KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHHUS ITPOAYKT

AN WL Vg /.
Acentpa 50 mg dpuamMupaHu TadsieTKu
Acentpa 100 mg ¢punmupanu TadneTku

7o 797 -2  08-10- 2005

Asentra 50 mg film-coated tablets
Asentra 100 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Beaka puamupana tabnetka cbabpka S0 mg ceprpanut (sertraline) xato 55,95 mg ceprpajivMHOB
xuapoxyopua uaum 100 mg ceprpanuu (sertraline) kato 111,90 mg cepTpaiHHOB XHAPOXJIOPHAL.

3a MbJIHUA CMUCHK HA MOMOLUHHUTE BELIECTBA, BUXKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA

dunmupana tabnerka
TaGnetkuTe ca O6e/iu, KpbIUIM, C AC/IMUTEIHA YepTa OT €1HaTa CTpaHa.

Tabnerkara moxke na Obae pas/iesieHa Ha 1BE paBHU J103H.

4. KJIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

CepTpa/iMH € noKa3aH 3a JIeYeHHe Ha:

["onemu nenpecuBHu enu3oau. [IpodunakTvka Ha peLH/IMB Ha rOJIEMH AETPECHBHH E€MH30/1H.
[TaHuyecko pa3cTpOHUCTBO ¢ HIIK De3 arapooOus.

O6cecuBHO-kOMITYJICHBHO pa3ctpoicTBo (OKP) npu Bb3pacTHH M Aeua U IOHOLLIH HA Bb3pacT 6-
17 roauHHu.

CouuranHO TPEBOXKHO pa3CTPOHCTBO.
[TocTTpaBmaruuHo cTpecoBo pascrpoicTso (ITTCP).

4.2 Jlo3MpoBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

[Tvpeonauaino reyenue

Henpecus u OKP
JleueHuneTo cbe cepTpaivH TpAOBA [1a ce 3anoy4Ba ¢ HavyajHa a03a ot 50 mg/aeH.

ITanuuecko pazcmpoucmeo, [ITCP u coyuarno mpesodcHo pazcmpoucmeso

TepanusTa TpsadBa na 3anouxe ¢ 25 mg/neH. Cnen eaHa ceamuua no3ara TpAaOBa /1a C€ MOBHILLIK Ha
50 mg BeaHbxk aHeBHO. [Ipu Ta3u cxema Ha no3upaHe e HaOJIr01aBaHa NO-HUCKA YECTOTa Ha
XapaKTepHUTE 3a HA4aJIHUA NEPHO/l HA JIEYEHHE HA MAHUYECKO Pa3CTPOHCTBO HEXKEJIaHH JIEKAPCTBEHH

peaKkLHH.

Tumpupane

Henpecust, OKP, nanuuecko pazcmpoucmeso, COYuaHo mpesodCHO pa3cmpoucmeo u



[launeHTH, KOMTO HE c€ NOBAMABAT OT A03a 50 mg, MOraT aa ce NMOBAMAAT OT NO-BUCOKH JO3H.
[IpoMeHu B go3aTta TpaAOBa Aa ce NpaBAT Ha CTBNKHU OT 30 mg npe3 HHTEPBASIH OT NMNOHE €HA CEAMMLA,
kaTo MakcumanHara ao3a e 200 mg/aeH. [IpomeHun B nozara He TpabBa na ce nNpaBAT NMo-4eCTO OT
BEAHDBK CEAMHYHO, KaTO C€ UMa NPEABHUI, Ye BPEMETO Ha NOJYECIUMHHHUPAHE Ha CEPTpa/iHH € 24 vaca.

Hauano Ha TepaneBTH4eH eeKT MoKe ce HabJlioaaBa B paMKyTe HA 7 AHU. 3a NOCTUraHE Ha NbJEH
TepaneBTHYeH edexT, obaye, 0OHKHOBEHO € HEoOX0AWM NO-AbALr NepHoA, ocobeno mpu OKP.

HHodowpocawya mepanus

[Ipu AbArocpoyHO NOAABPKALLO JIEUEHHE CE NpHiara MUHKWMaNHaTa eeKTHBHaA 1032, KaTo
nocaeaHaTa ce aaantTupa cbobpa3sHo TepaneBTHYHHA OTTOBOP.

Lenpecun

[TpoabLAXKUTENHOTO NEUEHHE MOXE CHLLO Aa Obae NOAXOAALLO 32 NPOPHIAKTHKA Ha PELIMAMB Ha
rojiemu aenpecuBHy enuzoau (I'JIE). B nosevero ciyyan npenopbuBaHaTta 203a 3a MPOQHIAKTHKA Ha
PDELMAMB HA FONEMH ACMPECHBHH €MU30/H € ChLIaTa KaTo U3Mo3BaHaTa Mo BpeMe Ha HaCTOALL
enu3on. [lauueHTH ¢ aenpecua Tpadea Ja ce NeKyBaT B NPOAL/DKEHHUE HA JOCTATHUHO ABABI NEPHOA
OT BpEME OT MOoHe 6 Mecella, 3a 1a € CUT'YPHO, Y€ CUMITTOMHTE ¢a H3UE3HAaJIH.

Ilanuuecko pascmpoiicmeo u OKP
HenpekbcHaToTO NeveHue npu naHuyecko pascrpoiicteo U OKP tpabsa aa ce oueHsBa nepHOAHHHO,
ThH KaTO NpodrIaKTHKA Ha PEUHIUBHUTE HE € OKA3aHA MPH TE3H Pa3CTPOHCTRA.

Hayuenmu ¢ cmapyecka év3pacm
Hozara Tpsbea na 6bae onpeaensiva BHMMATENHO, Thl KaTO 1IMLATA B CTApUeCKa Bb3PacT MOraT Aa

OBAAT H3NOXKEHK HA NO-TOJIAM PUCK OT XMMMOHATPUEMHUS (BXK. TOUKA 4.4).

Ilayuenmu ¢ weproOpobro yepesicoane

Ynorpebara Ha cepTpa/iUH NMPH MAaUHEHTH C YEpHOApoOHO 3abonaBaHe TpAOBA fa CTaBa MHOrQ
BHHUMaTe Ho. Jlo3ara TpabBa na € no-HMUCKa MK UHTEPBANBLT MEXKAY NPHEMHUTE — MO-IbJAbI B Cly4vai
Ha HapylleHa yepHoApoOHa pyHkuHa (BxK. Touka 4.4.). Ceprpanuu He TpaOBa Aa c€ U3N0A3Ba B
CIyYau HA TEKKO YepHOAPOOHO YBpeKaaHE NOpalH JMICATa HA KIMHHYHU AaHHM (BXK. TOUKa 4.4).

Ilayuenmu ¢ 6vbpeuno yepexcoane
He e HeoOXoanMO xopUrupaHe Ha 8o3aTa NpH nauveHTy ¢ ObOpeuHa HeaoCTaTBbHHOCT (BiK. TOoYKa 4.4).

[lTeduampuuna nonyrayus

Heya u ronowu ¢ 06cecuero-KoMnYaCUueHo pazcmpouicmeo
Br3pact 13 — 17 roaunn: mppeoHayanHo 50 mg BeAHLK AHEBHO.
Bb3pacT 6 — 12 roguHu: NbpBOHA4YANHO 25 mg BeAHBbK AHeBHO. Cliea eqHa ceAMHULIA 103aTa MOXKe J1a

ce noBHuIH A0 50 mg BeAHDK AHEBHO.

[TocneaBawnuTe 403U MOTAT 4d CE YBE/IHYAT B CTYYaH HA HEIOCTATHLYHO MOBJIIMABAHE NOCTENEHHO C 110
50 mg 3a nepyoA OT HAKOJIKO CeAMHULM, aKko € Heobxoaumo. MakcumanHara no3a € 200 mg aHeBHo.
CobiespeMeHHO TpAOBA 1a ce Uma NpeABUI NO-HUCKOTO TEJIECHO TETNO MpH JeuaTa B CPaBHEHHE C
Bb3PAcTHUTE NMPH NOBHILABaHe Ha no3ata Haa 50 mg. He TpaOea na ce npaBAT NpoMeHH Ha ao3ara Ha
WHTEPBAJIM, NO-MANTKH OT €Ha CeAMHLA.

He e YCTaHOBCHA ecbmcacl-mc'rra [npH roaaMo acnpCCUBHO pazcmm‘icmc B ICTCKA BB3pacT.

Hama HanuuHM AaHHH 3a Acla Ha Bb3pacT noa 6 roanHmM (BXxK. cbllo Touka 4.4).

HauyuH Ha NPHITOKCHHC.
CEPTPB.J'IHH TpﬂﬁBﬂ Aa e rnpuiara BEAHbBK JHCBHO, CYTPHH W/IH BEYCD.




TabnerkaTa cepTpaiMH MOXKE Aa ce MpUeMa ¢ uiH Oe3 xpaxa.

Cumnmomu Ha omueMane, HadI0asanu NPY NPexvCeaRemo Ha CePpmpPaiIuH

BuesannoTo cniMpaHe Ha fieueHneTo Tpabea aa ce u3dsArea. [Ipu cnupaHe Ha NEYEHHETO CbC
CepTPAJIMH A03aTa TpAOBa NOCTENEHHO A2 C€ HaMaJlK 3a NEPHOA OT MOHE €AHa A0 JIB€ CEAMHULIH, 3a 12
Ce HaManW PUCKDBT OT peaKLUMH HA OTHEMaHe (Bxk. TOUKH 4.4 u 4.8). AKo ciel HamaeHde Ha no3ara
WK CIIHPaHe HA JEYEHUETO Bb3HHKHAT CHMITTOMH, KOHMTO NAaLHUEHTHT HE MOXKE /1a TOIEPHPA, MOXE a
ce 0OMHCIIH Bb3CTAHOBABAHE HA NpeaxoaHaTa npeanucada aosa. Cnea Toea J1EKapAT MOXe 1a
NPOaBLJLKY HAMANABAHETO HA 103aTa, HO NOCTENEHHO.

4.3 IlpornponokazaHHs

CBpbX4yYBCTBUTETHOCT KbM aKTUBHOTO BEWIECTBO UM KbM HAKOE OT MOMOLUHHTE BELIECTRA,
H3bpoenn B Touka 6.1.

EaHoBpeMEHHOTO NPUIIOKEHHE MPU MAUKEHTH, MPHEMALILK MOHOAMHHOOKCHAa3HH HHXHOUTOpPH
(MAO-uHXubuTOpH), € NPOTUBONOKA3AHO NOPAH PUCKA OT CEPOTOHUHOB CHHAPOM CbC CHMIITOMMU
KaTo Bb30ya, TpeMop 4 xuneprepmus. JleueHue cbe ceprpanuk He TpabBa aa ce 3anoysa noue 14
NIHH clel NpeKpaTsiBaHe Ha jedyeHue ¢ HeobpatuM MAQO-unxubHTOp. JleueHUeTo ¢be cepTpasini
TpaOBa na ce NpeKkpaTH NoHe 7 AHW NpeAH 3ano4YBaHe Ha AeueHHue ¢ HeoOparuM MAO-UHXHOUTOP
(BXx. TOUKA 4.5).

EaxospeMenHara ynorpefa ¢ nMMO34a € MPOTHBONOKAa3aHa (BX. To4Ka 4.5).
44 CroexuaiaHu npeaynpexIeHHs H NPeANAHH MEePKK Npu ynorpeda

Cepomonunog cunopom (CC) uru negporenmuuen 3noxavecmeen cunopom (H3(C)

Pa3suTHETO HA NOTEHLMANHO XKHBOTO-3aCTpallaBallld CHHIPOMH KaTo CEpOTOHHHOB CHHApPOM (CC)
WM HeBpoaenTH4YeH 3nokadyecTBeH cuHapom (H3C), e noxnaasano npu SSRI, snounresiHo neyenne
cbe ceprpanuH. Puckbt o1 CC nnu H3C cbe SSRI ce nosuiiasa npu eaHospeMenHaTa ynorpeda Ha
APYTH CEPOTOHHHEPTHUHH JIEKAPCTBA (BKIOUUTENHO APYTH CEPOTOHHHEPrHUHH AHTHAETIPECAHTH,
am(eTaMUHH, TPUNTAHH), C NEKAPCTBA, KOUTO YBPEKAAT MeTA00IH3IMA HA CEPOTOHHHA (BKJIIOUHUTEITHO
MAOI, HanpuMep METHIEHOBO CHHbLO), aHTHIICHXOTHYHH, APYTH A0NIAMHHOBH AHTAIOHHUCTH H C
HAPKOTHUYHH ieKapcTBa (BKIOUYUTENHO OynpeHopdnH). ITaunenture Tpabea na Ovaar HabmonasaHu
3a paHHHU Npu3HauM H cHHapomu Ha CC wnu H3C cunapomu (Bx. Touka 4.3).

[Ipemunaeane om ceaexmugnu unxubumopu na obpamuus 3axeam na cepomoruna (SSRI),
anmudenpecanmu Ul aHmuobCecueHu 1exapemea

KOHTpONMHpaHHAT ONUT OTHOCHO ONMTHMATHOTO BPEME 3a npemrHaBaHe OT SSRI, aHrnaenpecaHTy win
aHTHOOCECHBHM NIEKAPCTBA KbM CEPTPAIMH € orpaHuyeH. [Ipomanara Ha TepanuaTa TpabBa Ja crasa
0co0eHO BHUMATE/THO M C/Ied CTpora npeueHKa, 0COOEHO KOraro KbM CEPTPAIMH Ce IPEMHHABA Cleq
NPUIOKESHHUE HA JIEKAPCTBA C NPOAB/HKKTENHO ACACTBHE KATO (IYOKCETHH.

Hpyeu cepomonunepzuunu nexapcmaa, kamo mpunmogan, engaypamun u 5-HT azonucmu
EAHOBpEMEHHOTO NMPHUIOKEHUE HA CEPTPANUH C APYrH JIEKAPCTBA, KOUTO 3aCHWIBAT €EKTUTE Ha
CEpPOTOHHHEPrUYHATA HEBPOTPAHCMHUCHA, KATO aMpeTaMHHH, TpuntodaH, denpnypamus, 5-HT
ArOHHCTH WM PACTUTENHHUA ICKAPCTBEH NPOAYKT KbIT KAHTAPHOH (Aypericum perforatum), TpaOea
1@ CTaBa BHUMATEHO M B CNIy4anTe, B KOUTO € Bb3MOXKHO, 1a ce H30ArBa nopaad Bb3MOXHOCT OT
Bb3HHKBaHe Ha PapMaKOAUHAMMWYHH B3aHMOIACHACTBHA.

Yovancasane na QTc-uwmepesana/Torsade de Pointes (TdP)
[Tpn ynorpeGa Ha cepTpa/iMH NO BpeMe HA MNOCT-MAPKETUHIOBUA NEPHOA HMa CHOOLLL




ekcnosyuuaTa u orrosopa. [lo tazu npuuunHa, ceprpanvH Tpadsa na ce npunara ¢ BHUHMaHHe MpH
NAUHUHETH C JOMBAHHTETHH PHCKOBH (PaKTOpH 3a yawmkasaHe Ha QTc, kaTo cbhpaeuHo 3abonsrane,
XHUMOKATHEMHS HIH XMnoMmariesdemus, paMunHa aHaMHe3a 3a yanmkasade Ha QTc, OpaaHkapaua U
eIHOBpEeMeHHA ynoTpeda Ha nexapcTsa, KOMTO yabmnkasaT QTc-nHrepsana (BXK. Toukk 4.5 1 5.1).

Axmueupane Ha XUROMAHUS WIH MAHUA

CuMnTOMH Ha MaHUA/XHIMOMaHHA ca CbOOLICHH Npy MaTbK OpOH MaUKMEHTH MO BPEME Ha Tepanua C
HAJIMUHK HA Na3apa aHTHAENPECaHTH U aHTHOOCECHBHH JIEKapCTBa, BKIIOYHTENHO CEPTPAIMH. ETO
3alll0 CEPTPATIWH TpsAOBA Na ce H3MO0/13Ba BHUMATEIHO NPH NALMEHTH ¢ aHAMHE3a 33
MaHHA/XUITOMaHHA. 3aAbKHTENHO € CTPMKTHO HabmoaeHue oT cTpaHa Ha nekaps. Jleuennero cue
cepTpajauH TpsOBa /1a Ce NpekpaTH, ako NALMEHTLT NPEMHUHE B MaHHaKalHa (asa.

Husoghpenun
FICHXOTHYHHTE CHMITTOMH MOTAaT 1a CE€ YTEXHAT NPH NaLHEHTH C LWH30(peHus.

Ipunaovyu

[Mpu neyeHue CbC CEPTPATIHH MOTaT /1a Bb3HHKHAT NMPUNAXbLK: NPUNOKEHHETO MYy TPAOBa na ce
M304r8a nNpu NauMeHTH ¢ HecTabunHa enunencus, a NaUMEHTH ¢ KOHTPOJIMpaHa enuiencus Tpaoea aa
6baaT noJ BHHMaTeaHo HabmoaeHue. Ilpy BCekH NaUMeHT ¢ HOBOBBb3HMKHAIIH MPUNAbLHM TEPANUATA
TpabBa aa Obae NpeKkuCHAaTAa.

Camoybuiicmso/cyuyuOHu MUCaw/Cyuyuoru onumu Wiy KIUHUYHO g1ouasane

JlenpecuaTa € cBbP3aHa ¢ MOBULIEH PUCK OT CYMLIWAHW MUCITH, CAMOHAPaHABAHE U CaMOYOHHCTBO
(cynumaHn cuOuTHR). TO3M pHCK NEpcHcTHpa 40 HACTBHNBAHETO HA 3HaYMMa peMHCHA. TsH KaTo Moxe
71a He HacTbMNH NMoAcOpeHHe NPe3 MbPBHUTE HAKOIKO WIK MOBEUYE CEAMHLH OT JICUEHHETO, NMALIMEHTHTE
Tpabea aa 6bAAT CcTpUKTHO HAOMIOAABAHH 10 HACTBLIIBAHETO HAa TOBA NoaodOpeHHe. KITHHHUHHKAT onuT
KaTO LAJIO NTOKa3Ba, Y€ PUCKBT OT CaMOYOUHACTBO MOXE Aa HapacHe B paHHUTE CTAJAHH Ha
Bb3CTAHOBABAHE.

Jpyru ncuxuud# 3a00nABaHKs, 38 KOUTO C€ NPeannucBa CEPTPANIHH, ChILIO MOraTt aa OBbAaT CBBbP3aHH C
MOBHILEH PUCK OT CYHLIUAHU CBOMTUA. OCBEH TOBA TE€3K ChCTOAHHA MOraT Ja ChbITbTCTBAT roAsAMO
nenpecHBHO pa3cTpoircTBO. CrieoBaTeHO NPEANAZHHTE MEPKH NIPH JI€HEHHETO Ha roJIAMO
NETIPECUBHO pa3cTpoHcTBO TpaOBa ga ObAaT Crna3BaHH ChLIO H NPH JIEYEHHETO Ha APYrH NCHXHYHH
HAPYLUEHUA.

3a naLMeHTHTE ¢ aHAMHE3Aa 3a CYMLIMIHH CbOUTHA WM 3a TE€3M, [I0Ka3BallH B 3HAYMMA CTENeH
CYHUHAHH HAMEPEHHA NPEedH HAHANOTO HA JIEYEHHETO € H3BECTHO, Y€ Ca MANTOKEHH Ha MO-BHCOK PUCK
OT CYHLIMJHH MHC/TA WIH ONKTH 3a caMOyOHIICTBO 1 TpAOBa Ja ObAaT BHUMATENHO NPOCEAABaHH MO0
BpEME Ha JieyeHHeTo. MeTaaHanu3 Ha niaueho KOHTPOSUPaHH KIIHHHYHHK NPOY4YBaHuUs C
AHTHACMPECAHTH NMPHU Bb3PACTHHU MALUECHTH ¢ NCUXHYHH HAPYLIEHHSA € NOKa3al NOBHILUEH PUCK OT
CYHLIMAHO NOBEAECHHE NPU NAUHEHTH Ha BL3PacT NoA 25 roAWHH, N€KYBaHH C aHTHAECNPECAHTH, B
CpaBHEHHe C JIeKyBaHUTe C nuiauebo.

JlekapcTenara Tepanus TpabBa na ce CbNpoBOAKAA OT CTPHKTHO HaOMIOAEHHE HA NALMEHTHUTE H B
YACTHOCT Ha TE€3H, H3NIOMKEHHU Ha BUCOK PUCK, 0CODEHO B HAYAJIOTO Ha JICYEHHETO H NPH MNOCNEABALIH
MpoMeHH Ha Ao3arta. [launeHTuTe (M 1MLATaA, KOMTO CE MPHKAT 3a TAX) TpsaOBa Aa b6baaT
npeaynpeaeHd 3a Hy»3(1aTa J1a CleAsT 3a BCAKO KIMHUYHO BJIOLIABAHE, CYHLMAHO NOBEJEHHE WU
MHCIH Y1 HeoOHualiH¥ NPOMEHH B MOBEAEHYETO W He3abaBHO Aa NOTHPCAT MEAKWLIMHCKH CBHBET, aKO
TE3H CHMITTOMH C€ MOABAT.

Ieouampuyuna nonyrayus
CepTpanvH He Tpa6Ba 2a ce U3NO3BA MPH NIEYCHHETO HA CLA H IOHOLIH Ha Bb3pacT NoA

CBbP3aHM ChC CAMOYOUHCTBO (ONKT 332 CaMOYOUHCTBO U CYWLIMAHH MHCIIH) Y BPAKAE
(npeauMHO arpechs, NOBEAEHHE Ha MPOTUBOMOCTABAHE U THAB) ca HAONKAABAHM MO
KIIHHHYHKTE MPOYUYBAHHA CPel A€LA U NOAPACTBALIH, TIEKYBaHH C AHTHAETIPECAHTH, §



NeKyBaHHUTe ¢ naauebo. AKO BbMPEKH TOBA C€ B3EME PELLECHUE 3a JICYEHHE Bb3 OCHOBA HA KJIMHKWYHA
Heo0X0AUMOCT, NauHeHTHTe TpAOBa 1a ObAAT BHUMATEHO NPOCAEAABAHH 3a MOABaTa HA CYHLHAHH
CHMIMTOMH, 0COOEHO NpH PaHHO AeuyeHue. [barocpounarta 0e30nacHOCT 110 OTHOLLEHHE HA
KOTHHTHBHOTO, EMOLIHOHATHOTO, (PU3HUYECKOTO H MyOEPTETHOTO Ch3pABAHE MPH AELA H IOHOWIH OT 6
A0 16 roanHH € OlleHeHa B ABJINOCPOYHO 00CePBALMOHHO NPOYHBaHe 3a nepyoa 10 3 roAvHHU (BXK.
Touka 5.1). [1o Bpeme Ha NOCT-MapKETHHIOBHA NEPHOA c€ ChOOLIABA 32 HAKOAKO Cyuasn Ha 3abaBaHe
Ha pacTexXa U 3aKbCHAN MyOepTeT. KNIMHMYHOTO 3HaAYEHHE U NPUYHHHO-CIEICTBEHATA BPb3KA BCE OLile
HEe ¢a U3BECTHH (BHXK TOYKA 5.3 3a CHOTBETHUTE NMPEAKIHHUYHKA JaHHH 3a 6e3onacHocT). Jlekapute
TpAOBa 4a Npoc/ieassar NeAHaTPUUHHUTE MAUMEHTH HA ABJIFOCPOUHO ICHEHHE 3a HApYILUEHHA B
pacTeXa H Pa3BUTHETO.

AbHOpMHO KbpEEeHe/ XeMopaus

HMma cbobueHns 3a aDHOPMHO KOXHO KbPBEHE KATO €XHUMO3H U NypNypa U APYrH XeMoparuiHu
¢cHOUTHA KAaTO CTOMALUHO-YPEBHO MJIH FMHEKONOrHvHO KbpBeHe NpH SSRI, rilounTenHo daranyHu
kpbBou3nUBH. SSRI/SNRI Morar za yBenuuar pucka or noCnepoi0Bo KpbBOTEHEHHE (BXK. TOUYKH 4.6 H
4.8).

[Ipenopbusa ce NOBHUIICHO BHUMAHHUE NPH NauueHTy, npuemawu SSRI, ocobeHo enHOBpeMEHHO C
NEeKapCTRa, 3a KOHTO € U3BECTHO, Y€ MOBJUABAT PYHKUMATA HA TpoMbouuTHTE (Hanp.
AHTHKOArynaHTH, aTUITHYHH AHTHIICUXOTHUM H PEHOTHA3HHH, NOBEUETO TPULIUKNHYHH
AHTUICNPECAHTH, ALETUICATHUMIOBA KUCETHHA U HECTEPOUIHHU NPOTUBOBBLINATIUTENIHHU CPEACTBRA
(HCTIBC)), kakTO 4 NnpH MaLHEHTH C aHAMHE3a 32 HAPYWIEHUS HA KbPBEHETO (BXK. TOUKA 4.5).

Aunonampuemus

XuNoHaTPHEMHSA MOXKE 1a Bb3HHKHE B pe3yaTarT oT Je4eHHeTo ¢bC SSRI unu SNRI, BatounTenso
cepTpanuH. B MHOro ciiydan XMNoHaTPHEMUATA U3MNEXIa € pe3yITaT Ha CHHAPOM Ha HealeKBaTHA
CEKpeLHA Ha aHTHAUYpeTHUeH xopMOH (SIADH). CrobiuaBaHu ca ¢iyyad Ha HUBA HA CEPYMHMUA
HaTpHui, no-HuckH ot 110 mmol/l.

[laureHTHTE B cTapyecka Bb3pacT Morar Ja ObAaT U3I0KEHH Ha MO-BMCOK PUCK OT pa3BUTHUE Ha
xunoHatpuemus npu neyenve cbe SSRI 1 SNRI. [launenTure, kouTo NpuemMar oHypeTHLN HAK
TaKMBa, KOUTO NOPaaH HAKAKBA NMPHYMHA Ca ¢ HamalieH o0eM TEYHOCTH, CbLUO Morar aa Obaar
U3NIOMKEHM Ha 1O-BUCOK PUCK (BXK. YnoTpeda B crapuecka Bb3pacT). 1pabBa na ce 0OMUCIH CriMpaHe
Ha CEPTPAJIMH NPH MALKHEHTH CHC CUMITTOMAaTHYHA XMNOHATPHEMHS H A C€ HA3HAUYW ChOTBETHA
MEAMLIMHCKO neveHue. [IpuzHauuTe ¥ CUMMITOMUTE Ha XUNOHATPHEMUS BKIIIOMBAT rnapobonue,
3aTPYAHEHA KOHUEHTPALKA, HApYLUIEHHE Ha naMeTTa, O0bpPKaHOCT, ¢NabocT U HECTADMIHOCT, KOATO
MOX€E Ja noBeae ao nagaHud. [puzHauuTe 1 CHMITOMUTE, CBBP3aHH C NMO-TEXKKH W/ WIH OCTPH
ClydaH, BKAIOYBAT XATKOUWHALWH, CHHKOM, NPUNaAbK, KOMa, CTHPaHe Ha AWIIAHETO ¥ CMBbPT.

Cumnmomu Ha omuemane, Habmooasanu NPU CNUPAaKe HA 1eHeHUEemo CbC CEPMPATUH

CHMITTOMMTE HA OTHEMAHE NPH CMUPAHE HA NeHEHHETO €A YECTH, OCODEHO aKO TO € BHE3AMHO (BXK.
Touka 4.8). B KTHHHYHHY NpOyYBaHUA Y€CTOTATA HAa CBOOLIABAHKTE peaKLiHH Ha OTHEMAHE MpH
NALUEHTHTE, NEKYBAHHU CbC CEPTPANHH, ¢ Ouna 23% npu npekbesallvTe cepTpanuH, cnpaMo 12% npu
T€3W, KOMTO ¢a NPOABLLKWIH Aa NONy4aBaT TEPanus CbC CEPTPAIHH.

PUckbT OT MosABa HAa CHMNITOMH Ha OTHEMaHe MOXe Ja 3aBUCH OT HAKOJIKO (PakTopa, BKIKOUHTETHO
NPOALIAKUTENHOCTTA M A03aTa HA NEUSHHETO U CKOPOCTTAa Ha HaMallsBaHe Ha A03aTa. 3aMasHOCT,
CETUBHM HApYLIEHHA (BKIIOUHUTENHO NAPECTe3ns ), HAPYLIEHHI HAa CbHS (BKJIIOUMTENHO OE€3ChHHE H
MHTEH3WBHH CbHULUA), Bb30Yyaa WK 0e3n0KOHCTBO, rafieHe H/WIK NOBPBLIAHE, TPEMOP U raasodonue
ca Hai-yecTto cprobiuasanute. [1o NpUHUKN TE3H CUMNITOMU Ca JIEKH 0 CPeAHO TEXKH, NPU HAKOH
nauyeHTH obade morart Aa 6baaT TeXKH N0 HHTEH3UBHOCT. Te 0OHKHOBEHO BB3HHKBAT Npe3 MbPBUTE
HAKOJNKO AHH OT CrYpaHe Ha JeYEeHHETO, HO MMa MHOTO pellKH CLOOLIEHHS 32 TAKMBA CHMIITOMU NPH
MAUMEHTH, KOUTO HEBOJIHO Ca MPONYCHAMHK €AHa 103a. [10 npuHLMN TE3H CUMITTOMH ce
caMOOTpaHM4aBaT H OOHKHOBEHO OT3BYYaBaT B PAMKHUTE Ha 2 CEIMHLH, BbIIPEKH Ye
WHAUBUAK Te€ MOraT 1a ObaaT NpoaLIKUTENHH (2-3 Meceua Ui noseue). Cnenoss &
MpenopsbyBa cepTpanyH aa 6bae HaManaBaH NMOCTENEHHO, KOTaTo CE CNUpa Neyek
HAKOJKO CEIMHMLH HIH MECELa CMOpea HyXIHTE HA nauuneHTa (BxK. Touka 4.2).




Axamuzus/ncuxomMomopra 6b30yo0a

YnotpebaTta Ha CEpTPATIMH C€ CBBP3Ba C Pa3BUTHETO Ha AKATH3NS, XapaKTEPH3HpaLla CE ChbC
CyOeKTUBHO HEMPHUATHO WIH MBYHTENHO ABHIraTe/IHO HECTIOKOACTBO H HYK/a OT ABHXXEHHE, 4ECTO
CBLIMPOBOJEHH OT HEBB3MOXKHOCT 34 3ana3BaHe Ha CMOKOHHO CEAHAN0 N N3NPABEHO NOJOKEHHE.
Hait-BepoaTHO € TOBa Aa HACThNH MPE3 MbPBHTE HAKOJIKO CEAMMUHM OT JieueHHueTo. Ilpu nauneurure,
KOUTO pa3BHAT TE€3HM CHMITTOMH, YBE/IHUABAHETO HA 103aTa MOXKE /la 10Beie 10 B/OlIaBaHe.

Yeprodpobro yapescoane

CepTpanuH ce MeTalonu3upa eKCTEH3HBHO B YepHUs Apo0. DapMaKOKHHETHHHO POYUBaHE C
MHOTOKPATHHK J03H NPH UHAHBHIH C JIEKa CTadHIHA LIMPO3a € NOKA3an0 YIBIKEH €JIHMHHALIHOHEH
[ONYXHBOT ¥ NPUONU3IUTENHO TPH MbTH NO-BUCOKH AUC v Cmax B cpaBHEHHE CbC 3ApaBHH
WHIMBHINA. Mexay ABeTe rpynH He € Ouna yCTaHOBEHA CTaTUCTUYECKH 3HAYMMAa pa3iidKa B
CBBP3BAHETO C MUIa3MEHHTE NPOTeHHHU. [1pUAOKEHHETO Ha CEPTPANIMK NPH NALMEHTH C YEPHOAPOOHO
3abonasane TpabGBa 1a CTaBa BHUMATENHO. AKO CEPTPATUH CE€ MPUWIAra Npy NaudeHTH C YEpHOAPOOHO
yBpexaaHe, Tpadea Aa ce oOMUCIK HaManaBaHe Ha AHEBHATA N03a WM YBe/lMYaBaHe Ha HHTEpBaa
mexay npuemute. CepTpainH He TpAOBA Aa Ce U3MOA3Ba OT MALMEHTH C TEXKO YepHOApOOHO
yBpeXaaHe (BxK. Touka 4.2).

bvbpeuno yapescoane

CepTpanuH ce MeTaboaM31pa EKCTCHIUBHO KATO EKCKPEUMATA HA HEMPOMEHEHO JIEKAPCTBO B YpHHATA
€ HE3HAYUM NBT HA enMMUpaHe. B npoyuBaHua npy NauMeHTH ¢ NeKo ao ymepeHo 0b0peqHo
yBpe)xaaHe (KHpbrHC Ha KpeaTMHHHA 30 — 60 ml/min) uin ymepeno oo texxo 60peyHO yBpexxnaHe
(knupbHC Ha KpeaTHHUHA 10 — 29 mi/min), npy koUuTO CepTpanuH € npusiarad MHOMOKPATHO, HE Ca
YCTAHOBEHH CHFrHU(UKAHTHHY Pa3vKH BbB (papMakokHHEeTHUHHTE napaMmeTpH (AUCO-24 wnn Cmax) B
cpaBHeHHe ¢ KOHTponuTe. [o3aTa ceprpanud He TpadBa aa ce MpoOMeHs criopel CTENEHTa Ha
0BpOpeHHOTO YBpEKaaHe.

Ynompeba 6 cmapvecka eb3pacm

Han 700 nauneHTH B cCTapyecka Bb3pacT (> 65 roMHH) ca y4acTBaIH B KIIMHHYHH NPOYYBaHUA.
XapakTepbT H HECTOTATA HA HEXKENAHUTE PeaKLMK MIPH JIHLIATA B HaNpegHaNa Bb3pacT ca Ownu
CXOJHH C TE€3U NPH MO-MIAAH MALHUEHTH.

SSRI unu SNRI, BIOUMTENHO CEPTPAIIMH, C€ CBBP3BAT 00aUe CbC C/Ty4ad Ha KIMHHYHO 3HaYUMa
XHIIOHATPHEMHS NPH MALIMEHTH B CTAPYECKA Bb3PACT, KOUTO € Bb3MOXKHO Aa ObaaT H3NOKEHH HA NOo-
BHUCOK PHUCK OT TOBA HEXKEJ1aHO CbOMTHE (BXK. XHNOHATPHUEMHUS B TOUKa 4.4).

fuabem

Ipu nauuenTu ¢ auadert, neuenneto cbC SSRI Moxe na npoMeHH rMUKEMHYHHA KOHTPOL. Moxe na
Ce HANOXXH NPOMAHA B J03UPAHETO HA MHCYJIHH W/ UMK CHITBTCTBALLM XHITOMTUKEMUYHH JIEKAPCTBEHU
NPOAYKTH.

Enexmpoxoneyacusna mepanua (EKT)
He ca npoBexaaHH KIMHHYHU NPOYUBAHKA, KOUTO a YCTAHOBAT PUCKOBETE WIIH NOA3UTE OT
koMOuHHpaHoTO npunoxeHue Ha EKT u ceprpanun.

Cox om zpeungpym
[TpunoxeHHETO HA CEPTPANIMH M COK OT rpeindpyT HE ce npenopbyBa (BUK TOUKa 4.5).

CMywenus 6 CKpuHunz mecmoege Ha ypuida
DanluBo NO3UTHBHH MMYHOAHANU3HH TeCTOBRE 3a ODeH30anazenuHu ca OOKIAABaHM [PH MaLKEHTH,
NnpHEMAalllM cepTpavH. TOBa € nopaan HEZOCTaTb4yHA CNELUMPHUIHOCT HA CKPHHUHT TECTOBETE.

QaunBO NO3UTHBHY PE3YNITATH OT TECTOBETE MOKE /1A CE OYAKBAT A0 HAKOJIKQ AHH CJEE
NpeKpaTABaHE HA TEpanuATa cbe cepTpaivH. [loTBbLpAMTENHH TECTOBE, KATO ra3 Xpg /
cneKTpoMeTpHs, OHXa Pa3NHUYKUIIN CepPTPanUH OT DeH30AHA3ENHHH.

Tacunovevana 2raykoma



SSRI BKIIOUUTENHO cepTpanyH MoraT na uMaT eeKT BbpPXY pa3smepa Ha Nnynuwiara, Kato MHApHasa.
MHuApHATHYHHAT eeKT UMa NOTEHUHAN 1a CBUBA OMHHA BIbJl, KOETO UMA 33 PE3Y/ITAT NOBHLLUEHO
BbTPEOUHO HANATaHE U TACHOBIbJIHA rayKOoMa, 0cobeHO NpH Npeapas3noioxKeHy nauHeHTy. [lopaau
TOBRA, cepTpainH TpAOBa aa Obae H3NON3BaH C BHHMAHKE NPH NMALKMEHTH C TACHOBIbJIHA TayKoMa WK
MCTOPHSA Ha rN1ayKoMa.

Cexcyarna ouc@ynkyus
CenekTHBHHUTE HHXUOUTOPH Ha 06paTHOTO 3axBallaHe HA cepoToHuHa (SSRIS)/ HHXHOHTOPHTE Ha

00paTHOTO 3axBallaHe Ha CEPOTOHUHA U HopaapeHanuHa (SNRIs) MoraTt 1a npUUMHAT CHMIITOMH Ha
cekcyanHa AMchyHKuMs (Bx. Touka 4.8). Hma choOuleHns 3a npoab/KHTEIHA CEKCyalHa
AUCHYHKUKSA, IPH KOATO CUMIITOMKTE NPOAb/IXKABAT BHIPEKH NPEKHCBAHETO HA NPHEMA Ha
SSRIs/SNRL

Hampuii
Tora nekapcTBO Cbabprka NO-Manko oT 1 mmol Hatpui (23 mg) Ha po3a, T.€. MOXKE Ja Ce Kaxke, 4e
MPpaKTHYECKH HE ChAbPKA HATPHH.

4.5 Bs3aumoaelcTBHE ¢ APYrH J1eKAPCTBEHH NMPOAYKTH H APYrH (JOPMH HA B3IAHMMOACHCTBHE

Ipomugonoxazanu

Monoamunoxcudasnu unxubumopu

Heobpamumu MAQO-unxubumopu (nanp. cenrecuiun)

CeprpanuH He TpabBa aa ce npunara B komOuHauus ¢ HeoOpaTtnMu MAQO-UHXHOUTOPH KaTO
cenernwiuH. CeprpanvH He TpaOBa aa ce 3ano4Ba noHe 14 QHU cnen npeyCcTaHOBABAHE HA ICYEHHETO C
HeoOpaTuM MAO-uHxubuTop. IlpuembT Ha ceprpanuH TpaOBa Aa ce npekpaTy 1ToHe 7 AHM Npeau
3aMoUYBaHe Ha jieueHne ¢ HeoOpaTtum MAQO-unxuburop (B. Touka 4.3).

Obpamum cerexmusern MAQO-A unxubumop (Moxaobemuo)

[Topaau prcka OT CEPOTOHHHOB CHHIPOM He TpaAOBa fa ce npunara KOMOHMHAUHATA MEXIY CEPTPATHH
u oOpaTuM U cenextiBeH MAO-uHXHOUTOP KaTo Moknodemua. Cnen nevyenue ¢ odpatum MAO-
HHXUOHTOP MOXKeE Ja Ce M3MON3Ba NEPHO Ha U3TETAAHE, O-KpaTbK OT 14 AHM, peay_3aflouBaHe Ha
NEYEHHETO ChC cepTpaiHH. [IpenopbuHTENHO € NPHEMBT HA CEPTPAJIMH Aa CE NPEKPaTH MoHe 7 AHH
npeay 3anovBaHe Ha neyeHue ¢ 0dparum MAO-uuxuburop (Bx. Touka 4.3).

Obpamum necenexmugern MAO-unxubumop (rune30.1uo)
AHTHOHOTHKBT nuHE30nua € cnab obpatum U HecenexkTHBeH MAO-HHXHOUTOP U He TpADBa Ja ce

JaBa Ha MaiLHeHTH, NEKYBaHU CbC CEPTPATHH (BXK. TouKa 4.3).

HMa cboOLileHus 3a TEXKKH HEXKENaHU PEaKUUK TpU MAUWEHTH, KOUTO Ca NPEKPaTHIH MPUEMa Ha
MAQO-uHxubUTOp (HaPUMEP METHIIEHOBO CHHBLO) U CKOPO €a 3aMOYHANH 42 MPHUEMAT CepTPAIHH, I
KOMTO ca NMPEKPATHIH JISHEHHE CbC CEPTPA/IMH U CKOpO ¢a 3anoyHany aAa npuemar MAQO-uHxubuTOp.
Te3u peakunH BKTIOUBAT TPEMOP, MHOKIIOHYC, H3MOTSBAHE, ragcHe, MOBPbLUAHE, CBETOBLPTEXK U
XHUTIEPTEPMHA C XAPAKTEPHCTUKH, HANOAOOABALLH 3/1I0KAYECTBEH HEBPOJIENTHUEH CHHIPOM,
MPHUNagbLUHd 4 CMBPT.

Iumozuo
B KNMHHYHO NpOYYBAHE C NPUIOKEHHE HA €AHOKPATHA HUCKA A03a MUMO3KA (2 mg) ca YCTAHOBEHH
MOBUILEHHA HHBA Ha TAMO3HI OT 0Ko0 35%. Te3n noBHLIEHH HUBA HEe ¢a OUNH CBBP3AHN C KAKBUTO M
na ¢ npomenH B EKI'. JlokaTo He ce U34CHH MEXAaHHU3MBT Ha TOBA B3aHMOACHCTBHE, NOPANH TECHUS
TepaneBTHYEH HHACKC HA MUMO3KH] EAHOBPEMEHHOTO MPUWIOKEHHE HA CEPTPAJIMH U NMHUMO3HU/ €
MNPOTHBOMOKA3AHO (BX. TouKa 4.3).

He ce npenopvuaa eOHOBPEMEHHO NPURONCERUE CHC CEPMPATUH

Hexapcmsa, koumo nomucxam L[HC, u arxoxon




EAHOBPEMEHHOTO NPUIIOKEHHE Ha cepTpanuH 200 mg nHEBHO ¢ ankoXo, kKapbaMa3sernuH,
Xanonepuaon, GEeHUTOUH HE NOTEHLUHPA TEXHUTE €PEKTH BbPXY KOTHHTHBHHTE Y ICHXOMOTOPHHTE
(pYHKLHMHA PH 3APABU HHIAWBHAN; HE3ABUCMMO OT TOBa HE CE MPENnopbUBa EAHOBPEMEHHATa ynorpeda

Ha CePTPaIMH H aJIKOXOJ.

[pyeu cepomonunep2uunu 1exapemsa
Buxte Touka 4.4.

[Tpenopbuea ce BHUMaTeNHa ynoTpeda Ha (peHTaHW (M3MOI3BaH NpH 001Ia AHECTE3M MY NPH
NneYeHHeTO Ha XpPOHHUHHA DOMKa) HA APYTH CEPOTOHUHEPTHYHH JIEKapCTBa (BKIFOUMTEHO APYTH
CEPOTOHUHEPrHYHH AHTHAENPECAHTH, aMPETAMHUHH, TPHNTAHH) U HA IPYTH HADKOTHYHH JIEKApCTBA
(BKNOUHTENHO OYNIPEHOPPHH).

Cneyuqinu npeonasiu Mepru

Jlexapcmea, koumo yovaxcasam QT unmepsana

PuckbT OT yabkaBaHe Ha QTc uHTepBana w/nwiu kamepHy apuTHHH (Hanpumep TdP) Moxe na Obae
MOBMILEH MPH €AHOBPEMEHHO MPUIOKEHHUE C NEKapCTBa, KOUTO yabmkasar QTc uHTepsana
(HanpuMep HAKOM aHTHUIICUXOTHLM H aHTUOUOTHLH) (BXK. TOUKH 4.4 1 5.1).

Jumui

B nnauebo koHTpONUpaHe NpOyUYBaHE NpH 34pasy A0OPOBOILM €JHOBPEMEHHOTO MPUNOXKEHHE HA
CEPTPAJIMH C NWTHI HE MPOMEHSA 3HAYUMO PapMaKOKUHETHKATA HA JIMTHH, HO BOJAH NO 3aCH/IBAHE HA
TpeMopa B CpaBHeHHe ¢ mnanedo, KOeTo Mnokaspa Bb3MOXKHO (papMaKOJUHAMHYHO B3aUMOICHCTBUE.
[Ipy eqHOBpEMEHHO MPHWIOKEHHE HA CEPTPAIHH C TMTHH nauueHTyTe TpsOBa na ObaaT BHUMATENHO
nNpociacAsBaHH.

Denumoun

[Thaiie6o KOHTPOJHPAHO NPOYYBAHE MPH 3ApaBy A0OPOBONLKM MOKA3BA, Y€ ABJATOCPOUHOTO
NPUIOKEHHE Ha CEPTpAIHH B no3a 200 mg/aeH He BOAX A0 KITHHHYHO 3HAYUMO HHXUOHpaHe Ha
MeTabonu3Ma Ha GeHHTOMH, Bonpeku TOBA, Thit KATO NPH HAKOHU CNyHaH HEXKeJNIAHUTE peakLHH ca
BL3HMKHAIY OT BUCOKA €KCNO3ULMA Ha PEHUTOHH MIPH NMALMESHTH, NpUeMallii CepTpantH, npenopbuea
ce Ja ObJaT MOHHTOPUPAHH IIA3MEHUTE KOHLICHTPALMM HAa (DEHUTOMH clle] 3arno4YyBaHe Ha Tepanwus
ChC CEPTPATHH U CHOTBETHO aJanTHpaHe Ha Jo3aTa Ha PeHUTOHH. B fonbaHeHue, eqHOBPEMEHHOTO
MPUIOKEHHE ¢ PEHUTOMH MOXE 1a MPHYHHH HAMA/IABAHE Ha MIA3MEHUTE KOHLEHTPALWH Ha
ceprpanui. He moxe na ce nzkniouu, ye apyru CYP3 A4 unpykropu, Hanp. denodbapburan,
kapOamMa3enuH, Ak bJIT KAHTapUOH, pudaMAKMLUAH MOraT a NMPHYMHAT HAMAIABAHE HA NJ1a3MEHUTE HUBA
Ha CEPTPAJIHH.

Memamuzon
EQHOBPEMEHHOTO MPUIIOKEHHE HA CEPTPATUH C METAMH30JI, KOUTO € MHAYKTOP HA METaDOIUTHHTE
eH3umy, BmounTesHO CYP2B6 n CYP3A4, Moxe 1a npeAM3BHKA HAMANIABAHE HA MUIA3MEHHUTE
KOHLIEHTpALWKY HA CEPTPANMH C NOTEHUHWAIHO HAaMANABAHE Ha KIMHKYHaTa edukacHocT. [lopaau ToBa
ce NpenopbuBa NOBHLUCHO BHHMAHHWE, KOTaTO METAMHU3OJ H CEPTPAJIHH Ce MPUIAraT eJHOBPEMEHHO;
KIMHHYHHAT OTTOBOP W / WKW HUBATA HA NEKAapCTBOTO TpAOBA Aa ce mpocieasBar crope ciydas.
Tpunmanu

Hma peaky moCTMApKETHHIOBY CHOOLIEHHUS 3a NALUMEHTH Che cnadocT, xuneppedaeKcus, HapylueHa
KOOpAHHALUA, O0BPKAHOCT, TPEBOXKHOCT M BL30yAa cnel ynorpeda Ha cepTpanvt U CyMaTpHUITaH.
CHUMITOMH Ha CEPOTOHHHEPTIHUEH CUHAPOM MOTAT Ja Bb3HHKHAT CbWO H NPH APYTH NPOAYKTH OT
ChUIMA KIac (TPUATaHH). AKO €THOBPEMEHHOTO NPUNOKEHHE HA CEPTPAIMH H TPUNTAHH € KITHHUYHO
000CHOBAHO, ce npernopbyBa BHUMATETHO HaONKoAeHHE Ha mauneHTa (BXK. Touka 4.4).

Bapgapun
EnHOBpeMeHHOTO npuiokKeHHe Ha cepTpainH 200 mg AHeBHO ¢ BapgapHH e NOBg

/

CTATHCTHYECKH 3HAYMMO YAbKABAHE HA NPOTPOMOHMHOBOTO Bpeme, KOETO B peald
NPHYKMHH OTKJIOHEeHKe B cTorHocTTa Ha INR. [lopaam Toea nporpomOuHOBOTO B



BHUMATECITHO TPOCIACAABRAHO B HAYAIOTO MU CACA KpaA Ha JCYCHHUCTO CBC CCPTPAJIHH.

Lpyau rexapcmeenu 3aumMo0eucmeus, OUZOKCUH, ameHo.101, yUMemuoun

EaHoBpeMEHHOTO NpUNOKEHHE C UHMETHINH € JOBENO A0 3HAYMTETHO HAMAJIABAHE HA KAMPbLHCA Ha
ceprpaidH. KnuHMUYHATA 3HAYMMOCT Ha TE3M NPOMEHHU HE € M3ACHeHa. CepTpanvH HAMA e(eKT BLpXY
OeTa-aapeHepruvHaTta OJJOKHpaLla akTUBHOCT Ha aTteHono. He ca nabnioaaeaHu nekapcTBeHH
B3aMMOJEHCTBHA NIPH NMPUNOXKEHHE HA cepTpanuH B A03a 200 mg AHEBHO ¢ AMIOKCHH.

Jlexapcmesa, nosrusagawju (pynxyuama na mpomooyumume

PUCKBT OT KbpBEHE MOXe 12 Obae MOBULUEH, KOraTo JIEKApCTBa, MOBAUABALIK PYHKUHATA HA
TpombouuTute (Hanp. HCTIBC, aueTuncanuuunosa kucennHa M THKIONUWANH ), HITW APYIH JIEKAPCTRA,
KOHWTO MOTaT Ja NOBHLUAT PHCKA OT KbPBEHE, C€ NMpHIaraT eAHOBpeMEHHO cbe SSRI, skaounTenHo
CepTpanuH (BXK. TouKa 4.4).

Hespomycxynnu brokepu
SSRI MoraTt Aa NOHWXKAT AKTUBHOCTTA Ha IL1a3MEHATA XOMHHECTEPA3HA KATO B PE3YJITAT CE YIbKaBa
HEBPOMYCKYIHOTO 610KHpaulo AeHCTBHE HA MHBAKYPUYM WIIH IPYFH HEBPOMYCKYHH O10KepH.

Hexapcmea, memaboruzupanu om yumoxpom P430

CepTpanuH MOXxe Aa acicTea kato cnad go ymepeH nuxuburop Ha CYP 2D6. IlpogbnxurenHoTo
NPHIOKEHHE Ha cepTpaHH 50 mg AHEBHO € NOBENO A0 YMEPEHO NnoBuiuapane (cpeaHo ¢ 23 — 37%)
Ha paBHOBECHHMTE MNa3MEHH HUBA HA ae3unpaMuH (Mapkep 3a CYP 2D6 u3oeH3IWMHA aKTUBHOCT).
KanuuuHo 3HauMMK B3auMoOAeiicTBUA MOraT 1a Bb3HMKHAT ¢ ApyrH cybcrpatv Ha CYP 2D6 ¢ teceH
TepaneBTHYEH WHACKC KaTo kiac 1C aHTHApHTMHYHM JIEKAPCTBA KaToO nponageHoH U QuiekauHu,
TPHLUHKIMYHH aHTHACNPECAHTH W THIMHYHU AHTHTNICUXOTHLUH, OCODEHO NPH NMO-BUCOKH A03U
CepTpayH.

Ceprpanun He peiicrsa kato nHxuburop Ha CYP 3A4, CYP 209, CYP 2C19u CYP 1A2 B KNMHHUYHO
3HaUMMa CTemneH. ToBa € NOTBLPACHO OT in-vivo NnpoyUBaHus 3a B3aumoacicTeve ¢ CYP 3A4-
cybcTpaTh (€eHIoreHeH KOpTU30), kapbamasenuH, TepdeHanut, annpasonam), ¢ CYP 2C19-cyGerpara
nuazenam u CYP 2C9-cyberpatute Tondytamua, rnnbeHknamMua U GeHUTOUH. In vitro npoyusanus
NOKA3BaT, HE CEPTPATHH HMa MATbK HJIM HHKaKbB NOTEHUHKAN aa uHXHOupa CYP 1A2.

[Ipu kpbcTOCAHO NMpoyUBaHe NpH 8 3papsu J0OPOBOLM OT AMOHCKH NPOU3X0/ € YCTAHOBEHO, U€
MPUEMbT Ha TPY YALLH COK OT rpeHndpyT ZHEBHO YBENHUYABA NNa3MEHHTE HMBA HA CEPTPAIHH C OKOJIO
100%. Ilopagu Tasu ripuuMHa NPUEMBT HA COK OT rpeiindpyr Tpabea na ce uzbarea no speme Ha
Ne4YeHHETO CbC cepTpaiui (BX. Touka 4.4).

baszupaHo Ha Npoy4BaHus 32 B3aMMOICHCTBHA CbC COK OT rpednpdyT, He MOie aa OBbAE U3KNIOUEHO,
ye eHOBPEMEHHHAT NpHeM Ha cepTpaiuH H MOLHK CY P3A4 uuxuburopu, Hanp nporeasHu
HHXHOMTOPH, KETOKOHA30J1, HTPAKOHA30J1, NOCAKOHA30J, BOPHKOHA30/, KIApHTPOMHLIMH,
TENIMTPOMULIMH U Heda3oaoH, OH UMaTO 3a pe3yJITAT OLLE MTO-BHCOKA eKCNO3HLIHA Ha cepTpanuH. Tosa
CBUIO Taka ¢ce oTHacs U A0 yMepenure CYP3 A4 HHXUOUTOPH, HANP. anpenUTaAHT, EPUTPOMULIHH,
¢uykoHazon, epanaMua ¥ qantuasem. Ipuemsbt Ha MowHK CYP3 A4 nHxubutopu Tpabea aa ce
H30ArBa MO BpEME HAa ICYECHHUETO CBC CEPTPAIHH.

[Ina3zmMeHHTE HUBA HA CEPTPAIHH ce npoMeHAT ¢ okono 50% ot cnabu merabonuzatopu Ha CYP2CI19
B cpaBHeHHe ¢ Obp3u MeTabonuzaropu (BHXK Touka 5.2). B3auMoeCTBHETO ¢ MOLLIHH HHXHOHTOPH Ha
CYP2C19, nanp. omenpason, 1aH3onpasoli, nadTonpason, pabenpaso, hayokceTHH, GayBOKCaAMHH,
He MOxKe fa Obae U3KIOUYEHO. |

4.6 DeprRaHTeT, OPpEMEHHOCT H KLPMEHE

bpemennocm
He ca nposexkaaHH aieKBaTHO KOHTPOIHPaAHH NPOYYBaAHHA NPH OPEMEHHH KeHl 2
3HAYHTETHOTO KOJMIMUYECTBO OT HAJTMYHY JaHHH HE ca J0Ka3ajii Bh3HWKBAHE Ha §DPCE
MangopMaLMK, NPUYHHEHH OT cepTpanuH. [IpoyuBaHusTa fIpU )KUBOTHH C€a NOK F



peNpPOAYKTHBHOCTTA, BEPOATHO B PE3YNTaT HA MaHYHHA TOKCHYHOCT, MPHYKHHEHA OT
(papMakoaHHAMHYHO AEHCTBHE HA CbCTABKATA W/WAM OT AHPEKTHO (hapMaKOAMHAMHUYHO JEHCTBHE Ha
ChCTABKATA BbPXY Mj1oaa (Bx. To4uka 5.3).

HUma crnobwenns, ye ynorpebara Ha cepTpanvH No BpeMe Ha OpeMeHHOCT NpeIU3BHMKBa CHMITTOMM,
CbOTBETCTBALLM HA PeaKLMH Ha OTHEMaHe NPH HAKOW HOBOPOACHH, YHHMTO MaHKH ca Ounu Ha Tepanus
cb¢ ceprpanuH. To3u denoMeH e 6un HabmoaaeaH cbino W ¢ apyru SSRI. Ceprpanu He ce
MpenopbUBa Mo BpeMe Ha OpeMEeHHOCT, OCBEH aKO KITHHHYHOTO ChCTOAHHE HA XKEHATa € TAKOBA, Y€ CE
O4aKBa MOA3aTa OT JICYEHHETO 1A HAAXBBP/H NMOTCHUHATHHA PHUCK.

Hosopoaenute Tpabsa na ce HabnonaBar, ako Maiikara e npoab/pKHIa Aa NpYeMa CepTpaiMH npes
Mo-KbCHHUTE €Tanu OT OpeMEeHHOCTTA, 0CODEHO Npe3 TPETOTO TpUMeEceyrHe. AKO MaHKara € npHeMasa
CepTpaivH npe3 NO-KbCHUTE €Tanu OT OPEeMEHHOCTTA, CJIEAHHTE CHMIITOMH MOraT [1a c€ NposBAT MpH
HOBOPOJEHOTO: PeCUPaTOPEH AUCTPEC, LIMAHO3a, anHEd, MPUNAabUH, HeCTaOUNHOCT HA TEECHATA
TEMNEPATYpa, 3aTPYAHEHO XPAHEHE, NOBPbLUAHE, XUIIOTTUKEMMHSA, MOBULLEH MYCKYJIEH TOHYC,
XUMOTOHHUA, XHUneppedaeKCHa, TpEMOp, NOBULLEHA Bb30YAHMOCT, pa3aApa3sHUTENHOCT, IETAPTUS,
MOCTOSAHEH Ma4, CbHJIUBOCT U TPYAHOCT NpH 3aclMBaHe. T€3H CHMNTOMM MOraT Ja C€ Ib/XKaT WK Ha
CEpPOTOHHHEPrHUHH €PEKTH, HIIH Ha CUMITTOMH Ha OTHeMaHe. B roseueTo cinyuyau yCiioxHEHHATa
HACTBITBAT BEAHAra Wi ckopo (<24 4aca) cneq pakKaaHeTo.

JaHHKTE OT €eNUAEMHOOTMYHUTE IPOYYBAHHS NOKA3BAT, Ye MPHIOKEHUETO HA HHXMOUTOPHU Ha
0bpaTHOTO NoeMaHe Ha CEPOTOHHMHA MO BpeMe Ha OpeMeHHOCT, 0cobeHO B HanpeaHana dpeMeHHOCT,
OH MOr0 Jia NOBHUILH PUCKA OT Pa3BUTHE Ha NEPCUCTHPALLIA MYJIMOHANIHA XUNIEPTOHUA NPH
HosopoaeHoTo (PPHN). Puckst B Te3u cayvau e npubnusurendo 5/1000 OpemenHocTy, a B obara
nomyJyaung yecrorata Ha PPHN Bb3nu3a Ha 1-2 cnyvas Ha 1000 6peMeHHOCTH.

O0cepBaiOHHUTE JaHHH NOKA3BAT MNOBHLIEH PUCK (MO-MAJIKO OT 2 TbTH) OT MOCAEpOIOBO
KpbBOTEUEHHE cien exkcno3vums Ha SSRI/SNRI B pamkuTe Ha nocieaHus Mecell Npeayu paxIaHeTo
(BX. TOukH 4.4 U 4.8).

Kvpmene

[IybuxyBaHWTE 1aHHH 32 HUBATa Ha CePTPa/IMH B KbpMaTa coyaT, Y€ MaIKH KOJIMYECTBA CEPTPAIHH H
Herosusa Metabonut N-aecMeTuncepTpainH ce eKCKpeTHpar B KbpMarta. Kato 1o npeHebpexxnumu
HAH HEAONOBHMH HHBA HA CEPTPANHH ¢a OMM OTKPUTH B CEPYMa HA KbPMAUeTa, C €1HO M3KMOYEHUE
Ha HOBOPOJAEHO CBC CepYMHH HHBA 0KO10 30% oT HUBOTO Ha MaiikaTta (HO Oe3 3abenexxum edexr
BbPXY 3JpaBeTo Ha TOBA Kbpmaue). Jlocera He ca JOKIaABaAHH HEXKENIAHHM PeaKUHUH BbPXY 3JPaBeTO Ha
Aela, KbpMEHH OT MaitKH, MPHEMALIK CEPTPATMH, HO PHCK HE MOXKe Aa ce M3ksioud. [punoxkeHuero
pU KbPMauKH HE CE NPEenopbyBa, OCBEH B C/IY4YaHTE, KOraTo Criopes MpeUeHKaTa Ha JIeKapsa nonsara
OT NEHEHUETO HAAXBBLPJIA PHCKA.

Depmunumem

JlaHHWTE NpH KHUBOTHHU HE Ca MOKA3ATH BAUSAHHE HA CEPTPAIHH BbpPXY NapaMeTpUTE HA (PepTHIHTETA
(Bx. TOUKa 5.3).

JloknaapaHuTe Cllydyan Npyu Xopa ca NoKasaju, 4e eekra BbpPXy KaueCTBOTO HA cnepmara ¢ obparum,
Bce oue He e HabnoaaBaHO BIUAHHE BbPXY YOBEUIKHAT PEPTHITUTET.

4.7 EdexkTn BEpxy cnocobHOCTTA 32 miopupane H pabora ¢ MamuHy

Knuunuun papMakosorMuHK Npoy4BaHHA €a NOKA3alH, Y€ CEPTPalIMH HAMA €PEKT BLPXY
NCHXOMOTOpHKTE PyHKUHH. B cbuioTo BpeMe obaue, Thil KATO NCUXOTPOMHHUTE JIEKAPCTBATA MOTaT Aa
HapyuIaT MCUXHYECKKTE UNTY PU3HUECKUTE CNOCOOHOCTH, HEOOXOAMMH 3a OCBHIUIECTBSABAHE HE
NOTEHLIHANHO ONACHH 3aaavK karo ynpasineHre Ha MIIC unu pabora ¢ MalinHKU, ce NpeAQRaYshilo
nauMeHTHTe Aa 6paaT ChOTBETHO NPEaYTNIPEACHH. qstlo

4.8 HexenanH 1eKapCTBEHH PEAKIHH




["apeHeTo € Hali-yecTaTa HexejlaHa peakuus. [Ipy neveHHeTo Ha COUHATHO TPEBOXKHO PAa3CTPONCTBO
CeKCya/lHM HapylueHHUs (n1rnca Ha eAKY1aLUHa) NPH MBAKETE ¢a Bb3HUKHAIH NpH 14% npu cepTpanuH
cnpamo 0% npu nnanedo. Te3u Hexkenann edekTH ca 10303aBHCHMH H YECTO Ca ¢ NIPEXOAECH XapakTep
MpH Npoab/AKaBaHE Ha JICUEHHETO.

[lpoduabT Ha HEXKENAHUTE PeakLMH, 4eCTO HabnaaBaHu B ABOHHO-CENH, M1auedo KOHTPOJIUpaHH
npoyuBaHusg npu nauneHTH ¢ OKP, nannuecko pascrpoicteo, ITTCP u counanHo TpesoxkHO
pa3CTPOHCTBO, € CXOACH ¢ TO3M, HA0NIOAABAH B KIIMHHYHUTE NPOYYBAHHUA MPH MAUKMEHTH C JEMPECHS.

Tabauya | nokaspa HeXeaHUTe peakuWH, HabMIOAaBaHH B NOCTMAPKETHHIOBHA Nepros (¢
HEW3BECTHA Y4E€CTOTA) H OT NNALEOO KOHTPOTHPAHH KIHHKUYHHU NMPOY4YBaHHUA { BKIIHOUBALLK 00O 2 542
MaLHEeHTH Ha cepTpaivH W 2 145 Ha nnauebo) npu aenpecua, OKP, nanuvecko pascrpoiicteo, [ITCP

H COLIMAITHO TPEBOXKHO Pa3CTPOHCTBO.
Hskou Hexxenanu peakuuu, uzdbpoenu B Tabnuua 1, Morart Aa HaManesT 10 HHTEH3HTET U YECTOTa NPH

npoabKaBaHe HA JICHEHHETO M O NMPHHLUKMN HC BOOAT A0 MMPCKBCBAHC HA TCPANMHATA.

Tabauya 1: Hexcenranu peakyuu
YecToTa HA HEXKENAHHTE PEAKLIHH, HA0/II00aBAHH B VIANED0-KOHTPOIHPAHH KIHHHYHH NPOYYBAHHA NPH
nenpecus, OKP, nannyecko pascrpoiicrso, IITCP u counanno tpesoxHo pasctpoiicTso. Ofobiuen
AHAJIH3 H I3HHHK OT NOCTMAPKETHHIOBHS ONMMT.

Cuceremo- MHOro 4yecTH Yectu (21/100 | HeuecrtH Peaku (>1/10 C HeniBecTHA
opraken kaac | (21/10) no <1/10) =1/1 000 no 000 xo <1/1 yecToTa (0T
<1/100) 000) HAJIHYHHTE

AAHHH HE MORe
A8 Obae Hanpa-
BCHA OLEHKA

Hnpexyuu u Hudexuna Ha I'actpoenTeput, | JuBepTUKYIHT?
ungpecmayuu FrOpHHTE Bb3MANEHHE Ha
OUXATETHM CPEAHOTO YXO
MLTHLUA,
(apHHIHUT,
DHHWUT
Heonazmu Heonnasma
dobpoxauecmse
-HU,
2A0KANECM8eH U

U Heonpeoeneru
(6K1. KHCMuU u

noaunu)
Hapvuenus na JinmdaneHo-
Kpeema u [aTHs,
auMprama TPOMOOUHTO-
cucmema neHua
JleskoneHua
Hapywenus na CBpbXuyBCTBH- | AHadunak-
uUMyHHAMA TEJIHOCT , TOUIHA
cucmema Ce30HHa peakuMs’
aneprus’
Hapywenus na XHUNOTHPEOHAH- | XHIIEpnpo-
eHOOKDUHHaMA IbM” NaKTHHEMHA',
cucmema HEeaneKBATHA
CeKpeLMaHa
aHTH-
AHYpPETHUEH
XOPMOH 3
Hapywenua na [ToHuxkeH Xunepxong
memabonuama u aneTHT, pONEMHA /
Xpaxenemo MOBHLIEH 3axapeH
aneTuT nnabet’




XUnep-

ruKeMus >
X UMo-
HaTpHeMHA }
[Tcuxuunu beicuHuUe TpeBOXHOCT CyxuuaHa KOHBEPIHOHHO
HapYuieHUA aenpecus ', naeaums/ pa3sCTPOKCTBO Y,
Bba0yaa’, noBeaeHUe, NapOHUPHA Y,
NOHUNKEHO NCUXOTHUYHO eKApCTBEHA
aubuao, pascTpoiCTBO , | 3aBHCHMOCT,
HEPBHOCT, aGHOPMHO COMHalyTN3bM,
feNpecoHa U- MUCIIEHE, NpeXneBpeMeH-
3aUHA, anaTua, Ha eAKYy.1alHs
KOLIMapH, XaMOLUHHALHK
OpYKCH3BM arpecus’,
eydopruHO
HACTpOEHHE ,
napaHos
Hapywenua na | 3amasHocr, Tpemop, AMHe3n, Koma’,
HepeHama riasobonue’, [BHFATENHMH XUMOECTe3usn , | aKaTH3ua (BXK.
cucmemMa CbHIHBOCT HapyuweHHA MYCKYJIHU To4Ka 4.4),
(BKI1. ekcTpa- CbKpPaLLIEHHA, JAUCKHHe3u,
MUPAMHUIHH HEBOJIEBH XHIIEPECTE3NA,
CHUMNTOMHK KaTo | cHHKoON', MO3bYHOCHIOB
XUMNEPKMHE3NA | XUMEPKUHE3Ud , | CHa3bM
XHNEPTOHYC, MHIPEHa (BKAKOUHTETHO
[AUCTOHMA, KOHBYJICHH o6paTum
CKbpUAHE CbC 3aMaiiBaHe Nnpy | uepebpanen
164 WIH NpOMSAHA Ha Ba30-
Hapy LEHHA B [03ara, KOHCTPHKTHBEH
MOX0AKaTa), HapylleHa CHHADOM K
napectesus , KOOPIAMHALMSA, | CHHAPOM HA
XMNEPTOHYC , HapyweHue Ha | Call-Fleming)'s,
HapyllUeHue Ha | peuTa NMCUXOMOTOPHO
BHUMAaHHETO, HECTO-
AHCreY3us KOMCTBHE S,
(BX. Touka 4.4),
HapyLleHa
CETUBHOCT,
xopeoarerosal,
Couo
MpU3HALHK U
CHMOTOMH,
CBBP3aHH ChC
CEPOTHHHOB
CHHIPOM HIJTH
3M10Ka4eCTBEH
HEBPOAENTHYEH
CHUHAPOM: B
HAKOH Cy4au
CBbP3aHH ¢
elIHO-
BPEMEHHOTO
NPUIOKEHHE Ha
CEpPOTOHHH-
epruuHH
nexapcTsa,
KOHTO
BKIIOUBAT
Bb30yaa,
00bpKBaHE,

oOUNHO




H3INOTABAHE,
aMapvs, BUCOKA
TeMnepaTypa,
XHNEPTOHUA,
PHIHAHOCT M
TaxuKapaua’®

Hapyuwienun na
ovume

3PHTENHO
HapylleHHe

Muapnaza’

CkoTtom,
rnayxoma,
AUITONHA,
poTododus,
xHdema’s,
HEeIHAKBY
JEHHLH ),
abHOpMHO
3peHue’,
HapyLIEHHe Ha
CIIb3HHUTE HKIE3H

MakynonaTus

Hapyuwienus na

yxomo u
rabupunma

Tuuutyc

bonka B yxoTo

Copoeunu
HapYuienun

Mannurauuu’

Taxuvkapaua’,
CbPIACUHO
Hapy LLIEHHE

MuokapaeH
HHdapxT S,
Torsade de
Pointes’¥ (.
TOYKH 4.4, 4.5 1
3.1),
Opaaukapaus,

Yy ABJKABAHE Ha
QTc¢
uHTEpBana'(BX.
Touku 4.4, 4.5 1
5.1).

(Cvoos8u
HapyueHue

lopewy BuaHK"

ADOHOPMHO
KbpBeHe (KaTo
racTpo-
WHTECTHHANHO
KbpBEHE)
XUMEPTOHHA
3ayepBABaHe,
XeMaTypus’

[lepvdepHa
HCXEMHUA

Pecnupamophu,
CPYOHU U
MeOUACmuH QI
U HapyweHus

[po3sasate’

ucnnes,
eNUCTAKCHUC ,

Gporxocnaibm’

Xunep-
BEHTHIALHA,
HHTEP-
CTHUHATHA
Oenoapobna
Gonect ?,
€03HHO(HIIHA
NHEBMOHHA
NMAPUHTOCNAaIbM,
AUCOHUA,
cTpuaop 'S,
XUno-
BEHTUIIALIKA,
X'bJILIAHE

Cmomauino-
HDEBHU
HAPYULEHUR

[Nanene,
AHAPUA, CYXOTA
B yCTara

JHucnencus,
3aneK .,
KOpEMHa
boaka’,
noBpbLIAHE
¢dnaTyjieHLUHUn

Menena, 30HN
HapylEeHHUA,
e3odarur,
CJIOCHT,
XEMOPOHIH,
CBPBbXCEKpeuns
Ha CIIHOHKA,

PazazesaBaHe Ha
ycTara,
MaHKpeaTuT >,
XeMaTOXe3ns,
pa3A3BABAHE Ha
e1MKa,
CTOMATHT

Muxpockoncku
KONUT




anucgarus,
OpHIBaHe,
HApylUEHHE HA
e3MKa

Xenamobwiu- AOHOpMHA
apHu yepHoapoOHa
HapYuLeHUs yHKLUA,
CEPHO3HH
YepHOAPOOHH
cpOuTHA {B TOBA
YUCJIO XEMATHT,
KBITEHHLR H
yepHoapoOHa
HeAoCTa-
THYHOCT)
Hapywienun na Xunepxuaposa, | [lepuwopbutancn | Peaku cnyyau
Koxcama u o6pus’ OTOK, Ha TEXKKH
noOKoXHCHAMA YPTHKApHS KOXKHH
MBKaH AnomneLura’, HeXEeAaHH
cbpheK, peakUrK: Hanp.
nypnypa’, CHHAPOM Ha
AepMAaTHT, cyxa | Stevens-
KOXa, OTOK Ha Johnson® u
JIMLETO, enuaepManHa
CTyeHa NnoT HeKpoJinza's,
KOXHa
peakums >,
(hoTOYyB-
CTBHTEIHOCTY,
AHIHOEAEM,
abHOpMHa
CTPYKTYpa Ha
KOcara,
abHopMHa
MHPH3Ma Ha
KoMara,
DynoseH
OEPMATHT,
donuxkynapeH
oOpHB
Hapywenus na Bonku B repba, | OcteoaptpHr, Pabno- Tpusmyc',
MYCKYHO- apTpairus MYCKYJIHH MHOJIH3A Y, Hapyuweune,
cieremnama MHUANTUA NOTPeNBaHM, KOCTHO nonodOHO Ha
cucmema u MYCKYJIHH HapyleHHe MHOXECTBEHA
CHeOUHUMETHA Kpamiu', ally/1-KOEH3UM
ma mvKan MYCKY/Ha A nexuapo-
cnaboct reHalHa
HEIOCTa-
THYHOCT
(multiple acyl-
coenzyme A
dehydrogenase
deficiency,
MADD)’
Hapywernus na [Tonakuypwua, HepasnomepHa
bvbpeyume u MHUKLHOHHO CTPYS Ha
nUKOYHUME Hapy LIEHHE, ypHHaTa',
nemuya 3aApbiKKa Ha ONUrypus
YPHHaTAa,
HE3aqbPXKAHE

Ha ypHHa




NoANYpHA,

HHKTYpHS
Hapywenun na | JInnca Ha CMyLueHua Ha CekcyanHa Fanaktopes’, nocaepoaoso
8bINpOU3EOOUM | AKXy ALK MEHCTPYanHHs | AUCPYHKLHA, aTpothuyeH KpPbBOTEYEHHE
emama UHKBI MEHOparus, BY/IBOBATHHHT, | **;
cucmema u ePeKTHIHA BJ1AraJIHLLHO FeHNUTANTHO
svpoama’ auchyHKLHA KPbBOTEUEHHE, | TEHEHMe,
CEKCyanHa DanaHo-
AHCPYHKLHA MOCTHUT 3,
[pPH XKEHATa FMHEKOMAcTHA ,
NPHAMHIbLM
Obwgu Ymopa® CnabocT’, [epudepen XepHus,
HapyweHu u rpbaxa 6oaka’, | oToK', HaMAJIeHa
ehexmu Ha Hepa3nonao- BTpYCaHE, NOHOCHMOCT
MACMOmo Ha KEHHE', HapYUWIEHHE HA | KbM
npuIONEeHUue MOBHLLIEHA noxonakara’, NIeKapCcTBOTO
TeMnepatypa | xaxna
H3creoeanus YBEJHUYEHO YasenuueHa [loBHiLEH
TENECHO TErNI0 | anaHuH aMHHO- | cepyMeH
TpaHcdepasa’ X0JEeCTepol,
YBEIHUECHA aOHOpPMHH
acnaprar CTOHHOCTH Ha
aMHHO- nabopaToOpHHUTE
tpaHcepaza’, | pesyntary,
HaManeHo abHOPMOCT Ha
TeJeCHO Terno | cnepmara,
[MPOMEHeHa
TpoMOOLHTHA
$yHkumua '
Hapanssanus Hapauspane
OMPAGAHUR U
YCAONCHEHUA,
BbIHUKHANU 8
peayrmam Ha
UHmMepeeHyuu
Xupypausuecku u Cbao-
MEOUYUHRCKYU pa3liHpaBalia
UHMeEpBeH YUY HHTEpBEHIMSA

* HJIP ca ycTaHOBEHHM Clefl yCKaHETO Ha nasapa

S HPJI, npu KoitTo 4ecToTaTa € onpeaeneHa Ha 6asata Ha OuMakBaHa ropHa rpaHuua ot 95% noBepuTeneH

HHTEPBaJ1, H3MON3Banku ,,NpaBIIOTO Ha 3.
** Topa chOUTHE € chOOWIaBaHO 3a Kaaca nekaperpa SSRI/SNRI (ax. Touku 4.4 1 4.6).

Crumnmomu Ha OMHeMane, HabOasanu NPU CNUPAHE HA JEYEHUECMO CbC CePMPAIUH
CnupaHeTo Ha npHeMa Ha cepTpainuH (0cOOE€HHO, KOraTo € BHE3aNHo) OOMKHOBEHO BOIU 110
CHUMITOMH Ha oTHeMaHe. Haili-uecto ca ¢tobluaBaHu: 3aMasHOCT, CETUBHH HAPYLUEHHSA (BKITHOUHTENHO
napecTe3ns), HapyuIeHHa Ha CbHA {BKTIOYHUTENHO 6€3ChbHUE H MHTEH3UBHYU CbHHULLA), Bb30yaa unu
TPEBOXHOCT, TaICHE W/ WK NOBpPBLUAHE, TpeMop U rnasodonue. [lo npuHUKN Te3n cHONUTHA ca JIekH
110 CpeIHO TEXKKH W ca camoorpanuuasauim ce. Ilpy HakoM nauueHTH obaue Morar ga ObAaT TexKH
W/WM NPOABLKUTENHH. ClieJ0BaTeNHO, KOraTo JIEYEHUETO ChC CEPTPATHH BEUe HE € HANIOXKHTENHO, Ce
npenopbYBa CIMPAHETO MY Aa cTasa [LU1aBHO, 4PE3 NOCTENEHHO HAaMaABaHe Ha J103aTa (B¥XK. TOUYKH 4.2

u44).

Cmapuecka év3pacm

SSRI nnu SNRI, BxnounTeNHO cepTpaivH, ca OHIH aCOUMHPaHH ChC CIYYad Ha KITHH G ;

XWUMOHATPUEMMS NPH NALIUEHTH B CTApUECKA Bb3PACT, KOMTO € Bb3MOKHO f1a Ca H3No
BUCOK PHCK OT TOBA HEXKeNaHo cbOUTHE (BK. TOouka 4.4).

Heouampuuna nonyirayu




[Tpu noeeue o1 600 neaHaTpyUHH NAUNEHTH, JEKYBAHH CbC CEPTPAAHH, OOUWIMAT NpodHN Ha
HEXENAHH peakLMH kaTo Lo € Oun nonoder Ha HabnKWwAaBaHMA B IPOYYBAHHUATA MPH Bb3PACTHH.
Cnepuvre HEXeNaHU peakuMu ca Ounu ¢bobLUeHH OT KOHTPONHpaHU npoyuBaHya (n=281 nauuneHTw,
JE€KYBaHH CbC CEPTPATIMH):

Mnoco vecmu (>1/10): I'naBobonue (22%), 6e3cbune (21%), anapua (11%) u ranene (15%).

Yecmu (>1/100 0o <1/10): 'pvaHa bonka, MaHus, NOBHLIEHA TEMIEPATYPA, MOBPHLUAHE, aHOPEKCHS,
atheKTHBHA NaOHAHOCT, arpecus, Bb30yaa, HEPBHOCT, HapYLUEHO BHHMAHHE, 3aMasHOCT,
XHMEPKHHE3NA, MUIPEHA, CbHAUBOCT, TPEMOP, 3PHUTEHO HAPYLUEHHE, CYX0Ta B YCTaTa, JHCMENCHS,
KOLWMAapH, YMOPa, HHKOHTHHEHLIMA Ha YpUHATa, OOpUB, aKHe, enucTakcuc, (aTyaeHLMs.

Hevecmu (> 1/1 000 0o <1/100): Y pvmxen QT-unrepsan Ha EKI (Bkx. Touka 4.4,4.5 1 5.1), onur 3a
caMOyOHICTBO, KOHBYJICHH, EKCTPANHpPaMHHO HAPYLICHHWE, NapecTe3us, ACNPECHA, XaNlOLHWHALHA,
Myprypa, XMNepBeHTUIALIHA, AaHEMHUS, HAPYILEHA YePpHOApoOHA PyHKLUKA, YBETHUYEHA AllaHUH
aMHHOTpaHCc(epa3a, UHCTHT, XEpNec CHMILIEKC, Bb3NaleHue Ha BLHILIHOTO yX0, 6osika B yxoTo, Oonka
B OUMTE, MHApPHA3a, HEPAZNOI0KEHHUE, XEMATYPHSA, THOEH O0OpHB, pUHHUT, HApaHABaHEe, HAMANABAHE HA
TEAECHOTO TETJ10, MYCKYJIHO MOTpenBane, aDHOPMHH CbHULUA, anaTus, alOyMHUHYpPHS, MOaKHYpHUs,
NoJHypus, rpbaHa 601Ka, MEHCTPYATHO HApYyLICHHE, aJIONELNS, IEPMATHT, KOXKHO HapYLUEHHUE,
aOHOpMHA MHPH3MAa HA KOXKaTa, YPTHKApHs, OpPyKCU3IbM, 3a4EPBABAHE HA JIMLETO.

C Heuzsecmua vecmoma: eHype3uc

Edexmu na xnaca

EnnaeMHONOrHYHHUTE NPOYUBAHHUSA, MPOBEKIAHM INIaBHO MPpH NauueHTH Ha S0-roaUiiHa Bb3pacT H f0o-
Bb3PacTHH, NOKAa3Ba NOBUILEH PUCK OT GpaKTypy Ha KOCTHUTE Mpu nauueHTH, npueMawun SSRIs u
TCAS. MexaHM3MBT, BOJELL A0 TO3H PHCK HE € H3BECTEH.

CpolliaBane Ha NOAO3IMPAHK HEXeTaHW peakiiuH

Cpbo0l11aBaHeTo Ha NOAO3VPaHH HEXeNaHH peaklMM cliel pa3peluaBaHe 3a ynorpeda Ha NeKapCcTBEHHUS
MPOAYKT € BaXKHO. TOBa MO3BOJIABA 12 NPOABILKY HAONIOAEHHETO Ha CHOTHOLUICHHUETO NOJ3a/pUCK 32
neKapcTBeHHA NpOoayKT. OT MEAHLMHCKUTE CNELUAIUCTH Ce H3UCKBA Ja CboOLIaBaT BCAKa
NOAO3UpaHa HEXKENTaHaA peaKUHs Ypes

HM3nmbanuTe/NHa areHUHWd no JeKapcTeara

ya. ,,JamsaH ['pyes” Ne 8

1303 Codusn

Ten.: +359 2 890 3417

yeOcaiiT: www.bda.bg

4.9 Ilpexo3npane

Toxcuunocm

CepTpanui uMa TepanepTHUHA rpaHdua Ha 6€30MacHOCT, 3aBUCHMA OT NALMEHTCKATA NOMylaluus
W/WIH NpyuApYKapauioTo JieueHHe. PaTanHyu ciryyay OT NPeJO3HPaHE ca ChoOLAaBaHU CAMOCTOATEIHO
HJIW MpH KOMOHHALUA HA CEPTPAIIHH C APYTH JCKApPCTBa WWIH ankoxo. CleaoBaTeNnHO BCEKH ClTydait
Ha npeao3upaune Tpadsa faa Ovae nexyBaH arpecHBHO.

Cumnmomu
CUMNTOMUTE Ha NPeA03upaHe BKJIKOUYBAT CEPOTOHHH-MEAUHPAHH HEXETaHH NEKAPCTBEHH peaKkiUi
KaTO CbHAUBOCT, MACTPO-HHTECTUHANHH HAPYLIEHUA (KaTO raaeHe y NnoBpbllUaHe), T&XHI{apﬂ,HH

Tpemop, Bb30yna H BUeHe Ha cBaT. ChobuwiaBa 3a KoMa, Makap M NO-pAAKO.

Cnien npeno3npade ¢be CepTpaiiH ce cboOLiaBa 3a yannkasaHe Ha QTc HuTepBan

no Ta3W NpUYKHa BCAKO MOMbllaHE HA CBPBXA03a CEPTPAJIHH C€ MPENnopbUYBa MOHH
(K. Toukn 4.4,4.5u 5.1).




Ogaaoasarie
JInncear cneundryHNA AaHTHOOTH Ha cepTpasinH. [Ipenoprysa ce Aa ceé YCTAHOBH H NoAabpXKa

AHUXATEJIEH MBT H NPH HEOOXOOUMOCT 4A C€ OCHTYPU ANEKBATHA OKCHI€HALHA H BEHTHJIALHA.
AKTUBHHSAT BBIJIEH, KOATO MOKe 13 ¢& KOMOHMHHPA € OYHUCTHUTETHO, MOXKE A € €AHAKBO ePEKTHBEH
UK Mo-e()eKTHBEH OT CTOMALUHATA NPOMHUBKA H TPAOBA Aa ce MMa MpeABHA PH JEYEHUE Ha
npeao3upaHeto. He ce npenophusa npeau3BMkBaHe Ha NOBpPbLULAHE. 3aeHO ¢ 00LIAaTa
CHMMTOMATHYHA H NOAABbPKALLA TEpaNnKA Ce NMPENOPBbYBA OLIE W MPOCNEAABaHE HA CHPACYHHTE (Hanp.
EKI') 1 apyru Butantu nokazatenu. [lopaau ronemna obem Ha pasnpeaeneH1e Ha CEPTPAIHH € MaJIKO
BEPOSTHO MPHIOKEHUETO Ha popcupaHa AWype3a, Adanuza, xeMonephy3us uny
€KCCaHrBHHOTpaHCDy3Ua aa UMAT ONaronpHATEH €PEKT.

5. GAPMAKOJOI'HYHU CBOHCTBA

5.1 ®dapMakoaJHHAMHYHH CBOiicTBA

dapmakorepanesTuuHa rpyna: CenexkruBHu Huxubutopu Ha Obparuua 3axsat Ha CepoToHHHA
(SSRI), ATC xon: NO6ABOS6.

MexaHH3bM HA ACHCTBUE
CepTpaiHH € MOLIEH U CENEKTHBECH HHXUOUTOP Ha 0OpaTHHUS 3aXBaT Ha cepoTOHHHaA (5-HT) B

HEBPOHMTE in Vitro, B pe3YyJITAT Ha KOETO ce noTeHuupar edexrure Ha S-HT npw :;xuBotuu. Tok nma
He3HauHuTeNeH eekT BbpXY oOpaTHUA 3aXBAaT HA HOpaAPEeHAIMH M AOMAMKH B HeBpOoHHTE. B
KJAMHHYHU A03H cepTpaiuH 610kMpa oOpaTHHA 3aXBaT HA CEPOTOHUH B YOBELIKH TpoMOouUTH. Toll He
NMpOABABA CTHMYHpaLLA, CeJaTUBHA W/IH AHTHXOJIHHEPrHYHA aKTHBHOCT WM KapAHOTOKCUYHOCT MPpU
XKHBOTHH. B KOHTPOJIHpaHH NPOYYBAHHUA NPH 3apaBH JO0OPOBONLY CEPTPANIHH HE NPUYKHABA CeaaLUs
U He NMpeAU3BUKBA NPOMEHH B NCUXOMOTOPHUTE PYHKUMH. B ChOTBETCTBHE CBC CENEKTUBHOTO
HHXHOupaHe Ha obpaTHus 3axeat Ha S-HT ceprpanuH He nosuilaBa KaTexoJIaMUHEPru4HaTa
akTHBHOCT. CepTpaiiH He npUTexasa AQHHHTET KbM MYCKapUHOBHUTE ( XOJTWHEPTUUYHM),
CEPOTOHUHEPrHYHHTE, JOMAMHUHEPrHUHHATE, APEHEPruiHITe, XHCTAMHHEPrUdHKTEe, gABA nian
OeH30aHa3eNUHOBHTE peLenTopH. [IpOABIIXXHTENHOTO NPUIOKEHHE HA CEPTPANHH {IPU >KUBOTHH €
CBBHP3aHO C HAMAIABAHE Ha Opof HA MOIBLYHHUTE HOPAPCHATUHOBH PELIENTOPH, KAaKTO € HabnoaaBaHo
U NPH JPYTH KIHHUYHO €peKTHBHA aHTHAECTIPECAHTH H AHTMODCECUBHHM J1EKapCTBaA.

He e nemoHcTpupan noreHuwnan 3a 3noynorpeba cue ceprpanud. B nBoHHO-CNano, paHAOMH3HPAHO,
naauedo KOHTPONMHPAHO NPOYYBaHEe, CPaBHABALIO MOTEHUHANA 33 37I0yNnoTpeda Cbe CEPTPAIHH,
annpaszonam 1 d-amdeTaMHH NpH XOpa, CEPTPAIHH HE € Mpear3BHKal NO3HTHBHY CYOEKTHBHH
edexTH, NOKA3aTEIHH 3a MOTEHLMAN 32 310ynoTpeda. 3a pa3finka OT TOBA MALHEHTHTE Ca OLEHMH
3HAYMMO MO-BHCOKO W annpaszoyiaM, U d-amdeTaMuH B cpaBHEHHWE ¢ miauedo no nokaszarenH Karto
XapecBaHe Ha JIEKapCTBOTO, eydopua ¥ noTeHuuan 3a 3noynorpeda. CeprpaninH He e npean3BHKaN
HHTO CTHMYJIAUHSA H TPEBOXHOCT, CBbP3aHHU ¢ NPUIIOKEHHETO HA d-ambeTaMHH, HUTO cenauus U
NCUXOMOTOPHO HAPYILUEHHE, CBbP3aHH C MPUIOXKEHHUETO Ha aninpa3sonam. [IpunoxkeH npu peayc-
MaiMyHH, 00yUeHH 1a MpUeMaT cCaMH KOKAKH, CEPTPA/IMH HE € CTUMYJHpa/ MPHEMAHETO HA OMNHKATa,
HUTO MBbK € MOILJT 13 3aMECTH KaTO AMCKPHUMHHATUBEH CTUMYN d-aMderaMun win denobapbuTan.

KinHHWYHA eQHKACHOCT H 5€30MacHOCT

T'onamo denpecusrHo pazcmpoucmso
[IpoBeneHo € KTMHHYHO NPOYYBaHE NPH ACNPECUBHU aMOYyNaTOpPHKU NALMEHTH, NPH KOHTO € HACTbM
eekT 00 Kpas Ha HauanHata 8-ceAMHUUYHA OTKpHTA Ja3a Ha eyeHHE Cbe cepTpaiinH S0-200 mg/aeH.

MO-HUCKA YECTOTA HA PELIMOWBHUTE NIPH NALMEHTHTE, NPHEMALIM CEPTPANIUH, B Cpas
npueMallurte naauedo. Cpeanara no3a 3a NAUMEHTUTE, 3aBbPLUIKWAW MPOYYBAHETO,
[1IpoLeHTHT NAUEHTH, NMOBIHANHU CE€ OT Ne4YeHUETO (AePHHUPAHH KATO TE€3M NMaLHe
€ HaCTBHNWA PELMANB), 3a CEPTPANUH H naauedbo e Oun crotBeTHO 83,4% K 60,8%.




IHocmmpasmamuuno cmpecoso pazcmpoucmeo (IITCP)

KomOnHupann 1aHnu ot TpuTe npoyueanus 3a [ITCP cpen obimoTo Hacenenune ycraHoBsBatT no-
HHUCKa UECTOTa Ha OTTOBOP NPH MBIKETE B CPABHEHHE C KEHHTE, B ABETE NO3UTHBHU NPOYHBAHHUA CPEN
o0L1aTa nonynauys Ha CEPTPanKH CNpAMO Mniauedo, HeCTOTaTa Ha NMOBIHABAHE TIPH MBKETE H XKEHUTE
e Onna cxoana (akeny: 57,2% cnpamo 34,5%; mbxke: 53,9% cnpamo 38,2%). bpoaT Ha MbXxeTe U
JKeEHHTE B 00elHHEHHTE NpoyuBaHHua cpea obuwara nomynuus € 184 u cvoteeTHO 430, # cnesgosaTenHo
PE3YNTATHATE NPH KEHUTE Ca ¢ NO-TOJIAMA TEKECT, & MPH MBIKETE CE CBLP3BAT C APYTrH H3XOIHH
XaPaKTEPHCTHKH (MO-rofsmMa 3noynorpeda ¢ BelecTBOTO, MO-rojaMa NPOALDKHTENHOCT, H3ITOUHHK
HA TPABMa H T.H.), KOUTO KOPENUPAT ¢ HAMANEHHA eeKT.

Copoeuna eaexmpou3uoiocun

B cneusanuzupaHo 3aabpnboueHo npoyusaHe Ha QTc, npoBe€HO MPH paBHOBECHH KOHLIEHTPALIMU U
MPU HaJ TepaneBTHYHH €KCMO3ULIMM NpH 3apasu Ao0poBonuM (tekysanu ¢ 400 mg/ned — npa NbTH
HaJ MaKCHManHaTa npenopbyMTe/HA JHEBHA A03a), ropHaTa rpaHyua Ha AsycrpaiHug 90%
AOBEPHTENIEH HHTEPBAN 32 BPEMETO, ChbOTBETCTBALO Ha cpeaHa pa3inka B QTcF Mexnxy ceptpanuH u
nauedo no Meroaa Ha Hal-Mankure kBaapatH (11,666 MmunucexyHau), e no-ronamMa or
peJBAPHUTENHO onpeneneHus npar ot 10 MIWIMCEKyHAM Ha BpeMeBUs UHTEPBaAN 4-H yac criel Nnpuem
Ha R03aTa. AHANIU3BT HA ChOTHOLIEHHETO ,,eKCNO3HLHK-OTIOBOP™ NMOKa3Ba JIEKO NOJOXKUTENHA Bpb3Ka
mexxay QTcF v nnazMenuTe KOHUEHTpauuu Ha ceprpaiuH {0.036 Muaucekynaw/(ng/mL); p<0.0001].
B13 ocHOBa Ha Moena “eKCno3nLUA-OTIOBOp™, NparbT 3a KIIMHHUYHO 3HAYUMO yabnkasaHe Ha QTcEF
(T.e. nporHo3upaHuaT 90% gosepureneH unTepBan Aa npeeuviasa 10 MuaucexkyHau) e noxe 2,6 nbtu
no-BHCOK OT cpeaHaTta Cmax (86 ng/ml) caen npunoxeHue Ha Hal-BUCOKaTa MPENOPBLUMTENHA 1032
ceprpainH (200 mg/neH) (Bx. Touka 4.4, 4.5,4.8 n 4.9).

Ieduampuunu nayuenmu ¢ OKP

BesonacHoctTa M epHKacHOCTTA Ha cepTpanuH (50-200 mg/neH) ca MacneaABaHK NPH JCHEHHE Ha
amOynaropHo 00HM aeua (6-12-roadwnK) u oHowH (13-17-roguiuHy) 6e3 nenpecus, ¢ 06CeCUBHO
KoMIyJcuBHO pascTpoicTeo (OKP). Chea €ZHOCEAMHYHO €ANHHYHO-CIIANIO U1auedo BbBEAECHHE,
NAUHEHTUTE ca PAHAOMH3HPAHH Ha ABAHAHCETCEAMHYHO ICYECHHE ¢ MbBKAB N030B PEXKHUM ChC
ceprpanuH wid nnauedo. Meuara (6—12-roauinu) ca 3anoyHajiy ¢ NbpBOoHauaiHa Ao03a ot 25 mg.
[MauueuTHTe, pAHAOMU3IHPaHH HA CepTPaANUH, €a NMOKa3ald 3HAUYHUMO NO-roaaMO nogodpeHue or
paHaoMu3HpaHuTe Ha nauebo no Children’s Yale-Brown Obsessive Compulsive Scale CY-BOCS
(p=0,005), NIMH global Obsessive Compulsive Scale (p=0,019) n CGI (Clinical global Impressions)
Improvement scales (p=0,002). OcBeH TOBa TEHAEHLUHMA KbM MO-TOIAMO NOJOOPABaHE B rpynara Ha
CEPTPAIMH CIIPAMO rpynara Ha miauedo e Habmonasana cuiuo U no CGI Severity scales (p=0,089).
[MauneHTHTE, NOBAUAHH OT NEYEHUETO U Ae(PHHUPAHH KATO NAUMEHTH ¢ MOHHKEHHE OT 25% uvnu
nopeye no CY-BOCS (0CHOBHUAT KpUTEpU 32 €PHUKACHOCT) OT H3XOAHOTO HHBO A0 KpaHAaTa TO4Ka,
ca 6unu 53% oT nauMeHTUTE Ha cepTpanuH cnpamo 37% oT naunenTute Ha nauebo (p=0,03).

an Ta3H neajyaTpu4Ha nonyaauus JIKINCBaT KIMHHYHH H3ITHTBAHHUA 34 e(bmcacm}c'r.

lleanarpuyuHa nonyJjalus
Hsama naHHM 3a Aeua noa 6-roqyiuHa BL3pacT.

ITocmmapxemunzoso npoyusane 3a bezonacnocm SPRITES
[IpoBeneHo e o6cepBallMOHHO, NOCTMAPKETAHIOBO MPOY4YBaHe NMpH 941 nauMeHTU Ha BB3IPACT OT 6 a0
16 ronvHu, 3a Aa ce OLIEHK ABArocpoYHaTa O€30MacHOCT HA JIEYEHHETO ChC CEPTPAIMH (ChC U Oe3
NCHXOTEpanus) B CPABHEHHE C NICHXOTEPANUATa 32 KOTHHTUBHO, EMOLIMOHATHO, PHU3IHYECKO H
nyOepTETHO Ch3PABAHE 3a NEPHOA A0 3 roauHH. TOBa NPOYUYBAHE € MPOBEACHO B YCIAOBHA HA
KIMHHYHA NPAKTHKA NPH AELA K KOHOLK ¢ MbPBHYHU JHArHO3H Ha 00CECHBHO-KOMITYIGH B 3
pa3CcTPOiiCTBO, AEMPEeCH KK APYTH TPEBOXKHH pasCTPOHCTBA, NPH KOHUTO €a OLIEHEHY é“'\\
no3HapaTeaHHuTe PyHKUNH [oueHeHH upes TecTa Trails B u nHaekca Ha MeTakorHULYYAIA 6T Betmaoi
Rating Inventory of Executive Function (BRIEF), noseagnueckara/emoupnonanHar ""
(ouenHeHa upesz Behavioural Regulation Index sa BRIEF) u puznueckoro/nybep
(oueHeHa upe3 CTAHAAPTH3UPpaH HHAEKC 33 BUCOUMHAa/Terno/TenecHa maca (BMI) i




CeptpanuH e 0106peH B neaxaTpyMuHaTa MONy.aliusg CaMo 3a MaLueHT!H Ha 8b3pacT 6 u noseue
roarau ¢ OKP (Bx. Touka 4.1).

CTaHaapTH3WPAHETO HA BCEKH NOKA3aTeN 33 NbPBHYHHA PE3Y/ITAT Bb3 OCHOBA HA HOPMHTE 34 MO U
BB3PACcT NoKa3ea, Y€ OOHIMTE PE3y/ITaTH Ca B ChOTBETCTBHE C HOPMAITHOTO pa3BHTHE. He ca
HabNIOAaBaHN CTATUCTHYECKH 3HAYUMH PA3/IMKH O OTHOLLEHHE HA NOKA3ATENHTE 32 TbPBUYHHA
pe3yJITaT, ¢ H3KAKUEHHe Ha TernoTto. [Ipu cpasHUTENHHN aHatu3y ce HaDnrogasa CTaTHCTHUECKH
3HAYKWMO OTKJIOHEHHE MO OTHOLEHHWE Ha CTAHAAPTHIUPAHOTO TENIO; BLIPEKH TOBA, BEJIHYHHATA HA
NpoMsHaTa B TErNoTo € Maka [cpeaHa (SD) npomsiHa B cTanaapTyuzupaHure z-pesyntatu <0,5 SD].
YcTaHoBeHa € 3aBUCMMOCT B OTHOLUEHHMETO [103a-0TTOBOP NPH MOBUILEHHETO HA TEMNOTO.

5.2 @apMaKkoKHHETHYHH CBOHCTBA

Abcopbyus

[Ipu xopa citea nepopasiHO €IHOKPATHO AHEBHO NpriokeHue Ha 30—200 mg B npoab/pkeHue Ha 14
JHHU, MAKCHMAITHH J1a3MeHH KOHLEHTpaLUH ce JocTurat mexay 4,5-8,4 yaca cnea npvema. XpaHata
He NMPOMeHS 3Ha4MMO DHOHATHYHOCTTA HA TADAETKHUTE CEPTPAIHH.

Paznpedenenue
[MpubauzurenHo 98% oT LUPKYAUPALLIOTO B CHCTEMHOTO KPbBOOOpaLlEHHE TIEKAPCTBO € CBBP3aHO C

(WIa3MECHHTE MPOTCHHH.

Buompancghopmayun
CepTpankH NpeTbpnsiBa 3HauMTENIeH MeTaboIn3bM NPH NbPBOTO CH NMPEMHHABAHE Npe3 YepHUs Apob.

Ha 6a3zata Ha KNMHUYHH H in-vilro JaHHH, MOXE 1A CE 3aKJ/II0UH, Y€ CEpTpaMH ce MeTabou3npa no
HAKOAKO HauHHa, BKoUYHTENHO CYP3A4, CYP2C19 (8rxk Touka 4.5) u CYP2B6. Ceprpanuu
HErOBUSAT rJ1aBEH METAdONUT AECMETHICEPTPANIMH Ca CbLUO Taka cyOcTpaTu Ha P-raiokonporevH in-
viiro.

Eaumunupane
CpeaHuST NONYXKHBOT HA CEPTPATHH € NpubanzuTenHo 26 vyaca (B auanasona 22—36 vaca). B

CHOTBETCTBUE C TEPMUHANTHUSA €NMMHHALIMOHEH MOJYXKUBOT, 3a Ja C€ JOCTUIHAT paBHOBECHH
KOHLEHTPaLIMH, € He0OXOAUMO NMPUOAKZUTENHO ABYKPATHO KYMYJIMPaHE, KOETO € HANTHLIC €Ha
ceAMMLA ClIeN HAYaNOTO NPH €AHOKPATHO JHEBHO MPWIOKEHHE HA NEKApCTBOTO. IInazMeHusaT
MONYXHUBOT HA N-AeCMETUICEPTpaauH € Mexay 62 u 104 u. Ceprpanun 1 N-aeCMETUNCEPTPATIHH CE
MeTabonu3upaT BbE BUCOKA CTENEH NPH XOpPa, KATO MNOJYHEHUTE METAOOTHTH CE EKCKPETUPAT B
e/lHaKBa cTeneH B ypuHaTa ¥ deueca. Manko konnuectso (< 0,2%) HenpoMeHeH CEpTPaHH ce
€EKCKpETHpa B YpHHATA.

Jdurnetinocm/neauneunocm
B uHTepBana ot 50 no 200 mg ceprpanuH npoaBiBa MPONOPUMOHANHA Ha 003aTa (apMaKOKMHETHKA.

DapmarxoruHemuxa Npu creyu@uunu 2pynu nayuenmu

Teouampuuna nonyaayus ¢ OKP
dapMaKkoKHHETHKATA Ha CepTpanuH € buna npoyyeHa npu 29 neanaTpuyHHA NALMEHTH HA Bb3pacT 6-
12 ronnHy ¥ 32 nalUEHTH IOHOIY Ha Bb3pacT 13-17 roauuu. IlanmenTuTe ca OUau TUTpHpaHH
NOCTENEHHO OO AHEBHA A03a oT 200 mg B pamKkuTe Ha 32 AHH HAY ¢ 25 mg HaYaNHa 4032 M CTHIKH HA
yBenruueHue, wan ¢ 50 mg Hayansa no3a uny yesenuueHua. Pexxumure ot 25 mg u 50 mg ca dunu ¢
eHaKBa MOHOCHMOCT. B cTaunoHapHo creToganue 3a poszara ot 200 mg niasMeHHWTE HHBA
CepTpanuH npu rpynara Ha 6—12-roguuinurte ca 6unu npubausurenHo ¢ 35% no-Buc
¢ rpynarta Ha 13—17-roauunure u ¢ 21% no-BUCOKM B CpaBHEHHE C pedepeHTHaTa
He € umano 3Ha4HMH pa3iukK MEXIY MOMYETa U MOMUYETA N0 OTHOLLEHHE Ha KIH
CnenoBarenHo fpy aeua, ocodbeHo ¢ HUCKO TENECHO TEro, C€ NPENopbLYBa HUCKA H
CTBNKH HAa THTpHpaHe oT 25 mg. [Jozara npu FOHOWH MOXKe 1a Obje KaKkTo Mpy Bb3




fOnowu v auya 6 cmapuecka eu3pacm
DapMaKOKHHETHUHHUAT NPod U MPH KOHOLIK M TMUA B CTAPUYECKA Bb3PACT HE CE Pas/iHyaBa 3HAYHUMO
OT TO3H MPH BbL3pacTHU Mexay 18 H 65 roauum.

Yeproopobro yepexcoare
[lpy nauxeHTH ¢ 4epHOAPOOHO YyBpEXKAAHE MONYXKHUBOTHT HA CEPTPAIHH € yabmkeH H AUC e
yBEJIWYEHA TPHU ITbTH (BXK. TOUKH 4.2 1 4.4).

Bvbpeuno yepeoscoane
Hama 3HauMMO akyMyJiipaHe Ha CepTPaIHH MPH NAUMEHTH ¢ YMEPEHO A0 TEXKO OBOpeUHo

yBpekIaHe.

DapmakozeHoMuxa

[IhasMeHHTe HUBA Ha cepTpasinid ca npubausuTenHo 50% no-sucoku npu cnabu merabonuzaTopy Ha
CYP2CI19 cnpamo ekcTeH3uBHH MeTabonuzatopu. KNMHHYHOTO 3HAYEHHE HE € ICHO U NAaLUeHTHUTE
Tpsabea na 6bAAT TUTPUPAHU CNPAMO KNHHHYHUAT OTrOBOP.

5.3 IlpeaxkiHEHYHH JaHHH 3a Oe30nMacHOCT

[TpenxIMHUYHHUTE JAHHHU HE NOKa3BaT O0coOeH pUCk 3a XopaTa Ha 0a3a Ha KOHBEHLMOHAIHHTE
(hapMaKoNOTHYHH NPOY4UBaHHA 3a 0€30NaCHOCT, TOKCUYHOCT NMPHY MHOMOKPaTHO Mpuaaraxe,
reHOTOKCHYHOCT M KApPLUHHOreHeH noreHuyan. [lpoyusaHua BbpXy penpoayKTHBHATA TOKCHYHOCT NpH
XKUBOTHH HE ca MOKa3alu TePaTOreHHOCT WIH HeXeNaHH eekTH BbPXY MbKKHA QepTUInTeT.
HabnwoaasaHaTta GpeTOTOKCUYHOCT € BEPOATHO CBbP3aHa C MaHUMHA TOKCHYHOCT. HeoHarannara
MPEXUBAEMOCT ¥ TEIECHOTO TErJ0 MPHU KyueHUa ¢a OUNKW HaMaJICHH CaMo Npe3 MbPBUTE JHH CNEN
paxnaleTo. He e HamMepeHO JOKA3aTe/ICTBO, YE paHHATa NOCTHATANIHA CMBPTHOCT €€ ABLJ/DKM Ha
eKCMO3ULIMA NO BpeMe Ha OpemeHHOCT ciied 15-a aeH ot OpemMeHHocTTa. 3a0aBAHETO B MOCTHATATHOTO
pa3BUTHE MPU KYHEHLATA HA JIEKyBaHH MAHKM BEPOATHO C€ Ob/DKH Ha e(PEKTH BbPXY MaHKHTE H
CJIEAOBATENHO HE CE& OTHACH 3a PUCKA MPH Xopa.

HM3cneasanudaTa ¢ 3KMBOTHH, BKAKOYBALIY MPH3aUX U APYTH BUAOBE, HE CA MOKA3AH €PEKTH BLPXY
depTUnUTETA.

08enunnu npoyusanus npu HCugomuu

FOBeHWIHO NpPOYYBaHeE 3a TOKCHYHOCT MPH ILTLXOBE € NPOBEAEHO ChC CEPTPANUH, NpHjlaraH
MEPOPATHO, MPKH MbIKKH H SKEHCKH NbXoBe oT 21-BH 110 56-TH AeH cael paxaaHeto (B 1o3u ot 10,40
unu 80 mg/kg/neH) ¢ nepuoa Ha BL3CTAHOBABAHE D€3 nMpveM Ha JekapcTeoTo 196 ciien paxxaaHeTo.
3abaBaHe B cexcyanHata 3paJioCT € HACTBHIMIO NPH MbKKHTE M dKEHCKUTE UTbXO0BE NPH pasnuyHH
HHBa Ha Ao3upaHe (MbxkuTe npu 80 mg/kg, a xkeHckure npu =10 mg/kg), HO BLNPEKH Ta3u HaXOAKa
HE Ca YCTAHOBEHHW CBbP3aHH CBC CEPTPaiHH €PEKTH BLPXY HUTO €1HA OT OLICHABAHWUTE MBXKKH H
>KEHCKH penpoAyKTHBHH KpaiiHu ToukW. B nomwnnenue, oT 21-8u no 56-TH AeH cnex paxklaHeTo ca
HaOniogaBaHuy aexyuaparauus, XpOMOPHHOPES K MOHWKEHO CPEIHO HaaaaBaHe Ha Terno. Beuuky Tesu
edeKTH, NPUMNKCAHK Ha NTPWU1araHeTo Ha cepTpaiuH, ca bunu obpaTuMu nNo BpeMe Ha nepyoaa Ha
Bb3CTaHOBABaHE D3 npueM Ha NeKapCcTBO B NpoyyBaHeTo. KIUHHYHOTO 3HaYE€HHE Ha TE3U €PEKTH,
HabroaaBaHU MPH MTBXOBE, HA KOUTO € MPHJIarad CEPTPAIUH, HE € YCTAHOBEHO.

6. GOAPMAINIEBTHYHH JAHHH
6.1 ChnHcebk Ha DOMOILHHTE BElleCcTBA

JAapo Ha Tabnerkara.

Kanuner xuaporeudocdar auxuapar
MukpokpucTaiHa uenynosa

HaTtpvieB HuluecTeH rnukonar (tun A)




XHMAPOKCUIIPONUWILIENYA03a
Tank
MarHe3uee creapar

DOUAMOBO NOKPHTHUE:!
Xunpomenosa

TuraHoB anokcua (E171)
Tank

[ IponUaeHrHKON

6.2 HecbBMECTHMOCTH

Henpunoxumo

6.3 Cpox ma rogHoct

2 TOAHHH

6.4 CnenHanHH YCI0BHA HA CHXPAHCHHE

To3u nexapcTseH NPOAYKT HE M3UCKBA CNIELMAIIHH YCIIOBHS HA ChbXPAaHEHHE.

6.5 BuaH cBALPKAHHE HA ONAKOBKATA

bnucrepna onaxoska (PVC-gonuo, Al-gonno): 28 punmupanu tabnetku ot 50 mg, B KapTOHEeHa

KYTUA.
bnucrepua onakoska (PVC-¢onno, Al-dponuo): 28 punmupann tabnetrku or 100 mg, B KapToHeHa

KYTHSA.
6.6 CoenHanHH OpeANA3HH MEPKH HPH H3XBLPJSHe

HaMa cneunanHu H3MCKBAHHS,

7. IIPHTEXATEJI HA PAZPEIHEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA

Per.Ne 20050296 — Acenrpa 50 mg
Per.Ne 20050297 - Acentpa 100 mg

9. JATA HAIIBPBO PASPEIIABAHE/TIOAHOBJABAHE HA PAZPEIIEHHETO 3A
YIIOTPEBA

Jara Ha nbpBO paspewasane: 16.05.2009
Hara Ha nocneano noaHosaBake: 23.08.2010

10. JATA HA AKTYAJ/INBUPAHE HA TEKCTA

12 Cenrempu 2025




[Toapo6xa undopMaLms 3a TO3M JIEKAPCTBEH NMPOAYKT € NpeaocTaBeHa Ha yebcalita Ha MU3nbanuTenHa
Arenuus no Jlekapcrsara (MAJI) http://www.bda.bg.




