeHTH, KOHTO PA3BHBAT TE3H
CHMITTOMH, TIOBHINABAHETO Ha JO3aTa MOXKe Ja Ob/e narybno.

Yeproopobuo yepexcoane

CeptpanuH ce MeTabonu3upa eKCTEHZHBHO B YepHuA Jpo6. PapMakOKHHETHUHO IPOYYBaHE ¢
MHOTOKPATHH /IO3H IIPH HHIHBHIM C Jieka cTa0HIHA IHpO3a € N0Ka3a/lo YADKeH eTMMHHATHOHCH
TIOJTYKHBOT M IPHOITH3HTENHO TPH IBTH MO-BHCOKH AUC M Cynax B CPABHEHHE CBC 3XPABH HHTHBH/IH.
Mesxay nBete rpynu He € Olia yeTaHOBEHA CTATHCTHYESCKH 3HAYHMA PaijIHKa B CBBP3BAHETO C
Iia3sMeHuTe MpoTeHHK. [IPHI0XKEHHETO Ha CePTPAIHH NpPH NALMEHTH ¢ YepHONPoOHO 3a60nBate
TpAGBa Aa CTAaBa BHHMATENHO. AKO CEPTPATTHH C€ MPHIIAra Ha MALHEHTH ¢ YepHOApoOHO YBpexaaHe,
TpabBa fa ce oOMHCIIH HaMalIABaHE HA JHEBHATA [034 HIH YREJIHYABAHE HA HHTCPBANa MEXIy
npuemure, CeprpainH He TpsAbBa fa ce HINOI3BA IPH NAlHEHTH C TEXXKO 4epHOAPOOHO YBpexkaane
(Bx. TOuKa 4.2).

bvbpeuno yepeacoane
CeprpanuH ce MeTaboNM3Mpa eKCTEH3HBHO H eKCKpeLmATa Ha HEMPOMEHEHO JISKAPCTBO B YPHHATA €
HE3HAYHM ITET HA e/IMMUHAINA. B npoyuBaHus Mpy NALMEHTH ¢ Jieko Ao yMepeHo 6u0peuno
yBpexnane (kpearHHHHOB KupsHC 30-60 ml/min) unH ymepeno ao Texko 610pedHo yBpexnane
{(xpearsnmnoB KIMPBHC 10-29 mPmin), EPH KOMTO CEPTPATHH € NpUIaraH MHOTOKPaTHO, He ca
YCTAHOBEHH CHTHH(HKAHTHH Pal/IHKH BB (hapMAKOKHHETHYHHTE NapaMeTpH (AUCo-z4 HITH me) B
CPaBHEHHE ¢ KOHTpONHTe. Jlosata cepTpaiiH He TpAGBA Jia € IPOMEHS CHIOPES, CTe] :
616peuHo yBpeKaaHe. y

C mapdecka euv3pacm



Han 700 naupesTn B cTap4ecka BB3pacT (>>65 roAyHH) ¢a YJacCTBANH B KIMHHIHH NPOY9IBaHus.
XapaKkTephT i YECTOTATA HA HEXKETAHWMTE PEAKIIMH IIDH JIALIATA B CTAPUECKa BR3pacT ca O1iH CXOfHH
€ TE3H NPH MO-MJIaH IALHCHTH.

SSRIs wmm SNRIs, BKIIOUHTENHO COpTpaNtH, ce CBBP3BAT obade ChC CIyHYal HA KIHHMYHO 3HaYHMa
XUIIOHATPHEMHA ITPH JIMLA B CTAPUESCKA BE3PACT, KOHTO € BE3MOMKHO 13 OBJAT HIOKEHH Ha NO-BHCOK
PHCK OT TOBA HeXXeIaHO ChOHTHE (BXK. XMNIOHATPHEMMA B TOUKa 4.4).

Huabem
ITpu naupenmv ¢ guaber nedenneTo cke SSRI Moxke fa NpoMeHH CIHKEMHIHHA KoHTpon. Mosxe aa ce
HAJIOXH NPOMAHA B AO3HPAHETO Ha MHCY/THH H/HIIH NICPOPATTHH XHTIOTTHKEMHIHH JO3HPOBKH.

Enrexmpoxoneyacusna mepanus
He ca npoBexnanw KIMHHIHH POYYBAHHI, KOMTO ]2 YCTAHOBAT PHCKOBETE HJIH MOJI3HTE OT
KOMOHHHPaHOTO NMPHIOKEHHE Ha EJIEKTPOKOHBYJICHBHA TEpallis H CEPTPAKH.

Cox om zpetingpym
He ce npenoprusa eAHOBPEMEHHHAT MPYEM HA CEPTPATIHH M COK OT rpeindpyT (Bx. T. 4.5).

Bnrusnue evpxy pesyamanume om ypunnu mecmose

Hma crobmennd 3a HeBepHH NONOXUTE/INH Pe3yITaTH OT HMYHOIOTHIHH CKPHHHHTOBH TECTOBE 32
HajHuke Ha GeHzoaHasemBm IpH NALHEHTH, MpHeMaIty ceprpamiH. ToBa ce TH/DKH HA JIMTICATA Ha
OPELM3HOCT Ha CKPHHHMHTOBHTE TeCTOBeTe. MOTAT Aa Ce 04AKBAT HCBEPHH NONOKHTEIHH PEIYIITATH
HSAKOJIKO AHH ClIe]] CTHpaHe Ha JIEYEHHETO ChC cepTpanuH. [IoTREpAMTENHH H3CIeABAHMSA, HANID.
rasoBa XpoMatorpatis/ Macopa CTIeKTOMETPHA, MOTaT A2 PaziIHyaT CEepPTPaiHH 0T OCH30JHA3CITHHH.

3axpumovzwina ziayxoma

SSRIs, B T.4. CEpTpATHH, MOTAT 13 OKAXAT e()eKT BEPXY pa3Mepa Ha 3eHHIIaTa, KOSTO BOIH A0
muzpHasza. Toan MuapuaseH edekT MoXe Ja CTECHH BrbJia HA OKOTO, KOETO BOAH /IO TIOBHIIABAHE HA
BBTPEOYHOTO HANATAHE H 3aKPHTOBIBIIHA MIayKOMa, 0cofeHo IIpH NpeapasnonoKeHH NALHeHTH.
Caemoratento ceprpaniH Tpa6Ba jia ce Npmiara ¢ IOBHIIEHO BHUMAHHE MPH NALMEHTH CBC
3aKPHTOBIHIHA TIAYKOMA WIH AHAMHE3A 3a [NayKoMa.

Cekcyanna muchymiagis
CesleKTHBHHTE MHXHOMTOPH Ha 00paTHMA 3axBaT Ha ceporoHHH (SSRIs)/HHXHOHTOPH Ha OOpaTHHS

3aXBAT HA CEPOTOHMH M HOPENHHEDPHH MOTAT 12 MPHIHHAT CHMITTOMM Ha CEeKCyaaHa JUChHyHKINA
(px. TouKa 4.8). UMa cpobineHNA 33 TRIMOTpaiiHa CeKCYATHA AUCPYHKIHA, IPH KOATO CUMITTOMHATE
C€ 3aMa3BaT BENpeKH crupaneTo Ha SSRIs/SNRL

Hampuii
Toea nexkapcTso chabpAKa no-Manko ot 1 mmol HatpHii (23 mg) Ba TabneTka, T.¢. MO CHIIECTBO HE
ChABPHA HATPHIHA.

4.5 BsammopeiicTeHE ¢ APYTH NekapcTBeHH NPOAYKTH B APYrH popME Ha BIaAMOAceiicTBHE

IlpoTHBONOKA3aAHM

Monoamunoxcudaznu wnxubumopu (MAO-unxubuopu)

Heobpamumu (necenexmusnu) MAO-unxubumopu (nanp. cerexcunum)
Ceprpanun He TpabBa 1a ce mpwiara B koMOuHaums ¢ HeoGparumi (HecenexTrean) MAO-
MHXHOHMTOPH KaTo cenexcwinH. IIpueMbT Ha cepTpanuH Tpabpa aa ce 3anovea Haif-paHo 14 AHH cren
NpeyCTaHOBABAHE Ha ACUEHHETO ¢ HeobpaThM (HecenekTuseH) MAO-UHXUOHTOD. TIpHEMET HA
cepTpanuH Tpabea Na ce NpeKpaTABa Hal-MaIKO 7 JHH NpeIH 3ao4BaHe Ha Nieve
(necenextuBeH) MAQ-HHXHOHTOD (BXK. TOUKA 4.3).

Obpamum ceaexmusen MA O-A unxubumop (Moxnobemud)



Iopanu pHcka 0T CEPOTOHHHOBR CHHAPOM KOMOMHAITHATA MEXAY CEpTPAHH H o6paTHM H CeleKTHBEH
MAQ-uxuGrTop KaTo MoknoGemMuA € npoTURONoKasana. Cnex neueHue ¢ obpatiM MAO-
HHXHOHTOP MOXE J]a & HANpaBH NEPHOA Ha OYHCTBAHE, He MOBeYe OT 14 JHW, MpeAy 3ano4BaHe Ha
JIEYEHHETO Che cepTpanyi. [IpenopEIHTENHO € PAEMET Ha CEPTPAJIHH Jia ce IPEKPaTH Hak-Manko 7
AHH NpeiH 3an04BaHe HA Neuenue ¢ oOpatuM MAQO-HEXUOHTOD (BXK. TOUKa 4.3).

Obpamum necenexmugen MAO-unxubumop (nmesonud)

AHTHOHOTHKET TMHE30AMA € chab ofpaTiM U HecenexTreer MAQ-uHxuGUTOp U He TPAOEA fNa ce
TIPHJIAra NpH NAUHEHTH, JIeKYBaHH ChC CEPTPanHH (Bik. TOuKa 4.3).

HMa cpobimeHns 3a TeXKH HeXENAHH PeaKIfuy IpH NAaLHEHTH, KOHTO ¢4 NMPEKPATHIIH MPHEMa Ha
MAOQO-aHXHOHTOpP (HADD. METHNEHOBO CHHBO) H CKOPO €A 3aTIOYHANH /1A IPHEMAT CePTPATHH, WIH
KOHTO Ca NPeKpaTHIH JieIeHHE ChC CEpPTPAIHH M CKOPO 4 3anoqHan# Ja npaeMar MAO-arxatHTOp.
Tesn peakuyn BrTOUBAT TPEMOP, MHOKIOHYC, H3NIOTABAHE, rajicHe, NOBPHIIAHE, NOYePBEHABaHE,
CBETOBBPTE H XHINEPTEPMHS ¢ XAPAKTPUCTHKH, uanonoﬁmama 3NOKAYECTBEH HEBPONCHTHICH
CHHJIPOM, NPHNATHIM H CMBPT.

Tumozuo

[NopneHMe B HUBATa HA MHMO3HA C OKONO 35% ca AOKa3aHU B &/[HO MPOYyYBaHE HA eAHOKPATHa
HHCKA /1033 mEMO3HA (2 mg). Tean nopnmeHn uBa He ca 6w cebp3ank ¢ npomenn B EKT'. Jlokato
MEXaHM3MET Ha TOBA B3aMMOJICHCTBHE He € H3BeCTHO, MOpaiH CTCCHCHHA TEPANeBTHYeH HHICKC Ha
TMMO3HA, KOMGHHHPAHOTO NPHITOHKEHUE HA CEPTPATHH H IAMO3H, € TIPOTHBOTIOKA3aHO (BX. T. 4.3).

Ednospemenno npunoxcensie coe cepmpanun e ce NPenopuY6d
IHC denpecanmu u anxoxon

ChIBTCTRAIIOTO IIPHIOKEHHE Ha ceprpami 200 mg AHEBHO ¢ aNKoXOl, KapbaMasemiH, Xanonepuao:
WIH (eHHTOHH He NOTEHIIHPA TEXHHTE e)eKTH BLPXY KOTHHTHBHMTE H IICHXOMOTOPHHTE (GyHKIHH
TIPH 3/PABM MHANBH/IA; HE3ABHCHMO OT TOBA, He ce MPenophUIBa eIHOBPEMEHHATA ynoTpeba Ha
CEpPTPATHH H aNKOXOJ.

pyau cepomonimepzuynu nexapcmea

IMosHireHO BHHMaHHE ce H3HCKBa H NPH ynoTpeGara Ha (eHTaHWI (M3NOM3BaH 33 00mA aHeCcTe3Hs
HJTH [IpH JIEYSHHe Ha XpoHHuHa GoNKa), APYTH CepOTORCPrHHHH JICKAPCTRA (BKTIOYHTENHO APYTH
CEPOTOHEPTHYHH aHTHAETIPECAHTH, aM(EeTAMMHH, TPHITTAHH) U ¢ APYTH ONMATH HIH GynpeHopduH
(wH HeroBaTa KOMOHHALINR ¢ HAJIOKCOH), Thif KATO PHCKBT OT CCPOTOHHHOB CHHAPOM, MTOTCHLHATHO
KHUBOTO3ACTPAIIABALIO CBCTOAHME, CE YBEMHYABa (BK. TOUKa 4.4).

Crenyaniy npeinasHH MEpKH

Mexapcmea, koumo yovmricasam QT-unmepsana

Puckst oT yrbokaBade Ha QT-unteppana W/iwii xamepHH apuTMuH (Hamp. TdP) moxe na ce moBHIm
TIIPH eHOBPEMeHHa yroTpelba Ha APYTH NeKapcTsa, KouTo yabnkapar QT-uHrepeana (Hanp. HAKOH
AHTHIICHXOTHIM H aHTHOHOTHLH) (BX. ToukH 4.4 1 5.1)).

Jhumuii

B nnane6o-koHTposHpaHo npoydBaHe npy 3ApasH J06PORO/IIH €AHOBPEMEHHOTO NPH/GKCHHE HA
CEPTPATHH C NHTHIA HE IIPOMEHA 3HAYHMO (apMakOKMHETHKATA Ha JIMTHH, HO BOAH A0 HapacTBaHe Ha
TpeMopa cnpaMo TIalebo, KoeTo NOKA3Ra BE3MOXKHO (papMakoqMHAMHIHO B3anMonciicere. Iipu
€JHOBPEMEHHO TIPHIOKEHHE HA CePTPaiMH C JIHTHI NalpeHTHTe TpaOBa fa ObAAT BHAMATETHO
NpoCHeABaHu.

Denmoun
{Inane6o-KoHTpoNMpano Npoy4BaHe NPH 3APaBH J0OPOBCIILMH NOKA3BA, Y¢ FHITOCPOUHOE
NIPWICKEHHE HA CEPTPaHH B 1033 200 mg/ned He BoAM A0 KIIHHWIHO 3HAYHMA Lk
meTaboiu3Ma Ha GeHHTOHH. Bhipexu Tora, THIl PH HAKOM CITy4aH HEXKel:
BH3HWKHANH OT BHCOKA SKCTIO3MIA HA (PeHWTOMH NpH NALMEHTH, TpHEMAaIlH
ce fia 6BAAT NpocyeNIBaHH TUIA3MEHHTE KOHIIHTpalMH Ha GeHHTOMH CIIe/ 33




CEPTPaJIMH H CBOTBETHO 4JaNTHPAHE Ha 103aTa Ha eHuToHH. B noirkIHeHHE, CEIBTCTBANIOTO
TIPHJIOKEHHAE Ha (PCHUTOHH MOXKe 3 IPHYMHH HAMAIABAHE HA [U1a3MCHHUTE KOHIICHTPALIMH HA
ceprpanuH. He MoxXe na ce H3KIIOYH HaMaNABaHe OT CTPaHA Ha APYTH MHAYKTOpH Ha CYP3Ad4, anp.
¢enobapOuran, kapbaMaselH, XWIT KaHTapHOH (Fypericum perforatum), ppaMITHI(HH, HA
IUI43MEHHTE HHBA HA CEPTPAJIHH.

Tpunmanu

HMa peakH mocTMApPKeTHHIOBH CHOOILICHH 3a NALMEHTH Che C1abocT, Xuneppeduiekcua, HapylmeHa
KOOpAHHaIMA, O6BPKAHOCT, TPEBOKHOCT M BE30YAA cnefl ynorpeba Ha CEpTPATHH M CYMaTPHITTaH.
CHMITTOMM Ha CEPOTOHHHEPTHYEH CHHAPOM MOTAT Jja BB3HHKHAT CHIO H TIPH APYTH IPOAYKTH OT
ChIMA KAac (TPHITTaHH). AKO eJHOBPEMEHHOTO HPHIOXKEHHE Ha CEPTPATHH H TPHITTaHH € KITHHHYHO
060CHOBAHO, Ce MPENOpPHIBA RHUMATETHO HabmoAeHHE HA MALMEHTA (BX. Touxa 4.4).

Bappapun

EnnoBpeMeHHOTO MpIUTOAKEHHE Ha cepTpamuu 200 mg AHEBHO ¢ BapdapHH ¢ JoBeo 1o clabo, Ho
CTATHCTHYECKH 3HAMHMO Y'L/DKABAHE HA IPOTPOMOHHOBOTO BPEME, KOETO B PEAKH CITy9JaH MOXE Aa
TIPHIHHHE OTKJIOHEeHHe B cTolinocrTa Ha INR. [Topamu ToBa nporpoM6HHOBOTO BpeMe Tpa6Ba fla Guae
BHHMATe/IHO MPOC/EAABAHO B HAYATIOTO M CJIe/ Kpas Ha JICYEHHETO ChC CepTPaHH.

Apyeu nexapcmeenu 63aumooeticmeun, OU20KCUR, AMEHONON, YUMEMUOUR

EnnospeMeHHOTO NpMIOKeHNE ¢ MMETHAMH € JOBENIO A0 3HAYMTENHO HaMAIABAHE HA KIHPBHCA HA
ceprpamun. KnanuyHaTa 3HAMMMOCT Ha Te3d MPOMERM He e H3scHeHa. CepTpaiHH HaMa eeKT BEPXY
GeTa-aipeHepriaHaTa Gnoxupama akTHBHOCT Ha ateHosol. He ca nabmoaasanu nexapcTeent
B32UMOJCHCTRHA NP NPHIOAKECHHE HA CEpTPaIHH B 103a 200 mg NHEBHO C IATOKCHH.

Jexapcmea, noenuseayy Gyruxyuama na mpomboyumume

PHCKBT OT KbpBEHE MOXe Ja Obe OBHINEH, KOTATO JIeKapCTBa, NOBIHARAIH pyHKIMATA HA
TpoMGonmHTe (Hanp. HCTIBC, aneTiicansiiMioBa KHCeMHA M THKIOIHIMH), WIH JPYTH JICKAPCTBA,
KOMTO MOTAT Aa IOBHINAT PHCKA OT KbPBEHE, Ce pHaraT eaHospeMeHHo ci¢ SSRI, BrumounTesHo
cepTpaniH (BX. Touka 4.4).

Hepenomyckyrnu baoxepu

CenexTHBHMTE HHXHOUTOPH Ha 00paTHOTO 3aXBalane Ha cepoToHrHa (SSRIS) MoraT fia MOHMKAT
AKTHBHOCTTA HA IUIA3MEHATa XOIHHECTEPA3a KAaTO B PE3YJITAT Ce YABIKABa HEPBHOMYCKYJIHOTO
Gnokupaino aeficTBHe HA MHBAKYPHYM MJIH HA HEPBHOMYCKYJIHH GJIOKEpPH.

Jlexapcmeaa, mematomuzupanu om yumoxpom P450

Ceprpanun MOXke Aa neficTBa Kato cial 5o yMmepeH uaxnOuTop Ha CYP 2D6. IIpoaspKHTeNHOTO
TIPHIOKEHHE Ha cepTpaymH 50 mg AHEBHO € AOBENO A0 YMEPeHo nosHmasane (cpeao ¢ 23 - 37%) Ha
PaBHOBECHHTE IUIa3MEeHH HABA Ha Ae3unpamuH (Mapxep 3a CYP 2D6 H3oeH3HMHA aKTHBHOCT).
KnuHHTHO 3HATHMY B3aHMO/CHCTBHA MOTAT 3 BB3HHKHAT ¢ ApyrH cybcrparn Ha CYP 2D6 ¢ Tecen
TEPaNCBTHYCH HHAEKC KAaTO Kiac 1C aHTHApHTMHYHM JIEKApCTBa, HAaNp. nponadeHoH H GneKaunHy,
TPHUMKIHYHH AHTHAETIPECAHTH U THITHIHH AHTHIICUXOTHLH, 0cOGeRO IPH NO-BHCOKH J03H
CepTpaiuH.

Ceprtpanus He sieficTBa kaTo RExubuTOp Ha CYP 3A4, CYP 2C9, CYP 2C19 1 CYP A2 B KiIaHHIHO
3HAYMMA CTENEH.

Togra e noTBBpAEHO OT in Vivo NpoyusaHua 3a B3aumoaeiicTere ¢ CYP 3A4 cyberpaTn (€eHaOTeHeH
KOpTH30J1, KapGaMazenuH, TepdeHanun, ammpazonam), ¢ CYP 2C19 cySerpara maazenam 1 CYP 2C9
cybcrparuTe TonGyramu, rmubenxiamuy 1 peHuToHH. In vitro npoyyBaHHA Nokassar, 4e ceprrpamm
MMa MaTeK WM HAMA HUKAKbB MOTeHIHan 3a uHxubupaxe Haa CYP 1A2, -

IIppeMBT Ha TPH Yauia COK OT rpefndpyT JHEBHO € AOBEN KO NOBHINABAHE B




Crnenosatenso, ynotpebaTta Ha cok ot rpeiingpyT Tpatea fa ce H30ATBa N0 BpeMe HA JIEYEHHE CHC
ceprpanuH (Bxk. Touka 4.4),

Bh3 0CHOBa Ha pesyATaTUTE OT NPOYYBAHETO 33 B3aHMOIEHCTBHE CBC COK OT IpelndypyT, He MOKe Ja
€€ H3KITFOYH, Ye e[[HOBPEMCHHATa yNioTpeba Ha ceprpamu U MomrHH CYP3A4 HHXHOHTODH, KaTo
npoTeasHy HHXHOHTOPH, KETOKOHA30]1, HTPaKOHA30J1, OCAKOHA30J1, BOPHKOHA30]1, KIADHTPOMHLHH,
TEAHTPOMHLIEH H Heda30I0H, MOXKE Na NPeIH3BHKa JOMBAHHTEIHO NOBHILIABAHE HA GKCIIOZHIMATA Ha
ceprpamud. Tosa ce oTHaca u 3a ymepenaTe CYP3 A4 HHXHOMTOPH, KATO aNPENIMTAHT, EPUTPOMHIHH,
tnyxoHason, pepanaMui M AwrtHazem. [Ipuemst Ha Momuu CYP3 A4 uxuGuTopy Tpsba na ce
H304TBA NIO BpeMe HA NIEUSHHE ChC CEPTPAIIHH.

I1pH 1uua cxe cnab mMetabonuzsm sa CYP2C19 nnasmennTe HHBA HA CEPTPATHH C€ NOBHIIABAT C
oxono 0% B cpaBHeHHE ¢ HIA ¢ OGbp3 MeTabommssM (BX. Touaxa 5.2). He Moxe fa 6pae H3KIOYEHO
B3aHMOAEHCTBHE ¢ MOIIHK HEXHOUTOpU Ha CYP2C19, nanp. oMenpazon, JAar300pa3of, MaHTonpason,
pabenpason, QuryoKceTHH, (IYBOKCAMHH.

EnnoBpeMEHHOTO NIPHJIOKEHHE Ha CEPTPANHH ¢ METAMH30J, KOHTO € HHAYKTOp Ha
MeTabommupanre ensumy, Bmourrenio CYP2B6 u CYP3A4, Moxe na Npeau3ByuKa HAMANABAHE
HA IUIa3MCHATE KOHIEHTPAIHH HA CEPTPATIMH ¢ IOTEHIMATHO HAMAABAHE HA KIIHHHIHATA
eduxacaocT. [Topaan ToBa ce NpenoprYBa MOBHINEHO BHUMAHKE, KOTATO METAMH20] M CEPTPATHH C&
MPHIAFaT EXHOBPEMCHHO; KIMHKYHHAT OTTOBOP H/M/IM HHBATA HA E€KapCTBOTO TPAORA Ja ce

NPOCNEAABAT CHOPES CIYIAN.

IlemnaTpudHa nonynauss
IIpoyypanns 3a B3aHMOAelCTBHS 3a MPOBEKAaHH CAMO NPH BE3PACTHH.

4.6 ®epraianTeT, 5peMeHBOCT, KbpMeHe

BpemenHocT

He ca npoBexcaanm aeKBarHO KOHTPOIMPAHM NPOYIBAHHSA [P OpeMeHHH KEHA. Brupekn Tosa
SHAYHTETHO KOJIMYECTBO JaHHH He Ca AOKA3a/IH Bh3HMKBAHE Ha BPOACHH MaI(opMalyiH, NPHIHHEHH
ot ceprpanuH. [IpoyunaHHATA IPH XXHBOTHH Ca IEMOHCTPHpANH edeXTH BEPXY PENPOAYKTHBHOCTTA,
BEPOATHO B PE3yNATAT Ha TOKCHYHOCT NPH Maiikara, IPHYHHEHA 0T (apMakOAHHAMHYHO eHCTBHE Ha
CBCTABKATA H/HIH OT NPAKo drapMakoHHAMKMHO AciiCTBHE HA AKTHBHOTO BEIIECTBO BEPXY MIOAR
(Bx. TouKa 5.3).

Hma crobmenns, 4e ynoTpe6aTa Ha CepTpIMH [0 BpeMe Ha GPeMEHHOCT HPEH3BHKBA CHMITTOMH,
CHOTBETCTBAIIM HA PEAKIIHHA HA OTHEMAHE IIPH HAKOM HOBOPOIEHH, YMHTO MAHKH ca GHTH Ha JIeYeHHE
¢b¢ cepTpandH. ToBa e Habmonasano 1 npH Apyrd SSRI anruaenpecanTn. CepTpanHH He ce
MpenophyBa 1o BpeMe Ha OpeMEHHOCT, OCBEH aKO KITHHHYHOTO CHCTOSHHE Ha JKEHATa € TaKoBa, 4¢ ce
OYaKBa MOJI3aTa OF JICUCHHETO A4 HAXXBLPIIH TIOTEHITHAMHHA PHCK.

Hozopoaenure Tpabea na ce Halmoaasar, ako MaiikaTa € IpoARDKWIA Aa IPHEMA CEPTPATHH IIpe3
NO-KBCHHTE €TarM 0T OpeMEeHHOCTTa, 0coOeHO Ipes TPETOTo TpUMecedHe. AKO MaiikaTa € MpUeMana
CEPTPAMH Npe3 MO-KECHUTE eTank OT OPEMEHHOCTTA, CICAHUTE CHMITTOMH MOTAT 13 ¢€ MPOSBAT K
HOBOPOACHUTO: PecIHPAaTOPeH JUCTPEC, IHaHO34, ANHeA, MPHNATBIH, HeCTaOHIHOCT Ha TeJecHaTa
TEMTICPaTYpa, 3aTpYAHEHO XpAaHEHE, IOBPBIIaHe, XUIOTITHKEMENH, TIOBHINCH MYCKYJIeH TOHYC,
XHUINOTOHMA, XUTieppedleKcus, TPeMOop, NOBHINIEHA Bb30YANMOCT, pa3ApasHHTENHOCT, ICTAPTHA,
TIPOABIDKUTENICH TUIAY, CHHITHBOCT H 3aTpy,AHEHO 3acniBaHe. Te3H CHMITTOMH MOTAT Ja C& AL/DKAT
HIH Ha CePOTOHHHEPIHYHH ¢()eKTH, WIH HA CHMITTOMH HA OTHeMaHe. B noseyero cimyyaH
YCIIOXKHEHHATA HACTBIIBAT BeAHAra WiH ckopo (<24 vaca) ciej paxaaHeTo.

6emoapobra xunepToHns Ha HoBopoaeHoto (ITBXH). HabmogasaHusaT puck
cimy4as Ha 1000 6pemennocta. Ilpu ofmara nonynaims ce nposeaear 1 go 2



1 000 6pemeHHOCTH.

JlaHHHuTE OT HAOMIOACHUATA MOKA3BAT MOBHINIEH PHCK (TIO-MAJTKO OT 2 MBTH) OT CIICOPOARIEH
KPBBOHITHE NpH excroznuus Ha SSRI/SNRI B pamkuTe Ha Mecena TpefH paKIaHeTo (BXK. TOUKH 4.4,
4.8).

KvpMmene

TTyGmuxyBaHHTe NaHHU 38 HHBATA HA CEPTPAITHH B KhPMATA COYAT, Y€ MANKH KONHIECTBA CePTPANHH H
HETOBHAT MeTaGomiT N-IecMeTIICEpTpanHH ce eKkckpeTupar B kepMata. Karo 1ano npexebpenaimu
HITH HEOIOBHMH HHBA Ha CEPTPAIHH ¢4 OTKPHTH B CEpyMa Ha KbpPMAYeTa, ¢ eNHO H3KIIOICHHE Ha
HOBOPOACHO CBC CEPYMHH HHMBA OKONO 50% 0T HUBOTO Ha Majikara (Ho Oe3 3a6emexnm edext BHpXy
3/[paBETO Ha ToBa KbpMade). Jlocera He ca IOK/IAABAHH HeKE/IaHH Peaki{Hi BhPXY 3APABETO Ha Jielia,
KBPMEHH OT MAKHKH, IPHEMaNTH CCPTPAIHH, HO PHCK HE MOXE a ce H3KMOYH. [IpHnoxkeHHETO NpH
KBPMAUKH He ¢€ NpeHopstBa, OCBEH B CIyUaHTe, KOraro Clope MPeleHKaTa Ha JIeKaps noirsara ot
A€YEHHETO HAMXBLPIA PHCKA.

®epTHARTET

IIpoy4BanuATa NpH XKHBOTHH HE MOKA3BAT €()EKTH Ha CEPTPAJIHH BEPXY NAapaMeTPHTE Ha
depranmTeTa (Bik T. 5.3.). Crobimasanure ciygan ¢ Hakod SSRIs ca nokasanm, 9e YBpeXXAaHETO HA
cnepMara e obparnMo. He e HabmonapaHo noesiuasane Ha epTHIMTETA NPM XOpa.

4.7 E¢exTH BLpXy cnocobHOCTTa 32 mMojHApane H paboTa ¢ MAIIRHE

KomHHuHHE dapMakonorsgHy Npoy4BaHHs He ¢a NOKa3aM eeKT Ha CEPTPaHH BLPXY
NICHXOMOTOpHHTe QYHKIMH. B cbmoTo Bpeme obaye, Thii KaTo NCHXOTPONHHTE JIEKAPCTBA MOTAT /2
HApyIIaT NCHXHIECKATE HIH (PH3HIECKHTE CTIOCOOHOCTH, HeoOX0MMH 33 OCHIIECTBABAHE HA
NOTCHIHAIIHO OTIACHH 3ajayM KaTo ynpaeneHne Ha MIIC wm pabora ¢ MAIIMHE, Ce Npenopbisa
MAIMEHTHTE Aa OBIAT CHOTBETHO NpeyNpPeACHH.

4.8 HexeIafH JICKAPCTBEHN PEAKTIHE

Tagenero e Hali-4ecTaTa HEXENaHa peakiys. TIpy JleueHHETO Ha COIHANHO TPEBOMKHO PasCTPOHCTBO,
CEKCYAIHH HApyIIEHMA (JTHIICA Ha eAKy/IalHA) PH MBKETE Ca BH3SHHKHAMNH B 14% OT ciryqaunTe npx
ceprpanuH cnipamo 0% npu mnaie6o. Tesn HexeNnaHH peakiMH ca A03032BHCHMH H 9eCTO OTIIYMABAT
ITPH NPOXRKABAHE HA JIEUEHHETO.

[IpodhubT HA HEXENAHKTE PEAKIMH, 9eCTO HAGIIIONARAHH B ABOHHO-CIIENH, UTaNe00-KOHTPONIHPAHH
npoy4panus npu nampeHTH ¢ OKP, nanwuecko pascrpotictso, ITTCP H colpanHo TpeBOXKHO
PascTpoicTBO, € CXOACH ¢ TO3H, HAOMOAABaH B KTHHAYHATS NPOYYBAHHA NPH NAlHEHTH C ACNpecHa.

B Tabauya 1 ca noxa3aHu HexXeNaHUTE PEAKLMH, HAGIHOIaBAHY B TIOCTMAPKETHHIOBHA NEpHoz (C
HEH3BECTHA YECTOTA) H OT IIALeG0-KOHTPONIMPAHH KIHHUYHHE POy4BaHua (BKMouBamy obimo 2 542
TNAIKEHTH Ha cepTpanad 1 2 145 na nnane6o) npu aenpecus, OKP, nanudecko pascrpoiictso, [ITCP
H COLMAMHO TPEBOXKHO PpascTPOHCTRO. HAKOH HexXeNnaHH NeKkapcTBeHH peakumy, H30poeHH B Tabmuua
1 mMoraT fa HaMaJeAT 1O CHJIA H YECTOTA MPH NPOARDKABAHE HA JICHCHHETO H [0 NPHHLAT HE BOJAT
A0 NPeKECBAHE HA TeparnMATa.

Ta6bnuua 1: Hexxenanu peakimm

YecToTa Ha HEXKEIAHUTE peakiiH, HabMonABAHH B IUIale00-KOHTPOIHPAHH KIHHHYHH [TPOY1BaHNA
npu aenpecus, OKP, narimtecko pascrpoiicteo, [ITCP u colManzo TPEBOXKHO pascTpOHCTEO.
O600men aHanH3 H NOCTMAPKETHHIOB ONHT (C HEH3BECTHA 9ECTOTA).

CHcTemo- Mbpuoro YeeTn HegecTn Peaxn
OpraHeH KJIac TeCTH (=1/100 o (=1/1 000 ao (=1/10 000 oo

1/10) <1/10) <1/100) <1/1 000)




Ben4 ONEHKA)

Hugpexyuu u HH(EKIHA HA | FACTPOCHTCPHT, | DMBEPTHKYIMTS
ungecmayuu TOpHHTE BL3NANCHHE HA
JHXATEITHU CpeTHOTO YXO
THTHINA,
dapunrur,
PHHHT
Heonnazmu — HeoIUIasMa
dobpoxavecmeen
U, 3AOKAYECMBEHY
u HeonpeoeneHy
(6xn. xucmu u
noxunu)
Hapyuenus na naManeHonaTHs,
Kpvema u TpomGomToneHAs * §,
numcpnama JieBKOTeHuA * §
cucmema
Hapywenua na CBpBXUYBCTBH- | aHAQHIAKTOMAHA
umMynHama TENHOCT*, peaxima*
cucmema CE30HHA
aneprus*
Hapywenua  na XwnoTHpou- XuneprposiakTHHE-
eHOOKpuHHama JH3BM* MHA*, CHHAPOM Ha
cucmema HE4/IeKBATHA
ceKpelHs Ha
eH
xopmoH (SIADH) *§
Hapywenus na NOHIKEH Xunepxonectepone-
Memabomsma u aneTHT, mua*§, 3axapeH
Xparenemo MOBHIIEH maber*,
aneTaT* XHITOrHKEMHA ¥,
XMNEpriuKeMHa*§,
XMITOHATpHEMEA*§
Hewarmu OeschHHE TPEBOXKHOCT®, | CYMIHHH KOHBEP3HOHHO
Hapyuenus menpecHs*, MHCI/neti- PasCTpoOHCTBO*§,
BE3Gyna*, CTBHS, napoHupra*§,
MOHIKEHO TICHXOTHYHH JIeKapCTBEHA
mmbHno*, pascTpoiicTBa®, |3aBHCHMOCT,
HEPBHOCT, HeoOnyaliny COMHAMOYJTH3EM,
JETICPCOHANTA- | MHCITH, aNaTHA | MpekAeBPEMEHHA
3aIH, XATIOUMHALMH®, | eAKYAIHA
KOIIMAapH, arpecua®,
OpykcuzeM* | eydopHuro
HacTpoeHHe™,
napaHos
Hapywenus na 3aMafgHoOCT, | TpeMop, AMHEINA, KoMa*, aKaTH3HA (BK.
HepeHama rnasobonye | ABHTaTeNHM | XumoecTeswsa®, | rTouka 4.4),
cucmema * CHHJIMBOCT | HADYIIEHHA | HEBONHH JMCKHHE3HA,
(BRTIOUHTEN- | MYCKYITHH XHIEPECTE3HA,
HO ChKpamieHMa*, | MO3BUHO-CH/OB
EKCTpanMpa- | CHHKOM™®, CTIa3bM
MHIAHH XHTIepKUHe3As*, | (BRIIOYMTENHO
CHMITTOMH MHTpeHa*, oGpatiM Lepebp




KaTo KOHBYJICHA*, BA3OKOHCTPHKTHBEH
XHIIEpKHHE- | 3amaiiBane pH CHHAPOM H CHHIPOM
3H4, NOBHIIEH | MPOMAHA Ha Ha Call-Fleming) *§,
MYCKYJIeH f03aTa, MCHXOMOTOPHO
TOHYC, HapyIIeHa HECNOKOHcTEHE*§
JHUCTOHHSA, KOOPAMHALIMA, (Bx. Touka 4.4},
CKBbpLAHE CBC | HApyIeHHe Ha | HapyIIeHa CeTHBHOCT,
3500 WK pedra xXopeoarerosa$,
HApYIICHHA B CrobimasanH ca CBINO
MIOXOAKATA), NpH3HALM H
mapecre3na®, CHMIITOMM, CBEP3aHH
XHTICPTOHHA*, CEC CEPOTOHHHOB
HapylIeHHe cHAIpoM* HWIH
Ha HEBPOJIENTHICH
BHAMAHHETO MaNHrHeH CHHAPOM:
IHCTey3HA B HiIKkOH cydaH,
CBBP3aHH C
€THOBPEeMEHHOTO
TIPHAOKEHHE Ha
CEPOTOHHHEPTHIHH
nekapcTsa, KOHTO ca
BKMIOYBATH BB30YA3,
o6BpKaHocT, OOIIHO
H3MOTABAHE, AHAPHA,
BHCOKA TeMiiepatypa,
XUITEPTOHHSA,
PHIHAHOCT H
TAXHKAPANAS
Hapyiuenun na 3PHTEIHO Muapraza* CKOTOM, IJIayKOMa, MaKyloTaTHA
ovume HapyllieHue*® JHIUIONHNA,
dorodobns,
xupeMa*§, pasiHKa B
pasmepa Ha JBETe
3eHHIM*§, HapYILICHO
3peHHe*§,
HApYIIEHHE HA
CITB3HATE AIEIH
Hapywenus na THHHUTYC* 6onka B yxoro
yxomo u
Jabupunma
Copoeunu namTamu* | Taxuxapayus®, MHOKapJeH
HAPYWEHUA CEPACUHO ungaprr*§, Torsade
HapylleHHe de Pointes (XK. TOUKH
44,45u5.1),
Gpamuxapaus,
yanmkasase na QT
HHTepBana®* (BX.
touku 4.4,4.515.1)
Cvdosu TOpeuIH MATONCTHYHO nepuiepHa HCXEMHs
Hapyuienun BBIHH* KbpBeHe (Hamp.

TaCTPOHHTECTHHA

JIHO KbpBeHe)*,
XHMIICPTOHHA*,
3avepBABaHeE,




xeMarypus*

Pecnupamopnu, npo3seaHe* | AMCHHes, XHIIepBeHTHIaIHS,
2PeORU U EIIHCTAKCHC ¥, HHTEPCTHLHAIHA
MEQUACTURANHY oponxocnazeM* | GenoapobHa
Hapyuienus Gonect*§,
JapHHTOCTIA3BM,
mucoHms,
cTpunop*§
XMIIOBEHTWIALIHA,
XBJIIAHE
Cmomawino- rageHe, JHUCTIETICHA, MeJIeHa, 3HEOHH pa3a3BABaHe Ha MHKPOCKOIICKH
Ypegnu JAHapus, 3anex®, HapYINeHud, ycrara, KOJIMT
HApYieHun CyxoTa B KOpeMHAa e3odarur, naHkpearT*§,
ycTaTa 6onka*, TJIOCHT, XeMaTOXe3H,
NOBpBINaHe®, | XeMOPOH/IH, pass3BaHe HA e3HKa,
dnaryneHms | cBphXCEKpeitd | CTOMATHT
Ha CJTIOHKA,
aucharus,
OpMIBaHE,
HapyIueH#e Ha
€3HKa
Xenamo- abHopMHa
bunuapru q4epHONpoOHa
HApYwenun ({yHKIA, CepHO3HH
4epHOIPOOHH
CBEOHTHA
(BKIIIOYMTETHO
XE[ATHT XKBJITCHHIA H
gepHOAPOOHA
HEeOCTATEYHOCT)
Hapywenus na Xunepxuapo- | nepuopOuTaneH | peukH CIy4aH Ha
KONCama u 3a, 00OpuB* OTOK¥, TEIKKHA KOKHH
nooxoxcHama ypTHKapusa*, HeXe/IaHH PEaKiHH
moKan anoneuma®, (SCARY): Hanp.
chpbex*, CHHAPOM Ha Stevens-
mypitypa®*, Johnson u
NIEPMATHT, CyXa | enMaepMaiHa
KOXa, OTOK Ha HeKpo/m3a*§, KoskHa
NHLETO, CTYICHA | peakums *§,
NoT (hOTOUYBCTBHTEAHOCT
*§, aHFHOSMEM,
HapyleHa
KOHCHCTEHIIMA Ha
KocaTa, HeoOHuaiina
MHPH3MA Ha KOKATa,
OynozeH aepMaTHr,
$onuxynapen o6pHs
Hapywenun na 6onka B OCTEOapTPHT, pabaomuonmsa*§,
MYCKyano- repba, MYCKYJIHH KOCTHO HApPYINEHWE
crenemHama apTpanrua®, |NOTpeNBaHHA, "
cucmema u MHAITHA MYCKYITHH




cvedunumennama Kpamimm*,
moKaH MYCKYJTHa
cnaboct
Hapywenua na TIONAKHYpPHS, HepaBHOMEpHa CTPyA
ovbpeyume u MHKIHOHHO Ha ypHHaTa®,
nuxounume HapyIeHHe, onvrypus
nomuya 3a0PEKKA HA
YpHHarta,
He3aAbkaHe Ha
ypHHa®*,
NOJHypHS,
HOKTYpHA
Hapyiwenun na JIATICA Ha CMYINEHHA B | CEKCYaNIHA ranakropes*, CHeapoaHIeH
6b3npouseoOumen | EAKyNallHA | MeHCTpyan- | aucyHxima, arpodrdeH KPBBOHIMHB**
HAMA CUCEMA U HMA IMKBIT*, | MEHOparus, BYJIBOBArHHHT,
zupoama €pPEKTIWIHA BarHHAJIHO TEHHTAJTHO T¢UEHME,

IvchyHKIMS | KpEBOTeueHue, | OanaHomocTHT*§,
CeKCyallHa rHHEKOMAcTHA*,
muchyHKIps NPy | MpHAMM3EM *

JKeHaTa
Obwu yMopa cnabocr®, nepudeper XEpHMs, HAMATICHA
HApYWEenuR u 6onka B OTOK*, BIpHCaHe, | IOHOCHMOCT KBM
eghexmu na repauTe*, HApYIIEHHE HA | IEKAPCTBOTO
MACHOMO HA Hepasnono- |moxopakara¥®,
npuroxcenue XKeHne*, KK

NHpeKCHA*

Hzcnedeanun NIOBHILIEHO YBEITHYECHA MOBHIEH CEPYMEH

TEJICCHO anaHuH XONeCTepo,

Terno* amuHOTpaHche- | aGHOpMHH CTOHHOCTH
paza¥, Ha naopaTopHu
yBeJHIeHa pe3yJITaTy,
acraprar HApyIIEHHE HA
amMMHOTpaHce- | cnepMara, MpoMeHH B
pasa¥*, TpoMboLHTHA
HOHHKEHO dyuxupa*§

TesaecHo Terao*
Hapaussanus, HapaHABaHe
OMPABAHUA U
VCRONCHERUA,
BLIHUKHANU 6
pesyamam na
uHmepeenyun
Xupypeuvecku u CBHAOpasUIMpABaIa
MeQUYUHCKU HHTePBEHIBA
uUHmMEpGEH YUY

* HJIP, uneHTH(HIMpaHH B IEpHO/a ClIe MyCKAHETO Ha Ma3apa.
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Cumnmomu na omuemane, HAOMOOABAHU CAED NPEKBCBANE HA JEYERUECMO CHC CEPMPATUR
IIpexpataBaHe Ha cepTpanuH (0coGeHO KOTATO € BHE3ANHO) Y6CTO BOIH 0 CHMITTOMH HA OTHEMAHe.
3amMagHOCT, CEH30PHH HapyueHus (BITIOYHTETHO IAPeCTe3HA), HAPYLICHHS Ha ChHA (BKIIOTHTENHO
HHCOMHHSA H HHTEH3HBHH CHHHMINA), Bb30y/a WIH TPEBOKHOCT, TaJieHe HHIH NMOBPBIIAHE, TPEMOP H
rnasoGoiie ca Hali-4ecto cro0masanu. OGHKHOBEHO Te3H CHOUTHS Ca JISKH 0 YMEPEHH H MMHABAT
OT caMo cefe CH, BBITPEKH TOBA, TIPH HAKOH NMALMEHTH Te MOraT A3 OBbAaT Texky W/HIm
NponBDKHTENHH. ETO 34110 ce npenophyBa, KOraTo NEUeHHETO Ch CEPTPATHHE NoBede HE C6 H3NCKBA,
MOCTENEHHO CIIMpaHe Ype3 HAMAISBAHE Ha (BIK Toukn 4.2 H 4.4).

Cmapuecka ev3pacm

SSRIs unu SNRIs, BRIIOUHTERHO CEPTPATHH, Ca GHIH CEBP3aHH CBC CTydad Ha KIMHHIHO 3HAMAMA
XHTIOHATPHEMHA NPH NAIKEHTH B CTAPYECKA BE3PACT, KOMTO € Bh3MOXKHO Ja Ca H3/1I0XKeHH Ha Io-
BHCOK PHCK OT TOBa HeXellaHo ¢hOuTHe (Bx. Touka 4.4).

Heouampuuna nonysayus

Tlps noede oT 600 NeAHATPHYHK MALMEHTH, JIEKYBAHH CHC CEPTPATHH, OOIMAT NpodHn Ha
HEXeNaHH PEeaKIHH kaTo IAA0 € OuN cXolied ¢ HabnoagatHd B MPOYIBAHUATA NPH BE3PACTHH.
CremHuTe HeXeNnaHH peaxiyu ca 6w crobImenn 0T KOHTPONHpaHH NpoydsaHng (1 = 281 nauuenTHy,
JICKYBaHH CbC CEPTPATHH):

Mhuozo yecmu (>1/10): rnasobonne (22%), 6eacorue (21%), auapus (11%) u ragene (15%).

Yecmu (>1/100 o0 <1/10): rppana Gonka, Mk, IOBKIIEHA TEMIEPATYPa, OBPHIIAHE, AHOPEKCHI,
€MOLIHOHAJIHA HeCTabHIHOCT, arpecs, B30yna, HEpBHOCT, HAPYIIEHO BHUMAaHHE, 3AMAAHOCT,
XMNEPKHHE3NA, MHTPERa, CHHIHBOCT, TPEMOP, SPHTEIHO HAPYIICHHE, CYXOTa B YCTaTa, IHCTICTICHA,
HOHHY KOMIMAPH, YMOpPa, HE3aAPLAKKa HAa YPHHATA, ODPHB, AKHE, CITHCTAKCHC, METEOPH3BM.

Heuecmu (>1/1 000 do <1/100): yawioken QT-unrepran npu EKT (k. Touku 4.4, 4.5 1 5.1), onur 3a
caMOyOHICTBO, KOHBYJICHH, EKCTPAITHPAMHIHO HAPYINEHH®, IAPeCTE3HA, ACMPECHA, XAMONHHALHA,
nyprypa, XHNepBEHTHIAHA, AHeMHA, HAPYIICHHe Ha YepHOAPoOHATa $yHKIHA, IOBHINCHHE HA
aIaHUH aMHHOTpaHChepasa, ITACTHT, XEpIieC CHMILIEKC, BE3NAEHHE HA BBHINHOTO YX0, 6omka B
yX0T0, GonKa B 09HTE, MHApPHA3a, HEPA3MONOKEHHE, XEMATYPHS, THOGH 0OpHB, PHHHT, HAPAHABAHE,
HaMAaNsBAHEe Ha TEIECHOTO TEIIO, MYCKYJIHO TIOTpenBaHe, HeoOH4aHHN CHHUING, anaTHs,
anOyMHHYpH#, TIOJIAKHYPUA, IIONHYPHs, GOJIKa B rbpAMTe, HapyINeHHe B MEHCTPyalMATa, alofle1us,
JAEPMATHT, KOOKHO HapyImeHHe, HeoOH4aling MEPHIMA HA KOXKATA, YPTHKAPHS, OpYKCHIEM,
3a49EPBABAHE.

C neussecmna yecmoma. eHypesa

Knacosu egrexmu

EnnpaeMuoN0rHYHHTE NPOYYBAHKS, IPOBECHH [TTABHO MpH TAIMEHTH Ha BE3pacT HaA 50 romuHy,
MOKA3BAT YBEHYECH PHCK OT KOCTHH (JpaKTYpH NPH Mal(eHTH, npHeMamy SSRIs wiM TpHIGHINTIHH
aHTHAENPECAHTH. MeXaHW3MET Ha TOBA YBETHUCHHE HE € H3BECTCH.

Crobmaraie pa NOJOIMPAHY HEKENIARN DEAKIIHMA
Cro0mapaneTo Ha NOAO3HPAHH HEXENAHH PEAKLIMM Clle paspelliaBaHe 3a ynorpe0a Ha eKapCTBEHHA
NpOOYKT € BaxHo. Tora nozponsea Aa MPOABIDKA HAGMIOACHHETO HA CHOTHOLICHHETO mon3a/pHcK 3a

NeKapCTBeHHA NPOAYKT. OT MEAHITAHCKHTE CICHHAINCTH ¢ M3MCKBA A2 CHOOIMNABaT BCAKA
NOAO3HpaHA HEKENaHa PeaKiHs Jpe3 HAllHOHA/IHA CHCTeMa 3a choOmasane kbM HanbnHuTenHara
AreHLMs N0 JIeKapcTBara, yi. ,.Jlamss Cpyes® Ne 8, 1303 Codus, Ten.: +35928903417, yebeaiit:
www.bda.bg

4.9 Ilpenosnpane

Toxcuunocm

CepTpamin HMa TepaneBTHYHA rpaHHLA Ha 5e30NaCHOCT, KOATO 3aBHCH OT MAITHCHTCKATY JI01
W/ AN eHOBPEMEHHO MPHIAraHUTE JieKapcTea. DaTalHK CTydaH OT NpeJlo3HpaHe ¢a CROOMBNAH]
CaMOCTOATETHO NPHIOKEHEHHE HIH B KOMOHHAITHA HA CEPTPATMH C PYTH NEKapCTR JiH




CnenoparenHo BCEKM ciyvai Ha npeAo3HpaHe TpaGea Aa GbAe JIEKyBaH arpeCHBHO.

Cumnmomu

CHMITTOMHTE Ha [peIO3HpaHe BKIIIOYBAT CEPOTOHHH-MEIHHPAHH HEXE/aHH JIEKAPCTBCHH peakify
KAaTO CHHJIHBOCT, CTOMAUTHO-IPEBHH HapymenHs (KaTo raficHe H NOBPRIIARE), TAXHKapaMs, TPEMOp,
BE30yza H BHeHe Ha cBAT. CiryvaH Ha KOMa ca choGmapanu ofade no-paako.

Cryuau Ha yawiokasase Ha QT unrepsana/Torsade de Pointes ca cpobimapasm ciie/] mpeAo3HpaHe Ha
cepTpanHH; nopaju Toea ce 3vcksa EKT npocneaspane npy BCAKO NMPeo3HPAHE HA CEPTPAIMH (BK.
Touku 4.4, 4.5u 5.1).

Heuenue

JInnceat cneuAgHIHH aHTHAOTH Ha cepTpanuH, [IpenoprbiBa ce Aa ce YCTAHOBH H HOIBPKA
JMXATEJICH BT H /1A C€ OCHTYPH AIEKBATHA BEHTHIALMA W OKCHIeHAL%. AKTHEHMAT BEIJICH, KOHTO
MOXe Ala ce KOMOMHHPA ¢ OUHCTHTEIIHO, MOXKe /I3 € eHAKBO e(peKTHBEH Wi No-¢(QeKTHBEH OT
CTOMAUIHATA NPOMHBKA H TpA6Ba Aa ce KMa NpeBH] NPH JeueHye Ha npenosupanero. He ce
Mpenopb4Ba MPCIH3BHKBAHE Ha NOBPHIIane. 3a¢AHO ¢ 00maTa CHMITFOMATHYHA H TOANBpKAIA
TEpanua ce NpenophyBa Apocaeassane Ha chpaeuHnTe (Hamp. ¢ EKD) H ApyrH KH3HEHH NOKa3aTeIH.
INopanu ronem#s o6eM Ha pasnpeAciicHAE HA CEPTPAIIMH € MAJIKO BEPOATHO NMPHIOKEHHETO HA
¢opcupana arypesa, AManu3a, Xemonepdy3Hs WM eKCCaRTBUHOTPAHC(pY3uA 1a HMaT O1aronpHaTeH
edexr.

Heduampuuna nonyrayus
Hama HanvuHk JaHHH.

5 ®APMAKOJIOTHYHH CBOHCTBA
5.1 PapMAKOAHEAMBIHH CBOHCTBA

®dapmakoTepanerTHYHa rpyna: [icuxoananenmamm, ArTHAENpecaHTH, CeneKTHBHE HHXHOMTODH Ha
oOpaTHOTO 3axsamane Ha ceporoumnna (SSRI), ATC xoa: NOSA B06

MexannIsM Ha NelicTBHE H MaKOIHHAMHYHH eheKTH

CeprpaHH € MOILEH U CelleKTHBCH MHXKOKTOp Ha o6paTHuA 3axBaT Ha ceporonmsa (5 HT) B
HEBPOHHTE in Vitro, B pe3yNITaT Ha KOETO ce MoTeHuMpat edexture Ha 5 HT nps xmBoTHH. Toil pMa
efiBa MHOTO ciiab e(eKT BEpXy OGPATHHS 3aXBAT Ha HOPAAPEHAIMH M JONAMHH B HEBpOHHTE. B
KJIHHHYIHH J03H CePTPATHH GA0KHpa 00paTHHA 3aXBAT HA CEPOTOHHH B HoBemKkH TpoMGotwTd. Toli ne
MpOoABABA CTHMYJIHPAIA, CCAATHBHA HITH AHTHXOJIHHEPTHYHA AKTHBHOCT WM KAPDAHOTOKCHIHOCT IPH
JKHROTHH. B KOHTpONMpaHH poy4YBaHHA NpH 3ApaBH A00POBOIIM cepTPaIHH He IPHYMHIBA ceAalHs
H HE OpeIH3IBHKBA MPOMEHH B NICHXOMOTOPHHTE $YHKIMH. B CHOTBETCTBHE CHC CEIICKTHBHOTO
HHXUOUpaHe Ha oOpaTHHA 3axBar Ha 5 HT cepTpandH He NOBHINABA KATEXOIAMHHCPIMUHATA
akTHBHOCT. CepTpaliH He npHTexaBa adHHUTeT KBM MyCKAPHHOBHTE (XOJIHHEPrHYHH),
CEPOTOHHHEPTHYHHTE, JONAMHHEPIM4HHTE, AApeHEPrHYHMTE, XucTaMUHeprmiHuTe, GABA wim
GeHsoaHa3enNMHOBHTE perienToph. [IpoAKDKHTENHOTO MPHIOKEHHE Ha CEPTPAIHH NPH XKHBOTHH €
CBBP34HO C HamaliiBaHe Ha 6POs Ha MOZBYHHTE HOPAPEHAIHHOBH PELIENTOpH, KaKTo € HabmoaasaHo
H [PH JIPYTH KJIHAAYHO eeKTHBHH AHTHAENPECAHTH H aHTHOOGCECHBHH NIEKAPCTBEHH NIPOAYKTH.

He e aeMoHcTpHpaH oTeHLMAanN 3a 3moynoTpeda Che cepTpainH. B npoiHo-ciano, paHnOMHU3HPAHO,
na1e60-KOHTPOIHPAHO TIpOYYBaHE CPABHABAINO MOTEHI(HANA 32 WOYTIOTpeta CBe CePTp:
annpasonam H d-am)eTaMHH 11py X0pa, CEPTPANHH HE € NPETH3BHKAN MOIHTHBHHE GYECR
eeKTH, IOKA3ATCITHA 3a IOTEHIMAN 3a JoynoTpeba. 3a paznnka OF TOBa NauHeHTite

XapecBaHe Ha JIeKapCTBEHHA MPOIYKT, €yGopHs ¥ NOTEHIHAN 32 30YIOTpe
OpCAU3IBHKAII HHTO CTHMYJIAllMA H TPEBOKHOCT, CBBP3AHH ¢ DPHIQKEHHETO



CEIaiMA M NICHXOMOTOPHO HAPYILICHHE, CBLP3aHH ¢ PHIOKEHHETO Ha annpasonam. IipanoxeH npx

Maxak pesyc-maliMyHH, 06ydeHH Nla PHEMAT caM¥ KOKAHH, CEPTPATHH He € CTHMYIHpa
NPHEMAHETO Ha ONHATA, HATO ITHK € MOrBJ1 A1a 3aMeCTH KaTo AMCKPHMHHATHBEH crimyin d-aMdeTaMuH
WM peHoOapOuTan.

Knigiwuna edrexmusnocm u bezonacrocm

Tonsmo denpecusno pazcmpoticmeo

TpoBeneHo ¢ KWIMHHYIHO Npoy9IBaHEe IPH AeNpPecHBHH aMOyNaTOpHH NALMCHTH, IIPH KOKTO € HAaCTHIMIT
edeKT /10 kpas Ha HaYanHaTa 8-CeMUYHA OTKPHTa (ha3a Ha JieueHHe Che ceprpannH 50-200 mg/nen.
Te3u naumenTyu (n = 295) ca 611 paHIOMHU3MPAHH A3 IPOTHIDKAT B IBOMHO-CHIATIO MPOYYBaHE ChC
ceprpauH 50-200 mg/nen win mnanebo 3a 44 ceqmuuy. HabmoaagaHa € CTATHCTHYSCKH 3HAYHMO I1O-
HHCKA Y€CTOTa HA PELMAMBHTC TIPH NalMeHTHTE, NPHEMAIY CEpPTPAJIHH, B CPABHEHHE C IPHEMALIHTE
nunanebo. Cpennara 03a 3a NAIHEHTHTE, 3ABBPLIIM NPOy9BaHeTo, ¢ 6mna 70 mg/nen. IIpoueHTsT
TIALHMEHTH, TOBRIMANH C€ OT JIEUEHHETO {AebHHHUpaHH KATO Te3H NALMCHTH, IIPH KOHTO HE € HACTHITHN
peiLMINB), 3a CepTpanHH U wiaueto e 61 croTeTHO 83,4% 1 60,8%.

Hocmmpaeamamuuno cmpecoso pazcmpoticmeo (IITCP)

KomGuHHpaHH faHHK OT TpHTE Npoyusanus 3a [ITCP cpea obimara nomynanss ycTaHOBABAT HO-
HHCXA YeCTOTa HA OTrOBOP IPH MBMKETe CIPAMO XeHHTE. B npeTe NOHTMBHA NPOYIBAHHA CPENl
obmaTa nolynaiHa Ha CepTPaiHH COpAMO Inane6o, 46CToTaTa Ha MIORTHABAHE IPH MEKCTE H JKEeHHTS
e Guna cxoana (xeHM: 57,2% cnpamo 34,5%; Meke: 53,9% copamo 38,2%). Bpodr Ha MpkeTe B
ECHHTE B obeAMHEHATE MPOyHBaHHA cpell obwara nomynamms e 184 u cporeeTHO 430, H
CTIEAOBATENHO Pe3yNATATHTE MPH KEHHTE Ca ¢ NO-rojAMa TEKECT, 4 IIPH MEXKETE ¢¢ CEBP3BaT C JPYTH
H3XO/HH XapaKTePHCTHKH (II0-ro/aMa 3n0ynoTpeda ¢ BEecTBOTO, [0-TONAMA IIPONLIDKATCITHOCT,
W3ITOUHUK HA TPABMA ¥ T.H.), KOMTO KOPEnMpaT ¢ HaMANCHHA ehekT.

Copoeuna enexmpoduzuonozus .

B cnenmanusupano sagnnitodeHo mpoyusase Ha QT¢ HHTepBana, MPOBEACHO IPH PABHOBCCHH
KOHLICHTPALHH ¥ CYTIPATEPANCBTHIHA JO3M TIPU 3ApaBH 1oGposoiim (exysaH ¢ 400 mg/men — apa
THTH Ha/l MAKCHMATHATA NMPEnOPHINTEHA JHEBHA [03a), TOPHATA rpaHHLa Ha NBycTpaHHusA 90%
JOBEPHTEIICH HHTEPBAJ 3a BPEMETO, CHOTBETCTBAILO Ha cpeana pasmuka B QTcF mexay ceprpanun u
nnauebo 1o Merosa Ha Hali-MaiKHTe kBazpatd (11,666 MIIMCEKYHIH), € TO-TOAMA OT
TpeJBaPUTEITHO OTIpeAeeHus Iipar oT 10 MuHceKyHAH Ha BpeMEBHA HHTCPBAI 4-H 4ac Cliel pHeM
Ha /1038Ta. AHAIH3ST HA CHOTHOIICHHETO ,,6KCIIOZHIMA-OTIOBOP™ TOKa3Ba JICKO NONIOKHTENHA BPE3Ka
mexy QTcF 1 ruiasMeHHTe KOHUEHTpamuH Ha ceprpaiui [0,036 mumucexynma/(ng/mL); p<0,0001].
B33 OCHOBA Ha MOZENa ,,eKCIIO3HIHA-OTTOBOP®, TparsT 33 KITHHHYHO 3HAYAMO yappkasae Ha QTcF
(T.e. mporno3upanuaT 90% nOBEpHTENIeH HHTEPBAN Aa npeeHinasa 10 MIIHCEKyHAH) € noHe 2,6 v
NO-BHCOK OT cpeAHaTa Cmax {86 ng/mL) cnen npunoxeHne Ha Hafi-BHCOKATA NPENOPHIMTENHA 1034
ceprpanuH (200 mg/nen) (pxk. Touxu 4.4, 4.5, 4.8 u 4.9).

HenuaTpudna monyJalms
Heduampuunyu nayuesmu ¢ OKP

Be3onacHoCTTa M eduKkacHOCTTa Ha ceprpanuH (50-200 mg/aen) ca H3cneaBaHHU NpH NeYeHHe HA
aMGyNnaTOpHH nanueHTH-1ena (6-12-roguman) 1 wonomm (13-17-rogummn) 6e3 aenpecus, ¢
06CeCHBHO-KOMITYJICHEHO pascTpoiicteo (OKP). Caell eZHOCEIMHYHO €AHHUIHO-CIIATIO Ianebo
BBBE/IEHHE, IALIHEHTHTE Ca PAHAOMIMBHPAHH Ha IBAHAHCCTCEAMHMHO ICUCHWE C MHBKAB O30B PeXHM
CBC CEpTPaTHH WK Mraue6o. Jenara (6-12-roqunmm) ca 3ano4HAIH ¢ ITEPBOHAYANIHA 0324 OT 25 mg.
TNarpenTare, PaHIOMH3HpAHH Ha CepTPalHH, Ca MOKA3aIH 3HATHMO NO-ToJIAMO nonoﬁpe}me oT
paHAOMH3UpaHHTe Ha Mnanebo no ckdnara Children 's Yale-Brown Obsessive Compulsive Scale /CY-

roiamo noxoGpaBane B rpynaTa Ha CEpTPaNMH COpAMO IPpyMNaTa Ha ryianedo ¢ na
no CGISeverity scale (p = 0,089). Ilo CY-BOCs cpeanaTa H3X0AHA CTOHHOCT H [
H3XOIHHTE CTOHHOCTH 3a rwiauebo rpynara ca 22,25 +6,15 w -3,4 £0,82, crorB



ceprparsH ca 23,36 +4,56 u -6.8 +0.87, croteeTHO. [laieHTHTE, NOBIIMAHHE OT JIEYCHHETO H
AeUHUPaHH KATO NAlMEHTH ¢ NOHICKeHHe 0T 25% wm noseye no CY-BOCS (ocHosHHY KpHTEpHEi
3a e()UKACHOCT) OT H3XOAHOTO HUBO JI0 KpaiiHaTa TOYKA, ca WM 53% OT NalleHTHTE HA CEPTPATHH
crpaMo 37% or narmeHTHTe Ha Iiane6o (p = 0,03).

Jhancear qearocpoYHH WINHTBAHKA 33 Ge30MaCHOCT H €)HKACHOCT IPH NMeAHATPHIHH NAIMEHTH.
Hama pansu 3a neta noa 6 roguey.

5.2 PapMAKOKHHETHYHH CBOMCTBA

AGcopGiis

Ipu xopa el NepOpPaHO eQHOKPATHO AHEBHO NpHIOKeHHe Ha 50-200 mg B IpobIDKeHYe Ha 14
AHH, MAKCHMAJIHH ILTa3MEHH KOHLCHTPALHAH ce IOCTHIaT Mexay 4,5-8,4 yaca crieal mpueMa. Xpasara
HE MPOMEHA 3HaYHMO GHOHAIMMHOCTTa Ha TabJIeTKUTe CepTpalnH.

Pasnpenenensve
IprbmsurenHo 98% OT UMPKYIHPAMIOTO B CHCTEMHOTO KPHBOOGpAITieHHE JIEKAPCTBO € CRHLPIAHO ¢

TUIA3MEHHTE TIPOTCHHH.

Brorpan

CepTpanuH NpeTHPIABA 3HAYHTENCH MeTa6OMHIEM MPH IEPBOTO CH TIPEMUHABAHE TIPe3 YepHMA Apod.
BT3 ocHOBA HA KITHHHYHHTE JAHHH W JJAHHWTE OT in vifro MpOy9YBaHHATA MOXKE A3 Ce HATIPABH
3aKMIOYEHHe, 9€ CEPTPATHH Ce MeTabONM3Hpa 110 MEOKECTRO ITFTHINA, Bmoysamd CYP3A4,
CYP2C19 (Bx. T. 4.5) 1 CYP2B6. Ceprpaiun R HerOBHAT OCHOBEH METalOIHT, ACCMETHICEPTPAJIAH,
ca cyGcTpaTH ¢bIo Ha P-rHKonpoTeHHa B in vitro yCnopHs.

Enumunnpane

CpeHAAT NOMy>KHBOT Ha CEpPTPAIHH e NpUOIH3HTEMHO Yaca (B uanazona 22-36 vaca). B
ChOTBETCTBHE ¢ TEPMHHATHHA SIMMHHAIOHEH TIOYXKMBOT, 32 /1a C€ JOCTHIHAT PABHOBECHH
KOHIISHTpallHH, € HeoOX0oAHMO NPUONHIHTENHO ABYKPATHO KYMYJIMPaHE, KOSTO € HAMHIE ¢/1HA
CeMHIIa ClIe]] HAYANOTO NpH eJHOKPATHO AHEBHO MPHICKEHHE Ha ekapcTeoTo. IlTasMenusT
noyxHBoT Ha N-AecMeTHicepTparmy e Mexay 62 u 104 4, Ceprpamis 1 N-RecCMCTHIICEPTPANHH Ce
MeTaboNM3UpaT BB BHCOKA CTENEH MPH X0pa, KATO NMOMy4eHHTe MeTabOIHTH ¢¢ eKCKPETHpaT B
€/IHaKBa CTETICH B ypHHaTa H deneca. Enpa Manko komuuectso (<0,2%) HenmpoMeHEH CEPTpanuH ce

€KCKpeTHpa B ypHHATA,
Dapmaxoxunemuxa npu ocobeny 2pynu nayuenmu

Heduampuuna nonyaayus ¢ OKP

®apMakOKHHETHKATa Ha cepTPaIHH ¢ uia npoyveHa npu 29 neHaTpHYHM MALMCHTH Ha BB3pacT 6-
12 romusy 1 32 NANHEHTH-IOHOLIN Ha Bh3pacT 13-17 rogunn. ITaumeHTATe ca OHIKM THTPHPAHH
TIOCTENEHHO 10 HeBHa Ao3a oT 200 mg B pamMKuTe HA 32 OHH HIH ¢ 25 mg HAYANHA 1033 H
CTBIATOBHAHO YBEIHYEHHE, WK ¢ 50 mg HayaiHa 1033 H CTHOAOBHIHO yBenudeHne. Cxemure ot 25
mg u 50 mg ca 6l ¢ eaHAKBA NOHOCHMOCT. B cTanHonapHO cheTosHHe 3a go3arta ot 200 mg
I1a3MEHATE HUBA Ha CEPTPaIHH NPH rpynara Ha 6-12-ropuuanTe ca 6Ann npubma3ATeNHO ¢ 35% mo-
BHCOKH B CPaBHEHHE ¢ rpynaTa Ha 13-17-roaumnnTe u ¢ 21% no-BHCOKM B CPABHEHHE C
pedepenTaTa rpyna ph3pacTHH. He e uMano 3HauMMH pasnHKi MeXXYy MOMYETa B MOMHYETA IO
OTHOIIEHHE Ha KUpBHCa. ClefoBaTenHo npy Aelia, 0cobeHo ¢ HHCKO TEJIECHO TErno, ce npenopuisa
HHCKa HAY/IHA 1033 M CTHIKH Ha THTpHpaHe OT 25 mg.

Jlosara pH 10HOIH Moke Ja Objle KAKTO IPH BB3PACTHH.

FOnowu u nuya 6 cmapyecxa évspacm
DapMAKOKHHETHYHHAT NPOQII NPH I0HONIH U JIHIIA B CTAPUECKA BB3PACT He e
OT TO3H [IPH BB3pacTHu Mexkay 18 1 65 roguumu.

Ueprodpobro yepexcoane [



[lpu naunenTH ¢ YePHOAPOGHO YBpEXkKAAHE OMYXUBOTHT Ha cepTpaiuH e yxbhnkeH H AUC e
YBEJIWUCHA TPH MBTH (BX. TOUKH 4.2 1 4.4).

bvbpeuno yepexcoane
Hsama 3Ha4kMo HATpYNBaHe Ha CepTpaiBH NPH NALMEHTH ¢ YMEpEeHO A0 Texkko (r0pedno yBpeknane.

Huneiinocm/ neaunetinocm
Ceprpanmiy AeMOHCTpHpa A0303aBHCHMA (apMakoKHHeTHKA B Auanazona 50-200 mg.

Dapmaxozeromuxa

ITna3smMeHHTEe HHBA HA CEPTPAKHH ca MpuOMH3HTENHO 50% NMO-BHCOKH NP HHAMBHAH, KOHMTO ca craba
merabomsaropu Ha CYP2C19 B cpasHenne ¢ excrenzueunTe Metabonmsuropi. He e scro
KIHHHYHOTO 3HAUCHHE Ha TOBA, KATO NPH NALHEHTHTE € HeoOX0MMMO THTPHPaHe CNIOpe/] KIHHHIHAA
HM OTTOBOP.

53 pesxTHHEEYHH JadHH 33 fe3onacHOCT

HpenimEHYHATe AAHHH HE IOKA3BAT 0COOEH PHCK 33 XopaTa Ha 6a3a HA KOHBEHIHOHATHHTE
¢hapMaKoNOrHYHY MpOy4BaHHA 33 6e30NACHOCT, TOKCHIHOCT MPH MHOTOKPATHO MPHIIATaHe,
FeHOTOKCHYHOCT H KAPHMHOTCHEH noreHiuai. [IpoydBaHnd BupXy peNpoAyKTHBHATA TOKCHIHOCT IPH
JHBOTHH HE €4 OKA3ANMH TePaTOTEHHOCT WIH HexkellaHH e(eKTH BhLPXY MEXKHSA (JepTH/IHTET.
HaG:nonasanara $ETOTOKCHMHOCT € BEPOSTHO CEBP3aHa ¢ MaiflyiHa TOKCHYHOCT. HeonaTanHara
OPEKHBAEMOCT H TEIGCHOTO TEIJIO NPH KYYeHUA ca OHIH HAMANEHH CaMO IPE3 ITEPBHTE THH CIe]
paxpaseTo. He e ycTaHOBEHO Na/iM paHHATA MOCTHATATHA CMEPTHOCT C€ ABJDKM HA eKCIIO3HINA 10
BpeMe Ha OpeMeHHOCT ciieq 15-1 fen ot SpemennocTTa. 3a0aBgHETO B MOCTHATANHOTO PASBMTHE PH
KYYEHIIATA Ha NEKYBAHH Malik# BEPOATHO ce AL/LKA Ha e(peKTH BbpXy MalKHTE H CIICIOBATENHO HE ¢
OTHACH 33 PHCKA NPH XOpa.

IpoyBaHKATa IIPH IPH3a9H M APYTH KUEOTHHCKH BHOBE He NOKA3BaT eeKTH BhpXy (epTramMTeTa.

Iipoyuaanin npu maaou Hcusomnu

IIposeaeHo € eAHO NPOYMBAHE HA TOKCHYHOCTTA IPH MIIAZH IUTHXOBE, B KOSTO CEPTPANTMH € NpANaraHs
Tpe3 YCTATA HA MBXKKH M JKEHCKH IUTEX0BE OT 21-Hs A0 56-Ha igH crex paxmaHeTo (B g03H ot 10,40
w 80 mg/kg auenHo) ¢ Pasa Ha BE3cTaHOBABAKE €3 PHIarae Ha NIEKAPCTBOTO A0 196-1a gen crien
paxnaHeTo. Ilpn MEXKKH H 3KeHCKH HHAMBHIH ¢ HaOmoaasaHo 3aaBsaHe B MOSOBOTO CH3PABAHE IIPH
pazTMYHH JO30BH HHBA (NIpH MBXKHTE — 80 mg/kg v npH xkeHckuTe - >10 mg/kg), HO BHIPEKH TazH
KOHCTATALMA, He € HMAJI0 HHKAKBH e()eKTH, CBBP3aHH ChC CEPTPAIHH, BEPXY PENIPOAYKTHBHHTE
KpaHHH IOKA3ATENM Ha NPOYUBAHETO TIPY MEKKH WK jeHckH wHambRaM. Ocnen Topa Mexkay 21-ua U
56-ud IIcH Clex paKAaHeTo ca HabMIoAaBAHM CHINO ACXMAPATAIHA, XPOMOPHHOPES H HAMAICHHE HA
CPeIHOTC HALJIaBAHE Ha TelleCHO Teryio. BecHUKH ropetiocoueHH epeKTH, KOHTO ¢a CHETEHH 3a
CBBP3aHH ¢ NPHIOKESHHETO HA CEPTPAIMH, £4 HEYTPATHIHPAHH B ONpeeleH MOMEHT ot dazaTta Ha
BE3CTAHOBARAHE (€3 Mpiuinarae Ha NEKapCTBOTO B POYYBAHETO.

OneHka Ha pHCKA 33 OKOJIHATA Cpelia
IIpu npunoXkeHne B CLOTBETCTBHE ¢ MPOAYKTOBaTa HH(popMaIua He ¢ BeposTHO CTHMY/IOTOH Aa

MPHYIHHH HETIPHMEMIIMBO BIMAHHE BBPXY OKONHATA Cpeia.
6 OAPMANEBTHYHHA JAHHHA

6.1 CnHchK B MOMOIMHBATE BemecTBA
CrpueBHHa:

MATHE3HER CTeapaT
XHAPOKCHIIPOTHANEITYJI03a




HATPHER HHINECTEH IITHKONAT (THI A)
Kamues xuaporendocdar muxuapar
MHKPOKDHCTIHA LieNyNo3a
Ob6euBKa:

Maxkporon 6000

THTaHOB AHOKcHA (E 171)
XHIIPOMENO3a

6.2 HecnBMecTHMOCTH

He e npunoxkeaMo.

6.3 Cpox ronaoct

5 rogHHH

6.4 CoennaiHH YcJI0BESA BA CHXPAHEHHE

To3n nekapcTpen NMPOAYKT He H3HCKEA CTICIHANHY YCIIOBHA HA ChXpaHEHHE.
6.5 BHA H cHABpKAHEE HA ONAKOBKATA

Crumynoton 50 mg: 30 Guimmpanu Tabnerxu (3 x 10) B 6mmcreprn nerrru or PVC/PVDC u
KAPTOHEHATA KyTHS.

Cramynoron 100 mg: 28 punmupann Tabnerxu (2 x 14) B 6nucrepan nents or PYC/PVDC 1
KapPTOHEHATA KyTHA.

6.6 Crenua/nH BpeAna3sHH MePKH NPH H3XBLIAHE H pabora

Hsma cierpanin #sHcKBanis.

Heusnon3pasuaT JekapcTBeH NPOAYKT HIM OTIATBYHHTE MaTEPHAIM OT Hero Tpabea na ce H3XBBPAAT
B CBOTBETCTBHE C MECTHMTE H3HCKBAHMS.

7 TNPHATEXATEJ] HA PASPEHNIEHHETO 3A YIIOTPEBA

Egis Pharmaceuticals PL.C
1106 Budapest, Kereszturi ut 30-38.
VHrapua

8 HOMERRA) HA PASPEIIEHUETO 3A YIIOTPEBA

CrumynoroH 50 mg dnmmMupany Tabnerxkn: Per Ne: 20040312
Crumynoron 100 mg punmupanu tabnerku: Per Ne: 20050194

9 JATA HA ITBPBO PAZPEMIABAHEMO/HOBABAHE HA PA3PEI
YIIOTPEBA

Crumynoron 50 mg {
JlaTa Ba mepBo paspemabane: 01.07.2004 r. {
Hara Ha nocneano moanoessane: 30.09.2009 r,



Crumynoron 100 mg
Jlata Ha mepBo paspemapane: 06.04.2005 r.
Jlara Ha mocneaHo mogHoBaeade: 18.11.2011 r.

10 JOATA HA AKTYAJIM3HPAHE HA TEKCTA

despyapn, 2021 1.




