KPATKA XAPAKTEPHCTHKA HA MPOAYKTA



1. HUME HA JTJEKAPCTBEHUAA ITPOAYKT

KBenTnakc 25 mg puamupanu tabierku ’('0/'-..9 o, /}'7/,2_;""7)— 6‘/}}/} Y

Ksenrnakc 100 mg puamupanu tabaerku

Ksentnakc 150 mg ¢puamupanm tabnerku & 330 5. /3 07 -07- 200

Keenrnakce 200 mg puamupanu tabneTku
Keentnakc 300 mg duamupanmn TabieTku

Kventiax 25 mg film-coated tablets

Kventiax 100 mg film-coated tablets
Kventiax 150 mg film-coated tablets
Kventiax 200 mg film-coated tablets
Kventiax 300 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CHBCTAB

Besaka puamupana tabnerka cbabpka 25 mg, 100 mg, 150 mg, 200 mg wau 300 mg kBeTHanuH
(quetiapine) (KaTo KBETHANMHOB XeMUdymapar).

ﬂGMOlllHH aemec*raa C mnecmo ,ueucmne

J1aKTO3a
HaTpUH

3a MbJAHUA CNUCBK HA NOMOLIIHUTE BELLECTBA, BUKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounamupana Tadsetka

Tabnerkure ot 25 mg ca kpbruiu, 6sienouepseru puamupanu TabeTKH CbC CKOCEHH pbbOBeE.

Tabnerkure ot 100 mg ca Kpbriu, KkbaTo-kapsBu GuaMHUpanu TablIeTKH.
Tabnerkure or 150 mg ca kpbriu, 6enun puamupanu TabNeTKH CbC CKOCEHH pbOOBe.

Tabnerkure or 200 mg ca kpbriu, 6eau puamupanu TabieTkm.
Tabnerkure ot 300 mg ca nonoOHK Ha Kancyna, 6enu puaMupaHu TabaeTKH.

4. KJUHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHS

KBeHTHaKC e nokasaH 3a:
® Jle4YEHHUE Ha WH30PpeHHs
® JIeYEeHHE Ha OMNOJAPHO Pa3CTPOMCTBO
O 34 JICYEHHE HA YMEPEHO TEKKH /10 TEXKKH MAHHHHH €NMH301H NPH OUNOJAPHO
pPa3CTPOHCTBO;
O 3@ JICYEHHE Ha rOJIEMH JENPECHBHH €MU30/H NMPH OUNONSAPHO Pa3CTPOHCTBO;
O 3a Npe0TBPaTABAHE HA PELIMIHB HA MAHHEH WIIH JIENPECHBEH €MHU30/1 MPH HaltHEHTH
¢ OMNOJAAPHO Pa3CTPOHCTBO KOMTO MPEAXO/AHO Ca Ce MOBJHAIN OT neae/ HETO C %
KBETHAINHH /,
()
4.2 /lo3HpOBKA H HAYHH HA NPHJIOKEHHE [




Zo3uposka

CobulecTsyBaT pa3iHUHK CXEMH Ha N03UpaHe 3a BCAKO NokasaHue. [Topaay Tosa Tpabsa 14 € CHrypHo,
Y€ NAUMEHTHTE LUE MONYYaT ACHa HRPOPMALHS OTHOCHO NOAXOAALIATA AO3HPOBKA NIPHU TAXHOTO
CBHCTOAHHE.

BunipacTan:

3a nevenne Ha WH30PpeHHS

3a neyenne Ha wH3oppeHHa, KrenTuake Tpabsa aa ce npeanucea ABykpaTHO AHeBHO. O6waTa
AHEBHA 103a Npe3 MbPBUATE HYCTHPH AHK Tepanus Ha wu3odpenus e 50 mg (Hden 1), 100 mg (Jlen 2),
200 mg (Hen 3) n 300 mg (Hen 4). Ot Jlen 4 no3ara Tpabea aa ce TuTpupa a0 ob6HyaiiHaTa ehexTHBHA
no3a ot 300 no 450 mg/anerHo. B 3aBHCHMOCT OT KTHHUYHHA OTTOBOP H NOHOCHMOCTTA HA
HHAWBHIYaNHHA NaLHEHT AHEBHATa 032 MOXke aa Obae npuroaeHa B rpaHHLIATE Ha

150 mo 750 mg/nnesHo.

3a neueHHE HA YMEPEHA A0 TEKKH MaHHHHR enn3oan Ha GHnoaspHO paicTpoiicrso

3a neueHHe Ha MAHHIHH enK30IH NpH 6unonsapHo pascTpoiicteo KeenTHake Tpabea na ce npeanucea
ABa MbTH AHeBHO. Obwata AHeBHa 1032 Npe3 MLPBHTE YETHPH AHM OT feyeHHeTo € 100 mg (Mlen 1),
200 mg (Mlen 2), 300 mg ([len 3) n 400 mg (Hen 4). [locnensao kKopUrHpaHe 10 MAKCHMYM

800 mg/anesHo no Jlen 6 Tpsabea na crasa 4pe3s yBesiHUeHHE Ha J03aTa ¢ He noseye or 200 mg
HHEBHO.

Ho3ara moxe 1a 6bae kopurupaHa B 3aBHCHMOCT OT KNHHHYHHA OTTOBOP H NOHOCHMOCTTA Ha
HHAKBHIOY ATHUTE NauueHTH B rpaHdumTe ot 200 no 800 mg/anesno. OOuuaiinaTa edexTnrHa no3a e B
rpaHHuuTe Ha 400 no 800 mg/nHeBHO.

3a nevenHe HA roieMn AenpecHBHH enu304H NpH SanoaspHo palcrpolcTBo

Ksentnakc tpafea na ce npunara BeAHBXK JHEBHO, Beuep, Npeau ngrane, O61uaTa AHeBHa 1038 3a
ITbPBUTE YETHPH AHM Ha JieyeHHeTo € 50 mg (Men 1), 100 mg (Hen 2), 200 mg ([en 3) u 300 mg (/en
4). IlpenopbunTenHarta AHeBHa 1034 e 300 mg. [pH KNMHWYHH NpoyuBakus, He e HabnonaBaHa
AOITB/IHKHTENHA Non3a B rpynara Ha 600 mg B cpasHeHue ¢ rpynata ot 300 mg (Bx. Touka 5.1).
B13M0OXHO € oTAenHu nauMeHTH na uMat noaobpetue ot 600 mg ao03a. Mosu vaa 300 mg Tpsa6aa na
Ce Ha3Ha4apaT OT IEKAPH C ONHT MpPH JIEYEHHE Ha OHNongpHo pa3cTPoHCTBO.

KnuHuuHy Npoy4BaHus 3a nokasaiu, 4ye 8 CIy4ait Ha npobiieMH, CBbP3aHH ¢ MOHOCHMOCTTA NpPH
HAKOH NMalWeHTH, MOXe Na ce OOMHUCIM HaManaBaHe Ha J03aTa 00 MHHUMYM 200 mg kBeTHanHH.

3a npeaoTBpATEBAHE HA PENHAHB HPH GHOONAPEO pa3CTPOHCTRO

3a NpenoTBpATABAHE HA NOBTOPHA NOSBA HA MAHHA, CMECEHH HAH AETIPECHBHH €NH30AH Ha GUnoaApHO
Pa3CTpPOHCTBO, MALIHEHTHTE, KOHTO €8 OTTOBOPWIH Ha JIEYEHHUE ¢ KBETHAIHH TIPH OCTpo SMNoNspHO
pa3CcTpoHCTBO, TPAOBA Aa MPOABL/DKAT JIEYEHHETO B CHLUATA 03a. B 3aBHCMMOCT OT KITHHHYHHA
OTrOBOP M MOHOCHMOCTTA HAa OT/AEIHHA NALIHEHT KbM JIEKAPCTBOTO, J03aTa MOXKe Na Obie KopurupaHa
B paMKHTe Ha AnanasoHa 300 ao 800 mg / aHeBHO, NPHIOKEHH ABa THTH AHEBHO.

BaxkHo € npy noAABPIKALLOTO ICYEHHE Ja Ce NPUNAra Hail-HUCKaTa edeKTHBHA N034.

IlanuenTH B CTApY9ECKa Bb3IPACT
KakTo BCHUKM aHTHIICHXOTHYHH cpeacTea, KBeHTHake TpAGBa Aa ce U3N03Ba C BHHMaHHE NPH
NAaUHEHTH B CTaApYecKa Bb3pacT, 0COOEHO B HAYATHHA NEpHOa Ha Ao3HpaHe. B 3aBHCHMOCT OT
KAUHHYHUA OTTOBOP ¥ MOHOCHMOCTTA HA HHAHBUAYANHHUTE MTALIMEHTH, NEPHOIA HA TUTPHPAHE Ha
Ao3ara Moxe 13 6bae No-AbIbI U JTHEBHATA 1034 MOXKE Aa Obje NO-HUCKA OT TA3H Ha MO-MJIAIHTE
nauneHTH. CpeIHUAT N1a3MeH KITHPbHC Ha KBETHAMHH € peayumrpad ¢ 30-50% npu nauneHTH B
CTApPYECKAa Bb3PacT B CPABHEHHUE C NMO-M/IAQH NALIHEHTH.

AENpPecHBHH eNH30AH npH OHNONAPHO pa3CTPOIHCTRO.

lleouampuuna nonyrayun




KBeHTHaKC He ce npenopbYBa NpH Acla W I0HOLIM Ha BL3pacT noa |8 roanHu, nopaau nuncara Ha
AAHHH B NOAKPENa Ha H3NMOMIBAHETO B Ta3H BbipacToBa rpyna. Haanyuute manuu ot nnaue6o-
KOHTPOJIHPaHHY KNHHHYHH NPOYYBaHHUA ca NpeaAcTaBeHH B ToukH 4.4, 4.8, 5.1 n 5.2.

b1Opeuno yapexaane
He e HeoOxoanma xopexumna Ha 103aTa NpH nauneHTH ¢ 6x6peuHo yspexaaHe.

Yepaoapobao yspexaane

KeetuanuH ce Merabonusnpa ycuneHo B uephus apo6. 3atosa KeenTnake TpaGea Aa ce H3Mo/38a ¢
BHHMAaHHE PH NalMEHTH € H3BECTHO YepHOApobHO 3abosisBake.

[lpu nauneHTHTE C H3BECTHO H4EPHOAPOGHO yBpEKAAHE, JIeHEHHETO TPAGBa Na 3anouHe ¢

25 mg/anesHo. Jlosuposkara TpaGBa na ce yBenH4aBa ¢ AHEBHH MOBHILEHHA OT

25-50 mg/neu no edpexTHBHA 1032 B 3aBUCHMOCT OT KIMHHYHHA OTFOBOP H NNOHOCHMOCTTA Ha

OTRC/IHHA NALHEHT.

HauuH Ha NPUNOXKEHHE
KBeHTHakc Moke Ja ce npHeMa cbC WK 6e3 xpaHa.

4.3 IlpormBonoxazanns

CBpPLXYYBCTBMTEJTHOCT KbM aKTHBHOTO BELUECTBO WK KbM HAKOE OF NOMOLLHUTE BElLEeCTRa,
U30OpOeHH B TouKa 6.1.

EaHospemeHHOTO npuaoxeHKe Ha uuToxpoM P450 3A4 ukxuburopu, kakeuto ca HIV-nporeasuure
HHXHOHTOPH, 230/10BH AHTHMHKOTHUH, EPHTPOMHULHH, KIIADUTPOMHLHH H HeasonoH e
MIPOTHBOMOKA3aHO. (BX. CHLLO TO4Ka 4.5).

4.4 CoensajRn npelynpexIcHHs H CHENHAJHA NPEANA3HA MEPKH NpH ynoTpeba

Toi xaro KeeHTHAKC HMa HAKOJKO WHAHKALUMH, TPoHTLT Ha Be3onacHocT TpAGBa a ce pasrnexaa
[0 OTHOLIEHHE HA JHAarHo3ara Ha MauueHTa M NpUiaraHara 103a.

Ileauarpeana nooyaaunus

Ksernanun He ce npenopbysa 3a ynotpe6a npu aeua v toHoww noa 18-roauiuxa Bb3pact, nopaam
JIUIICa HA AHHH B NOJKpENa Ha ynoTpebara B Ta3u Bb3pacTosa rpyna. KNMHHUHHTE H3NHTBaHMS C
KBETHaNHH Ca NoKa3anu, 4e B JOMbJIHEHHE KbM NO3HaTHA npodun Ha 6ezonacHocT, HabOAaBaHH NPH
Bb3PACTHHTE (BXK. TOUKA 4.8), HAKOH HEXENTAHH PeaKLi¥H Ca HACTLITHIIM C NO-BHCOKA YECTOTa TpH
AeLaTa H IOHOWMTE, B CPABHEHHE C Bb3PACTHHUTE (TMMOBHILIEH ANETHT, OBUILEHHE HA CEPYMHHUS
MPONAKTHH, MMOBPBIIAHE, PHHAT W CHHKOM), KK MOJXE Ja HMAT pa3IM4HH NOCIEACTBHA NPH ACUATA H
IOHOIIMTE (EKCTPANHPAMHAHHN CHMITTOMH H Pa3sApa3sHHTETHOCT ), a eHa e HabmonasaHa npu Tax Ge3
Aa e HabnonaBaHa Npeu TOBA NPH NMOPYUBAHHATAE NPU Bb3PACTHH (MOBKIIABAHE HA KPbBHOTO
Hanaraxe). Ilpomenn B TecToBeTe 38 GYHKLMATA HA LIUTOBUAHATA %U1€3a ChLIO ca 6WIM HabmonaBaHH
MpH AELA H IOHOILLH.

OcBseH TOBa, IBATOCPOUHO NPOCIeAsBaHe Ha TIOCNEAULIATE 3a 6€30MacHOCTTa Ha NEYEHHETO C
KBETHAINYH BbPXY PacTexka H y3pABAHETO HE Ca NMPOYHHBEHH NoBeve oT 26 ceaAMHLUM. IbAroCpOuHHUTE
NOCAeAHLUH BbPXY KOTHHTHBHOTO H MOBEAEHUECKO PA3BHTHE HE CA HIBECTHH.

Ilpu iaue6o-kOHTPONHPAHK KIHHHYHH POY4BAHHA C [€LA H IOHOLIH, KBETHAITHH € CBbDP3aH C
NOBHLLIEHA YE€CTOTa Ha eKCTpanupaMuaHH cuMnmoMH (EPS), B cpasHenune ¢ nnauebo rpynara npu
MaUXEHTH, JIEKYBaHu 3a Wn3odpeHus, SunonspHa maHna v GUnonapHa aenpecua (BX. Touka 4.8).

CamoybuiicTBO/CYRIHARN MEC/IA BIH KIHHEYHO BJIOIIABAHE
Henpecuara npu 6K0AApHO pasCTPOHCTBO € CBbP3aHA C MOBHILEH PHCK OT CYHLUMAHH
CaMOHapaHsBaHe H caMoyOHHCTBO (CHOHTHA, CBBbp3aHH cbC camoybuiicTo). Tosu p
A0 AOCTHraHe Ha 3HayuMa pemucHa. TvH kaTo nonodpeHue Moxe Aa He HACTBLNK N
HAKOAKO CEMHLH HJIW NOBEYE OT JICYEHHETO, NALHEHTHTE TpAOBA na 6bAaT BHHMa
HabnonasaHu oxaTo He HacTLNH nonodpenue. Hail 06O KNHHUYHHAT OMHUT NO



caMOyOHACTBO MOXeE 1a HAapacHe Npe3 PAHHHUTE ETaNH Ha Bb3CTAHOBABAHeE.

B nonbanenue, nekapute TpabBa fa 0GCHAAT NOTEHLUHANHHS PUCK OT CYHUHOAHO-CBbP3aHH CBOUTHA
CNE€A BHE3AMHO CMHPAHE HA NEYCHHETO C KBETHAMMNH, NOPAAH HIBECTHH PUCKOBH DakTopH npH
Ne4eHHeTo Ha Sonecrra.

Jpyry NCHXHATPHYHH CBCTOAHUS, 32 KOUTO CE NPEANHCBA KBETHANMH, ChLLO MOraT 18 6bIaT
CBBP3aHH C MOBHLLIEH PHCK OT CHOMTHA, CBLP3aHM Cbe camMoybniicTBo. B nonmaHenue, Te3d ycnosms
MoraT 1a 6bAaT Ch4YETaHH ¢ rONeMH AenpecHBHE enn3oau. ChILIMTE NpeanasHu MepKH, TpabBa aa ce
CBONKOAABAT MPH JIEYEHHE HA MAUMEHTH C TEXKKH AENPECHBHH EMH30H K 13 CE BHHMAaBa NPH NEYEHHE
Ha NALMECHTH C JPYTU NCHXKHATPHYHH pazcTpoiicTBa.

H3BecTHO €, 4e NalMeHTH ¢ aHaMHe3a 3a CbOUTHA, CBBP3aHH ChC caMoyOuHcTBO, UK TAKHBA,
NOKA3BaLH 3HAYHTETHA CTENEH Ha CYHLUKAHH MUC/TH NIPEAH HAYANTOTO Ha JICHEHHETO Ca HATOXKEHU Ha
110-rO/IAM PHCK OT CYHLIWAHH MHC/TH MTH ONHTH 3a CaMOyOHiicTRO K TpAGBA Aa NOJy4aT BHUMATETHO
Habmoaenue no Bpeme Ha neveHnero. Eaus MeTa-aHanus Ha nnauebo-KOHTPONHPAHH KTHHHYHH
MPpOY4BAHHA HA AHTHAENPECAHTH NPH BL3PACTHH MALIHEHTH C NCHXHYHH Pa3CcTpoicTBA NOKA3Ba
MOBHLIEH PHCK OT CYMLMIHO NMOBEACHHE C AHTHAENPECAHTH B CPaBHEHME C MU1aue6o MPH NaLHeHTH,
KOHTO €a Ha No-Manko OT 25 roauHH.

BHHMaTEHO NPOCaeaABaHE HA MALMEHTHTE H NO-CMELIMATHO TE3H C BUCOK PHCK TpabBa na cvbLTCTBa
IEKAPCTBCHATA Tepanks, 0COOEHO B HAYANOTO Ha NEYEHHETO M CEA TPoMeRH B Ro3uTe. MauuenTHTe
(M Te3H, KOMTO Ce IPHXKAT 3a NMaLHeHTHTE) TPAGBa aa 6bAAT NpeAynpeseHH 3a HeoBX0IUMOCTTa OT
HaOMONCHHE 38 €BEHTYANTHO KIIHHHYHO BIIOLIABAHE, CYMUHAHO NOBEAEHHUE WIH MHCITH H HEOGHYALHM
[IPOMEHH B TIOBEACHHETO H [1a C€ MOTLPCH HE3a0aBHO MEAHLIHHCKA NTOMOLLL, 8KO Te3H CHMITTOMH
CbLUECTBYBAT.

[pn xpaTkoTpaliny, riaLefo-KOHTPONUpPaHH KIMHHYHH NPOYYBAHMA HA NALMEHTH C FONIEMH
AENPECHBHHA ENH30H NPH OHNONAPHO PAICTPOHCTBO MOBHLIEH PUCK OT COMTHA Ha camoyGHiicTBO ce
HabmIONaBaT NPH MAAW NALKMEHTH (MO-MaaK OT 25-TOMIIHA Bb3PACT), KOUTO ca SHu JIEKYBaHH C
KBETHANHH B CPABHEHHE C TE3H, JieKyBaHH ¢ ruiauebo (3,0% cpeury 0 %, cborBeTHO). PeTpocnexTusHO
NpOY'BAHE Ha KBETHANHH NPH JICYEHHE HA NALMEHTH C roiaMO AENpPecHBHO pascTpoiicteo (MDD)
NOKa3Ba NOBULLEH PHCK OT CAMOHAPaHABAHE U CaMOYOHIICTBO NPy NAUKMENTH Ha BB3PACT OT 25 no 64
roaunH, 63 aHaMHe3a 3a caMOHapaHABAHE APH ynoTpeGaTa Ha KBETHANKH C APYrH aHTHAENPECAHTH.

Merabonuten pack

Karo ce umMa npeaBua HabMOAABAHUAT PHUCK OT BIOWIABAHE HA META0OUTHHS npodui, BKIIOUHTENHO
NPOMEHWTE B TErNOTO, KPLBHATA IMIOK03a (BXK. XMIEPTrIUKEMHA) H THIMHAHTE, KOWTO e HaGnionaBsaH B
KITHHHYHHTE H3NHTBAHKA, META0ONHTHHTE NOKA3ATEH Ha NAUMEHTHTE TPAOBA 1A Ce OLEHABAT MpPH
3aMo4BAHE HA NCYEHHETO W NPOMEHUTE B Te3H NoKasaTenu Tpabsa Ha ce KOHTPONHPAT PENOBHO B
X0/la Ha neveHHeTo. BriowaBaneTo Ha Te3n nokasaTenH TpabBa na ce NeKyBa MO KIMHUYHO ROAXOANUI
Ha4YKH (BXK. CblIO TOUKA 4.8).

Excrpanupamuaan camotomna (EIIC)
B nnane6o KoHTPONHPAHH KIMHHYHH NPOYYBAHHA KBETHAMNHH € CBbLP3aH C NOBHLIEHA YeCTOTa Ha
ekcTpanupaMuaHnTe cCuMITOMH (ETIC) B cpasrenne ¢ nnauebo npy naunenTH ¢ TeXKH AenNpecHBHY
enu304H NMpH OunonapHo pascTpoiicTBo (BXK. ToukH 4.8 1 5.1).

H3non3saHeTo Ha KBETHANHH CE CBbP3aBa ¢ PA3BHTHE HAa AKATH3MA, XapakTepH3Hpalla ce cbe
CYOEKTHBHO HEMPHATHO WIH W3TOLIABALLO De3CNOKOHCTBO M HYXK/A OT YECTO JBHIKEHHUE,
CBLIPOBOACHH OT HECMOCOOHOCT Aa Ce ceaH HITH CTOH Ha eaHo Macto. Haii-sepoaTHo e 1o
CITy4H B pAMKHTE Ha MbPBHTE HAKOJIKO CEAMHLUH OT AeucHUeTO. IIpH naumeHTH, xouTo
CHMITTOMH, NOBHLIABAHETO Ha 103aTa MOXe Na 6bae BpeaHo. '

KncRn JECKEREIRH L T .
[Ipn nospaTa Ha NpU3HALK WIH CHMIITOMH HA KbCHH JUCKHHE3WH, TpabBa na cu obm \;mil Nl



NOHHKABAHE Ha N03aTa WK NPEYCTAHOBABAHE Ha KBETHANHH. CHMITTOMHTE Ha KbCHA AHCKHHE3HA
MOJKE Ja C€ BIOQLUAT W A0PH Aa BL3HHWKHAT Clel NpeKpaTABaHe HA JieueHHeTOo (BXK. Touka 4.8).

ChHbHJIHBOCT H BHEHE HA CBUT

JledeHHeTo ¢ kBeTHANMH € OWI0 CBBbP3aHO CbC CHLHJIMBOCT H CBBP3AHHUTE C HEr0 CUMITTOMH, KaTo
cenupane (Bx. Touka 4.8). [Ipy kMHHHYHM NPOYYBaHKA 32 IeUeHHE HA NAaLMEHTH ¢ BunonapHo
AENPECHS, HAYANOTO € OOMKHOBEHO B PAMKHTE Ha TLPBUTE 3 HU OT JICHEHHETO H € MPEAUMHO OT JieKa
A0 YMEpEeHa MHTEH3HBHOCT, [lauHEHTHTE H3NKUTBAT COMHONEHTHOCT € TEXbK HHTEH3IUTET H MOXKE 14
M3HCKBAT NO-YECTH KOHTAKTH 38 MUHHMYM 2 CeAMHULIM OT NOABATA Ha CHLHAWBOCT HJIH JOKATO
CUMITTOMHKTE ¢ NOACOPAT KATO MOXKE Aa ce HANMO0XKH NPEKpaTsBaHe Ha JIeYeHHeTo, KoeTo Tpsibea aa ce
B3E€ME 10 BHHMAHHE.

OprocTaTHYHA XHENOTOHHSA

Jle4eHHeTo ¢ KBETHANMH CE CBbP3Ba C OPTOCTATHYHA XMIIOTOHUS H C BUEHE Ha CBAT (BX. pa3nen 4.8),
KOWTO KaTO ChHJIHBOCTTA CE€ NOABABAT OOMKHOBEHO NO BpEME HAa HAYATHHA NEPHOA H NPH THTPUPAHE
Ha Ao3aTa. ToBa MOXKE Aa MOBHILH YECTOTATA Ha CTy4aHHOTO HapaHsBaHe (nagaHe), ocobeHo Npy
BbL3pacTHOTO Hacenenue. [1o Tasu npuumnHa, nauuenTHTe Tpabea fna 6baaT NocHBETBAHH Ja
MOAXO0XKAAT C BHHMAaHHE, JOKATO CE€ 3MO3HaAT C NOTeHUHANHWTE eQEeKTH Ha NIeKapCTBOTO.

Ksetnanuu Tpa0Ba na ce H3N0/3pa ¢ NOBHLUEHO BHHMAHHE MPH NMALMEHTH ¢ W3BECTHO ChpAEYHO-
CbA0BO 3abonsaBaHe, MO3BYHO-CHAOBA OONECT, KK HAKOWN APYTH ChCTOSHHA, MPEAPA3INONATAlLIH KbM
XHNOTOHUA. [Ipy BL3HUKBaHE HA OPTOCTATHYHA XHMOTOHUA TPAORA fa ce HMa NPEIBHA HAMAJIEHHE Ha
A038Ta KIIH NO-NOCTENEHHO THTPUpaHe, 0COOEHO NPH NMALMEHTH CbC ChITbTCTBALIO CHPAEYHOCHAOBO
zabonapane.

CHRApPOM HR CHHHA anHen

CHHAPOM Ha CbHHa arnHes € AOKIaABaH NPH NALMEHTH, NpUeMallH KeeTHanuH. [Ipy nanveHTy,
NoJy4aBalld eMHOBPEMEHHO ACNPECAHTH Ha LIEHTPANIHATA HEPBHA CHCTEMAa M KOHTO MMAT aHaMHe3a 3a
WIH Ca HUTOKEHH Ha PHCK OT CHHHA aNHedA, KaTO HANpHMEP TE€3H, KOUTO ca C HAAHOPMEHO Terno /
3aT/IBCTABAHE HIIH ca Mbike, KBeTHaNuH Tpabea aa ce npunara ¢ NnoBUILIEHO BHHMAaHHUE.

I'bpaoBe

B xona Ha KOHTPONHUPAHH KIMHUYHH NPOYYBAHUSA, HE € HMAIO PadIMKA B YECTOTATA HA MPHCTLIIHTE
NPH NaLUWEHTH, NEKYBAHH C KBETHANWH WIH Tauebo. Hama HanWYHH AaHHM 33 YECToTaTa Ha
NPHCTLIKTE NPH NaLMEHTH C aHAMHE3a 3a IMbpUHOBe.

KakTo ¥ npn Apyrure aHTHNCHXOTHLH, C€ NPENoOpb4Ba NOBHIIEHO BHHMAaHHE MPH NeYeHHE Ha
MaLMEHTH ¢ aHAMHERA 33 MbPYOBE (BXK. TOouka 4.8).

HeBposienTHYCH MAJTHTHEH CHHIPOM

HeBponenTHYHHAT MaIMrHEH CHHAPOM CE CBBP3BA C JIEYEHUETO C AHTHIICHXOTHYHH JIeKapCcTBa,
BKJIIOUHTENHO N ¢ KBETHANHH. (BX. Touka 4.8). KnHHHYHHTE NPOABH BKIIIOUBAT XHIIEPTEPMHUI,
NMPOMEHEH NICHXHYEH CTAaTYC, MyCKY/JHA PUTHAHOCT, BEMETaTUBHA HECTAOWIHOCT W NOBHLLEHA
KpeaTHHHH QocdokHHasa. B TakeB ciyyail, kBeTHanHH TpROBa Aa ce NMPeyCTAHOBH H [a CE 3aroYHe
NOAXOAALLO JIEHEHHE.

CepoToHHROB CRHAPOM
CprbTeTBaOTO NpHIoKeHHe Ha KBeHTHaKC M ApYTH CEPOTOHMHEPTrH4HH cpeacTaa kato MAO

UHXHMOHTOPH, CENEKTHBHU HHXUOUTOPH Ha pebnTeiika Ha cepoToHHH (SSRI), nHxuOHUTOPH Ha
pebrreika Ha CepOoTOHHH U HOopagpeHanHH (SNRI) HNH TPHLHMKIIHYHH aHTHAENPECAHTH MO

AOBEAE N0 CEPOTOHHHOB CHHIAPOM, MOTEHLHANHO )XHBOTO3aCTpallABALIO CHCTOAHNE (B /r‘ugﬂ ’ﬂi ¢ 0\
AKO CHITHTCTBALIOTO fIEYEHHE C APYTH CEPOTOHHHEPIHYHK CPEACTBA € KIIWHWYHO ONp s AN N\
Npenops4YBa ce BHUMarenHo HabmoneHne Ha nauxeHTa, ocobeHo No BpeMe Ha 3anoy r "'" . |
JIEYEHHETO H MOBHINABAHE HA J03aTa. CAMIITOMHTE HA CEPOTOHHHOB CUHAPOM MOXeE aT
NPOMEHH B NCHXHYHHA CTATYC, BEr€TATHBHA HECTAOMAHOCT, HEBPOMYCKY/IHH Hapylle
CTOMAUIHO-YPEBHH CHMITTOMH.




[IpH chMHEHHE 32 CEPOTOHUHOB CHHAPOM TpAOBa Aa ce 0OMHCIH HaMansgBaHe Ha J034Ta WIH
NPEeYCTAHOBABAHE HA TEPANUATA B 3aBHCHMOCT OT TEXKECTTa HA CHMITTOMMTE.

Texka HeYTPONEHHS H ArPaHYJ/JIONHTO3A

[1pH KIHHHUYHH NPOYYBAHHA HA KBETHAIMHH € HMANO CHOOILEHHA 3a TeXKa HEyTponeHHs (Opoii Ha
HeyTpodunure <0,5 X 10°/L). [ToseueTo C/iyuan Ha TEXKKA HEYTPONEHHS Ca Bb3HHKHAIH B PAMKHTE Ha
HAKOJKO Mecela CNell 3aMoyBaHe Ha nedeHune ¢ KBeTHanuH. He e umano sBHA 3aBHCHMOCT OT 103aTa
Ha nekapcTBOTO. IIOCTMAPKETHHIOBHAT ONHT MOKA3Ba Y€ HAKOM CJiyvan ca 61K daTanHu.
Bb3moxHHTE pHCKOBH GakTOPH 38 HEYTPONEHUs BIUIIOYBAT NpeuIecTsall HUChK Opoll Ha Gennre
kpbBHH KNeTKH (BKK) 1 anamHesa 3a HeyTponenus. B nakou cnyqaun obaue T4 ce nossgBa npu
nauueHTH 6e3 npeawecTealy puckosu pakropu. KsernanuH Tpabea na 6bae CpsaR NPH NAUHEHTH C
Gpoii Ha neyTpodunnte <1,0 X 10°/L. Maunenture Tpabea Aa ce HabnioAABAT 32 NPH3HALH H
CHMITTOMM Ha MH(peKLHA, a8 OpoAT Ha HeyTpodHUIUTE Aa ce npocheasBa (10KaTO He HAAXBBPAAT 1,5 X
10%/L) (Bx. Touka 5.1).

Heyrponenuara Tpabpa na ce umMa npeABHA NpH NALUKEHTH ¢ HHOEKUMA WIH MOBHILEHA TEMMNEPATYPa,
ocobeHo NpH NUNca Ha ovYeBHACH(HH) H npeapa3nonarai(u) gakrop(H), xaTo TpgOBa Aa ce NeKyBa 1o
KJIHHUYHO NOAXOAALL HAYHH.

[Taunenture TpabBa na ce cheeTsaT He3abaBHO Aa CHLOOLIABAT 3a NOABATA HA NPH3IHALIM/CUMITTOMH,
CHOTBETCTBALK HA arpaHy. JIOLIMTO3a HIH HHOEeKUHA (Hanp. NOBHLUEHA TeMIepaTypa, cnabocT,
NETaprua, Wiv Bb3NaleHO rbpo), No BCAKO BpeMe npH tepanus ¢ Keerruakc. [Ipu TakuBa nauueHTH
TpabBa 6Bp30 aa ce nicneasa 6posar Ha WBC u abcomoranaT 6poit Heyrpodunu (ABH), ocobeHo npu
OTCHLCTBHE Ha npeapasnonaraily GakTopH.

AHTR-XO/IHHEPrAvHE (MYCKAPDHHOBE) epeKTH

HopkBeTHanuH, axTHBeH MeTaboaHUT Ha KBETHANHH, HMA YMEDPEH 20 CHIleH aHHHTET KbM HIKONKO
NOATHNA HA MYCKAPHHOBH peLenTopy. TOBA JONMPHHACA 38 HEXKETAHUTE JICKAPCTBEHH PEAKLIMHK, KOHTO
OTpa3fsBaT AHTH-XOJIMHEPrHuHH €(PEKTH, KOTaTO KBETHAIMMH C€ H3MON3Ba B NPENOPBYHTEIHATE 103,
KOraTo C€ M3M0N38a €AHOBPEMEHHO C APYTH JIEKAPCTBA C AHTH-XONHHEPrUyHHU ehekTH M NpH
HacTbnBaHe Ha npeao3vpaHe. KeetHanuH Tpabea na ¢e H3NOA3Ba C NOBULLIEHO BHUMAHWE MPH
NauMeHTH, NpHeMallli IEKApCTBa C AHTH-XONHHEPrHuHH (MycKapHHOBH) edextH. Kaetnanun Tpabea
Je ce H3MOM3Ba ¢ MOBHIICHO BHHMAHHE NPH NALMHTH C HACTORLIA HAH C AHAMHE3A 34 3aAPDbKKA Ha
ypHHA, KIHHHYHO 3aHYMMAa NPOCTaTHA XUNIEpTPpOodHS, YpeBHA OOCTPYKLHA WM CBBHP3aHH CHCTOAHHA,
MOBHLIECHO BbTPEOUHO HANAMaHE WIH TACHO-bIb/IHA MIayKOoMa (BXK. TOUKH 4.5, 4,8, 5.1 1 4.9).

B3aamogeHcTBHRA

BikTe cbuio Touka 4.5.

EaHOBpEMEHHOTO NMPHIOKEHHE HA KBETHANHH C MOLLHH HHAYKTOPH Ha YePHOAPOOHHUTE EHIHMH KATO
kapbamazenuH win GeHHTOHH MOXKE 3HAYHTEHO Aa NOHHKK NNa3MeHaTa KOHLEHTpauMs Ha
KBETHAIMHKH, KOETO MOXeE Ja NOBIHSAE BbPXY €hHKACHOCTTA HA IEYEHHETO C KBETHAMNHH.

JleueHHe ¢ KBETHAMHH NPH NMAUUEHTH, KOHTO NMOJYHaBAT KHAYKTOPH HA YePHOAPOOHHTE €H3HMH
TpAOBa na 3anouHe el MpeHeHKa Ha NMON3aTa OT TEpanUATa ¢ KBETHAMMH CPELly PHCKA OT
IpeyCTAHOBABAHE HA TEPANMATA C HHAYKTOPH Ha YepHOApOOHHTE eH3uMH, BaXkHO ¢ BCAKa NpoMAHa B
0O3aTa Ha HHAYKTOpAa Ha YepHOApODHHUTE eH3MMH Aa Obac nocTeneHHa. AKC € HeoOX0AMMO,
HHIYKTOPHTE Ha YEPHOAPOOHHTE EH3UMH TPAOBA Aa CE 3aMEHAT C He-HHAYKTOPH (Hanp. HaTpHeB
BaJINPOAT).

Terno
Mma cbobiuenns 3a HapgaBaHe Ha TErao NPH NAUMEHTH, KOMTO ca OWIH TPeTHpaHHU C KBETHAMNHH, Te
TpAOBA 4a ce NpocNeasBaT K IEKYBAT ChINacHO KJIHHHYHATA NON3a U B ChOTBETCTBHE C
PBKOBOACTBATA 32 MPUIOKEHHE Ha AHTHNCHXOTHLUH (BX. TOMKH 4.8 1 5.1).

Xanepriagkemus | _ e
Hma penxu cbobuieHns 38 XHNEPrinkeMHs v / WK pasBHTHE Wnu obocTpsaHe HA avabét.'n Hd' rt F '*
CBBP38H C KETOALMAO3E KK KOMA, BKIIOUHUTENTHO HAKOH ClTy4aH ¢ dataiieH n3xon (Bx Tﬂ:-l 148 B S
HAKOH CITy4aH € NOK/IAABAHO NPEILIECTBALLO NOBUILABAHE HA TENECHOTO TErNO, KoeTo Woxkevia 6 ik




npeapasnonaraul gaxrop. [penopbuutento e NOAXOAAIMOTO KIHHHYHO MOHHTOpPHpaHe B
CHOTBETCTBHE C PHKOBOACTBATA 32 U3NON3BAHE HA AHTHNCHXOTHUM. [TaunerTHTe, NEKyBaHu ¢
AHTHIICUXOTHUHU IEKAPCTBA, BKIIOYMTENHO KBETHANWH, Tps6Ba na 6baaT HaGnlonasanu 3a npH3HaLK
W CHMITTOMH Ha XHREPrIUKEMHUA (KaTO MONMAUICHA, NONKYpys, nonndarus i cnabocr).[atmenTure
ChC 3aXapeH Anaber unu ¢ puckoeu $hakTopu 3a 3axapeH aquaber TpabBa ga 6baaT npociensBaHu
PELOBHO 3a BAOLWIABAHE HA rMtoko3HHA koHTpon. Ternoto Tpabea aa ce npocienssa peaoeHo.

Junugn

I1pH KNMHHYHK NPOYYBAHHA C KBETHAMMH € HAGII01aBaHO MOBHLIABAHE Ha Tpuranuepuaure, LDL u
obuuma xonecTepon (Bx. ChbILO Taka Touka 4.8). [TOBHILIEHHTE HHBA HA THIMIUTE TpaOea na ce
JIEKYBAT CBIIACHO KIIHHHYHHTE NPENOPHLKH.

Yasoxapane #a QT unTepnana

[NpH KNMHUYHKM NPOYYBAHKA M NPH NPHIOKEHHE ChriacHo KXII, NMPHUIOKEHHETO HA KBETHAITHH HE €
010 CEBLP3BAHO C NPOALIKHTENHO YBETMUABAHE Ha a6COIOTHHTE QT-uxrepBanu. B
AOCTKAHHHYHKTE NpOy4BaHHA yAb/kaBaHe Ha QT-unrepsana e 6wio Habmoaasano npwu NMPUIOKEHHE
Ha KBETHANHH B TEPaneBTH3HH Q03K (BHX Touka 4.8) u npy npeposupare (Bk. TouKa 4.9). Kakto npu
BCHYKW IpYTH AHTHNCHXOTHYHH CPEACTBA, HEOOXOAMMO € NOBHIUEHO BHUMAHKE NIPH NPeANTUCBAHETO
Ha KBETHAMWH MPH NALKCHTH CBHC ChPACYHO-CBAOBO 3abonaBaHe iU daMHIHA aHaMHe3a 38
yAwmkaBare Ha QT- unrepsana. Keetuanux Tpabea a ce npiutara BHUMATEIHO W KOraro e
MPEANHCAH EAHOBPEMEHHO C 1€KAPCTBA, 33 KOHTO € H3BECTHO, ue noBHwasaT QT-uHTepBana wiu
€AHOBPEMCHHO € HEBPONENTTHUN OCOGEHHO NPH MAUHEHTH B CTAPHECKA BL3PACT, NPH NALMEHTH C
BpOAEH CHHAPOM Ha yab/keH QT uuTepsan, 3acToliHa ChpaeyHa HEAOCTATLUHOCT, ChpacYHa
XHNEPTPODHS, XHAOKATHEMHA HITH XHNIOMATHe3HeMHS (BX. TouKa 4.5).

Kapauomaonarus m MEOK2pAHT

B xIHHHYHMTE M3NUTBAHKA H MO BPEME Ha NOCTMAPKETHHIOBUSA ONHT ce Chob1IaBa 3a
KapAHOMHONATHA 1 MHOKApAUT (BX. To4Ka 4.8). [IpH naumMeHTH C Nono3peHHe 3a KAPAHOMHONATHS
Wi MHOKAPAHT, TpAOBa fa ce 0OMHCNH NpekpaTaBaHe Ha TEYEHHETO C KBETHATIHH.

TexKB KOKHH HeXeIAHH peaKIHH

TexxH koxHH Hexenann peakun (SCARS), BKIIOUMTENHO CHHApOM Ha Stevens-Johnson (SJS),
TOkCH'Ha enuncpmanta Hekponusa (TEN), octpa renepannsnpana exzaHTemaTosHa mycTynosa
(AGEP), epurema Myntugopme (EM) v nekapcraena peakuus c €03HHOQHIHA H CHCTEMHH CHMITOMH
(DRESS) konTo Morar 1a 6bAaT RHBOTO3aCTPALLIABALIA KK (aranyH, ca AOKNAABAHH MHOTO PAAKO
[IpH NeueHue C KBETHANHH. Texkn KoxHK Hexxenanu peakudn (SCARS) 06UKHOBEHO ce NpOsABABAT C
CAMH WK NOBEHE OT CIEAHUTE CUMITTOMH: 0DLIMPEH KOXEH OBpHB, KOHTO MOde aa Obae chpbaw win
CBBLP3aH € MyCTY/IH, eKCHONTHATHBEH NEPMATHT, TPECKa, TUMDALEHONATHS H BL3MOXKHA €03HHOPHTHA
HIH HeyTpodraua. [ToBeueTo oT Te3H peakilimn ca HACTBIMAH B PaMKHTE Ha 4 ceaMHLM clef
3aT10BaHE HA TCPAIHATA C KBETHAINKH, HAKOH IEKAPCTBCHH PEAKLMH C €03WHODHIHA H CHCTEMHH
cumnToMH (DRESS) ca HacTsnunm B pamMkuTe Ha 6 ceaMHLM clieq 2amnoYBaHe Ha TeparuaTa ¢
KBETHAIMHH. AKO C€ NOABAT NPH3HALK H CUMITTOMM, TIPEANONArALLM TE3H TEXKH KOKHH peakuuH,
KBeTHanuH TpaOBa na ce npekpatu He3abaBHO 1 Aa ce OOMHCIH aATEPHATHBHO NEYEHHE.

Oreemane:

CuMmnToMH Ha OTHeMaHe kaTo Ge3ckHHe, rajexe, rnasodonue, AMapua, NOBPBLIAHE, BHEHE Ha CBAT H
pa3npa3zHHTEIHOCT Ca ONHCaHH ClIER BHE3AIMHO NMPEKbCBAHE HA KBETHAITHH. 3aTOBA Ce npenopuusa
NOCTENCHHO CMHPaHE 3a NEPHO OT NOHE eAHA A0 ABE CEAMMUH (BXK. TOuKa 4.8).

[lanmenTn B cTApUecKa BLIPACT ¢ NCAX033, CBLP3ANA ¢ AeMeHNHS
KBeTnanuH He e onofpeH 3a eyeHHe HAa NALIMEHTH C NCHX03a, CRbpP3aHa C IEMEHLIHA.
[Mpunn3uTento 3-kpaTHO yBENHUYEH PHCK OT MOZBYHO-CHIOBH HEXKENAHH peakumu e
fIpH paHAOMH3HPAHH, N1aLedo KOHTPONHPAHH NPOYUYBAHMA NPH NOMYIALMA OT NEMe
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Keetnanuu Tpabsa na ce H3noa3sa ¢ BHUMAHHE NPH NALHEHTH C PUCKOBH ¢akTOpH 332 MO3BUEH
HHCYAT.

I1pu MeTa-aHANK3 Ha AHTHNCHXOTHLM, € JOKTAIBAHO, Y€ MPH NALUMEHTHTE B CTapuecka Bb3pacT ¢
CHXO03a, CBbP3aHa ¢ AeMEHLMA, CHLICCTBYBA NOBHILEH PHCK OT CMBLPT B cpaBHexHe ¢ niaue6o. [Tpu
ase 10-ceaMuuHH nnauebo-KOHTPOAMPAHH NPOYYBAHMS C KBETHANHH NpH CbILATA NONYNAUHS
nauMeHTH (n=710; cpeaHa Bb3pact: 83 roantu; Auanasol: 56-99 roxHHM) pUcKLT oT CMDBPTHOCT MpPH
JICKYBaHHTE C KBETHANHUH nauxeHTH € 6w 5,5% cpeiy 3,2% npu nnauebo rpynara. [NauuenTure B
TE3K NPOYUBAHHA Ca YMPEJIH NOPAAH PAVIHYHHM NTPHYHHH, KOUTO ca OMNH OYaKBaHH 3a TA3H
MOMyNaLH.

[lanmenTH B cTapuecka BL3pacT ¢ Gonect ua Parkinson (PD)/napkurconnssm

PeTpocnexTiBHO npoyyiBaHe Ha KBETHANHWH NPH JIEHEHHE HA NTALMEHTH C FONSIMO ACMPECHBHO
pasrpoiicteo (MDD), nokassa noeuiuen puck ot cMbpT no Bpeme Ha ynotpefa Ha KBeTHANUH npu
NAUKHEHTH Ha BB3pAcT Haa 65 roauHu. Tasu Bpb3ka He ce HabNIOAABA, KOTATO NALMEHTHTE C GONECT Ha
Parkinson (PD) ca orcTpanens ot ananusa. Ksernanuu Tpabea aa ce npeanyvcaa ¢ NOBKLIEHO
BHUMaHHWE Ha MalUHEeHTH B HanpeaHana pb3pact ¢ Gonect Ha Parkinson (PD).

Juacparuns

HMa cbobiuenns 3a ancarna (Bx. Touka 4.8) npu npuem Ha kBeTHanuH. KeeTHanus TpsaOBa aa ce
U3IT0JI3BA C MOBHILIEHO BHHMAHHE MPH NALHEHTH C PUCK 33 ACMTHPALIMOHHA NHEBMOHHKS.

3anex H upesna obcTpyxuns

3aneksT NpeACTaBNsABa PHCKOB (akTop 3a upeBHa 0GCTPYKUMS. MMa cHoblueHus 2a 3anek 1 YpeBHa
OOCTPYKLIMA NPH NEUEHHE C KBETHAMKH (BXK. Touka 4.8). Tosa BK1OYBa CHOOLLIEHMA 3a (aTaneH UIXon
MPH NALHEHTH C N0-BHCOK PHCK OT UpeBHA OOCTPYKUMA, BIIIIOMHTEHO GOTHH, NomyyaBatuy
€HOBPEMEHHO MHOXKECTBO NIEKAPCTBA, KOHTO HAMAJIABAT YPEBHHA MOTH/IMTET, W/ UAH NaLMEHTH,
KOHTO MOXe /1a HE Cbo0WABAT CMMITTOMM Ha 3anek. [NalueHTHTE ¢ YpeBHa obcTpykuns/uneyc tpabea
fa ce HabnroAaBaT BHHMATETHO H CMIELHO /1A CE JIEKYBAT.

Benosen tpombGoembonninm (BTE)

Hma cvobuwierns 3a eHosHa TpomGoemGonna (BTE) npu neueHue ¢ aHTHIICHXOTHYHH sexapcersa. Toil
KaTO NPH NALHEHTHTE, NEKYBAHH C AHTHUIICHXOTHLH, YECTO NPHCHCTBAT U PHCKOBH (dakTopH 3a BTE,
BCH'KH BB3MOXHH PUCKOBH (akTopu 3a BTE Tpabsa na 6baaT uaeHTHOWLMpaHH npeay 1 no BpeMe
Ha NEYEHHETO C KBETHANHHH CBHOTBETHO J1a C¢ NPEANPHEMAT NPEBAHTHBHHTE MEPKH.

IIankpeaTHT

Hwma cbhobuieHns 3a NaHKPEaTHT NPH KIIMHHYHK NPOYYBAHHA H MO BpeMe Ha NOCT-MapKETHHIOBHSA
onuT. Cpen crobliennsTa, nomyyeHn criell MycKaHe Ha na3apa, BhIPeKH Y€ He BCHUKH clyuau ca
CBBP3aHH C PUCKOBH (PAKTOPH, MHOTO OT MALMEHTHTE ca GUIH ¢ aKTOPH, KOHTO € H3BECTHO, Ye MOTAT
Aa 6BbAe CBBLP3aHHK C NAHKPEATHT, KATO HAMPUMEP MTOBHILABAHE HA TpUravLepHauTe (BX. Touka 4.4),
KaMbHH B XTBYKATA, KAKTO H KOHCYMALMA H& anKOXOJ.

HonviaarTenna aadopmanng

AaHHHTE 33 KBETHANHH B KOMOHHALMA C NHTHA WK HBANNPOEKC NPH OCTHP YMEpeH A0 TeXbK
MaHHCH CMH30A €8 OTPAHHYEHH, HO BBIIPEKH TOBA, KOMOWHMPEHOTO JleueHUe ce NoHacs nobpe (BXx.
Touka 4.8 u 5.1). lanuure nokaszaxa aautueeH edekT npes ceaAMHua 3.

Henpasnnna ynorpeba u 310ynorpe6a
Hma cbobiuenns 3a ciyuan Ha HenpaBhiHa ynotpe6a K 3oynorpe6a. Moxe aa e Heob
NOBHIIEHO BHHMAHHE, KOraTo C€ NPEANUCBA KBETHAITMH NPH NALIKEHTH C AHAMHE3a 3a
ankKoOX0, HJIH HAPKOTHLIH.



HETNIOHOCHMOCT KbM ranakTosa, MbJieH AaKTas’eH AeQHUMT WK FIOKO30-ranakTo3Ha ManabcopGuus He
TpaGea Aa npueMar ToBa 1eKapCTEo.

Harpnii
Tosa nekapcTso cuhabpKa no-mManko or 1 mmol Hatpwii (23 mg) Ha TabneTka, T.€. MOXe Na ce Kaxe, 4e

NPaKTHYECKH HE CbIbPXKA HATPHHA.

4.5 BaaamopneiicTBug ¢ APYTH 1eKaAPCTBEHH CPEICTBA B APYTHE $opmME HA Bl3aEMOcHCTRHE

[lopans mbpBHuHHTE eEKTH HR KBETHANHH BHLPXY LEHTPATHATA HEPBHA CHCTEMA, KBETHAIHH Tpabea
Aa ce npunara ¢ NOBHLICHO BHHMaHHe NPX KOMOHHHPaHE C IEKapCTBa ¢ UEHTPANTHO AcHCTBHE H ¢
anKoxosn.

Ksetnanus tpabea na ce #3n0.138a ¢ NOBHIIEHO BEHUMaHKE B KOMOHHALHS Che CEPOTOHHHEPrHYHH
JIEKAPCTBEHH NPOMYKTH, KaTo MAO MHXHOHTOPH, ceneKTHBHM MHXHOUTOPH Ha pebnTefika Ha
cepoToHHH (SSRI), uHXUGHTOPH Ha pebNTeiika HA CEPOTOHHH U HOpaapeHanHH (SNRI) win
TPHUHKITHYHM AHTHAENPECAHTH, ThH KATO PHUCKBT OT CEPOTOHHHOB CHHAPOM, TOTEHLHATHO
KHBOTO3aCTPALIABALLIO CHCTORHHE, € YBEIHYEH (BXK. TOuka 4.4).

H3nckBa ce NoBHILEHO BHUMaHHE NPH NEeUYEHHE HA NALHEHTH, IIPHEMALLH APYTH JIeKapCTBa, KOUTO
HMAT AHTH-XOJIHHEPrUYeHH (MyCKapUHOBH) edekTH (B pasaen 4.4).

L{uroxpom P450 (CYP) 3A4 e oTroBopeH NpeaMMHO 3a LIHTOXpaM P450-meauupanus Metabouzam
Ha KBETHAaNHH. B npoyusane 3a B3aHMoaeiCTBIATA, NPH 30paBH 10GPOBONILM, €IHOBPEMEHHOTO
NPHIOKEHHE HAa KBETHAaNHH (103a ot 25 mg) ¢ ketokoHason ( CYP3A4 unxubutop) e aoBeno a0 5- no
8-kpaTHo nosuiuenne Ha AUC HuBata Ha kBeTHanuH. Bb3 ocHOBa Ha ToBa, €AHOBPEMEHHOTO
npunoxeHue Ha keethanud ¢ CYP3 A4 nuxubuTopH e npotHBonokasano. He ce Npenopb4Ba H
MPHEMAHETO HAa KBETHAMHH €IHOBPEMEHHO CBC COK OT rpeindpyT.

[1py papMaKOKMHETHHHO NPOYYBaHE C MHOTOKPATHO N03HpPaHE € HabMIo/1BaHO, Ye NPEeANUHCBAHETO Ha
kapbamasenuH (M3BeCTEH HHIYKTOP Ha YEPHOAPOOHH EHIHMH) No BpeEME Ha JIEYEHHUE C KBETHANMHH
3HAYHTETHO NOBHILIABA KNMDLHCA HA KBETHANMH, TOBa yBeNHUEHHE Ha KNTHUPBHCA € HAMATHIIO
CKCMO3HLMATA Ha kBeTHanHH (H3MepeHa kato AUC) 1o cpeano 13% B cpasHeHue ¢ Ta3n npu
MpUIaraHe CaMo Ha KBeTHanHH. B pesynraT Ha ToBa BlanmonelicTere MoXe aa Bb3HHKHE
NOHHKABAHE Ha [UTA3MEHUTE KOHUCHTPALMH, KOETO 138 Ce OTPa3H BbPXY ehHKACHOCTTA HA JIEYEHHETO
C KBETHAIHH. JICHCHHETO C KBETHANHH MPH NALHEHTH, KOUTO MOTy4aBaT YEPHOAPOOHH EHIHMHH
HHIYKTOpH, TpA0Ba Aa CTaBa cilel BHHMATEHA NPELIEHKA HA CHOTHOLLEHHETO NOJI3A OT JICYEHHETO ¢
KBETHAIMHUH CPELLY PHCKA OT MpEYCTaHOBABAHE HA JIEYEHWETO C YEPHOAPOGHHSA EH3UMEH HHIYKTOP.
Ba)kHO € BCAKa IPOMAHA HA YEPHOAPOGHHA eH3MMEH HHAYKTOP Aa CTARA NOCTENEHHO. ITpu
HEODXOAHMOCT, 4epHORPOOHHA eH3IUMER HHAYKTOP TPa6Ba na Gbae 3ameHeH ¢ He-UHOYKTOp (Hanp.
HaTpUeB BAINPoAaT) (BX. Touka 4.4),

DapMakOKHHETHKATA HA KBETHAMMH HE CE fIPOMEHS 3HAYMTEHO OT €IHOBPEMEHHOTO NMPHIOKEHHE HA
AHTHACNPECAHTH, WMUNpamuH (K3BecTeH CYP 2D6 nuxuburop) unu dayokcerns (u3secten CYP3A4
u CYP2D6 unxuburop).

DapMaKOKHMHETHKATA Ha KBETHAMHUH HE CE NMPOMEHSA 3HAYUTENHO NpH €AHOBPEMEHHOTO NPHEMAHE C
AHTHIICHXOTHLH, PHCMIEPHAOH WK xanonepraosn. Obaue eNHOBpeMEHHOTO NPHIIOKEHHE HA
KBCTHaNHH H THOPHAA3HH NOBHILABA KMPBHHCA HA KBETHANHKH ¢ NprbausuTenHo 70%.
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(DHPM&KOKHHETHKRTH Ha KBETHAMNHH HE C€ NPOMEHA 3HAYHUTENTHO MpH COHOBPEMEHHOTO
UHMCTHIOHH.
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DapMaKOKMHETHKaTa Ha JIHTHA OCTABA HEMPOMEHEHA NPH €IHOBPEMEHHOTO npHaraHe l&;éq‘ﬂauﬂﬂ.
B enHo 6-ceaAMHUHO PAHAOMH3HPAHO KIIMHHUHO M3MHTBAHE HA JIATHH H KBETHANHH TaBRRTRY C.



yaobkeHo ocBoboxaaBaHe cnpaMo mnauebo ¥ KBeTHaNUH TabNeTKH ¢ yABIDKEHO 0cBobOXKAaBaAHE
MPH Bb3IPACTHHM NALHEHTH C OCTPA MaHWA MO-BHCOKA 4ECTOTA HA eKCTPanMpaMHaHH cbOUTHA (mo-
CrneuHanHo TpeMop), CbHIHBOCT M HaAJaBaHe Ha Terno € HabmoaasaHa B rpynara ¢ nobassHe Ha
NHTHA B CpaBHEHHE C rpynara ¢ aobaBsHe Ha niauebo (BX. Touka 5.1).

DapMaKOKHHETHKATE HA HATPHEBHA BANNpPOAT W KBETHAMKH HE CE NPOMEHAT B KNTHHHYHO 3HAYHMA
CTeMNeH KOraro ce npueMar B KomOUHaLMA. PeTpocneKTHBHO NpoYyYBaHe NPH Jela X Bb3PACTHH,
IONY4YaBaNK BANIPOAT, KBETHANWH, HIH K IBETE, € MOKA3aJ10 NO-BUCOKA HHLKAEHTHOCT Ha
NIEBKONEHHSA W HEYTPONEHHA B KOMOMHKpaHaTa rpyna cpeily MOHOTEpaneBTHYHATA rpyna.

Odununanin npoy4saHus 3a B3aHMOAEHCTBHE CbC CHPAEYHO-CHAOBH JIEKAPCTBA HE €A MPOBEHKAAHH.

[penopbusa ce NOBHIIEHO BHUMAHHE NPH €AHOBPEMEHHO JIEYEHHE C APYTH IEKAPCTBEHH NPOAYKTH,
38 KOHTO C€ 3Ha€E, Y€ MOraT Na NPEeaH3BHKAT eIEKTPONHTEH nucbanade unn Morar aAa yaemxaTt QT-
WHTEpBA.

Hma croOtueHns Ha aniMBo NONOKUTENHH Pe3yiTATH NPH NPOBEKAAHE HA EH3UMHH HMYHOROTHYHH
H3CNIEABAHKA 38 METANOH H TPHLIMKIHUHH AHTHACTIPECAHTH NMPH NALIMEHTH, KOHTO Ca NPHEMAIH
KBeTHanuH. [lpenopbusa ce NOTBLPXKAABAHE HA CbMHHUTENHHTE PE3YITATH OT CKPHHHHT TIPH
HWMYHOAHAIH3 C NOAXOAALA XPOMATOrpadcka TEXHHKA.

4.6 ®PepruauTeT, OpEeMEHHOCT B KhpMEHE

bpemeHnocT
ITvpeu mpumecmvp

YMepeHOTO KONHUECTBO MyDNKMKYBaHH JaHHK OT CTyuau HA GpPEMEHHOCT ¢ EKCMO3MUHA Ha KBETHANKH
(T.e.Mexay300-1000 n3x0n20TOPEMEHHOCT), BIITIOUHTENHO OTAEHH ChOOLIEHHS H HAKOH
00cepBalHOHHH KIIMHHYHH H3MHTBAHKUA, HE NPEANOAaraT NOBHLIEH PHCK OT MATDOPMALIMH, ABDKALLH
ce Ha feyeHHeTOo. Bb3 0CHOBa Ha HANHYHUTE AaHHH, obaue, He MOXKe [1a ce HanpaBH KATErOPHYHO
3aKoveHHe. [IpoyuBanusaTa npH »KHBOTHH ca NOKA3aMH PENPOAYKTHBHA TOKCHUYHOCT (B, To4Ka 5.3).
[lo Tasu npHuKHa, KBeTHanNuH TpAbBa 4a ce Npuaara Mo BpeMe Ha GpeMEHHOCT CaMO KOraTo nonsara
3a MaHKkaTa NpeByLLIaBa, MOTEHLMANHHA PHCK 3a M1oaa.

Tpemu mpumecmuvp

Hosopozaeny, Ha KOMTO MalikuTe Ca NpHEMan aHTHITICHXOTHUM (BKTIOMHTEIHO KBETHAMMH) M0 BpEME
HA TPETHA TPUMECTBP Ha OPEMEHHOCTTA, Ca HAMOKEHH HA PHCK OT HEXENTaHH PEaKUMH, BKAKOYHTENHO
€KCTPArMpaMHUaHH ¥ / UIH CHMITOMH Ha OTHEMAHETO, KOMTO MOTaT /1a BAPHPAT IO TEKECT H
NPOABDKHTENHOCT cieA pakaaieTro. MMa croblueHus 3a B30y aa, XHNepToHHA, XMIIOTOHKA, TPEMOP,
CBHHIIHBOCT, PECNHPATOPECH AHCTPEC WK HApYLUICHHA Ha XpaHeHeTo. CleaoBaTenHo, HOBOPOAECHHTE
Tpabea na ce HabMoOAaBaT BHUMATETHO.

Kupmene

B13 0cHOBa Ha MHOIO OTPaHHYEHHTE AaHHH OT MyOIHKYBaHHN CHOOLUEHHA 33 EKCKPELIMA Ha KBETHANWH
B MAHYHHOTO M/IAKO, EKCKPELIMATA Ha KBETHANHH B TEPaNeBTHYHH J03M U3INEXKAa MAJIKO BEPOATHA.
[Topaan aunca Ha HaneKAHH AaHHH, TPAOBa fa ce B3EME peLlieHHe AANK Ba CE MPEeyCTaHOBH
KbPMEHETO MJIH 1a C¢ NPEYCTAHOBH TepanusaTa ¢ KBeHTHakc , kaTo ce B3eMe NpeaABH NOJ3ara OT
KbpMEHETO 38 AETeTO W 0/13aTa OT TEPANMATA 34 KEHaTa.

QepTUaNTET
Edextvre Ha kBeTHaNKH BLPXY hepTUIHTETA NPH YOBEKE HE ca OueHaBaHH. EdextH, cabpiany
NOBHLUEHH HHBA HA MPOJIAKTHH, ca HabNIOAABAHK NP ILTEXOBE, BLIPEKH Ye TE HE ¢a OH
NPHIOXKHMH NpPH Xopa (BK. Touka 5.3 [NpeaxnnHu4HKN 1aHHK).

4.7 EdexT Bbpxy cnocobaocTTa 38 modHpane # pabora c Mamuun

MiMaHkn npeasux NbpBHYHHTE €(PEKTH HA KBETHANMH BbPXY LIEHTPANHATA HEPBHA CH



1a NOBJIHAE BBLPXY AEHHOCTHTE, KOMTO H3HCKBAT NCHXHWYHA KOHUEHTpauMd. 1o Tazu npuunHa,
nauueHTHTe TpAdBa Aa 6BAAT NOCHLBETBAHM Aa He WOodUpaAT WiH pabOTAT ¢ MAlIMHH AOKATO HE
pa3bepar Kakpa e TAXHaTa HHIHBHAYAIHA YYBCTBHUTEIHOCT.

4.8 Hexenann 1eKkapCcTBeHH pPeaKiHH

Hafi-uecTuTte Hexenanu peakuuu (HJIP), cvobiuasanu 3a ksetnannn (>10%) ca: CbHIHBOCT,
CBETOBBPTEXK, r1aBoboNHe, CyXoTa B YCTATE, CHMITOMH Ha OTHEMaHe (NpPeyCTaAHOBABAHE), NMOBHILEHHE
Ha CepYMHHTE HHBA HA TPUIMHLEPHUIHTE, MOBYLIEHHE HA 0DLLKS XonecTepon (npeauMuo LDL
xonecrepona), Hamanenue Ha HDL xonecrepona, HaagaBaHe Ha TErno, NOHKKEH XEMOTIO0KH U
EKCTpaNnUpaMHIHH CHMITTOMH,

Texxure xoxHu HexenanH peakuuu (SCARs), ButioyBawu cHHapoM Ha Stevens-Johnson (SJS),
TOKCHYHA ennaepMania Hekponu3sa (TEH), nekapcTseH o6pHB ¢ €03HHOPHAHUS U CHCTEMHH CHMMTOMH
(Drug Rash with Eosinophilia and Systemic Symptoms, DRESS), ca cro011aBany KaTo CRapP3aHH ¢
NEYEHHETO C KBETHAIMH.

YecToTara Ha HEXENTaHHUTE NEKAPCTBEHH PEKALIMH, CBbP3aHH C TEPANHATA C KBETHAMNMH, ca
npeacTaseHy B Tabanuara no-aony (Tabnuua 1) cnopea ¢opmar, npenopbuan ot Council for
International Organizations of Medical Sciences (CIOMS III Working Group 1995).

Tabnana 1

HJIP, cBbp3aHH ¢ TEPANHATA ¢ KBETHRNEH

Hexenanute chbuTHA ca xnacudHuUMpaHU NO YecToTa KAKTO CJielBa : MHOTO YecTd (> 1/10), uectn (&
1/100 - < 1/10), Heuectn (= 1/1000 - < 1/100), peaxu (= 1/10 000 - < 1/1 000), mHOro peaxu
(< 1/10 000), u ¢ Heu3BecTHA 4ECTOTA (HE MOraT Aa ce NPEeABHAAT OT HAIHYHHUTE JaHHH).

Hapywenus na xpvema u rum@pnama cucmema

M#oro uectu:

NOHHIKEH XEMOTTO0HUH %2

YecTH:

neskoneHus' 8, noxnwken 6poii Ha HeyTpodWIHTE, NOBUILABAHE Ha
eo3uHopUHTE?

Heuectnu: TPOMOOLIMTOTICHHS, aHEMHKS, NIOHKIkaBaHe Ha 6pos Ha TpomGouuTHTE !,
HEYTPONeHHs'
Peaku: arpaHynouuTosa®

Hapywenus na umynrama cucmema

HeuecTth: CBPBLXUYBCTBHTETHOCT ( BKITIOUHTENHO ANEPrHiHH KOXKHH PEKALIMH)

MHoro peaxw: aHabUNAKTHYHY peakLun’

EROOKpUHRU HQPYWERUR

YecTw: XUnepnpoaakTuHeMus'® nonmxapane Ha obiumns T¢*, noHukaBaHe Ha
cpoBoauus Ts %4, nonwkanane Ha obwmns T32*, nosumasane na TSH?

Heuecty: noHuxapaHe Ha ceobonrus Ti?*, xunorupeonansem 2!

MHoro peakH: HEAOCTAaThbYHA CEKPELIHA Ha AHTHAHYPETHUEH XOPMOH.

MHOro 4ecTH:

Hapywenus na memabonuzma u xparenemo

MOBHILABAHEHA CTOWHOCTHTE Ha TpUranuepuante'®, nosuiasane Ha
obuua xonecrepon (npeaumuo Ha LDL xonectepon)' ', nonnkapane Ha
HDL xonecrepon'’’, nosuasaxe Ha rernoro®°.

YecTn: FIOBMLIEH ANETHT, MIOKO3aTa B KPbBTA C€ YBENHYABA IO XHNPErTHKEMHYHH
HHB&6'30
Heuecru: XunoHaTpuemus '®, 3axapen nuaber'>5, ex3auepbaLs Ha ChiLECTBYBALI
auaber
Peaku: merabonureH cuHapom ¥ ) ﬁ
Mcuxwunu napywenus /745
Yectn: HeoOHUaiHH CHbHHLIA H KOLIMApPH, CYHLHIHH HAMEPEHHS H CY ‘i‘g'gr" T
noBeaetine™ [l f e
Penxnu: BEbpIaHH

COMHaMOyTH3bM ¥ CPOJHHTE MY pPeakiliH KaTo FOBOPEHE Ha cﬂu‘ja CELPiaHY |

CHC CHHA XPaHHTENHH pa3CTpPOACTRA
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MHuoro yecTu:

3amasHocT"'®, rnasoGonue, chHaHBOCT> !
EKCTPAITHPAMH AHH CHMITTOMHK' 2!

YecTH: AH3apTDH
Heuecrn: rbpY', CHHIPOM HAa HECMOKORHUTE KpakKa, KbCHa AMCKMHE3HA
cuHkon*'®, cuecTosHme Ha 06bPKAHOCT
Cvpleunu napywenus
YecT: Taxvkapaus®, nannuraunn?
HeuecTh: yabmkasaHe Ha QT-uurepsan 1'% Gpaaukapaus 2
C HensBecTHa KapAHOMHOMNATHR, MHOKAPIWT
YEeCTOTA:
Hapywenua na ovume
Yecru: 3AMDBIJIEHO 3pEHHE
Cwvoo6u napywenus
YecTH: OPTOCTATHYHA XHUNTOTOHUAY!®
Penxu: BEHO3¢H TpoMOoemMboIu3 LM
C Hen3BecTHa yaap*
YEeCTOTA:
FPecnupamopru, 2peORU U MEOUACMUHATHY HADYULEHUSR
YecTH: aucnues 2
HeuectH PHHHT

Cmomauno-4pesnu napywenus

MHuoro uectu:

CYXOTa B yCTaTa

YecTu: AMCTIENCHS, 3afeK, TOBPBIAHE 2
Heuectu avcdarua’

Penkn: NMaHKpeaTHT ', upesHa ofcTpykumns/uneyc
Xenamobunuapru Hapyuienus

Yecty:

NOBHLUABAHE HA CEPYMHHTE TPAHCAMHHA3H aIlAHMH AMHHOTpaHchepasa

(ALT)?, nosuiuasane va rama-GT croiiHocTHTe *

HevectHn

MOBMLICHHE HA CEPYMHATA acnapTaT aMHHoTpaHcdepasa (AST)

Peakmu:

HBITEHHLA® , XENaATHT

Hapywenun na xooxcama u nookoxcsama mokan

MHoro peaks: aHTHOEEM>, CUHAPOM Ha Stevens-Johnson®
C Heu3BecTHa TOKCHYHA ENHICPMANHA HEKPOJIH3a, epuTema myntudopme, ocTpa
4YeCTOTa: reHepanHu3npaHa ex3aHTemarosHa nyctynosa (AGEP), nexapcrsen o6pus c

€03HHOHUNHA K cucTeMHH cHMITTOMH {DRESS), koxeH BACKYJIUT

Hapyuwenus na Myckyano-ckeiemuama cucmema u coeQuHUMeHama nroKan

MHoro peaks:

pabaomMuonIK3a

Hapywenus na 6vbpeyume u nuxounume nomuya

Heuectn

pETEHUHA Ha ypHHaTa

bpemennocm, nyepnepuym u nepunamanriu CoCmosHuA

C HeM3BEeCTHA

HEOHaTaNeH CHHAPOM HA OTHEMAHETO"!

YECTOTA:
Hapywenus na 6v3npoussodumeanama cucmema u 2epoama

HeuecTh: cekcyanHa AMchyHKUHS

Penkn: NPHANH3IBLM, ranakTopes, NOAyBaHe Ha MbPAHTE, MEHCTPYAIHH HapYLICHHS

Obwu napywienus u epexmu Ha MACMOMO

MHoro uecTtu:

CUMITOMH Ra OTHemaHeTo!”

YectH: JIEKO ACTEHHA, NEPHPECPHH OTOLIM, PA3ADATHHTEAHOCT, MHPEKCHA ~.
Penku: HEBPOJIENTHYEH MATTMTHEH CHHIAPOM , XHNoTepMus. W g
Hscredsanun *Mm?‘*—\ 2.
¥ o srme BN
Penxu: ITosuuiaBaHe Ha kpeatHH docdhoxkuHazarTalt i i e v
(ES:
. . 7 . '
|.Buxre ToOUKA 4.4, \\ LN :
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2.COMHONEHTHOCT MOXKeE Aa C€ NOABH OOMKHOBEHO Npe3 MbPBHTE ABE CEAMULIH Ha NEUEHHETO U
OOHKHOBEHO W34E3Ba NPH NPOABIKABAHE HA JIEUEHHETO ¢ KBETHAIHH.

3.ACHMITTOMATHYHO NOBHLIABaHe (nNpemHHaBaHe 0T HopManHo KbM > 3 X ULN no Bcako speme) Ha
cepymunTe TpaHcaMudasd (ALT, AST) unu rama-GT HuBa ca HabnmOJABAHN NPH HAKOH NMALHEHTH,
NIeKYBaHK ¢ KBETHAMNHKH. Te3v NOBHIWEHHA ca 0OOMKHOBEHO OOpPaTUMH NPH NPOALIDKHTENHOTO JIEYEHHE
C KBEHHAMNMH.

4.KakTo H npu ApyruTe aHTUNCHXOTHULIM C andal aapeHepruyHo 610KUPALLO AeHCTBHE, KBETHANMKH
MOJKE J1a YE€CTO Aa HHAYLIHPA OPTOCTATHYHA XHNOTOHHSA, CBbP3aHa CbC 3aMaliBaHe, TAXHKAPAHA H NpH
HAKOH MALIHEHTH, CHHKOM, OCOOEHO NO BpeMe Ha HAYANTHHA NEPHOA HA THTPUPaHeE A03aTa. (BHXK TOYKa
4.4)

5.H3uncngasanero Ha yectorata Ha HJIP ca 6win nonyueHH oT MoCTMAPKETHHIOBH JaHHK

6. KpnBHa 3axap Ha rnagHo 2 126 mg/dL (> 7,0 mmol / L) wiu kppBHAaTa 3axap chel XpaHeHe

> 200 mg/dL (> 11,1 mmol / L), nali-manko eauH neT.

7. YBenunyeHue Ha ciiyqauTe Ha Qucdarus ¢ KBeTHanuH cpewy mauebo e HabmonasaHo camo npH
KJIHHHYHH NPOYYBAHHA NIPH OHMOAapHa AeripecHs.

8. Ha 6azara Ha> 7% ysendueHHe Ha TENECHOTO TEro OT W3X0AHOTO HHBO. Cpella ce rIaBHo npes
MBbPBHTE CEAMHLH Ha JIEYCHHE NIPH Bb3PACTHH.

9. CneannTe CHMNTOMH HA OTHEMaHe ca HabntoaasaHu Half-yecTo npu NNaLeGo-KOHTPOIHpPaHH,
KIIMHHHYHH NPOY4BaHHA HA MOHOTEPAITHUA, KOMTO OLICHABAT CHMITTOMHTE Ha OTHeEMaHe: Oe3ChbHHe,
raacHe, ranasobonve, AHapus, nOBpbUIAHE, BUEHE HA CBAT W pa3apasHUTeNHOCT. YecToTaTa Ha Te3m
peaxkuHH HaMansaBa 3HAYHUTENTHO cnen | ceaMuLa cnen NpeKbCBaHe Ha NEYEHHETO.

10. Tpurnnuepuau >200 mg/dl (>2,258 mmol/l) (npu nauneHTH Ha 8B3pacT =18 roauHK) uam

>150 mg/dl (>1,694 mmol/l) (npn nauneHTH Ha BL3pacT <18 roauHK), Hall-ManKo eaUH MTLT.

1 1. Xonecrepon 2240 mg/dl (>6,2064 mmol/l) (npu nauuenTH Ha sb3pact >18 roanHK) win

2200 mg/dl (=5,172 mmol/l} (npn naumenTu <18 roaunHn), Hali-Manko eauH MbT. YBEAHuYCHHE Ha
Husara HaLDL-xonecrepona 230 mg/dl (=0,769 mmol/l) ce Habnionasa MHoro yecto. Cpennara
NMPOMAHA NPH NauMeHTHTe ¢ nonobHo nosuiuasaxe e 41,7 mg/dl (1,07 mmol/l).

12. Broxre Tekcra no-aony.

13. TpomGoumt < 100 x 10°/L, Haii-Manko eauH oT.

14. B13 ocHOBA Ha KNHHHYHO NMPOYUYBaHE HEXENAHH CHOMTHS Ha KPBBTA KpeaTuH dochokuHaza
yBeJH4YEHHE HE € CBbP3aHa C MATUTHEH HEBPOJIENTHYEH CHHAPOM.

15. Husa Ha nponakTus (nauneHTH Haa |1 8-roguwna Bu3pacT):> 20 pug / L (> 869,56 pmol / L)
mMbxe;> 30 ug / L (> 1304,34 pmol / L) skeHH no BCAKO BpeMe.

16. Moxe na noseae 10 NOHUXKABAHE.

17. HDL xonecrepon: <40 mg/dL (1,025 mmol / 1) mbxke; <50 mg/dL (1,282 mmol / L) skeHexu no
BCAKO BpEME.

|8. [Tosuiuasane Ha 4eCTOTa Ha NALMEHTH, KOMTO UMAT yabpKkaeaHe Ha QT-unrepsana ot

<450 msec Ha > 450 msec ¢ > 30 msec ysennuexue. [1pu m1auebo-kOHTPOIHPAHH NPOYUBaHHA C
KBETHANMH CPeAHaTa NPOMIHA HA YECTOTATA Ha NALUHEHTHTE, KOHTO HMAT YAL/DKABAHE 00 KIHHHYHO
3HAYUMO HHBO € NoAoOHa MEXIY KBETHANHWH U mnanebo.

19. Cayuan Ha BeHO3HA TpoMOOeMbonHs, BITIOHMHTENHO cTyuaH Ha GenoapobHa eMBOnHA ¥ ciTyuau Ha
AbOOKa BeHO3Ha TpombO3a, ca OWNH aoKIaABaHe NPH JIeHeHHE C aHTUNCHXOTHYHH JIEKAPCTEA,

20. CnyyaH Ha CYHUHOHH MHCIIH H CYHLIMIHO NOBEACHHKE Ca ChoOLIABAHH M0 BPEME HA JICUEHHETO ¢

KBETHAMKH UM CKOPO CJIeA CNHpaHe Ha ncueHueTo (BHXK paszaenu 4.4 u 5.1).
21. Buxkre TOuKa 5.1

22. HamaneH xemornobux ao < 13 g/dL (8.07 mmol/L) npu mbxe n < 12 g/dL (7,45 mmol/L) npu
JKEHH, HAH-MaKO €A1H ITLT, HACTBNBA NMpH | 1% OT nauueHTUTE, IEKYBAHH C KBETHANHH NPH BCHYKH
NpOyYBaHHA BKIIOYHTETHO OTBOPEHHTE PA3LUMPEHH. 3a TE3H NALUMEHTH, MAKCUMAJTHO CPEIHO
HaMaleHHe Ha xemornobuHa no Beako Bpeme e 1,50 g/dL.

23.Te3n cbodieHns Hal-uecTo ce HabNIOAARAT NPH ONpesENAHETO HA TAXUKAPAMNL, BHEHE HA CBAT,
OpPTOCTATHYHA XHNOTOHHSA H / WIH NOMIEeRKANO CHPACYHO/PECnHPATOPHH 3a60naBaHHA.
24. Bb3 0CHOBA Ha NPOMEHHTE OT HOPMAJTHOTO H3XOHO HUBO 10 CTOWHOCT OT NOTEH
KJIHHHYHO 3HAYEHHE MO BCAKO BPEME CiIed H3XOAHOTO HHBO BbB BCHYKH H3MUTBAHMS
obums Ts, ceobonnna Ty, oOwua Ts v cBoboanns Ts ce onpesensT kato < 0,8 x
npomuua'm Ha TSH ¢ > § mlU/L no ecako Bpeme.




roaAHiliHA BBIPACT).

26.Bb3 ocHOBa Ha npoMaHa Ha HeyTpoduaute oT 21,5 x 109/L Ha u3xoaHO HHBO 20 <0,5 X 109/L no
BCAKO BpEME Ha JIEUYEHHUETO K Bb3 OCHOBA HA NALMEHTH C Texka HeyTponeHns (<0,5 x 109/L) u
HHQEKLHA MO BPEME Ha BCHYKH KNHHWYHH H3INHTBAHKA C KBETHaNMH (BX. Touka 4.4).

27.Bb3 0CHOBA HA NPOMEHH OT HOPMASTHO MIXOHO HHUBO A0 CTOMHOCT OT NOTEHLHANHO KAHHHYHO
3HAYEHHE MO BCIKO BpeMe Clie H3XOAHOTO HMBO BbB BCHUYKHK M3NUTBaHHKA. [IpomMeHnTe Ha
€O3HHOPHIHTE ca onpeaesieHd KaTo >1x 109 knetkw/L no scsko Bpeme. [pomennte B eo3nHopunTe
ce onpenens karo >1x 109 knerkus/L no Bcako speme.

28. Bb3 0cHOBa HA IPOMEHHU OT HOPMAJTHOTO U3XOAHO HHBO HA MOTEHUMATHO KIMHHYHO 3HAYHMO
HHBO NO BCAKO BPEME CIEA0CHOBHOTO, NPH BCHYKH NpoyusaHui. [TpomennTte B WBC ce onpenens
kaTo < 3x10° knerxku/L, o BcAKO BpeMe.

29. Bp3 ocHoBa Ha chobuieHuATa 32 HEXe1aHH ChOMTHSA Ha MeTaBoNNTEH CHHAPOM OT BCHYKH
KAWHHUYHH H3NHTBAHWA C KBETHAMNMH.

30. Ipu HAkou nauueHTH ce Habmonaea BrIOIIABAHE HA NIOBEYE OT EAHH OT METAGONHTHH (aKTOPH Ha
TErno, KPbLBHATA 3aXap M JIHNHAKTE NPH KIHHHYHKTE NPOY4BaHHUA (BX. To4Ka 4.4).

31. Buxre Touka 4.6.

32. Moxe aa ce NpoABH NPH WIIH OKOAO 3aMOYBAHETO HA JIEUEHHETO H MOXE & CE CBbP3BA C
XHMMOTOHUA W/WIH crHKON. YecToTata € 6a3npaHa Ha IOKIaAM 32 HEXENIaHK NEKAPCTBEHH PeaKLH 3a
Opanukapaus ¥ CBbP3aHH CbOUTHS NPH BCHUKH KIMHHYHH W3TTHTBAHHA C KBETHAMHH.

33. Bb3 0CHOBA Ha PETPOCMEKTUBHO HEPANOMM3HPAHO EMUAEMUOIOrHYHO NPOYYBAHE.

Cny4au Ha yasoxasave Ha QT- uHTEpBana, kaMepHa apHTMKA, BHe3anHa HeoOACHHMa CMBT,
CbpaedeH apecT H torsades de pointes ca noknaaBaHu npu ynorpe6arta Ha HEBPOJENTHLH H CE CYHTAT
3a edexTH Ha Kaca NeKapCTaa,

IlegnaTpEUYHa nonyIanHg

Covuure HJIP, onucanu no-rope npu Bb3pacTHH ciieBa Aa ce OTHACAT H 34 Jelia ¥ IOHOLLIH.
Crenpawmara Tabnnua o6o6utasa HJIP, koHTo ce NoABABAT B NO-roAsMa YECTOTa B KATETOPHATA NPH
aeuara ¥ oHowure (10-17 ronnHKn), OTKONKOTO NPH BB3pacTHOTO HaceneHue wiu HJIP, kouTo He ca
Ounu ycraHOBEHH NPH BB3PACTHOTO HACENEHHE.

Tabsxana 2 HJIP opw aena # 10HOMHE, CBLP3AHHE ¢ TEPANHS ¢ KBETHANAEH, KOHTO BL3HHKBAT
C NO-BHCOKA F€CTOTA OTKOJIKOTO NPH BL3PACTHATE H/IH KOHTO He CA HICHTAPHIUMPARE BLB
BL3PACTHATA MONY/IANASN

Hexenannre ChOHTHA Ca NOAPEAEHH MO YECTOTATa KAKTO C/ie1Ba: MHOro uecTH (21/10), yectu
(21/100, <1/10), neuectu (21/1000, <1/100), peaku (21/10 000, <1/1000) H MHOrO peakH

(<1710 000).

Hapywenusn na endoxpunnama cucmema
MHoro yecth: [ToBHIIEHHEe Ha poNaKTHH |
Hapywenun na memabonuzma u xparenemo
MHoro yecTh: [loBHLIEH aneTHT
Hapywenus na nepenama cucmema
MHoro uecT: | Exctpanupamuasu cammromu’ _ _
Yecth: CuHkon
Cvooeu napywernus
MHoro vecTh: [loBuiuaBaHe Ha APTEPHANHOTO HanAraHe’
Pecnupamopru, 2pbOnYU u MEOUQCMURATHU HADYUIEHUR
YecTH: Punur
Cmomaruno-upesnu v HUR
MHoro yecTH: i Iospbiuane N 5
Obugu napywenus u eghexntu Ha MICMOMO H@ NDUTONCEHUE (B ANE IR N A \
YecTu: PasgpasunrenHoct’ i _; [ RN
S |
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(> 1130,428 pmol/L) xenn no ecaxo speme. [To-manko ot 1 % OT nauMeHTHTE UMAT yBeNHUEHHE Ha
HHBOTO Ha nponakTuy > 100 ug/L.

2.Ha Gazara Ha npoMsAHa Hajl KITHHWYHO 3HAYMMK Nparose (a4anTHPaH OT HALIMOHANHUTE HHCTHTYTH
M0 KPHTEPHHTE 32 XHTHEHA) KK yBenndeHHa > 20 mmHg 3a cucronnoro wan > 10 mmHg 3a
AHACTOIHOTO apTepUanHO HaNIAraHe No BCAKO BpeMe B ABe KpPaTKOCPOYHH (3-6 ceaMHLIMH) nmnauebo-
KOHTPONHPAaHH NPOY4YBAHHA.

3.3abenexxka: YectoTaTa ¢ B CLOTBETCTBHE C Ta3H, HabMoOaaBaHa NMPH BL3PACTHH, HO
Pa3ApasHHUTEIHOCTTE MOXeE 14 Oble CBBP3AHO C PATHYHH KJIMHHYHY NOCNEACTBHS NPH AELATA H
IOHOLUHTE, B CPABHEHHE C Bb3PACTHHTE.

4. Brxre ToMKa 5.1

CrolulapaHe Ha NOAOIHPAHU HEXENAHN DEaKLIHMU
C1obutapaHeTo Ha NON03HPAHK HEXKENAHH PEAKLIHH CIEN Pa3peLuaBaHe 3a ynoTpe6a Ha NeKapcTBeHHA

MPOAYKT € BaxKHO. ToBa mo3801sBa 12 NPOXBDKH HaOMIOJEHHETO HA CHOTHOLIEHHETO NOM3a/PHCK 32
nexapcTseHUs NPoaAyKT. OT MeAHLHHCKHTE CNEUHANTHCTH Ce H3UCKBA Na ChOOLLABAT BCAKA
MOAO3HMPAHA HEXETaHA peakLUHa ypes

H3nwnnuTenta areHUMs no nekapcraara

yn. ,Jdaman I'pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcaifT: www.bda.bg

4.9 Ilpeno3mpane

CumnroMu

Hait-061110, croblnasaHuTe npu3HaLM ¥ CHMITOMH Ca PE3YNTAT OT 3aCHJIBAHE HA NMO3HATHTE
(apMakoNOrHiH1 €EKTH Ha AKTHBHOTO BELUECTBO, T.€. 3aMaiiBaHE W CENaLIMA, TAXUKAPINA,
XUNOTOHHA H AHTH-XOJIHHEPTHYHH €(eKTH.

[Ipero3npaneTro moxe aa noBeae A0 yawpkasave Ha QT HHTEpBAIa, NPHNAAbUH, ETTHNESITTHYCH
CTaTyC, pabIOMHONH3A, MOTHCKAHE Ha AMILAHETO, 3albPXKaHe HA YPHHA, 00bPKBAHE, OEJTApUYM, U /
umn Bb30yna, koma v cMbpT. [aumeHTHTE C NpeaIecTBaLIO TEXKO CHLPACHHO-CHAOBO 3a60MABaHE,
MOJKE /1a €a C NOBHILEH PUCK OT edekTHTe Ha npeao3upane. (Bioxk Touka 4.4, OpTocToTHYHA
XHIOTOHHA ).

[MoseaeHue npu npeno3vpaHe
Hama cnieunduyen aHTuaoT Ha kBeTHanuH. B ciryyau Ha Texku npusHaum, Tpabaa na ce UMa npeasua

Bb3MOXKHOCTTA 38 YHaCTHC Ha MHOTIO JIEKADCTBCHH NPOAYKTH H Ce NpenopbuYBAT HHTEHIHBHH FpHXH
BKJTIOYHTENHO 0CBOOOXKAaBaAHE H NOLAAbPKAHC HA NHXATENHUTE MBTHIIA HA NALUHACHTA, OCHTYPSIBAHE
Ha aACKBATHO MNOJABAHE HA KHCIOPOA H BEHTHJIALHA H MOHHTOPHPAHC H NOAOBPKAHC HA CHPACYHO-
CbA0BATA CHCTCMA.

B3 ocHoBa Ha MyOnHKyBaHaTa IMTEpaTypa, MALMEHTHTE C AeTHP M B136yna H ¢ H3paseH
AHTHXO/IMHEPru4eH CHHAPOM MOXe na ObaT JieKyBaHH ¢ PU3OCTHIMHH, 1-2 mg (MpH HenpekbCHaTO
npocnenssate Ha EKI'). Tosa He ce npenopniBa xaTo CTaHAAPTHO ieueHHE NOPaAX NOTEHLUHATHO
OTpHLATENHHS eDeKT Ha GUIOCTHIMHUH BHPXY ChpAEYHATA NPOBOAHMOCT. DU3OCTHIMHH MOXKeE Aa ce
H3MN0/3Ba, aKo HAMA oTknoHeHHd B EKI'. [la He ce 13non3sa GpH3IOCTHIMUH B CTyuail Ha HapylleH
PHTLM, BCAKAKBA CTEMEH Ha CupAeyeH 6ok nnu paswmnpente Ha QRS.

Toi#t kaTo HamanaeaHeTo Ha a6copbumaTa npu npeaosvpaxe He € NpoyyeHo, Tpabaa na
NpeaABHA MPHIAraHETo Ha CTOMALLHA NMPOMKUBKA (Cnea HHTYOALMA Ha NALWEeHTH, KO
6e3ch3HaHKME) H NPHEMaHE HA AKTHBEH BbI/IEH €HOBPEMEHHO C NI2KCATHB.

B cayuaure Ha npeno3npane ¢ KBeTHANHH, BL3HUKHANATA XHNOTOHMA TpsiBBa na 61ja
NOAXONALUH MEPKH, KATO HHTPABEHO3HH TEHHOCTH H / WIH CHMNATHKOMHMETHYHM ¢PERATRA. ; .
AnpeHanuH U fonamuH TpaGea a ce u3bArear, Thif KaTo GeTa-CTHMYNALMATA MOX \Qifgﬁplﬁh# -
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XHMOTOHHUATA BLB BPb3Ka ¢ KBETHANKH, NPeANW3BHKAHA OT anda-Onokana.

BHuMaTenHoTO JIEKAPCKO HaOnoaeHHe U NPOCIICARBAHC TPFISBR A4 NpOoABbIXKH 10 Bb3ICTAHOBABAHETO
Ha NauHCHTA.

5, GOAPMAKOJOI'MYHHU CBONUCTBA

5.1 @apMaxkoIRHAMHYHEA CBOHCTBA

(QapmakoTepanesTHYHA Ipyna: aHTHNICHXOTHLH, [IHa3eniHn, oxcasennHy, THA3eNHHH H OKCENHHH
ATC xon: NOSAHO4

MexaHu3zbM Ha aelicTBUe
KpeTHanuH e aTUNHUYeH aHTHIICHXOTHYEH areHT. KBeTHANMH U aKTHBHMAT HOBELLKH TLU1a3MeH

MeTabONMHT HOPKBETHAMHH BIAUMOACHCTRAT € LUMPOK CMEKTBLDP OT HEBPOTPAHCMHTEPHH PELIEMTOPH.
KBeTHanuH W HOPKBETHANHWH MOKa3BaT AQHHHTET KbM MO3BYHHTE CepoTOHHHOBH (SHT?) H
nonamuHoBuTe D) u D2 peuenropu. [Ipeanonara ce, ye Tazu KOMOMHALMA OT peLEENTOPEH
AHTArOHMU3IBM C NO-BHCOKA CeNEKTHBHOCT KbM SHT: B cpaBHeHue ¢ D peuentopure, KOHTO
DOTMPHHACAT 38 KJIHHHYHHUTE aHTHIICUXOTHUYHH CBOMCTBA H HUCKUTE EKCTPAlTHPaMHIHH HeXKeNaHH
peakuuH (EINC) Ha kBeTHanKUH B CpaBHEHKE C THIIHYHHTE AHTHNCHXOTHLK. KBETHANUH H
HOPKBETHAIHH HAMAT 3HaYHTENEH apHUHHTET KbM HEH301HA3ENHHOBHTE PELIENTTOPH, HO NPHTEXABAT
BHCOK A()HHHTET KbM XHCTAMHHEPTrHYHHTE H aapeHEpruyHuTe anda-1 peLenTopH v yMepeH apHHHTET
KBM aapeHeprudnure anda-2 peuentopH. KeerHanuH HMa HUCHK MITH HHKAKBLB apHHUTET
KbMMYCKapHHOBH PELIENTOPH, JOKATO HOPKBETHAMHH HMa YMEPEH 10 BHCOK aHHHTET KbM HAKOH
MYCKapHHOBH pPeLIENTOPH, KOETO MOXE 1a ODSCHU aHTH-XONHHEPrHUHHTE (MYCKApHHOBH) edekTH.
QakTbT, Ye HopkBeTHanuH HHXHOKpa NET peuenTopa U HMa YaCTUHHOTO aFrOHHCTHYHO AeliCTBUE Ha
SHT1A peuenropa, MOxke 1a AOMPHHACA 32 TEPaNeBTUHHATA e(HUKACHOCT HA KBETHANHH KATO
AHTHAETIPECaHT

dapMakoIMHAMHYHH CBOHCTBA!
KBeTHanHH € aKTHBEH MPU TECTOBE 38 AHTHIICUXOTHUYHA AKTHBHOCT KATO YC/IOBHO pedNeKTOpHO

Hibarsane. To# cbUIO Taka Ostokupa JeACTBHETO HA ArOHHCTH HA AONAMKHA, H3PA3€HO NOBEACHYECKH
WIH eNeKTPOPH3IHONIOTHYHO K NOBUILABA KOHLIEHTPAUHHTE Ha METAROONHTHTE HA JONAMHHA,
HEBPOXHMHYHHWA UHAEKC Ha BiokanaTa Ha D,-10NaMHHOBHTE PELIETTTOPH.

I1pn npeaxnuHuvny Tecrose, npeaswxaay EINC, keetvanux ce paznuyasa OT CTaHAAPTHHTE
AHTHNCHUXOTHLH H UMa aTHnKyeH npodun. KeeTyHanun He npoayumpa CBPbXHYBCTBUTENHOCT KbM

D -nonaMHHOBUTE pELIENTOPH cned XpoHHyHa ynorpeba. KseTuanuH npean3BHkBa caMo ¢inaba
KATaNENCcHI B N03H, KOUTO ePpekTHBHO OnokupaT D2-A0naMHHOBHTE PELENTOPH.

KBeTHanuH npyrTexasa CeIEKTHBHOCT KbM IHMOHUYHATAE CHCTEMA, KaTO O10KHpa AeNONAPH3ALHATA HA
ME30MUMMOHYHHTE H HA HHTPOCTPHATYCHHTE RONMAMHH-ChAbPXKALIUH HEBPOHH CNE NPOAB/KUTETHO
neveHHe. KeeTtnanuH noka3ssa caaba ¢cnocoOHOCT 34 Npean3BHKBAHE HA AHCTOHKA MPH NALHEHTH,
YYBCTBUTEJTHH Ha XaONepHao. HIH NpH HeTuTpupaHu Cebus-MaliMyHH cnela KpaTko WK
APOABJDKHTENHO JeucHHe (BHXK To'Ka 4.8)

KaunuuHa eeKTHBHOCT:

HIuzodpenns
PeaynraTire OT TpH NnaueGo-KOHTPONHPAHH KTHHHYHH NPOYUBAHHUS, NTPH NPUIATAHE HA BE T;‘::
NO3H KBETHAIHH, NIPH JIEYEHHE Ha NALMEHTH C IIK30DPEeHHs, HE NOKA3BAT PA3NHKA Me seTHanHE”

H auedo rpynuTe No OTHoweHUe Ha yBenHueHue Ha ETIC nnn npuapyxaeaiua ync
AHTHXOJNIHHEPrHUYHH cpeacTBa. PesynTaTute o mnauebo-KOHTPONHPAHO KIHHHYHO N
dHUKCHpaHH NO3H, NPH KOETO Ca NPUIIAraHH A03H KBETHANMH OT NOPAABLKA Ha OT 75 n¢
750 mg/nHeBHO, HE NOKA3a pa3tMKa MEAY KBEeTHaNuH H niauebo npu ciyvanre Ha BIIC
ynotpebara Ha CbMPOBOKAALM AHTHXOMMHEPTHUHH cpeacTaa. Jbarocpounara epHkacoceT Ka




KBETHaNHH C He3abaBHO 0CBOOOKAaBate 3a NPEBEHLHA HA PELIMIHBH HE € NpoBepABaHa B CJCNH
KJIMHHYHH NPOYHBaHHUA. B OTKPHTH npoyuBaHus, NPy NauMeHTH ¢ N3oppeHns, € 10Ka3aHa
e(peKTHBHOCT Ha KBETHAIHH 33 NOAALPKAHE HA KTHHHYHO NOAOOpeHHE IIPH NPOABLDKHTENHA Tepanus
Ha NAUMEHTH, MOKA3ANH MbPBOHAUANCH TEPaneBTHYEH OTIOBOP, KOETO NpeAnonara ALIroTpaiita
e(eKTHBHOCT.

bunoaspHo pascrpoiicTso

Ipn ueTupu nnauebo KOHTPONIMPAHH KNMHHYHH NPOYYBAHKUA 38 OLEHKA HA AHEBHH 1O3H HA
kBeTHanuH 10 800 mg/neH 3a neueHyne Ha yMepeHO H3Pa3eHH A0 TEXKH MAHHIHK eNH30IH, npu ABe
OT KOHTO JICKAPCTBEHHAT NPOAYKT € NPHNOKEH KATO MOHOTEpanHs, a NpK APYrute B KOMEGHHALMA ¢
NHTHR UMK AHBANTIPOEKC, He € YCTAHOBEHA PANIHKA MEXY IPYNHTE, TPETHPAHH ¢ KBETHANHH H
naauebo Ao oTHOlWEHHE Ha cayvauTe Ha EITC win enHoBpemeHHa ynorpeba Ha aHTHXONMHHEPreTHLH.

Ipu ase npoyuBaHua ¢ MOHOTEPANHS 34 JIEYEHHE HA CPEAHO TEKKHM N0 TEXKH MAHHHHK enH30/H,
KBETHAITHH NEMOHCTPHPA 3HAUHTEIHO MO-BHCOKA e(PEKTHBHOCT B CpaBHEHHE ¢ nnauebo 3a
HaMalABaHe Ha MAHWIHHWTE CUMITTOMH Ha 3 -Ta W 12-Ta cenMuua. Hama gaHuHH oT ABATOCPOUHH
NPOYUBAHHA 38 €EKTHBHOCTTA HA KBETHANMNH 32 NPEJOTBPATABAHE Ha CJIEABALIH MAHHIHH HIIH
ACNPECHBHH enU30AH. JIaHHHTE 33 KOMOHHHPAHO NPWIOKEHHE Ha KBETHANWH C AHBAINPOEKC HITH
JIUTHHA NPH OCTPH YMEPEHO TEKKH A0 TEXH MaHHAHH eU30AH Ha 3-Ta W 6-Ta CeAMMLA Ca
orpaHy4eHH. Bbnpeku ToBa, KOMOHHHPAHOTO NevyeHkHe e Guio ¢ nobpa noHOCHMOCT. lavnuTe
NOKa3BaT AIMTHBEH edeKT Ha 3-Ta ceamuuia. TTpH BTopo npoyuBaHe He € YCTAHOBEH AIHTHBEH edekT
Ha 6-ta ce MHLA.

CpenHara 1032 Ha KBETHANWH C NOCEAHATA CeMHLA NPH OTFOBOPIWIHTE Ha JIEYEHHETO ¢ GHia
npubauznrento 600 mg Ha aeH U npubausurendo 85% or OTFOBOPHIIHTE ¢a 6MKM B NO30BH rpaHHLH
mexay 400 ao 800 mg na neH.

Ipu 4 KAHHHYHKM NPOYUBAHHS, C MPOXBIKHTENHOCT OT 8§ CeAMMLM, BITIOYBALIM NALIMEHTH ChC
CPEAHO TEKKH A0 TEKKH ACNPECHBHH enU30an npx SunonspHo pasctpoiictso [ wnwm 11, kBeTHanuH ¢
HezabaBHO ocsoGoxaaBaHe 300 mg u 600 mg € chbe IHAYUTENHO no-nobpa ePeKTHBHOCT B CpaBHEHHE
C NEKYBaHHTE C M1aLebOo NalMEHTH 38 CbOTBETHHTE H3MEPBAHHUA HA H3XO/A: CPEIHO nonodpeHHe Ha
ouexxarta o ckanara MADRS w 3a otrosopa, onpesesnieH kato Hail-manko 50% noaoGpenue B
obuiara ouerka no ckanara MADRS or HauanHoTo HuBo. Hma pasnnka B cTeneHTa Ha edekra
MEXIy nauueHTHTE, npUeMank no3a 300 mg keeTHanuH c HezabasHO 0cBOGOXKAaBAHE H NALHEHTHTE,
npuemany ao3a 600 mg.

BbB asaTa Ha NpoAB/DKEHHE TIPH IBE OT TE3H NPOYYBAHHS € YCT@HOBEHO, Y€ NMPOAbHKHTENHOTO
JIEYCHHE Ha NaUHCHTH, OTroBOpHIH Ha kBeTHanuH IR 300 unu 600 mg e 6eno edexTueHO B
CPaBHEHME C JIEYEHHETO C IUTaLe0O0 NO OTHOWIEHHE Ha CHMITTOMHKTE HA ACTIPECHATA, HO HE M 110
OTHOIUCHHE HA MAHUHHUTE CHMITTOMH.

[lpu aBe NpOy4BAHHA 32 NPEBEHUMA HA PELIWAMBH, OLICHABALUM KBETHAMMUH B KOMOHHALMA ¢be
CTAOMIM3ATOPH Ha HACTPOEHHETO MPH NALMEHTH C EMU30AN HA MAHHAKAIHH, OENpeCHBHH HIH
CMECEHH HaCTPOCHHA, KOMOHHALMATA C KBETHAMNKH € C N0-A06pa epeKTHBHOCT OT MOHOTEPAIHA ChC
CTaOHIH3ATOPH HA HACTPOCHMETO 3a YBEIUYaBAHE Ha BPEMETO 3a pPCLHAHBHpAHE NPH KOATO U 114 € OT
ENU30AUTE (MaHNHHK, CMECEHH WK Aenpechpani). KBeTHanuH ¢ npuiarai asa msTH AHEBHO C OGLH
n031 ot 400 mg 1 800 mg Ha neH KaTo KOMOHHMpaHa Tepanus Ha NHTHIT Wik BANNPOAT.

B enno 6-ceaAMHU4HO paHNOMHIHPAHO KNTHHHYHO H3NHTBAHE C IHTHI H KBETHAITHH C YIBIDKEHO ™~

WA IG \
0cBODOXKnaBaHE CNPAMO MNAUE6O H KBETHAIHH C yABIKEHO OCBOGOXIABAHE NIPH Bb3 2 N
NALKCHTH C OCTPA MaHHA pa3NHKaTa B CpeAHOTO noaobpetne Ha YMRS mexay rpy opaBeH Y, N\

JIMTHRA W rpynaTa ¢ nobaseHo ruiauebo e 2,8 nyHkra, a paiukara B % pecnonge
30% nonobpenne Ha YMRS ot usxonHo HuBo) e 11% (79% B rpynara ¢ ncbaseH n¥T
B rpynara ¢ nobasexo mnaue6o). LD /
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PesyaratuTte OT €AHO NPOABLKHTEIHO MPOYUBAHE (MPOBEKIAHO IEYEHHE 3a NEPHOO 40 2 I.) MpH
nauneHTH ¢ OHNOAPHO adeKTHBHO pa3cTpoiicTBO | BbpXy NpeBeHUMATA HA PELIMAHBHTE MpPH
NauHeHTH C MAHHAKaNHHK, ACNPECHBHU WIH CMECEHH €NH301M NOKA3BAT, Y€ KBETHAIHKH € No-
edeKkTHBEH OT 11auebo No OTHOLIEHKE Ha YIB/XKABAHETO Ha NepHoJa OT BpeMe A0 PELHAHB Ha
a(peKTHBHOTO Pa3CTPOHCTBO OT BCAKAKBLB THN (MaHHAKANEH, AENPECHBEH HWIH CMeceH enu3on). B
rpynara Ha kBeTHanuH npu odwo 91 naumentn (22,5%) ce Habmoaasa peLlMAKB HA Pa3CTPONCTBO HA
HacTpoeHueTo B cpasHeHHe ¢ 208 (51,5%) B nnauebo-rpynara u 95 (26,1%) npu npuemanuTe NUTHIA.
[Tpy OTrOBOPHIHTE Ha fleHeHHETO (PECNOHAEPH) C KBETHANHH, CPABHUTE/THUAT aHANH3 Ha
NMPOABIKABAHETO HA TEPANUATA C KBETHAMHH U NPEMHHABAHETO KbM IMTHIH NOKA3Ba, 4e
NpeMHHABAHETO KbM JIHTHH HE BOAH OO YABNXKBAHE HAa NepHoaa A0 peUMINB HA apeKTHBHOTO

pascTpoicTo.

[IpH KNHHHAYHH NPOYYBAHHA € OTHETEHO, Y€ KBETHANHWH € eeKTHBEH NPH WH30(PEeHHS U MAaHUS NPH
NpHaaraHe /8a MbTH AHEBHO, BLIIPEKH Y€ KBETHATIHH HMa DapMaKOKHHETHYEH NOJTYKHBOT
npHONM3nUTENHO 7 Haca. ToBa c¢ NOTBBLpXKAABA H OT JAHHWTE OT NO3HTPOHHO-EMHCHOHHATA
Tomorpagus (I1ET), kosTo nnenTuduumpa, ye 3a kBerHannH uma okynupade 5HT2- u D,
peuenTopHTe 10 12 yaca. He € npapeHa ougHKa Ha CUIYPHOCTTA ¥ €DUKACHOCTTA Ha N03H Hal

800 mg/neH.

KnunuHa 6ezonacHocT

I1pu KpaTKOCPOUHH, N1aueHO-KOHTPONHPAHH KITHHHYHH NPOYUYBAHHA NPU NALMEHTH C WH30PPEHHA U
bunongpHa MaHKus 0bodlIeHaTa YecToTa Ha eKCTPaNHPaAMHIHN CHMITTOMH e OH/1a CXOAHA C Ta3H Ha
mauebo (usoppenna: 7,8% 3a kseruanux u 8,0% 3a rnauedo; GunonapHa manus: 11,2% 3a
kBeTHanuH ¥ 11,4% 3a nnauebo ). [pu kpaTkocpounn, mnauebo-KOHTPONHPAHH KNHRHYHH
npoyusanus npu MDD u 6unonspHa aenpecus ca HabniogasaHe BHCOKH HMBA HA KCTPAITHPAMHIHH
CHMIMTOMH NPH NALMEHTH, JIEKYBAHH C KBETHAINWH B CPABHEHHE C Te3H, NeKysaHu ¢ nnauebo. I1pu
KpPaTKOCPOUHH, M1aLebo-KOHTPONHPAHH NPOYUBaHKA NpH OHNONAPHA aenpecHs 0600LLeHaTa yecToTa
Ha eKCTpanupaMHaHHTe CHMITTOMM € 8,9% 3a kBeTHanuH B cpaBHeHHe ¢ 3,8% 3a mrauebo. Ipu
KJTHHHYHH NPOY4YBaHHA, KPATKOCPOUHH, M1auebo-KOHTPONHPAHH ¢ MOHOTEPAITHA NPH FOJIAMO
nenpecHBHO pa3cTpoiicTeo (MDD) arperupaHata yecTora Ha eXCTpANTHpPaAMHIAHH CHMITTOMMU € 5,4% 3a
KBETHAITHH C YAB/DKEHO OCBOOOKAaBane K 3,2% 3a mnauebo. ITpn kpaTkocpouHn mauebo-
KOHTPONHPaHH MPOYYBAHHA C MOHOTEPANHA MPH Bb3PACTHH NALMEHTH C FOJIAMO JENPECHBHO
pasctpoiicteo (MDD), 06001eHaTa yecToTa Ha ekcTpanupaMHIHUTE CHMNTOMHU € 9,0% 3a KBETHANUH
C yanbkeHO ocBofoxanasaHe U 2,3% 3a naue6o. [1pu 6unonapHa aenpecus 1 MDD, yecroTaTa Ha
HHIUBHIYANHHTE HEXKENAHH CbOUTHA (HANP. aKATH3HA, EKCTPANHPAMKAHH HAPYLIEHUA, TPEMOP,
AUCKHHEINA, AHCTOHHA, 6€3n0KOHCTBO, HEBOTHH MYCKYJTHH KOHTPaKUIMH, ICHXOMOTOPHA
XHMEPAKTHBHOCT H MYCKYJIHA PHIHAHOCT) HE HAABHLIABAT 4% BbB BCAKA OT NEKYBAHHTE IPYIH.

[Ipy kpaTkOCpOUHH, MNauedo-KOHTPONIHPAHH NPOoyYBaHHs ¢ ¢pHKCHpaHa no3a (5 mg/d no 800 mg/d),
(B nHanasona ot 3 no 8 ceaMuUiLM), CPEAHOTO HANOABAHE HA TErNO MPH NMALHEHTHUTE, JEKYBAHH C
xBeTHanuH Bapupa ot 0,8 kg 3a no3a or 50 mg nHeeHa go03a a0 1,4 kg 3a n03a ot 600 mg nHeBHa 1032
(¢ no-cnabo nosuiuaBaHe npu gHeBHa go3a ot 800 mg), B cpaBHexne ¢ 0,2 kg 3a nauMeHTHTE,
neKyBaHH ¢ nnauebo. [IpoueHTbT Ha NAUHEHTHTE HA KBETHAMKMH, KOMTO HanaasaT = 7% OT TeNeCHOTO
Terno sapupa ot 5,3% 3a a03a or 50 mg no aHeBHa no3a ot 15,5% 3a qo3a ot 400 mg aHeBHa A03a (¢
no-cnado nopuwasase npua 600 mg u 800 mg aHeBHU NO3H), B cpaBHeHHe ¢ 3,7% 3a NalHeHTHTE,
neKyBaHsH ¢ nnauebo.

EnHo 6-ceAMHUYHO paHAOMH3IHPAHO KITHHHYHO M3MHUTBAHE C JIMTHHA W KBETHANHH C YABJDKEHO
ocsoboXNaBaHe CnNpAMO ru1auebo H KBETHANMH ¢ YAMIAKEHO 0CBOOOXKAaBAHE MPH Bb3PE

JHTHA BOAH A0 NOBede HexenaHH cbouTHA (63% cnpamo 48% npwu kBeTHANMH C yakd
oceoboxknaeaHe B kombuHatms ¢ nnauebo). PesynraTdre ot 6€300aCHOCTTA NOKA3IRE
YECTOTA Ha EKCTPANHpPaMHMIHKH CHMITTOMM, CbOOLaBaHKu npH 16,8% ot naune
nobasaHe Ha nUTHIA ¥ 6,6% B rpynarta ¢ ao6aeaHe Ha u1auebo, NOBEYETo OT KO

.3 , '
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TpeMop, cboblasad npu 15,6% ot naudeHTHTE B rpynara ¢ AobaBsHe HA JIUTHIH H 2 T
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AobasAHe Ha mnauebo. YecToTaTa Ha CHHJIMBOCT € NO-BHCOKA B rpynara ¢ KBETHANKMH C YAWDKEHO
ocBoboxzaBaHe ¢ nobasste Ha nuTHil (12,7%) B cpaBHEHHE ¢ rpynara ¢ KBeTHAINUH ¢ YAWDKEHO
oceoboxknaBaHe ¢ nobasaxe Ha iauebo (5,5%). OceeH TOBA, NO-BHCOK NPOLEHT MALHEHTH, JIEKYBAHH
B rpynarta c aobassHe Ha nuTHii (8,0%), ca Hannanu Ha Terno (> 7%) B Kpas Ha JICYEHHETO B
CpaBHEHME C NALMEHTHTE B I'pynara ¢ nobaBsHe Ha ruiauebo (4,7%).

llpn AbArocpouHM NpoytBaHHs 3a NPODUIAKTHKE HA PELIMIHB C OTBOpEH nepron (B AMana3oHa 4-36
CEAMHLM), NPE3 KOHTO NauHeHTHTe ca OWIH NeKyBAHH C KBETHATIHH, NOC/EABAH OT paHAOMH3HpaH
NEPUON Ha CNUpaHE, Npe3 KOATO NAUHEHTHTE ca OMIH PaHAOMH3IUPAHH HA KBETHANMH MK IU1aueto.
INpu nauxeHTHTE, KOHTO Ca GUIH PAHAOMHIUPAHH HA KBETHANMH, CPEAHOTO HAJJaBaHE Ha TEr/IO0 MO
BpeMe Ha OTBOpeHHs nepuoa e 2,56 kg, a ot 48-Ta ceamMuua Ha nepoaa Ha PaRAOMH3HPAHE, CPEAHOTO
yBeIn4aBaHe Ha TernoTo € 3,22 kg, B cpaBHeHHE ¢ M3X0AHOTO. Ilpu nauneHTH, KOUTO ca 6unu
PaHAOMM3HPaHH Ha nnauebo, CPEAHOTO HAAA]BAHE HA TETNIO NO BPEME Ha OTBOPEHHA nepwon e 2,39
kg, a oT 48-Ta cenmMLAa Ha NepHONA HA PRHAOMHM3HPAHE CPEHOTO HANNABAHE HA TErio e 0,89 kg, 8
CpPaBHEHHE C H3XOAHOTO TETNO.

[lpu naneb0-KOHTPOIHpaHH MpOY4BaHUA MPH NALKUEHTH B HAMPEOHANA BB3PACT C ICKX034, CBbp3aHa
C AEMCHUMHA, Y€CTOTaTa Ha MOIbYHO-CBAOBHTE HHUMAECHTH Ha 100 nauueHTO-roaMHK He e 61na Mno-
BHCOKA NpPH NALHEHTHTE, JIEKyBAHH C KBETHAaNHH, B CPABHEHWE C NMALMEHTHTE, JleKyBaHH ¢ ruiauedo.

IpH BcHYKH KpaTXOCPOUHH MNaLEG0-KOHTPONTHPAHH MPOYYBAHHMS Ha MOHOTEpanHa NpH NaUMEHTH C
MbpBOHAaYANCH HeyTpoduneH Opoi > 1,5 x 109/L, e ycTaHOBeHa 4eCTOTa Ha MOABa Ha NOHE eauH
Clly4aH Ha NIpoMAHa KbM HeyTpodHieH 6poit < 1,5 x 109/L ot 1,9% npu 6onuure, NEeKyBaHH C
KBETHANHH B CpasHEHMe C 1,5% npu Te3n TpeTupann ¢ mnauebo. UHUMaEHTHOCTTA OT CMsHa 10 >0.5-
<1.0 x 109/L e 6nna cuiuara (0.2%) npn nauneHTH, TPETHPAHH C KBETHANWH, KAKTO [pH TE3H
TpETHpaHH ¢ niauebo. Ipn scHuky KWIMHMYHK NPOyyBaHMa (1aue6o KOHTPOAHPaHH, OTBOPEHH, C
NpoBekAaHa aKTHBHA CPABHHTE/IHA TSPAlHA)IPH NalHEHTH ¢ HeyTpoduaeH 6poii >1,5 x 109/L,
HECTOTaTa Ha NoABA Ha NOHE EIMH CITy4al Che CMAHA Ha HeyTpoduneH Gpoit <1,5 x 109/L npu 2,9% u
no <0.5 x 109 /L e 6uno 0.21% npu nauneHTH TPETHPAHH C KBETHAMHH.

Jleuenunero ¢ KBeTHANHH € CBBHP3aHO ¢ J030-3aBHCHMO HAMAJICHHE HA HHBATA Ha THPOHOHMTE
XopmoHH. HecToTara Ha npomenute B TSH e 3,2% 3a kBeTHanuH B cpaBHeHHe ¢ 2,7% 3a nnaue6o.
YecToTaTa Ha peLMNpPOYHHTE, NOTEHUMATHO KITHHUUHO 3HAYHMH npoMeHH Ha T3 wau Ty v TSH B Te3u
NpOY4BAHHA Ca PEAKH, KaTO HAOIIOAABAHHTE IPOMEHH B HHBATA HA THPOUHHTE XOPMOHH He ca
C8BP3aHH C KIHHHYHO CHMITTOMATHYEH XHNOTHPeOHAH3tM. Hamanasaneto Ha oGums v ceobonnus T
€ MAKCHMAJTHO B MbPBHTE LIECT CEAMHLIH OT TEYEHHETO € KBETHANHH, 0e3 No-HATATBLIHO CHIXKABAHE B
NEpHOAA HA OB/INOCPOYHO JIEUEHHE. 32 0KOMO 2/3 OT BCHYKH CILyHaH, MPEKPaTABAHETO HA JIEYEHHETO C
KBETHANHH € CBBP3aHO ¢ OOPATHO Pa3BUTHE Ha eeKTHTE BbPXY 06LuMs H ceoBoaeH Ty, HE3ABHCHMO
OT NPOAB/IKHTENHOCTTA Ha JIEYEHHETO.

Karapaxra / nombTHABaHE Ha JewaTa

[1pu kNHHHUYHO NpOyUBaHE 3a OLIEHKA HA KATAPAKTOr€HHHUS MOTEHLMA] HA KBETHAIMH (200-

800 mg/neH) B cpaBHEHHE ¢ prUCTIEpHAOH (2-8 mg/NHEBHO) NPH NALMEHTH ¢ IIH3ODPEHNR HITH
LIH30aeKTHBHO Pa3CTPOHCTBO, MPOLEHTLT HA MALHEHTHTE C MOBHILEHA CTEMEH HA MOMbTHABAHE HA
neuiara He € Guia MO-BUCOKA B rPYNaTa Ha KBeTHANMH (4%) B CpaBHEHHE ¢ TA3M Ha PUCNEPHAOH
(10%), npu nauneHTH ¢ eXCNO3ULHA Hali-Manko 21 Meceua.

Ilenmarpaina nonyaanes S
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EdunxacroctTa n GezonacHocTTa Ha KBETHANNH €A HICEABAHM B PAMKHTE Ha €IHO 3 eiMAR s
nnavuebo-KOHTPONHPAHO NpoyUBaHe 3a NeyeHHe Ha Mauus (o6xsawaio 284 naunedfof CAIl e & |
Bb3pacT 10 -17 r.). [pu npubausurenno 45% or uscnensanaTa nonysaums e n d8 ¥ auarHosard
ADHD. INposeaeno u apyro 6-ceamuuno nauebo-KOHTPONMPAHO NPOYUBAHE BbPX rﬁunmc;,c ! -
wu3odpeHna (n=222 nauueHTH Ha Bb3pacT 13-17 roaunn). M 8 aeere MPOYYBAHHA CAMIKIE




Y4acTHE NAaUHEHTHTE, KOMTO Ca C R0KA3aHA JIMICA HA OTrOBOP KbM KBETHAMNHWH. JleueHHeTo ¢
KBETHAMNMH € 3anoYHaTO B 1038 50 mg Ha AeH, KOATO Ha AeH 2 e nokausaxa o 100 mg Ha aeH u
BIIOC/IEACTBHE € THTPHPAHA N0 NPHLETHATA 1034 (NPH NAUMEHTH ¢ MaHHa — 400-600 mg Ha nen; npu
naLuHeHTH ¢ Wwn3ogperus — 400-800 mg Ha aeH) npu cTbNKa Ha nokausane 100 mg, KaTo 403ara €
pa3npenciieHa B B2 HIH TPH NpHEMA.

B npoyusaxeTo npu naueHTH ¢ MaHus pazinkara 8 cpeaHaTa LS npomsna va oSwus YMRS CKOp
CnpAMa H3XOAHHA (TPyNna Ha aKTHBHO JIEYeHHEe MUHYC Mnauebo-rpyna) e ChboTBeTHO (-5,2 1) npu
nauneHTuTe Ha kBerHanuH 400 mg Ha aen u (—6,56) npu Te3u Ha kBeTHanuH 600 mg Ha JeH.
YecToTara Ha OTroBop KuM edenneTo (nogobpenue Ha YMRS ¢ >50%) e choteeTHO 64% NnpH
nalueHTHTe Ha kBeTHanuH 400 mg Ha aen, 58% npu Te3n Ha keetuanuu 600 mg Ha neH 1 37% B
rnauebo rpynara.,

B npoyuBaHeTo Npu nauMeHTH ¢ WKH30hpeHus paznukaTa B cpeanata LS npoMaHa Ha oduna PANSS
CKOP CTpsAMa H3XOAHHUA (rpyra Ha aKTHBHO fieHeHHe MHHYC niauebo-rpyna) e croTBeTHO (-8,16) 3a
NauHeHTHTe Ha KBeTHanHH 400 mg Ha aew 1 (-9,29) 3a naunenTHTe Ha kBeTanun 800 mg Ha nex.
Huro nuckute (400 mg Ha neH), HUHTO BUcokHTE no3H (800 Mg Ha J€H) KBETHANHH NPEBbIKOAAT
Miauedo no OTHOLWEHHE Ha MPOLIEHTA NALMEHTH, NAJH OTTOBOP KbM JIEYEHHETO (ne¢mHHpaH kaTO
>30% penykuns Ha obwms PANSS ckop cnpaMo usxonuus). Kakto MPHU NALMEHTHTE C MAHKSA, TAKA H
NPH Te3H C WH30DPEHHA, NO-BUCOKHTE NO3H BOIAT MO YHCIEH NMO-HHCKE YECTOTa Ha OTrOBOP KbM
NEYEHHETO.

B eaHo TpeTo KpaTKOCpouHO M1aUeG0-KOHTPOIHPAHO KIHHHYHO H3TUTBAHE C MOHOTEpPANHS C
KBETHAIHUH C YILDKEHO 0OCBOOOK/AABAHE MPH NicLa W IOHOWH (Ha BB3pacT 10-17 roguHu) ¢ 6unonspua
aenpecus, ePUKACHOCT He € fokazaHa, HaMa JaHHH 38 MPOABIDKHTENHOCTTA Ha epexTa unu
NPEBEHLMATA HA PELINIWBHTE B TA3H BL3PacTOBa Ipyra.

Knuauyna 6e3onacHocT
B xpaTxocpounuTe NEAMATPHYHH WINTHTBAHHA C KBETHAMHUH, ONHUCAHK NO-Tope, yectorara Ha EIIC B

aKTHBHOTO paMo cnpsMo mauebo e 12,9% cpewny 5,3% B KNIHHHYHOTO H3NMHTBAHE C W30 peHHa,
3,6% cnpsamo 1,1% B KIMHHYHOTO H3NUTBaHe ¢ GUNONSPHA MaHKus K 1,1% cnpamo 0% B KIHHHYHOTO
HanuTBaHe ¢ GunonspHa genpeckus. Yectorara Ha HapaaBaHe Ha TernoO 2> 7% OT M3XOQHOTO TEECHO
TErNO B aKTUBHOTO paMo cnipAamo 1uiauebo e 17% cnpamo 2,5% B KIHHHUHKTE H3MHTBAHUS C
wrsodpenns u SunonspHa MaHua ¥ 13,7% cnpamo 6,8% B KITMHHYHOTO W3MHTBaHE C OunonapHa
zenpecks. Yecrorara Ha CbOHTHA, CBBP3aHH CBC CAMOYOHHCTBO, B AKTHBHOTO Pamo cnpsamMo rmnauedo e
1,4% cpewty 1,3% B knHMUHOTO H3nNUTBaKe ¢ wH3OPpeHHs, 1,0% cripamo 0% B KIMHHYHOTO
H3NUTBaHe ¢ bunonspHa Mauua U 1,1% cnpamo 0% B KIHHHYHOTO HINHTBAHE C GxnonspHa aenpecus.
[o Bpeme Ha ynbipkeHa daza Ha MPOCAENABAHE CEl NEYEHHETO B KITMHUYHOTO H3MHTBAHE C
Gunondapa aenpecus € HMano ABe AOMBIHKHTENHH CHOHTHA, CBLP3AHH ChC camMoyOHACTBO, NpH JBaMa
NALHEHTH. EQHH OT Te3H NalMEHTH € NEKYBaH C KBETHANMHH 1O BpeMe Ha ChOHTHETO.

AbnrocpouHa 6e3onacHocT

Exauxo 26-ceaMHuHO OTBOPEHO EKCTEH3HOHHO NPOYYBAHE HA CTYAHA C oCcTpo neuerue (n=380
MalMEHTH) C KBETHANHWH BB Quiecubunen 10308 pexxum 400-800 mg Ha neH NaBa AONBAHMTENHA
uHpopMauni 3a GesonacHocTTa Ha fiekapcToTo. [IpH Aeua M 1OHOWM ce OTHMTA NOKa4BaHe Ha
&8pTEPHANHOTO HaNAraHe, KATo NPH AELATA M IOHOLUKTE ce HaDMo4aBa NOBULLABAHE HA aneTHTa M
HECTOTaTa Ha CKCTPANHPAMHIHHTE CHMITTOMH H MOKAYBAHE HA CEPYMHOTO HUBO HA NMPOJIAKTHHA
CpAMO TE3H NPH BB3PacTHH (BHXK TOYKH 4.4 1 4.8). TNo oTHOWIEHNe Ha HAAOABAHETO Ha TerJIo clex
KOpPHrHpaHe 38 HOPMAHHA PacTex MPH NO-ToJIAMa NPOABIDKHTENHOCT, YBEIHYEHHETO Ha Unaekca Ha
TeaecHara Maca (UTM) ot Hali-manko 0,5 cTaHAAPTHO OTKIIOHEHHE OT H3XOAHOTO HUBO gmlb\
KaTO MAPKA 338 KNIHHHYHO 3Ha4YMMa npoMsHa; 18.3% ot nauueHTHTE, KOHTO Ca fieKy ]

B NPOABLIDKEHHE HA HaH- MANIKO 26 ceaMULIM, OTTOBAPAT HA TO3H KPHTEPHIA.

5.2 dapMaxkoKHHETHYHHE CBOHCTBA

Ab6copbiins



Crnien nepopaiHo NpHIOKEHHE, KBETHANHH ce pe3opbupa nobpe u ce MeTabonn3Kpa HHTEH3IUBHO.
[IpeMbT ¢ XpaHa He OKa3Ba 3HAMMTENHO BJIHAHHE BbPXY OHOHATHYHOCTTA Ha KBETHaNMH.
PaBHOBECHHTE NMHKOBH MONAPHH KOHKUEHTPALMH HA aKTUBHHA MeTaGoaNT N-1e3a1KWIKBETHANKH ca
35% ot Te3u HabnoaaBaHH 3a KBETHANMH.

(DapMaKOKHHETHKATA HA KBETHANHH W HOPKBETHANWH €A JINHEAPHH B PAMKHTE HA OROOPEHHA
AO30B QHANAa30H.

Paznpeaenexue
KeeTHanuH ce cenp3Ba npubauzntento 83% c mnasMeHHTe NpoTeHHH.

bu Hchopmauns

KeeTHanus ce Metabonuiupa 3HaUKTENHO B YepHUA APOG KATO HA M3XOAHOTO CheJMHEHME CE MAAT
o ManKo ot 5% OT HENPOMEHEHHA JIEKAPCTBEH MATEPHAN B YPHHATA HIH (PEKaTMUTE cnea
NpHIOKEHHE Ha pagnobens3al KBeTHanHH. /i vitro npoy4BaHUATa ca ycTaHoBHIH, ye CYP3A4 ¢
OCHOBHHAT €H3HM, OTTOBOPEH 3a UHTOXpOM P450 MeaunpaHua MeTabonu3bM HA KBETHATHH.
Hopkeetuanuu ce o6pa3sysa v enuMuHKpa npeaumHo upes CYP3AA4.

[TpubauznTenno 73% ot panHoakTHBHOCTTA ce eKCKpeTHpa B ypruHaTa U 21% ¢ dexanuure.
HJOKa3aHo €, 4e KBETHANHH H HAKONKO HEroBH MeTabONMHTH (BKIIIOUHTENHO HOPKBETHANHH) ca cnabu
HHXHOHTOPH Ha AKTMBHOCTTA i Vifro Ha MOBELIKHMTE UMTOXPOMHH exsMu P450 1A2, 2C9, 2C19,2D6
H 3A4. Uuxubupane in vitro na CYP ce Habnionasa caMo Npy KOHUEHTPaLMK MPUGAH3HTENHO S A0 50
TbTH NO-BUCOKH OT Te3M, HabmosaBaHH NpH AHeBHA A03a 3a yosek ot 300 no 800 mg/neH. B3
OCHOBA Ha Te€3H im vifro pe3yATaTH, MAJIKO BEPOATHO € €IHOBPEMEHHOTO MPUITOKEHHE HA KBETHAIIHH C
APYTH N€KapCTBa Aa AOBEAE A0 KTHHHYHO 3HAUHMMO IEKAPCTBEHO HHXHONpaHe Ha MEAKHPAHHUA OT
udroxpom P450 metabonnibm Ha ApyroTo nekapctso. OT NPOYUBAHUATA NPH OMMUTHH XKHBOTHH CE
YCTaHOBSBA, Y€ KBETHAMUH MOXKE [1a HHAYLHpA UHTOXpOoM P450 ensumure. Brnpekw ToBa, B
MpoY4BaHe 32 CNeuUPUUHH JIEKAPCTBEHH B3aUMOACHCTBHA NPH NCUXOTAYHH NALMEHTH HE Ce OTKPHBa
HapacTBaHe Ha aKTHBHOCTTA Ha UHTOXpoM P450 cnen npHeM Ha KBETHAMNHH.

Enumuuupane
EAMMHHAUMOHHHAT NOY>KHBOT HA KBETHANWH H HOPKBETHANHWH ca npubausuTento 7 1 12 vaca,

CBHOTBETHO.
CpennaTta MonapHa n0308a (ppakuus Ha CBOGORHUA KBETHAMHKH Y AKTHBHMA YOBEUIKH I1a3MEH
MeTaboNHT HOPKBETHANHH € <5% eKCKPETHpaH B YpHHATA.

Cneyuannu nonynayuu

[Ton
KnHeTHkaTa Ha KBETHANKH HE CE Pa3iNyaBa MeXAY MBXKETE H KEHHTE.

Bb3pacTHu
CpeanuaT KaMpbHC Ha KBETHANHH NPH NALIMEHTH B HANpeaHana Bb3pacT ¢ npubausurenno 30 go 50%

NO-HACBK OT TO3H, HabnioJaBaH NPH Bb3PacTHU Ha Bb3pacT oT 18 no 65 roauns.

b16peuHo yBpexaaHe
CpeaHHAT na3MeH KIIMPBHC Ha KBETHANKH € HamasleH ¢ npHOnu3nTenHo 25% nNpu nalMeHTH ¢ TEKKO

6BOpeuHo yBpexnaHe (KpeaTHHHHOB KITHPBHC NO-HUCHK 0T 30 ml/Mun/1.73m2), HO HHAHBHIYATHHTE
CTOAHOCTH Ha KITHPLHCA €a B FPAHHLIUTE HOPMATA.

YepaoapoOHo yBpexkaaHe
CpeaHuaT niasMeH KIMpPbHC Ha KBETHANHH Hamanasa ¢ ApHOAU3HTenHo 25% npu

yepHOApoOHO yBpexaaHe (crabunHa ankoxonHa uuposa). Twit kaTo KBETHANMHH
eKCTEH3UBHO OT YepHHUA Apob, NOBHILEHH NIA3MEHH HUBA CE€ OMAKBAT NPH MOMyN
yepHOApOOHO yBpexkaaHe. Moske na ce HANOXKH KOPEKLIMA Ha A03aTa NPH TE3H N
4.2).




IleanaTpr4ana nony. 1anus

DapMakOKHHETHYHH RaHHK ca 61K B3eTH OT 9 Aeua Ha Bb3pact 10-12 roannu u 12 IOHOLUH, KOHTO
ca OunH Ha nedenHe ¢ keeTuanuH 400 mg aBa mbTH aHeBHO. B CTallHOHAPHO CBCTOAHHE, 103aTa,
MOAAOPKALUA MIA3IMEHHTE HHBA HA AKTHBHOTO BELLECTBO, KBETHANMH, NPK Aeua U koHowH (10 -17
FOAHHH) Ca OHIH KaTO LANO NOAOGHH Ha Bb3PACTHUTE, BLIPEKH Y€ Crmax IPH ACLA € B FrOPHHUA Kpah Ha
AuanasoHa B cpaBHeHHe ¢ HabntonasaHuTe npu Bb3pacTHH. B AUC y Crax Ha akTHBHMS MeTabonuT,
HOPKBETHAMHKH, €4 NO-BHCOKH, CHOTBETHO € 0ko0 62% 1 49% npu aeua (10 — 12 r.) H CHOTBETHO C
28% 1 14% npw 1onowu (13 -17 roannu), B cpaBHeHme ¢ BLIPACTHH.

5.3 [IlpeaxnurruHE JanHH 3a 6ezonacHocT

Cepws in vitro n in vivo npoyuBaHHs He ca MOKA3ATH AaHHH 38 FEHOTOKCHYHOCT., IIpu nabopaTophHu
’KHBOTHH, H3I0KECHH Ha KIIHHHYHO 3HAYMMH HHBA HA KCMO3MLIMA, ca OWTH HaBNIONABAHH CNEeIHHTE
[IPOMCHH, KOHTO BCE OLLE HE Ca NOTBLPACHH B WIrOCPOMHO KIIHHHYHO Npoyu4sake: [IpH mrbxose e
6wio nabnronasaHo oTaaraHe Ha MAMEHT B LUHTOBHAHATA XK1E3a; npH MaiiMyHH cynomolgus -
XHNepTPOdHs Ha QONHKYNAPHHTE KNETKH, HAMANABAHE HA NIA3MEHUTE HUBA HA T3, MOHIKABAHE Ha
KOHLUEHTPALMATE HA XeMOrI00MHa 1 Ha §6pos Ha uepBeHHTE U GenHTe KPLBHH KIIETKH; a NPH Ky4eTa -
NOMBTHABAHE Ha JICLUATA W KaTapakTa (3a KaTapakTa/MOMBTHABAHE HA NELIATa BHX Touka 5.1).

B enwo npoyusaHe Ha emGpuo-(heTanuaTa TOKCHYHOCT aIpH 3alium (eranHaTa 4ecToTa Ha
Kapra/iHa/Tap3anHa u3BHBKa € NoBHIIEHA. To3H eeKT BBIHHKBA NPH HATHUKE HA ABHH eekTH npy
MaHKHTe, KATO HaNp. HAMAIEHO HAJIABAHE Ha TENECHO Terno. Tesu eekTH ca BUAHMH MPH HKUBA Ha
CKCMO3HLIMA HA MAHKHTE, MOAOOHH WIIH MAJKO MO-BHCOKH OT TE3W MNPH XOPa NPH MAKCHMATHATA
TEpanesTHYHA 103a. 3HAYEHHETO Ha TAa3H HAXO/AKA 34 XOPATa € HEH3BECTHO.

B eaHo npoy4sane Ha QpepTUIHTETa NPH LTLXOBE € HAGAIONABAHO rPAHHYHO HAMANCHHE HA MbKKHS
(pepTHIHTET U nceBa0 GpeMEHHOCT, NPOTPAXHPAHH NEPHOAH Ha AHECTPYC, NOBULICH MPEAKOHTYCEH
HHTEPBAT H HaMalleHa YecToTa Ha 3abpemenaBaHe. Te3n edeKTH ca CBLP3aHH C MOBULLIEHH HUBA Ha
MPOAKTHHA W HAMAT AHPEKTHO 3HAa4Y€HHE 3a XOpaTa Nopaad BUIOBH PA3NHKH B XOPMOHATHNA

KOHTPOJ Ha PENMPOAYKLHATA.

6. POAPMAUEBTHYHH JAHHH

6.1 Chnuchk HAR TOMOIMHEHTE BEIMECTBA

Hopo na mabremxama.

JlaxT0o3a MOHOXHApAT

Kanuues xuaporex gocdar, auxuapar
Llestynosza mukpokpucTanya

[loanaoH

[{apeBHueH HaTpHeB raukonar (Tun A)
MarHe3ues creapar

Dunmoeo noxkpumue.

Xunpomenosa

TwraHos anokcun (E171)

Makporon 4000

Kwat xenese okcun (E172) - camo npu 25 mg 1 100 mg Tabnerxn
Yepaen xenesan okcun (E172) — camo npu 25 mg tabnerxu

6.2 HecnBMecTEMOCTH

Henpunoxumo.




6.3 Cpok Ha rognocr

S roauHH.

HDPE mabaemen koumeunep:
CpOKbT Ha rOAHOCT cJjie/l MbPBO OTBapsiHE € 3 Meceua.

6.4 CpneuHa/IHH YCJIOBHS HA ChbXPaHeHHe
JIekapCTBEHHUAT NPOAYKT HE U3MCKBA CMELMAIHU YCIIOBHUSA 3a ChbXPaHEHHeE.

6.5 JlanHH 3a onakoBKarTa

baucrepna (PVC/Alu): 6 (camo 25 mg Tadnerku), 10, 20, 30, 30 x 1, 50, 60, 90, 98, 100, 100 x 1, 120
(camo 150 mg u 300 mg rabnerku), 180 (camo 150 mg 1 300 mg rabnerkun) uau 240 (camo 150 mg u
300 mg TabsieTkH) TaONETKH B KYTHS.

[Toanerunenos (HDPE) nnacrmacos kouteiinep: 250 tabnerku (camo 100 mg u 200 mg) B KyTHs.

He BcHukH BH10BE ONakoBKK morar Aa ObAaT MycHaTH Ha nasapa.

6.6 ChneunajHH npeAnasHH MEPKH NPH H3XBbPJ/IsHE

HsaMa cneumaiiHi H3MCKBAHUA.

Ts INPUTEXATEJI HA PABPEILEHHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEILEHHUETO 3A YIIOTPEBA

Keentnakc 25 mg - Per. Ne: 20100174
KBentnakc 100 mg - Per. Ne: 20100175
Keentnakc 150 mg - Per. Ne: 20100176
Keentnakc 200 mg - Per. Ne: 20100177
KBenTunakc 300 mg - Per. Ne: 20100178

9. JAATA HA ITbPBO PASPEINABAHE/INIOJHOBABAHE HA PASPEHIEHHUETO 3A
YINIOTPEBA

JlaTta Ha nbpBO paspeluasane 3a ynorpeda: 16.03.2010
JlaTta Ha nocneaHo noaHossBaHe: 21.02.2013

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

13 Anpun 2025

[MoapobHa nudopmanus 3a TO3K NEeKapCTBEH NPOAYKT € NpeA0CTaBeHa Ha Y
Arenuus no Jlekapcreara (MAJT) http://www.bda.bg.
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