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3onodt 50 mg punamupanu TabneTku .
Zoloft 50 mg film-coated tablets 7—0 </ &

p KAYECTBEH U KOJIMUECTBEH CBbCTAB

Beaka dunmupana tabneTka cbabpiKa CepTpajiMHOB XUAPOXJopUa (sertraline hydrochloride),
ekBuBaneHTeH Ha S0 mg ceprpanuH (sertraline).

3a MbJIHKUA CMTUCHK HAa NMOMOLIIHUTE BELEeCTBa, BUXKTE Toyka 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana tabnerka

3onodt 50 mg punmupanu Tabnerku ca 6eau, ¢ popma Ha kancyna (10,3 x 4,2 mm), ¢ genuTesHa
yepta U mapkupoBka ‘ZLT 50 or eanara crpana u *VLE’ ot apyrara cTpaHna.
TaGnerkara Moxe aa Obae pa3aeneHa Ha ABe€ paBHHU A03H.

4. KJIUMHHUYHHA JAHHHU

4.1 TepaneBTHYHH NOKA3AHMS

CepTpaJiMH € MoKa3aH 3a JIeYeHUE Ha:

["'onam nenpecuseH enu3oj. [IpodunakTuka Ha peUUAMB Ha rOJIsIM 1CTIPECUBEH €MU30/.
[TaHuuecko pa3cTpoHCTBO CbC MK Oe3 aropadobus.

O6cecuBHO-KOMNYJCUBHO pa3cTpoicTBO (OKP) npu Bb3pacTHHU M J€lia U FOHOLLM Ha Bb3pacT 6-17
FOJIMHH.

CoumanHo TPeBOXKHO pa3CTPOMCTRBO.

[ToctrpaBmMaTuuHO cTpecoBo pasctpoicTso (ITTCP).

4.2 Jlo3npoBKa H HAYMHH HA NPHJIOKEHHE

Jlo3upoBka

prﬁ'GHHlMUIHG JeyeHue

Lenpecus u OKP
JleuenueTo cbe cepTpasiuH TpsAOBa aa 3anoyHe ¢ go3a ot 50 mg/aeH.

llanuyecko pazcmpoucmeo, [ITCP u coyuarno mpesodicHo pazcmpoucmeo

TepanusTa TpsadBa aa 3anoyde ¢ 25 mg/aeH. Cnen | ceamuua nosara Tpsadea aa ce nosyium Ha S0 mg
Be/IHBK AHEBHO. [1pu Ta3u cxema Ha ao3upaHe € HabJiloaaBaHa Nno-HUCKa YeCTOTa Ha XapaKTepHUTE 3a
Ha4yaJIHUA MEPHO/l Ha JIEYEHHE HA NMAHUYECKO Pa3CTPOMCTBO HEXEJIaHH JIEKAPCTBEHHU PEaKLIMH,

Tumpupane




kaTo MakcuManHata 103a e 200 mg/aeu. Ilpomenn B no3ata He TpaOBa 4a ce NMpaBaAT NO-4eCTO OT
BeHBX CEAMHYHO, K&TO ce MMa NMPEeABH], Y€ BPEMETO Ha MOoNyeNUMUHHPAHE Ha CePTPAIHH € 24 yaca.

Hayasno Ha TepaneBTHueH edeKT Moxke ce Habnioaara B paMK1Te Ha 7 AHH, 3a NOCTUraHE HA MbIEH
TepaneBTHUEH edeKT odaye, 0OMKHOBEHO € HEOOXO0ANUM NO-ABJILI nepuod, ocodero npu OKP.

Io0ovpxcawa mepanus

[Ipn gparocpoyHa nogabpaKalia TEpanua ce npuaara MUHMMaliHaTa e(peKTUBHA 1033, KAaTO
[OCNEAHATA Ce ajalnTHpa CbodpasHO TepareBTHYHHS OTrOBOpP.

Henpecus

JiunrocpouHa Tepanus Moxe cbilo aa Objae noaxoddila 3a npo¢HAaKTHKA Ha peLIHIUB Ha TONaM
nenpecueH enuzon (I'/JIE). B nosedero cny4au npenopbuBaHaTa go3a 3a NpoduiakTHKa Ha peunuB
HA FOJIAM JIeMNPECUBEH €MU30/ € ChllaTa, KATO M3IOA3BAHATA M0 BpEME Ha HACTOALHUA eMH30A.
[TauunenTtH ¢ genpecus Tpabepa 1a ce IeKyBaT B MPOABL/DKEHHE HA JOCTATBUYEH NEPUOI OT BPEME OT
noHe 6 Mecena, 3a 1a € CHrypHoO, Y€ CUMMTOMHUTE ca H3YE3HAH.

IHanuuecko pazcmpoiicmeo u OKP
HenpexbscHaToTO NIeueHUe npu rnanuuecko pazcrpoiicteo U OKP Tpabea aa ce olieHsABa nepHOINYHO,
Tbit KaTo NMpOoUIAKTHKA Ha peLHANBUTE HE € JOKA3AHA NPU TE3N pa3CTpOHCTEA.

Ilayuenmu 6 cmapuecka ev3pacm
Hozarta TpabBa Ja ce onpenenu BHUMATENHO, ThH KATO JIMLATA B CTAPUECKA Bb3pacT MOrar ja ca
U3NOMEHH HA MO-TONSIM PUCK OT XHIIOHATPUEMHSA (BXK. TOUKa 4.4).

Hayuenmu ¢ veprodpobro yapeocoane

YnorpebaTa Ha CepTpanuH Npu NAUHEHTH ¢ YepHOApOoOHO 3abonsasaHe TpsadBa na cTaBa MHOTO
BHHMaTenHo. Jlo3aTta TpabBa Oa € NO-HMCKA WK MHTEPBANBT MEXAY NMPUEMHTE — NO-ABJILI, B CIydait
Ha NPUIOXKEHHE MPU NMAUKEHTH ¢ HapylueHa YepHoapoOHa QyHKUUA (BXK. TouKa 4.4.). CepTpasiuH He
TpabBa Ja C€ U3MO/3Ba B CJIy4au Ha TEXKO YepHOAPOOHO yBpeKAaHe, MOpaaH JIMNCA HA KIMHUYHH
JaHHH (BX. TouKa 4.4).

Hayuenmu ¢ 6vbpeuno yepexcoane
He e HeobxoauMa xopekUus Ha A03aTa NPH nauueHTH ¢ OvdpeuHo yepexaaHe (Bx. Touka 4.4.).

Ileduampuuna nonyrayus

Heya u onowiu ¢ 06cecusro-kOMNYICUBHO pazcmpoicmao

BwapacT 13-17 roauun: nepBoHavyanHo 50 mg BeAHDIK AHEBHO.

Boiapact 6-12 roauHu: mbppoHAYaHO 25 mg BeAHbK AHEBHO. Chen eHa ceAMHULA 103aTa MOXKE Ja
ce NoBUILIK 20 50 mg BeAHBK AHEBHO.

[TocnenpaliuTe 03U MOTAT Aa Ce yBEJIMYAT B C/IY4aH Ha HENOCTATHUHO MOBJIUABAHE MMOCTENEHHO C NO
50 mg 3a nepHoa OT HAKONKO CEAMHULIH, ako € HeobxoauMo. MakcumanHata no3a ¢ 200 mg nHeBHo.
ColueppeMeHHO Tpa6Ba aa ce UMa MpeaBKI MO-HHCKOTO TENECHO TErAO MpH AcLa B CpaBHEHHE C
BB3PACcTHH IMPpU NOBULIABaHE Ha qo3aTta Haa 30 mg. He tpabpa na ce mpaBAT MpOMEHU Ha J03aTa Ha
UHTEPBAIM M10-MAaNIKH OT €1Ha ceaMHuLIa.

He ¢ ycraHoBeHa eMKACHOCT NMPH MOJAMO A€NPECUBHO Pa3CTPOHCTBO B AETCKA Bb3pacT.

HsaMa Hanv4HU JaHHY 3a Jella Ha Bb3pacT nof 6 roamHM (BxK. cbllo Touka 4.4).

HauuH Ha npyeMaHe
CeprpanuH TpadOBa Aa ce npyeMa BeAHDbX AHEBHO, CYTPHH WU Beyep.

TabneTkaTa ceprpaliH MOXKE J1a Ce NpHeMa cbe WK 0e3 XpaHa.




Cumnmomu Ha omuemane, HabrooasaHy NPpu NPEKXLCEAHEMO HA CepMPanuH
BuesanHoTo npekbeBaHe TpadBa aAa ce n3barea. [Ipy cnupaHe Ha NeUeHUETO CbC CEPTPANIMH f034aTa

TpAGBa MOCTENEHHO Aa CE HAMAJIABA 32 NEPHOA OT NOHE €Ha J0 JABE CEAMHLIH, 3a /1a C& TIOHHXH
PHCKBT OT peakiMM Ha OTHEMaHe (Bx. ToYKH 4.4 1 4.8). AKO Cnea HaMalIeHHe Ha [03aTa MJTH CITUpaHe
Ha JIEUEHHUETO Bh3HUKHAT CUMIITOMH, KOMTO TALIMEHTHT HE MOXKE Aa TOJIEpHpPa, MOXe Ja ¢e 0OOMHCIH
BBE3CTAHOBABAHE Ha NPEAXOAHO npeAnycaHara no3a. Cnen TOBa IEKapAT MOXeE Aa NPOIbIKH
HamasgBaHETO Ha A03aTa, HO MTO-MOCTENEeHHO.

4.3 TIIpoTHBONOKA3ZAHHA

CBpBbXYYBCTBHTETHOCT KbM @KTHUBHOTO BELLECTBO MM KbM HAKOE OT NOMOLIHHUTE BEIUECTBA,
n30poeHu B TO4Kka 6.1.

EnHOBpEMEHHOTO IPUIIOKEHHE NPH NMALMEHTH, TpHeMallld HeoOpaTUMHU MOHOAMMHOOKCHAA3HU
uHxHOHuTOopu (MAG-UHXHMOHUTOPH), € NPOTHBONIOKA3aHO, NOPAaH PUCKA OT CEPOTOHUHOB CHHIPOM ChC
CUMMTOMH KaTO &XHTaUHA, TPEMOP M XHUneprepMud. JleueHue che cepTpasiud He TpaOBa aa ce
3anoysa rnoxe 14 quu cnep ripekpataBaHe Ha neueHUe ¢ Heobpatum MAO-uuxuburop. JleuenneTo
ChC CEPTpAIHH TpAOBa Aa ce NMpeKkpaTH NOHE 7 AHKW Npeau 3ano4BaHe Ha nevyeHHe ¢ HeoGparum MAQO-
UHXUOUTOP (BXK. TOUKa 4.5).

EnnoBpeMerHaTa ynorpeda ¢ NUMO3uj € fIPOTHBONOKA3aHa (BXK. TouKa 4.5).
4.4 ChoeunajJHu npeaynpexaeHus U npeanasHi MepKH NpH ynorpeta

CeporonnHoB cuHApoM (SS) unu Heeponenruuen Manurned Cunapom (Neuroleptic Malignant
Syndrome, NMS)

Pa3BHTHETO Ha NMOTEHUHANHO KUBOTO3aCTpaLlaBalllld CHHAPOMH KaTO CEPOTOHHHOB CHHAPOM (SS) unu
HEBPOJENTHYEH MATTMTHEH CUHAPOM (NMS) ca 6unu crobiapaHu npy NPUIOKEHHE HA CEIEKTHBHH
HHXUOUTOPH Ha 0OpaTHUA 3axBaT Ha cepoToHMHA (SSRI), BKIOUMTENHO NeueHUE ChC CEPTPANIHH.
PucksbT oT SS i NMS npu ynorpe6ara cbc SSRI ce noBuiliasa npH eAHOBPEMEHHOTO NPUJIOKEHHE
C ApYryd CEPOTOHMHEPTHUYHH NeKapCTBa (BKI. APYTH CEPOTOHHHEPIrHYHHM AaHTHAEMPECAHTH,
aMQETaMUHH, TPUITTAHH), C IEKAPCTBA, KOWTO BOLIaBaT MeTaboIM3Ma Ha CepOTOHHHA (BKIIOUHUTEMHO
MAQO-HHXMOUTOPH, HAMP. METHACHOBO CHHBO), AHTUIICUXOTHLIM M ApYTH JOMAMHHOBH AHTarOHHCTH H
¢ onuouau. [launenrture tpabea aa ObaaT npocaessBaHy 3a NOABATA HA NPH3HALM H CHMIITOMH Ha SS
unr NMS cunapom (Bx. Touka 4.3).

IlpeMUHaBaHe OT CeNEeKTUBHH MHXHMOMTOPH HA OOpaTHUA 3aXBaT Ha cepoToHuHa (SSRI),
aHTUOENpecaHTH UIH AHTHOOCECHRHM JIeKapCcTBa

KoHTponupaHyaT OIIMT OTHOCHO ONMTUMATHOTO BpeME 3a npeMuHaraHe oT SSRI, aHTuaenpecanTy 1iH
aHTHOOCECHBHH JIEKAPCTBA KBM CEPTPaiuH € orpaHuueH. [lpomaHata Ha Tepanuara Tpabea na crasa
0cOD€HO BHMMATENTHO M Clied CTpOra npeueHKa, 0cobEHO KOraTo KbM CepTpaniuH ce NMpeMUHAaBRa cliell
NPHJIOIKEHME HA JIEKAPCTBA C MPOABLIDKUTENHO AeHCTBHE, KATO QNYOKCETHH.

Jpyru cepoTCHHHEPrHYHU JeKapcTBa, kaTo TpunTodan, hendaypamun v S-HT aroxueru
EnHOBpeMEHHOTO NPHIOKEHHE HA CEPTPAIIMH C APYTH JIeKapCTBa, KOUTO 3aCHABAT €(PEKTHTE Ha
CEPOTOHHHEPrHUHaTa HEBPOTPAHCMHUCHA, KAaTO aMpeTaMuHu, Tpuntodad, deHdnypamuu, S-HT
arOHUCTH WIH PaCTHTEJIHMA JIEKAPCTBEH NPOAYKT XXBJT KaHTapuoH (Hypericum perforatum), TpabBa
Aa CTaBa BHUMATEIIHO W B CIy4aHWTe, B KOUTO € BE3MOXKHO, Aa c¢ u30Area, nopagu Bb3MOXKHOCTTA OT
Bb3HMKBAaHE Ha (papMaKOJAHMHAMHYHU B3aHMOACHCTBUA.

Yawsmkaeane Ha QTc unreprana/Torsade de Pointes (TdP)
[1pn ynorpeda Ha cepTpajJMH NO BPEME Ha NMOCTMAPKETUHIOBHA NEPHOA HMAa ChoOlIeH
yabvkasane Ha QTc uurepBana u TdP. Ilo-ronsaMa yacT ot crobuieHHTE Cy4au ca H
NaLMEHTH C APYrd pUCKOBH dakTopu 3a yabkapaHe Ha QTc unrepsana/TdP. Ede 21 YMragl
OTHOLUEHUE Ha yab/bkaBaHe Ha QTc uHTepBana e NOTBLPACH B 3aABA60UEHO NMpoyuBa A5 gt e



34paBU AOOPOBOMUM, KATO € OTYETEHA CTATUCTHYECKH 3HAUMMA TTOJIOKHTEIHA BPh3KA MEXKIY
eKcno3uuMATa M otroeopa. Ilo Tasu npuumHa, cepTpanuH TpabBa aa ce npunara ¢ BHEMaHHE NpU
MaUMEHTH ¢ AOMBIHUTETHN PUCKOBH (PakTOpH 3a yabmkaBaHe Ha QTc, karo: enpaeyHo 3aboassaue,
XHUITIOKAJIHEMHS WK XHIIOMarHe3HeMu, (paMuiiHa aHamHesa 3a yanmkasase Ha QTc, 6panukapaus v
eAHOBpEMEHHA ynorpeda Ha nekapcTBa, KOMTO yabLbkaBaT QTc unTeppana (Bx. Touka 4.5 n 5.1).

AKTHBHpPAHE HA XUTIOMAHUS UAY MAHUS
CUMNTOMH Ha MaHHUA/XHIMIOMaH#A ca CbOOLIEHH NPH ManbK Opoil naUMeHTH MO BPpeMe Ha Tepanua ¢

HaNWYHHK Ha a3apa aHTHACTPECAHTH M aHTHOBCECUBHH NIEKAPCTBA, BKIKOYHTENHO cepTpanud. ETo
3aL0, CepTPalvH TPAOBA [a Ce M3NOI3Ba BHUMATENIHO NPH NaUHeHTH ¢ aHamMHe3a 3a
MAHHUA/XUMOMaHHA. 3aJb/DKMTENHO € CTPUKTHO HabioaeHHe OT CTpaHa Ha jexaps. JIeUeHHeTo che
cepTpaiHH TpsAOBa Aa ce nMpeKpaTH, ako NalHeHThT MPEMHHE B MaHKaKanHa ¢asa.

HInaodpeHus

[TcUXOTUUHHMTE CUMITTOMM MOTAT [1a C€ YTEXKHAT NMPH NaUMEHTH C K30 peEHHA.

[ ppunagsuy

[Tpn neuyeHune cbe cepTpaIMH MOTAT Ja Bb3HMKHAT NpHNalbLy: NPUACKEHHETO MY TPpAORA Ja ce
M30srea NMpy NaLUeHTH ¢ HecTabunHa enunencus, a NaLMeHTH ¢ KOHTPOJIMpaHa enunencus Tpabaa aa
OBbaar noj BHUMaTenHo HabmoaeHue. [Ipn Bceki NALMEHT ¢ HOBOBB3HHKHANY NPUNAABLLK TEPANUATA
TpabBa aa 6bje npexbpeHara.

CaMoy6bHiCTBO/CYHUMIHH MUCTH/CYHLIMAHN ONNUTH MM KNHHHUYHO BJOIIABAHE

Jenpecusrta € Cabp3aHa C MOBULUEH PUCK OT CYRLMAHH MUCIIH, CAMOHApaHABaHE H CaMOYOHICTBO
(cynunanu cuOuTHA). TO3H PHCK NEPCUCTHPA 10 HACTHNBAHETO Ha 3HAYMMa peMHcHA. Thii KaTo MoXe
Na He HacTBNM NoNoOpeHKe Npe3 MbPBUTE HAKOJIKO WY NMOBEYE CEAMULIM OT JICHEHHUETO, NALUEHTHUTE
TpadBa na ObAaT CTPUKTHO HAOAKOAABAHM A0 HACTBMBAHETO Ha TOBA noaobpeHue. KNIHHUUHUAT OMUT
KaTO A0 [10Ka3Ba, Y€ PUCKBT OT CaMoyOHICTBO MOXKe Aa HApacHE B PaHHUTE CTAaIHH Ha
Bb3CTAHOBABAHE.

Hpyry ncuxuuHy 3a009BaHU, 32 KOMTO CE NPEAIIUCBA CEPTPATIUH, ChIIO MOTaT Aa ObAAT CBBP3aHY C
NOBHULLEH PUCK OT CYMUHIHHU ¢hOuTHA, OCBEH TOBA TE3U CHCTOAHUA MOFAT J1a ChIIbTCTBAT I'OMAMO
DENPECUBHO pa3CTPONCTBO. CNe0BaTENHO MPEANA3HUTE MEPKH TIPH JIEHEHHETO HA rO/IsAMO
AENPECHBHO pa3cTpoicTBO TpabBa na ObAaT cra3sBaHH ChUIO U NMPH JICYEHHETO HA NMALMEHTH C APYTH
NCHXUYHHA HAPYILIEHUA.

3a MalUeHTUTE ¢ aHaAMHe3a 3a CYULUUIHN CbOUTHA WITH 3a MOKa3BalllMTe 3HAUUMA CTeNEH HA CYULUHIHH
HaMepeHHs Npean HAYANIOTO HA JICUCHUETO € U3BECTHO, Y€ Ca H3JIOMKEHH HA MO-BUCOK PHCK OT
CYWLIHAHK MMCIIM WIH ONHUTH 3a caMoybuiicTBo M Tpadbsa na ObaaT BHUMATEHO NPOCAeAIBaHH NO
BpeMe Ha fleueHneTo. Mera-aHanu3 Ha riaanebo-KOHTPOMUpPaHK ITHHHYHH NPOYYBAHHA C
AHTUJIENPECAHTH TPH BH3PACTHH NALIMEHTH C MCUXHUYHH HAPYILUEHHA € NoKa3all NOBUILEH PHUCK OT
CYMUHMIHO MOBeACHHE MPH NALMEHTH HA BB3PACT NMOJ 25 roAuHH, JIEKYBAHHA C AHTUAESIIPECAHTH, B
CpaBHEHHE ¢ JieKyBaHHUTe ¢ nnauebo.

JlekapcTseHaTa Tepanus TpaGpa Ja ce CbNPoBOXKAA OT CTPUKTHO HABMIOAEHHE HA NALIMEHTHTE H B
YACTHOCT HA TE3H, U3JIOKEHN Ha MO-BUCOK PUCK, 0COGEHO B HAYATIOTO Ha JIEYEHHETO U MPH
NoceABallH poMeHH Ha no3aTa. [TauneHTHTe (M 1MUATA, KOMTO C€ IPHIKaT 32 TAX) TpAGBa na Obaar
npeaynpencHn 3a HYK/aTa Aa CJIEAAT 3a BCAKO KIAMHKYHO B/IOLIAaBaHE, CYHLIMAHO MTOBEACHHE KM
MUC/IH U HeoOUYalHH NPOMEHH B MMOBEAEHHETO H He3aBaBHO Aa NOTLPCAT MEAULIMHCKH CHBET, aKO
TE€3U CUMITOMM C€ TMOABAT. |

CekcyaiHa AMCYHKLIUA
CenexTHBHHTE HHXHOMTOPH Ha 0OpaTHOTO 3axBatuade Ha cepoToHHHA (SSRIs) Mo
CUMNTOMH Ha ¢excyaiHa aucPyHkUuA (BxK. Touka 4.8), UMa chobiueHns 3a npoa
ceKcyasiHa AUCPYHKLMA, [PHU KOATO CUMITOMUTE NPOABJAKABAT, BLIPEKH MPEKBC

Ha SSRIs.




[leapnaTpuyHa NONyaaLIs

CepTpanuH He Tpa0Ba Aa ce U3MOJI3Ba MIPH JIEHEHHUETO Ha Jlella U IOHOIUHY Ha Bb3pacT noj 18 roauHs,
OCBEH NpPH NalUEHTH ¢ 0OCECUBHO-KOMITYJICMBHO Pa3CTPOMCTBO Ha Bb3pacT 6-17 roauHu. [ToBenenus,
CBBP3aHH CbC CaMOYOUICTBO (OMUT 3a CaMOYOHUHCTBO U CYMLIMAHH MUCNK) M BPAXKACOHOCT
(NpeAUMHO arpecud, NOBEACHHE Ha NPOTHBONOCTABAHE U THAB) ca Hab/IOJaBaHH NO-4ECTO B
KIHHUYHUTE MPOYUYBAHHUA CPel Iela U FOHOLLM, JIEKYBAHH C aHTHAETIPECAHTH, B CPABHEHHE C
NEKyBaHUTE ¢ M1aLedo. AKO BBIIPEKH TOBA CE BIEME peLlieHH e 3a JIeYeHHE Bb3 OCHOBA HAa KNMHHYHA
HEOOX0AMMOCT, NAUMEHTHTE TpAOBA Aa ObAaT BHHMATENHO NPOC/eASBaHM 33 NOABATA HA CYHLIMAHH
CHMIITOMM, OCODEHO NpH paHHO JNedeHue. J{uarocpounara 0€30MacHOCT O OTHOLLIEHHE Ha
KOTHHTHBHOTO, EMOLIMOHATHOTO, (PH3NYECKOTO K NYOEPTETHOTO Ch3pABaHE MPH Jela H FOHOLIH OT 6
ao 16 roavHu € oueHeHa B ABArOCpOUHHO 00cepBaUMOHHO NPOYUBaHE 3a NepHoA A0 3 roaHHH (BXK.
Touka 5.1). [lo BpeMe Ha NOCTMApKETHHrOBUA NMepUOa Ce choOLIaBa 38 HAKOJIKO Cy4yad Ha 3a0aBaHe
Ha pacreka 1 3aKbCHAN nybeprer. KNHHUYHOTO 3HAYeHHe U NPUUHHHO-CJIEICTBEHATA BPB3Ka BCE OLLE
HE ca U3ACHEHH (BX. T. 5.3 3a CROTBETHMTE NPEAKSIMHHYHY AaHHU 3a 6e3onacHocT). JlekapuTte TpaOBa
Aa npocaeasBar NEAHaTPUYHUTE NALMEHTH HA ABATOCPOUHO JICUSHHUE 33 HAPYILIEHHUA B pacTexa H
pa3BUTHETO.

AOHOpPMHO KbpBeHE/ XeMoparus

HMma cpobluerus 3a abHOpMHO kbpBeHe npd SSRI, BKNIKOUUTETHO KOXKHH KPhBOU3JIMBH (€KXHMO3H U
nyprypa) ¥ Apyru XeMopardiHi cbOMTHA KaTO CTOMALLIHO~YPEBHO WM THHEKOJIOMMYHO KbPBEHE,
BKIIOYHATENHO (paTajHH KpbBOU3IUBH. SSRIs/SNRIs morart aa ysenuuar pvcka oT noc/1epo10B
KPBbBOH3NHB (BX. TOUKH 4.6 u 4.8). [Ipenopbusa c€ NOBULLIEHO BHUMAHHUE NPH NALKMEHTH, [IPHEMALLH
SSRI, ocobeHo eAHOBPEMEHHO C JIEKAPCTBA, 3a KOUTO € U3BECTHO, Ye MOBIUABAT QYHKUHATA Ha
TpoMOOUMTHTE (HAaNp. AHTHKOATYJIAHTH, aTUNHYHH aHTUNICUXOTHLH U PeHOTHA3UHH, NOBEYETO
TPULMKIHYHHA aHTHACTIPECAHTH, aLIETWICANMLIMIIOBA KHCENTHHA U HECTEPOHAHM NMPOTHBOBRBINAIIUTETHH
cpeactea (HCIIBC)), xakTo v npu nauueHTH ¢ aHAMHE3A 34 HapylLUeHHs Ha KBPBEHETO (BXK. TOUKA

4.5).

XHNoHATPUEMMUS

XHNOHATPHUEMMA MOXKE Aa Bb3HUKHE B pe3ynTar oT JieueHueTo cbC SSRI unu SNRI (vHxubuTOopH Ha
oOpaTHUA 3aXBaT HA CEPOTOHWUH U HOPAAPEHATHNH), BKIIOYHTENHO CepTpannd. B MHOro cnyvau
XUMOHATPUEMHUATA U3IJIEXKAA € pe3yNTaT Ha CHHAPOM Ha HeaaeKkBaTHA CEKPeLIMa HA aHTHAWYpPETHUYEH
xopMoH {Syndrome of inappropriate antidiuretic hormone secretion, SIADH). Cro6aBanu ca cayuau
Ha HKBA Ha CEpPYMHMA HaTpuii, no-Hucky ot 110 mmol/l.

[lauyeHTHTE B CTapuecka Bh3pacT MOrat Aa 6baaT U3NOXKEHHU Ha NMO-BUCOK PUCK OT PA3BUTHUE HA
XHMNoHaTpuemus npu neveHne coe SSRI u SNRI. [TauneHTH Ha fTleYeHHE ¢ AMYPETHLIM WIN TaKKBa,
KOWTO, NOpadH HAKAKBA NPUUKHA, ¢a ¢ HaMajleH 00eM TeYHOCTH, ChIUO MOraT Ja ObaaT H3JI0KEHH Ha
MO-BHCOK PHCK (BK. Ynorpeba npH nauMeHTH B cTap4yecka BbapacT). Tpabsa na ce obmucnu criupaHe
Ha CEPTPATHH MpPHU NaLUEHTH CbC CUMITOMATHYHA XUITOHATPHEMHA H 1A C€ Ha3Ha4YU CHOTBETHA
MEAHLIMHCKA UHTEpBEeHLMS. [IpU3HaLIMTe U CHMIITOMUTE HA XUITOHATPHEMHMSA BKAKOUBAT rnaBodonue,
3aTpyAHEHA KOHUEHTpaLUa, HapylueHHe Ha naMeTTa, 00bpKaHoCT, cnabocT U HecTabMIHOCT, KOATO
MOJKE Ja JoBee 10 najaHus. [IpusHauuTe H CUMNTOMUTE, CBBP3aHH ¢ MO-TEXKKH W/ KU OCTPH
CAy4au, BKJIIOYBAT XAMHOLHUHALMHM, CHHKON, MPUNAAbK, KOMa, CYPAHE Ha JHINAHETO H CMBPT.

CuMnToMM Ha oTHeMaHe, HabnXAaBaHU NPKU cniMpaHe Ha fIeYeHHETO CBC CePTPaJiMH
CHMNTOMKTE Ha OTHEMAHE MPH CIIMPAHE Ha JISYEHUETO Ca YECTH, 0COOEHO aKo CITIUPAHETO € BHEe3alHO

(Bx. TOuka 4.8). B KNMHHYHHU NPOYUBAHMA HECTOTATA HAa CHOOLUABAHUTE peaKLiMH HA OTHEMaHE TpH
MaLMeHTHUTe, JIEKYBAHU CBC cepTpaiinH, € Ouna 23% npH npeKsCBALLIUTE CEPTpanuH, cnpamo 12% npu
Te3H, KOUTO ca NPOLB/IKKIIN Ja N0Jy4aBaT TEPANUA ChC CEPTPAIHH.

PuckbT OT NOABA HA CAMATOMH HA OTHEMAaHE MOXE J1a 3aBUCH OT HAKOJKO ¢akTopa,
NPOAB/HKUTENHOCTTA M 103aTa HA JIEYEHHETO U CKOPOCTTa Ha HaMallaBaHe Ha [03aTs Sk
CETHBHM HapyllieHHs (BKIIOHMUTENHO NapecTe3ns), HapYLUEHHs Ha ChHA (BKTIOUHTETRGDEIEAS "7"-' '
MHTEH3HBHO ChHYBaHe), Bb30yaa win 6e3nokoicTBo, rafeHe w/uin noBpblLIaHe, Tp %: ﬂa,a é A7 |
rnaBofonue ca Hail-uecTo ¢hodLaBaHuTe peakiiMH. 10 MpUHUKMN Te3U CUMITTOMM Ca fefediio
‘,‘:f . ..—*”“' &
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TEAKH, [TPH HAKOU MaLMEHTH 00aue Morar Ja 6b4aT TEXKKH M0 WHTEH3UTeT. Te OOHKHOBEHO
BBLb3HHKBAT [1PE3 MBPBHTE HAKOJIKO AHH OT CMMPAHE HA NIEUYEHUETO, HO MMa MHOT'O PEIKH CHOOIeHHs
334 TAKHBA CUMITOMH NPH NaLHUEHTH, KOUTO HEBOJIHO Ca NPOIyCHAIM egHa go3a. [1o npuHuMn Te3u
CHMITOMH C€ CaMOOrpaHH4aBaT ¥ OOMKHOBEHO OT3BYUYaBaT B PAMKHTE Ha 2 CEAMHLH, BBIPEKH Y€ NpH
HAKOM HHAMBH/H T€ MOFaT [a NPoAb/DKAT 2-3 Mecela WM noseyve. CneqoBaTENHO Ce NpenopbyBa
CEePTPAJIHH A& C€ HAaMaJIABa MOCTENEHHO, KOTaTo Ce CMUpa JICYEHUETO 3a NEPHUOJ OT HAKONKO CeAMHULIH
WK Mecella, CIIopeA HYKAUTE Ha nauueHTa (8. Touka 4.2).

AxaTu3ng/ncHXomMoTopHa Bb30yaa

YnotpebaTa Ha cepTpanMH Ce CBbP3Ba C Pa3BUTHETO Ha aKaTHU3Ms, XapaKTEPU3HPallla Ce Che
CYOEKTHUBHO HEMPHATHO WIIH MBbYUTENHO JBUraTEAHO HECMOKOMCTBO H HYXK/a OT JBHXXEHHE, YECTO
CBNPOBOACHH OT HEBB3MOMKHOCT Ja CE CEAH WIIH CTOU CNokoiHo, Tosa ¢ Hal-BepOATHO A2 HACTHLNH
[pe3 NbPBUTE HAKOIKO CeAMHLH OT NedeHueTo. IIpy nauueHTH, KOUTO pa3BUAT TE3W CHMITTOMMH,
YBEJIMYABAHETO HA J03aTa MOXKe a AoBeJe A0 BIOLLABaHe.

YepHoapobHo yBpekaaHe
CepTpanuH ce MmeTaboaU3Upa eKCTEH3IUBHO B uepHHUa apod. PapMakoKMHETUUHO NPOyYBaHE C

MHOMOKPATHH J03U NPH HHAUBUAH C jleKka, KOMNEHCHpaHa LMPO3a € NOKa3allo YAB/DKEH
CJIMMHHALMOHEH NMOJYXUBOT U NPUOIUIUTENHO TPU NbTH NO-BUCOKKH AUC 1 Cmax B cpaBHeHHE CBC
31paBH MHAUBHAK. MeXay ABETe IPYNH HE € YCTAHOBEHA CTaTUCTHUYECKH 3HAYMMA pa3/iuKa B
CBBP3BAHETO C INIA3MEHUTE NpoTeuHH. [IpunoxkeHneTo Ha cepTpaiud NpH NALMEHTH € YEPHOAPOOHO
3abonseaHe TpaOBa fa cTaBa BHUMATENHO. AKO CEPTpaliH ce Npuiiara Ha NauMeHTH ¢ YepHoApOoOHO
yBpexaaHe, Tpadsa n1a ce 0OOMHUCIH HaMansBaHe Ha JHEBHATa 4034 WM YBeJIMUaBaHe Ha MHTEPBaja
Mexy npueMuTe. CepTpaivi He TpsOBa fa ce H3NOA3BA NPHU NAUMEHTH C TEXKKO YEPHOAPOOHO
yBpexJaaHe (BK. Touka 4.2).

buOpeuyHo yBpexaase
CeprpanuH ce MeTaboNM3KMpa EKCTEH3UBHO M €KCKPEUMATA HAa HeIPOMEHEHO JIEKapCTBO B YPUHATA €

He3Ha4YuM MbT Ha eIMMHHKpPaHe. B npoyuyBaHua npy naUeHTH ¢ 1Ko 10 yMepeHo 6b0peuHo
yBpexAaHe (KpeaTHHHHOB KiupbHC 30-60 ml/min) unu ymepeHo oo Texko Obp6peuHo yBpexxaaHe
(KkpeaTHHHHOB KaupbHC 10-29 ml/min), npyu KOUTO cepTpanuH e npunaraH MHOrOKpaTHO, He ¢a
YCTAHOBEHH 3HAUUMH PA3IMKH BbB (papMaKOKHHETHUHKHTE napameTpH (AUCo.24 v Cmax) B
cpaBHeHHe ¢ koHTponuTe. Jlo3aTa cepTpanvH He TpAOBa Aa ce NPOMEHs Crnope] CTENeHTa Ha
61u6peuHo yepexxaaHe.

Ynorpeba B crapuecka Bb3pacT

Hapn 700 naumeHTH B cTapuecka Bb3pacT (> 65 roaMuun) ca yyacTBaIH B KIIMHUYHH NTPOYUBAHMUA.
XapakTepbT U 4ECTOTATA HA HEKEJITAHUTE peaKUMU MPH JIKLAaTa B CTapyecka Bb3pacT ca OUNu CXOoOHH
C T€3U NpPH MO-MNaAH MALIHEHTH.

SSRI unu SNRI, BKIIOUKUTENHO cepTpannH, ce Cabp3BaT 0baye CbC Cnyyau Ha KJAMHWYHO 3HaYMUMa
XMIOHATPHEMMA NPH MALMEHTH B CTAp4eCcKa Bb3pacT, KOUTO € Bb3MOXHO 11a ObAAaT H3J10)KEHH Ha
NO-BUCOK PUCK OT TOB& HeXxeNaHO chrOuTHe (BK. XUNoHaTpHeMua B Touka 4.4).

Hualer

[1pu mauuenru ¢ Anaber neuenuero cbe SSRI Moxke na npoMeHu raMKEMUYHMA KOHTpoJ. Moxe na ce
HaJI0XKH afanTHpaHe Ha 103aTa Ha UHCYJIMHA W/HIK HA NEPOPATHUTE aHTUAUAOETHH neKkapCcTBeH!
MPOAYKTH.

EnekrpokonByncusHa tepanus (EKT)

koMOuHUpaHoTO npuntoxeHue Ha EKT u ceprpanuH.

Cok ot rpefingpyr
[IpunaraseTo Ha CEPTPANIHH ChC COK OT rpendpyT He ce npenopbuBa (BXK. TOUKa 4.




B3auMOJIEACTBUE ¢ KICIEABAHUA HA YPUHATA

QanmnBO-NONOKHUTENHNA pe3yaTaTH 3a O€H30AHa3EeNHHU OT HMYHOAOTHYHUTE TECTOBE HA YPHHa Ca
DOKJIAABAHM MPH MaLMEHTH, TIpHeMallMn cepTpanuH. ToBa ce AB/DKH Ha NHNca Ha cneluduYHOCT Ha
CKPUHHUHT-TeCTOBETE, DANIUIMBO-MONOMKUTENHH PEe3yATaTH MOraT Ja Ce€ O4aKBaT B NIPOABIKEHHE Ha
HAKOJIKO JHM CJIE[ NPEKPaTABAHE Ha IeUEHUETO CbC CepTpaivH. TecTOBE 3a NOTBbPKAABAHE, KATO
HanpHMep ra3zopa XpoMarorpadus/ Mac-CneKTPOMETPHS, LLIE OTJIHYAT CEPTPAIMHA OT
bDen3oaHa3senHHUTE.

3aKpHUTOBIbHA IIaYKOMa

SSRI, BKIIIOYHTENHO CEPTPANIMH, MOTaT Jla OKAXKAT BIMAHHE BLPXY pa3Mepa Ha 3€HHLIaTa, KOeTo 1a
noBelie 0 Muapuasa. Tozu MUapHaTHUYEH €PeKT UMa MOTEHLKHAJ 1A CTECHH OYHMA BIbJj, KOETO Aa
AOBEAE A0 NOBHUILUEHO BLTPEOUHO HANAraHE U 3aKPUTODBIb/IHA rnaykoMa, 0cobeHo npu

npeapasnonoxeHy naumenTH. CeprpanuH Tpadea aa 6vae npunarad ¢ BHUMAHKE NPH NALHEHTH ChC
3aKPUTOBMBIIHA [JIaYKOMa MJIM aHAMHE3A 3a rayKoMa.

HMudopManms 3a noMOLIHUTE BELIECTBA
ToBa AekapcTBO ChABPKA N0-Manko oT 1 mmol Hatpui (23 mg) Ha TabneTka, T.e, MOXKE 4a CE KaKeE,
ye NPAKTHYECKH HE ChABbPXKA HATPUH.

4.5 B3auMoaeHcTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aNMOACHCTBHE

[IpoTHBONOKA3AHH

Monoamunooxcudasuu urnxubumopu

Heobpamumu (necenexmusnu) MAO-unxubumopu (cenecunun)

CepTtpanuH He Tpadea aa ce mpunara B KOMOMHaUUA ¢ HeoOpaTUMH (HECENEKTHBHHU)
MAO-uuxubutopu karo cenerunui. CeptpannH He TpsOBa na ce 3anousa noune 14 aHu cnen
[peyCTAHOBABAHE Ha JIeueHHeTO ¢ HeobpaTuM (HecenekTHReH) MAO-uuxuburop. [TpuemMsT Ha
cepTpajivH TpAOBa fa ce NpeKkpaTH NOoHe 7 HKM NpeAM 3aro4YBaHe Ha JieueHue ¢ HeoOpaTHM
(HecenexkTBeH) MAO-uHxubuTop (BK. TOUKA 4.3).

Obpamum cenexmusern MAQO-A unxubumop (moxrobemuo)

[Topaau pUCK OT CEPOTOHUHOB CHHAPOM HE C€& NMPenopbuBa KOMOMHALMATA MEKAY CEPTPAIHH U
obpaTiM U cenexTUBeH MAQO-uHxUbUTOp, Kate Moknobemua. Cnen siedeHue ¢ obparum
MAO-uHXUOUTOP MOXKE Aa ce U3I10A3Ba NEPHMOL Ha OUMCTBAHE NO-KPaThK OT 14 AHM, fipeau
3aMOYBaHE Ha JICHEHUE CBC cepTpanauH. [IpenopburTeNIHO € NPHEMBT Ha CEPTPAIHH Ja ¢€ NPEeKpaTH
node 7 AHU Npeau 3anouypaHe Ha JieyeHHe ¢ obpatuM MAQO-unxubutop (BxK. Touka 4.3).

Obpamum necerexmuaer MAO-unxubumop (Auneszonuo)
AHTHOMOTHKDBT SHHe30nUA € cnad oOpatiMm U HecenekTHBeH MAO-uuxubuTtop U He TpaGBa fa ce
JaBa Ha NaUMUEHTH, JICKYBAHH ChC CEPTPaHH (BX. ToOUKa 4.3).

Mma cho01IeHNA 33 TEXKH HEXENAHH PEaKUMH NpH NaUMeHTH, KOWTO ca NPEKPaTUIM NpHeMa Ha
MAQ-uHXxubuTOp (Hanp. METHJIEHOBO CHHBO) M CKOPO Ca 3aloYyHaH Aa NPHEMAT CepTPanMH, WK
KOKTO Ca MPeKPaTHITH JiIeYeHHE ChC CEPTPANIMH W CKOPO ca 3anodHanu ga npyeMar MAQ-uuxuburop.
Te3u peakuuy BKAIOMBAT TPEMOP, MHOKJIOHYC, H3NOTABAHE, raJeHe, MOBPbIIAHE, 3aUepBABaHE,
CBETOBBLPTEXK H XHIICPTEPMHS C XapaKTEPHCTHKH, HAMoA00ABALIY 3/I0KAYECTBEH HEBPOJIENTHYEH
CHHAPOM, NPUNAABLH H CMBPT.

[Tumo3uo

[ToBulIeHU HHBA HA MHMO3HMI OT OKONO 35% ca yCTAHOBEHH B KIIMHHYHO NIPOYYBAHE C DPALGN
Ha eHOKpaTHa HUCKa J03a NUMOo3KA (2 mg). Te3n noBHLIEHH HKBaA He ca OUIH CBLP / H$'C
na e npoMeHd B EKI'. [JokaTo He ce M3SCHN MeXaHU3IMBT Ha TOBA B3aHMOACHCTBHE / A1 T8
TepaneBTHUEH HHAEKC Ha MUMO3UJ, €AHOBPEMEHHOTO MPHUIIOXKEHHE Ha CePTPAJIHH § g Ty
MPOTUBOMOKA3aHO (BX. TouKa 4.3). T |k




He ce Nnpenopeisa €AHOBPEMEHHO NPHIOKEHUE CBC CEPTPANTHH

Jlexapcmea, xoumo nomucxam IHC u arxoxon

ChnbTeTBalloTO NpuioxkeHue Ha ceprpanuH 200 mg aAHeBHO ¢ ankoxol, kapbamasenuH, Xajnonepuaon
WIH PEHHTOMH HE NOTEHUMPa €(PEKTHTE UM BLPXY KOTHUTUBHUTE W NCHUXOMOTOPHHTE GYHKIUH NPH
3ApaBH HHAHBHIH; HE3ABUCHMO OT TOBA, HE CE MPENOPBHBA EAHOBPEMEHHATa ynoTpeba Ha CepTPaHH
M AJTKOXOJT.

Hpyeu cepomonunep2uyru rekapcmea
Buoxre Touka 4.4,

HeobxoauMo € NOBUILICHO BHUMAHHUE NPH NPHJIaraHe ¢ onuouau [Hanp. peHTtaHun (M3N0A3BaH npu
ob111a aHeCTE3UA HIIH 3a JISUEHHE Ha XPOHHYHA OonkKa)] M ¢ Apyru cepOTOHMHEPIHHMHH JIEKApCTBa

(BKAIOUUTENHO JAPYTH CEPOTOHMHEPTHUHK AHTUAENIPECAHTH, aM(peTaMUHU, TPHUITTAHM).

Cneunaniy npeanasHy MEPKU

Jexapcmea, xoumo yowvaxcaeam Q1 unmepeana

PuckeT oT yabiokaBaHe Ha QT¢ uHTepBana wunu kamephu aputMuu (Hanp. Torsade de Pointes, TdP)
MOXKe Ja Obae NOBUILIEH IPU €AHOBPEMEHHO MPUIOXKEHHE C TeKapCTBa, KOMTO yabmkasat QTc
HHTepBa1a (Hanp. HAKOM aHTUNCUXOTHULM Y aHTUOHOTHLM) (BK. Touka 4.4 1 5.1).

JTumuti

B nnaueb0o-KOHTPOIHPAHO NMpoy4YBaHe MpH 34paBk J0OPOBOJILK €AHOBPEMEHHOTO MPHIOXKEHHUE HA
CEPTPAJIUH C IMTHHA HE NPOMEHA 3HaYKUMO (PapMAaKOKKHETUKATA HA JIWTHM, HO BOAM 0 HAPACTBAHE HA
TpeMopa cnpamo anedo, KoeTo NokKaszsa Bb3IMOXHO (hapMaKOAMHAMUUYHO B3auMogeiicTaue. [pu
€IHOBPEMEHHO NPWIOKEHHE Ha CepTpanyH ¢ MUTHH nauueHTuTe Tpsabea na 6bnaT BHUMATEHO
MpocCaeaAsBaHH.

Denumour

[InayeGo-xoHTpONMparo npoyyuBaHe nNpy 3apasu A00pOBOALIM NOKa3Ba, Y€ ABJITOCPOHHOTO
NPHJIOKEHUE Ha cepTpasivd B no3a 200 mg/nen He BOAU 10 KIIMHMYHO 3HAYHMO HHXUOKpaHe Ha
mMeTabonusMa Ha peHATOHH. Benpeku ToBa, Thil NPH HAKOM Cly4aM HexeSTaHUTE Peakiuy ¢a
Bb3HHUKHAJIH OT BUCOKA €KCMO3KULIMA HA PEHUTOHH NPYU NaUUEHTH, NPpHEeMaLllM CepTPaIHH, NpenopbyBa
ce Aa ObAaT MOHUTOPHPaHM TUIA3MEHUTE KOHLEHTPALMM HA GEHUTOUH CNeA 3aTI04YBAHE Ha Tepanus
CHC CEPTPAIHH M CHOTBETHO ajalTHpaHe Ha 103aTa HA GEHUTOMH. B A0NMBbAHEHHE, CHNBTCTBALIOTO
NpUIoKeHHe Ha GEeHNTOUH, u3BecTed HHAYKTOp Ha CYP3 A4, Moxe Ja [IpHUYHHY HaMaliRBaHe Ha
JIA3MEHHUTE KOHLIEHTPALIMH Ha CEPTPAJIMH.

Memamuzo

EaHoBpeMEHHOTO NMPUNOKERNE HA CEPTPATIHH C METAMU30J1, KOITO € UHAYKTOp Ha MeTabonusupalum
eH3UMH, BKIoUKTEeNHO CYP2B6 u CYP3A4, Moxke na NpUYUHK HAMAJIABaHE Ha IUIa3MeHHTE
KOHLICHTpaLlMX HA CEPTPAIMH € MOTCHUNATHO HAaMaIsABaHe HA KIMHWYHATa eukacHocT. [lopaau Topa
ce npenopbuBa NOBHIIEHO BHUMaHHE, KOTaTO METAMM30J1 U CEPTPAJIUH CE NPUAAraT e1HOBPEMEHHO;
KNIHHUYHHSAT OTTOBOP WK HHBATA Ha JIEKapCTBOTO TpAOBa [1a ce npocieasasar cnopes cnydas.

Ipunmanu

Mma peaxy nocTMapkeTUHIOBY CHODIIEHNUA 324 NALMEHTH ¢bC cnabocT, xuneppedUieKCHa, HapyLieHa
KOOpAHHALHA, OOBPKAHOCT, TPEBOXKHOCT W BB30YAa cneln ynorpeda Ha CepTPA/IMH U CYMaTpUIITaH.
CUMIITOMH Ha CEPOTOHMHEPTrHUYEH CHHAPOM MOTaT Ja Bb3HUKHAT CHILO U MPH APYFH NPOAYKTH OT




Bapgpapun

EAHOBPEMEHHOTO NPHUITIOKEHHE Ha cepTpanrH 200 mg NHeBHO ¢ BapdapHUH € R0BENO 40 MAIKO, HO
CTATHCTHHECKH 3HAYUMO YAb/>KaBaHe Ha NPOTPOMOMHOBOTO BpEME, KOETO B PeIKH C/IyyaH MOKe Aa
NMPUUYUHH OTKIOHEeHHUe B cToHHOCTTa HA INR. [lopaau Tosa npoTpoMbHHOBOTO Bpeme TpsabOra na 6bae
BHHUMATE/IHO NPOCIENABAHO B HAYAJIOTO M CIIE Kpas Ha JIEHEHHETO ChC CEPTPAIIHH.

pyzu rexapcmeenu 83aumMo0eucmaus, OUSOKCUH, AMEHON0], YUMEMUOUH

EAHOBpEMEHHOTO NPUIOKEHHUE ¢ LLUMETURMH € A0BENO 10 3HAUYMTEITHO HaMasaBaHe Ha KJIMPBHCA Ha
cepTpaius. KnMHUYHaTa 3HaYMMOCT Ha Te€3H NPOMEHH He e u3BecTHA. CepTpaJiuH HAMA e(eKT BLPXY
Oeta-aapeHepruyHaTa O10kMpala akTHBHOCT Ha aTeHomnon. He ca HabnoaaBaHK nekapcTBEHH
B3aUMOICHCTBHA NPH NPIIOXKEHUE HA CepTpalidH B Ao3a 200 mg AHEBHO ¢ AHTOKCHH.

Jexapcmea, nogauseawiu ynxyuama Ha mpomboyumume

PHCKBT OT KbpBEHE MOXe Aa ObAe NOBUILEH, KOraTo NEKapCTBa, NOBIAWABALUM PYHKLHMATA Ha
tpombouutute (Hanp. HCIIBC, auetuncanuunnosa KUCenMHa YU THKIOMUANH), ANH APYTH AEKAPCTBa,
KOMTO MOTAT Aa MOBUILAT PHCKA OT KbPBEHe, ce npuiarat egHoBpeMeHHo ¢b¢ SSRI, BtounrenHo
CepTpaninH (BXK. Touka 4.4).

Heepomyckyanu baokepu
SSRIs morart na moHW>KaT akTUBHOCTTA Ha MJlaiMeHaTa XONUHECTEPasa, KaTo B PE3YyJITaT ¢e YAb/DKABA

HEBPOMYCKYJIHOTO §/10Kkupario AedCTBUE HA MUBAKYPUYM WIIM APYI'H HEBPOMYCKYIHH Gnokepu.

Jexapcmea, memaboausuparnu om yumoxpom P450

CepTpanut Moxe J1a aeHcTsa kato ciabd go ymepeH nHxubutop Ha CYP 2D6. [Tpoab/KUTENHOTO
MPUIOKEHHE Ha cepTpaivH S0 mg AHEBHO € A0BEIO A0 YMEPEHO NoBulIaBaHe (cpeaHo ¢ 23%-37%)
Ha PaBHOBECHMTE IUIa3MEHH HUBA Ha ae3unpamuH (mapkep 3a CYP 2D6 uz30eH3uMHaA akTUBHOCT).
KnnHUYHO 3HAYMMH B3aMMOJCHCTBUA MOTraT Aa Bb3HUKHAT ¢ Apyru cyocrpatn Ha CYP 2D6 ¢ TeceH
TepanesTHUeH MHAeKS, Karto Kiac 1C aHTHapUTMHUYHHK eKapcTBa, Karo nponadeHoH U eKkanHuA,
TPUUHUKAHYHHY AHTHACNIPECAHTH H TUITHYHHM @HTHIICHXOTHUH, 0COOEHO NMPHU NO-BUCOKK J03M
CEpPTpAaNUH.

Ceprtpanus He aefcTea kato HHXuOUTOp Ha CYP 3A4, CYP 2C9, CYP 2C19 1 CYP 1A2 B KnUHHUHO
3HAYUMa CTeneH. TOBa € MOTBBPAEHO OT in vivo NpOyUBaHUA 32 B3aWMOJEHCTBHE C

CYP 3A4-cyberpatu {eHaoreHeH KopTHuson, kapbaMazenut, TepdpeHaauH, annpasonam), ¢

CYP 2C19-cyberparta anazenam n CYP 2C9-cyberpatute TonOyramua, riubeHknamMua U QEHUTOHUH.

In vitro NpoyyBaHHA MNOKA3BaT, Y€ CCPTpajiHH HMAa MANBK HJIH HAMA HHKAKEB NOTCHLIHAN A HHXHﬁHpa
CYP 1A2.

[Ipu kpbecTOCAHO MPOoy4YBaHe NpH & 3apaBy JOOPOBOJILM OT AMOHCKH MPOU3XO0/l € YCTAHOBEHO, He
NMPHEMDBT Ha TPH Yalld COK OT rperndpyT AHEBHO YBENHUHaBaT I1a3MEHHUTE HUBA HA CEPTPATHH C
oxono 100%. I1o Ta3u npuuKMHA NPHEMDBT Ha COK OT rpeindpyT Tpadpa na ce u3dArea rno BpeMe Ha
JICYEHHETO ChC CEPTPAIMH (BK. TouKa 4.4).

B13 0cHOBA Ha NMpoy4yBaHE 3a B3aHMOACHCTBHUATA ChC COK OT MpeANGpyT, HE MOXKE 3 C€ M3KITIOUH
BBb3MOMHOCTTA €AHOBPEMEHHOTO Npuaraie Ha cepTpaivH U MolHH CYP3 A4 nuxuburopu, xato
HanpyuMep NpoTea3sHd UHXUOHUTOPH, KETOKOHA30J1, MTPAKOHA30/1, ITOCaKOHA30J1, BOPHKOHA30J1,
KJIApUTPOMHLIHMH, TEJIMTPOMHLHH K Heda30A0H, Aa AOBEAE JOPH AC NO-rOIAMO YBe/IH4aBaHe Ha
eKCIO3HIUATA KbM cepTpaiuH. ToBa ce oTRaca v 10 ymepeHuTe CYP3 A4 nuxuburopw, Hanp.
aNpENUTaHT, EPUTPOMULIMH, (IYKOHA30J1, BepanaMun ¥ aunrtrazeM. [puemsT Ha MowHn CYP3A4
MHXUOUTOpH TpAOBa Aa ce u30ArBa Mo BpeMe Ha JICUECHHE CbC CEPTPASIMH.

He moxxe na ce uskmtoun, ue HHaAYKTopute Ha CYP3 A4, nanp. penobapburan, kapbam
KaHTAPHMOH K pU(aMIHLMH, MOTaT Ja JOBEJAT A0 HAMAaJIABAHE Ha IJIA3MEHHTE HHUBA

[Ina3zMeHHTE HMBA HA CEPTPATIMH Ce NOBUIIABAT ¢ 0K0N0 50% npu BaBuuTe MeTabo
CYP2C19 B cpanenue ¢ Oxp3ure Metabonusaropu (Bx. Touka 5.2). He moxe na 6
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B3aUMOAEHCTBHE Che CHIHK MHXUOUTOpH Ha CYP2C19, Hanp. oMenpa3zon, naHsonpa3son,
navTonpazson, pabenpason, payokceTuH U PNyBOKCAMHH.

4.6 DepTHaANTET, OPEMEHHOCT H KbPMEHe

bpeMeHHOCT

He ca nposexxaaHu afeKBaTHO KOHTPO/HPaHH NPOYy4BAHMA NpH OpeMeHHH KeHHU. BripekH ToBa,
3HAYUTENIHO KOJIMYECTBO JaHHH HE Ca AOKAa3aM Bh3HHKBAHE HA BPOASHHU MandopMaLuH, IPHIHHEHH
OT cepTpalivH. [IpoyuBaHUATa NPH >KUBOTHU Ca pa3KpUNn e(peKTH BbPXY PeNpodyKTHBHOCTTA,
BEPOATHO B PE3yNTaT OT TOKCUYHOCT HA MakKara, NpUUMHEHA OT (apMaKOAMHAMHYHOTO EHCTBHE Ha
CbCTABKATa W/HM OT AUPEKTHOTO PapMaKOIUMHAMHUYHO AEHCTBUE HA ChCTABKAaTa BLPXY (L1o4a (BxK.
Touka 3.3).

HMMa cpoblueHus, ye ynorpebara Ha CepTpaiuH 110 BpeMe Ha OpeMeHHOCT NPeAU3BUKBA CHMITTOMH,
ChOTBETCTBALIH HA peaKLydH Ha OTHEMaHe NP HAKOU HOBOPOJEHH, HWHMTO MaHKU ca OMIIM Ha Tepanus
cbC ceprpanuH. Tosu peHomeH € Oun Habmoaaean coo K ¢ apyru SSRI. CeprpanuH He ce
npenopb4Ba o BpeMe Ha OpeMEHHOCT, OCBEH aKO KIIMHHYHOTO ChCTOSHHE Ha XKEHATa € TaKoBa, ye ce
OYaKBa ro/3aTa OT JICYEHUETO Aa HAAXBBPIH MOTEHUHANHHS PUCK.

ObcepBaLiKOHHHUTE AAHHY NMOKA3BAT MOBULIEH PUCK (MO-MANKO OT 2 MBTH) OT NOCIEPOAOB KPbBOU3IIUB
ciaen excnoznuua Ha SSRI/SNRI B pamkuTe Ha noCneAHUS MeceU Npear paXaaHeTo (BiK. TOUYKH 4.4 K

4.8).

Hoeopoaeuure Tpabsa na ce HabmopaeaT, ako MaiixaTa € Npoab/LKIIIA 1a IPHEMa CePTPaNHH Mpe3
MO-KbCHHUTE €TaNH oT OpeMeHHOCTTa, 0OCOBEHO Npe3 TPeToTo TpUMeceuue. AKO Majikara e npuemana
CEPTPAJIMH Npe3 NO-KbCHUTE €TanM 0T OPEMEHHOCTTA, C/IEIHUTE CUMITTOMH MOTAT [1a Ce MPOABAT IpH
HOBOPOJIEHOTO: PECHHPATOPEH AUCTPEC, LIMAaHO3a, allHeA, NpyunaabLy, HecTaDMITHOCT HA TelecHaTa
TEMMEPATypPa, 3aTPYAHEHO XPAHEHE, NMOBPBUIAHE, XUTOTAMKEMHSA, MOBHILIEH MYCKYJIEH TOHYC,
MOHIKEH MYCKYJ/IEH TOHYC, XHUIteppedIEKCHs, TPEMOP, MOBHLLIEHA Bb30YAUMOCT, pa3ipa3HHUTEHOCT,
NeTaprus, NOCTOAHEH IU1ay, CbHIMBOCT H TPYAHOCT NPH 3acliMBaHe. Te3n CHMATOMH MOFAT Aa ce
ABLJDKAT WK HA CEPOTOHUHEPrH4YHH €eKTH, WK Ha CHMIITOMH Ha OTHEMaHe. B noseueto cnyyau
YCIOXHEHHATA HACTBNBAT BEOHAra WiM ¢Kopo (<24 yaca) cien paKIaaHeTo.

EnuneMHonordyHy JaHuu npeanosarar, 4e ynorpebara Ha SSRI no speme Ha OpeMmenHoCT, ocobeHo
B HanpeaHana OpeMeHHOCT, MOXE [a MOBULIM PMCKA OT NEPCUCTHPALLA NMYJIMOHATHA XUIIEPTOHHUA Ha
HoropoaeHOTO (Persistent puimonary hypertension in the newborn, PPHN). Habnmonasanusar puck e
oun npubnusurenHo 5 cny4vas Ha 1 000 6pemennocTy. B obulata nonynaums HacTenear 1 1o 2
cny4as Ha PPHN #na 1 000 6pemennocTtm.

KbpMeHe

[lybnukyBaHUTE JaHHH 3a HAUBATA HA CEPTPAIMH B KbpPMATa COYAT, Y€ MAJIKU KOJIMUECTRA CEPTPAIIUH H
HeroBus MeTabonur N-1ecMeTUICEPTPASIHH Ce eKCKpeTUpaT 8 kspMarta. Karo usano npenebpexxumu
WJIH HEJOJIOBHMH HUBA HA cepTpaiui ca OMNH OTKPUTH B CEpyMa Ha KbpMadeTa, ¢ €AHO HIKIKOUEHHE
Ha HOBOPOAEHO ChC CEpYMHH HMBa 0K0oN0 350% oT HHUBOTO Ha MaiikaTa (HO Oe3 3abenexxuM edekT
BBPXY 3APABETO HA TOBA KbpMaue). Jlocera He ca AOKIAABAHM HEeXENaHH peakliMd BbpPXY 3ApAaBETO Ha
aela, KbpMEHH OT MaHKH, pHeMallli CEpTPaIMH, HO PUCK HE MOXKE Ja c€ H3KIIouH. [Ipunoxenuero
NPH KbPMAUKH He ce MpenopuUBa, OCBeH B CIY4auTe, KOraTo Crope] pelieHKaTa Ha JieKapa nojsara
OT IEYECHHETO HAAXBBPIIA PUCKA.

DepTHINTET
JAaHHHTE NpPH XHUBOTHH HE MOKA3BaT BAMAHHE HA CEPTPAJIMH BbPXY [10KA3aTEJIHTE Ha
(Bx. Touka 5.3). CrobwmaBaHure cnyvau npu xopa ¢ Hakou SSRI nokasear, ye ege
KayecTBOTO Ha criepMara e obparuM. [lo MomeHTa He € HalJtogasaH eekT BbpXy
Xopa.
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4.7 Ed¢ekTu BbpXY cnocobHocrTa 3a modupane H pabora ¢ MAIUHHH

Knuuuunm ¢papmMakoOriuHy NpoyvBaHus ¢a NMokKasasu, Ye cepTpaniH HAMA eeKT BEpXyY
rncuxomoTopHyTe PyHkuuu. B cpioto Bpeme obaue, Thit KaTO NCHXOTPONHHTE JIEKAPCTBA MOTAT 4
HapyLIaT ICUXUMECKUTE UM PUIHUECKUTE CITOCOOROCTH, HeoOX0AUMH 3a OCBIIECTBABAHE Ha
NMOTEHLHATHO ONACHU 3aaauu, kato ynpasneHue Ha MIIC nnn pabora ¢ Mmamuuy, ce npenopruea
MaudeHTHTE Aa OBAAT NpeaynpeacHH.

4.8 Hexenanu neKapcTBEHHN peaKkUHH

["aneHero e Hal-yecTaTa HeXKenaHa peakuus. [Ipy neyeHHeTo Ha COLMANHO TPEBOXKHO PA3ICTPOHCTBO
CEKCYATHH HapylueHHs (JIMICA Ha eAKyJaLus) IPU MBXKe ca Bb3HUKHANU NpH 14% npH cepTpaiuH
cnpamo 0% nipu rianebo. Te3u HexkenaHU eeKTH ca JO303aBUCHMH H YECTO Ca C IPEXO0/IEH XapaKTep
MpPHU NPOALKABAHE HA JIEYEHHETO.

[TpodubT Ha HeXeNaHHTe peakiuy, yecTo HabnonaBany B IBOMHOCTENH, MaLefo-KOHTPOIMPaHH
npoyu4BaHua npy nauueHty ¢ OKP, nauuuecko pascrporctro, [ITCP u counanto TperoxHO
pa3scTPOMCTBO, € CXOACH ¢ TO3H, HabnloJaBaH B KIMHUYHUTE NPOYHBAHHA TPU MALHEHTH C AeNpPecHs.

Tabauya 1 nokassa HeXXENaHUTE peakLMy, HaO/M04aBaHH B MOCTMAPKETHHIOBUSA NepHoa (¢
HEU3BECTHA YE€CTOTa) U OT M1auebo-KOHTPOAUPAHH KIHHUYHHK NMpOyUBaHUA (BITIOUBALLH 0010 2 542
NaLMeHTH HaA cepTpaiuH K 2 145 Ha nauebo) npu nenpecus, OKP, naHuuecko pasctpoiictso, [TTCP
U COLIMATTHO TPEBOXKHO Pa3cTPORCTBO.

Hsakou HexxkenaHu peakiiuu, uzdpoenu B Tabnuua 1, Morat na HamMaJIeAT MO HHTEH3HUTET H YECTOTA NPH
NPOABL/DKABAHE HA JICHEHHETO U 110 MPUHLIUIT HE BOIAT 10 NPEeKbCBaHE Ha TeparuaTa.

Tabnuua 1: Hexcenanu peakyuu
YecTroTa HA HEXKEJAHHTE peakiny, Hab oNaBaHU B N1a1e(0-KOHTPOJIHPAHH KJIHHHYHH NPOYYBAHHSA APH
aenpecus, OKP, nanuvecko pazerpoiicteo, IITCP 1 counanHo TpeBokHO pa3cTpoicTBO.
O6001men aHa M3 H ARHHH OT NOCTMAPKETHHIOBHA ONHT.

e
i
Cucremo- Mmuoro yecty | YecTH HeuecTH Peakn l C Hen3BecTHA
OprafHen (=1/10) (>1/100 no (=1/1 000 no (=1/10 000 po <1/1 000) yecToTAa
KJIAC <1/10) <1/100) l (OT HANTHYHHTE
AAHHH HE MOKe A |
Oble HanpaBeHa
OLEHKA)
I , A )
Hudekuun n Hudexuna Ha | lNactpoenteput, | JAusepTHrynut® ’
HH(ecTalMnH | FOPHUTE Bb3NaNeHHe Ha
JINXaTeTHH CpedHOTO YXO
MbTHLLIA, {
(hbapHvHIuT,
PHHHT

e . e

Heonna3zMu l I | Heonasma !
aobpokaue-
CTBEHH, ‘
3JI0Ka4yecTBe-
HU W

Heornpenene-

HM (BRI,
KHCTH H
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Tabnuya 1: Hexcenanu peaxuyuiu

YecToTa HA HexkeNaHHTE peakity, #aba101aBaHN B N1aNe60-KOHTPOJMPAHH KIHHHYHN NPOYYBAHHS HPH
nenpecun, OKP, nannyecko pascrpoiictso, IITCP n counanno TpeBokHO pa3cTpoiCTBO.
O0600men anaans u ARHHH 0T NOCTMADKETHHIOBHSI OMMT.
; R AR _—
{ Cncremo- | MHoro uectn I Hecern | Heuectn Penxu C nenssectna
| opraunes (=1/10) 171000 | ¢1/1 000 oo (=1/10 000 no <1/1 000) 1ecTOoTa
KJac <1/10) | <1/100) (0T HannuHHTE
JAHHK HE MOKe 2 |
’ | Omae nanpaBena |
OUEeRKA)
) )  E— ; - .
MOANIIN
e I R I
Hapyiienns | JInmbaneHonaTus,
Ha KPBLBTA H TpOMOOUMTONEHHA  eB
numbHara KOMeHu s
CHUCTEMA —_—_l-
: : R i
Hapyinenus | CBpbX4yBCTBH- | AHadWIAKTOHIHA
Ha UMYHHAT& TEJIHOCT , peakuMsa’
CHUCTEMA CE30HHa
L?nepruﬂ‘
HapyieHnus XUNoTupeouau- | XunepnpoilaKkTuHe-
Ha IBM" MuA’,
€HAOKPHUHHA- { HEa/1IeKBaTHA CEKPELIHS
Ta CHCTEMa HA aHTHAHYpPETHYEH
XOPMOH ™3 |
A ; I , i
HapyuwieHus [TonmxeH Xunepxonecre- |
Ha aneTHT, | ponemMHa’s, |
| MeTabonn3ma MNOBHILEH 3axapeH auaber”, |
K XPaHeHeTo aneTut’ XUIIOMIMKEMHUSA ", |
- XUMEPriauKeMHua™s, I
XHIOHATpHEMHA" _
— - : e .
| [TcnXH4HH be3chHUE Tpeaomuoc*r*, Cynunasa KOHBep{"c’HH%
HADYICHHS | nenpecus °, uaeawns/ pﬂSCTPOHETzD ,
sh3Gyna’, noBeaeHue, MnapoHUpHa’,
HOHMSKEHO NCHXOTHYHO | NeKAPCTBCHA
ubumo", | pascTpoHcTBO®, | 3aBUCHMOCT, |
HEPBHOCT, aOHOpPMHO COMHaMOYJIH3BM,
RenepcoHaH- MMCJIEHE, npexaespeMeHHa
— anarms, | eaxynatms
KOLMADH, XMOLURHALMH,
| OpYKCH3IBM® arpeen
| eypopuyuHO
| HacTpoeHHe",
| napaHos
!. : — A i | -
Hapyisenns | 3amasiHOCT, Tpemop, AMHe3us, Koma®,
Ha HepBHaTa | rnapobonue’, | ABUTraTEHMHU XUII0ECTE3UA ", aKaTh3nA (BX.
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Cucremo-
opranen
KJIaC

i I
cucrema CBHJIUBOCT

T

Hapywenus l
Ha OUMTE

Hapyuwenuns
Ha YXOTO U
nabupunra

I

—j

Tabauua 1: Heswcenanu peakyun

O600men aHAIN3 H JAHHH OT MOCTMAPKETHHIOBHS OIIHT,

MHuoro 4yectn
(=1/10)

Yecrn
(=1/100 o
<1/10)

l HapyLIeHUA

(BKA.
eKcTpanupa-
MHIHH
CHMIITOMH KaTO
XHMIMEPKUHE3NA,
XMITEPTOHYC,

AUCTOHMA,

CKbPUAHE ¢BC
3604 WK
HapylleHHs B
NOXo/Kara),
napecTesus ,
XUNEPTOHYC',
HapYLICHUE Ha
BHUMAHUETO,

oucreysus

3pPUTENHO
HapylueHue'

B R

HeuecTn Peakn
(>1/1 000 zo | (21/10 000 g0 <1/1 000)

<1/100)

- |
MYCKYJ/THH Touka 4.4), AMCKHHE3US,
ChKpaLICHHS, XUIEepPECTe3UA,
HEBOJIEBM”, MO3BYHO-CHAOB Cla3bLM
CHHKOI, (BKIIOUNTENHO 0OpaTHM
XUNEPKHHE3UA", | LepebpaneH Ba3OKOH-
MHUIpeHa’, CTPUKTUBEH CHHAPOM H
KOHBYJICHH', cuHapoM Ha Call-
samaiisane npy | Fleming) *,
NMPOMAHA Ha [ICHXOMOTOPHO
1no3ara, HecnokoHcTBHe ™ (B,
HapyileHa TOYKa 4.4), HapyllueHa
KOOpAHHALINA, CETHUBHOCT,

HapylleHHe Ha
peyTa

|

TunuTyc"

bonka B yxoTo

XopeoareTosa’, Chuo
[PH3HALU U CUMIITOMH,
CBBP3aHH ChC
CEPOTOHHHOB CHHOPOM®
WJIH 3/10Ka4YeCTBEH
HEBPONEMTHYEH
CHHPOM: B HAKOU
CITyvad CBLP3aHH ¢

e JHOBpPEMEHHOTO
NPHIIOKEHHUE HA
CEPOTOHMHEPrHYHH

| nekapcrTBa, KOMTO
BKJIIOYBAT BL36YIa,
obbpkBaHe, 06HUITHO
H3NOTABAHE, AHAPHS,

BUCOKa TEMIEpaTypa,
XUTNIEPTOHUSA, PUTHAHOCT
i TaXUKapAus®

CKOTOM, Fnaykoma,
aumnonusa, gorododus,
xubema*t, HeeHAKBY
3eHULK"?, aBHOpMHO
3peHnet, HapylueHue Ha
CIb3HUTE HKIIE3H

pibiibirivinkinkiie
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YecroTa HA HOKEJIAHHTE PeaKIKH, HabMonaBasH B N1a1e00-KOHTPOJIHPAHN KIAHHHYHN NPOYYBAHMA NPH
aenpecus, OKP, nannuecko pascrpoiicrso, [ITCP u connanuo TpeBokKHO paicTpoicTBO.

e

-

C nemiBecTHA
YeCcTOoTA
(0T HANTHYHHTE

OLIEHKA)

AAHHH HE MOXKe 1A
OnLae nanpaBeHa

A RS, Ay

I Makynonatus

P




HecToTa HA HEXKETAHATE PEAKIHH, HAOII0AaBANN B NJ1a1e60-KOHTPOJIHPAHH KJIHHHYHH NPOYYBAHHUA NPH
nenpecus, OKP, nanngecko pascrpoiictBo, IITCP u counanno TpeBoKHO pa3cTPOHCTBO.
O6001men ananu3 ¥ JAHHH OT MOCTMAPKETHHIOBUA ONHKT.

Tabauya 1: Hexcenanu peakyuu

T b o

OnIHapHHy

;
Cucremo- | Mnoro yeetn Yecrn | HeuecTn Peakn C HeH3BecTHA
opraneH (=1/10) (=1/100 no (171000 70 1§ (>1/10 000 70 <1/1 000) ; qecToTA
KJAac <1/10) <1/100) | !  (oT HAIHMHHTE
l AAHHH He MOXKe Ra
Oble HanpaBeHa |
OLIEHKA) |
l — S — I
Chpreunn [Tannuraumu’ Taxuxapaus’®, MuokapaeH m‘mbaprcr‘i |
| napymenus | ChpACHHO Torsade de Pointes**
| HapyilleHue (Bx. ToukH 4.4,4.5 n
5.1), 6paaukapaus, | |
yobxaBane Ha QTc ’E |
| UHTepBana® (Bx. .
| Touku 4.4,4.5u 5.1) |
| Cur0BH ["'opemiy BbaHH® | AODHOpPMHO [Tlepndepna ucxemus |
HapyLIeHNs KbpBEHE
(kaTo
FACTPOMHTEC-
| TMHAJTHO
KbpBEHe) °, i
XHNepPTOHUS", |
| 3avepBABaHeE, |
ixeMaTypuﬂ' |
—_— S— RS | -
' [Ipo3aBaue’ | JucnHes, | XHIIEpBEHTHAALIUSA, |
E:::,EZT{OHPH | | emucTakcuc”, HHTEePCTUHLIHANHA
MeTHACTH- 6poHxocnassM’ ] Senoapobra Gonecr*?,
i coumogunns =
| HApYyUIeHHA ' . |
: | JIAPUHTOCNIA3EM,
nucoHus, cTpuaop™, |
1 XHUTIOBEHTUNALIWS,
| . I _ | | XxBauaHe L .
Cromawno- | [anete, | Aucnencus, MeneHa, Paaaassmaﬂe; Ha yCTaTa, MHKPE)CKDI'ICI{H 'r
4PEBHH HAPHSA, CYXOTa 3areK”, - 3bOHU | naHKkpeaTut™ KOJIUT
HapylieHMs | B ycTaTa kopeMHa Oonka®, | HapylIeHHs, XEMATOXE3MA,
NOBPBLLAHE", e30(arur, pa3sa3BABaHE HA €3MKa,
daaTyneHuus FOCHT, CTOMaTHUT
XEMOPOMH,
CBpbXCEKpeLus
Ha CJIFOHKA,
aucgarus,
OpUrBaHe,
HApYLLUECHUE HA
I €3MKa A P
o L S N |
Xenaro- AOHOpMHa 7 BT .
yepHoaApoOHa ¢y prse it / & !
'@h Sl

CEPHO3HH YCPHOALE
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Tabnuua 1: Hexcenanu peakyuu

—
Cucremo-

OpraHes
KJac

(>1/10)

MHoro 4ectH

HApYLUEHHA

Hapywenus
Ha KOXXKaTa H
NMOJAKOKHATa
TbKaH

]

4

YecTH HeuecTH
(=1/100 o (>1/1 000 no
<1/10) <1/100)
Xunepxuaposa, | [lTepropbutaieH
obpus’ OTOK",
ypTHKapHa®,
anoneuus’,
chphex”,
mypmypa’,
| IEPMATHT,
CyXa KOXa,

| OTOK Ha JIULIETO,
| CTYZleHa MoT

| YecToTa HA HeXKeNAHHTE peaKkluH, HAG/MOnaBann B NNanef0-KORTPONMPAHH KJIHHHYHH NPOYYBAHKSA NPH
nenpecusn, OKP, naauuecko pascrpoiicrso, IITCP u counanno TpeBokHo pazcrpoiicTso.
O06061eH aHaNU3 N JAHHHU OT NOCTMAPKETHHIOBHSA OIHT,

Peaxknu
(=1/10 000 ao <1/1 000)

}

i —

C HensBecTHa
JeCTOTA
(OT HANHYHHTE

—_————m——

AAHHH HE MOXKe Ja

OLae HanpaBena
OUEHKA)

'bﬁHTHH (B TOBAa YHUCIIO
XENAaTHT, XXbITEHULIA U
qyepHOApoOHa
He,uoc’ranqﬂocﬂ

| Peaku c1yuan Ha TEXKKH
KOXHH HeXeTaHH
peaxunH: Hamp.
CHHAPOM Ha Stevens —
Johnson® u
enuaepManua

| Hexponuza*s,

| KO>kHA peakuua’s,
POTOUYBCTBUTET-HOCT,
aHruoeaeM, abHOpMHA
CTPYKTYpa Ha KOcaTa,
abHOpMHa MHpH3Ma Ha
KOXaTa,0yno3eH
AEPMATHT, QOJIMKYJIAPEH
_[ o6puB

- o

b - i

o Ay i

Hapyiuenns
Ha
MYCKY/THO-
CKeneTHarta
cCUCTEMA U
ChEANHUTE-
HaTa ThKaH

Hapyulenns
Ha
61bpeuuTe 1
MUKOUHUTE
MbTHLIA

boska B rvp0a,
apTpanrua’,
MHAITHA

F .

{ OcTeoapTpur,
MYCKYJHH
MOTperBaHus,
MYCKYJIHH
Kpamnu’,
MYCKYJIHA
cnaboct

[Tonakuypus,
MHKLHOHHO

| HapyllleHKe,

| 3aIpbXKKa Ha

| ypHHaTa,

| HezaobpxKaHE Ha
ypHHa’',
NoNuypus,

HUKTYPHA

Pa6aomuonuza’s,
KOCTHO HapylmIeHHE

HepaBHomepHa cTpys Ha
ypHHaTa', OJINrypus
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Tpusmyc’,
HapylleHHe,
noaoOHO Ha

MHOXECTBCHaA allUJI-

KOEH3UM A
NEXHIAPOTeHa3Ha
HEJOCTATBUYHOCT

i (multiple acyl-

coenzyme A
dehydrogenase
deficiency,
MADD)*




Cucremo-
opraies
= KJIAC

¥

t

HapyeHnus
Ha
Bb3MPOU3IBO-
AUTEJTHATA
CHCTEMA H
rbpaaTa

|06mn
HapYLUECHHA U
e(PEeKTH Ha
MACTOTO Ha

NMPHJIOKCHNC

Hacnenpanusd

|

Hapanssanus
OTPaBAHHUA U

YCIHOXHEHHUA,
Bb3HHKHAIH
B PE3y/ITaT
Ha
MHTEPBEHLIUM

XHpypruue-
CKM H
MEANLIMHCKH
WHTEPBEHLHH

MHoro uectH
(21/10)

o

Tabnuya 1: Hexcenanu peakyuu

idiriinpe

JIurnca Ha
CAKY1aLMS

Ymopa®

YecTOTa HA HEXKEJAHUTE PEAKUHH, HA0I0JaBAHRK B N1aRe00-KOHNTPONHPAHH KJIHHHYHH NPOYYBAHHS NPH
aenpecusi, OKP, nann4ecko pazcrpoiicteo, IITCP u connanno TpeBoKHO pa3cTpoicTBO.
O06061mex anann3 U IAHHH OT NOCTMAPKETHHIOBHSA OIHT.

Craopasimpsapaiiia
MHTEePBEHLINA
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YecTH HeuecTn Peaxu C Hen3BecTHA
(>1/100 00 | (C1/1000 300 | (>1/10 000 po <1/1 000) 4ecTOoTA
<1/10) <1/100) (OT HANMHYHHTE
| AQHHH He MOXKe A4
' ' 6bae nanpaBena
OUEHKA) }
[ 1
Cmywenus Ha | CexkcyaiHa INanakropes’, [Tocneponos
MEHCTPYaNHUA | AHCHYHKLHUS aTpoduUeH KpbBOH3IUB™, T
LKD", (BXK. TouKa 4.4), { BY/JBOBAarHHMT,
€pEKTUNIHA MEHOpAaru4, FeHUTAIHO Te4YeHHUeE,
NUCOHYHKUMS | BraranmiLHo | GanaHonocTHT™S,
KPBBOTEUEHHE, | FTMHEKOMacTHs’, *
CeKcyaliHa | IpUanK3bM”
anchyHKLUA
MpM KeHaTa (BXK.
touka 4.4)
Cnaboct®, [Mepudepen XepHus,
rppaHa 6onka®, | oTok’, HaMaJIeHa MOHOCHUMOCT
HepasIoyoxe- BTPUCAHE, KbM JIEKAPCTBOTO
HHUE®, | HAPYIUEHME Ha
[MOBHLIIEHA | moxoakara’,
TemIleparypa’ Kakaa |
)
YBenuyeHo YBenvdueHa { [Topuiien cepymen
TEJAECHO TErNo® | anaHMH { xonectepon®, aOHOPMHH
aMHHOTpaHC- | CTOMHOCTH Ha
| pepaza’, nabopaTopHUTE
| yBEJIMUEHA pe3yaTaTtH, abHOpMHOCT
acnapTar Ha ClepmMara,
aMHHOTpaHC- NPpOMEHEHA
¢epasa’, TpoMOOUNTHA PYHKLHA
HaMaJieHO *$
Te/lecHO Terno’
HapaHsisaHe
e i —




=

Tabnuua 1: Hesxcenanu peaxyuu
HecTOTa HA HEXKEIAHHTE PeaKiHH, Hab1100aBanK B M1anef0-KOHTPONHPAHN KIAMHHYHHE NPOYUBAHHS NPH
nenpecusi, OKP, nannuecko pazcrpoiicrso, IITCP n counanuo TpeBoxkHo pazerpoiicTso.

O6o0ieH aHAIH3 H JAHHH OT NOCTMAPKETHHIOBHS ONMHUT.

Wmm - - —_— i, NIRRT —
{ !
Cucremo- MHuoro uectn Yeen HeuvecTnt Peaku C HenzpecTHA
OpraHeH (=1/10) (>1/100 no =1/1 000 no | (1/10 000 g0 <1/1 000) 4eCcToTa
KJjac <1/10) <1/100) (OT HATHYHHTE

AAHHR HE MOXe Ja
Obae HanpaBeHna
OLEeHKA)

*HJIP, vnerTHdHLUHPaHH B MOCTMapKETHHIOBHA NEPHOA

* HJIP, npn KOWTO YECTOTAaTa € onpexencHa Ha 0azata Ha O4aKBAHA IOpHA rpaHuia ot 95% AoBepUTeNneH KHTEPBAN, H3NON3BAHKH

»[IPaBHJIOTO Ha 3”.

"Tosa cu6uTHe e cboOLIaBaHO 3a knaca nekapetsa SSRIs/SNRIs (Bx. Touks 4.4 u 4.6).

——. P o

CHMNTOMM Ha OTHeMaHe, HablioaaBaHu NpK CMpaHe HA JIEUEHUETO CHC CEPTPAJIMH
Cnupanero Ha cepTpainH (ocobeHo KoraTo e sHe3anHo) OOMKHOBEHO BOOH 10 CHMITTOMH Ha

OTHeMaHe. 3aMasHOCT, CETHBHH HAPYUWIeHUA (BIUTFOUHUTENTHO MAapecTe3ns ), HapyLIEHUs HA ChHA
(BKITIOUHTENHO 0€3CHbHHE U MHTEH3WBHO ChHYBAHE), Bb30y1a WIH TPEeBOXHOCT, rafieHe W/Hau
NOBPbLUAHE, TPEMOP U rN1aBobOIMe ca Hall-uecTo ¢hobasanuTe. 11o npuHLUMnI Te3u cEOUTHSA ca TEeKH
RO CPEHO TEXKKH Y Ca CaMOOIrpaHM4aBalliy ce; NpU HAKOU nauydeHTH obaye MoraT Aa ObaaT TeXKH

W/ wiu npoabLKUTENHN. CNefOBATEIHO, KOraTO NEUEHHETO ChC CEPTPAJIMH BeUe HE € HATOXKHTENHO, Ce

MpenopbHBa CNIHPAHETO MY [la CTABa IJIABHO, 4Ype3 MNOCTENEHHO HaMaJIiBaHe Ha J03aTa {BiK. TOYKH 4.2
u 4.4).

.HHQB. B CTAPYCCKA Bh3pacT

SSRI unu SNRI, BraouuTenHo cepTpanuH, ca SUIM acCOUHUpPaHHU Che CTyUYad Ha KIIMHWYHO 3HaYHMMa
XHIMOHATPUEMHA NPH MAUMEHTH B CTAPYECKA Bb3PacT, 33 KOUTO € Bb3MOXHO f1a ¢a M3JIOXKEHH Ha
NO-BUCOX PUCK OT TOBa HeXeNaHO ChOUTHE (BXK. ToUKa 4.4).

IMeauarpuusa Nomynanus
[Ipu noseue ot 600 negUaTpUyHH NALMEHTH, JIEKYBAHU CbC CEPTPAIHH, OOLIMAT NpodHa Ha

HEXKEJIaHH PeaKLMM Karo uano ¢ 6un noaodbeH Ha HabnogaBaHUA B MPOYYBAHUATA NPU BL3PACTHM.
CnenHuTe HEeXeNaHy peakuuy ca Onunu ¢cpobLeHU OT KOHTPONUpaHHU npoyyuBanusa (n=281 nauneHTH,
NIEKyBaHH ChC CEPTPAIHH):

Munozo vecmu (21/10). 'napobonne (22%), 6esctHuUe (21%), amapusa (11%) u rapene (15%).

Yecmu (217100 00 <1/10): T'ppaHa Oonka, MaHUA, MOBHLLECHA TEMIIEpATypa, NOBPbILAHE, AHOPEKCHA,
adbexTHUBHA NabUAHOCT, arpecus, Bb30yna, HEPBHOCT, HapYyLI€HO BHUMaHHUe, 3aMasgHOCT,
XHTIEPKUHE3Usl, MUTPEHA, ChHIMBOCT, TPEMOD, 3PMTEIHO HAPYUWEHHE, CYXO0Ta B YCTATa, JHCIICTICHA,
HOIIHY KOLUMAPH, YMOpa, He3aJpbKKa Ha ypHHaTa, OOpHB, aKkHe, elUCTakCHC, (hJIaTy IeHLIMA.
Hevecmu (= 1/1 000 oo <1/100): Y apnxen QT-unrepBan Ha EKI” (Bx. Touka 4.4, 4.5 1 5.1), onut 3a
caMOYOHICTBO, KOHBYJICHH, €KCTPanUMpaMMAHO HapYlleHHe, NapecTe3us, Aenpecus, XaltouMHanHa,
nyprypa, XUNepBEHTHIIALIMA, AHEMHA, HApYLLIEeHa YepHOoApoOHa GyHKUMA, YBEIUUYEHA alaHUH
aMUHOTpaHCEpas3a, LUUCTHT, XEpIeC CUMILIEKS, Bb3NAJICHHE Ha BbHIIHOTO YX0, O01Ka B yXoTo, 60/iKa
B OYMTE, MUAPHA3A, HEPA3MOIOKEHHUE, XEMATYPHA, THOEH 0OPUB, PHHHUT, HApaHABAaHE, HAMAABAHE Ha
TEJIECHOTO TErN0, MYCKYJIHO NOTpenBaHe, aDHOPMHM ChHUING, anaTHsA, andyMUHypHA, NOTAKUYpUS,
MOAUYpHA, TpbIHa 60JIKa, MEHCTPYANTHO HApYILIEHUE, ANONeLHns, ASPMATUT, KOIKHO HApYILUEHHE,
abHOpMHa MHPH3Ma Ha KOXKaTa, YpTHKapUsa, OpYKCH3IBM, 3auepBaBaHe.
C Heuszgecmua wecmoma. eHypesa

Knac-etbektn
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EnuaeMHONoryuHUTE NpoOyYBaHHUA, NPOBEAESHH OCHOBHO NPH MallMEHTH Ha sb3pact 50 roauHH H
Moseue, NOKA3paT MOBULIEH PUCK OT KOCTHH QPaKTypH Npu naudeHTH, npuemainu SSRIs u TCAs.
MexaHU3aMBT, BOAEL A0 TO3IU PHCK, € HEU3BECTEH.

ChobuiapaHe HA NOJO3UPAHU HEXKETAHH PEAKLIHH

CpoOuiaBaHeTo Ha MOAO3MPAHH HEXESTaHH peakLlny cnel paspelnaBaHe 3a ynorpeda Ha NeKapeTBEHUSA
[POAYKT € Ba)kHO. ToBa N03B0MABA 1a MPOABLIKHA HAOMIOASHHETO HAa ChOTHOLIEHHUETO NO3a/PHCK 3a
nekapcTBeHUA npoayKT. OT MEAUUMHCKHUTE CIELHAIMCTH Ce H3UCKBA /12 ChoO1aBaT 3a BCAKA

MOAO3MpaHa HexenaHa peakuus upe3 ManbnHuTenna areHuus no Jekapcrsara, yi. ,,Jaman ['pyes”
Ne 8, 1303 Codmus, ten.: +359 2 8903417, yebeaitr: www.bda.bg.

4.9 Ilpeno3zupane

TokcH4YHOCT

CepTpajiMH HMa TEpANeBTUYHA rpaHMiia Ha DE30MacHOCT, 3aBUCMMA OT NALKEHTCKATA Nonynaluus
W/HUITY NPUAPYXKABALWOTO NeveHne. DaTalnHu cnyvyau OT Npeao3dpaHe ca cxobmaBaHH caMOCTOATETHO
Wiu Npyv KOMOMHALMA Ha CEPTPAIIMH C APYry NEKapcTBa W/ WK ankoxon. CneioBaTeNHO BCEKH Cyuaii
Ha npeao3upade Tpadpa ga OvpAe NEKyRaH arpeCHBHO.

CumnroMu

CHMNOTOMHTE Ha npe,uosupaﬂe BK/IIOHBRAT CCPOTOHHUH-MEAUNPAHH HEXKECIIAHHN JICKAPCTBEHH PEaKiLHH
KAaTO ChHNHBOCT, TaCTPOMHTCCTHHAJIIHH HAPYILLCHHA (HE!H]J. ragcHe U ﬂﬂBp’bmaHE), TaxXHKapaui,
TpEMOp, Bb30yaa v BueHe Ha cBAT. CrolluaBa ce 3a kKoma, Makap M Mo-psaako.

Cnep npeno3npaHe ¢be cepTpaluH ce crobuiara 3a yabxasane Ha QTc¢ udreprana/ Torsade de
Pointes; 110 Ta3u npyUyrHAa NpH BCAKO NOMTHILAHE HA CBPBXA03a CEPTPAUH C€ NPenopbyuBa
MOHHTOpUpaHe Ha EKI (Bx. Touka 4.4, 4.5 u 5.1).

OsnangsaHe
Jlunceat cneuMdpUYHU aHTHAOTH HA cepTpanuH. [Ipenopbusa ce Aa ¢€ YCTAHORH U MOANBPIKA

AUXaresicH NbT K NPU HEOOXO0IUMOCT 1a C€ OCUTYPH aIeKBATHA BEHTHIALIMA M OKCUIeHaLIHA.
AKTHMBHUSAT BBIVIEH, KOHTO MOXKE Ja ¢€ KOMOMHHpA ¢ OYHCTUTEHO, MOXKE Ja € €AHAKBO e(heKTHBEH
HJIK N0-€(PEKTHBEH OT CTOMALUHATa MPOMHBKA M TpAORa Aa ce uMa NpeABH/ MPH SIeHEHHE Ha
npeno3upaHero. He ce npenopnyusa npeAu3BUKBaHe HA MOBpbIUAHE. 3aeJHO ¢ 0011aTa
CMMITTOMATUYHA U NMOAABPIKALLA Tepanua ¢ NMPENnopbUBA OLLE U NPOCISAABAHE HA ChpAeUHHUTE (HAMND.
EKI') u xn3HeHH nokasatenu. [lopagu ronemMus oO6em Ha pasnpenesiCHUE Ha CEPTPaIHH € MaJTKO
BEPOATHO MIPHUAKEHNETO Ha PopcupaHa avypesa, Jnanusa, xemonepdysms unu
€KCCaHMBUHOTPaHCGYy3HA 1a UMAT BnaronpusaTeH egekT.

5. ®APMAKOJIOI'MYHH CBONCTBA

3.1 PapmMakoIHHAMHYHH CBOHCTBA

®apmakoTepaneBTHyHa rpyna: CeeKTUBHM MHXUOUTOPH Ha 00paTHHUA 3axeat Ha cepoTtoHnHa (SSRI),
ATC xoa: NO6 ABO6.

MexaHu3bM HA JIEACTBUE
CepTpanyH € MOLLEH U CEJIEKTHBEH UHXUOUTOp Ha oOpaTHUA 3axBaT HA cepoToHHHa (5-HT) 8
HEBPOHUTE in Vitro, B pe3yJITaT Ha KOeTO ce noTeHuupar edekrute Ha S-HT npu xupoTHu. Toit uMa
He3HAuYUTeNeH eeKT BbpXy oOpaTHHuA 3aXBaT HA HOPAAPEHAIHUH ¥ A0NaMHH B HEBPOHHTE. B
KIHHMYHHU J03H CepTpaiuH 6a0kHpa oOpaTHHUA 3aXBaT HA CEPOTOHMH B YOBELUKH TPOMOQ ﬂ# X m\\
[MpOABABA CTUMYNIHMpalla, CeIaTUBHA WU AaHTUXOJIMHEPrHYHA AKTUBHOCT MJTH Rap,uuo %

’KUBOTHH. B KOHTpONHUpaHu NpoyyBaHHsa Npu 3ApaBu AOOPOBONLM CEPTPATIHH HE Mp !
H HE NPEIU3BMKBA NMPOMEHH B [ICHXOMOTOPHHUTE PYHKUHH. B CHOTBETCTBHE CBC CEJE |
HHXHOHpaHe Ha oOpaTHMA 3axBaT Ha 5S-HT ceprpanuH He noeHinaBa KaTexonaMHUHeER @ y
aKTUBHOCT. CepTpaiuH He NpUTeXapa aQHHHTET XbM MYCKAPUHOBUTE (xonnuepmq
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CEPOTOHHHEPrHUHHUTE, TONAMHHEPrHUHUTE, aiPEHEPrHYHUTE, XUCTAMUHEprHUHHTE, GABA unu
OeH3zonHazenUuoBHTe penenTopu. IIpoABLIKHUTENTHOTO NPUIOKEHHE HA CEPTPATHH NMPH KUBOTHY €
CBBP3aHO ¢ HAMansABaHe Ha Opos Ha MO3BUHUTE HOPAAPEHAIMHOBH PELIETITOPH, KaKTO € Habnoaasano
H MpU APYTH KIKHHYHO e(pEKTHUBHH aHTHOENPECAHTH H aHTHOOCECUBHH JIeKapCTRa.

He e neMoHcTpHpan noteHuunan 3a 3moynorpeda ¢be cepTpanud. B aBoitHOCAAIO, paHAOMU3HPAHO,
nnauedo-KOHTPOJHPaHO NPOYUYBaHe, CPABHABALIO NOTEHLHANA 32 310ynoTpeda cbe cepTpasivy,
afnnpasonam u d-aMmgeTaMuH NpH Xopa, CEPTPATHH HE € NPEAU3BHKAN NO3UTUBHH CYOEKTHBHH
eexTH, MOKa3aTeNHHU 3a NOTeHLnan 3a 3no0ynoTpeda. 3a pasnuka ot TOBa, NALIMEHTHTE Ca OLUEHHITH
3HaUYMMO MO-BHCOKO M anmnpasonam, H d-amdeTaMuH, B CpaBHeHHe ¢ rnanebdo, no nokasareny KaTto
XapeCBaHE Ha JIEKapCTBOTO, eydopHs U noTeHuHan 3a anoynorpeba. CepTpaniuH He € nNpean3BUKA
HHTO CTHMYJIALIHA ¥ TPEBOXKHOCT, KOMTO Ce CBLP3BAT C NPUIOKEeHNETO Ha d-aMdeTaMHH, HUTO
ceflalld W NCUXOMOTOPHO HapyllieHHe, CBbP3aHU ¢ NPUIOKEHHETO Ha annpasosiaM. [Ipunoxed npu
pe3yc-MaitMyHH, ofyueHH [ia NpreMaT CaMy¥ KOKauH, CePTPasivH He € CTUMYIHpan NpHeMaHeTo Ha
ONMAaTa, HUTO ITEK € MOT'BJT /12 3aMECTH KaTO AUCKPUMHHATHBEH CTUMYN d-aMpeTaMuH WK
peHobapbuTan.

KnruHuyHa edpnkacHocT M 6€30macHOCT

loaamo Oenpecugro pazcmpoucmao

[IpoBeaeHO € KNIMHUYHO NPOYUYBAHE NMPHU AeNPEeCUBHU aMOYNATOPHHU MALUEHTH, NPH KOUTO € HACTBITHA
eeKT A0 Kpas Ha HayanHata 8-ceaAMHUUYHA OTKpHUTA ¢aza Ha edeHue cbue ceprpanud 50-200 mg/nen.
Te3n nanpentn (N=295) ca 6uny paHaIOMHU3MpPaHU A2 NMPOABIKAT B ABOHHOCIIANO NIPOYUBAHE CbC
ceprpannH 50-200 mg/nex nnu nnauebo 3a 44 cegmuun. HabnrogapaHa € cTaTUCTHYECKH 3HAUHMO
MO-HHCKA YECTOTA HAa PELUAUBUTE MPU NALUEHTHUTE, MPUEMALLY CePTPAlIUH, B CPaBHEHHUE ¢
npuemalyre nnatedo. CpenHara A03a 3a nauMeHTUTE, 3aBbPLUMIIMA IPOYUBAHETO, € Ouna 70 mg/neH.
[IpoueHTHT nauueHTH, NOBIHUAIIH CE OT Je4eHMeTo (JEPUHHUPAHU KaTO T€3H MALMEHTH, NMPH KOWUTO HE
€ HACTBNWA PELMAMB), 3a cepTpaiuH U inauedo € bun cvorseTHo 83,4% 1 60,8%.

Iocmmpasmamuuno cmpecoso pazcmpoiicmeo (IITCP)

KomOuHupaHu 1aHHH oT TpuTe npoyusaHus 3a [ITCP cpen o6ioTo HaceneHue ycraHoBABaT
MO-HUCKA YECTOTa HA OTTrOBOP MPH MBAKETE COPAMO XKeHute. B nBeTe NO3UTUBHHA NpOYYBAHUA Cpell
ob1aTa nomysaanusa Ha cepTpanauH cnpaMo miauebo, YecToTara Ha MOBIAHABAHE MPHU MBIKETE H XKEHHTE
e Ouna cxonHa (keHu: 57,2% cnpamo 34,5%; mexe: 53,9% cnpamo 38,2%). bpoat Ha Mbxere u
KEHHTE B 00¢IMHeHTE NpOoyUBaHHA ¢cpea obiarta nomynauus € 184 u cvorseTHo 430, 1
CIEJOBATEJIHO PE3YJITATHTE NPU KEHUTE Ca C MO-rOIAMa TEKECT, a MPU MBXKETE C€ CBBP3BAT C APYTH
M3XOAHH XapaKTePUCTHKH (ro-rojsMa noynotpeda ¢ BeIECTBOTO, MO-roasaMa NpoOALDKHTENHOCT,
H3TOYHHUK Ha TPaBMa M T.H.), KOUTO KOpEAHUpaT ¢ HaManeHus edekT.

Cwvpleuna erexmpouzuonozus

B cneuuann3zupaHo 3aawndoueHo npoyysane Ha QTc, npoBeAcHO NPH paBHOBECHH KOHLIEHTPALIMM H
MpH HaATEpaneBTHUHU €KCNO3HULMU NPy 3apasu Aodpoeonum (iekysanu ¢ 400 mg/neH - ABa IbTH Haja
MaKCHMATHATA NPENOPEUYUTE/IHA AHEBHA 1034}, rOpHaTa rpaHyua Ha ABycTpanHua 90% nopeputeneH
HUHTEPBAJT 32 BPEMETO, CHOTBRETCTBALUO Ha cpeaHa pasnuka B QTcF Mexay cepTpanuH 1 nnauebdo no
METONA Ha Hal-MankuTe kBazapark (11,666 MunucekyHan), € no-ronaMa oT NpeABapUTEIHO
onpeacneHus npar or 10 MHIMCEKYHOH HA BPEMEBUS MHTEPBA 4-H 4ac ClER NPHUEM Ha J03aTa.
AHAIM3BT Ha CbOTHOIIEHHETO ,,€KCIIO3ULIMA-OTIOBOP™ MOKA3BA JIEKO MOJOXKUTENHA BPb3Ka MEXIY
QTcF u nnazmenuTe KOHLIEHTpaUMK Ha ceprpaiud {0,036 munucekynan/(ng/ml); p<0.0001]. Bna
OCHOBA Ha MOJENa ,,eKCMIO3ULIUA-OTIOBOP™, NparsT 3a KIMHHYHO 3HaYuMO yabmkaeaHe Ha QTc¢F (T.e.
nporuo3upaHuat 90% nopepurtesieH HHTepBan Aa npesuitaBa 10 MUIMCEKYHIHU) € 1ToHe 2,6 MBTH no-
BHCOK OT cpeaHaTta Cmax (86 ng/ml) cnen npunoxkeHue Ha HaH-BUCOKATA NPENOPBLUHTE N

ceprpanun (200 mg/nen) (Bx. Touka 4.4, 4.5, 4.8 u 4.9). 0‘%
[Teduampuynu nayuenmu ¢ OKP \ %\
bBesonacHocTTa ¥ ehuKacHOCTTA Ha cepTpanyH (50-200 mg/neH) ca uscaeaBaHu I ] I
amOynatopHo 6onuu geua (6-12-roavuinm) » roHowH (13-17-roguHK) 63 genpe & /
=
7
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koMmnysncuBHO pascrpoiicteo (OKP). Cnea enHoceAMUYHO €AMHWYHO-CNANO TU1aLEe00 BbReAEHHE,
MaUUECHTHTE Ca PAHAOMU3HPAHH Ha ABAHAHCETCEAMHYHO JIEYEHHE C BBKAB JO30B PEXXUM CBHC
ceprpainH WK nnauebo. Jeuara (6—12-roamuiHn) ca 3anoyHaiy ¢ MbpBOHavYaNHa A03a oT 25 mg,
[TagueHTHTE, PAHXAOMH3UPAHU HA CEPTPANHH, Ca MOKA3aJIM 3HAYUMO NO-ToAAMO noaodpeHue ot
paHaoMu3upanuTe Ha ruiauebo no Children’s Yale-Brown Obsessive Compulsive Scale CY-BOCS
(p=0,005), NIMH Global Obsessive Compulsive Scale (p=0,019) u CGI (Clinical Global Impressions)
Improvement scales (p=0,002). OcBed TOBa, TEHAEHUHA KbM [0-TONSAMO NOAOOPEHHME B IpynaTa Ha
cepTpafnHH CNpAMO rpynara Ha mauebo ¢ Habnoaasana cwulo ¥ no CGI Severity scale (p=0,089). I1o
CY-BOCs cpeanaTa U3xogHa CTORHOCT M NPOMAHATA OT H3XOAHHTE CTOHHOCTH 3a nnauedo rpynara
ca 22,25 £ 6,15 u -3,4 [1(J0,82, pecnekTHBHO, a 3a rpynara Ha cepTpanuH ca 23,36 £ 4,56 u

-6.8 = 0.87, pecnexktHBHO. [laueHTUTE, NOBNUAHN OT ACUEHHETO U AePUHUPAHM KATO MALMEHTH C
noHmwxkeHue ot 25% unu nopeye no CY-BOCS (OCHOBHHAT KpUTepHit 3a €¢PUKACHOCT) OT U3XOAHOTO
HHBO 0 KpakHaTta Touka, ca Ounu 53% or nauventuTe Ha ceprpanud cnpamo 37% oT naLMeHTHUTE Ha
nnaueto (p=0,03).

HPH Ta3u NCAUATPHYHA NOIYJIalua AHIICBAT KJIIMHHHYHH H3ITHTBAHHA 34 E(I)HKB,CHOCT.

[TeauaTpuyHa nonynaugus
Hama gaHHy 3a neua nox 6 ronnHu.

Ilocmmapremunzo080 npoyusane 3a besonacrocm SPRITES

[1poeeneHo e obcepBaUMOHHO, MOCTMAPKETUHIOBO MpoyuBaHe NpH 941 naluueHTH Ha BbL3pacT oT 6 1o
16 roauHu, 3a Aa ce OUEHH AbJrocpouHata 6€30NacHOCT Ha NEUEHHETO CBhC CepTpanvH (Che UK Oe3
NCHXOTEpAnM) B CpaBHEHHE C NMCHXOTEPANUATA 32 KOTHUTHBHO, €MOLIMOHANTHO, PU3NYECKO H
nyGepTeTHO Ch3pABaHe 3a nepuon A0 3 roavHu. Tosa npoyypaHe ¢ NPOBEAEHO B YCJIOBHSA Ha
KIIMHHYHA MPaKTUKa MPH AeLA U IOHORIH ¢ MbPBUYHYU AHUArHO3U 0OCECHBHO-KOMITYJICHBHO
pPa3CTPOHCTBO, ACNpPEeCHUA WIK APYTHU TPEBOXKHHU pasCTPOMCTBA, NMPH KOUTO Ca OLEHEHH
nosHaBareNHUTe GYHKIMM [OLIeHEHH dpe3 TecTa Trails B u uHaekca Ha MeTakorHmiinaTa ot Behaviour
Rating Inventory of Executive Function (BRIEF), noseaeHueckaTa/eMOlMOHANHATA pery/iaLys
(oueHeHa upe3 Behavioural Regulation Index Ha BRIEF) u ¢pusuueckoro/nybeprerHoTo ch3psapaHe
(OLIeHEHH 4YPe3 CTAHAAPTU3UPAH HHICKC 3a BUCOUMHA/Terno/TenecHa maca (BMI) u ckana Ha Tanep)).
CepTpanuH e opobpeH B neaHaTpHUHaTa MONYyNalUKs caMO 34 NMaLUUEHTH Ha BB3pacT 6 W Mopeue
roauHu ¢ OKP (Bx. Touxa 4.1).

CTaHaapTH3MPaHETO HA BCEKHU MMOKA3ATEN 34 MbPBUYHUA PE3YNITAT Bb3 OCHOBA HA HOPMHTE 3a NoJ1 U
BB3pACT NOKa3Ba, ye ObLIUTEe pe3ysITaTH CA B CbOTBETCTBHE C HOPMANTHOTO pa3sutue. He ca
HabIOaBaAHU CTATHCTHHECKH 3HAMKMH PA3NIMKH 10 OTHOLUCHHUE Ha NOKA3ATEIHUTE 32 MbPBHYHMA
DE3YATAT, ¢ H3KIIIOYEHHE Ha TernoTo. [Ipn cpaBHUTENHHU ananu3m ce HabnaaBa CTATHCTHUECKH
3HaYMMO OTKIIOHEHHE 110 OTHOLUECHME HA CTAHJAPTHUINPAHOTO TErIO; BBINPEKH TOBA, BENHYHHATA Ha
NPOMAHATA B TErNOTO € Manka [cpeana (SD) npoMaHa B ctaHaapTU3upaHuTe z-pesynrtaru < (0,5 SD].
YcTaHOBEHA € 3aBUCUMOCT B OTHOLUEHUETO 103a-0TIFOBOP MPYU NOBULIEHHETO HA TEMNIOTO.

52 (@apmakokHHEeTHYHM CBOHCTEA

Abcopbuuns
[Ipu xopa cnea nepopanHo €AHOKPaTHO AHEBHO npunoxeHue Ha 50—-200 mg B npoabokeHue Ha 14
IHHM, MAKCHMAaTHY TU1a3MEeHU KOHUEHTpaLUHY ce JoCTUraT mexkay 4,5-8,4 yaca ciea npuema.

XpaHata He NpOMeHA 3HauYuMO GHOHAMYHOCTTA Ha TabNEeTKHUTE cepTpaH.

Pasnpenencnue

[TpubnusurenHo 98% oT UMPKYNIHPALLOTO B CUCTEMHOTO KpbBOoOpalleHHe NeKapCTBO € CBBP3aHO C
[U1a3MEeHUTE MPOTEUHH. | 2
buotpanchopMaliua

CeprpanuH npeTbprfpa 3HauMTeNeH MeTaboIU3BM NPU NBPBOTO CH NIPEeMHUHABAaHE Mp
B13 ocHOBA Ha KIMHUYHHUTE U in vitro NaHHU MOXe Aa ObAE HalnpaBeHO 3aKIIOMEeHHE,
MeTaboNn3upa OT MHOXKECTBO NMbTHLLA, BKIOUHTENHO CYP3A4, CYP2C19 (BK. TOUKA
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CYP2B6. CepTpaniuH 4 OCHOBHHAT My MeTa0ONUT CBLIO Taka ca CyOCTpaTH Ha MNMUKONPOTEHH P
in vitro.

EnuMHHUpaHe

CpeHUAT NONY>KHMBOT Ha cepTpanyH e npubnusurenHo 26 yaca (B AnanazoHa 22—-36 uaca). B
CBOTBETCTBHE C TEPMUHANHHUA €IHMHHALIMOHEH MOJIYXKUBOT, 32 a C€ JOCTUrHAT PaBHORECHH
KOHUEHTpaLuH, € HeoOXoanMOo NpubIU3NTENHO ABYKPATHO KYMYJIMpaHe, KOETO € HATHLE eaHa
CeaMMLA clefl Ha4anoTO NPy EJHOKPATHO AHEBHO HPWIOXKEHHE Ha AeKapcTaoTo. [[nazMeHuaT
MnonyKMBOT Ha N-aecMeTHncepTpaivi e Mexay 62 v 104 4. Ceprpanun u N-aecMmeTuncepTpaliH ce
MeTa0O0IM3UPAT BB BHCOKA CTEIEH NMPH X0pa, XaTo NonyyeHUTe MeTaboIUTH Ce eKCKPETHUpAT B
€AHAKBA CTeNeH B ypHHaTa U peueca. Manko konuuectso (< 0,2%) HenpOMEHEH cepTpanuH ce
€KCKpeTHpa B ypPHUHATA.

JInHeHHOCT/HEAHHEHHOCT
B unrepsana ot 50 o 200 mg cepTpanuH npossssa NponopLUoHanHa Ha 103aTa ¢GapMaKOKHHETHKA.

DapMakOKHHETHUKA NP CNEUXPHYUHK FPYITH TAUUEHTH

Heouampuuna nonyaayus ¢ OKP

OapMakOKHHETHKATA Ha cepTpanuH € Huna npoyueHa npu 29 negHarpuyHU HALMEHTH HA Bh3pacT
6-12 roguuu ¥ 32 nauyMeHTH IOHOWH HA BB3pacT 13-17 roauuu. [TauueHrure ca Sunu THTPUpaHn
MOCTENEHHO [0 AHEBHA A03a OoT 200 mg B paMKHUTE Ha 32 AHM WK ¢ 25 mg HavaHa 1033 U
CTBNANOBHAHO YBENHYEHHE, WK ¢ S0 mg Hava/Ha 1032 UM yBeauueHna. Pexxumure ot 25 mg u

50 mg ca 6unM ¢ eaHakBa NoHocUMoCT, B cTauMoHapHoO ¢heToAHKE 3a go3ara oT 200 mg nna3zMeHKTe
HYBA Ha CEPTPAIHH NpH rpynarta Ha 6—12-roavuHute ca Sunu npubnusnrenHo ¢ 35% no-BHCOKH B
cpaBHeHHMe ¢ rpynara Ha 13—17-roaumnute U ¢ 21% no-sucoku B cpaBHeHMe ¢ pedepeHTHATa rpyna
Bb3pacTHH. He e uMano 3HaYMMH pa3iIMKY MEXIY MOMUYETa M MOMMUETa N0 OTHOLUEHHE Ha KIHPBHCA.
CnenoBare/HO NpH aeua, 0coOEeHO ¢ HUCKO TEJIECHO TErNO, ce NpenopbyBa HUCKA HAYaaHa 1034
CTBIIKH Ha TUTpUpaHe OT 25 mg. Jlo3ara rpH 1HOWY MOXe 1a 6bae KAKTO NpPH Bb3pacTHH.

fOnowu 1 auya 6 cmapiecxka gbapacm
GapMakOKHHETHUHHAT MPOPHA MPH FOHOLUIHK U [IMLA B CTApYeCKa BhL3pacT He Ce pa3jiiyaBa 3Ha4MMO
OT TO3H MPH BL3PACTHH MexXAy 18 v 65 roaunm.

Yeprodpobro yapedcoane
[pu nauMeHTH ¢ YepHOAPOOHO yBpEeKAAHE NMONYKUBOTHT Ha cepTpanui € yannked 1 AUC e

yBeJIUYeHa TpH NbTH (BX. Touku 4.2 1 4.4).

bvbpeuno yspesicoaie
HaMma 3HauuMO HaTpynBaHe Ha CepPTpaJiMH NpU NMaLHEHTH C YMepeHo Ao Texxko 6vbpeyHo yBpexxaaHe.

Dapmaxozenomuxa
[TnazMenuTe HHBa Ha cepTpalinH npu cnabu metabonuzatopu Ha CYP2C19 ca ¢ okono 50% no-
BHCOKH B CpasHeHHe C eKCTEH3UBHU MeTabonn3aropu. KNIMHUYHOTO 3HaYEHHUE Ha Ta3H HAXO/IKa He €

H3ACHCHO U THTPUPAHETO HA A034Ta TpHﬁBﬂ Ad CTaBa Bb3 OCHOBA Ha KJIMHHUYHHA OTTOROP.

5.3 IlpeakJInHUUYHHA JaHHU 32 He30naCHOCT

[MpeaxTMHUYHUTE JaHHH He MoKa3BaT 0cobeH PHCK 3a XxopaTa Ha 6a3a Ha KOHBEHLMOHATHHUTE
(lJ&pM&KDﬂOFHHHH IIPOYHBaHHA 34 6330ﬂaCHGCT, TOKCHYHOCT I[IpHU MHOTOKPATHO NPHIIATraHe,
FeHOTOKCHYHOCT M KAPLIMHOTECHEH NMOTCHUMAN. [IpoyuBaHHs BBPXY PENPONYKTHBHATA TOKEUY TR
)KHBOTHH HE Ca NOKA3aJTH TEPATOTEHHOCT HJIH HEXENAHH eeKTH BhPXY MBXKHA e g N\
SANAN

HaGmoaaBaHaTa peTOTOKCHYHOCT € BEPOATHO CRbP3aHa ¢ MaiunHa TOKCHMYHOCT. HE ORAYE S350

MpEXHUBACMOCT H TENCCHOTO TETJIO NPY KyU€HLAa Ca OWiH HaMaleHH caMo [IpE3 NBREATE l_r N n L

pPaKIaHETO. YCTAaHOBEHO €, Y€ PAHHATA MOCTHATANHA CMBPTHOCT C& IL/DKH Ha eKCpFRNMLHED SPaNE /

L R r H ] . 'I

Ha 6peMeHnocT cned 15-g aeH ot OpemeHHOCTTa. 3a6aBAHETO B MOCTHATAJIHOTO pazpyTHd s
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KYHCHLIATa Ha JICKYBAHH MalKH BCPOATHO CC IBJI)KH HA ﬁ(bEKTH BbpPXY MARKHUTE U CIE0BATENIHO He ce
OTHAcCA 3a PHUCKa [PH Xopa.

JIaHHWTE NPH XXUBOTHU — I'PU3aUYM M HETPH3AUK, HE NTOKA3BaT €PEKT BLPXY PEPTUIIHTETA.

FOsenunnu npoyueanus npu JCuUeOMHU

IOBeHUNHO NpoyUBaHe 32 TOKCHUYHOCT NPU MUIbXOBE € NPOBEACHO ¢BC CEPTPANIKH, NMpUiIara
[NEPOPAITHO, NPH MBIKKK H KEHCKH IUIBXOBE OT 21 10 56 aed cnepn paxaadero (B no3uwpoBky ot 10, 40
unu 80 mg/kg/aeH) ¢ neproa Ha BL3CTAHOBABAHE 03 NpUeM Ha JIEKAPCTROTO 10 JeH 196 cnen
paxaaHeTo. 3a0aBsHe B CEKCYAJTHATA 3PAJOCT € HACTBHIIMIIO MPH MBXKKHMTE H 5KEHCKH TUTHXOBE B
pa3nM4HY HHBa Ha Ao3upaHe (MbxkkuTe npu 80 mg/kg v xeHckuTe npu =10 mg/kg), Ho BENpexH Ta3M
HAXO0JKa HE Ca YCTaHOBEHH CRbP3aHH CbC CEPTPATIUH €PEKTH BHPXY HUTO €IHA OT OLEHABaHUTE
MBKKH M XKEHCKH PENPOAYKTUBHHU KpaiHH ToukH. B nonbnuenme, ot 21 1o 56 neH cnen pakaaHero,
ca HabnropaBaHM JeXyuapaTalud, XpOMOPHHOPER H MMOHMKEHO CPEHO HAABaHe Ha Teryio. Bcuuky
Te3u eEeKTH, IPUMUCAHH Ha MPUIAraHeTo Ha CepTpanuH, ca Ounu obpaTHMu No BpemMe Ha NepUoia Ha
Bb3CTAaHOBABAHE O€3 NPHEM Ha JIEKapCcTBO B MPoy4BaHeTO. KNMHMYHOTO 3HAYEHHE HA Te3U eeKTH,
HaboAaBaHiM MPH MIBXOBE, HA KOUTO € NpUNaraH CEPTPaIMH, HE € YCTAHOBEHO.

6. PAPMAINLLEBTUYHH JAHHM
6.1 CnuchbK HA NOMOIIHHTE BelllecTRA

Cwpyesurna na mabremxama:

kanmuues xuaporengocdar auxuapart (E341)
MHKPOKpPMCTanHa uenynosa (E460)
Xuapokcunponunuenynosa (E463)

HaTPHEB HULLIECTEH TAuKoaaT (TUn A)
marHesues creapar (E572)

(Obeuexa.

Onaapwu 6ano:

tuTaHoB AMOKCHA (E171)
xunpoMenosa 2910, 3 mPas (E464)
xunpomenoda 2910, 6 mPas (E464)
Makporoda 400 (E1521)
noaucopdbar 80 (E433)

Onadpu bezysemno:
xunpomenosa 2910, 6 mPas (E464)

makporon 400 (E1521)

makporon 8000 (E1521)

6.2 HecbBMECTHMOCTH

Henpuinoxumo.

6.3 Cpok na roaxocr

5 TOAHHH

6.4 Chneunannd yCJOBHSI HA CbXPAHEHHE

Ja ce cpxpaHsaBa npu temmneparypa nog 30°C.

6.5 Bua M cbabpkaHHe HA ONAKOBKATA
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Tabnerkure ca onakoBaHu B Al/ PVC 6nuctepu ot 10, 14, 15, 20, 28, 30, 50, 56, 60, 84, 98, 100, 200,
294 300 unu 500 Tabnerku.

Tabnerkure ca onakoaHu B Al/ PVC bnucTep-neHTH, ceabpxamy 30x1 Tabnerku.

He BcHukH BHAOBE ONAKOBKH MOrar Aa ObAaT nycHaTH B npoaaxda.

6.6 ChneunanHu ApeanasHu MepPKH NPH H3IXBLPJAAHE

HaMa crieManiu MIHCKBaHHA.

7. TPATEXATEJ HA PA3PEINEHMETO 3A YIIOTPEBA
Upjohn EESV

Rivium Westlaan 142
2909 LD Capelle aan den lssel

Hunepnanaus

8. HOMEP(A) HA PASPEHIEHMETO 3A YIIOTPEBA

20000514

9. HJATA HA ITBPBO PAZPEIIABAHE/TIOTHOBABAHE HA PAZPEHIEHUETO 3A
YIIOTPEBA

Iara Ha mbpBO paspeiuaBaHe: 05 okromspu 1993 r.
Hara Ha nocnegHo noaHoBasaHe: 05 gekemepu 2014 1.

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA
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