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1. HME HA JEKAPCTBEHMS IMPOAYKT o X /OO0 OF

6 25 F 16 -0k U5

Mucoa 50 mg puamupanu Ta0J1eTKH
Misol S0 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Bcesika ¢punmupana tabnerka cbabpika cepTpaiIMHOB Xuapoxsopug (sertraline hydrochloride),
ekBUBaJleHTeH Ha 50 mg cepTpaiiuH (sertraline).

[TOMOLIIHM BELIECTBA C U3BECTHO JICHCTBHE:
JlakT03a MOHOXHMApAT

3a MbJIHKA CMUCHK HAa MOMOLIHUTE BELIECTBA BUXKTE TOYKA 6. 1.
3. JJEKAPCTBEHA ®OPMA
dunMupana TadseTka

Mmucon 50 mg ¢punmupann Tabnetku ca 6eJid NpoabAroBaTH ABOHHOU3IMbKHAIM (PUIMHUPAHH TAOJETKH C
JICJTATETHA YepTa OT €JIHaTa CTpaHa.

4. KJIUHHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHUSA

CepTpaJivH € nokKa3aH 3a JieueHHue Ha:

["onaMm genpecuBeH enu3o. [IpodunakTika Ha pelMIUB Ha TOJIAM JIENTPECHBEH EMMHU30/1.
[Tannuecko pascTpoiicTBO ¢be MM 0e3 aropadgodus.

O6cecuBHO-KOMMYJICUBHO pa3cTporicTBo (OKP) npu BE3pacTHU M [e1a ¥ FOHOIUU Ha BB3pacT 6-17
FOJIMHM.

CouuasHo TPEBOXKHO pa3CcTpONCTBO.

[ToctTpaBmMaTuuHo cTpecoBo pascrpoicTBo (ITTCP).

4.2 JHo3HMpoBKa H HAYHH HA NPHJIOKEHHE

Lo3npoBka

HhﬁBUHH‘Iﬂ.’IHﬂ JeHeHUe

Henpecus u OKP
JleuenuneTo cbe cepTpalivH TpsiOBa Aa 3anoyHe ¢ 1o3a ot 50 mg/neH.

[lanuvecko pazcmpoucmeo , [ITCP u coyuanno mpegoicno pascmpoucmeso
TepanusTa TpsadBa ga 3anouHe ¢ 25 mg/neH. Cnexa 1 ceaMuua go3ara TpsadBa aa ce nopuium Ha 50 mg

BEJHDBX JHCBHO. an Ta3n CXEMa Ha J/IO3HPAHE € HﬂﬁHI-DI[HBﬂHﬂ [MO-HUCKA YECTOTA HAa X4aPAKTCPHHUTE 34
Ha4vaJIHUA IMEPHUOJd HA JICHCHHUC HA ITAHHYCCKO pﬂSCTpDﬁCTBD HCXKCJIAHH JICKAPCTBCHH PCAKLIHH.




Tumpupane

Henpecus, OKP, nanuvecko pascmpovicmso , ITTCP u coyuanho mpeeoicHo pascmpoucmso

[TattmeHTH, KOUTO He ce NOBIUBAT OT J03a S0 mg, MOraTt Ja ce MOBJTHAA OT MO-BHCOKa N03a. [IpoMeHH B
no3ata TpaOBa a ce NpaBAT Ha CTHNKM OT 50 mg npe3 HHTEPBAIW OT NOHE eJHa CeIMHLIA, KaTo
MakcuMasHaTa go3a ¢ 200 mg/nex. IlpoMenu B go3ara He TpabBa Oa ce MPaBAT 10-9eCTO OT BEIHDBXK
ceIMHYIHO, KaTO Ce uMa MpelBHI, Y€ BPEMETO Ha MOYCIIMMHHAPaHe Ha CepTpaJInH ¢ 24 yaca.

Hauano Ha repanesTiyeH edekT Moxe Jia ce Habn1onara B paMKUTE Ha 7 IHH. 3a NOCTUTaHe Ha
TepaneBTH4eH edekT o6aue, 00MKHOBEHO € HeoOX0AUM NO-abIIbT NepHoa, ocodeno 3a OKP.

Ilooovporcawa mepanus

[Tpw gbATOCpoOdHa NoAabPXKALIA TEPATIHA CE€ MTpUJiara MHHUMaTHaTa edeKTHBHA /1033, KaTo MocjleqHaTa
ce€ aJarnTupa CeOOPa3HO TEPAITUBTHYHHS OTTOBOP.

Jenpecun

JInLArocpoyHa Teparnus MoXe Cblllo Aa 0bae noaxoadiua 3a npodUnaKkTHKa Ha peLUANB Ha FONAM
genpecueeH ennson (I'JIE). B noseueTo cnyyan npenopbuMTenHara A403a 3a MIpoQHIaKTHKa Ha FONAM
JENpPECHBEH €MH30/] € ChilaTa, KATO M3M0JI3BaHaTa 10 BpeMe Ha HacToALUMA enusol. [TauneHTH ¢
Aenpecus TpaOBa 11a ce JIEKYBAT B NPOIb/DKEHHE HA JOCTAThYEH NEPHO OT BpeMe OT NoHe 6 Mecella, 3a
A3 € CUTYPHO, 9€ CHMITTOMUTE €a H3He3HAJH.

Ilanuvecko pazcmpotcmao u OKP
HenpekbcHATOTO NledeHne Npu nanndecko pazctpoiictBo v OKP TpabBa na ce olieHaBa NnepHoANYHO, Thi
KaTo NMpopUIakTHKA Ha PELMANBUTE HE € JOKa3aHa Mpy TE3U Pa3CTPOICTRA.

ITayuenmu 6 cmapyecka gwv3pacm
Ho3ara TpsaOBa a ce onpeAeH BHUMATENHO, Thi KaTo JIMIATa B CTapuecka BL3pacT MOTAT Ja ¢a U3JTOXKEeHH
Ha MMO-TOJIAM PUCK OT XUIMOHATpUEMHd (BXK. Touka 4.4).

Heprodpabuo yspesicoare
YnotpebaTta Ha cepTpandH TNpH MNaMEHTH ¢ YepHOApoOHO 3abonsBaHe TpabBa fAa cTaBa MHOTO

BHHUMaTEMHO. Jlo3aTa TpAOBa 3 € NMO-HACKA WA WHTEPBATLT MEKAY NMPHEMHTE — NMO-AbBr, B Cydait Ha
IPUIOKEHHAE MPH MALMEHTH ¢ HapylleHa YepHoApobHa ¢pyHkunsa (BX. Touka 4.4). CepTpanuH He TpsOBa
Aa ce H3MOJI3BA B CNYYAH HA TEXKO YEpROAPOOHO yBpexaaHe, NOopanu JUNCca HA KITWHMYHK NaHHU (BXK.
Touka 4.4).

Ilayuenmu c 6vbpevro yapexcoare
He ¢ HeobxoauMo kopuTHpaHe Ha 103aTta NpH MauueHTH ¢ OB0peyHo yBpexxaaHe (BxK. Touka 4.4).

{lecuampuuna nonynayus

Heya u ionowmu ¢ obcecusHo-KOMRYACUBHO PA3CMPOUCMEo

BnapacTt 13 — 17 roguuu: mepeoHavyanHo 50 mg BEAHLX AHEBHO.

Bo3apacT 6 — 12 roguHN: NhpBOHa%aIHO 25 mg BeAHBX AHeBHO. Cniex efHa ceaMHLa 403aTa MOXKeE Ja CE
NoBHIIKW Ha 50 Mg BEAHDbX AHEBHO,

[MocnenBalmyTe AO3W MOTAaT [a C€ YREJHUYAT B CTy4all HA HEAOCTATHEYHO MOBIMABAHE MOCTENEHHO ¢ 1Mo S0

mg 3a NEepHoJi OT HAKOJIKO CeAMHIH, ako € Heobxogumo. MakcumanHara goza € 200 mg pgHeBHO.
CeuieBpeMeHHO TpAOBa Aa ce UMa NMpeBH I TTO-HUCKOTO TEJIECHO TErJIO MPH Jella B CPaBHEHME C BB
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npu noBuilaBaHe Ha gosara Hal 50 mg. He TpabBa na ce npaBAT NpOMEHH Ha J103aTa 3a HHTEPBAIH I10-
MaJIKM OT eJIHa CeAMULA.

He e ycTanoBeHa epHKACHOCT NPH IOJSMO JeNPpeCHBHO pascTPORCTBO B AETCKA BBIPACT.
HsaMa HamW4YHY JaHHW 3a Aela HA BB3pacT oA 6 roAnHH (BXK ChINO TOYKa 4.4.).

HayuH Ha npHeMaHe

CeptpanuH TpabBa fa ce npueMa BeJHLXK JHEBHO, CYTPHH HITH BEYED.
TabneTkata cepTpanyH MOXE Ja ce IpUeMa ChbC WK De3 xpaHa.

CumnmoMu Ha OMKEMAHE, Habeoasarue NP NPEXKHLLBAHEMO RA cepmpanur

BHezanHoTo npekbebane TpabBa fa ce n3barea. [1pu cnupane Ha ieYeHHUETO CbC CEPTPAIUH f03ata TpaOBa
NOCTENSHHO Ja CE HaMaJIaBa 3a MepHoJ 0T NMOHE eIHa 10 IBE CEIMHLIM, 32 [1a C€ MOHMKH PHCKBT OT PEAKLHH
Ha OTHeEMaHe (B TOYKH 4.4 1 4.8). AKo cliell HaMaJIeHHE Ha J03aTa WU CIIUPAaHE Ha JIEYCHHUETO BE3HUKHAT
CUMTOMHM, KOUTO NALIMEHTHT HE MOXKE 11a TOJIEpUpa, MOXKe Ja ce 0OMUCIIM Bh3CTAHOBABAHE Ha NPEJIXOAHO
npearidcadara nosa. Cnejl Tosa JeKapsaT MOXE 22 NPOIBLIKY HAMalldBAHETO Ha 403aTa, HO NO-NIOCTENEHHO.

4.3 I[IpoTHROLIOKA3AHNA

CBp’hX‘{yECTBHTEHHﬂCT KBM aKTHBHOTO BELICCTBO HITKH HAKOC OT ITOMOUIHNTC BCLICCTBA, HSGPOEHH B TOYKa
6.1.

EnHOBpEMEHHOTO MpHROkKeHHe Tpd NalUMEeHTH, MpHeMald HeoOpaTiMH MOHOAMHHOOKCHIA3HH
HHXHONTOPH (MAQO-HHXHMOMTOPH) € TPOTHBOIIOKA3AHO TIOpPaAH PHCKA OT CEPOTOHHHOB CHHAPOM ChC
CHUMIOTOMM KaTO aXUTALUA, TPEMOP M XHTepTepMus. JleueHue cbe cepTpalvH He TpadBa Ja ce 3arnousa
noHe 14 AHH cliea npekpaTaBaHe Ha nedeHHe ¢ HeobpatuM MAO-nHxubutop. JledeHHeTo b CepTpalluH
TpAOBa a ce NpeKkpaTH NoHe 7 OHM TipeRH 3allouBaHe Ha JNiedeHue ¢ HeobpaTUM MAO-uHXHbuTOop (BXK.
Touka 4.5).

EnHoBpeMeHRaTa ynotpeba ¢ RMMO3M] € MPOTUBONOKA3aHa (BX. Touka 4.5).

4.4 CrniennajHn npeaynpexaeHHd H Npeana3HH MepKH NpH ynorpeba

CepoTonuHoB cuHapoM (SS) unn Hesponentuven Manurded Cuniapom (Neuroleptic Malignant
Syndrome, NMS)

Pa3BUTHETO HA MOTECHLMAHO KHBOTO3ACTPAIIABALN CHHIPOMH KATO CEPOTOHHHOB CHHAPOM (SS) niu
HEBpOJNIENITHYeH MamMraeH cHHApoM (NMS) ca Ounm cbo0laBaHd mpM NpUnoXeHHE Ha CENEKTHBHH
WHXHOUTOPH Ha o0paTHOTO 3axBalllaHe Ha cepoTOHHHA (SSRI), RKIIOYHTETHO NiedeHHE CbC CepTPaJIHH.
PuckbT 0T SS unmn NMS npu ynorpebara cbc SSRI ce nosuimasa npu eTHOBpeMEHHOTO NMPHITOKEHHE C
APYTr¥ CEPOTOMHHEPrHYHM JIEKApCTBA (BKJ. APYTM CEPOTOHWHEPrHYHH AHTHAENPECAHTH, aM(peTaMHHH,
TPUIITaHH), C JIeKapcTBa, KOMTO BJIOLIABAT META0ONMM3IMa Ha cepoToHMHA (BKMouuTeaHo MAO-
MHXHOUTOPH, Hanp. MeTHIeHOBO CHHbLO), AHTUIICUXOTHIN M JPYrH OOMNaMHAHOBH AHTAroHUCTH U C
HApKOTHYHH BeLlecTBa. [lauueHTHTE TpAbBa Na ObaaT MpocneIsBaHy 3a NOABATA HA [TPU3HAILIA H CHMTOMH
Ha SS i NMS cunppowm (Bx. Touka 4.3).




[TpeMyHaBaHe OT CENEKTHBHU MHXWOHMTOpY Ha oOpaTHOTO 3axBaulaHe Ha cepoTOTHHHA (SSRI),

AHTUIENPECAHTH WX aHTHOOCECHBHU leKkapcTBa
KOHTpONHPAHHAT ONMUT OTHOCHO ONTHMATHOTO BpeMe 3a NMpeMHHaBaHe 0T SSRI, aHTHAeNpecaHTH HIH

aHTHOOCECHBHM JleKapcTBa KbM CEpTPANUH € orpaHHueH. [lpoMsHaTa Ha Tepanuara TpabOBa ga cTapa
ocobeHO BHMMATEIIHO W cliel] CTpora mpeueHka, ocofeHo KOrato KbM CepTpaliH c€ MpeMHHaBa Cliell
NMPUIOXKEHHE Ha JIEKapCcTBa ¢ NMPOAbIKUTENHO JeHCTBHE, KaTO QITYOKCETHH.

IIpyry cepOTOHMHEPrUYHH NEKAPCTBA, kaTo Tpunrodan, dendurypamun u S-HT aronucTH
EnHOBpEeMEHHOTO NpPHIOKEHHE Ha CEpPTPalMH C JAPYrd JIeKapcTBa, KOMTO 3acunBaT ¢(eKTUTE Ha
CEPOTOHHHEPrIYHATA HEBPOTPAHCMHCHA, KaTo aMdeTaMKruu, TpuntodaH, perdrypamun, S-HT aroHucTH
WJIM PACTHUTENTHHA TTPOAYKT XCbAT KaHTapWoH (hypericum perforatum), TpsOBa J1a CTaBa BHUMATENHO H B
CIIy4auTeé, B KOWTO € BB3IMOXKHO, [da ce H30Area, mopagH BB3MOXHOCTTA OT Bb3HMKBAHE Ha
dhapMakoIHHAMHYHH B3aUMOJeHCTBUA.

YbenxaeaHe Ha QTc unteppana/Torsade de Pointes (TdP)

ITpu ynoTpebarta Ha cepTpanuH Mo BpeMe Ha MOCTMAPKETHHTOBHA NMepHoj UMa ChoOILIEHHS 3a ciydaH Ha
yanmpkaBaHe Ha QTc untepBana U TdP. Ilo-ronsma vyact oT choOleHnTe ciyyad ca HACTBIWIH NPH
MnaldeHdTH ¢ APYTrA PHCKOBH (hakTopy 3a yabkasaHe Ha QTc uHrepsana/TdP. EdextbT no oTHOUIEHHE Ha
yabmkaBaHe Ha QTc MHTepBana e MNOTEBBPACH OT 3aabndoueHo npoyuBawe Ha QTc npu 3gpasn
AOOpOBONIH, KAaTO € OTHETEHa CTATUCTHYECKM 3HAYMMA TONMOXMTENHA BPB3Ka MEKAY EKCNOZHUUHUATA U
orroBopa. Ilo TasW npuduHa, cepTpalvWH TpadBa jna ce npunara ¢ BHUMaHWE MpPH MALUHEHTH C
NOITBHUATEIHA PHCKOBH (pakTopH 3a yapmxaBaHe Ha QTc¢, kaTo: ¢hpAeuHO 3a00n9BaHe, XUTIOKATIEMHA WITH
XHTNIOMaruesneMus, paMmTHa anaMHesa 3a yabmkaBate Ha QTc, Opagnkapaus ¥ eJHOBpeMEHHA yrioTpeda
Ha JieKapcTBa, KouTo yabmkasat QTc narepsana (Bx Touka 4.5 11 3.1).

AKTHBUDAHE HA XMIIOMAHHA WM MaHHUA

CHMOTOMM HA MaHHWA/XMNOMaHHA ca ChOOLUEHHW TIpU Marhk Opol MaUMeHTH NO BpeMe Ha Tepanus C
HANUYHU Ha Mazapa aHTHAENPECAHTH U aHTHOOCECHBHH NIEKapCTBRa, BKIIQUUTENHO cepTpanul. ETo 3atro,
cepTpanuH TpsOBa 7a ce¢ HM3MONA3Ba BHWUMATENHO MPH MAUHEHTH C aHaMHe3a 3a MaHWi/XWUNOMaHMS.
3aTb/DKUATETHO € CTPUKTHO HabNmioAeHNE OT cTpaHa Ha jekaps. JleueHueTo cue ceprpanyd Tpabsa aa ce
NIPEKPATH, aKO NMALMEHTHLT NMPEMHHE B MaHHWaKallHa dasa.

UInzodpenusn
TTICUXOTHUHHTE CUMITTOMHM MOTAT /la C€ YTEXKHAT NPH NalHeHTH ¢ Wr30¢peHu.

[Tpunagbun

[Ipu neyeHne cbC CepTPAIKMH MOTAT Ja Bb3HUKHAT NMPHUNATLIU: NPUIOKEHNEeTO My TpsORa 1a ce u3bsrea
MpH NMAUACHTH ¢ HecTabunHa enuierncus, a MalMeHTH ¢ KOHTpoJikpaHa enwviencus Tpabdsa ga 6bpaaT nox
AOITbJIHWTENTHO Habnioaeuue. [1pn Bceku NaleHTH ¢ HOBOBB3IHUKHAIIH MPUITARBIH, TepanusTa TpabBa Ja
OBbJe NpeKbCHAaTA.

CaMOYOMHACTBO/CYRUMAHH MUCTIH/CYULIMANY ONUTH WK KIMHUYHO BIOINABAHE

HenpecuaTa € CBbp3aHa C MOBULUEH PUCK OT CYHLUUAHH MHCIH, CaAMOHapaHABaHe M caMOYOMHCTBO
(CynuMaHH cbOuTHA). TO3M PHCK NEPCUCTHPA A0 HACTBLIIBAHETO Ha 3HAYMMa peMHUCHA. Thil KaTo MOXe 1a
He HACTBIH nogobpeHne Npe3 MBPBUTE HAKOIKO UITH MNOBEYE CEAMHLIM OT JICYEHHETO, NNAMEHTUTE TpsaOBa
na ObpAaT CTPUKTHO HalM0JaBaHy 40 HACTHIIBAHETO Ha TOBA nojoOpeHne. KINMHNYHUAT OMUAT KaTo WSO
MOKa3lBa, Ye PUCKBT OT caMOyOMICTBO MOXKE a HapacHe B pAHHHTE CTAIMN Ha Bb3CTAHOBABAHE.

Hpyrn ncuxudHy 3a0onsBaHUA, 3a KOUTO C€ NPEANHCBA CEPTPalNH, CbIIO MOraT Ja ObAAT CBbP3aHH C
NOBHILEH PHUCK OT CYMUMAHM CbOMTHA. OcBeH ToBa Te3M ChCTOSHHA MOraT Aa CbABTCTBAT TOJAMO
IENPECUBHO pa3cTpoicTBO. CleRoBaATEIHO ApeJNa3sHUTE MEPKU TPU JICUCHUETO HA TOJIAM '




pa3cTpoiicTBO TpsOBa Aa Objar cNAa3BaHU CLLUO U MPH NEYSHHWETO HA MALMEHTH ¢ APYr¥d MNCHXHYHH
HapylEeHHS.

3a MalUeHTHTe ¢ aHaMHe3a 3a CYHUMIHRH CBOUTHA HIIM 32 Moka3BallMTe 3HAYMMA CTelleH Ha CYHLHIHM
HAMEPEHNA MPeaH HA4an0To Ha JICHEHHETO € W3BECTHO, Ye ¢a H3N0XKEHU Ha FO-BUCOK PACK OT CYHIIMOHH
MHCJIM WJIH OMHUTH 3a caMoyOuiicTBO M TpabBa Aa OBAAT BHUMATENHO MpOCNeIABaHU N0 BpeMe Ha
ne4eHHeTo. MeTa-anann3 Ha 1Uebo-KOHTPONHPAHN KIHHUYHH NPOYYBAHHs C AHTHACIPECAHTH TIPH
Bb3PacTHH MNALIMEHTH C NCHXWYHH HApyLUEHHUs € 110Ka3al NOBHLIEH PHCK MPH CYHUHUIHO NOBEACHHUE MPH
NAlHEeHTH 00 25 roauHu, NeKyBaHHW ¢ aHTHIAENPECAHTH B CpaBHEHHE C JIEKYBaHHKTe ¢ nnailebo.

JlexapcTBeHaTa Tepanusd TpAOBa a ce ChIIPOBOXAA OT CTPHKTHO HaOMOACHHWE Ha MALHEHTHTE U B 9aCTHOCT
TE3H, U3N0KEHH Ha NMO-BHACOK PUCK, 0c00€HO B HAYANOTO HA JIEYEHHETO U MPH MOCHEABALTH POMEHH Ha
po3ata. [TaumeHTHTE (M MUIIaTA, KOUTO CE€ TPHIKAT 3a TAX) TpaOBa Na ObAAT npeaynpelcHN 3a HYXJaTa Ja
CIIEAAT 3a BCAKO KJIMHHWYHO BACLIABAHE, CYWHMIHO TOBEACHWE HIHW MUCTH M HeoOW4alHU fTpOMEHH B
MOoBEJCHHETO ¥ HE3aDABHO N3 MOTHPCAT MEUIMHCKH CHBET, AKO Te3HU CUMNITOMM Ce MONBAT.

[legnarpuyuHa nonyiamus
CeptpanvH He TpabBa Oa ce M3NON3Ba NpPH NE€4YEHUETO Ha Jela W wHowWK noa 18 roaguHH, ocBeH npu

MaLHEHTH ¢ 00CECHBHO-KOMMNYICHBHO pa3cTpOACTBO HA Bb3pacT 6-17 roaunu. IoseneHnd, cBbp3aHH CBC
caMoyOuiicTBO (ONWUT 3a caMOyOWMCTBO M CYMIHAHW MUCIH) U BpakJeOHoCcT (NpelHMHO arpecws,
[MOBEJCHHE HA MIPOTHBONOCTABSIHE W THAB) ¢a HAOMOOaBaHHW NMO-4ECTO B KJIMHHYHUATE MPOYUBAHUA cpell
AL U IOHOILIN, IEKYBAHH ¢ aHTHIECNIPCCAHTH, B CPABHEHHE C JIeKYBAHUTE ¢ Talebo. Axo BENpEKU ToBa
ce B3eMe pellleHMe 3a NIeUeHHe Bb3 OCHOBA HAa KJIMHHYHA HeOoOXOAMMOCT, MALMEHTUTe TpAdBa Aa OBIAT
BHUMATEIHO NPOCIIEASBAHU 3a N0SBATA HA CYWLUIHU CUMIITOMU. B 1OMBAHEHHE ca HANMWYHH OrpaHNYEHH
KIKHAYHHA JaHHW 3a AbJrocpodyHaTa 0e30macHOCT NpH ela H HHOLUM, BKOYHTEJTHO e(ekTH BbpXY
pacTexa, CEKCYalHOTO Cb3pABaHE W KOMHUTHBHOTO M NOBeaeH4YecKo pa3sutue. [lo BpemMe Ha
TTOCTMApKETUHTOBHA TIEPHOJ Cce CBOONIAaBa 3a HAKONKO ClTydas Ha 3a0aBsaHe Ha pacTexxa W 3aKbCHAN
nybepreT. KNHHHYHOTO 3HaYCHHE K TPUYHHHO-CJIEACTBEHATa BPH3Ka BCE OLIE He Ca H3ACHEeHU (B T.5.3 3a
CHOTBETHHTE NPEeAKIMHAYHHA JaHHU 32 Oe3onacHocT). Jlekapute TpabBa na npocnegaBaT NeIUaTPHYHHTE
MALHEHTH Ha JBITOCPOYHO JIEYEHHE 32 HAPYLICHHSA B Pa3CTEKa U Pa3BUTHETO.

AOHOpMHO KhpBeHe/XeMoparus

HMma cbobimenns 3a abHOpMHO kbpBeRe npu SSRI, BKAOUMTENTHO KOXKHH KPBBOMIIMBH (€KXHMMO3H H
nyprnypa) M IOpyrH XeMmoparvuHi CBOMTHA KaTo CTOMALIHO-YPEBHO WM THHEKOJOTHYHO KBpPBEHE,
BKJIIOUHUTEIHO QaTaiHU KpbBOU3NUBH. Ilpenopbusa ce NOBKILIEHO BHUMAHKE MPH NAUMEHTH, NpHEMAILH
SSRI, ocobeHo egHOBpeMEHHO ¢ feKkapCTBa, 3a KOWTO € W3BECTHO, Y€ TIOBNHABAT (YHKIMITA Ha
TpoMOOIUTUTE (HAamp. AHTUKQATYNAHTH, QTUIMYHW AHTUTICHXOTHUM M (EeHOTHA3WHM, TIOBEYETO
TPHHHKKIITHYHY aHTHIOENPECAHTH, aUSTHUNCATUINIORA KUCETHHA U HECTEPOUIHM IPOTHBOBBINANMTEIIHH
cpeacTea (HCIIBC)), xakTo ¥ npy naupeHTH ¢ aHaMHE3a 33 HapYLICHHA Ha KbPBEHETO (BXK. Touka 4.5).

XHUIIOHATPUEMHS
XHIIOHATPHEMHA MOXKE 1A Bb3HHKHE B pe3yntar ot neueHHeTro cbe SSRI mnu SNRI (MHxuOuTOpM Ha

oOpaTHHA 3axXBaT HAa CEpOTOHUH ¥ HOPAAPEHANNH), BK/IIOYWTEHO cepTpaliH. B MHoro ciayuawn
XMIIOHATPHEMUATA M3JIeXKJA € pe3yNTaT Ha CMHApPOM Ha HeaJcKBaTHA CEKpeLMA Ha aHpHANYpeTHUYEH
xopMoH (Syndrome of inappropriate antidiuretic hormone secretion, SIADH). Crofiniasann ca ciyvau Ha
HYBaA HA CEPYMHUA HaTpHH, no-auckH ot 110 mmol/l.

[lanpenTTE B CTapuyecka BB3pacT Morar Oa OmaaT M3/i0k€eHM Ha TO-BUCOK PHUCK OT Pa3BHTHE Ha
xunoHarpueMus npy neueHne ¢u¢ SSRI u SNRI. [TauueHTH Ha fledeHUe ¢ ANypETHIIM H TAKHBA, KOHUTO,
nopagH HAKaKBa NpMYKHa ca ¢ HaMalleH 06eM TEYHOCTH, ChILO MoraT Ja 6baT H3JI0XKEHH Ha TO-BHCOK
puck (BX. YnoTpeGa npy naiyeHTH B cTapuecka Bu3pacT). TpabBa fa ce 0OMHCIH CNUpaHEAECE




npM MaiHeHTH CbC CHUMNTOMAM4YHA XMIIOHATPHEMMs W Ja ¢€ Ha3HauM CbOTBETHA MEAWLNHCKA
HHTepBeHUHA. [IpU3HaLMTE M CHUMITOMMTE Ha XUIOHATPUEMHA BKTOYBAT rinasobonme, 3aTpyaAHeHa
KOHLEHTPALHA, HapYLIEHHE Ha [TaMeTTa, 00BpKAHOCT, ¢1abocT W HecTabHITHOCT, KOATO MOXeE [a JoBele 10
nagadud. [Ipu3HalUTe M CHUMITOMHTE, CBBP3aHM € MNO-TE€XKKH H/HIM OCTPH CIydau, BKHOUBAT
XQTIOLIHHALIWH, CHHKOIT, TIPUNAAbK, KOMa, CIMpaHe Ha IHIDAHETO H CMBPT.

CuMIITOMM Ha QTHEMAaHE, HAOMIOIaBaHW TIPH COIUPAHETO Ha NEIEHUETO ChC CEPTPANNH
CHMNTOMHTE Ha OTHEMAHE MPH CIIMpPaHE HAa NeueHNeTo ca YeCTH, 0COOEHO ako CNUPAHETO € BHeanHo (BK.

Touka 4.8). B KINHHYHK NpOy4YBaHKA YECTOTATa HA ChODILABAHKTE peakl{M¥ HA OTHEMAHE NPH NaLHEHTHTE,
JIEKYBAHH CbC CepTpanui, e 6una 23% npu NpeKbCBALIUTE CEPTPATHH, cnpaMo 12% npH Te3u, KOHTO ca
MPOIBIIKUIH J1a NMOTYyYaBaT TEPAITUA ChC CEPTPANINH.

PucksT OT nMosBa HA CHMIITOMH Ha OTHEMAHE MOXE [a 3aBHCH OT HAKOJKO (aKTopa, BKIOYHTEIHO
NIPOIbL/DKUTETHOCTTA M J03aTa HA JIEYEHHUETO M CKOPOCTTA HA HaMATTABaHe Ha 03aTa. 3aMassHOCT, CETHBHH
HapYLIEHHS (BIUTKOUMTENHO TAPECTE3NA), HAPYLICHUA Ha CbHA (BKIIOUMTENHO Oe3chbHHE U WHTEH3WBHO
ChbHYBaHe), Bb30yaa unu 6e3nokodcTBO, raicHe WHITH MOBPLIUAHE, TPEMOP U riaBobosMe ca Hal-4eco
choOlLnaBanute peakuud. [To NpHHLMA Te3¥ CUMNTOMH €A JIEKH 0 CPEAHO TEXKKH, IPH HAKOWU NMALMEHTH
obaue MoraT Aa O6bAAT TeXKKU N0 UHTEH3UTET. Te 0OMKHOBEHO BL3HHUKBAT INpe3 MEPBUTE HAKOMIKO JHH OT
CIHpaHe Ha JIEYeHUEeTO, HO UMA MHOTO PEJKH CbOOIUEHHSA 3a TAKWBA CUMIITOMH TMPH MALUEHTH, KOMTO
HEBOJTHO Ca MPOMYCHATH eJHa J03a. [lo MpHHUMI Te3W CHMNTOMHK C€ CAMOOTpaHWuaBaT H OOUKHOBEHO
OT3BYYaBaT B PAMKHTE Ha 2 CEJMHLH, BLIPEKH He IPH HAKOM WHIWBUIM T¢ MOTaT Aa NMpogeikar 2-3
Mecella WIH noBede. CneJoBaTeIHO € NPENoPbYUTENIHO CePTPAIMH [1a c€ HaMalsaBa MOCTENEHHO, KOoraTo
ce CITHpa NeYeHHETO 3a TIEpHOM OT HAKOJIKO CEIMHIHM HITH Mecela, Copell HYXKIWUTE Ha NauueHTa (BX.
Touka 4.2).

AKaTH3IN4/IICUXOMOTOpPHA BB30Y A

Ynotpebara Ha cepTpaniH ce CBbpP3Ba C Pa3sBHTHETO Ha aKaTH3HA, XapakTepH3Hpalla ce cbC CyOeKTHBHO
HENIPUATHO HIU MBYUATEJNIHO JABHTATETHO HECIIOKOACTBO W HYXJa OT JABHXEHHE, YECTO CHNPOBOJAECHH OT
HEBh3MOKHOCT Jia C€ CEAM UJIM CTOH CIOKOIHO. TOBa ¢ Hal-BepOATHO JA HACTHIIM NMPE3 IMEPBUTE HAKOJIKO
CeIMULIY OT Ne4YeHHeTO. IIpn malueHTH, KOUTO Pa3BUAT T€3H CHMNTOMH, YBEJIMYABAHETO HA J034TA MOXeE
f1a JOBejAe [0 BIOIIABAHE.

YepHopobHo YBpexkaaHe
Ceprpanud ce MeTabonM3Npa eKCTEH3IUBHO B 4YepHHA Apo0. DapMakOKHHETUYHO TNPOYYBaHE C

MHOTOKpATHH J03H NpU HHANBUIHU C JIeKa, KOMIIEHCHpaHa LIMPo3a € NMOKa3alo YOb/DKEH eTHMHHAlHOHEH
MOJNY>KHUBOT M NprOIU3uTeNnHo TpH mbTH NMo-BUcOKK AUC u Cmax B cpaBHEHHE CBC 3ApaBH WHIHBHIW,
Me:kIy IBETE MPYNA HE € YCTAHOBEHA CTATUCTHUMECKH 3HAYWMA pas3liMka B CBBP3BAHETO C IUTa3MEHHTE
npoTedHH. [ IpofioskeHHeTO Ha cepTPAJIHH NPH NALHEHTH ¢ YepHOAPOOHO yBpexaaHe, pedBa Ja ce oOOMHCHH
HaMansdBaHe Ha JHEBHATA 1033 WIH yBeJlu4yaBaHe Ha MHTEepBaia MOy mpueMuTte. CepTpaiuH He TpsbBa
Ja C€ U3MO0N3Ba NPH MAHEHTH € TEXKO YepHOAPOOHO yBpeXaane (BX TouKa 4.2).

buOpeuHo yBpexkAaHe

CeprpanuH ce MeTabonu3upa €KCTEH3MBHO M €KCKPELMATA HA HEMPOMEHEHO JIEKAPCTBO B ypHHATa €
HE3HAYUM MbT HA eJIMMHAHKMpaHe. B npoyyBaHds NPy NauMeHTH ¢ NEKO 10 yMepeHo O0b0OpeuHo yBpe)xxnane
(kpeaTHHUHOB KIMPBHC 30-60 ml/min) wnu yMepeHo 0o Texko OBROpedHO yBpexiaHe (KpeaTHHHHOB
kaupbHC 10-29 ml/min), npu xouTo cepTpanuH € NpHIarad MHOTOKPATHO, HE €2 YCTAHOBEHH 3HAUYNMU
pa3Nuky BbB dapMakokuHeTHUHUTE MapameTpn (AUCO-24 unim Cmax) B cpaBHEHHE ¢ KOHTpoauTe. Jlosata
cepTpa/ivH He TpsibBa fa ce MpoMeHsA cniopef cTeneHTa Ha OB0peyHo yBpexaaHe,

Ynorpeba B cTapuecka Bb3pacT
Hap 700 nauyeHTH B cTapuecka Bb3pacT (65 roAHHM) ca y4acTBajid B KJIMHHYHH PO




XapamTep'bT H YECTOTATA Ha HEXCIIAHHUTC PCAKLHHA TIPH JIiMldTa B CTAPHUCCKa Bb3pact Ca OMNH CXOAHH C
TE3H TIpH NO-MJTaJH NAUHCHTH.

SSRI nnu SNRI, BxmouMTENHO cepTpalvH, ce CBBp3BaT obaue CbC CIyd4aW Ha KJIWHHYHO 3HaYUMa
XHMOHATPUEMHA NIPU MAUNEHTH B CTapUECKa Bb3PAcT, KOWTO € Bb3MOXKHO Aa OBJaT H3NMMIKEHH Ha MO-BHCOK
PHUCK OT TaBa HEXENAHO CHEOMTHE (BXK. XHITOHATPHEMHS B TOUKa 4.4).

Inabet

[Ipu nauneHTR ¢ auaber neuenneto ¢bec SSRI Moxe Aa nNpoMeHH rIHKeMHYHHMS KOHTpOn. Moxe aa ce
HATOXHW afanTHpaHe HA Jo3aTa Ha HHCYJWHA W/WIM Ha TIEPOPAITHHTE aHTHAWAOETHH NeKapcTBEHH
MPOOYKTH.

EnextpokonByjicuBHa Tepamud (EKT)
He ca npoBeXIaHW KIHYHMYHHA TIPOYYBaHHMA, KOWTO Ja YCTAHOBAT PHUCKOBETE HIHM TMON3UTE OT
KOMOUHuUpaHoTo npunoxenne Ha EKT u ceprpanuH.

Cok ot rpeiindpyr
[NpunaradeTo Ha CEPTPAIHH CbC COK OT rpefindpyT He ce NpenopbuBa (BXK. TOUKa 4.5)

BiauMoAeHCTBHE ¢ H3CNEIBAHUA HA YpHUHATA

QamuHBO-MONIOKATETHA pe3yaTaTn 3a OeH3oaAMaszenmMHH OT WMYHOIOTMYHHTE TECTOBE HAa ypHHa ca
NOKIaJBaHH TIPH TMaLMEHTH, IMpUEMAIH cepTpalvH. ToBa ce IB/DKM Ha JIMIICA HAa CNEUUMPUYHOCT Ha
CKPHHHH-TecTOBeTe. (PANIIHBO-NMONIOKATENIHH PE3YIITATH MOTAT Ja C¢ OYAKBAT B MPOILIKEHUE HA HAKOIIKO
IHH ciel IPEKpaTaBaHe Ha IEHEHUETO ChC CepTpaliiH. TeCTOBE 3a NOTBLPKACHHUE, KATO HAIIPUMED ra3sosa
Xpomatorpagpusa/ Mac-CneKTpoOMeTpHA LIe OTNHYAT CepTPalinHa OT OeH30IHa3EeNIHHHUTE.

3aKpUTOBIbIIHA INIAYKOMA
SSRI, BKIIOUNTENHO cepTpalnH, MOTAT JIa OKAKAT BIUSHUE BHPXY pasMepa Ha 3¢HHI[aTa, KOeTo Ja JOBeJC

oo muppuaza. To3sw MuapuaTHdeH edekT UMaA TIOTECHIHMAN Ja CTECHH OUYHHUA BrbJ, KOETO Ja AOBEIE IO
MOBHIICHO BHTPEOYHO HANAraHe H rNayKoMa, 0CO0EHO TIpH MpeApasmoliokeHH nauueHTH. CepTpalvH
TpsbBa Aa ObOe MpunaraH ¢ BHUMaHHe NPH NalLMEHTH CHC 3aKPUTOBIBLIHA INIAyKOMa WM aHaMHesa 3a
rjiaykoma.

JlakTo3a

Mucon coObpxka nakto3a. [TauueHTH ¢ peaKu HaclneAcTBEeHHW MpobneMyu Ha ranakTo3Ha HEeMOHOCHMOCT,
Lapp nakxtaseH nedUIAT UM FTIOKO30-TallakTO3HA Maltabcopbuua He TpAOdBa Aa mpueMar TOBA JIEKapCTBO.

4.5. BianMogeificTBRHE € IPYTH JE€KAPCTBEHH NMPOAYKTH U APYTH GopMH Ha B3aHMOAeHCTBHE

IIpoTHBONOKA3AHH

Monoamunoxcudasznu unxubumopu
Heobpamumu (necexmuenu) MAO-unxubumopu (cerecwiun)

CepTpanus He TpAbBa Aa ce npunara B koMOnHaUus ¢ HeoOpaTUMH (HecenekTHBHH) MA O-WHXHOHTOpH
kaTo cenernnvH. CepTpaniH He TpAOBa /a ce 3amoqBa NoHe 14 AHN cnel IpeyCTaHOBABAHE HA JICHEHHUETO
¢ HeoOpaTumM (HecenektueeH) MAO-naxuburop. [IpueMbT Ha ceprpannH TpabBa Ja ce npekpaTh noHe 7
JIHH TIpey 3aMo4BaHe Ha nedeHne ¢ HeobparM (HecenekTUBeH) MA O-HHXHOHTOpP (BXK. TOUKa 4.3).

Obpamum cenexmuger MAO-A urxubumop (Moxiobemud)




[Topagu pucCK OT CEPOTOHUHOB CHHIAPOM HE CE€ Npenopb4yBa KOMOMHAUMATA MEXTY CEPTPAIINH H 0DpaTIM
U cenektueH MAO-HHXUONTOP, KaTo MoknobeMua. Cnea neuenne ¢ odpatnM MAO-UHXHOHUTOP MOXKeE
[a ce H3MOI3Ba MepHo Ha OYUCTBAHE TMO-KpaThK OT 14 AHH, Npedd 3ar0YBaHe Ha JIEUEHHE CBC
ceprpanyH. [IpenopbUnuTENIHO € NIPpUEeMBT HA CEPTPAIIMH A Ce NPEKPaTH MOHe THY NpeaH 3anoyBaHe Ha
nedenue ¢ obpatim MA O-nHxuburop (BXK. Touka 4.3).

Obpamum necenexmuger MAO-A unxubumop (nune3onuo)
AHTHONOTHKBT NHHE30nMnA € cnab obpatum u HecenekTHEeH MAO-uHXHONTOP U He TpabBa Oa ce napa
Ha MalHeHTH, JIEKYBaHH CbC CEpTpaniuH (BX. Touka 4.3),

HMa choDImeHHs 3a TeXXKH HeXXeNTaHHW peakliuy NTpU MaLWeHTH, KOUTO ca npekpartiuii npueMa Ha MAO-
WHXHOUTOP (Hanp. METUIICHOBO CHHBO) M CKOPO €A 3al0YHaIH [1a IPHEMAT CEPTPAJINH, HITH KOWTO ca
NPEKPATUITH JIEYEHHUE ChC CEPTPANINH U CKOPO ca 3anogHany ga npueMar MAO-unxuduTop. Te3n
peakiiy BKIIOYBAT TPEMOP, MUOKIIOHYC, H3NIOTABAHE, rafeHe, TOBPLINAHE, 3a4epBABaHEe, CBETOBBPTEX H
XUTIepTEPMUS C XapakTepHCTUKH, Hanoao0sBally 3JI0KAYECTBEH HEBPOJIENITUYEH CHH/IPOM, NPUNIaAbLH N
CMBPT.

Hiumo3ug

[ToBuineHH H¥BA HA MEMO3HUJ OT OKOJIO 35% ca yCTaHOBEHH B KIIHHHYHO NPOYUYBaHe C MPHUNOXKEHHE Ha
eHOKpaTHA HACKa 1032 MHMO3nA (2mg). Te3n noBuiileHH HHBA He ca OWMH CBBP3aHHU ¢ KaKBHTO H 1A €
npoMeHH B EKT'. [lokaTo He ce W3SCHU MEXAHU3MBT HA TOBA B3aWMoJeHCTBUE, MOPARHN TECHHA
TepaneBTUYeH HHICKC Ha THMO3H]T, SIHOBPEMEHHOTO IPUIIOKEHHUE HA CEPTPAJTHH U MUMO3HU] €
IIPOTHBOMOKA3aHO (BX. ToO9Ka 4.3).

He ce npenopbuBa €JHOBPEMEHHO NPRIOXKEHHE ChC CEPTPATIHH
Jlexapcmeaa, xoumo nomucka I[{HC u anxoxon

ChITBTCTBAIIOTO NPHIIOKEHHE HA cepTpaind 200 mg JHEBHO ¢ ANMKOXOJ, kapbaMaienwH, XalolepHaod
UITH PEHUTONH HE NOTEHUHPA epeKTHTE UM BBPXY KOTHUTHBHHUTE M [ICHXOMOTOPHHTE PYHKLIMU NPH
3IpaBH HHIMBHIY, HE3aBUCHMO OT TOBA, HE CE NMPENOpPLYRA efHOBpEMEHHAaTa yrtoTpeba Ha cepTpalivud H
ATKOXOI.

pyeu cepomonunepzushu rexapcmed
Buxte Touka 4.4.

Heo6x01MM0 € MOBWILEHO BHUMAHNE TIpY npunarate ¢ ¢peHTaHwa (M30/13BaH MpH 0011a aHecTe3Ud WK 32
nedeHNe Ha XpoHWUHa 6onKa), ApYrd CepOTOHAHEPTHYHH JIEKaApCTBa (BKIIIOYHTENTHO APYTH
CEPOTOHHHEPTHYHH aHTHACNIPECAHTH, aM()eTaMHHH, TPUNTAHH) U C ApYTH HAPKOTHIHH JIEKapCTBa.

CrnenuaiHy npeanasHi MepKH

Jexapecmea, koumo yovaxcasam Q1 unmepeana

PucksT ot yab/pkaBaHe Ha QTc uHTepBana w/wim kaMepHd apuTMii (Hamnp. Torsade de Pointes, TdP)
MoXe 71a ObJie NOBHLIEH NPU €AHOBpPEMEHHO MPHJIOXKEHHE C TEKApCTBa, KONTO yaAbmkasaT QTc
HHTepBaJia (Hanp. HAKOH aHTHIICHXOTHIM U aHTHOHOTHIH) (BXK. Touka 4.4 u 5.1).

Jumui
B nnanebo-KoHTpONIHpaHO MpoyyBaHe NPH 3ApaBd A0OpOBOILM €JHOBPEMEHHOTO NIPUNOKEHHE Ha

CEpPTPAJIMH C NTUTHHA He IPOMEHA 3HaUMMO (papMaKkOKHWHETHKATa Ha JINTHH, HO BOAYW 110 HapacTBaHE Ha
TpeMopa crnpamMo nnanebo, KoeTo nokaspa Bb3MOKHO (papMakoAMHAMUUHO AcicTere. [IpH




e THOBPEMEHHO MPHNIO’KEHHE Ha CepTpaNiH ¢ TATHNA nauueHTUTe TpAOBa Aa ObAAaT BHUMATENHO
npocnensBaH.

Denumour

Inane6o-kKOHTpOIVIpaHO NMpoyUBaHe NPY 3ApaBy J0OPOBONIH MOKA3Ba, 9€ ALIATOCPOYHOTO NIPUITOXKEHHE
Ha cepTpaluH B Ko3a 200mg/aeH He BOIM A0 KJIHHUYHO 3HAaYUMO MHXHOKHpaHe Ha Mepabonn3Ma Ha
dbeHHTONH. BBIIpekH TOBA, Thif KATO HAKOH CITY4YaH HEXKEMaHHWTe peakiUy ca Bb3HHKHANHU OT BHCOKA
eKCMo3nLHg Ha (SHHUTOUH NPK MALMEHTH, HPHEMALLH CEpTPAINH Npenopbyba ce jJa Obaar
MOHHUTOPHPAHH M1a3MEHUTE KOHLEHTPAUHH Ha PEHUTOUH Cliek 3ano4BaHe Ha Tepanus cbe CepTpanuH U
CHOTBETHO aAallTUpaHe Ha Ao3aTa Ha PeHUTOWH. B JOMbIHEHHE, CRITETCTRALOTO MPUITOXKEHHE HA
¢eHATONH MOXKE Ja NPHYUHU HAMalTABaHe Ha MIIa3MEHMTE KOHLUEHTpALWH Ha cepTpanuH. He Moxe aa ce
H3KJTIOUH BB3MoxkHocTTa Apyri CYP3A4 waayxropy, Hanp. deHoOapObuTan, kapbemazennH, XbiT
KaHTapHOH, padaMOHLINH, Ja IPHYHUHAT NOHWKABAHE HA IUTa3MEHHUTE KOHLEHTPALHH Ha CepTpalivH.

Tpunmaru

MMa peaxy NnoCcTMApPKETHHIOBH CHOOLICHNS 3a MALMEHTH Cbe cabocTt, xuneppediekcns, HapylieHa
KOOpaHHalus, 00bpPKAHOCT, TPEBOXKHOCT U Bb30yAa cield ynoTpeba Ha cepTpaliiH U CyMaTpHITTaH.
CHMTOMH Ha CEPUTOHMHEPTUYEH CHHIPOM MOIaT Aa B3HMKHAT CHILO H IIPH APYTH IIPOAYKTH OT ChILUA
Knac (TpMNTaHu). AKO eJHOBPEMEHHOTO MPHIOKEHHE HA CEPTPAJIMH U TPUNTAHU € KNIMHUYHO
oboCcHOBaHO, e MPENOophYBa BHUMATEIHO HAbNIOAeHHE Ha TAllHeHTa (BX. To9ka 4.4).

Bapdapun

EnxHoBpeMeHHOTO MpUIokeHUe Ha ceTpanuk 200 mg qHeBHO ¢ BapQapHH € JOBEI0 00 MAJKO
CTATUCTHYECKH 3HAYHMMO YIBbJIKaBaHE Ha MPOTPOMOWHOBOTO BpEME, KOETO B PEAIKH CIy4an MOXe Ja
MPHYRHH OTKIIOHEHHUE B CTOHHOCTTA Ha Ha INR. [Nopanu Tosa npoTpoMOHHOBOTO BpeMe TpsaOBa aa 0bae
BHHUMATENHO NPOCNEAABAHO B HAYAIOTO U CNER Kpas Ha IEYEHHETO ChC CEPTPAJINH.

lpveu nexapcmeenu 83aumoode icmeust, OUCOKCUH, AMEHOA0R, YuMemuour
EaHOBpEMEHHOTO IPUIIOKEHNE ¢ UMMETHIMH € JOBEJO 10 3IHAYHTEIHO HAMANIABAHE Ha KIIMPBHCA Ha

cepTpanuH. KIMHHYHATA 3aBHCUMOCT Ha Te3W IPOMEHH He € U3BeCcTHA. CepTpalivH HAMA epEKT BhpXY
OeTa-anpeHepruyHaTa OJJOKUpallla AKTHBHOCT Ha ateHonon. He ca HabmogasaHH nexapcTBEHH
B3aUMOEHCTBUA MTPH MIPUIIOKEHUE HA CepTpanrH B 1032 200 mg AHEBHO C JUTOKCHH.

ﬂE‘HﬂQCﬂIHﬂ, RosRUARABAW U @EHKHWE Hd mgﬂmﬁogumume

PUCKBT OT KbpBeHe Aa Obae NOBHUIEH, KOTaTO JIEKAPCTBA, NOBAMABALUY (PYHKUHUATA HA TPOMOOUHTHTE
(nanp. HCTIBC, anetnncannumnioba KNCETNHA U TUXJIOTTWANH), WJIN APYTH NEKapcTBa, KOUTO MOTaT a
MOBHINAT pHCKa OT KbPBEHE Ce NpWUJaraT eJHOBpeMeHHo ¢bc SSRI, BrlodHTENHO cepTpanuH (BX. TOYKA

4.4).

Heeapomyckyaru brokepu
SSRIs morar Ja NOHWXaT akTHBHOCTTA Ha MJJa3MEHaTa XOJIMHECTPEePas3a, KaTo B Pe3YJITAT C€ YARJIKABA
HeBpPOMYCKYJIHOTO DIOKHpalllo JeiACTBUE Ha MUBAKYPUYM HITH JIPYTH HEBPOMYCKYJIHH OJIOKEPH.

Jexapcmea,_memaboiusuparu om yumoxpom P4350
Ceptpanul Moxe fa aAekcTea kato cnab qo ymepeH HHxHOuTOp Ha CYP 2D6. ITpoxbmkHTeTHOTO
TIPHUIIOKEHNUE HA cepTpailvH 50 mg QHEBHO € NOBEITO OO YMEpeHo rnosuilieHue (CpeaHo ¢ 23%-37%) Ha
PABHOBECHHUTE TUTa3MEHHM HUBA 3a aAe3uripaMuH (Mapkep 3a CYP 2D6 e U30eH3UMHA akTHBHOBCT).
KNMHHYHO 3HAYMMH B3aUMOACHCTRAA MOraT J1a Bb3HUKHAT ¢ Apyru cybTpatu Ha CYP 2D6 ¢ TeceH
TepaneBTHYEH NHAEKC, KaTo kKiiac 1C aHTHApUTMUYHH JIEeKapCTBa, KaTo MponadeHoH H cbnexanﬂun,
TPHLIUKIIAYHHA aHTHIENPECAHTH B TUITMYHNA aHTANCHXOTHLIK, 0CODEHO TIpU MO-BHCOKH cep




CeprpanuH He neficTBa kato HHxuOUTOp Ha CYP 3A4, CYP 2C9, CYP 2C19 1 CYP 1A2 B xiMHHYHO
3HauKMa cteneH. ToBa e MOTEbPAEHO OT invivo npoyubaHus 3a Bzaumoneiicteue ¢ CYP 3A4-cybrpcatu
(eHAOTeHeH KOpTH30J, kKapbaMesennH, TepdeHaanH, annpasonam), ¢ CYP 2C19-cybeTpara quasernam u
CYP 2C9-cybcTpatuTte TonOyHamuz, rnubeniiamua 1 GeHUTOWH. /n vifro IpOYYBaHHA IOKA3BaT, Ye
cepTpaIMH UMa MaTbK WIW HAMA HUKAKB NoTeHUnan 1a nvHxubupa CYP 1A2.

[Tpu kpbCTOCAHO NpoyyYBaHe npy 8 31paBy J0OPOBOILUM OT AMTOHCKH MTPOH3X0J] € YCTAHOBEHO, He
NMpHeMBT Ha TPH Yalll¥ COK OT rpeindpyT AHEBHO YBEIHYARAT MJIa3MEHHUTE HHBA Ha CEPTPAIIHH C OKOJIO
100%. I'To Ta3u npu4rHa NpUEMBT Ha COK OT rpelngpyt TpsdBa 1a ce u3bArsa no BpeMe Ha NEYEHHETO
ChC CepTpaNHH (BXK Touka 4.4).

B13 0CHOBA Ha IIPOYYBAHE 3a B3aNMOAENCTBHUATA ChC COK OT IpeindpyT, HE MOXE Aa Ce U3KITIOYH
BB3MOXKHOCTTA €AHOBPEMEHHOTO MpHIaraue Ha cepTpajivH ¥ MolnHu CYP 3A4 waxuburtopu, kato
HalpuMep NPpoTea3HH HHXHOHUTOPH, KETOKOHA30/1, HTPAKOHA30J1, TOCAKOHA30], BOPHKOHA30/,
KJIAPHUTPOMHLIMH, TEJIMTPOMULIMH ¥ Heda300H, Aa A0BEfe AOPH AC NO-TOJIAMO YBEITH4YaBaHE Ha
EKCTIO3HLINATA KbM cepTpanuH. Tosa ce oTHaca ¥ 1o ymepeHuTe CYP 3A4 uuxubutopu, Hamnp.
anpernuTaHT, ePUTPOMUUMH, QIIYKOKOHA30]1, BepanaMun ¥ JuntuasemM. [Ipuemsr Ha MoltHH CYP 3A4
HEXHONTOpY TpsAOBa Oa ce u30Area 1o BpeMe Ha JICYEHHE ChC CEPTPATIMH.

[TrasMeHHTE HUBA HA CEPTPAIIVH ce MOBHIIABAT ¢ okoJio 50% mpu 6aBHHTE MeTabOIH3aTOPH Ha
CYP2C19 B cpaBHeHHe ¢ Obp3uTe MeTabonu3aTopy (BK. Touka 5.2). He Moxe 1a 61nae n3kmouyeHo
B3auMOIeHCTBHE CBC CITHH HHXNOUTOpN Ha CYP2C 19, Hanp. oMenpa3zon, nasconpasoli, NaHTonpason,
paberpa3on, QIYOKCETHH U PITYBOKCAMHH.

4.6. depTHINTET, GpEMEHHOCT H KhpMeHe

bpemennocm

He ca npoBexaaHu aAcKBaTHO KOHTPONUPaAHW npoyduyBaHUA npu OpemeHHH XeHHW. Bonpekd tosa
3HAYUTENIHO KOIHWYECTRO JAHHM He ca JI0Kas3adW BB3HHKBAHE HA BOACHH MaN(OpMaldK, MPAHUAHEHH OT
ceprpaiMH. [IpoyuBaHuATa TIpYU XUBOTHU €A pa3kpUnH €¢eKTH BBPXY PENpOLYKTHBHOCTTA, BEPOATHO B
pe3yITAT OT TOKCHYHOCT Ha MaikaTa, NpH4uHeHa oT (papMaKogHHAMUYHO AEHCTBAE HAa ChCTAaBKATa W/HIH
IVPEKTHOTO papMakoJAMHAMHYHO JCHCTBHE HA ChCTABKATA BBPXY I10fa (BXK. Tovka 5.3).

Hma choOlueHHsa, ye ynorpebaTa Ha cepTpaiMH MO BpeMe Ha OpeMEHHOCT NpeAM3BHKBa CUMIITOMH,
CBOTRETCTRBAIIM Ha peaKUHM HA OTHEMAHE TIPH HAKOH HOBOPOJEHH, YAHTO MalkH ca OWIM Ha Tepanus ChC

ceprpanuH. To3u deHoMeH e Onn HabmogaBaH Cblilo ¥ ¢ Apyrd SSRI. CeptpanmH He ce mpenopsYsa no
BpeMe Ha OPEeMEHHOCT, OCBEH aK0 KIMHHYHOTO ChCTOAHUE Ha XKEHaTa € TaKkORa, Ye C€ OJaKBa I10j13aTa OT
JIEYEHNETO Aa HAXBBbPNH NOTEeHUHAHUS PUCK.,

Hosoponennte TpadBa Ja ce Habmonasar, ako MalKata € Npoab/MKHIa Ja NpHeMa CepTpaIH Mpe3 no-
KbCHUTE €Tanu Ha OpemMeHHocTTa, OCOOEHO Mpe3 TPETOTO TpUMECEUYHe. AKO MalKkaTta € npueMana
CepTpalvMH Npe3 No-KbCHATE €Tany Ha OpeMEeHHOCTTa, CIeAHUTE CUMNTOMH MOFAaT Ja C€ MPOABAT NpPH
HOBOPOACGHOTO: PEcnUpaTOpeH AXCTpec, LMaHOo3a, arHes, MpUnanbld, HecTa0MIHOCT Ha TeNecHaTa
TeMrieparypa, 3aTPpyJAHEHO XpaHeHe, MOBPLIUIAHE, XHITOTJIMKEMHSA, MOBHIIEH MYCKYJIEH TOHYC, TTOHHMXEH
MYCKYJIEH TOHYC, XuneppeduieKcHsa, TpeMop, TOBMINEHA BBIOYAUMOCT, pa3dpasHUTEIHOCT, ACTApruv,
TIOCTOAHEH a4y, ChbHJIWBOCT ¥ TPYAHOCT NPHK 3acnWBaHe. Te3n CHMIITOMHA MOraT Ja ce Ab/DKAT HAH Ha
CEPOTOHHHEPTHYHY €(DEKTH, UM Ha CHMINTOMH Ha OTHEMaHe. B MOBeYeTO CMydyaM YCNOKHHCHUATA
HaCcTbhIIBAT BeAHAra HIH cKopo (<24 yaca) cnel paxIaHeTo.




EnugemMHonoriyde AaHHM npennonarar, ye ynorpedara Ha SSRI no Bpeme Ha OpeMeHHOCT, 0COOEHO B
HanpegHala OpeMEHHOCT, MOXe Ja MOBHUIM pHCKa OT IMEpPCHCTHpalla NyJMOHANHA XUNEPTOHWA Ha
HoBoponeHoTo (Persistent pulmonary hypertension in the newborn, PPHN). Habmogarauusat puck e Omn
npubausutenyo S cnyyas Ha PPHN wa 1000 6pemerdrocTH. B ofiaTa nmonynauus HacTeneat 1 10 2 cimydad
Ha PPHN na 1000 6peMecHHOCTH.

KbpMeHe
[Ty6nukyBaHuTe JaHHX 3a HABATa HA CEPTPAJIMH B KbpMaTa CoYaT, Y€ MaJKH KOIHYECTBA CEPTPAJIMH M

HeroBHAT MeTabonHUT N-gecMeTHNCEepTpaniH ce €KCKPEeTHpaT B KbpMaTta. KaTo usano npeHedpexxumMn unu
HEJOBOJIOBHMH HHBA Ha CEpPTpaMH ca GMIM OTKPHTH B CEpyMa HA KbpMaueTa, ¢ €AHO H3KIIOUEHHE Ha
HOBOPOIEHO CepYMHU HURA 0k0J10 50% OT HUBOTO Ha MatikaTa (Ho Oe3 3a0enexxuM edexT BepXY 3APaBeTo
Ha ToBa KbpMadue). Jlocera He ca JoKIagBaHH HeXeJJaHH peaklNH BRPXY 37IpaBeTO Ha ACLA, KbPMEHH OT
MalfkH, TIpHEMalH CEPTPalINH, HO PUCK HE MOXEe Aa ¢€ M3KMOUH. [IpHIOKEHHETO MPH KBpMadKHd HE CE
Npernopb4Ba, OCBEH B CIYIanTe, KOraTo Criope] NpeteHKaTa Ha Jiekaps Moji3aTta oT JIEYEHHETO HaIXBbpIid
pHCKa.

DEPTUNHTET

JTaHHHTE NpH XKUBOTHU HE MOKa3BAT BIMAHUE HA CEPTPANIUH BLPXY MOKA3aTe/NUTE Ha QepTHIIMTETA (BXK.
Touka 5.3). Crobuiapanure ciayuan npy xopa ¢ HAkoH SSRI nokasear, ye edekThT BbpXY KauecTBOTO Ha
criepMata e oopatuMm. Jlo MoMeHTa He € HabmoaasaH edekT BbpXy depTHIHTETA MIPH XOpa.

4.7. EdexTH BLpPXY cnocob6HOCTTA 32 modHpane H paboTa ¢ MallIHHH

Knuanuan  ¢apMakoNorddHd NpoyuBaHWs ca J0Kaszanmu, Y€ CepTpaINH  HiMa €QeKT BbpXYy
NCHXOMOTOpHUTE (yHkuMH. B cbLioTo Bpeme obave, Thbil kaTo NCHXOTPONHHTE JIEKapcTBa Morar Ja
HapylIAT [MCUXMYECKHTEe MWIH (HUIHYECKUTe CMOCOOHOCTH, HeOoOXOAMMH 3@ OCBLUECTBABAHE Ha
MOTEHLUHATHO OMacHHW 3aja4yu, kato ynpariacHue Ha MIIC unu pabora ¢ MawmuHM, ce MMpenopb4Ba
MalHeHTHTE Aa ObaaT npegynpeacHu.

4.8. Hexenanu jieKapcTBeHH peaKIHH

NagereTo € Hali-yecTara HexellaHa peakuMs. [IpH JMe4eHHETO Ha COLUHMATHO TPEBOXHO pPa3sCTPONCTBO,
CEKCYaJIHH HapyLUeHHUA (JIUIICA HA esKyJalHa) IPH MbXe ca Bb3HHKHaNH npH 14% npu cepTpaltiH cnpaMo
0% npu nnauebo. Tesn HexenaHd edekTH ca J0303aBUCHMH M YECTO Ca C NPEXOAEH XapakTep NpH
NpoALHKaBaHE HA JIEYEHHUETO.

[IpopuIbT HAa HEXENAHATE peakLHM, 9ecTo HabmoAaBaH¥ B JABOHHOCIENH, NAalLebo-KOHTPOIHpaHH
npoy4sanus Mpy naunesT ¢ OKP, nanndecko pascrpoictso, [ITCP u counanHo TpeBoXHO pa3icTpoHCTBO
e CXOAEeH ¢ TO3H HabmoJaBaH B KNIHHUYHM NPOYYBaHHUA NPH NMALMEHTH C AenpecHs.

Tabruya | nokaizBa HexXeNaHNTe peakuuy, HaA0dMOAABaHM B MOCTMAPKETHUHIOBUS Nepuol (C HEeU3BECTHA
4eCcTOTa) M OT IUiauebo-KOHTPONAMpaHH KITMHMYHM TIpoyuyBaHWs (BmovBailli oduio 2 542 nauMeHTH Ha
ceprpanuH ¥ 2 145 wa nnaue6o) npu genpecus, OKP, nanuwuecko pasctpo¥icteo, [ITCP u coumanHo
TPEBOXKHO pa3CTPONCTRO.

Hsikon HexesaHMW JNeKapcTBeHH peaklUuH, u3dpoeHn B Tabnuua 1, Morat aa HaManeaT 1o MHTEH3UTET H
YyeCTOTa NpH MPOAbIKaBaHe Ha JIEYEHHUETO W N0 NMPUHLHIT HE BOOAT A0 NPeKbCBAHE HA TEPAITUATA.

Tabnuya 1: Hexcenanu peaxyuu
YecToTaTa Ha HEXKENAHNTE peakUKM, HabmonagaHy B rNaueHO-KOHTPONHpAHH KNUHUYHH NPOYUBAHUA NPH ACNPECUHA,
OKP, naunyecko pasctpoicTeo, [ITCP M counanto TpeBoXHO pazCTpOACTRO.
Obo1eH aHaTH3 W JaHHW OT NMOCTMAPKETHHINOBUA OITHT.




XHNEPTOHYC,

3aMaiBaHe npH

BA30OKOHCTPHKTHECH

Cucremo-opranen |[Mmuoro Yecrn Hegectn Penxu C
KJac YECTH (=1/100 to <1/10) |(=1/1,000 to <1/100) |(=1/10,000 to <1/1,000) |HeH3BEeCTHA
(=1/10) 9eCTOTA
{oT
HAJTHIHHTE
AAHHHU He
MOXKe Aa
6bae
HATIpABEHA
OLICHKA)
Nudexkunu u HHdekuus Ha I"acTpoeHTepuT, IOHBEPTHKYJIHT?
HHecTal Uy FrOpHHTE BBb3NANEHHE Ha
OUXATENHH CPEOHOTO VX0
TbTHIIA,
dapunrnT,
PRHMT
Heonnasmu HEOIUTa3Ma
J0OpOKaYECTBEHH,
3MOKA4YECCTBCHU H
HeonpeneneHu ( BKJ1. U
KHCTH M NOHUTIH
Hapyiuenus Ha nuMpageHONaTHA,
KpBBTa H M Hara TPOMGOLHTONEHHUS S,
cHCTEMA JIEBKONEHU"?
Hapyuienus Ha CBPBXYYBCTBHTEHOCT®, | AHaHUNaKTOHIHa
MMYHHaTa CHCTEMA CE30HHA aneprys® peakLma®
Hapywienus Ha XHNOTHPEOIHIbM" XHIICPNPOJAKTHHEMHR"S,
CHAOKPUHHATA HEANCKBATHA CEKPELINA
CHCTEMA Ha aHTHOHYpPETHYEH
XOPMOH*S
Hapyunua Ha [louuxeH aneTwr, XHINEPXOIECTEPONEMHA,
meTabonuima u MOBUILEH ANETUT 3axapeH gnabert”,
XpaHEHETO XHOOCMUKEMUs”,
XHUNEPrNHKeMHUs*S,
XKMOHATPHEMHS
[TcuxuaHu BeicbHMEe  |TPEBOXKHOCT , Cyuunnua KoHpep3noHHO
HapyleHuA aenpecHs MACalMA/TIOBENIEHHE,  |pa3CcTpPOKHCTRO®S,
ph30yaa’, NCUXOTHYHO MapOHUpHs*S,
TOHHXEHO pa3CTpPOHCTBO", JIEKapCTBEHA
nubuno’, aOHOPMHEO MHCJIEHE, 1aBHCHMOCT,
HEPBHOCT, ANaTHA, XAMIOLHHALHK ,|COMAAMOYNHIBM,
[enepcoHant3alis,jarpecus , eyOpUIHO  |MpexIeBpeMEHHA
KOLIMapH, HACTPOEHHE , MapaHosd |esKyNauus
OpYKCHIBM
Hapyineuns Ha samasHoct, |Tpemop, AMHe3Hs, XHIIOECTE3HA |KOMa', aKaTH3Hs (BaK.
HEepBHaTa CHCTEMA rnagofonue | ABHUraTe.IHH ', MYCKYJTHH TOYKa 4.4), IUCKUHEINA,
CBHJIMBOCT |HapywWweHHA,(BKJI. {CBKPALIHHMS, HEBOIEBH , [XMIIEPECTEIN,
eKCTpanupaMuIHH {CHHKON MO3BYHO-CBAOB CHIAZhM
CHMITTOMH KaTo XHNEPKHHEIHS (BxmognTenHo obpaTum
XHIIEpKHHE3HA, MHTpEHA', KOHBYJICHH , [uepebpaneH




NHCTOHHA,
CKbpLaHE CbC 3BOM
WK HapyLLIEHNA B
noxoakKara)
napecTesus
XHNEPTOHYC',
HapyuleHHe Ha
BHHMMAaHHUETO,
IHCTEY3HUA,

TTpOMSAHA Ha 1103aTa,
HapyLleHa
KOOPAWHALIHA,
HApYLICHHA HA peyTa.

CHHAPOM W CHHAPOM Ha
Call-Fleming)*3,
psychomotor
restlessness*® (see
section 4.4),
ICHXOMOTOPHO
HEeCNIOKOHCTRO,
XopeoareTo3a’, CpIno
MPHIHALHW H CHMITTOMH,
CBBEP3aHH ChC
CEpPOTOHHHOB
CHHIPOM* HITH
3/I0K&4ECTREH
HEBPONENITHYEH
CHHIPOM; B HAKOH
CITy4yaHn CBBP3aHY C
CAHOBPEMEHHOTO
MPUIOKEHHE Ha
CepPOTOHHHEPrHYHH
NeKapCTBa, KOUTO
BIUTIOYBAT Bb30YyIa,
00OBpKRaHE, OOKMIHO
W3MOTABAHE, AUAPUA,
BHCOKA TCMIEPATYpa,
XHNICPTOHHA, PHTHIHOCT
U TaXHKapaus

HapywmeHust Ha ouHTE

3pHTENTHO
HapyueHHe"

Muppuaza*

CKkoTOoM, rnaykoma,
aunionus, gorododus,
xHdema*s, HeeIHAKBH
3eHHLH*S, aGHOPMHO
ipenmel’, HapyllieHue Ha
CTB3HUTE XJ1E3U

HapymeHus Ha yxoTo
H nabupuHTa

TuHuTyC®

bonka B yxoTo

CopacuHu
HapYIICHHS

IMannuragun®

Taxukapaua*, cepaedHo
HapYUICHHE

Muokapner uHdapkT*?,
Torsade de

Pointes*® (B, TOUkM
44,45n5.1),
Opanukapnani,
yabmkaeaHe Ha QTc

HHTEPRATA® (BXK. TOUKH
4.4,45n35.1)

CBA0BH HApYIIEHHA

Fopeln# BBIHA"

ADHOPMHO KBEpBeEHE
(kato
racTpOMHTECTHHAIHO
KbpBEHE ),
XHNEPTOHUA®,
3a4¢pPBABaHeE,
XeMaTypus*

Ilepudepna ucxemus

PecnupaTopHH,
I'PBIHH H
MEIHACTHHAITHA
HapyLIEeHHA

[Ipo3ABaHE”

IlUcrnHesa, ENHCTAKCHC®,
fpoHxocnazbM

XHnepBeHTUNALINA,
WHTEPCTHHHAIHA
Genoapobua Gonect*,
NTAapHHIOCNasbLM,

OUCPOHHA, CTPH




XHITIOBCHTH/IALIHA,

! XBIILAHE
Cromamno-ypesun | agene, Hucnencus, 3anek’,|MeneHa, 3u6Hu Pa3sssaBaHe Ha ycTara,
Hapy LLIEHHS aHapHs, KopeMHa Gonka’, |HapylueHuus, esodarut, |{nankpearut+$,
CYXOT4 B NOBPLIIAHE [IOCHT, XEMOPDOHIH,  (XEMaTOXE3Hs,
ycTara paaTyneHLHa CBPBLXCEKpEIHA H pa3A3BABAHEC Ha €3MKa,
CIMIOHKA, THcharms, CTOMATHT
OpHrBaHe, HapYLUEHHUE
Ha €3HKa
Xenaro-OMnHapHH AbrOpMHa
HapyLICHHS yeproapobHa ¢pyHKUNA,
CCPHO3HHW YCPHOOPOOHH
cbONTHA (B TOBA YHCJIO
XEMaTHT, JKLITEHNLA H
yeproapobua
HeJOCTATBYHOCT)
Hapyiuenns Ha Xunepxuaposa, TNepuopburtanen oTok’, {Penky cnyvyay Ha TEXKKH
KOKaTa n oGpus’ YPTHUKAPHA , AJIONEUMS , |KOXKHN HEXENaH!
TTOAKOXHATA THKAH cupbex’, mypnypa’, pEaKiMHu, HaTp.
IJepMAaTHT, cyxa koxa, |CHHOpoM Ha Steven-
OTOK Ha JTHLETO, Johnson* u
CTYACHA NOT enuaepMaHa
Hekponu3a*s, KoxHa
peakuns*s,
doTouyscTBHTETHOCTY,
aHrvoeacm, abHopMHa
CTPYKTYDa Ha KOcarTa,
abHOpMHa MHUpPH3Ma Ha
KO)KaTa, Oyno3en
NepMaTHT,
¢onuicy naped oOpHE
HapywmweHus Ha bonka B repba, OcteoapTpmT, Pabnomnonuza?, Tpuamyc”
MYCKYJIHO-CKeJIeTHATa apTpanrus’, MYCKYJIHH KOCTHO HapYIIeHHUE
CHCTEMA H MHaNrug NOTPEIBaHNA,
CbCAMHUTETHATA MYCKYJIHH KpaMnu-,
THKaH MYCKyJiHa cnaboct
HapyweHnusq na Ilonakuypus, HeparHomepHa cTpy#s
6nbpenyre u MHKLIHOHHO Ha YPHHATa , OJTHTYpHS
NMAKOYHHTE ITHTHILA HapyuICHHE, 3a0pbKKa
Ha YpHHara,
He3aIbpXKaHE Ha
ypHHa , NONWYPHS,
HHKTYpHA
Hapyuienus Ha Jluncana  |CmyuieHUs Ha Cexkcyanna I"anakrtopes’,
BB3NPOH3BOAWTE/THATA [CAKYAALMA  |MEHCTPYaNHUA OACHYHKIHA, aTpodhHaeH
CUCTEMA M I'bpiaTa UMKRT*, EPEKTHNTHA [MEHOparus, BYJIBOBar HHMT,
auchyHKUHA BJ1ArajuL{HO reHUTATHO TEUEHHE,
KPbBOTCUCHHE, fanaHonocTut*’,
CeKCyaTHa IUCHYHKIHA [THHEKOMACTHS",
pH XKeHaTa [PHATTA3EM




O6mu Hapymesna 1 |Ymopa’ Cnaboct’, rppana  |[Tepudepen oTok’, XepHus, HaMaJleHa

edpeKTH Ha MACTOTO Oonka, BTPHCAHE, HAPYILUEHHE [MOHOCHMOCT KbM

HA MPHIIOKEHHETO HEpaznoNoXKEHKE", {Ha MOXOAKATa*, XKaXk/Aa |N€KapCTBOTO
MOBHILEHA
TEMIeparypa’

Hicnensanud Y BEAHYEHO YeenudyeHa asTaHHH [Tosuiien cepyMeH
TEIeCHO Terno* aMHHOTpaHcgepasa’, [xonmecrepon*, aBHOPMHH

YBEJIH4Y€HA acnapTaT  {CTOHHOCTH Ha
amMnHoTpaHcepaza’, {naGopaTopHHTe

TeNeCHO Terno’ pe3y.siraTh, abHOCMOCT

Ha cnepMmara,
ApOMEHeHa
TPOMOOLIHTHA
byuxius*®

HapaHsiBaHus Hapanspane

OTpaBIHHA H

YCIOXHEHHS,

Pb3HHKHAIH B

pe3yJTaT Ha

HHTEPBEHLIHH '

XHpyprudeck u Coaopas3mupspalna

MEIHLMHCKH HHTECPBEHIIUS

HHTEPBEHL{HH

* HIIP, nnentrdHUNPAHH B NOCTMapPKETHHIOBUA NEPHOH,
3 HJIP, np¥ KOMTO YeCTOTATa € onpe/enicHa Ha 6azaTa Ha OYakBaHa TOpHa rpavmHua oT 95% HoBepUTENeH HHTEpEBa,
U3INOM3BANKH ,,[TPABHUITOTO HA 3°.

CuMIITOMH Ha OTHEMaHe, HablmojaBaHe NMpyW COHpaHe Ha JICYEHUETO Che CEPTPAIMH

Cnupanero Ha cepTpanuH (0cobeHO Koraro ¢ BHE3anHo) OOMKHOBEHO BOAM A0 CUMIITOMM Ha OTHEMAHE.
3aMasgROCT, CETHBHH HapylicHHS (BKINHOYHTENHO MAPECTE3Nsd), HAPYMICHHA Ha CbHA (BKIIIQYUTETHO
Ge3chbHHe M WHTEH3WBHO CBhHYBaHe), Bb30yla MM TPEBOXHOCT, TaIcHE W/H/IH MOBPBIIAHE, TPEMOD U
rnarofosne ca Ha-dyecTo choOaBanuTe. [0 MpHUHLMN Te3u CHOMTUA ca JIEKM J0 CPCAHO TEXKH M Ca
CaMOoOrpaHM4aBallli ce; NpH HAKOM nauueHTH obaue morart fa Oblaar TEeXKKH U/HIN NPOXBLIKHUTEIIHHU.
CnepoBarteslHO, KOFaTO NEYEHHETO ChC CEPTPATHH BeUue HE € HANOKHTENTHO, CE NPENophYBa CIIMPAHETO MY
Ja CTaBa I[UIaBHO, 4Ype3 MOCTENCHHO HaMaNABaHe Ha fo3ara (BX. TO4k4 4.2 1 4.4)

Jlnua B cTapuecka BhapacT

SSRI nnu SNRI, BKITIOUNTETHO cepTpaliiH, ¢a OMJIH aCOLMHUPAHH ChC CJIYYaM HA KIMHWYHO 3HAYUMa
XUMOHATPUEMHA NPH MALMEHTH B CTapUeCKa Bb3PaCT, 33 KOUTO € Bb3MOXKHO Za ca H3JIOXKHH Ha MO-BHCOK
DUCK OT TOBa HEXANaHO CbOHTHE (BX. To4dka 4.4).

[leauaTpuyHa nonynayus
ITpu noseue oT 600 negUaTprUyYHM MALMEHTH, JIEKYBAHH CbC CEPTPANIHH, OOLIMAT NpoduIl HA HEXENAHH

NleKapcTBEHU peakluH kxaro uano e 6un nogobeH Ha HaGAIOJaBaHUA B MPOYUBAHHMATA MPH EBIPACTHH.
CnenHure HeXkeNaHM peakiuu ca 6UIM CHOOIWEHU OT KOHTpOJNHUpaHd NMpoyuBaHus (n=281 nayueHTH,
NIEKYBAHH CBC CEPTPATHH):

Muoeo yvecmu (21/10): I'nasobonue (22%), 6e3ceuue (21%), amapus (11%) u ragene (15%).

Yecmu (>1/100 po <1/10): I'puaHa 6onka, MaHWdA, TIOBHIIEHA TEMIICpaTypa, NMOBPbLLIAHE, aHOPEKCHA,
adeKTHBHA NaOMIHOCT, arpecus, Bb30yna, HEpPBHOCT, HAPYIIEHO BHUMAHHE, 3aMasHOCT, XMNEPKUHE3NA,
MHTPEHa, CHHIMBOCT, TPEMOD, 3pUTENHO HapylleHHe, CYXOTa B yCTaTa, AUCIENCHSA, HOLIHH KOLUMApH,
YMOPa, He3aIphKKa Ha YPHHATA, OOpHB, aKHE, ENUCTAKCUC, PaTyJIeHIMS. "




Heuwecrmu (>1/1 000 po <1/100) Yaemxen QT-unteppan Ha EKI (Bx. Touka 4.4, 4.5 u 5.1), onut 3a
caMOyOHIiCTBO, KOHBYJICMM, €KCTPalMPaMHMAHO HapylIEHWe, TMapecTe3us, AENpecHs, XanoLMNHauus,
Myprypa, XHWNEpBEeHTHIIAUMA, AHEMHS, HapylleHa 4epHoApoOHAa ¢QyHKUMA, YyBENWdYEeHa AJTAHWH
aMHHOTpaHcdepasa, UUCTUT, Xepnec CUMITIEKC, BE3MATEHHE Ha BRHINHOTO yX0, OoNka B yxoTo, Hbonka B
O9HTe, MHApHa3a, HEpas3lONOXKEHUE, XEMarypHs, THOeH O0pHB, pHHMT, HapaHdBaHE, HaMalfABaHE Ha
TEJIECHOTO TEr10, MYCKYJIHO TNOTpernBaHe, aOHOpPMHH CBHMING, anaTtvsd, anOyMHHypHUSA, TONAKHYPHA,
NIONNYPHS, rPbAHA 00JTKa, MEHCTPYATHO HapyEHHE, AJIONELMS, JePMaTHT, KOXKHO Hapyluerne, abHopMHa
MHpH3Ma Ha K0XaTa, YpTHKapud, OpYKCH3DM, 3a4epPBABaHE.

C neuzgecmra vecmoma: ¢eHypesa

Knac-edextu

EnupeMHONOrnaHuTE NPOY9YBaHMA, IPOBEACHH OCHOBHO NMPH MAlHEeTH HA BB3pacT S0 roguHM ¥ moseye,
IMOKA3BAT MOBHIUIEH PHCK OT KOCTHHU (pakTypH NMpH naupeHTH, npueMaid SSRI v TCA. MexaHnimbT,
BOJIEl] 0 TO3H PHCK € HEU3BECTEH.

CrobuijaBaHe Ha NOJ03NPAHN HEXKENAHH peakilii

CpobijaBaHeTo Ha MOA03MPaHH HeXEJlaHH PEAKLINK ClIel pa3speuiaBaHe 3a ynorpeda Ha JekapcTBeHUs
NpOAYKT € BaXKHO. ToBa NO3BOMABA a NPOIb/KH HAOMIOACHHETO Ha CHOTHOLUICHHETO NOJ3a/PUCK 3a
NeKapcTBEHUA OpoayKT. OT MEIMIIHHCKHTE CTICLIMAIMCTH €€ N3UCKBA Jla cholliaBaT BCAKA NOAO3HpaHa

HeXKejlaHa peakLus JUPEKTHO 4pe3:

H3nenruTenHa arexduys no nexkapcraara (MAJI):
yi. ,,JlamMsaH I'pyer™ Ne 8

rp. Codus 1303,

Ten. +359 2 8903417

eJ1. noma: bda@bda.bg
yebcaiT, www.bda.bg

4.9. IIpeaosupane

TOXKCHUHOCT
CepTpanuH ¥Ma TepalleBTHYHA rpaHdLa Ha 6e30MMacHOCT, 3aBMCHUMA OT MAUKEHTCKATa MOMynauus W/ HIH

NpUAPYXKABALLOTO JieveHne. (PaTamHKu ciydan oT npeJo3UpaHe ca choOMABAHH CAMOCTOATEHO HIH TIPH
KOMOMHALIMA Ha cepTpalMH ¢ APYrM JiekapcTtBa W/uMnM ankoxon. CnenoBaTenHO BCEKM ciyvyad Ha

npego3npaHe TpadBa na Oblie NEKyBaH arpecUBHO.

CuMnToMu

CHMIITOMHWTE Ha TIPENO3HpaHe BKIIOYBAT CEPOTOHUH-MEAUHPAHH HEXEJIaHM JICKAPCTBEHH PEAKLUM KATO
CHLHJIMBOCT, TAaCTPOMHTECTHHANHM HapylleHHs (HANMp. raZieHe W TIOBpPLINAHE), TaXMKapius, TpeMop,
BB30Y1a ¥ BHEHE Ha cBAT. CH0o01aBa ce 3a xoMa, Makap M T1o-psaaKo.

Cnen npeno3npane CbC CepTpaliiH ce cbodilasa 3a yoeibkaBade Ha QTc untepBana/Torsade de Pointes;

O Ta3u TMPHYKHA NTPU BCAKO NOCNBbUIAHE HA CBPBXA03a CEPTPAIHH Ce NpenopbyBa MOHHTOpHpaHe Ha EKI
(k. Touka4.4,4.5u5.1).

OrnangsanHe
Jluncear cenquruHY aHTHAOTH Ha cepTpanuH. [IpenopbyBa ce a ¢€ YCTAHOBH M TTOTbPXKA JHXATENCH
ITBT ¥ NIPH HEOOXOOUMOCT Ha C€ OCUTYPH Aal¢kBATHA BEHTHNAUMA U OKCUICHALMWA. AKTH - H,

e
. rl



CTOMAIlIHAaTa NPOMHUBKA ¥ TpsOBa Ja ce UMa NpeBUA NPH NleYeHne Ha npeo3upaneTo. He ce npenopnusa
npefIM3BUKBAHE Ha MOBpbLlaHe. 3aeqHo ¢ oOlWaTa CHMNTOMATHYHA H MOAAbpXallla Tepanus ce
NpenopBYBa oule M nMpocneaBane Ha cepacdHuTe (Hanp. EKI) u xu3nenn nokasateny. [lopany roneMns
ofeM Ha pasnpelielieHHe HA CEPTPAlHH € MANKQ BEPOSATHO MPHIOKEHHETO Ha ¢opcHpaHa IHype3a,
IAUaTH3a, XeMonepdy3usa UK €KCCAHIBUHOTPaHCy3uA 1a MMaT ONaronpusaTeH eexT.

5. ®APMAKOJOrHYHH CBOHCTBA
3.1 dapmMaKkoJHHAMHYHH CBOHCTBA

dapmakoTepaneBTHUHa rpyna: CeleKTHBHH HHXUOUTOPH Ha 0OpaTHOTO 3axBalllaHe Ha CEPOTOHHHA
(SSRI). ATC koa: N06 AB06

MexaHH3bM Ha NEHCTBHE

CepTpaldHH € MOLIEH W CEIEKTHBEH MHXHONTOp Ha OOpaTHUA 3aXBAT Ha cepoTOHWHaA (5-HT) B HEBpOHUTE
in vitro, B pe3yiTaT Ha KoeTo ce noreHunpar edexture Ha 5-HT npu »xuBoTHH. Toll MMa He3HAYATENEH
e(deKT BbpXy 00paTHHA 3aXBaT Ha HOPAJPEHAIHH U ONAMHH B HEBPOHNTE. B KIIMHHYHA R03H CEPTPAIHH
Onokupa 00paTHOTO 3axBalllaHE HA CEPOTOHUH B UOBEILKH TPOMOOIIMTH. ToH He nposABABa CTUMYJiKpallla,
CeJaTMBHA WIT¥ aHTHUXOIMHMHEPrMYHAa aKTHBHOCT WJIH KapJAMOTOKCHYHOCT MPH KHBOTHH. B KOHTpONWpaHu
IpOyYUBaHusA NpH 34paBu J0OPOBONHY cepTpaiuH HE TIPHYHMHABA cedalusl ¥ He MpeAW3BUKBa NOMEHH B
NCHXOMOTOPHHTE QYHKUMM. B cHOTBETCTBHE CHC CEIEKTUBHOTO WHXUOUpaHe Ha ODOpaTHUS 3aXBaT Ha 5-
HT cepTpanvi He NOBHIIABA KaTeXOJNaMMHEPrUYHATa aKTHBHOCT. CepTpanuH He TpHTeXaBa aQHWHHATET
KbM MYCKApHHOBUTE (XOJIMHEpPr¥iHH), CEPOTOHHHEPrHYHHTE, JOMaMHWHEPrHIHKTE, aJApPECHEPTHYHHTE,
xuctamnHepruuaute, GABA unu 6en3onnazenuHoBuTE peuenTopH. IIpoab/bKHTETHOTO NMPUJIOKEHHE Ha
CEepTPaJIMH NPH XUBOTHH € CBLP3aH0 ¢ HAMallABaHe Ha Opod Ha MO3BYHHTE HOpaApEHANHHOBH pELENTOPH,
KaKTo ¢ HabmoJaraHo W Mpu APYTH KIMHAYHO eeKTHBHU aHTUACIIPECAHTH ¥ AaHTHOOCECHBHH JIeKapCTBa.

He e neMoHcTpupaH moTeHUWan 3a 3noynoTtpeba cnc cepTpanuH. B ABOiHOCHANO, paHOOMH3HWpaHO,
nnanebo-KOHTPONUPaHO NpPOyYBaHe, CPAaBHABALIO MNOTEHUHaa 3a 3JI0ynoTpeda CBC CepTpanvH,
anmnpazonaM H d-amdeTaMMH [IpH X0pa, CEPTPAIMH HE € Npelnu3BUKaN MMO3UTHBHHA CYOEKTHBHH €(EKTH,
NoKa3aTeNTHH 3a TTOTEHIMAN 3a 35oynoTpeba. 3a pa3nvka oT TOBa, HAUEHTUTE Ca OLEHHIH 3HAYUMO IO-
BHCOKO M armpasofiaM, W d-amdeTaMuH, B CpaBHeHHE ¢ Miauedo, Mo nokasaTend KaTo XapecBaHE Ha
JIEKapCTBOTO, ey(popna u norenuuan 3a noynorpeba. CepTpanvn He € NpeaAu3BUKanR HHTO CTUMY AL,
HHTO TPEBOXCHOCT, KOMTO CE CBBP3BAT C NPUIOXKEHNEeTo Ha d-amdeTaMHH, HUTO cenalya ¥ NCHXOMOTOPHO
HapYUIEHHE, CBPB3aHH C MPHIOKEHHETO Ha anmpasonam. IIpunokeH mpH pesyc-malmMyHH, oOydeHH [a
NIPHEMAT CAMH KOKaWH, CePTPAJIMH HE € CTHMYIMpal MpHEMAHETO Ha ONKATa, HUTO IThK € MOTBJT 12 3aMeCTH
KaTo JUCKpUMMHATHBEH CTUMYH d-aM¢eTaMHuH BITH PeHobapOuTa.

K1HHH9HA ehHKaCHOCT ¥ 0e30NacHOCT

lonamo denpecueho pazcmpoucmeo
[IpoBeneHo € KAMHUYHO MPOyuyBaHE NpH AenpecMBHU aMOYNATOPHM NMaLKWEHTH, NTPH KOHTO € HACTBIW
edeKT [0 Kpasd Ha HaualHara 8-ceJMHYHA OTKpHTA (pa3a Ha nieyeHHe cbe cepTpanuH 50-200 mg/neH. Te3n
nmanpeHTH (N=295) ca OMIH paHZOMH3MpPaHH Ja NPOLBJKAT B JBOMHOCTATIO MPOYUBAHE CBC cepTpaniuH 50-
200 mg/nen wnn wnanedo 3a 44 cenmuuu. Habmrogasana € CTaTHCTHYECKH 3HAYHMO TO-HHCKA YECTOTA Ha
PEeLHOMBHTE TIPH MMALIMEHTH, PHEMALIH CepTPaIMH, B CpaBHEeHHe ¢ NpHeMalnuTe nnauebo. Cpeanara nosa
3a MAlHEHTHTE, 3aBBLPIOYIM NpoyuBaHeTo, ¢ Ouna 70 mg/neH. TIpOLUEHTET NMALMMEHTH, MOBAHAMN CE OT
NeueHNeTo (JedUHUpaHH KaTO Te3Y MAUHEHTH, [PH KOHWTO HEe € HACTLITWI PEUHIMB), 32 CEPTPANNH H
rianebo e 6un choTseTHO §83,4% 1 60,8%. —




ITocmmpaemamuvuno cmpecoso pascmpoucmeo (IITCP)

KoMOuHupany AaHHH OT TpuTe npoyusaHn 3a [ITCP cpea obuioTo HaceneHue ycTaHOBABAT MO-HHCKa
4yecToTa Ha OTrOBOP IIPH MBXETE CMpAMO XeHHTe. B OBeTe NO3UTHBHH NMpOYYBAHUA cped olujaTta
MONyJallysl Ha CEpPTPAIMH CrpsAMO Talebo, ecToTaTta Ha MOBNUABAHE TPH MBXKETE H KEHHTE € OMna
cxonHa (keHu: 57,2% crnpamo 34,5%; mMbxe: 53,9% crnpsamo 38,2%). bposaT Ha MBXKETE H KEHHTE B
obeIuHEeHHUTEe NpoyuBaHua cpel obmara nomynaums e 184 v cboTBeTHO 430, U ClIeAOBATEMHO PE3yIITATHTE
NpH XEHUTE Ca ¢ T0-TOJIAMa TEIKECT, @ [IPH MBXXETE Ce CBBLP3BAT C YT N3XOJHHM XapakTEPUCTHKH (I10-
ronsMa 3noynorpeba ¢ BeleCTBOTO, NO-rONSMa NPOABLIKHUTENTHOCT, H3TOYHHK HA TPaBMa H T.H.), KOHUTO
KOpENnupaT ¢ HaMaJllcHHA e(EkT.

ChpaiegyHa eﬂem‘poggmmﬂomn
B cneunanu3upaHo 3ageii0ovueHo npoywBaHe Ha QTc, mporegeHO NMPH PAaBHOBECHH KOHLIEHTpaLMH H NIPU

HalTepaneBTUYHH €KCIIO3WMHWH TNpH 3apaByn Jobposonuu (nekyBaHd ¢ 400 mg/neH — JBa IBTH HaX
MaKCHMAJTHATa MpernopuyuTeNHa 103a), rOpHaTa rpaHiLa Ha ABycTpaHHud 90% gosepHuTened HHTEpBan 3a
BpeMeTO, CHOTBETCTBALNO Ha cpeAHa pa3nuka B QTcFmexay ceprpanmun u nnauebo no metona Ha Hail-
MaiknuTe kBagpatH (11,666 MMIHCEKYHIH), € MO-rONAsMa OT IpeaBapuTeNHO onpeneseHud npar ot 10
MHJINCEKYHI® Ha BpeMEBHA HHTepBa 4-W 4ac cied NMpueM Ha fAo3aTa. AHWIMIBT HA CHOTHOLUIEHHETO
,eKCMIO3UIINA-0TIOBOP*, NparbT 3a KJIMHHYHO 3HAYUMO yabkaBaHe Ha QTcF (1.e. nporHosupaunat 90%
JOBEpHUTE/ICH NHTepBall Aa npeevaea 10 MUNUCEKYHAH) e nMoHe 2,6 MbTH Mo-BUCOK OT c¢pegHaTta Cmax

(86 ng/ml) cnen npunoxeHue Ha Haf-BHCOKATA IpeNOpPBUHTENHA 103a cepTpanuH (200 mg/nen) (rxk. To4ka
4.4,4.5,48n4.9).

[TegpaTpudHy naueHT ¢ OKP

BezonmacHocTra M edukacHocTra Ha ceprpanuH (50-200 mg/nen) ca wu3cnedBaHM IPH JCYSHHE Ha
ambynatopHo 6onHM geuna (6-12-roaminnu) U wHowM (13-17-roguwnn) 6e3 menpecus, ¢ obcecnsHo-
koMnylcuBHo pascTpoiictBo (OKP). Cnea eJHOCEAMHMYHO €AWHMYHO-CNANO Mnauebo BbBeAeHMe,
NAIMEeHTHTE ca PAHJOMU3HPpAHH Ha JBAHAWCETCEIMHUYHO JIEUeHHUE C bBKAB JI030B PEKHM ChC CEPTPaATHH
i nnauebo. Heuara (6-12-roawiurn) ca 3amovydHaiy ¢ ThpBOHa4YaNHa Jos3a oT 25mg. IlaumeHTtHTE,
paHIOMHM3KWPaAH! HA CEPTPANWH, Ca NMOKA3ATN 3IHAYKMMO NO-TONIAMO TOAOOPEHHE OT paHIOMH3IHPAHHTE Ha
nnaueto no Children’s Yale-Brown Obsessive Compulsive Scale CY-BOCS (p=0.005), NIMH Global
Obsessive Compulsive Scale (p=0.019) u CGI (Ciinical Global Impressions) Improvement Scales
(p=0.002). ocBeH TOBa, TEHACHIWA KbM MMO-rofAMo moaobpeHKe B rpynara Ha cepTpaivH CNpaMO rpyrnara
Ha Tuiaiie6o e nabmoaasaHa cbiio 1 o CGl Seventy scale (p=0.089). ITo CY-BOCS cpennarta n3xonHa
CTOHHOCT W NMpoMsHaTa OT H3XOIHWTE CTOMHOCTH 3a nnauedo rpynara ca 22,25 6,15 u -3,4 + 0,87,
pecrnekTUBHO. [[allHeHTUTE, NOBJIUAHM OT NIeYeHUETO U JePHHUPAHH KATO NAUMEHTH C NOHMKEHUE OT 25%
nuni nosede 110 CY-BOCS (OCHOBHHAT KPUTEPHIt 3a €¢PUKACHOCT) OT HIXOJHOTO HMBO A0 KpaltHaTa ToYka
ca 6umm 53% OT NagHEeHTHTEe Ha cepTpaIHH cripaMo 37% ot nauueHTHUTe Ha ninauedbo (p=0,03).

JIuncear OBJTOCPOYHHN H3IIIHTBAHHA 34 bDe3zonmaHoCcT U E!(bHI{ﬂCHOCT NMpH NICAHATPHYHH TTIRLHHCHTH.

[TeavaTpuyHa nonmynauus
HaMma naHHM 3a geua noa 6 roduHH.

5.2. PapMaKOKHHETHYHH CBOHCTBA

Abcopbrus
Ilpu xopa crnen nepopaiHo €IHOKpATHO AHEBHO npunokeuue Ha 50-200 mg B npoawnkeHue Ha 14 OHHA,

MakCHUMAaTHH [J1a3MeHH KOHLEHTPALUHWH ¢€ JocTUrat Mexay 4,5-8,4 yaca cief npuema,
XpaHata He TPOMEHSA 3HaUYMMO OHOHATMYHOCTTA Ha TADNETKUTE CEPTPATIHH.




PasnpeneneHue
[Mpubauzutenno 98% 0T UMPKYAMpALIOTO B CHCTEMHOTO KpBbBOOOpalUeHHWE JIEKapCTBO € CBbLP3aHO ¢

MJIa3MEHHTE [TPOTCHHM.

buorpanchopMams
CepTpaiuH NpeThpnsgBa 3HAYUTENEH MeTabONU3BM TIPH ITEPBOTO CH TIpeMHUHABaHe NTpe3 HepHus Apoo.

B13 ocHOBa Ha KIMHUMYHHUTE in vitro JaHHH Moxke na 0bJe HanpaBeHO 3aKMYeHHe, Ye CepTpanuH ce
MeTabonu3npa OT MHOXECTBO NbTHIIA, BiunoudTenHo CYP3A4, CYP2CI19 (Bx. Touka 4.5) u CYP2B6.
CepTpanuH U OCHOBHHAT My MeTaboNNT CHHIO Taka ca cybcTpaTv Ha rmukonpoTenH P in vitro.

EnnMMuHHpaHe
CpeaHUAT NOAYKUBOT Ha CEpPTPAITUH € NpUOMH3NTEMHO 26 Jaca (B AuanazoHa 22-36 4aca). B cb0TBETCTBHE

C TEPMHHATHHSA eNUMHHAIIHOHEH IIOJYXHMBOT 32 Ja ce TIOCTMIHAT paBHOBECHW KOHLUEHTpaUUU €
He0OXoquMO NpHOMN3NTENHO ABYKPATHO KYMYJIHpaHe, KOETO € HaNnKlUe eqHa ceAMHLa clie[] HaYanoTo MPH
eJHOKpATHO QHEBHO NMPUJIOKEHNE HA JIeKapcTBOTO. [1NasMEHHAT MOTYXUBOT Ha N-IeCMETUIICEPTPATTNH €
Mexcay 62 u 104 uaca. Ceptpanuu U N-IecMETHICEPTPANIHH ce MeTa0ONA3HpaT BbB BUCOKA CTETIEH TpH
X0pa, KaTo noay4eHueTe MeTabOlIMTH ce eKCKPETHPAT B €JHAKBA CTENEH B ypHHATa M (deuieca. Manko
KOJIH4ecTBO (<(,2%) HempOMEHeH CepTpaliiH Ce eKCKPETHpa B ypHUHATA.

JINHEHHQCT/HEMMHENHOCT
B unaTepBana ot 50 no 200 mg cepTpainH MpoABABa NPONOPLUUOHANTHA Ha J03aTa (PapMaKOKUHETHKA.,

dapMakoKUHETHKA NPY clieNUIHHU FPYIIN NALMEHTH

[Teduampuung nonyrayus ¢ QKP
dapMaKOKWHETHKATA Ha CEpTpANIMH € OWNla npoy4eHa NMpu 29 negnaTpuyH¥ NalMeHTH Ha Bb3pacT 6-12

rOOWHN U 32 MalUVeHTH IOHOWM Ha BB3pacT 13-17 roguHu, [TauueHTHTEe ca OUIH TUTPUPAHW IO OHSBHA
no3a o1 200 mg B paMKHTE Ha 32 JHH WITH ¢ 25 mg HavanHa 032 H CTBIAIOBHOHO YBENHYEHHE, HITH ¢ 50
mg HauyaJiHa 1q03a Wik yBenuwdeHus. Pexumute ot 25 mg u 50 mg ca OunM ¢ egHakBa MOHOCUMOCT. B
CTALIMOHAPHO CBCTOsSIHUE 33 fo3aTa oT 200 mg rmiasMeHUTE HMBA Ha CEPTPAIMH NpH rpynara Ha 6-12-
FOOMUIHKTE ca Ounn npubausutenHo ¢ 35% no-BHCOKM B CpaBHEHHE ¢ rpynaTta Ha 13-17-roAMIIHUATE U C
21% no-BUCOKY B CpaBHEeHHE ¢ pedepeHTHATa rpyna Bb3pacTHH. He ¢ HMano 3HauuMM pas3/inki Mexiay
MOMYETA H MOMHMHETA [10 OTHOLIERME Ha KinpbHca. CneqoBaTenHo NpH aeua, ocobeHo ¢ HACKO TEIECHO
TErJio, ce NMPEenopbuBa HUCKA HAYallHa 0332 U CThbKU Ha TUTpUpaHe OT 25 mg. 03aTa 3a FOHOLIH MOXE 1A
OBIe kaTo Npu BL3pACTHA,

FOnowu u nuya 8 cmapyecxa av3pacm
QapMakOKHHETUYHHAT PO NP IOHOLIK U JIHLA B CTapuecka BB3IPACT HE Ce palnuyaBa 3HAYMMO OT
TO3H [pH Bb3pacTHA Mexay 18 u 65 roguum.

Yeprodpobro yepecoane
[Ipn nauMeHTH ¢ YepHOApPOOHO yBpexkIaHe MOAYKUBOTHLT Ha cepTpalinH € yanwkeH U AUC e yBennueHa
TPH ILTH (BXK. TOUKH 4.2 1 4.4).

Evbpeuno HCOaHe
HsMa 3Ha9AMO HATpyTIBAHE HA CEPTPATMH NPH MALHEHTH C YMEPEHO 0 TeXKO OB0peuHo YBpeXIaHe.

DapmakoceHoMuxa
[InasMeHHUTE HHBA Ha cepTpaiuH Npu cnabu Metabonuaropu Ha CYP2C19 ca ¢ okono 50%




CPABHCHHE C CKCTCH3IHMBHH METHGGHHZHTDPH. KNIMHHYHOTO 3Ha4YeHHUE Ha Ta3u HaxXoaka HC € H3ACHECHO H
THTPHPAHETO Ha A03aTa TPHGBB. Ada cTaBa Bb3 OCHOBa Ha KIMHHYHNA OTTOBOPD.

5.3. IpeaxITHHHYHH JAaHHH 32 6€30MACHOCT

[MpeaknMHHYHHWTE JAHHM He mnoka3Bar ocobeH pUCK 3a xopata Ha 0a3a Ha KOHBEHUHOHATHMTE
(apMakonorMyHH Npoy4YBaHHd 3a 0€30MacHOCT, TOKCHYHOCT TNpM MHOTOKPATHO MpHIaraHe,
FEHOTOKCHYHOCT M KapUHWHOTEHEH noTeHuMan. [IpoyyBaHWA BbpXY penpoAyKTHBHATaA TOKCHHYHOCT IpH
XMBOTHM He ca [MOKa3amlH TepaTOreHHOCT WM HEXETaHH €(EeKTH BbpPXYy MBXKHUA QEepTHIINTET.
Habmopgaranata ¢$eTOTOKCHYHOCT € BEPOATHO CRBp3aHA C MaluuHata TOokCcHuHOCT. HeonaranHara
NPEXHUBAEMOCT H TEAECHOTO Terno MpH KydeHHa ca OMIM HaMasleHH caMo Mipe3 MbpBWTE OHH chel
pax/aHeTo. YCTAaHOBEHO €, Ue paHHAaTa MMOCTHATAlIHA CMBPTHOCT Ce AB/DKH Ha €KCMO3HLIUS 10 BpeMe Ha
OGpemMeHHoOCT cnel 15-1 aeH oT OpemeHHOCTTa. 320aBAHETO B MOCTHATAIHOTO Pa3BHTHE IMPH Ky4YeHIla Ha
NneKyBaHW Maliky BEpOSATHO C€ Ob/DKHM Ha eheKTH BbPXY MaliKUTe M CIeAOBAaTENHO HE CE OTHACA 32 pUCKa
TpH Xopa.

JIaHHWTE NPH XKHUBOTHH - TPU3AYK H HErPU3aUuH, He MMOKa3BaT ePeKT BbPXY QEPTHANTETA.

FQsenunnu npoyusanus npu HCusomHu

KOBeHHITHO MPOYYBAHE 32 TOKCHYHOCT TIPH [UTBXO0BE € TPOBEACHO ChC CEPTPATHH, TIPHIIAraH MepopaiHo,
MPH MBXKHM M XKEHCKH IUTbXOBe OT 21 mo 56 zeH cnen paxkaaHeto ( B go3upoekd oT 10, 40 umn 80
mg/kg/neH) ¢ nmepuos Ha Bb3CTaHOBfABaHe Oe3 NpHeM Ha NEKapcTBOTO O AcH 196 cnepn paxnaHerto.
3a0aBAHe B ceKCyaslHaTa 3pPANOCT € HACTLIIHIO MPH MBXKKHTE M KEHCKH NIABXOBE B pa3lIMdHK HHBA Ha
noszupade (MBkkuTe npd 80 mg/neH u xenckute npu =10 mg/kg), HO BBNPEKH Ta3H HaxoJika He ca
YCTAHOBEHH CBBP3aHN CBC CEPTPAIMH e(eKTH BbPXY HHUTO €[Ha OT OLEHABAHHTE MBXKKH H HKEHCKH
penpoAyKTHBHHA KpaiHH Toukn. B pmonbianuHue, oT 21 10 56 AeH cnexa paxnaaHero, ca HabmoaaBaHM
ACXHApPATALMA, XPOMOpPHHOpes Y TMOHMXKECHO CpPeJHO HajjaBaHE Ha Terno. BeHuky Te3n edexTy,
MPUITACAHHY HA NIPHIAraHeTO Ha CepPTpaiuH, ca Ounn obpaTHMH MO BpeMe Ha MepHoJia HA BE3CTAHOBABAHE
Oe3 mpreM Ha J1eKapcTBO B MpoydBaHeTo. KITHMYHOTO 3HadYeHHE HA Te3W e(ekTH, HabmoJaBaHW NpH
TBXOBE, HA KOUTO € IPUIIAraH CepTPaiiH, HE € YCTAHOBEHO.

6. GOAPMALHEBTHYHH JAHHHA
6.1. CnHcbK Ha MTOMOIIHHTE BellecTBAa

Adpo na mabnemxama.

Jlakto3a MOHOXHMApAT

KpockapMeo3za HaTpHH

[Tosumon (PVP K 30)

CunnuueB auoxcu]; Kononpen 6essoneH (Aerosil 200)
MukpokpucranHa uemynoza PH 102

MarHe3ueB cTeapar

MaTtepuan 3a GHUAMOBO NOKpUTHE No: | *

Sepifilm LP 770 cagbppka:
XHUApoKcHITpOMUIMETHN Leryo3a (E464)
MukpokpHcTanHa uemnynoza (E460)
CreapunHoba kHcenuHa (E570)

Tutanos nuokcun (E171)




6.2. HecrBMECTHMOCTH

HenpunoxuMo,

6.3. Cpox Ha rogHoct

3 roaAVHA

6.4. CrnennajHH YCJI0BHS HA ChbXPAHEHHE

bes cneuyanHy yCIOBHA Ha ChXpaHeHHE,
Jla ce cbXpaHABa Ha MACTO HEAOCTLITHO 33 Jelja.

6.5. Bua ¥ cHALPARAHNE HA ONNAKOBKATA
bancrep ot Henpospauno PVC/PE/PVDC/A! ¢gonuo.

Eanu 6nuctep cvaepxa 14 6pos dunmupann tabieTku
Pa3Mep na onakoBkara: 28 6pos punmupany tabnetku (1 omakoska/ 2 6aucrtepa).

6.6. CrnenHaaHH NpeaANa3HH MEPKH NPH H3XRLPJIAHE
Hsma cneumnaniHy H3UCKBaHUs.

Heunznon3saHUAT NpOAYKT MM OTNAABYHUTE MATEPHANIM OT HEro TpsAOBa a ce W3XBLPIAT B
ChOTBETCTBHE C MECTHHTE U3HCKBAHHA.

7. NPHUTEXATEJ HA PAZPELIEHMETO 3A YIIOTPEBA

HOBEJI ®APMA EQO/]
Oyn. “benrapua’ Nel(9
Codns 1404, benrapus

8. HOMEP HA PASPEIHIEHHETO 3A YIIOTPEBA
Peructpanuonen Ne 20210007

9. HATA HA II'BPBO PAZPEINABAHE/TTOJHOBABAHE HA PAZPEINEHHETO 3A
YIIOTPEBA

Hara Ha nupBo pazpewasane: 19.01.2021 r.
10. JAATA HA AKTYAIH3IHPAHE HA TEKCTA

01/2025




