KPATKA XAPAKTEPHCTHKA HA IPOAYKTA
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Asentra 50 mg film-coated tablets
Asentra 100 mg film-coated tablets
2. KAUYECTBEH H KOJIHYECTBEH CBhCTAB

Beaka drimupana Tabnerka coabpika 50 mg ceprpankH (serfraline) xkaro 55,95 mg ceprpaniHoB
xuapoxnopua w4 100 mg ceprpanu (seriraline) xaro 111,90 mg cepTpandHoOB XHAPOXIIOPHL,.

3a ITBJIHHSA CITUCHK HAa MOMOIMHHTE BEIIECTBA, BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ©OPMA
dwimHpaHa Tabnerka
Tabnerxure ca Oesn, KpBIiH, ¢ ASTHTETHA YEPTA OT €AHATA CTpaHa.

Tabnerkara Mmoxe ga ObAe pa3acieHa Ha ABE PABHH AO3H.

4. K/IHHAYHMH JAHHH

4.1 TepaneBTHUHH NOKAIAHAN
CepTpanuH ¢ 1oKazaH 3a JICHEHHE Ha:

I'onemu nenpecnBsry enn3oau. IpogmiakTika Ha pelMAIME HAa FONEMH NSNPECHBHH CIMH30H.
IManngecko pascTpoiicTBo ¢ wiH 6e3 arapogobus.

Ob6cecupHo-KoMmyckBHO pascTpoicTeo (OKP) npH BE3pacTHH M JcLia H IOHOLIM Ha BB3pacT 6-
17 rogunm.

CoLHaNHO TPEBOKHO Pa3CTPOHCTBO.

[ocTTpaBMaTHuHO cTpecoBo pasctpoicTso (IITCP).

4.2 JIo3HpPOBKA H HAYHH HA OPHJIOKEeHBE

03 BK&

Ilvpeonauanno aevenue

Henpecus u OKP
JledenuieTo che cepTpaiinH TpAOBA Aa ce 3aN0YBa ¢ HaYauHa 033 oT 50 mg/neH.

Ilanuuecko pascmpoiicmeo, ITTCP u coyuanio mpeeoicHo pascmpoicmeo
Teparmstta Tpa6ea aa 3anoune ¢ 25 mg/aeH. Cnex eaHa ceAMHUA no3ara TpaOBa Ja ce NOBHIUH HA
50 mg seawx AHeBHO. [Ipy Tazu cxema Ha no3upaHe e HaOMoOAaBaHa O-HHCKA Y€CTOTa Ha
XAPAKTEPHHTE 32 HAYaJIHHA [IEPHO Ha JICUCHHE HA NAHHYECKO Pa3sCTPOHCTBO HEXENAHH JIg

PEaKIMH.

Tum He

Henpecusa, OKP, nanuvecko pazcmpoticmeo, COYuUaIHO mMpeoNCHO pa3cmpoucmeo u



[lauMeHTH, KOMTO HE C€ NOBJIMABAT OT A03a 50 mg, MOTaT Ja ¢¢ MOBJIMAAT OT NO-BUCOKH JO3H.
IMpomeHH B no3aTa TpabBa fa ce MPABAT HA CTHIKH OT () mg npe3 HHTEPBANH OT NMOHE €NHA CeAMHLIA,
KaToO MakCHMaHaTa 1033 € 200 mg/neH. [TpoMenu B no3aTa He TpsbBa Ja ce MpaBsAT MO-4ECTO OT
BEAHBXK CEAMHYHO, KATO C¢ HMA TIPEABK, Y€ BPEMETO Ha MOJTyeNIMMHHHPaHE Ha CEpTPaINH € 24 yaca.

Havano Ha TepaneBTHUYCH epekT Moxke c€ HaOmoJapa B paMKHTE Ha 7 JHH. 3a NOCTHraHe Ha IThJieH
TepaneBTHYeH edekT, 0baye, 0OHKHOBEHO e HEOOXOAHM NO-IWIBT nepHoz, ocobero npr OKP.

Hoddvpocawa mepanus

Ilpu ABNroCcpOYHO MOAXBPAKAIIO JICUCHHE Ce IPUIAra MUHUMAaHATa eeKTHBHA /1034, KaTO
NOCIEAHATA C¢ AAANTHPA CHOOPA3HO TEPANECBTHYHMA OTTOBOP.

Henpecus

[IpoaBIDKHTENHOTO ISUeHHe MOXKE ChIIO Aa OBje MOAXOAAINO 3a NPOPUIAKTHKA HA PELMINB Ha
ronemu aenpecusan emasoan (I'{E). B nosedero ciyyau npenopbyBaHaTa 032 33 NPOPHIAKTHKA Ha
PELHANB HA TOJIEMH ACTIPECHBHH €ITH30AH € ChIIATa KATO U3MNON3BAHATA 10 BpEME Ha HACTOsILI
enusol. Ilaupenty ¢ nenpecus TpabBa Aa ce AeKyBaT B NPOAL/DKEHAE HA JOCTATHYHO XBJIBI MNEPHOA
OT BpeME OT MoHe 6 Mecelja, 3a 1a € CHIYPHO, U€ CHMITTOMHTE Ca H34E¢3HAIH.

llanuvecxo pascmpoucmso u OKP
HenpexbcHaToTo JieueHHe npH naHu4Yecko pasctpoiicteo H OKP tpabsa aa ce olieHABa NEPHOAHIHO,
Thil KaTO MpoPHMIAKTHKA HA PELIMMBHTE HE € JOKA3aHA NPH TE3H pascTpoicTRa.

Hlayuenmu ¢ cmaprecxa evzpacrm
Hozara Tpabea na Obae onpesienana BHHMATEHO, Thil KaTO JIMIATA B CTAPYECKA BH3pacT Morar Ja
OBAaT HINOXKEHH HA MO-TOJIIM PHCK OT XHIIOHATPHEMHA (BXK. TOUKa 4.4).

Iayuenmu ¢ yepnodpobuo yepexcoane

YnorpebaTa Ha CepTpalIMH ITPH NalHEHTH ¢ YepHOAPOOHO 3a00n1BaHe TpAOBa Na CTaBa MHOTO
BHUMATETHO. Jlo3aTa TpaOBa 212 € NO-HHCKA H/IM HHTEPBATLT MEXKIY IPHEMHATE — HO-ABIBI B CAy4al
Ha HapyllieHa yepHOAPOOHa PpyHKIMA (BXK. Touka 4.4.). CeprpanuH He Tpadsa Aa ce H3II0/3Ba B
C/IyYaH Ha TEXKO 9epHOAPOOHO YBpeKIaHe MOpaIH JMICATA HAa KIHHHYHHE NaHHH (BXK. TO4ka 4.4).

ITayuenmu c 6v6peuno yspescoane
He e HeobOxoauMo KOpHIHpaHe Ha A03aTa NMPH NAIMEeHTH ¢ 0pbpevna HEMOCTAaTHYHOCT (BXK. TouKa 4.4).

lleouampuuna nonyaayus

Heya u 10onouu ¢ 06cecCuBHO-KOMHYACUBHO PazCMpolicMmEo

Bwrapacr 13 — 17 ropuuu: mepeoHa4aiHo ) mg BEAHBXK AHEBHO.

Br3pacT 6 — 12 rogusn: mppeoHavanHo 25 mg BeHbX AHeBHO. Ciel eAHa CeAMHKLIA N03aTa MOXE 13
ce MOBHINH 1o 50 mg BEAHBK AHEBHO.

TNocneasauure 103U MOTaT Aa CE YBEIIMYAT B CIy4aH HA HENOCTATHYHO MOBIHABAHE NOCTENIEHHO C MO
50 mg 3a nepHo 0T HAKOJIKO CEAMMIIM, aK0O ¢ HeoOxoxuMo. MakcuMannaTa go3a € 200 mg nHeBHoO.
ColuespeMerHo TpaOBa a ce HMa MpeABM]I NMO-HHUCKOTO TEJIECHO TErTIO NMPH JCUATA B CPaBHCHUE C
BB3PAacTHUTE NPH NOBHINABaHE HA Ao3aTa Hag S0 mg. He Tpabsa Aa ce npasaT NPOMEHH Ha 03aTa Ha
HHTCPBANM, TIO-MAITKH OT €HA CEAMHILA.

He e ycraHoBeHa €pHKACHOCTTA NPH rojIAMO ASNPECHBHO Pa3CTPOHCTBO B IETCKA Bh3

Hama HaiHyHM JaHHU 3a Ae1a Ha BB3pacT Mmoj 6 roAuHHA (BXK. CbLO TOYKA 4.4).

Hauud Ha nNpuIoxKeHue:




Ceprpanud TpsOBa a ce nipunara BeIHbX JHEBHO, CYTPHH WIH Bedep.
Tabnerxara cepTpaiHH MOXe 1a Ce TipUeMa ¢ WiH 0€3 xpaHa.

Cumnmomu na omuemane, Haba00A6aARU NPU NPEXLCEAHEMO HA CEPMPARUH

BHe3anHOTO cOHpaHe Ha neyeHHeTo Tpabaa fa ce u3darsa. IIpH criHpane Ha JIEUEHHETO ChC
CepTpalIHH Jo3aTa TpAOBa MOCTENCHHO Ja C€ HAMaJIK 3a NIEPHO/ OT NOHE €AHA N0 B CEAMHMIM, 33 Aa
¢e HAMATH PHCKBT OT peaklMH Ha oTHeMaHe (Bxk. TOYKH 4.4 1 4.8). Ao ci1ell HAMATICHHE Ha 103aTa
HIH CIHpaHe Ha JICYEHHETC BE3HHKHAT CUMITTOMHM, KOMTO NMNALHCHTHT HE MOXE Ja TOJEpHpa, MOXE Ja
ce 0OMHCIIH BB3CTAHOBABAHE HA MpEeAXONHATA NPeANHcaHa A03a. Cel ToBa JIEKapAT MOXe 1Ja
HPOABIDKH HAMANABAHETO HA [I03aTa, HO MOCTENEHHO.

43 Ilpormponoxa3amns

CBpPBXYYBCTBHTETHOCT KbM AKTHBHOTO BELIECTBO WIH KbM HAKOE OT NOMOUIHHTE BCINECTRA,
u36poeHH B Touka 6.1.

EQHOBPEMEHHOTO NPHIOKEHHE [IPH NMAIMeHTH, NPHeMALH MOHOAMHHOOKCHAA3HH HHXHOHTOPH
(MAO-sHxXubyTOpYy), € NPOTHBONOKAZAHO NOPAIH PHCKA OT CEPOTOHHHOB CHHAPOM CHC CHMITTOMH
karo Bp30Yya, TpeMOop H xuneprepmud. JleueHue cbe ceprpanyH He Tpabea na ce 3anodsa noxe 14
AHH CJieNl NpeKpaTaBane Ha JieueHne ¢ HeoOparum MAO-uHxHOuTOp. JleueHHeTo Che ceprpanun
TpaOBa Aa ce MpeKpaTH noHe 7 JHH MPeOy 3aNOYBaHe Ha edeHue ¢ Heobpatam MAO-umabrTop
(Bx. TOUKa 4.5).

EnHoBpemMeHHaTa ynorpeba ¢ NUMO3HUA € NMPOTHBONOKA3aHa (BkK. TOuka 4.5).
4.4 Croenmandud NpeaynpexAcHEd H IpeANATHH MEPKH OPRE yioTpeda

Cepomonunoe cunopom (CC) wnu negponenmuuen 3a0xavecmeen cunopom (H3C)

Pa3BuTHETO HA NOTEHIMAIHO KHBOTO-3aCTPALIABAINH CHHAPOMH KATO CEpOTOHMHOB CHHApoM (CC)
WM HEBPOJISIITHYEH WtokadecTBeH cuHapoM (H3C), e noknagsaro mpa SSRI, pionodnTentio AeueHHe
cne ceprpanuH. Pucket ot CC win H3C cbe SSRI ce nopHmasa npH eIHOBpPEMEHHaTa yrioTpeda Ha
NPYTH CEPOTOHMHEPTUMHH JIEKAPCTRA (BKIIOYHTEIHO APYTH CEPOTOHMHEPTHYHH aHTHACHPECAHTH,
aM(eTaMHHH, TPHIITAHK), C ICKAPCTBA, KOHTO YBPEXKAAT MeTabonn3Ma Ha CCPOTOHHHA ( BKITIOTUTEHO
MAQI, nanpuMep METHIEHOBO CHHBO ), AHTHIICHXOTHYHH, APYTH AOMTAMHAHOBH AHTATOHHCTH H C
HAPKOTHYHH JIEKAPCTBa (BKMouuTenHo 6ynpenopdun). [auuentire Tpabea na 6bnaT Habmonapauu
33 paHHH NpuzHauy U cHHApoME Ha CC umi H3C cunapomu (Bx. Touka 4.3).

{pemunasane om cerexmueHu uHxubumopu Ha obpamuus 3axeam na cepomonuna (SSRIj,
anmuoenpecanmu win aimuobcecusnu Jexapcmea

KOHTPOHPaHHUST OMHT OTHOCHO ONTHMAMHOTO BpeMe 3a npeMuHaBaHe OT SSRI, aHTHIOENpecaHTH HiH
aHTHOOCECHBHH JIEKAPCTBA KBM CEPTPAIHH € orpaHuyeH. [IpoManara Ha TepanusTa TpaOna Ja cTasa
0co0eHO BHHMATENHO H CJIC/, CTPOra MpelieHKa, 0co0eHO KOraTo KbM CepTPaIHH ¢ MPEMHHABA el
NPHWIOKEHHE HA JIEKAPCTBA C MPOIHIKHATEINHO NeHCTBHE KATO (PITYOKCETHH.

Jpyeu cepomonunepzuunu nexapcmea, kamo mpunmoan, Gpenpaypamun u 5-HI azonucmu
EQHOBPEMEHHOTO NPHIOKEHHE HA CEPTPANMH ¢ APYI'H JIEKAPCTBA, KOWTO 3aCHIIBAT €PEKTUTE HA
CEpPOTOHHHEPrHYHATA HEBPOTPAHCMHCHA, KaTo aM{eramunu, TpunrodaH, perdpnypamun, S-HT
ATOHWCTU WIH PACTHTE/THHA JIEKAPCTREH MPONYKT XBIT KAHTApuOH (Aypericum perforatum), Tpabsa
Ja CTABA BHUMATEJHO H B CJIYYAUTE, B KOUTO € Bh3MOXHO, Ja c€ H30ArBa Nopagu BE3MOKHOCT OT
BB3HHKBaHE Ha papMakomWHAMMYHH B3aUMOAEHCTBHA.

Yowwrcasane na QTc-unmepeana/Torsade de Pointes (TdP)
Ilpy ynotpeba Ha CEpTpaIMH 110 BpeMe HA NMOCT-MAPKETHHTOBHA MEPHOA HMA Cb
Ha yawpkasaHe Ha QTc-unrepsana u TdP. o ronsMa yact oT JOKIaIBAHUTE C
Npy NALMEHTH ¢ APYTH PHCKOBH (akTopn 3a yawpkapane Ha QTc-untepsana/
OTHOUIEHHE Ha yAbDkaBane Ha QTc-HHTEpBANa € MOTBLPJEH B 33ABJIOOYEHO




3ApaBU JOOPOBOJIH, KaTo € OTYETeHA CTATHCTHYECKA 3HAYHMA MON0KHTETHA BPB3Ka MEXY
eKCIIO3HLMATA ¥ o1roBopa. [1o Tazn npuunHa, cepTpainH TpaOBa Aa ce Npuiara ¢ BHUMaHHe IpH
NALMHETH C JOMBJIHHTEIHA PUCKOBH GaKTopH 3a yab/DKaBaHe Ha QTc, xaro ¢bpaeuHo 3abonasaune,
XHNOKATHEMHS WIH XHIIOMarHe3veMud, paMiHa aHaMHe3a 3a yAwDKkasane Ha QTc, Opanukapius u
eAHOBpEMEHHA YNoTpeda Ha JIeKapcTsa, KoHTo yannkapat QTc-uHrepBana (Bx. Toukm 4.5 1 5.1).

Axmueupane Ha XunoManus UL Marus

CUMNITOMH HA MAHHKA/XHIIOMAHKHY ¢a CHODILIEHH NPH MATEK Opoii NalHEHTH NO BpeMe Ha TeparHs ¢
HATAYHH HA T1a3apa aHTHACPECAHTH H AHTHOOCECHBHH JIEKapCTBa, BKIIIOYHTENHO CepTpaiHH. ETo
3aMI0 CEPTPAIIHH TPAOBa Aa € H3MOJI3Ba BHHMATEHO MPH NALHEHTH C aHAMHE3a 32
MAHHA/XMITOMAHHS . 3aTWDKATEIHO € CTPHKTHO HaOmoAeHHe OT CTpaHa Ha ackaps. Jleyennero cre
CEpTPWIMH TPAOBA Jia ce MPEeKpaTH, ako MALMeHTHT MPeMHHE B MaHHakajiHa (a3a.

hzopenun
NeHXoTHIHHMTE CHMITTOMH MOTAT /1a C€ YTEXKHAT NPH NaUHEeHTH C IH30()PEHHA.

IIpunaovyu

[Ipn neyeHre Che CEPTPAIMH MOTAT JIa Bh3HHKHAT NPHIAABIH: IIPHN0KEHHETO My TpabBa Aa ce
n364rea MpH NAUUEHTH ¢ HeCTaOWIHA eMWIENCHs, 2 MALMEHTH ¢ KOHTPO/JIHpaHa eMmuIencHs TpAdea na
Ovaar noa Baumarenno HabmoneHue. [Ipn BecekH NalMEHT ¢ HOBOBB3HHKHAIIH NPHNANBIH TCpalTHATA
TpaORBa na 6p1e npexbCHaTa.

Camoybuiicmeo/cyuyuonu MUCIW/ CyuyuoHu onumu Wik KAURUYHO 6IOUABARE

JlenpecHdaTa € CBEP3aHa ¢ MOBHIIIEH PHCK OT CYMUHAHA MHCIIH, CAMOHAPaHABAHE H CaMOyOHHCTBO
(cynmaanau cpOHTHA). TO3M PHCK NEepPCHCTHPa X0 HACTHIIBAHETO HA 3HAYUMA peMHCHA. Thi KaTO MOXKe
1A He HACTHIH NONoOpeHHe Npes MbPBUTE HAKOMKO WIH NOBEYEe CEAMHIM OT JICUEHHETO, NALHEHTHTE
TpsOBa Aa 6bAaT CTPHKTHO HAO/OAABAHM [I0 HACTHIIBAHETO HA TOBa nogobpeHue. KNIWHUYHHAT ONTHT
KATO LiANIO MOK23Ba, Y€ PHCKBT OT CAaMOYOHACTBO MOXE Ja HapacHe B paHHHTE CTaAMH Ha
BBL3CTAHOBABAHE.

Jpyr ncHXHYHH 3a0019BaHKs, 32 KOHTO CE MPEANNCEA CEPTPATHH, ChIO MOraT Aa 6bAAT CRBP3aHM C
MOBHINCH PHCK OT CYHMLIMAHH ChOuTHA. UCBEH TOBA TE3H CHCTOAHHA MOTAT Ja CHITETCTBAT IOAAMO
ACNPECHBHO Pa3cTpOHCTBO. CeNOBaTENHO HpeANIa3HHTE MEPKH NPH JEYCHUETO Ha I'OJIAMO
AEIPECUBHO PAICTPOHCTBO TPAORA 2 OBaaT CHa3BaHU CHINO W MPH JIEYSHUETO HA APYTH NCHXHYHH
HapyuIcHU.

3a mauMeHTHTE ¢ aHAMHE3a 34 CYMIIMAHK CEOMTHA WM 33 TE3H, MOKA3BAIM B 3HAYMMA CTENEH
CYHLIMAHH HaMEpEeHHA NIPEH HAYATOTO HA JISYEHHETO € W3BECTHO, Y€ €A M3TI0NKEHH Ha MO-BHCOK PHCK
OT CYMUM/IHH MHCIIH HIHM OITMTH 33 CaMOYOHifcTBO M TpaOBa Aa 654aT BHUMATE/THO NPOCICAABAHHE NO
BpeMe Ha JiedeHHeTo. MeTaanamms Ha mnauebo KOHTPOITHPaHH KIMHHYHH NPOYYBaHH] C
AHTHICNPECAHTY NPH BL3PaCTHH NAaLMEHTH ¢ IICHXHYHH HAPYWICHHUA € NMOKa3ak NOBHIIEH PHCK OT
CYMLIHAHO [OBE/ICHHE NMPH NAHEHTH Ha Bh3pacT NOA 25 roAMHH, TEKYBaHH C AHTHIETIPECAHTH, B
CpaBHEHHE C JICKYRaHHTE C Inanedo.

JlekapcTBeHaTa Teparnus TpaOBa fa ce ChIIPOBOKAA OT CTPHKTHO HaOMIORCHHE HA NALUHCHTHTE H B
YACTHOCT Ha TE3H, HAIOKCHH Ha BHCOK PHCK, 0¢00€HO B HAYANOTO HA JIEYEHHETO H IIPH MOCIEABaLlH
npoMeHM Ha 103aTa. [laupenTrTe (M TMOATa, KOWTO CE IPWKAT 32 T4X) TpAOBa Aa Ovjar
NpexyNpeACHH 33 HYKAATa Ja CIEAAT 32 BCAKO KIMHUYHO BIIOUIABAHE, CYHMLIMAHO MOBEACHHE WIH
MHCIH M HeOOHYaliHY MPOMEHH B MOBEACHHETO H HE3a0aBHO Ja NOTHPCAT MEANLUMHCKH CBBET, aKO
T€3H CUMITTOMH C€ TIOSBAT.

IHeouampuyuna nonyaayus

CeptpanuH He TpA6Ba 12 ce W3MOI3BAa TIPH JICUEHHETO Ha JC1A H FOHOLIH HA Bb3
OCBCH TPH NallHeHTH ¢ 00CECHBHO-KOMITYJICHBHO Pa3CTPOUCTBO Ha BB3pacT 6-17 1
CBBP32HH CbC CaMOYOMICTBO (ONHT 3a CaMOyOUHCTBO H CYHUMIHH MHC/TH) U B
(mpeauMHO arpecks, MOBEACHHE Ha MPOTUBOTNOCTARAHE H rHAB) ca HabmoxasaHy n



KIMHMYHHATE MPOYYBAHUA CPE AeLa ¥ NOAPACTBAIM, TEKYBAHH ¢ AHTHACTIPECAHTH, B CPABHCHHE C
NEKYBaHHTE ¢ IIane0o. AKO BHIIPEKH TOBA CE B3€ME PELICHHE 32 JICYEHHE B3 OCHOBA HA KIIHHHYHA
HeOOXOIMMOCT, MAHEHTHTE TPAOBA Ja ObAAT BHUMATEIHO NpOCeasBaHH 3a NOABATa Ha CYMLIHAHA
CHMIITOMH. B JOmmiHeHMe ca HajlHuHH OTPAaHHYEHH KIHHUYHM AaHHHM 33 ARIroCpodHaTa 6€30MacHoCcT
MpH geua M NOAPACTBAlllH, KACaelllH PacTeXka,ceKCYaAIHOTO Ch3pABaHEe H KOTHHTHBHOTO H
noBejicHYecKo pazsurie. [Io Bpeme Ha IOCT-MAPKETHHIOBHA HSPHO C€ chOOLIaBA 32 HAKOJKO ClTyvas
Ha 3a0aBaHe Ha pacTexxa M 3aKscHAn mybeprer. Kimuu4HOTO 3HaYeHME U NPUYHHHO-CIICACTBCHATA
BPB3Ka BCE OLIE HE ¢a U3BCCTHH (BIDK TOUKA 5.3 3a CHLOTBETHHTE NPEAKIHHHYHH JaHHH 33
oesonacHocT). Jlekapute TpsabBa aa mpocneasBaT NeAMATPUYHHTE NALMECHTH HA ABJITOCPOYHO JIEYEHHE
3a HAPYLIEHHA B pacTeXa H pasBHTHETO.

AbHuopmno xvpeene/Xemopazus

HMa cpolineHHs 3a aOHOPMHO KOXHO KBPBEHE KATO €XHMO3H H MYPITypa H APYTH XeMOparniMH
CHOHTHA KATO CTOMAITHO-YPEBHO WIH rHHeKoorudHo kKbpeeHe pH SSRI. [Ipenopbusa ¢ce NOBHIIICHO
BHHMAaHHE IpH NalHeHTH, npuemaiin SSRI, ocobeHo eAHOBPpEMEHHO C JIEKApCTBA, 32 KOHTO €
M3BECTHO, Y€ MOBIHABAT YHKIHATA Ha TpoMOOUMTHTE (HANpP. AHTHKOAryJIaHTH, ATHITHYHH
AHTHIICHXOTHLH K $HEHOTHA3HHH, I0BSYETO TPHLMKIIHIHHA AHTHICTIPECAHTH, ALETHICAIHIIATIOBA
KHMCEITHHA H HECTEPOHAHH NpoTHROBB3NAHTeNHH cpeacTsa (HCIIBC)), kakTo M MpH NaiMeHTH ¢
aHAMHE3a 34 HapYIIIeHHA Ha KbPBEHETO (BK. TouKa 4.5).

SSRI/SNRI morar fa yBenudaT pucka OT NOCNeponoBo KppeoTeueHHe (Bik. ToukH 4.6 1 4.8).

Xunonampuemus
XHUnoHaTpHeMHA MOXKe 13 BE3HHKHE B pe3ynTaT ot JiedeHHeTo ¢b¢ SSRI mimn SNRI, sxmounrenHo

ceprpaivH. B MHOro ciyua XHmoHaTpHeMHAsSTa H3MIEKIA € pe3y/ITaT Ha CHHIAPOM Ha HeaaeKBaTHA
ceKpers Ha anTHaHYpeTHYeH XOpMOH (SIADH). CrobmasaHu ca ¢i1yuaH Ha HHBA HA CEPYMHHS
HATPHiHA, nO-HACKH oT 110 mmol/].

IManpeHTHTE B CTapYecka BB3PacT MOraT Ja ObAaT HII0KEHH Ha NO-BUCOK PUCK OT pasBHTHE Ha
XHIoHaTpueMHd nipu neveHHe ¢u¢ SSRI 1 SNRI. [TarmenruTe, KOHTO NpHeMaT NHYPETHIH HJIH
TAKHMBa, KOHTO NOpPaay HAKAKBA IPHYHHA ca ¢ HamaleH 0beM TEYHOCTH, CBino Morar aa &eaar
H3I0XKEHH Ha NO-BUCOK PHCK (B, Ynorpeba B crapuyecka Bp3pact). Tpa6ra aa ce oOMucim cnupane
Ha CEPTPaIMH MIPH NAIHEHTH Ch¢ CHMITTOMATHYHA XUITOHATPHEMHS ¥ Aa CE€ Ha3HAYH ChOTBETHA
MCMUMHCKO Ne4eHHe. [Ipu3HanyTe # CHMITTOMHTE Ha XHIIOHATPHEMHA BKIIOYBAT rnaBobonue,
3aTPYAHEHA KOHLIEHTpalMA, HapyIlieHHEe Ha TaMeTTa, 00BPKAaHOCT, ¢1A00CT H HECTAOHNMHOCT, KOATO
MOXe fia I0BeJe 10 nafanusi. [IpusHaliTe B CHMIITOMKTE, CBBP3aHH C N10-TEKKH W/HIK OCTPH
CITy4aH, BKMIOYBAT XAMOLUKHALHH, CHHKOI, IPANIaAbK, KOMa, CITHPAHE Ha AHLIAHETO H CMBPT.

Cuwmnmonmu na omunemarne, RGbRICOABAHYU NPYU CRUPAHE HA AEREHUEMO CHC CEPMPARUY

CHMNTOMUTE Ha OTHEMAHE MPH CITHPAHE HA JICUYSHHETO €A YeCTH, 0COOEHO aKO TO € BHE3AMHO (BK.
To4Ka 4.8). B xnuHWYHM NpoyyBaHHA Y€CTOTATA HA CHOOLABAHUTE PEAKLMH Ha OTHEMAaHe IIPH
HalMeHTHTE, JICKYBAHH CBC CEPTPaIHH, € 61a 23% npH npeKbCBallUTe cepTpaiHH, cnipaMo 12% mpu
TE3H, KOHTO Ca MPOTBIDKIIH Aa MOyYaBAT Tepartdd ChC CEPTPAIHH.

PuckbT OT NojgBa Ha CHMITTOMH Ha OTHEMaHE MOXeE A 3aBHCH OT HAKOJKO (paKTOpa, BKMOYHTENHO
TPOSBJDKHTENTHOCTTA H [033Ta HA ICYCHHETO M CKOPOCTTA Ha HAMAIABAHE Ha N034Ta. 3aMasHOCT,
CETHBHH HApyLICHUS (BIJTFOMHTEIHO APECTe3 s ), HAPYIICHUA HA ChHA (BRIIOUHTENHO Oe3ChHHE M
HMHTCH3HBHH CBhHHINA), BB30YyAa HWIH 6e3noKoiCTRO, raficHe H/WIH NOBPHIIaHe, TPEMOP H IIaBobonue
ca Haii-uecto cpo6aBarnTe. [10 MPUHLMII TE€3M CHMITTOMH €a JICKH A0 CPEAHO TEXKKH, NPH HAKOH
namEeHTH 00aue Morart 1a ObJaT TeXKKH MO HHTEH3HBHOCT, Te 0OHKHOBEHO BRB3HHMKBAT Npe3 ITbPBHTE
HAKONKO JHH OT CITHPAHE HA JICYEHHETO, HO HMa MHOTO PeIKH ChOOIMEHHS 38 TAKHBA CHMIITOMH IIpH
NailHeHTH, KOHTO HEBOJIHO Ca NPOIYCHATH eana Ao3a. [To npHHIMN Te3H CHMITTOMH ce '
CaMOOIPAaHMYABAT H OOHKHOBEHO OT3BY4YaBAT B pAMKHTE Ha 2 CEMHIIH, BBIIPEKH Y€
HHIWBMJIA Te MOraT Aa OBAaT mpoak/KUTENHH (2-3 Mecena wiH noseye). Caego
NPENIOPLYBA CEPTPANTHHE Aa ObJie HAMAIABAH [TOCTENCHHO, KOTaTo CE CIMpa Jieye Q&)
HAKOJIKO CEAMAMIIA HIH MECEIIa CTIoper HyX/IHTE Ha naupeHTa (Bx. Touka 4.2). [ T

Axamuzus/ncuxomomopra 8v36y0a



Ynorpebara Ha cepTpaiHH ¢€ CBBP3Ba C Pa3BHTHETO HA AKATH3HA, XaDaKTCPH3HpaINa € Che
CYOSKTHBHO HENPHATHO WIH MBUYHTE/IHO ABHTATETHO HECTIOKOHCTBO H HYKJIA OT JIBHXKEHHE, Y€CTO
CHIPOBOACHH OT HEBB3MOKHOCT 34 3aNa3BaHe Ha CIOKOHHO CEAHATIO HIH M3MPaBSHO NOJOKCHHE.
Hafi-BepoaTHO € TOBA 3 HACTHIM MPE2 MbPBUTE HAKOJIKO CEAMHULM OT NeycHdero. [Ipu nauHeHTHTe,
KOMTO PasBHAT T34 CHMITTOMH, YBEITHUABAHETO HA A03aTa MOXKE Ja AOBefe J0 RIOIIABAHE.

Heprodpobno yspedcoane

Ceprpanyn ce MeTaGONH3HPA EXCTEH3HBHO B YepHAA Apo0. PapMakOKHHETHHHO IMPOY4BaHE C
MHOTOKPATHH AO3H NNPH HHIWBKAH C JIeKa cTabuiiHa UHpo3a € NoKa3alo YARDKEH SITHMHHAIMOHCH
TIOTY>KHBOT H MpHOAU3MTENTHO TpH TETH No-BHcokH AUC u Cmax B CpaBHEHHE CBC 3APaBHH
HHAMBHAK. Mexay ABete rpynu He € Omia yCTaHOBEHA CTATHCTHYECKH 3HAYMMA pa3jiuka B
CBBP3BAHETO C IUIa3MEHHTE TIPOTeHHH. TIpHIOXKEHHETO Ha CEpTPaHH NpH NALMEHTH ¢ YEpHOAPOOHO
3abonaBane TpAOBA 12 CTaBA BHMUMATENHO. AKO CEPTPANHH ce NMpUiara npH NALMEHTH ¢ YepHOAPOOHO
yBpekaaHe, TpaOBa Aa ce 0OMUCIM HaMaJIsBaHe HA JHEBHATA X033 WIH YBEJIHYABAHE HA HHTEpBAIA
MEXLy npueMuTte. CeprpamiH He TpEOBa Aa ce H3NOII3BA OT NAUHEHTH © TEKKO YepHOAPoOHO
yBpexaaHe (Bx. Touka 4.2).

bvopeuno yepexcoane

Ceprpanun ce MeTaboaH3Hpa €KCTEH3HBHO KATO EKCKPELHMATA Ha HEIIPOMEHEHO JIEKAPCTBO B YPHHATA
¢ He3HA4YHM ITBT HA eNUMHUpaHe. B npoy4YBaHHA NpH NAHEHTH C JIeKO 40 yMepeHo On0peuno
yBpexpaaHe (KIHpbHC Ha xpeaTHHuHA 30 — 60 mi/min) win yMepeHo 10 Tekko ObOpedHO YBpekaaHe
(xmHpbHC HA KpeaTHHHHEA 10 — 29 m)/min), npu KOUTO cepTpayinH e NpHIarad MHOTOKPAaTHO, HE ca
YCTAHOBEHH CHTHH(MKAHTHH pa3nHky BuB papMakokuHeTHaHHTe napameTpd (AUC0-24 unn Cmax) B
cpaBHeHHe ¢ KoHTponuTe. Jlozara ceprpanid He TpAOBa 1a ce IPOMEHS CIIOPEA CTENEHTa Ha

6B0peuHOTO YBpEKnaHe.

Ynompeba 6 cmapyecxa ev3pacm

Haxn 700 naumeHT B ¢CTapUYecka Bh3pacT (> 65 roAHHH) ca y4acTBAIH B KIIMHUYHHU MPOYYBaAHHA.
XapakTepbT H 4ecTOTaTa HA HEKeJIAHUTE peaKiyi NMPH JHLATa B HaNpeaHana Bp3pacTt ca Owin
CXOIHY C TE3H TIPH NO-MAANH IALMEHTH.

SSRI unn SNRI, BKAIOYHTENHO CEPTPaINH, C€ CBBP3BAT 00a4e ChC CJIyUaH HA KIMHHYHO 3HATHMA
XHUIIOHATPHEMHS NPH NALMEHTH B CTAPYECKA BB3PACT, KOUTO € BE3MOXKHO Aa OBAAT HUIOKEHH Ha No-
BHCOK PHCK OT TOBAa HeXXeJIaHO ChOHTHE (BXK. XHIIOHATPHEMHA B TouKa 4.4).

Juabem
ITpu naupenTu ¢ Auaber, nevenrero cpe SSRI Moxke fla npoMenH MIHKeMH4YHHAA KOHTpoA. Moxke aa
C¢ HANOKH OPOMAHA B JOSHPAHETO HA HHCYNHH H/HNH CHIBTCTBAINR XHIIOFTHKEMHYHH JIEKADCTBEHH

NPOJIYKTH.

Enexmpoxoneyncusna mepanus (EKT)
He ca nmpopexnaHy KNHHHYHY NPOYYBAHUS, KOHTO id YCTAHOBAT PHCKOBETE HITH ITOJI3HTE OT
koMbuHHpaHoTo npunoxenue Ha EKT u cepTpanmH.

Cox om zpeimppym
IIpuno)keHHETO Ha CEPTPATHH H COK OT IpengpyT He ce nmpernopbyupa (BIDK TOYKA 4.3).

CMywenus 8 ckpuHunz mecmoee Ha Ypuna
DamuuBO NOIUTHBHA UMYHORHAIM3HH TECTOBE 3a OCH30AHA3CMHH €& JOKIA/IBAHH TIPH NAI[HEHTH,
npHEMaly cepTpaiiH. ToBa € Nopagi HeAOCTATHYHA CIIEIAPHYHOCT HA CKPHHHHI TECTOREFE

Oamuneo NO3UTHBHH Pe3YJITATH OT TECTOBETE MOKE Aa C€ OYAKBAT A0 HAKONKO AHRLdeaHA

1peKpaTABaHe HA TEPaNuATa Che cepTpanuy. [TOTBLPANTEHH TECTOBE, KATO ra3 XPONNTor AT I SE-

CNEeKTpOMeTPHS, GHxa pazIHYKIH CEPTPATHH OT 6eH30/(Ma3ETHHH. /i ??%?3 % .\-\1
e R B

Tacnovewana cnaykoma




SSRI BKIIOYHTENHO CEpTPANHH MOTaT Ja HMAT e(eKT BhPXY Pa3sMepa Ha ITyliiaTa, KATO MHUAPHA3a.
MuapuaTHYHUAT epeKT HMA HOTEHIHA [a CBHBAa OYHHA BI'kl, KOETO UMa 33 Pe3YyITaT NOBHIICHO
BETPEOYHO HANAraHe W TACHOBIBIHA ITIaYKOMa, OCOOEHO NpH NpeapasnolcKeHH nanueHTy. [lopanu
TOBA, CepTpaiuH TpAGBa Aa ObAe H3NO0/I3BaH C BHUMAHHE MPH NAIHCHTH C TACHOBI'BIIHA INIaYKOMa HIIH
HCTOPHSA Ha Iiaykoma.

Cexcyanna oucynxyun |
CenexkTHBHUTE HHXMOHTOPH Ha 0OpaTHOTO 3axBaraHe Ha cepoToHHHa (SSRIs)/uHXHOHTOpHTE Ha

0o0paTHOTO 3aXpalaHe Ha CEPOTOHHHA B HOpaApeHanuHa (SNRIs) morar ga MpUYHHAT CHMITOMH Ha
cekcyartHa AnchyHKIpA (BxkK. Touka 4.8). IMa cro0bmeHns 3a NPpoaABJDKHTENHA CEKCYATHa
OUCHYHKIHA, MPH KOATO CHMITTOMHTE NPOILJDKABAT BHIIPEKH NPEKBCBAHETO HA NMPHEMA Ha
SSRIs/SNRI.

Hampuii

Tora nekapcTBO chABpAKA NO-Manko oT 1 mmol narpnii (23 mg) Ha 1034, T.¢. MOXKE Aa Ce Kaxke, ye
NMPaKTHIECKH HE CHABPKA HATPHIA.

4.5 BaanMoxaeHcrBHEE ¢ APYIH JEKAPCTBEHH NPOAYKTH B APYTH GOpMHE HA B3aBEMOACHCTBHE

Ipomusonoxazanu

Monoamunoxcudaznu unxubumopu

Heobpamumu MAO-unxubumopu (nanp. cenezuiun)

Ceprpanu He TpaGea fa ce nmpriaara B koMOHHALHA ¢ HeoOpaTHMH MA O-uHXHOHTOPH KaTO
cenerwnvH. CepTpanus Be TpaOBa na ce 3a104Ba noHe 14 aHK cnea nNpeycTaHOBIBAHE HA JIEYEHHUETO ¢
nHeoOpaTuM MAO-uuxubutop. IlpueMsT Ha CepTpaniH TpA0BA fa ce npeKkpaTH NoHe 7 AHH NpeaH
3a104BaHe Ha JieyeHue ¢ HeoOpatniM MAQO-urxuburop (Bx. TOUKa 4.3).

Obpamum cenexmusen MAO-A unxubumop (Moxnobemuo)

[lopanu pHCKa OT CEpOTOHHHOB CHHAPOM He TpAOBa xa ce npHiara KOMOHMHAIMATA MEXKIY CepTPaHH
1 oOparuM K cenekturen MAO-umxuburop xato Mokiobemua. Cnen neyenne ¢ obparim MAO-
HHXHOUTOP MOXeE JIa Ce€ H3MOM3Ba NIEpHO, HAa H3TCTNIAHE, IO-KPATHK OT 14 AHAM, NpeAH 3aro4BaHe Ha
JIEYEHHETO CbC cepTpanuH. IIpenmopbUMTE/IHO € NPHEMBT Ha CEPTPAIIMH Aa ce NPEKPAaTH NOHE 7 JHH
NpeaH 3anousane Ha JeueHue ¢ obpatuM MAQO-uuxudbuTOp (BXK. TOUKA 4.3).

Obpamum necenexmuser MAO-urxubumop (runezonuo)
AHTUOHOTHKBT THHE30M#A € cnal oopaTuM U HecenekTueeH MAQ-urxuburop u He Tpadea aa ce
JABA HA TIAIHEHTH, IEKYBAHM CHC CePTpaMH (BX. TouKa 4.3).

HmMa cro0imennd 3a TeXKH HexkelaHH PpeakL|H| NPH MalMeHTH, KOHTO ¢a NPEeKPaTHIIH MPHEMa Ha
MAOQ-uxuburop (HanmpHMep METHICHOBO CHHBO) H CKOPO Ca 3allOYHA/H Aa MPHUEMAT CEPTPAIHH, HITH
KOMTO ¢a NpeKpaTHIH JIC4eHHE ChC CEPTPATHH H CKOpO ca 3anovHand Aa npueMaT MAO-HaxuOHTOp.
Te3n peakuMH BIITIOYBAT TPEMOP, MHOKIOHYC, WINOTABAHE, AACHES, IOBYLIUIAHE, CBETOBBLPTEK H
XMMIEPTEPMHA C XapaKTePHCTUKH, HAMOJOOABAIIM 3N0KAYSCTBEH HEBPOJCITHICH CHHIAPOM,
NpUNaabUH H CMBPT. |

ITumozuo
B KIHHMYHO IPOYYRAHE C MPHIOKEHHE HA €HOKPATHA HHCKA 1032 MUMO3uA (2 mg) ca ycTaHOBEHH

NOBHINECHH HHBA HA MHMO3KA OT OKONO 35%. Te3u nosuiedH HHBA He ¢a QWA CBBP3aHM C KAKBHTO H
aa ¢ npoMeHu B EKT'. Jlokaro He ce H32CHM MEXAHM3MBT Ha TOBA B3aHMOJZEHCTBHE, MOp
TepaneBTHYCH HHAEKC Ha MHMO3H]] € AHORPEMECHHOTO MPHIOXKEHHE HA CEPTPAIHH H
NPOTHBOTIOKA3aHO (BXK. TOYKa 4.3).

He ce npenopvyuea eOHOBPEMERHO NPURONCEHUE CbC CePMPARUH

Jexapemea, koumo nomuckam L{HC, u arxoxon




EaHOBpeMEHHOTO MpHIIOXKEHHE Ha cepTpaiuH 200 mg AREBHO ¢ ankoxo/, KapbamasenuH,
Xanonepuaoi, (GeHHTOHH He MOTEHIHPA TEXHUTE €PEKTH BEPXY KOrHHTHBHHTE H IICHXOMOTOPHHTE

¢GbYHKIMH NpH 30paBH HHAMBHIH, HE3aBHCHMO OT TOBA HE C€ MPenopbhYBa eHOBpeMeHHAaTa ynorpeba
HA CEPTPAIHH H AJTIKOXOJT.

Apyeu cepomoninepzuinu rexapcmeaa
Bwkre Touka 4.4.

I[Ipenoppusa ce pHUMaTeNHA yroTpeba Ha (peHTaHHA (H3MOI3BAH NPH 00IIA AaHECTE3HA HIH TIPH
JIeMEHHETD Ha XpOHHYHA 00JIKA) Ha APYTH CEPOTOHHHEPTHYHH JICKapCTBa ( BKIIIOYHTE/IHO APYTH
CCPOTOHHHEPIHYHH aHTHIECPECAHTH, aMGeTAMHHHU, TPUIITAHH) H HA APYTH HAPKOTHYHM NCKAPCTRA
(Bxmoyurentno OynpeHophun).

Creyuannu npednasny Mepxu

Jlexapecmsa, xoumo yowwicasam (T unmepeana

PuckbT ot yawpkasade Ha QTc uureppana W/ KamepHH aputaiH (Hanpumep TdP) Moxe na 6bae
NOBHIIIEH IIPH €AHOBPEMEHHO NPHJIKEHHE C JIEKApCTBa, KOHTO yabmkaBaT QTc urreppana
(HanmpuMep HAKOH AHTHIICHXOTHIIM M aHTHOHOTHLH) (BXK. TOYKH 4.4 1 5.1).

Jhanui

B riaue6o koHTpONHpaHO NPOYYBaHE MMPH 3ApaBH N0OPOBOJILIH CAHOBPEMCHHOTO IPHIOKCHHAE Ha
CEePTPAJIHH ¢ JTATHH He npoMeH: 3HAYMMO (APMAKOKHHETHKATA Ha JIMTHH, HO BOAH O 3aCHIBAHE HA
TPEMOPA B CpaBHEHHE ¢ ru1anedo, KOETO M0Ka3Ba Bb3MOXKHO (papMaKOAHHAMHYHO B3aHMO/ICHCTBHE,
IIpH eHOBpEMEHHO NMPHIOXKEHHE HA CEPTPAJIMH C THTHI nmalMenTuTe TpsOBa 1a OpAaT BHHMATENHO
OPOCTICOABAHH.

Denumoun

[nauebo KOHTPOIMPAHO MPOYHIBAHE MPH 3APABH JOOPOBOJILIM NTOKA3BA, Y€ ARITOCPOYHOTO
NPHIOKEHHE Ha CepTpaiHH B 032 200 mg/neH He BOAM A0 KIMHHHYHO 3HAYHMO HHXMOHpaHE Ha
MeTabormi3Ma Ha PeHHTOHH. BBIpeKH ToBa, Thil KATO NPH HAKOH CIIyUaH HEXENAHHWTE PEaKiiuM ca
BB3HAKHAIM OT BHCOKA €KCMO3HIMA HA ((SHUTOHH IPH NAI{HEHTH, NPHSMAIIH CEPTPATHH, IIPENopLYBa
ce Aa ObIaT MOHMTOPHPAHH IUIA3MEHHTE KOHLICHTPALMH Ha GeHUTOHH CJ1e/] 3aII0YBaHE Ha TepanHi
ChC CEPTPANTHH H CHOTBETHO a/IaNTHpaHe Ha 103aTa Ha GeHHTOHH. B nonuiiHeHHe, e THOBPEMEHHOTO
NPUIOXKEHHE ¢ JEHUTOMH MOXE /14 IPHYHHE HAMAIABAHE HA INAIMEHHTE KOHLICHTpAaUHK Ha
ceprpanus. He moxe na ce uzxmoun, 9e aApyrd CYP3 A4 uaaykropu, Hanp. deHobapburan,
kapbaMasenu, KT KAHTapHOH, pAGaMIIMIIMH MOTaT Aa NPHYHHAT HAMAIIBRHE HA VIA3MEHHTE HHBA

HA CEPTPAIIHH.

Tpunmanu

HiMa peaxkH NocTMAapKETHHIOBH CHOOIIEHNS 38 NALIMEHTH ¢BbC cnabocT, XUneppequiekCHs, HapylueHa
KoOpAuHauui, o0BPKaHOCT, TPEBOKHOCT M BB30ya cnen ynotpeda Ha cepTpaiMH H CyMATPHIITaH.
CHMITTOMH Ha CEPOTOHMHEPTHYEH CHHAPOM MOTAT []a BE3HHKHAT CHILO H MPH APYTH NPOIYKTH OT
CLLUMA Knac (TpHIITaHH). AKO eJHOBPEMEHHOTO NPUJIOKEHHE Ha CEPTPAIHH H TPHIITAHH € KITHHHYHO
00OCHOBaHO, Ce NPENophYBa BHUMATEIHO HaOMoAeHHE Ha NALMEHTa (BXK. TouKa 4.4).

Bapghapun |

EnHOBpeMEeHHOTO NPHIoKeHHE HA ceprpanyH 200 mg AHeBHO ¢ Bap(apHH € JOBEJI0 10 MaNKo, HO
CTATHCTHYECKH 3HAYHMO YAB/DKABAHE HA NPOTPOMOHHOBOTO BPEME, KOCTO B PEAKH CIIyHaH MOXeE 13
MPHYMHKE OTKNOHEHHE B cToiiHOCcTTa Ha INR. ITopaau Tosa nporpoMOHHOBOTO Bpeme Tpadsa fa Guae
BHUMATEJIHO IPOCNEAABAHO B HAYANIOTO H CJie] Kpag Ha JICUYSHHETO CBhC CEPTPAIHH.

Lpyau nexapcmeenu 63aumooeticmeus, OuUzOKCuUH, AMEeHON0R, YUMemUOUH
EMHOBPEMEHHOTO NPWIOKEHHE C LIHMETHIMH € JOBEIO A0 3HAYMTETHO HAMAISIBAHE
ceprpanui. KnMHHYHATA 3HAYHMOCT HA Te€3H NMPOMEHH He € W3dCHeHa. CepTpanu




Oera-aapeHepruyHaTa OJOKHMpAILA AKTHBHOCT Ha aTeHono. He ca HaOmoAaBaHH JIEKAPCTBCHH
B3aHMO/ICHCTBHA IIPH MPHIIOKEHHUE HA CepTpanyH B fo3a 200 mg AHEBHO © AUTOKCHH.

HAexapcmea, noanuseawu ynxyusma na mpomooyumume

PHCKBT OT KbpBeHe MOxe Aa Ohe NOBHMILEH, KOraTo JIEKapCTBa, MORIHABAIA DYHKIHATA Ha
TpomOoturaTe (Hanp. HCIIBC, anernncanuipunosa KHCenHHa H THKIONHAMH), HIH APYTH JIEKaPCTBa,
KOMTO MOTAT 3 MOBHUIAT PHCKA OT KbPBEHE, C& IPIJIAraT eaHoBpeMeHHOo ¢bC SSRI, BKmModHTEHO
cepTpasivH (BXK. Touka 4.4).

Hespomycxynru broxepu
SSRI morar na noHwKaT AKTHBHOCTTA Ha [UIa3MEHATA XOJIHHECTEPAa3Ha KATO B PE3YNTaT CE YAWDKABA

HEBPOMYCKYJIHOTO OIOKMpamlo AelicTBHE Ha MUBAKYPHYM HITH APYTH HEBPOMYCKYJIHH OJIOKEpH.

Hexapcmesa, memabomzupanu om yumoxpom P450

Ceprpannn Moxe Aa felicrsa karo cnab g0 ymeped uaxuburop Ha CYP 2D6. IlponwmkurenHoro
NPIJIOKEHHUE HA cepTpansH 50 mg JHEBHO € JOBENO A0 YMEPEHO NOBHINABaHe (cpeaHo ¢ 23 — 37%)
Ha paBHOBECHHTE ILIa3MeHH HHBA Ha Ae3HNpaMHH (Mapkep 3a CYP 2D6 H30¢H3MMHA AKTHBHOCT).
KngHuyHO 3HaUMMH B3aHMOACHCTBHA MOTAT 1a Bb3HHKHAT ¢ ApyrHu cyberpard Ha CYP 2D6 ¢ Tecen
TepaneBTHUEH HHACKC Karo Kiac 1C aHTHapHTMHYHU JIEKAPCTBA KATO nponadenon u dnckannana,
TPHLMKIIHIHA aHTHAENPECAHTH H TUITHYHH aHTHNICHXOTHLIM, OCOOEHO MPH 110-BHCOKH AO3H
CEPTpAIHH.

Ceprpanun He aelictsa karo HHxHOHTOp Ha CYP 3A4, CYP 2C9, CYP 2C19 1 CYP 1A2 B WIHHWYHO
3Ha4YMMa cTeneH. ToBa e IOTBBPAEHO OT in-vivo NpoyuBaHHA 3a p3aumonciicTsre ¢ CYP 3A4-
cyOcTpaTs (€HAOreHEH KOPTH30I1, KapbamasennH, TepheHaauH, ampazonam), ¢ CYP 2C19-cyberpara
miaszenam U CYP 2C9-cyOcrparnre TonOyramu, riubesaxnaMus 4 GeHUTOHH. In vifro npoyusanus
IOKAa3BAaT, Y€ CEPTPAIMH HMAa MATbK WM HHKAKBB noTeHIHan Aa uaxubupa CYP 1A2.

[Ipu kpBpcTOCano nmpoy4BaHe npH 8 3xapBu NOOPOBONIM OT ANOHCKH MPOM3XO € YCTAHOBEHO, Ye
NPHEMBT Ha TPH YalllK COK OT IpeiNnpyT AHEBHO YBEIHYABA IUIS3MEHHTE HABA HA CEPTPAJIHH C OKOJIO
100%. ITopanu TasH MpHYHHA MIPHEMET Ha COK OT rpeiindpyT TpadBa aa ce H304rea o BpeMe Ha
JICYEHHETO CHC CEPTPATHH (BXK. TOUKA 4.4).

bazupaHo Ha ApOy4YBaHMA 32 B3AHMOAEHCTBHA CBhC COK OT rpeinpdyT, He MoXKe Aa OBbAE H3KIOYEHO,
ye eJHOBPEMEHHHAT NMpueM Ha ceprpanud 1 MoitHA CYP3 A4 unxuOuropn, Hanp nporeasnu
HHXHOHTOPH, KETOKOHA30J1, HTPAKOHA30J1, TIOCAKOHA30, BOPHMKOHA30J1, KIIAPHTPOMHIIHY,
TETATPOMHLIMH H He(a3040H, ON HMaJIO 2a Pe3yJITaT OlIe [O-BHCOKA CKCNO3MITHS Ha cepTpainH. ToBa
ChHILIO TaKA ¢¢ OTHacA H Ao ymepeHure CYP3 A4 uHXuOUTOPH, HATIP. anpenHTaHT, €PHTPOMHIIHH,
¢nyxonazon, BepanaMun 1 awrraaseM. [Ipuemst Ha Mol CYP3 A4 unxubrTopu Tpadsa na ce
n304TBa N0 BpeMe Ha JICYEHHETO CLC CEPTPATHH.

[InazmeHHTE HHBA HA CEPTPATHHA CE MPOMEHAT ¢ okoo 50% ot cnabu metabonuzaropu na CYP2CI19
B cpaBHEHME ¢ Obp3H MeTabomu3aTopH (BHXK TOUka 5.2). BaaumoaelicrBHeTo ¢ MOIIHH HHXHOHTOpH Ha

CYP2C19, nanp. oMemnpa3zoi, TJaH30Mpa3ol, IaHTONpa3o, padenpason, QIyoKceTHH, (IyBOKCAMHH,
HE MOXe 1a Obe H3KIOUCHO.

EaHOBpeMEHHOTO MPHIOKEHHE HA CEPTPAIMH C METAMH30JI, KOHTO € HHOYKTOP Ha METabONMTHHTE
eH3uMH, BKOunTeHO CYP2B6 u CYP3 A4, Moxe 1a npeAH3BHKa HAMAIABAHE HA ILTA3MEHHTE
KOHIEHTPALMH Ha CEPTPAIMH ¢ NOTCHUIMATHO HAMAJIABaHEe HA KIIMHWYHATA edHKacHOCT. [lopaau ToBa
ce IPEnopbyBa NOBUIHEHO BHHMAHHE, KOraTo METAMH3OI U CEPTPANUHH C€ MPHIIATAT €THOBPEMEHHO,
KNMHHYHHUAT OTTOBOP i / HIIH HUBATa HA NEKapCTBOTO TPA6BA 21a ce MPOC/ICAIBAT CIIOPE CiIyyas.

4,6 PeprTRIHETET, OPEeMEHHOCT H KbPMEHE

Bpemennocm
He ca npoBekaaHH afieKBaTHO KOHTPOJIHPAHHA POYYBAHUA (IPH OPEeMECHHHU XKEH




3HAYMUTEIHOTO KOJIHYECTBO OT HAIMYHH JAHHH HE ca JOKA3a/IH Bb3HHKBAHE HA BPOACHH
MandopMaIHK, IPWIHHERH OT cepTpatuH. IpoyusaHHATa NpH KHBOTHH €a NOKa3a/1H eeKTH BBPXY
PENpOaYKTHBHOCTTA, BEPOATHO B PE3YJTAT Ha MAHYKHA TOKCHYHOCT, NPHYHHCHA OT
dapMakoTHHAMAYHO EHCTBHE HA CHCTABKATA H/M/IH OT JUPEKTHO papMaKkoJAMHAMHYHO JeACTBUE HA
CBCTABKATA BBPXY IUIOAA (BXK. TOUKA 5.3).

Hwma cro0menns, ye ynorpebara Ha cepTpainH 110 BpeMe Ha GpeMEHHOCT NPEAH3BHKBA CHMITTOMM,
CHOTBETCTBAIIH HA PEaKUMH Ha OTHEMaHE MTPH HAKOH HOBOPOIAESHH, YHHTO MAHKH ca GHIIH Ha Teparnmms
CbC cepTpatui. To3u eHomeH e O HabmogasaH cbmo A ¢ ApyTH SSRI. Ceprpannu He ce
NpenopL4Ba Mo BpeMe Ha GpeMeHHOCT, OCBEH ako KITHHHYHOTO CHCTOSHUE Ha XKCHATA € TaKOBa, 4 Ce
OYaKBa MOJI3aTa OT JICUECHHETO Aa HAAXBBPIW MOTCHUMANHHSA PHCK.

Horopoaenure TpaOra na ce HabmoaasaT, ako MaiKaTa € MPOAL/DKHIIA Ja MPHEMa CepTPAIHH Mpe3
MO-KbCHHTE €TalH OT OpeMEHHOCTTA, 0COOEHO Mpe3 TPETOTO TpuMeceune. AKo Maiikara € mpHeMana
CEPTPAITHH NIPE3 MO-KBhCHHTE €TANH OT OpeMEHHOCTTA, CIICAHHTE CHMITTOMH MOTaT JAa Ce NMPOABAT NPH
HOBOPOAEHOTO; PECIMPATOPEH AUCTPEC, IMAHO3], alHEs, MPUNAIbLH, HeCTaOMITHOCT Ha TelecHaTa
TEMNEPaTypa, 3aTPyAHEHO XPaHEHE, MOBPHINAHE, XATIOTIIMKEMHS, NOBHILIECH MYCKYJICH TOHYC,
XWNIOTOHMA, XunieppedIexcus, TpeMop, TIOBUINEHA B30y AUMOCT, Pa3ApazHUTENIHOCT, IeTaprud,
MOCTOAHEH fU1a4, CPHIHBOCT H TPYAHOCT NPH 3acnHMBaHE. Te3n CHMITOMH MOTAT [a ¢€ AB/DKAT WIH HA
CEPOTOHMHEPTMYHH €(PEKTH, HIIH HA CHMITTOMH HA OTHEMaHe. B nosedero ciy4yaH yCaoKHEHUATa
HACTBIBAT BEAHAra HITH CkOpo (<24 yaca) cnex paxJaHeTo.

Jannure OT ENMMAEMHOIIOTAYHHTE MIPOYYBAHHS MOKA3BAT, Ue NMPHWIOKEHHETO HA HHXHOHTOPH Ha
0o0paTHOTO NoeMaHe Ha CEPOTOHHHA 110 BpeMe Ha OPEMEHHOCT, 0c0OCHO B HAMpeqHANa OpeMEeHHOCT,
61 MOrno Aa MOBHILHM PHCKA OT Pa3sBHTHE HA MEPCHCTHPAINA ITyIMOHAIIHA XHIIEPTOHUA NPH
HosoponeHoTo (PPHN). PHCk®T B Te3H cimyyan ¢ npubnusurenHo 5/1000 6pemenHocTn, a B 06mara
nonynauus 9ecrorara Ha PPHN Bw3mus3a nHa 1-2 cnyyaq ra 1000 6pemeHsoCTH.

OGcepalliOHHHTE JAHHH TIOKA3BAT NOBHIIEH PHCK (TIO-MAJIKO OT 2 ITETH) OT MOC/IEPOAOBO

KpBBOTeuYeHHE cnen excriozvima Ha SSRI/SNRI B pamxuTe Ha nocneaHus Mecell IIPeAM paXkJaHeTo
(rk. ToukH 4.4 1 4.8).

Kvpmene -

[Ty6nuKyBaHHTE JaHHHK 32 HUBATA HA CEPTPAJIHH B KbPMATA COYAT, Y€ MAJIKH KOHYECTBA CCPTPANIHH H
HETOBHA MeTaboHT N-AeCMETHICSPTPATHH C¢ eKCKPETHPAT B kbpMara. Kato uaio npenebpexmmu
WIH HEI0IOBMMH HHBA HA CEPTPAJIMH ca OHIIM OTKPHTH B cepyMa Ha KbpMAaYeTa, C €JHO H3KTIOUEHHE
HA HOBOPO/ICHO CHC CEPYMHH HMBa 0K0J0 50% OT HEBOTO Ha MaiikaTa (Ho Oe3 3abenexuM edexr
BBpPXY 3APABETO HA TOBA KEpMade). Jlocera He ca AOKIaZBAHH HEIKEIIAHH peakiiMH BBPXY 3APABETO Ha
Jena, KbPMEHH OT MalKH, PREMalllH CePTPANIHH, HO PHCK HE MOXKe Ja ce H3KinouH. [IpunoxeHHeTo
NPH KbPMAaYKHU HE Ce NPENnopbYUBa, OCBEH B CIy4auTe, KOraTo criope/ NpeucHKaTa Ha jJieKaps noja2ara
OT JISYCHHUECTO HAMXBBIVIA PHCKA.

Depmunumem

JlauHKTe NpH XKHBOTHH HE Ca ITOKA3A/IH BIIHIHHE HA CEPTpaJldHa BbPXY IAPAMETPHTE Ha PEpTHIHTETA
(Bx. TO9Ka 5.3).

JloxnafBaHuTe Cayua# PH XOpa Ca MOKA3aaH, ue epekra pppXy KaueCTBOTO HA CiEpMaTa € odpaTHM.
Bce ome He e HabmoAaBaHO BAHAHHE BBPXY YOBEIIKHST (PEPTHIHTET.

4.7 Edexrn Bopxy cnocobaocrra 3a mogHpane B pabora ¢ MAIIEEH

NMalHeHTHTE Ja OBaaT CBOTBETHO NpeayNpPEaeHH.



4.8 Hexenann AexapcTBeRH peaknny

[ageHeTO € Hall-4ecTaTa HesKenaHa peakiHa. [Ipy neyeHHeTo Ha COIMHAAHO TPEBOXKHO Pa3CTPOMCTBO
CeKCYaTHH HapyileHHs (JIANca Ha esKynalmg) pA MBbKeTe ca Bh3HUKHANH npH 14% npH cepTpanis
cnpamo 0% npu wranebo. Tesn HexkenaHu ¢geKTH Ca X0303aBUCHMH H YECTO €a C MPEeXOoeH XapakKTep

NpH OPOABDKABAHE HA JICHEHUETO.

[MpodHILT HA HEXEJAHHUTE PEaKI|H, 96CTO HabMoAaBaHK B ABOMHO-CNETH, 1U1alle00 KOHTPOTHPaHH
fnpoyuBaHHA Mpu naiueHTH ¢ OKP, nanmuecko pascrpoiicteo, IITCP 1 conmanyo TpesoxHo
Pa3CTPOMCTBO, € CXOAEH C TO3H, HadMOAaBaH B KIHHHYHHTE NPOYYBAHHUS NPH [TALHEHTH C ACTIPECH.

Tabruya 1 noxaszpa HEKENAHHTE peaKi[HM, HAOMOAABAHH B MOCTMAPKETHHI OBHA NEPHOZ (C

HEeHM3BECTHA YECTOTa) H OT IUIaneb0 KOHTPOIHPaHH KIHHAYHH NPOYUBAHHA (BKIIOYBAUTH 00mo 2 542
MALMEHTH Ha cepTpaiuH M 2 145 na wianebo) npu genpecui, OKP, maHuuecko pasctpoiictso, [IITCP
H COLIHAITHO TPEBOKHO Pa3CTPOHCTBO.
Hsakou Hexenaun peakiuu, m3opocHd B TaGmuua 1, Morar aa HaManeaT no HHTEH3HTET H Y€CTOTa NpH

NpOoaABDKABAHC HA NICUCHHETO H MO NPHHUHIT HE BOOAT Il.lO IIPEKHLCBAHE HA TEpAITHATA.

Tabnuua 1: Hewenanu peaxyuu

YecToTa HA HEXENIAHHTE PeaknuH, Halmonarann B nanebo-koRTpoIHpaHH KIRHRYHA NPOYYBAHHSA NpPH
nenpecan, OKP, nanngecko pazcrpolicrso, IITCP B couHANHO TPEBOXKHO pa3cTpolicTpo. O6obmen
AHAIH3 H AAHHA OT NOCTMAPKETHHIOBHR OHRAT.

Crceremo- Mmuoro uecTn Yectrn (>1/100 | HedecTn Peaxr (1/10 C HeH3BECTHA
opraHen xaac | (>1/10) o <1/10) =1/1 000 no 000 no <1/1 yecToTA (OT
<1/100) 000) HAJIHIHHTE
AAHHH He MOXE
aa 6bae HANpa-
BEHA OICHKA
Hughexyuu u Hudexuus Ha TactpoenteprT, | iuBeprukynur
unpecmayuu TOPHHATE Ph3NAIICHHE HA
AMXATEIHA CPEeAHOTO YXO
ITHTHIIIA,
¢apHHTHT,
PHHHT
Heonazmu Heonna3zMa
dobpoxaueecmae
-HU,
INOoOKaAYECMmaenu
u nHeonpeoenenu
{8xn. xucmu u
RoAUNY)
Hapyruenur na Jinmdaneno-
Kpoema u - TaTHA,
Rumipnama TPOMOOLIETO-
cucmema neHus’’
Jleskonenus's
Hapywenus na CBpBX9uyBCTBH- | ABHa(puiak-
uMynnama TEJHOCT , TOHIHA
cucmema CE30HHA peaxius’
aneprua’
Hapyrwenun na Xunorupeouan- | Xunepmpo-
eHooKpuNHama 3BM’ NaKTHHEMHSA ,
cucmema HeageKBaTHa
CeKpeLHaHa
aHTH-
AMypeTHYEeH
XOPMOH ¥
Hapyuenus na INoxmxen Xﬂnepxonectte
Memaboruzma u aneTur, poneMHs o, =




XpaHexemo NOBHINEH 3axapeH
aneTuT nuaber’™
XHTIOITHKEMHSA
XHIIep-
FIHKEMHA 3
XHMo-
HATPHEMAA )
Hewxuurnu Bescbuue Tpepoxnoct, | CyHnmasa KoHBep3noHHO
HapyuLenus fenpecus MacaLms/ Pa3CTpOiCTBO ¥,
BB30YAA’, IOBEACHHE, TapOHHpHAA 3,
NOHHKEHO ICHXOTHYHO NEKAPCTBEHA
mmoéuno’, pascTpOHCTBO’, | 3aBHCHMOCT,
HEPBHOCT, abHOpMHO cCOMHa0YHIBM,
ACMpECOHANK- | MHCICHE, pexXICBpEMEH-
3ALMA, arnaTyA, Ha eAKYynalHa
KOIMApH, XAMOLUWHAINH ,
GpyxcuzBM’ arpecus
eydoprIHO
HACTPOCHHE
napaHos
Hapywienust na | 3aMasHOCT, Tpemop, AMHE3HA, Koma®,
HepeHama rnasobonue’, NBHIATEIHHK XHIIOECTE3HA , | AKATH3HA (BXK.
cucmema ChHITHBOCT HAPYIICHHA MYCKYJTHH TOYKA 4.4),
(BKJL. eKcTpa- ChbKpAINeHHAA, OHCKHHEC3IHA,
NHPAMUOHH HEBOJICBH XHIIepecTe3ns,
CHMIITOME KaTe | CHHKON', MO3bYHOCBHIOB
XHNEPKHHE3HS | XHMECPKHHE3NA , | CnasuM
XHNIEPTOHYC, MHTPEHa', (BKMOUHTETHO
AUCTOHHA, KOHBYJICHH , oGpaTim
CKBpLAHE CBC jamalibane npu | HepeOpaneH
Fe0u Win NpOMAHA Ha Ba30-
HapyIICHH B nosara, KOHCTPUKTHBEH
NOXOAKaTa), HapyuieHa CHHAPOM H
apecTesus , KOODAHHALMA, | CHHIADOM Ha
XHIIEPTOHYC napymenne Ha | Call-Fleming)®s,
HApYIICHHE Ha | pedTa NCHXOMOTOPHO
BHAMAHHETO, HECTIO-
RHCTEY3Hs xo#craue'S,
(BX. T09Ka 4.4),
HapYIICHA
CETHBHOCT,
XOpeoaTeTosal.
Crmo
PH3HALM B
CHMIITOMH,
CBBP3AaHH CBC
CepPOTHHHOB
CHHAPOM WM
3JI0KAUECTBEH
HEBPONENTHYEH
CHHIPOM: B
HAKOH CATyYaH
CBBP3aHH C
eTHO-
BPEMEHHOTO e
MPUIOKECHHUE Ha
CCPOTOHHMH-
epPruYHu
NEKapCTBa,
KOHTO

BRITHOYBAT




8130y na,

obbpxBaRe,
o0HTHO
M3TIOTABAHE,
AMapHsi, BACOKA
TEMINIEPATYpa,
XHNIEPTOHAA,
PHTHEHOCT H
TaXHKApAUS®
Hapywienus na 3puTensHo Muapnaza’ CxoToM, Maxynonarus
owume HapyuieHue’ TayKoMa,
ARIIONNA,
dorodobns,
xupema's,
HeeHAKBH
3CHMLM ¥,
abHOpPMHO
3peHned,
HApYIIcHHE Ha
CITB3HUTE MIIC3H
Hapywenus na Tauuryc Bojxa B yXoTo
yxomo u
aabupunma
Cuvpoeunu Mammarauuu’ Taxuxapans , MuokapaeH
RApywenus CBPLOEYHO uuGapkT 9,
HapyUICHHE Torsade de
Pointes’$ (3x.
T09kH 4.4,4.5 n
5.1),
Opaauxapams,
yIbJDKABAHE Ha
QTc
MHTepBana’ (Bx.
Touxn 4.4,4.5 1
5.1).
Crvdosu Topemu oA’ | AGHOpMEO MepudepHa
HapyuieHue KbpBeHeE (KaTo | HCXEMHEA
racTpo-
HHTECTHHAIHO
KbpBeHe) *,
XHIIEPTOHUS ,
3adepBABaHe,
XeMaTypus
Pecnupamopnu, [Ipo3spaHe Jucones, Xunep-
2pLOHu U EIHCTAKCHC BEHTHIALNA
Meouacmunany 6poHxocnaseM’ | MHTEp-
U RApYUEHUR
Cmomauino- Tanene, Hucnencus, MeneHa, 350HA
ypesny | AMapHs, CyxoTa | sanex’, HapYIICHHNS,
Hapyulenus B ycraTa KOpeMHa e30¢arur,
Gonka’, [AOCHT,
NOBPBINAHE, XEeMOPOH/IH,
¢naTynenHa CBPbXCEKpEIHA




Ha CJOOHKA, CTOMATHT
aucarus,
OPHIBaHE,
HapymeHHe Ha
€3HKa
Xenamobunu- A6HOpMHA
apru gepHOApoOHa
Hapywenus ¢yHxuns,
CEPHO3HH
4epHOAPOOHH
cebuTEA (B TOBa
YHCIAO XENATHT,
¥CHITSHHLIA H
gepPHOIPOOHA
HeJOoCTa-
THIHOCT)
Hapywenus na Xwanepxunposa, | [fepuopOuranen | Penxu ciyvau
xooxcama u obpus’ oTOK, HA TEXKH
nOOKoNCHaM4 ypTHKAapH] KOXKHH
moKan anonenus’, HEXEIAHH
Chplex, * peaKLI{y; Hamp.
mypmypa , CHHAPOM Ha
NEPMATHT, cyxa | Stevens-
xoxa, oTok Ha | Johnson® k
NHMDETO, enNuASPMAaNTHa
CTyZeHa noT HEKpOIH3a d,
KOXHa
peakimia?,
poToyB-
CTBHTENHOCTY,
aHTHOEHEM,
abHopMHa
CTPYKTypa Ha
KOCaTa,
aGHOpMHA
MHpH3IMA Ha
KOXKATa,
GynoseH
AEPMATHT,
doymmkynapen
- oOpnB
Hapywenus Ha Bonku B repba, | Ocreoaptpur, | PaGao- Tpusmyc
MYCKYRRO~ apTpanrus’, MYCKYJTHH MHO/H3A %,
cxenemnama MHANTHA NOTpENBaHHA, KOCTHO
cucmema u MYCKYJIHH HAPYIICHHE
CLEOUHUMENHY KpaMmnu',
ma moKaH MYCKyNHa
craboct |
Hapvuienua na TTonakuypus, HepaBHoMepHa
frvbpeyume u MHKIHOHHO CTpYA Ha
nuKouHUME HApYLICHHE, ypHHaTa’,
nmemuwa 3aXPbXKKa HA OITUTyPHA
YpHHATa,
HE3aAbPKAHE
Ha ypuHa', e X
NONHYPH4, .
HUKTYpHs :
Hapywenua na | Jiunca Aa Cmymenua Ha | CekcyaiHa G
av3npouzgooum | eAKynauns MEHCTpyalHHs | JHChYyHKIHs, = [[%
ennama HHKBIT MEHOparus,
CUCmMemMa u €PEKTHIIHA BJIATaJTHIEHO




zopdama’ machyHKUAA KPBBOTCUCHUE, | TEICHHE,
CeKCyAIHa GanaHo-
AHCQY HKIUHA IOCTHT *,
TIPH KEHATA THHEKOMACTHA
NPHANHIBM
Obuwu YMmopa® CnabocT’, [epndepen XepHus,
HapYuwieHus u rppaHa Gonka’, | oTok’, HaMaJleHa
egpexmu na Hepas3noJo- BTPHCaHe, MOHOCHMOCT
MACMOMO na XKeHHe HApyIICHHE HA | KbM
npunoNcenue NOBHILICHA NoXo/KaTa’, JIEKApCTBOTO
TeMmepaTypa’ KKEA
H3cnedeanun YBenuueHO YaBenuJuena [ToBrmeH
TEJIECHO TErJI0” | aNaHMH aMBHO- | CepyMeH
Tpancdepaza’ XoaecTepon,
YBEJIHYCHA a0HOpMHH
acnapTar CTOMHOCTH Ha
aMHHO- naboparopHuTe
TpaHchepasa', | pesynTars,
HaAMAJIEHO abHOpPMOCT Ha
TENIECHO TETN0" | CrepMarTa,
POMEHCHA
TPOMOOLIHTHA
byHKuMS”
Hapanseanus Hapansasase
OmpasRHUR U
YCRONCRERUA,
BLINUKHANYU 8
pesyrmam na
UHMeEpBenyuY
Xupypzuvecku u Coao-
MEOUYUHCKU Pa3MIHPABAIIA
UHMEpaeH UL HHTEPBEHIMA
* HPJ1, uneHTudHIMEpaHy B NOCTMAPKETHRIOBHA NIEPHOL
3 HPJ1, npu ko#iTO 4ecTOTaTa € OnpeAciena Ha GazaTa Ha OMaKBaHa FOPHA rpaHNDA OT 95% AoBEepHTENCH
HHTEPBaN, H3NOJ3BaNKH , [IPABAJIOTO Ha 3%,
** Tona cuOuTHe € cho0manano 3a kraca JexapcTaa SSRI/SNRI (B:x. To9kH 4.4 1 4.6).

Cumnmomu na omnemane, HabBAOOQEAHYU NPU CRUPAHE HA TEHEHUEMO CbC CEPMPARUH

CnupaneTo Ha IpHEMa Ha CepTpaTiH (0cOGEHHO, KOraTo € BHE3anHo) OOUKHOBEHO BOAM 110
CHMITTOMM Ha oTHeMane. Haii-9ecTo ca cpoOmaBani: 3aMasHOCT, CETHBHH HApYIIEHHA (BITIOYHTEITHO
MAapecTe3HA ), HAPYIICHHU Ha ChHA (BKIOYHTENHO Oe3ChHHE H MHTEH3HBHM CHbHHINA), BR30OYAa win
TPEBOXHOCT, FrafAcHe W/HIH NOBpHINane, TpeMop H rmasobonse. Ilo npuHuMn Te3u CHLOUTHA Ca Nekn
IO CPeaHO TEAKKH M ca caMoorpaHnyasaimy ce. IIpu Hakou manuenTH o0ade Morar fia 6bAaT TeKKH
HW/HIH MPOARDKHTENHH. CleNoBaTeNHO, KOTATO JICYEHHETO ChC CEPTPAHH BEYE HE € HAJIOXKHTENHO, Ce

NPeNopBYBa CITMPAHETO MY Jia CTaBa [UTABHO, Ype3 MOCTENEeHHO HaMaNaBaHe Ha A03aTa (BX. Touku 4.2
n4.4).

Cmapuecxa ev3pacm

SSRI unu SNRI, exmrounTenHo ceprpaniH, ca OWwil aCOLMHAPAHH CHC CITy4aH Ha KIHHHYHO 3HauHMa
XHIIOHATPHEMHSA NPH NAlMEHTH B CTapdecka Bh3PacT, KOHTO € BE3MOXKHO Aa Ca HITOXKEHH Ha Mo-
BHUCOK PHCK OT TOBa HEXENaHO ChOuTHE (BXK. TO4Ka 4.4).

Heouampwuna nonynayus
ITpu noseye or 600 neqHATPHUHH IALHEHTH, JEKYBaHH ChC CEPTPATUH, OOLIHAT Mpod
HEXENaHH peakiiiy KaTo uaio € 6w nogobeH Ha HaOMOAaBaHHUA B NPOYYBAHMUATA

Cneonpre HexenaHy peakiuy ca Oy CroOLIEHH OT KOHTPOJITHPAHH NPOYYBAHMS
NIEKYBaHH CBC CEPTPAIHH):

Mnozo vecmu (21/10). I napobonue (22%), 6escpuue (21%), napus (11%) ur



Uecmu (>1/100 0o <1/10): I'puana 60onka, MaHHA, MOBHIICHA TEMIIEPATYPA, NOBPHINAHE, AHOPEKCH,
adexTHBHA Na0OHNHOCT, arpecHi, Bs30y1a, HEPBHOCT, HAPYIHEHO BHHMaHHE, 3AMagHOCT,
XHIICPKHHE3HA, MHTPEHA, CHEUTMBOCT, TPEMOP, 3PHTEIIHO HAPYIISHHE, CYXO0Ta B YCTaTa, JHCTICTICHA,
KOLIMAPH, YMOPa, HHKOHTHHEHI[HA HA YPHHATA, 00pHB, aKHE, EMHCTAKCHC, (PIaTymeHIH.

Hevecmu (> 1/1 000 oo <1/100): Y memxeH QT-unrepsan na EKT (Bx. Touka 4.4, 4.5 1 5.1), onut 3a
caMOyOMiiCTBO, KOHBYJICHH, EKCTpAMHpaMUAHO HAPYLICHHE, NapecTe3us, NCMPEeCHs, XAHOIMHAINA,
IypHypa, XHIEPBEeHTWIAlMA, AHEMAA, HapyIeHa YepHoOpoOHa GyHKLIMs, YBEITHYCHA aIaHHH
amMHMHOTpaHcdepasa, IHCTHT, XEPNEC CHMILIEKC, Bh3MNaleHHe Ha BHHIIHOTO YXO, 60/iKa B yXoTo, Oonka
B OYMTE, MHAPHA3a, HEPA3NOJIOKEHHE, XeMAaTypHs, FTHOCH OOpHB, PHHMT, HapaHABaHE, HAMANABAHE Ha
TEJIECHOTO TETN0, MYCKYJIHO MOTpenBaHe, aOHOPMHH ChHHINA, ANIATHA, AIOYMUHYPHS, [I0JIAKHYD#HS,
NOJMHYpHS, TPbAHA O0NKa, MCHCTPYaNHO HAPYIIICHHE, ANOMNCLHA, JCPMATHT, KOJXKHO HapyllleHHE,
aOHOpMHA MHPH3MA Ha KOXKaTa, YPTUKapHs, OpYKCH3bM, 3a4CPBABAHE HA JIHIIETO.

C neuzgecmua wecmoma: eHype3uc

Eexmu na xnaca

EnmMneMHONnorHyHeTe [Mpoy4BaHus, POBEXKAAHH TJIaBHO MPH MAUMEHTH Ha S0-roIMIIHA BB3pacT H Io-
BB3PACTHH, TIOKA3Ba NIOBHINIEH PHCK OT ()paKTypH Ha KOCTHTE IPH NALHEHTH, NpueMaty SSRIs u
TCAS. MexaHusMsT, Bojieln A0 TO3H PHCK HE € H3BECTCH.

C ¢ Ha 110103 HEXKENAaHH

CrofmasaHeTo Ha IOAO3UPAHA HEKEMAHH PEAKIHH CJie/] pa3pelllaBaHe 3a yioTpeDda Ha JeKapCTReHHS
NpONYKT € BaxHO. Tora Mo3eoAgBa 1a NPOIBIDKH HAOMOASHHETO HA CHLOTHOIIIEHUETO ION3a/PHCK 32
JICKAPCTBEHNA NMPOAYKT. OT MeTHIIHHCKHTE CNIELHAIACTH C& M3HCKBA ]a ChOOIIABaT BCAKA
NOAO3HPAHA HEXKE/IAHA PCAKITHS Ypes

H3mpnHyATEHA areHI|s o AeKapcTBaTa

yi. ,,Jdaman I'pyes” Ne 8

1303 Codus

Ten.: +35 928903417
yeOcaiit: www.bda.bg

4.9 Ilperosnpane

Toxcuunocm
CeprpanuH MMa TepaneBTHYHA rpaHHLA Ha 6€30MacCHOCT, 3aBHCHMA OT MAIlHEHTCKATa noenynauyd
WM npuapyxasaimoro neucHue. daTanuu caydan OT NpeAo3upane ca Chod1laBaHH CAMOCTOATETHO

WIH NpH KOMOMUHALHA HA CEPTPATHH C APYTH JICSKAPCTBA M/WIH ankoxon. CNeAOBATENHO BCeKH Clyqa
Ha npeno3upane TpaOBa na 6bA€ JEKyBaH arpeCHBHO.

Cumnmomu

CHMITTOMMTE HA NPEAO3HPAHE BKIIOYBAT CEPOTOHHH-MEMHPAHH HeXKEaHH JIEKapCTBEHH PeaKuuu
KaTO CHHIMBOCT, FACTPO-HHTECTHHANHY HapylueHHA (KaTo racHe W NOBPbLIAHE), TAXHKAP/IHI,
TPeMOPp, BB30yaa H BUeHe Ha ¢BAT. ChobulaBa 3a KoMa, Makap H NOo-pPAAKO.

Cnen npeno3upane ChC CEPTPATIHH ce cho0masa 3a yab/okasase Ha QTc unrepsana/Torsa de pointes;
NO Ta3H NPHYHHA BCAKO NOTTBINAHE HA CBPBXI03a CEPTPAIHH C€ NpenopbhiBa MOHHTOpHpaHe Ra EKT
(Bxk. Touxku 4.4, 4.5 1 5.1).

Jgnaodseane P
Jluncear cnenudH4HM aHTHAOTH Ha ceprpainH. [IpenophyBa ce Aa c€ YCTAHOBH H NOATRP
AWXATERCH ITBT H NPH HEOOXOAUMOCT A3 C& OCHIYPH afieKBaTHa OKCHTECHAIHA H B Fro

AKTHBHHAT BBIJICH, KOWTO MOXKe /1a c€ KOMOMHHpPA ¢ OMMCTHTEIHO, MOXKE N4 € €IHG
WIH no-epeKTHBEH OT CTOMAIIIHATA [IPOMHMBKA M TP20OBa Ja ce uMa npeaBH, IPH JiK
npenosupanero. He ce npenopbusa Npeand3BUKBAHE HA MOBPBLIaHE. 3a€AHO ¢ 00




CHMITTOMATHYHA B NOANBPKALLA TEPAIIHA Ce NPSNOpBYBA OLE H NPOCNeAiABaHe Ha ChPACYHATE (Hanp.
EKI’) u apyrn puranam nokasarens. [lopaau ronemus ob6em Ha pasnpeaencHie Ha CEpPTPANHH € MaIKO

BEPOATHO NPHIOCKEHUETO HA GOpCHpaHa AWypesa, AHanH3a, xeMofiepdy3Ha HiH
eKCCAHrBUHOTpAHCOhY3Ms Aa UMaT SnaronpusarTeH edekr.

5.  ©GOAPMAKOJIOI'HYHH CBOHCTBA

5.1 <PapMakoaHEAMHYBE CBOHCTBA

(dapmakoTepanepTiuHa rpyna; CenexrueHH Haxuburopi Ha OGpatHia 3axeat Ha CepoToHHHA
(SSRI), ATC xon: NO6AB(6.

MexaHu3bM Ha JeHCTBHE
CepTpanuH e MOIIEH H CEJIEKTHBEH WHXHOUTOP Ha oOpaTHUA 3axBaT Ha ceporonuna (5-HT) B

HEBPOHHTE in vifro, B pe3yNTaT Ha KOeTo ce noreHuupar epexrure Ha S-HT npu xusotHn. Toil uma
He3HaYHTENICH edeXT BbPXy OOpaTHHA 3aXBaT H2 HOPANPECHATHH H AONIAMHH B HEBPOHHTE. B
KJIHHHYHH I03H CEPTPATHH OoKHpa 00paTHHS 3aXBaT Ha CEPOTOHHH B YopemIKH TpombowmTH. Toi ne
NPOABABA CTUMYNHpAIla, CeRATHEHA WIH aHTHXOJJMHEPrHYHA AKTHBHOCT WM KapAHOTOKCHYHOCT MpH
*HMBOTHH. B KOHTpONMpaHH NPOYBaHHA TIPH 3paBH A0OPOBONIIA CEPTPAIHH HE MPHYHHABA CeaaLMs
H He NPeIH3BHKBA NPOMEHH B TICHXOMOTOPHHTE (PYHKIHH. B CHOTBETCTBHE CBC CE/IEKTHBHOTO
HHXHOHpaHe Ha oOpaTHHA 3axBaT Ha 5-HT cepTpaniH He NOBHILIABA KATEXONaMHHEPrAYHATA
AKTHBHOCT. CepTpanvH He NPHTEXARA AQUHHUTET KbM MYCKApHHOBHTE (XOMHHEPIHIHY),
CEepPOTOHHHEPrHYHHTE, JOTIAMHHEPTrHHHHTE, AAPESHEPrHIHHTE, XHCTAMHHEepTHYHHTEe, EABA niH
Ger3zonnasenuHOBHTE peuenTopy. [IpoXWDKHTENHOTO NPHIOKEHHE HA CEPTPATTHH IPH JKHBOTHH €
CBBLP3aHO ¢ HAMAIISBaHE HA OHPos HAa MO3LYHHTE HOPAPEHANTHHOBH PELIEITOPH, KAKTO € HadmoaaBano
U NIPH APYTH KIMHHYHO epeKTHBHH aHTHICIIPECAHTH H AHTHOOCECHBHU NICKAPCTBA.

He e peMoBCTpUpaH IIOTEHMAN 3a AOYNIoTpeda cue cepTpasdH. B asoiiHo~-csamo, paHaoMH3HPAaHO,
wiane6o KOHTPOJIHPaHO NMpOoy4YBaHe, CPABHABALLO NTOTEHIHAIA 3a JOYHoTpeda cbe CepTpauH,
anmpasonaM H d-ampeTaMHH P XOpa, CEPTPATHH He € NPEIU3BAKAI NO3HTHBHY CYOEKTHBHM
edexTH, MoKa3aTeaHH 33 NOTEHIHaA 3a 3oynoTpeba. 3a palivka OT TOBa MAlHEHTUTE Ca OLICHHIH
3HaYHMMO TIO-BHCOKO H ajnmpasonam, u d-amperaMHH B cpaBHeHHe ¢ TUauedo No rnoxka3areny KaTo
XapecBaHe Ha JIEKapCTBOTO, €yQopus H oTeHIMan 3a oynotpeda. CeprpalHH He € NpeIH3BHKAT
HHTO CTUMYJIAIIHY H TPEBOXKHOCT, CBBP3aHH C NPHIOXEHHETO Ha d-amdeTaMuH, HHTO cenaums U
NCHXOMOTOPHO HAPYUICHHE, CBbP3aHH ¢ MPWIOKEHUETO Ha annpasonam. Ilpunoien npu pesyc-

MaiMyHu, 00ydeHH Na NpHEMAT CaMH KOKaHH, CEPTpaiHH HE € CTHMYJIHpaJl NPHEMaHEeTO Ha ONHATa,
HMTO ITBK € MOT'BJI JIa 32MECTH KATO JIMCKPHMHHATHBEH CTHMYIT d-aMderaMHH WM ¢eHobapbuTa.

Knunuana edHKacHOCT H 6€30NaCHOCT

Tonamo oenpecusrno pazcmpoiicmeo

[TpoBeaeHO € KIHHHYHO NPOYYBaHE NpPH AelPeCHBHH aMOYJIATOPHH NANMEHTH, [IPH KOHTO € HaCThIIWI
etdexT N0 kpad Ha HauanHara 8-cemmuHa OTKpUTa da3a Ha jiedeHHe che cepTpanuH S0-200 mg/neH.
Tesn nauuentn (N=295) ca Ounm paHIOMI3HPAHH A3 NPOABIDKAT B ABOHHO-CALNO IIPOYYBaHE ChC
ceprpanuH 50-200 mg/nen win nnauedo 3a 44 ceamui. HabmojapaHa € CTATHCTUYECKH 3HAYHMO
MO-HHCKa 9€CTOTa HA PeLIHANUBHTE NPH MaHEHTHTE, MPHCMALIH CEPTPAJIHH, B CPABHCHHE C
npreMamaTe muanc6o. CpeaHara 103a 3a NAUKEHTHTE, 3aBBPIIKIH [POYyIBaHeTo, ¢ Omia 70 mg/nex.
[IpoueHTHT MaUKMEHTH, NOBNHAIH C€ OT JIeYSHHETO (AeHHHPaHH KATO Te3H NALHEHTH, NPH KOHTO HE
¢ HaCTHITIWI PELHAMB), 3d CEPTPATHH H Inauedo e 6un cporBeTHO 83,4% 1 60,8%.

ITocmmpasmamuyno cmpecoso pazcmpoticmso (IITCP) B
KomGuanpanw nands ot Tpute npoyusanud 3a [ITCP cpen 00moTo HaceneHne ¥ ¢rafon

HHMCKa YECTOTA Ha OTrOBOP NPH MBXKETE B CPABHEHHE C XEHHTE. B 1BeTe NOIUTMBHH i

obwara nonymauus Ha CEpTpanuH cupaMo rranebo, YecToTaTa Ha HOBI[MB&H A MGIReTe WilkeR
e 6una cxonna (keHu: 57,2% cupamo 34,5%; mexke: 53,9% cnpamo 38,2%). Bpoat Ha MEReTE



xKeHUTe B 00e/IMHEHHTE NPOYyYBaHHA cpel oOmara nomynuus ¢ 184 u crorBeTHO 430, H CACIOBaTENHO
pE3yATATHTE NIPH KECHUTE Ca ¢ [10-TOIAMA TEKECT, a fIPH MBXKETE C€ CBBP3BaT C APYTH H3XOAHH
XapaKkTepHCTUKH (MO-ToAsAMa 310yTIoTpeda C BEIIEeCTBOTO, NO-TONAMA IMPOXBKHTEIHOCT, HITOYHKK
HA TPaBMA H T.H.), KOHTO KOPEJIHPaT ¢ HAMANEHHA eEKT.

Cwpoeuna exexmpogusuonozus

B crnienHanwspaHo 3aani6oueHo npoyyeane Ha QTc, mposeaeHo NNpH paBHOBECHH KOHUICHTPALIHH H
NPH HaJ TEPATICBTHYHH eKCTIO3MIMH NpH 3apaeu aobpoeoniu (nekysanH ¢ 400 mg/aen — nsa meTH
HaJ\ MAKCHMAJTHATA NIPETIOPBYHTEHA JHEBHA [1032a), TOpHATa IpaHH1la Ha ABycTpaHHudA 90%
AOBEPHTEJICH HATEPBAJI 32 BPEMETO, CHOTBETCTBAIO Ha cpeaHa pa3iHka B QTcF mexay ceprpamn i
mnauedo no Meroaa Ha Hal-mankure keaapatd (11,666 MunHceKyHAR), € ITO-TOAIMa OT
NPEABAPHATENIHO ONpeAeaeH s Tpar oT 10 MIWIHMCEKYHAM Ha BpEMEBHA HHTEPBAI 4-H 4ac Cliez] NpHEM
Ha 103aTa. AHATH3BT HAa CHOTHOLIEHHETO ,,eKCIIO3HLMA-OTTOBOP® MOKA3Ba JICKO NMNOJOKHTEITHA BPb3Ka
mexay QTcF u niasMeHHTe koHNeHTpanmy Ha ceprpanud [0.036 mwmcexynan/(ng/mL); p<0.0001].
B13 ocHOBa Ha MOAENIa “eKCIIO3HLMA-OTrOBOP™, MparsT 3a KITHHHYHO 3HAYHMO yAB/DKaBade Ha QTcF
(T.¢. nporHozupanuaT 90% AoBepHTENEH HHTEPBa ia npepHiiasa 10 MUIHCEKYHIH) € IOHE 2,6 MbTH
no-BHCOK OT cpeanara Cmax (86 ng/ml) cnen npuioxeHHEe Ha HaH-BHCOKATA NPENOPHYHTEIHA 1034
ceprpasivH (200 mg/nen) (Bx. Touka 4.4, 4.5, 4.8 u 4.9).

ITeouampuunu nayuenmu ¢ OKP

besonacHocTTa B edprkacHocTTa Ha ceprpanHH (50-200 mg/neH) ca H3cneABAHH NPH ICYCHHE Ha
amOynaropxo Gonum aena (6-12-roquunn) 1 oHomH (13-17-roguinsu) 6e3 aenpecus, ¢ 0OCECHBHO
KOoMITyJICHBHO pasctpoiicTeo (OKP). Cren eqHOCeAMHYHO SAMHHYHO-CIANO ILIALE00 BEBEACHHE,
NMALMEHTHTE Ca pAHAOMH3HPAaHHU HA JBaHANCETCEAMHYHO JICYEHHE C I'bBKAB J1I030B PEXKHM CBC
cepTpanut HiH wiauedo. leuara (6—12-roauimHm) ca 3ano4HanM ¢ ITbPBOHAYAIHA 1034 OT 25 mg.
IMampenTHTe, pAHKOMH3HPAHH HA CEPTPAITKHH, Ca NOKA3AIH 3HAYHMO N0-TOJLIMO NOAOOpEHHE OT
paHIOMH3MpaHuTe Ha nauebo no Children’s Yale-Brown Obsessive Compulsive Scale CY-BOCS
(p=0,005), NIMH global Obsessive Compulsive Scale (p=0,019) u CGI (Clinical global Impressions)
Improvement scales (p=0,002). OcBeH TOBa TEHASHI[HA KbM NO-TONIAMO NOACOpABRAaHE B Ipynarta Ha
CepPTpaNHH CrpaMo rpynara Ha nuaiefo e Habmozaapana cbilo U no CGI Severity scales (p=0,089).
[TampeHTHTE, NOBTHAHM OT JICYSHHETO H JeMHHPAHM KaTO MAI[HEHTH C OHWKEHHE 0T 25% HiIH
nopeye 1o CY-BOCS (OCHOBHHAT KPUTEPHEi 3a ¢QHKACHOCT) OT H3XOJAHOTO HHUBO IO Kpainara TO4YKa,
ca 6wIH 53% oT NauHeHTHTE Ha CePTPATHH CIpAMO 37% or naumeHTHTe Ha riaucbo (p=0,03).

JIuncear AaHHM 3a 6€301acHOCT H 6PHKACHOCT NMPH MPOABLDKHTEIHO NPHIOKEHHE B TA3M BE3PacTOBa
rpyIia HA ICAHATPAYHH ALMEHTH.

[leanaTpuuna nomMyAallHs
Hsama nannm 3a peua nop 6-rogHinHa Bb3pacT.

5.2 ©PapMaKkoKHHETHYMHH CBOicTBa

Abcopbyua
[Ipu xopa crea nepopanHo eAHOKPATHO JHEBHO NpaioxkenHe Ha S0-200 mg B mpoab/bkeHue Ha 14

JHH, MAKCHMAJTHH TUIa3MEHH KOHIIEHTPAaLHA c¢ JocTUrat Mexany 4,5-8,4 yaca CJICA npHema. XpaHara
HE MPOMEHS 3HAUHMO OGHOHATHYHOCTTA Ha TaONeTKHTE CepTPATHH.

Paznpeoenenue
[Tpubnuanrrenso 98% oT LMPKYAHPAIIOTO B CHCTEMHOTO KPbBOOOpalLEHNE JIEKAPCTBO € CBBP3aHo ©
TU1a3MEHHTE MPOTCHHH.

buompancgopmayus
CepTpanyH npeThpnaBa 3HAYUTE/IeH MeTaboTH3EM IIPH MBPBOTO CH NPEMHHABAH

Ha 6azata Ha KIMHUYHHM H in-vitro JaHHH, MOXKE J1a C€ 3aKIIO4H, Y€ CEpPTpalHH
HAKONKO HauuHa, BnovutenHo CYP3A4, CYP2C19 (Bux Touka 4.5) u CYP2B6



HErOBHAT ITIaBeH MEeTaboNMHT JecMeTHIICEpTPAINH Ca ChILO Taka cyOCTpaTh Ha P-roKONpOTEHH in-
vitro.

Enumunupane

CpeaHusaT nony:KMBOT HA CEPTPANMH € nprOnu3uTenno 26 vaca (s nuanazouna 22-36 yaca). B
CBOTBETCTBHE ¢ TCPMHHATHHA €JIAMHHAILIHOHEH MOTYXHBOT, 33 Ja C€ JOCTHrHAT PAaBHOBECHH
KOHLIEHTPaLHH, ¢ Heo0X0oMHMO NpHOIH3NTENHO ABYKPaTHO KYMYJIHpaHe, KOETO € HAJIMIIC €lHa
ceaMHLIA CAe HAYAJIOTO NMPH €THOKPATHO JHEBHO NPWIOKCHHE HAa NeKapeTBOTO. [1asMeHusT
noy>kuBOT Ha N-AecMeTrICepTpandH ¢ Mexay 62 u 104 u. Ceprpanui u N-IeCMETHICEPTPAITHH C€
mMeTaboIH3HpaT BEB BHCOKA CTENEH NPH X0pa, KAaTO NONYy4YCHUTEe METabOIHTH Ce EKCKPETHPAT B
eJHAKBa CTENEH B YpHHATa U (peueca. Manko konmuectso (< 0,2%) HeMpOMEHEH CepTpauH ce

eKCKpeTHpa B ypHHATA.

Juneunocm/ueaunesinocm
B uxrepeana or 50 no200 mg cepTpaiuH NposBaBa NPONOPIMOHATHA HA A03aTa QapMaKOKHHETHKA.

AKOKUHemuKa npu cne WYHYU 2 /4 HmY

Heouampuuna nonyrayus ¢ OKP

dapMaKOKHHETHKATA Ha CEPTPATHH ¢ OHna npoyueHa npH 29 neHaTpH4HH NAlHEHTH Ha BL3pacT 6-
12 roquny | 32 NArHeHTH IOHOIIH Ha Bh3pacT 13-17 rogunn. INanpenTure ca GAaH THTPHpaHH
IOCTENEeHHO 0 AHEeBHa A03a oT 200 mg B paMkuTe Ha 32 AHH W ¢ 25 ME HAYANHA 1033 H CTHIIKH Ha
- yBenHdYeHHe, WK ¢ 50 mg HayanHa Ao3a unn yBeauwderns. Pexxamure ot 25 mg u 50 mg ca 6niu ¢
¢JHAKBA MIOHOCHMOCT. B cTaimmonapHO cheTosHMe 3a fo3ata o1 200 mg nia3zMeHHTe HUBA Ha
CepPTPAIHH TIpH Ipynata Ha 6—12-roauinuTe ca Owim nproamsuTenHo ¢ 35% II0-BHCOKH B CpaBHEHHE
¢ rpynara Ha 13—17-rogummnre u ¢ 21% no-BHCOKH B cpaBHEHUE ¢ pedepeHTHATA IpyTia BL3PacTHH.
He e AMano 3HauMME palfiHKU MEXY MOMYETa H MOMHYETA MO OTHOIICHHE HA KIIHPHHCA.
CnenoBaTtenso MnpH Aena, 0cobeHo ¢ HICKO TEJIECHO TErJIo, ce NMPenophLyBa HUCKA HA4alHa K03a H
CTBHIIKH HA THTpUpaHe oT 25 mg. {o3ara npH I0HOIMH MoXe€ J1a Obae KaKTo NpH BE3pacTHH.

IOnowu u auya ¢ cmapyecka év3pacm
PapMaKOKHHETHYHHAT NpOo¢ i NPH IOHOMIM H JIMLA B CTAPYECKa Bh3pacT HE CE palINyaBa 3HAYHMO

OT TO3U NPH BL3PACTHH MeXAY 18 u 65 roaHHH.

Yepnoopobno yapexcoane

ITpu naumeHTH ¢ 9epHOAPOOHO YBpEKAAHe MOMYKHBOTHT Ha CEpPTPaiHH ¢ yaAb/DkeH H AUC e
YREJIMMEHA TPH ITHTH (BXK. TOUKH 4.2 1 4.4),

bvbpeuno yspeocoane
Hama 3HaYnMO aKyMyJTHpaHe Ha CepTpaliiH NPU MALHEHTH ¢ YMEPEHO A0 TeXKKO OLOpeYHO

YBpeXKIaHe.

DapMaKoceHomMuxa

[Ina3MeHNTE HABA Ha CEPTPATHA ca NpuONHIUTENHO 50% NO-BHCOKH Npu c1abH MeTabonusaTopH Ha
CYP2C19 cnpamo ekcrensisHr MeTabonu3aTopy. KIIMHHYHOTO 3HAYEHHE HE € ACHO U NMALHEHTHTE
Tpatea Aa 6baar THTPpHPAHHA CIPAMO KTHHHUYHHMAT OTTOBOP.

53 lee_nmnntmn RAHHH 32 6€30NaACHOCT

IeHOTOKCHYHOCT K KapLHHOreueH noreHuman. [Ipoyysanus sbpxy penpoayKTrHB 1S
KMBOTHH HE Ca MOKA3ATH TePaTOreHHOCT HITH HEXeNaHH ¢(PeKTH BbPXY MbiKKHA

Ha6nwonasasara GeTOTOKCHMHOCT € BEPOSTHO CBBP3aHa C MalYHHA TOKCHYHOCT.
MPEXUBASMOCT H TEJIECHOTO TEJIO NPH KyYeHIla ca Guiy HaMalieHH caMo [pe3



eKCITO3HLIMA MO BpeMe Ha OpeMeHHOCT ciieA 15-% aeH ot OpeMeHHOCTTa. 3a6aBAHETO B MOCTHATANHOTO
Pa3BHTHE MPH KyYeHLaTa Ha JIEKYBaHH MaiKH BEPOATHO Ce /DKM Ha S(PEKTH BBPXY MaHKHUTE H
CIeA0BATETHO HE C€ OTHACA 3a PHCKA NPH Xopa.

H3cnieaBaHMsTa ¢ KHBOTHH, BKJIIOUBALHH FPU3aYH H APYIH BHAOBE, He €A MOKa3aH e(PEeKTH BLPXY
pepTHnHTeTA.

KOgenunnu npoyueanus npu HCueomnu

FOBeHHAHO NPOYUBAHE 3a TOKCHYHOCT FIPH IUTHXOBE € MPOBEIEHO CHC CEPTPAIHE, MPHJIAraH
NepopanHoO, NIPH MEXKKH H XKEHCKH TLUTbXoBe OT 21-Bu g0 56-m4 AeH cned paxaadero (B 1o3u ot 10,40
wiH 80 mg/kg/nen) c nepuoy Ha BE3CTAHOBsABAHE 0e3 MpHeM Ha JIEKapcTBOTO 196 cnex paxkaaHeTo.
3abapsaHe B CeKCcyalHaTa 3pAIOCT € HACTBITIIO TIPY MBIKKHTE H 3KEHCKHTE IUThXOBE IPH PA3THUHH
HHMBa Ha Jo3upane (MbxkuTe mpH 80 mg/kg, a sxeHckHTe npH >10 mg/ke), HO BBEAPEKH Ta3H HAXOAKA
HE Ca YCTAHOBEHH CBBP3aHH ChC CEPTPaNHH ShEKTH BHPXY HHTO €1HA OT OLICHABAHHTE MBKKH H
XKEHCKH PEeNpONYKTHBHH KpaiHH ToOukH. B nomeiHeHHe, oT 21-BH A0 56-TH JeH ciel paXaaHeTo ca
HaOmonaBaHu JeXHUAPATALHA, XPOMOPHHOpPEA U MOHIDKEHO CPEAHO HajiaBaHe Ha Terio. BcHukH Tesu
e(eKTH, NPHIHCAHH HA NMPHWIAraHETO HA CEPTPATHH, ¢ca OHIH oOpaTHMH IO BpeME Ha MEPHOAA HA
BB3CTAHOBABaHE O€3 MPHEM Ha JISKAPCTBO B MpOy4YBaHeTo. KIHHAYHOTO 3Ha4YeHHe Ha Te3k edeKTH,
HaOMmoAaBAHH NPH TUTHXOBE, Ha KOHUTO € MPHIATaH CEPTPATHH, HE € YCTAHOBEHO.

6. OAPMAIEBTHYHHA JAHHH

6.1 CaEcBHK BHA DIOMOIDHAETE BelliecTBa

Anpo na TabieTkara:
Kanuues xupporen ¢gocdar puxuapar

MBuKpOKPHCTaNHA LenyJ103a
HarpueB HULIECTEH MIMKOIAT (THI A)

XHIPOKCHITPOTUNUETYIIORA
Tank
Marse3HeB creapar

OHIMOBO [TOKPHTHE:
Xunpomenosa

Twuranor auoxcun (E171)

Tank

Ilponmnen rmvxon

6.2 HeceBMecTEMOCTH

Henpuiroxumo

6.3 Cpox ra rogaocr

5 rogyHH

6.4 Choenuannu yCIoBHS HA ChXPAHCHAL

To3u 1eKapCcTBEH NPOAYKT HE U3HCKBA CIICLHAITHA YCJIOBHA Ha CbXpaHEeHHeE.

6.5 Baa = chappxaHHe HA OHAKOBKATA

Bsmcrepna onakoska (PVC-donuo, Al-doauo): 28 puimepanu Tabnerku ot 50
KyTHA.




Baucrepna onakoska (PVC-donuo, Al-ponuo): 28 dunmupanu tadnerku ot 100 mg, B kaproHeHa
KyTHS.

6.6 Chneuna/iHH npeina3HH MEePKH NPH H3XBbPJIsIHE

Hsama cnenMaiHui U3UCKBaAHUA.

7 [IPUTEXATEJI HA PASPEILIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CoBeHHUs

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Per.Ne 20050296 — AcenTpa 50 mg

Per.Ne 20050297 - Acenrpa 100 mg

9. JIATA HA ITBPBO PA3ZPEIIABAHE/TIOJHOBSIBAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

Jlata Ha nbpBO paspewasane: 16.05.2009

JlaTta Ha nocnenHo noaHoBsBaHe: 23.08.2010

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA



