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1. UME HA JIEKAPCTBEHHUA ITPOAYKT - /
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KBeHTnakc 25 mg duamupanu tadiieTKH —— S0l e } //Z /}“P

Keenrnakc 100 mg puamupanu TabneTkH | |

Keentnakc 150 mg huamupanu TabieTku {2? ?a.gz -6 [ / '9-’:_‘ 1075

Keentnakc 200 mg puamMupanu TabneTkm

Keentnakc 300 mg ¢puiamMupaHu TadbieTkH

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 U KOJIMUECTBEH CHCTAB

Beska punmupana tadnerka ecbabvpaka 25 mg, 100 mg, 150 mg, 200 mg vaun 300 mg kBeTHanux
(quetiapine) (KaTo KBETHANMHOB XeMUdymapar).

[loMOLIIHHM BEeLIECTBA C U3BECTHO 1EHCTBHE:

‘ |25 mg [100mg [150 mg_ 200mg |300 mé I
JlaKTO3a 4,28 mg | 17,10 mg | 25,65 mg |34,20 mg | 51,30 mg |
HATPH <23mg |<23mg [<23mg [<23mg |<23mg

3a NMbJIHUA CMHUCHK HA MOMOLIIHUTE BELECTBA, BUXKTE TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

®uamupaHa TabnerTka

Tabnerkure oT 25 mg ca KpbIiu, 61e104epBeHH QUIMHUPAHHU TadNETKH CbC CKOCEHH pBOOBe.
Tabnerkure ot 100 mg ca Kpbriu, KbaTo-KadhsaBu GpUIMHpaHU TaONETKH.

Tabnerkure ot 150 mg ca kpbriu, 6eaun puimMupaHy TabIETKH CbC CKOCEHH PBLOOBE.
Tabnerkure ot 200 mg ca kpbriau, 6eau GuaMmupaHu TabNeTKH.

TaGnerkure or 300 mg ca nogoOHM Ha KancyJia, 0enu puaIMHUpaHu TabNETKH.

4. KJUHHUYHU JAHHHA
4.1 TepaneBTHYHH NOKA3ZAHHA

KBEeHTHAKC € noKa3aH 3a:

® JleYyeHHE Ha U330 peHHs

® JleyeHHUE Ha OUMNOJAPHO pa3CTPONCTBO

O 3aJIeYEHHE HA YMEPEHO TEXKKH 10 TEXKKH MAHUHUHH €NU3044 NpH OUNONAPHO

pa3CTPOHCTBO;
3a JIeYEHHE HA roJIEMH €NPECUBHU €MU30/1H NPH OUMOJISIPHO pa3CTPOMCTRO;
3a Npe0TBpaTsABaHe Ha PeLHMB HAa MAHUEH WJIK JIENTPECUBEH €MU30/1 MPH NMAaLUEHTH
C OMIOJISPHO Pa3CTPOMCTBO KOMTO MPEAXO/AHO ca Ce NMOBJIHAIHN OT Jieye
KBE€THAlHWH
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4.2 J103MpPOBKA H HAYHH HA NMPHJIOKEHHE



Jo3npoBka
CobuiecTByBaT pa3iMiHH CXEMH Ha 103HpaHe 3a BCAKO nokasaHue. [lopaan Toea Tpabea n1a € curypHo,

Ye NAUHCHTUTC WE NOaYYaT ACHA HHd)GpMElI.lHH OTHOCHO [104AXxo44llaTa A103HpOBKaA MNPH TAXHOTO
CBCTOAHHCE.

BoapacrHu:

3a 1euenue HA MH30ppeHUd

3a neuenne Ha wn3zodperus, KeeHTuaxc TpadBa aa ce npeanucBa AByKpaTHO AxesHo. Obwara
JHEBHA 1034 Mpe3 MbPBUTE YETHPH OHHU Tepanus Ha wulodppennsa e 50 mg ([en 1), 100 mg (Hden 2),
200 mg (Hen 3) 1 300 mg ([Ien 4). Ot Ied 4 nozara TpadBa aa ce Tutpupa a0 obuuaiinara epekriuBHa
ao3a ot 300 no 450 mg/aHeBHO. B 3aBUCUMOCT OT KIIHHUYHKUA OTIrOBOP H MOHOCHMOCTTA Ha

WHAHBHAYATHHSA NALMEHT NHEeBHATa N03a MOXeE 1a Obae npUroacHa B rpaHULIMTE Ha
150 ao 750 mg/nHeBHO.

3a JleveHHE HA YMEPEHH N0 TeXKKH MAHHHHH eNH30AH HA DHIOJIAPHO Pa3CTPOHCTBO

3a neyeHue Ha MAHWHHU enK3oau npy OunongapHo pascTporcTBO KBeHTHake TpsabBa aa ce npeanucaa
7iBa MbTH AHeBHO. OO0lL1aTa AHEBHA 1033 Mpe3 NbPBHTE YETUPH AHH OT NeuycHueTo € 100 mg (en 1),
200 mg ([ien 2), 300 mg (Hen 3) u 400 mg (en 4). Ilocneasawo kOpurupase 10 MaKCHMyMm

800 mg/nHeBHO A0 Hen 6 Tpsabea ga cTaBa upes yBelMueHHe Ha J03aTa ¢ He noseye ot 200 mg
IIHEBHO.

Ho3aTta Moxe aa 6bae kopurupaHa B 3aBUCHMOCT OT KIIHHUYHHA OTIOBOP H MOHOCUMOCTTA HA
HHAUBUAYANHUTE nauveHTH B rpaHuuure ot 200 o 800 mg/anesno. ObuualkiHaTa edeKTUBHA 1033 € B
rpaHyumTe Ha 400 no 800 mg/nnerHo.

3a nredyenHe HA roJ1eMH AeNPECHBHH eNHU30AH NpH Ounoasipno paicTpolicTBo

KeenTHake TpsaOBa ga ce npunara BeiHbXK JHEBHO, Beuep, Npeam aarade. Obwara AHEBHA 4034 3a
NMLPBHUTE YeTHPH AHHU Ha aeveHneTo e 50 mg (Jlen 1), 100 mg (Hen 2), 200 mg (den 3) 1 300 mg (Men
4), [Ipenopruurendata AHeBHa no3a e 300 mg. [1py KnHHHUYHKU NpoyYBaHHA, HE € HabalogaBaHa
NOMBJAHHTENHA Noa3a B rpynata Ha 600 mg B cpaBHeHue ¢ rpynara oT 300 mg (Bx. Touka 5.1).
Bb3MOXKHO € OTOSNHH NalueHTy Aa umar noaodbpenue ot 600 mg nosza. o3z naa 300 mg tpabea na
Ce Ha3HA4aBaT OT JICKAPH C ONHMT MPH JIEYEHHE Ha ODUNOAAPHO Pa3CTPOHCTRO.

KiuMHH4YHY NpoyUBaHKUA 3a MOKAa3alH, Y€ B ciy4yad Ha npobnemMy, CBLP3aHyU C NOHOCHMOCTTA NIPH
HAKOH NMAaLHEHTH, MOXKE 1a ce OOMUCIIH HamanaBaHe Ha no03aTa 40 MUHHMYM 200 mg xBeTHanuH.

3a npeaoTBparaBaHe HA PENRAHB NPH OHNMOJIAPHO Pa3CTPOHCTBO

3a npeaoTBpaTABaHE HA MOBTOPHA NOABA HA MAHWA, CMECEHH WIH RENPECHBHH ENH30IH Ha
OMNoNAPHO Pa3CTPONUCTBO, MALIMEHTHTE, KOWTO Ca OTrOBOPWIH HA JICYEHHE C KBETHAMNMH MPH OCTPO
OKNONAPHO Pa3CTPOHCTBO, TPAOBA Ja NPOAL/KAT JIEHYEHHETO B CbLUaTa 103a. B 3aBHCHMOCT OT
KIIMHHUMHMA OTTOBOP M MOHOCHMOCTTA Ha OTAE/JHHA NALHMEHT KbM JIEKapCTBOTO, A03aTa MOXE na Obae
KOpHUrupaHa 8 paMKHTe Ha aAvana3oHa 300 no 800 mg / nHEBHO, NPHUIIOXKEHH 1BA MBTH AHEBHO.
BaxkHO e npy noaabpiKaloTo JeYEHHE Aa ¢E NpUiara Hal-HUeKkaTa epeKTHBHA A034.

[IlanseHTH B cTapUuecKka Bb3pacT

KakTo BCHYKH aHTUNCHXOTHYHU cpeacTea, KsenTnake TpabBa na ce U3non3sa ¢ BHUMaHHE NpU
MaLUEeHTH B CTApYeCKa Bb3pacT, 0co0eHO B HAYATHKUA NEPYHOoa Ha J03UpaHe. B 3aBUCHMOCT OT
KIMHHYHRHUA OTTOBOP H MOHOCHMOCTTA Ha HHAWBUAYAJTHATE NALUEHTH, NEPHOAA HA THTPUPAHE HA
N03aTa MOxe a ObAe NO-AbABI ¥ AHEBHATA 1032 MOXE 12 ObIEe MO-HUCKA OT Ta3W Ha NMO-MJIAJUTE
nauxdeHTH. CpeaHUAT nia3MeH KIHPBbHC HA KBETHANKH € peayuupan ¢ 30-50% npu naimueHTH B
cTapuyecka Bb3pacT B CPABHEHHUE C MO-MNAH NALMEHTH.

EdnkacHocTTa ¥ O€30MacHOCTTa He ca OLeHIBaHM NP MAUHEHTH Hal 65 roaMuiHa Bb3pagek
AENpPeCHBHH €MU304HU NpHd OUNONAPHO pa3CTPOHCTBO.
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KseHTHAKC He ce npenopbuBa NpM AeLa U IOHOLIKW HA Bb3pacT noa 18 roguum, nopa/
JaHHH B NOJKpena Ha M3MOI3BAHETO B Ta3u Bb3pacToBa rpyna. Hanuunnre ganum om\pg
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KOHTPOAUPAHH KJIMHHYHY MPOYYBAHUSA ca npeacTaBeHn B ToUkH 4.4, 4.8, 5.1 n 5.2.

buOpeuno yspexnane
He e HeoOXoaHMMa KOpeKLMs HA 103aTa NPH NaUYeHTH ¢ OLOPEYHO yBpeKAaHE.

YepHoapoOno yBpeaane

KeseTHanuH ce metabonusupa ycuieHo B 4epHus apo6. 3atosa Keenruake Tpsabsa aa ce u3nonssa ¢
BHMMaHUE MPH NALKEHTH ¢ U3BECTHO uepHoApobHO 3adonasaHe.

[Ipn nauneHTUTE C N3BECTHO HePHOAPOOHO yBpEXKIAHE, NEYEHHETO TpaOBa Aa 3arouHe ¢

25 mg/aHeBHoO. [lo3vpoBkaTa TpabBa na ce yBenHYaBa ¢ AHEBHH MOBHLILEHHUA OT

25-50 mg/neH 1o edeKTHBHA 103a B 3aBHCHMOCT OT KIMHHYHHSA OTTOBOP H MOHOCHMOCTTA Ha
OTAETHUA NAUUEHT.

HayuH Ha NpUIOKEHHE
KBeHTHakCc MOXe Aa ce npyema cbe uny 0e3 xpaHa.

4.3 IlporrBonoxa3anus

CBpbXUYYBCTBUTENHOCT KbM AKTHBHOTO BELIECTBO MIIH KbM HAKOE OT MOMOLUHHKTE BELUECTRA,
H3GpoeHH B Touka 6.1.

EnHoBpemMeHHOTO npwioxeHUue Ha uutoxpoMm P450 3A4 nuxuburtopy, kakeuto ca HIV-nporteasnure
HHXUOUTOPH, a30J0BH RHTUMHKOTHLH, EPUTPOMHUNH, KJIAPUTPOMHULIMH K HE(DPA3O0H €
MPOTHBONOKAa3aHO. {BX. CbLLO TOUKA 4.5).

4.4 ChoenHaA/IHH NpeAynpeKACHHA H CNECNHAJHHA NPeANa3HH MePKH NpH ynorpeda

Toi1 kaTo KBeHTHaKC UMa HAKOIKO MHAHKAUMWH, NpoduIbT Ha Oe3onacHoCT TpAOBA Ja ce pasriexaa
Mo OTHOLIEHWE HAa AXAarH03aTa Ha NALUEHTA M NpuiaraHara 303a.

lleanaTpayna nooyJanHs

KseTnanuH He ce rnpenopbusa 3a ynorpeda npu Aeua v 10HOWH noA 18-roauiiiHa Bb3pacT, nopaau
JIMNICA Ha JaHHH B NOAKperna Ha ynorpedara B Ta3u Bb3pacTtosa rpyna. KIHHHUHWTE H3NHTBAHHA C
KBETHANMH Ca MoKa3aiy, 4e B NONb/JIHEHHE KbM No3HaTUA npogun Ha 6e3onacHocT, HabaOaaBaHH NpH
Bb3PaCTHHTE (BxK. TOUKA 4.8), HAKOM HEXENAHH PEAKLIHH Ca HACTBIHIIH C MT0-BHCOKa YECTOTA NPH
AeLlaTa H IOHOLLHWTE, B CPABHEHHUE C Bb3PACTHHUTE (MOBULLIEH AMETHUT, NMOBHLIEHHE HA CEPYMHMUA
NPONAAKTHH, MOBPLLIAHE, PUHUT W CHHKOM), KK MOXKE 1a HMAT pa3jiIHUHH NMOCNEACTBUA NPH AeuaTa H
FOHOLIMTE (€KCTpanupaMHIAHH CUMITTOMH H pa3pa3HUTENHOCT ), a eaHa € HabmogasaHa npy Tax 6e3
1a € HabnroaaeaHa nNpeay TOBA NpPU NOPYUBAHUATA NPH Bb3PACTHU ([TOBULLIABAHE HA KPBBHOTO
HansraHne). [IpoMeHH B TecTOBETE 32 (PYHKLHMATA HA LUIMTOBHUAHATA #Ule3a CblO ca OunK HabmosaBaHu
NP AcUa H KOHOLIH.

OcBeH TOBa, AWIFOCPOYHO NPOCAEIABAHE HA MOCACAULIUTE 32 De30NacCHOCTTA Ha AEYEHHETO C
KBETHANWH BbPXY PACTEXkKa H Y3PABAHETO HE €A NPOYUHBEHH noseye oT 26 ceaMruM. JuiarocpouHure
NOCJAEAHLIM BbPXY KOFHUTHBHOTO M MOBEAEHYECKO pa3BHTHE HE Ca U3BECTHH.

[Ipu nnauebo-KOHTPOAMPAHH KIIMHUYHH NIPOYYBAHUA C fiella ¥ IOHOLUHW, KBETHAMKWH € CBBbP3aH C
NOBHIIEHA YE€CTOTA Ha eKcTpandpaMuaHu cumntomu (EPS), B cpaBHeHue ¢ nnauebo rpynara npu
MaLMHEHTH, IEKYBaHH 3a wu3odppeHus, OMnonapHa MaHus ¥ SunonspHa aenpecus (Bxk. Touka 4.8).

CamoyOniicTBO/CYBIHAHH MHC/IH HIIH KIAHHYHO BJAOLIABAHE
HenpecusaTta npy OUNONAPHO pa3CTPOHCTBO € CRBbP3aHa ¢ MOBULUEH PHCK OT CYHUHIHH MHCIIH,

caMOHapaHsBaHe U camMoyOMiHCcTBO (cbOUTHSA, CBBP3aHM CBC CaMOyOHiicTBO). To3M pHCK ChIIECTBYRA
10 AOCTUraHe Ha 3Hauuma pemucvsa. TsH kaTo noaobpeHue MOXKE 1a HE HACTDBIHM NPE3 N
HAKOJIKO CeAMHUH HIIH NI0BEUE OT NIEYEHHETO, NalreHTUTE TpAbea na 6baaT BHHMaTEN
HaOnloaaBaHH A0KATO He HACTBIK Noaodbpenure. Hail oOWO KTMHHYHUAT ONKT NOKa3
caMoyOWHCTBO MOXKE 1a HAPACHE MPE3 PAHHUTE €TaNy HA Bb3CTAHOBABAHE.

B nonbnHenue, nekapute TpadBa na 0O0CHAAT NOTEHUHAIHUS PUCK OT CYHLIMHO-CBD



C/el BHE3AMHO CMUpaHe HA NEYEHHETO C KBETHAMNMWH, MOPain W3BECTHUH PUCKOBH (DakTOpH npH
JeyeHueTo Ha bonecrra.

Jpyry NCUXHATPHUHK CHCTOSIHKA, 32 KOMTO Ce NPeanucea KBETHANKWH, CbUIO Morar aa 6baar
CBBbP3&HHM C NOBHLLEH PUCK OT CHONTHSA, CBBP3aHHM Cbe caMoyOHIicTBO. B nonbaHeHue, Te3u ycnoBus
MOraT Aa ObJaT CbYETaHH ¢ rojeMu aenpecuBHH enuzoar. Coluure npeanasHu Mepku, Tpadsa aa ce
chOJIIOAABAT NPH JIeUeHHE HA NMALHEHTH C TEXKKH AESNPECUBHH €MTH30/14 W a CE BHUMABA NPH NeucHHe
Ha MAUWEHTH C APYFY NCUXHATPHYHH Pa3CTPOHCTBA.

U3secTHO €, ue nauueHTH ¢ aHaMHe3a 3a CbOMTHA, CBbP3aHU CbC CaMOYOUHCTBO, HIIN TaKKBa,
MOKa3BaILUK 3HAYMTENHA CTENEH HAa CYULIMAHH MHUCITA NPEAH HA4ANOTO HA NEHEHHETO Ca U3NOKEHU Ha
MO-rofafiM pUCK OT CYHLUMAHU MHCIH WK ONKTH 33 CaMOYOUHCTBO W TpaOBa na NONYYAT BHUMATEIHO
HabnioacHHE No BpeMe Ha AeueHHueTo. EAWH MeTa-aHanu3 Ha nnauedo-KOHTPOIHpaHH KNHHHYHH
NMpOyYBaHHA HA AHTUACSNPECAHTH NPU BBb3PACTHH MALUEHTH C NICUXHYHH pa3CTPOHCTRA NOKa3pa
MOBHUILIEH PUCK OT CYHLIMAHO MOBEACHHE C AHTHACTIPECAHTH B CPABHEHUE C MU1auedo NpH NavueHTH,
KOUWTO CA HA NO-MAJIKO OT 25 roguHH.

BHuMaTenHO npocnesBaHe Ha MauMEHTUTE M MO-CNIEUMAIHO TE€3M ¢ BHCOK PHCK TpAOBa Aa CbIbTCTRA
NeKapcTBeHaTa Tepanus, 0CO0EHO B HAYAIOTO Ha JIeYeHHETO U cne NpoMeHH B ao3ute. [TauneHTHTe
(¥ Te3H, KOWTO C€ PHXKAT 3a NauueHTUTe) TpadBa aa 6baaT NpeaynpeacHy 3a HeOOX0AUMOCTTa OT
HaOMI0AeHHE 32 €BEHTYATHO KNMHMYHO BAOLIABAHE, CYMUIMAHO MOBEAEHHE HIH MUCIH U HEOOHYAKHY
MPOMEHH B MIOBEASHHETO H 1A C€ MOThPCH He3a0aBHO MEAHLIMHCKA NOMOILL, aKO T€3H CHMITTOMH
CbLUECTBYBAT.

[lpu kpaTkoTpaiHH, NnaLebO-KOHTPOAUPAHHU KIIHHUYHM MPOYYBaHUA Ha MALUEHTH C MoJIEMH
AENPECHBHH €MHU304H NPH OUNONAPHO PA3CTPOHRCTBO MOBULLEH PHCK OT CbOMTHA Ha caMoyOHicTBO ce
HabarozasaT Npu MIaaW NALMEHTH (NO-MAaaM OT 25-rogUIIHA Bb3pacT), KOUTO ca OUNHK nekyBaHu ¢
KBETHANHKH B CPABHEHHE C TE3H, JieKyBaHH ¢ niaucdo (3,0% cpeury 0 %, cboTBeTHO). PeTpocnexkTHBHO
NPOYYBaHE HA KBETHAMHWH TNPH NeUEHHE HA MNALIMEHTH C TONAMO AenpecuBHO pascTpoicTeo (MDD)
MoKa3Ba NOBHLUEH PUCK OT CAMOHApaHABaHE U cCaMOYOHHCTBO IMpH NaLMEHTH Ha Bb3pacT oT 25 ao 64
roanHu, 6e3 aHaMHe32 3a caMOHapaHABaHe npu ynotpedara Ha KBETHAMNUH C APYTH aHTHAENPECAHTH.

MeTaboanTen pacK

Karo ce uma npeaBna HabA0AaBaHUAT PHCK OT BIOLWIABAHE HAa METAa0OIHTHHA NMPOPHI, BKTIOUHTEAHO
MPOMEHHUTE B TErNIOTO, KPbBHATA MNIIOKO3a (BXK. XHIIEPrIIMKEMHUA) H TMNHAUTE, KOHTO e Hab/onasaH B
KJIMHMYHHTE H3MHTBAHUA, METabONUTHHUTE NOKA3aTe M HA NaureHTHTe TpabRa Aa ce oLeHABaT NpH
3aMOYBaHE HA JIEYEHHETO H MPOMEHHUTE B TE3H NOKA3aTeNH TpAOBa A3 CE€ KOHTPONHPAT PEAOBHO B

X0[1a Ha N¢ueHKeTO. Bnoiwasanero Ha Te3u NoKa3aTenu TpsdBa 1a ¢e NeKyBa NO KAMHHYHO NOAXOAAL
Ha4HH (BXK. CbLIO TOYKa 4.8).

Excrpanupamuaun cumanroma (EINC)

B nnauebo KOHTPOAUpaHU KNHHUYHH NPOYUYBAHHA KBETHANUH € CBBP3aH C NOBULICHA YECTOTA Ha
ekcTpanupaMHAHHTE CHMNTOMH (EIIC) B cpaBHeHHe ¢ muianebo NpH NaUMEHTH ¢ TEXKKH EeTTPECHBHH
enu30aM nNpv SUNONAPHO pascTpoicTBO (BK. TOUKH 4.8 U 5.1).

N3non3BaHeTO HA KBETHANUH C€ CBbP3aBa C Pa3BUTHE HA AKATHU3HA, XapaKTepH3UpALLA CE ChC
CYOEKTHBHO HENPHATHO WIH H3TOLABAWO OE3CNIOKONCTBO H HYXKAA OT 4ECTO ABHIKEHHUE,
CbNPOBOJEHH OT HECNOCOOHOCT Ja C€ CEOH WM CTOH Ha €OHO MAcTO. Hali-BepoaTHO € ToBa Aa ce
CNY4YH B PAMKHUTE HA MbPBUTE HAKONKO CEAMMLUM OT seveHueTo. [Ipu nauueHTH, KOUTO Pa3BUBAT TE3H
CHMMNTOMM, NOBULLIABAHETO HA A03aTa MOXKe aa ODble BpeaHo.

KbCcHH AHCKHHE3HH
an noxepaTta Ha NMpU3iHauH HAHWH CHMITTOMH HAd KbCHH IJHCKHWHC3HHY, TPHGBE 1a CH OOMHKCH
NOoOHWXABAHC Ha N03aTa HJH NPpCYCTAHOBABAHEC HA KECTHAlIIHH. CUMNTOMHTE HA KbCHA
MOKC Aa C€ BJioLuaT K 1OpH Aa Bb3HHKHAT CJIIC INPpEKPATABAHC HA JICHCHHCTO (BH{. TOHY /

CHHAHBOCT H BHEHE HA CBAT




JleuenuneTo ¢ KBeTHANKH € OMNO CBBLP3AHO ChC CHHAUBOCT M CBbHP3aHHUTE C HErO CHMMNTOMH, KaTo
cearpaHe (BxkK. To4ka 4.8). [Tpy KIHHHYHK NpoyuBaHUA 33 JE€YEHHE HA NALHEHTH ¢ OMNOJIAPHO
NeNpecus, Ha4YanoTo € 0OMKHOBEHO B PAMKHMTE HA MbPBHTE 3 SHH OT JICYEHHETO H € NPEAHMHO OT JieKa
[0 yMepeHa HHTeH3UMBHOCT. [laLMeHTUTe H3NUTBAT COMHOJIEHTHOCT C T€bK HHTEH3UTET H MOXe a
M3UCKBAT MO-YECTH KOHTAKTH 32 MUHHUMYM 2 CeAMHULM OT TOKBATA HA CbHIAWBOCT HIIK JOKATO
CHMNOTOMUTE Ce NoAOOPAT KaTo MOXKE /1a C€ HANOKH NPEKPATABAHE Ha NEYEHUETO, KOETO TpaDBa na ce
B3eMe 0/ BHHMaHHeE.

OprocraTHYHA XHIOTOHHS

JleueHHeTO € KBETHANHUH CE CBBP3BA ¢ OPTOCTATHYHA XHITOTOHHA M C BUEHE HA CBAT (BX. pasaen 4.8),
KOMTO KaTO ChHIIMBOCTTA C€ MOABABAT OOHKHOBEHO O BpEME Ha Ha4aJlHUg NEPHOA H NMPH TUTPHpaHe
Ha go3ata. ToBa MOXe [1a MOBKILIM Y€CTOTATA Ha CTy4alHOTO HapaHsaBaHe (naaaHe), 0codeHo NpH
BBb3pacTHOTO HaceseHue. [1o Ta3u npuuuHa, nauneHTrTe Tpadea na ObAAT NOCHBETBAHM 1
NOAXOXKAAT C BHUMAHUE, IOKATO Ce 3aN03HAAT C MOTEHUHATHUTE €PEKTH HA IEKAPCTBOTO.

KeeTnanun Tpatsa na ce W3Mon3sa ¢ NOBUILEHO BHUMAHHE MPH NAalMEHTH C U3BECTHO ChPACUHO-
CBLIOBO 3a00ssBaHEe, MO3BLYHO-CHLIOBA 0ONECT, UM HAKOU APYFH CLCTOAHKA, NMpeApa3nonaramy KbM
XHNOTOHHUA. [IpH Bb3HMKBaHE Ha OPTOCTATHYHA XUNOTOHHA TpAOBa 1a ce UMa NMPEIBH/ HAMAJIEHHE HA
N03aTa UNH NO-TIOCTENEHHO THTPHPaHe, 0COOEHO MPH NALMUEHTH CbC CHITBTCTBALLO ChPAEYHOCHAOBO
sabonaBaHe.

CHHApPOM HA CHHHA AlIHes

CHHAPOM Ha CbHHA anHes € JOKIaBaH NPU NALMEHTH, NpUeMaLlH KBeTHanuH. [1pH nauvenTH,
NOTy4aBally €AHOBPEMEHHO ACNPECAHTH HA UCHTPANHATA HEPBHA CHCTEMA U KOHTO HMAT aHaMHe3a 33
WK Ca H3J0KEHH Ha PUCK OT ChHHA alHeA, KaTo HaNpUMEP TE€3H, KOUTO €a ¢ HAZHOPMEHO TENIO /
3aTJILCTABAHE WM Ca MbXKe, KBeTHANWH TpaGRa 1a ce npynara ¢ NOBUIIEHO BHUMAaHHE.

I'spyoBe

B xoaa Ha KOHTpOAHpaHy KAMHHYHY NPOYYBAHHUA, HE € UMAJIO Pa3/lHKa B 4ECTOTATa Ha NPHCTBLITUTE
[Py NALHEHTH, NEKYBaHW C KBETHaNHH WK miauedo. Hama HanHuHH AaHHH 3a YecToTaTa Ha
MPUCTBIIKTE NPH MALMEHTH C aHAMHE3a 3a I'bpPYOBE.

KakTo H npH Opyrure aHTUNCHXOTULH, CE MPENOPHYBA MOBHLUCHO BHHMAHHE MPH JICHCHHE Ha
MauMeHTH ¢ aHaMHE3a 3a rbpHoBe (BAK. TOUYKA 4.8).

HeBponenTH4YeH MAJIHTHER CHHAPOM

HeBponenTHHHWAT MATUMHEH CHHAPOM C€ CBbP3Ba € JICUCHHETO C AHTHNCHXOTHYHU JIEKApPCTRA,
BIJTIOMHTEIHO M € KBETHANHWH. (BX. TOUYKa 4.8). KNMHHUHHTE NPOABHY BIITIOUBAT XUNEPTEPMUA,
MpOMeHeH NCHXKHYEH CTaTyC, MYCKYJIHA PUrHAHOCT, BEreTaTHBHA HECTAOUNHOCT W NOBHILEHA
KpeaTHHYH ochokrHaza. B Takbs cnyuai, kBeTHanuH TpaOBa [a ce NPpeycTaHOBH H Aa €€ 3anouHe
NOAXOAALLO JIeHEHHE.

CepoTOHHHOB CHHAPOM
CHNbTCTBALOTO NpUoKeHHe Ha KBEeHTHAKC U ApYrd CEPOTOHHHEPIHUHH cpeacTea kato MAQ
HHXHOUTOPH, CENEKTUBHH MHXHOMTOPH Ha pebnTeiixka Ha cepoToHHH (SSRI), HHxubUTOpH Ha
pebnTeiika Ha CepOTOHHH H HopaapeHaauH (SNRI) nnv TpHMUMKANYHA aHTUIENPECAHTH MOXKE A3
AOBeAE A0 CEPOTOHHHOB CHHAPOM, NMOTEHUHMAIHO XKUMBOTO3ACTPALLABALLO CHCTOAHHE (BXK. TOUKa 4.5).
AKO CBITbTCTBALLOTO NIEYEHHE C APYTH CEPOTOHUHEPrUYHH CPEACTBA € KIHHHYHO ONpaBAaHo,
MpenopbsUBa Ce BHUMATENHO HabaoieHue Ha nalMeHTa, ocobEHO No BpeEME Ha 3armo4BaHe Ha
Je4YeHHeTO ¥ NOBHLIABAHE HA Ao3aTa. CUMATOMMUTE HA CEPOTOHWHOB CHHAPOM MOXE [1a BKJIIOUBAT
MPOMEHH B NCHXHYHHA CTATYC, BET€TaTUBHA HECTADMNHOCT, HEBPOMYCKYAHH HApYLUCHHA W HIH
CTOMALUHO-YPEBHH CUMIITOMM.
[Tpu cbMHEHHE 33 CEPOTOHUHOB CHHAPOM TpAORBa Aa ce OOMHUCNM HaAMaANIABAHE Ha 103
NPeyCTAaHOBABAHE HA TepanuATa B 3aBUCUMOCT OT TEKECTTA HA CHMITTOMMTE,

Texxka HeYTPONEHHAA H ArPAHYJIONMHTO3a
[Ipy KN"MHHYHH NPOYYBAHUA HAa KBETHANHKH € HMATTO CHODLIEHHS 33 TeXKKaA HEYTpO




HeyTpodnaute <0,5 X 10%/L). [ToBeueTo ciyuan Ha TEXKA HEYTPONEHHS Ca Bb3HHKHAH B PAMKHTE Ha
HAKOJIKO MECELA Clief] 3aMoHBaHEe HA JIeUEHHE ¢ KBETHAINKUH. He e nmano siBHa 3aBUCMMOCT OT 403aTa
Ha JieKapcTBoTO. [1oCTMApKETHHIOBHUAT ONMUT MOKA3Ba He HAKOH clyyau ca OUny atanHm.
B13MOKHHTE PHCKOBH (haKTOPH 32 HEYTPONEHHUA BKJIKOYBAT NPEALIECTBALL HHCBK OpoH Ha BenuTe
kpbeHu kneTku (BKK) n anamHesa 3a HeyTponeHus. B Hakoun cinyvan obaue T4 ce nossasa npu
nauyeHTy 6e3 npeallecTBaluM puckoBH paktopu. KseTnanuH Tpsadea na Oble cnpaH npu NaUMEHTH ¢
6poit Ha HeyTpoduanTe <1,0 X 10°%/L. [Tauuenrute TpaOBa Na ce HabaoaaBaT 3a NPU3HALIA W
CHMITOMM Ha HHPEKUHA, a OpoAT HA HEYTpOpHUIHUTE 1a Ce Npocaeassa (A0KaTo He HaIXBupaaT 1,5 X
10°/L) (B3k. Touka 5.1).

HeyrponenuaTa Tpabea aa ce uMa nmpeaBy NPH NALKWEHTH C HHPEKUHA WIH MMOBHILEHA TEMNEPATYpa,
oco0eHO MpH JiMnca Ha cueBHACH(HHU) M npeapasnonaraw(u) gakrop{u), karo TpadBa ga ce jekyBsa no
KAMHHUYHO NOAXOAsLL HAYUH.

[TauuenTrTe TpAOBA Aa ce CHBETBAT HE3a0AaBHO Aa CHOOLIABAT 32 110ABATA HA MPH3HALN/CHMITTOMM,
CbOTBETCTBALUY HA arpaHy/IoLMTO3a WK HHpEKUHA (HANp. MOBHLICHA TeMIIEpaTypa, ¢j1abocT,
neTapruf, Wik Bb3NaJeHO MLpio), No BCako Bpeme npy tepanud ¢ Ksentuake. [1pu Takusa naumeHTH
TpabBa 6bp30 na ce nacneapa 6posat Ha WBC u abcomoThauar 6pok HeyTpodunn (ABH), ocobeHo npu
OTCBCTBHE HA Npeapasnonaraiy paxkropu.

AHTH-X0THHEPrAYHH (MYCK2PHHOBH) eeKTH

HopxBeTHanuH, aktvBeH MeTabonuT Ha KBeTHANKH, UMa YMEPEH 10 CUIEH aHHUTET KBM HAKOJIKO
NOATHINA HA MYCKapHHOBH pelienTopH. TOBa JONPHUHACA 3a HexXe/laHHUTE NEKAPCTBEHU pPEaKUMH, KOUTO
OTpa3fABaT aHTH-XOJHHEPrHYHU €EKTH, KOraTo KBETHAlHWH €€ U3NO0A3Ba B NPENOPBLUYHTEIHUTE A03M,
KOFATO C€ H3MOJ38a €AHOBPEMEHHO ¢ APYTH JIEKAPCTBA C AaHTHU-XONHHEPTUUHH €DEKTH U NpH
HacTbNBaHe Ha npeao3upaHe. KseTnanuH Tpabea ga ce U3non3sa ¢ MOBHILEHO BHUMAaHHUE TIPH
NauHEHTH, MPUEMALLK NEKAPCTBA ¢ AHTH-XOJIMHEePruyHHU (MyckapuHOBH) edekTH. KpeTHanuHd TpabOea
Jie c€ U3MOJ13Ba C MOBHLLIEHO BHUMAHHWE MNPH NAaLMHTH C HACTOALLA WM C aHAMHE3a 3a 3apBbXKKa Ha
YpHHA, KIHHHYHO 3aHYUMA MPOCTATHA XUNIEPTPOPUS, YpeBHA OOCTPYKLMA UJIH CBBHP3aHH ChCTOAHHUA,
MOBHUINEHO BHTPEOUHO HAJIATaHE UNKW TACHO-bI'bJ/IHA rnaykoMa (Bx. ToukH 4.5, 4,8, 5.1 u 4.9).

B3ianMoaeHcTBHSA

Buxre chiyo Touka 4.5.

EnHOBpPEMEHHOTO NPUIOKEHHE HA KBETHAMNHWH C MOLUHH HHAYKTOPH Ha YEPHOAPOOHHTE €H3HUMH KaTo
kapbamazenrH uau GEHUTOHH MOXKE 3HAUYUTENTHO [1a MOHHKH I1a3MEHATa KOHLCHTpaUMs Ha
KBETHAMNMKH, KOETO MOXKE Aa MOBAHAC BbPXY €(hUKACHOCTTA HA JIeYeHHETO C KBETHANMH.

JleyeHHe ¢ KBETHAMMUH ITPH NALMEHTH, KOMTO NOJYy4ABaT HHAYKTOPHU HA YEPHOAPOOHUTE EH3UMH
TpsaOBa Na 3anouHe clell NpeLeHKa Ha MOJ13aTa OT TEPANUATa C KBETHANKMH CPELLY PUCKA OT
NpeyCTAaHOBABAHE HA TEPANUATA C HHAYKTOPU HAa YEpHOAPOOHHTE €H3UMH. BaxkHO € BCaka NpoMsiHaA B
A03aTa HA MHAYKTOpa Ha YepHOAPOOHHUTE €H3UMHU Ja Obae mocTeneHHa. AKO € HeobxoauMmo,
HHOYKTOPHTE HA HEPHOAPOOHUTE €H3UMHM TpAOBa 1a ce 3aMEHAT € He-HHAYKTOPH (Hanp. HaTpues
BaJINpoar).

Terao

UMa cboOuieHus 3a HaaJaBaHe Ha TErno NP nayUeHTH, KOMTo ca OUnK TpeTupaHn ¢ KBETHANMUH, Te
TpaOBa Na ce NpocaeaaBaT H IEKYBAT CbIVIACHO KMIMHHYHATA M0/13a U B CbOTBETCTBHE C
PBHKOBOACTBATA 33 NPHIIOKEHHE HA AHTUNCHXOTHLIM (BK. TOUKH 4.8 1 5.1).

XHOepriauxkeMus

HUma penxu cboblieHns 3a XHneprivkeMns U / WK pa3BuTHe Unn obocTpaHe Ha nuaber, noHakora
CBBbP3aH C KETOALKA03a HIH KOMA, BKNIOUYUTEHO HAKOU ClydaH ¢ aTtaneH W3xol (Bx. Touka 4.8). B
HAKOM CIY4aH € JOKNAABAHO MPEeAlECTRALLIO NOBUIIABAHE HA TEJECHOTO TEr10, KOeTo MoXke Aa Obae
npeapaznonarauy ¢aktop. [IpenopbunTeNHO € NoaX0aAaIOTO KIHHHYHO MOHHTOPHPAHE B
CbOTBETCTBHE C PbKOBOACTRATA 33 H3MOA3BAHE HAa aHTUNCHXOTHUH. [launeHTuTe, nekynat
AHTUNCHXOTUYHH NEKAPCTBA, BKIIOYHTENHO KBETHANWH, TpaORa na 6baaT Habnonapa / J,ui.n
W CHMIITOMH HA XHMEPrAHKEMHS (KaTO NONKARNCHS, NONHYPHA, nonudarua u cnabogy kR¥adig
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Jlsnnan

[Ipu KIMHHUYHK NPOYYBAHHKA C KBETHANKWH € HabNl01aBaHO NOBHLIABAaHE HA Tpurivuepuante, LDL u
obuua xonectepon (8X. cbillo Taka Touka 4.8). [losuuieHHTe HUBa HA TMNUAWTE TpAOBa aa ce
JEKYBAT CBI1ACHO KNAHHHUYHHUTE NMPENOPHKH.

Yavaxkapane na QT naTepBana

[TpH KAMHUYHK NPOYHBAHUA U NPH NpuacxkeHue curaacHo KXIT, nprHiokeHHeTo Ha KBETHANMH HE €
OWJIO CBBP3BAHO C NMPOABLIKUTENHO yBenyuaBaHe Ha abcomoTHute QT-untepsanu. B
MOCTKIMHHYHHTE NpOy4BaHus yabhkaraHe Ha QT-uHTepsana e buno HabaogaBaHo Npy NpUNOKEHHE
HA KBETHAIMMWH B TepaneBTHYHH J03K (BHXK Touka 4.8) u npu npepo3upane (Bxk. Touka 4.9). Kakro npu
BCHUYKH APYFH aHTUMNCHXOTHHYHM CPEACTBA, HEOOXOAUMO € NOBUILEHO BHUMAHHUE NPH NPEANHCBAHETO
HA KBETHAlMMWH NPY NALUEHTH CbC CbPACYHO-CHA0BO 23abonssaHe niv haMHIHa aHaMHE3a 33
yab/bkasade Ha QT- untepeana. Keetnanuu TpsaOBa Aa ce npuiara BHUMATENHO U KOraTo €
NpeanucaH eHOBPEMEHHO C JIEKapCcTBa, 3@ KOUTO € K3BECTHO, 4e noedwasat QT-vHTepBana unu
€IHOBPEMEHHO C HEBPOAENTHLM OCOOEHHO NPH NALIMEHTH B CTAPUECKA Bb3PACT, MPH MAUHEHTH C
BpOJEH CHHAPOM Ha yabkeH QT uHTepsan, 3acToiHa CbpAevHa HEAOCTATBYHOCT, CbpAEYHa
XHNEPTPOPHA, XUMTOKATUEMHA UMK XHITOMArHE3UEMHA (BXK. TOUKA 4.5).

KapaaoMHODATHS H MHOKAPAHUT

B KIMHWYHHTE H3INHTBAHKUA H MO BPEME HA MOCTMAPKETHHIOBHA OMHT CE CbOOLIABa 32
KapAHOMHONATHA U MHOKApAHT (Bx. Touka 4.8). [Ipyn nauHeHTH ¢ NOAO3PEHHE 3a KAPAHOMHONATHA
WK MHOKapaMT, TpsOBa oa ce 0OMHCIH NpeKpaTABAHE HA JIEYEHHETO C KBETHAlMKH.

TeKH KOKHH HEKETAHH PeaKlHH

Texku KOXKHH Hexkenanu peakunu (SCARS), sxmouuTenHo cungpoM Ha Stevens-Johnson (SJS),
TOKCHYHa enuaepManHa Hekpoania (TEN), ocTpa reHepanvinpaHa eK3aHTEMAaTO3HA NYCTYJ/103a
(AGEP), epurema mynrudopme (EM) 1 nekapcTeeHa peakuua ¢ €03HHOPUNHA U CUCTEMHHU CHUMITTOMH
(DRESS) kouTo mMorat aa 6baat ’KudBOTO3acTpallaBalld Wi QAaTANIHH, ca JOKNAABAHH MHOIO PAAKO
[pu JeHeHHe C KBeTHANMH. TeXKH KOKHH HexeniaHu peakLd (SCARs) obHkHOBEHO ce npossaBat ¢
eAHH WIH NOBEYE OT CNEAHHTE CUMIITOMH: OOLIMPEH KOXKEH OOpPHUB, KOHTO MOXe a Obae chplaiu WiH
CBBP3aH C MYCTYJIH, eKC(hONUHaTHBEH AEPMATHT, TPECKA, MMM(paAAEHONaTHA H Bb3MOXKHA €03HHOPHIHA
uin HeyTpodunna. [ToBeuero OT Te3u peakLMH ca HACTLITHAH B PAMKHTE Ha 4 CEAMHLIM Cnen
3a1104BaHE HA TEPANMUATA C KBETHAIIMH, HAKOH JIEKAPCTBEHU PEAKLMHU C €O3UMHO(DUINA U CHCTEMHH
cumntoMd (DRESS) ca HacTenunu B paMmkuTe Ha 6 CeOMHUM C/IEA 3aMOYBAHE HA TEPANUATA C
KBETHAMUWH. AKO C€ MOABAT NPHU3HALH U CUMIMTOMY, NMPEANONATraLUH TE3H TEXKH KOXHH peaKLHH,
KBeTHANuH Tpa0Ba Aa ce npekpaTu He3abaBHO W a ce 0OMHCIM aNTEepHATUBHO JIEHEHHE.

OTHemane:

CuMnToMH Ha oTHeMaHe Kato De3cbHUe, raacHe, rnasobonue, AMapua, NOBPLLIAHE, BUEHE Ha CBAT H
pa3Apa3HHUTENHOCT ca ONMHCAHH Clie/l BHE3AMHO NPEKbCBAHE HA KBETUAINUH. 3aTOBRA CE NPENOPDHYBA
IOCTENEHHO CIMUPaHE 32 NEPUOA OT NMOHE €4Ha A0 ABE CEAMHULM (BXK. To4Ka 4.8).

IIanueHTH B CTAPYECKA BB3PACT € ICHX032, CBLP3aHA ¢ AEMECHIHA

KeeTnanuh He € ogo0peH 3a jleueHHe Ha MAUUEHTH C NCUX03a, CBbP3aHa C JEMEHLIHA.
[Mpubau3nTenHo 3-KpaTHO YBENHUYEH PUCK OT MO3IBHHO-CHAOBH HEXXENAHU PEaKUHH € DX yCTaHOBEH
NPy paHAOMH3IUPaHH, NNauedo KOHTPOJHPAHU IPOYUHBAHUA NPU NOMyNaUUsd OT JEMEHTHO OONHH C
HAKOHW ATHNMHYHH AaHTUNCUXOTULIK. MeXaHU3MBT HA TO3U NMOBHLLEH PUCK HE € U3BECTEH. Y BEAHUYECHHUAT
PHUCK He MOXe 1a Obie M3KIIOUEH 3a APYTH AHTHIICUXOTHUH WX APYTH MOMyNaUurH NMalHEHTH.
KeeTnanuu Tpabsa na ce W3non3ea ¢ BHHMaHWeE NMpH MAUHEHTH C PUCKOBH GaKTOPH 3a MO3bUEH
HWHCYIIT.

[lpn meTa-aHanM3 Ha aHTHIICHXOTHLIHK, € NOKJ1AA8AHO, Y€ NPH NALUHEHTHTE B CTAPYECKYFRIPEE
NcMXx03a, CBbP3aHa C AEMEHLIHA, ChLIECTBYBA NMOBUILEH PHCK OT CMBDT B CPaBHEHHE / 5L

nse 10-ceamMuuHn NNauedO-KOHTPOSHPAHH NPOYYBaHHA ¢ KBETHANWH NpH CblluaTa |§ Rl
naumenTd (n=710; cpeana Bb3pacT: 83 roanHu; AManason: 56-99 roauHu) pUCKLT qF BB PIHES



NeKyBaHUTE C KBETHANKH nauueHTH € 6un 5,5% cpeuwyy 3,2% npu nnauedo rpynara. aunentrnre B
TE3H NIPOYUBAHHA Ca YMPE/H NOpalH Pa3IniuHA NPHUHHH, KOUTO ca DHJIH OYaKBaHH 3a Ta3H
nonynawLMs.

IMTaunenTH B cTapyecka BbipacT ¢ 6oaect Ha Parkinson (PD)/napxuuconnsnm

PeTpocnekTHBHO NPOY4BaHE Ha KBETHAIMMH MPH JICHEHHE HA MAUMEHTH € roJSMO ACNPECHBHO
pastpoiicTeo (MDD), noka3sa nosullieH pUCK OT CMBPT N0 BpEME Ha yNnoTpeba Ha KBETHAlKH Npy
NaLUUEHTH Ha Bb3pacT Hax 65 roguHu. Ta3u Bpb3ka He ce HabnloaaBa, KOraTto naudeHTuTe ¢ osecT Ha
Parkinson (PD) ca oTcTpaHeHu oT aHanuza. Ksernanus TpadBa aa ce npeanucsa ¢ NOBULLEHO
BHHMAHHE HA NaUMEHTH B HanpeaHana Bu3pacT ¢ 6onect Ha Parkinson (PD).

Hucdarns
HUma crnobuieHna 3a gucdarua (8. Touka 4.8) npu npyuemM Ha xBeTHanuH. Keernanux Tpabea aa ce
W3MON3BA C NOBUIIEHO BHUMAHUE NMPH MALMEHTH C PUCK 33 aCNUPALIMOHHA NHEBMOHMS.

3anex H wpeBHA OOCTPYKIHSA

3anexksT NpeACTaBNsABA PUCKOB (PaKTOP 33 YpeBHa 0OCTpyKuUHUA. MMa cbodLieHHA 3a 3anek U YpeBHa
oOCTpyKLHS MPH NleueHne ¢ KBeThanuH (Bxk. Touka 4.8). Tosa Biousa cbobLEeHHs 3a daTalieH H3XO0
NPy MaLKMEHTH C NO-BUCOK PHCK OT YpeBHa OOCTPYKUUSA, BIUIIOUHTENHO OOJIHH, NONYy4aBaLIH

e THOBPEMEHHO MHOXKECTBO JIEKAPCTBA, KOMTO HAMANABAT YPEBHUA MOTHIIMTET, H/WIH NAUUEHTH,
KOHTO MOKE Aa He cboOlaBaT cHMNITOMHU Ha 3anek. [latueHTuTe ¢ upesHa obcTpykuus/uieyc Tpsdpa
na ce HabmoaapaT BHUMATENHO W CNEUIHO A Ce IEKYBaT.

Beno3en Tpomboemboaninm (BTE)

HNma cbobienus 3a BeHo3Ha TpomOoembonus (BTE) npu neyeHue ¢ aHTHINCUXOTUYHU JieKapeTea. Tbil
KaTo NpH NAaLKEHTUTE, IEKyBaHH C AaHTHICUXOTHLIM, YeCTO NPUCHCTBAT U pHcKOBH (dakTopu 3a BTE,
BCHUKH BB3MOXHH puckoeH ¢aktopu 3a BTE Tpabsa aa 6bvaar uaeHruduuupain npean 1 no speMe
Ha JICYUEHUETO C KBETHANMWHHK CHOTBETHO J1a C€ NPEANPHEMAT NMPEBAHTHBHUTE MEPKH.

IHaakpeaTHT

Uma ¢1ob1enus 3a NaHKpeaTHT MPH KIHHHYHH NPOYUYBAHHWS W N0 BPEME HA NOCT-MApKETHHIOBHS
onuT. Cpea cboOWWEHNATA, MONYUEHH CNeA MTyCKaHe Ha na3apa, BBNPEKH Y€ HE BCHUKH CJIyudH ca
CBBHP3aHH C PUCKOBH (haKTOPH, MHOrO OT NaLMEHTUTE ca OUNU ¢ PaKTOpH, KOUTO € H3BECTHO, Y€ MOrar
Aa ObJe CBbP3aHHU C NAHKPEATHT, KATO HaMpUMEpP NOBULIABAHE HA TPUNTHLEPHAHNTE (BXK. ToUKa 4.4),
KaMBbHU B XKTbYKaTa, KAKTO ¥ KOHCYMALMA Ha ajIKOXOJI.

JonbJaHHTENHA HHPOPMALHS

JlaHHUTE 32 KBETHANHH B KOMOKHALMA C IUTHH WIH AUBAITNIPOEKC NPH OCTbP YMEPEH A0 TEXbK
MaHWEH €MNU30/l Ca ONPaAaHHYEHH, HO BLIIPEKH TOBA, KOMOMHHPAHOTO JieyeHHue ce noHaca n1odbpe (Bix.
Touka 4.8 u 5.1). JlavHuTE Noka3axa aAUTHBEH eeKT npe3 ceamuua 3.

Henpasuana yoorpeda H 310ynorpeda

HMa croOlueHns 3a ciyqau Ha HenpaBuiHa ynorpeba v 3noynorpeba. Moxe aa € Heodxoaumo
MOBULLIEHO BHUMAHHE, KOTATO Ce MpPEeANMCBa KBETHATUH NPU NALMEHTH C aHaMHE3a 3a oynoTpeda ¢
aNKOXOJ1 WIH HApPKOTHLIK,

JlakTo3a

To3u nekapcreeH NpoAYKT CbAbLPkKA fNakTo3a. [lauyvenTH ¢ peaxkH HacneacTBeHH npodaeMH Ha
HEMOHOCHMOCT KbM rajiakTo3a, MbJIEH JAKTa3eH AePHUUHT WU MI0K030-ranaxrosHa ManabcopOums He
Tps0OBa Aa npueMar ToOBa IEKApCTRO.

Harpnii
Tosa nekapcTrO ChAbpKa No-manko oT 1 mmol Hatpuit (23 mg) Ha Tabnetka, T.€. MOX

PaKTHUYECKH HE ChAbPAKA HATPHUH.

4.5 B3anMoZelCTBHS € APYIH JIEKAPCTBEHH CPpeACTBA B APYr¥ pOpMH HA B




[opaau nbpBHUHHTE eEKTH HA KBETHATNIHH BLPXY LEHTpaiHaTa HEPBHA CUCTEMA, KBETHaNWH Tpabaa
11a ce nNpynara ¢ NnoBULIEHO BHHMAHHE NPYU KOMOWHUPAHE C JIEKAPCTBA ¢ LIEHTPAIHO AEHCTBHUE H C

AJTKOXOJI.

Kesetnanuu TpabBa na ce W3non3Ba ¢ NOBUILEHO BHUMAHHE B KOMOHHALIUA CHC CEPOTOHUHEPTUYHH
neKapcTBeHW nNpoaykTH, kato MAO MHXHUOHTOPH, CENEKTHBHH HHXHOMTOPH Ha PEBIITEHKA Ha
cepoToHuH (SSRI), HXHOHTOPH Ha pebnTeiika Ha cepoTOHHH U HopaapeHanuH (SNRI) nnu
TPULMKANYHH AHTHUAENPECAHTH, Thi KaTO PUCKBT OT CEPOTOHHHOB CHHAPOM, MOTEHLHAIHO
KHBOTO3ACTPALLIABALLO CHCTOSHUE, € YBETHYEH (BXK. ToUuka 4.4).

HUinckea ce MOBUILEHO BHUMAHWE NPH NeUeHHE HA NMaUMEHTH, NPUHEMALLH IPYTd A€KapCTBa, KOMTO
MMAaT aHTH-XOJIMHEPTHYEHH (MYCKApPHHOBK) edeKTH (BHX pasaen 4.4).

Liuroxpom P450 (CYP) 3A4 e otrosopeH npeanMHO 3a uutoxpaM P450-meannpanuns metabonusam
Ha KBeTHamnuWH. B npoyuBaHe 3a B3aMMoAeCTBHATA, NPH 34paBH 100POBOJILIH, €AHOBPEMEHHOTO
MPUAOKEHHE Ha kBeTHanuH (n03a ot 25 mg) ¢ kerokonason ( CYP3A4 uuxubutop) e aoseno o 5- a0
8-kpatHo nosuweHre Ha AUC HuBaTa Ha kBeTHanuH. Bv3 oCHOBaA Ha TOBa, €AHOBPEMEHHOTO
npuaoxeHue Ha keetuanud ¢ CYP3 A4 uuxubutopu e nporysonokasaHo. He ce npenopbusa H
IPHEMAHETO HAa KBETHAMKMH €AHOBPEMEHHO ChC COK OT rperndpyT.

[Ipu hapMakOKMHETHYHO NPOYYBAHE C MHOTOKPATHO 03HMpaHe € HabM0ABaHO, Y€ NMPEANHCBAHETO HA
kapbaMazenuH (M3BECTEH HHAYKTOP HAa YEPHOAPODHH €H3UMH) MO BpEeME Ha JIEYEHHE C KBETHAMNMUH
3HAYHMTENHO NOBHILABA KJIMPbHCA HA KBETUATIHH. TOBa YBETHUEHHE HA KIHPBHCA € HAMATKIO
€KCITO3HLUATA Ha KBeTHANWH (M3mepeHa kaTo AUC) no cpeaHo 13% B cpasueHue ¢ Ta3u Npu
NMpuUjiaraHe caMo Ha KBeTHanuH. B pesynrar Ha ToBa B3aMMOACHCTBHE MOXE 1a Bb3HHKHE
MOHMXKABAHE Ha MNJ1a3MEHUTE KOHLIEHTPALIMK, KOSTO [1a CE€ OTPa3d BbpXY €(PHUKACHOCTTA Ha JICYEHUETO
¢ KBeTHanHH. JIeYeHHEeTO ¢ KBeTHANMUH NPH NAaLUEHTH, KOUTO NMOAY4ABAT YEPHOIAPOOHH EH3IUMHH
HHIYKTOPH, Tpa0OBa Ja cTasa Cjie BHUMATENHA NPeLeHKa Ha ChbOTHOLLEHHETO MOJ3a OT JICUEHHETO ¢
KBETHANHH cpeLly PUCKA OT NPEYCTAHOBABAHE HA JEYEHHETO C HEPHOAPOOHUSA EH3IHMEH HHAYKTOP.
BaxkHo e Bcaka npoMAHa Ha YepHOAPOOHHA €H3IUMEH HHAYKTOP Aa cTaBa nocreneHHo. [1pu
HeOOXOAMMOCT, YepHOAPOOHHA eH3HMeH HHAYKTOP TpabBa Aa Obae 3ameHeH ¢ He-UHAYKTOop (Hanp.
HATpUEB Bannpoar) (Bx. Touka 4.4).

PapMakOKHHETHKATa HA KBETHAMKWH HE CE MPOMEHA 3HAUYHTEIHO OT €AHOBPEMEHHOTO MNPHIOXKEHHE HA
auTuaenpecanT, iMunpamuH (M3eecteH CYP 2D6 uHxubutop) nan dnyokceTnH (nasected CYP3A4
u CYP2D6 uHxuburop).

(dapMaKkokHHETHKATa Ha KBETHANWH HE CE MPOMEHSA 3HAYHTENHO NMPH €ZHOBPEMEHHOTO NPHEMAHE C
AHTHUIICUXOTHLIH, PHCAEPUIOH MK xanonepuaon. Obaue € IHOBPEMEHHOTO NPHIIMKEHHE Ha
KBETHAaNWH W THOPYAA3HH NOBULLIABA KJUPBLHCA HA KBETHAMHH ¢ npudnusurento 70%.

(DEIPMHKOI{HHETHI{HTH Ha KBCTHAIHWH HC CC NPOMEHA 3HAYHTCHO NPH CAHOBPCMECHHOTO TNPHUEMAHE C
HHMCTHOAHH.

(PDapMaKOKHHETHKATA HA JIUTHA OCTABa HEMPOMEHEHA NPH €JHOBPEMEHHOTO NpUIaraHe ¢ KBETHaMUH.
B enHo 6-ceAMHUYHO PAHIOMH3UPAHO KIMHUYHO U3NHTBAHE HA JIMTHH U KBETHANUH TabNETKH €
yIBKEHO 0¢BO0O0XKAaBaHE CIpAMO NMiauedo v xBeTHanuH TablIETKH C YOBDKEHO OCBOOOKNABaHE
NMPH BL3PACTHH NALIMEHTY C OCTPa MaHUA MO-BHCOKA YECTOTa Ha EKCTpanHpaMHUaHH CeOuTHA (No-
CNELMATHO TPEMOP), CBHAUBOCT W HaJlJaBaHE Ha Terjo e HabniogaBaHa B rpynata ¢ Ao0aBsHe Ha
NNTHUH B CpaBHEHHE C rpynara ¢ nodaraHe Ha nauedo (Bx. Touka 5.1).
(PapMakOKMHETUKATA HA HATPHEBHS BAINPOAT U KBETHAMUH HE CE NMPOMEHAT B KNTHHHYHY 3K
CTENneH KOraTo ¢€ npuemMar B KomOuHauus. PeTpocneKTHBHO NpOYyYBaHE NPH ACLA H B 785,
[O/IyyaBany BATNPOAT, KBETHAMHMH, MK H ABETE, € OKA3AJIO NO-BACOKA HHLMAEHTHONT N of 8k A
JIEBKONEHN U HEyTponeHus B KoMOMHKMpaHaTa rpyrna cpelly MOHOTEpaneBTHYHATA I} AL
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Oduuuaney NpoyyBaHys 3a B3aUMOJEHCTBHE CbC CHPAEYHO-CHI0BH NIEKAPCTBA HE Ca NMPOBEXAAHH.

[penopbyBa ce NOBHUIEHO BHUMAHHUE NNPY EAHOBPEMEHHO NIEYEHHE C IPYTH JIEKAPCTBEHH NPOAYKTH,
33 KOWTO C€ 3Hae, Y€ MOTAT Aa NPEeAN3BHKAT eJIEKTPONUTEH aucdanaHc unu Morar aa yawkat QT-
MHTEpBaJl.

Hma cboblueHua Ha GanimnBo NOAO0KHTETHH Pe3y ITaTH NPU NMPOBEXAAHE HA €H3HMHH HMYHOOTHYHH
H3cledBaHHs 32 METAAOH Y TPHUHUKIHYHHY aHTHACNPECAHTH NPH NALMEHTH, KOMTO Ca NpHeManu
kBeTuanuH. [Ipenopbupa ce NOTBbLPIKAABAHE HA CHBMHHWTEHUTE PE3YATATH OT CKPHHUHT NPH
HMYHOAHAIM3 C NOAXOAALIA XpOoMaTorpagdcka TeXHHKA.

4.6 @epTHIAHTET, OpeMEHHOCT H KbPMEHE

bpemeHHoOCT

[Tvpeu mpumecmop

YMEpPEeHOTO KOJIMYECTBO MyONUKYBaHH AAHHH OT Cllyyau Ha OPEMEHHOCT ¢ €KCMO3KLUKA Ha KBETHANMKH
(T.e.mexay300-1000 n3xonao0TOpeMeEHHOCT), BKTFOUUTETHO OTACAHH ChODILIEHHUA U HAKOH
obcepBaLiMOHHH KIIMHHUYHK H3NUTBAHUA, HE NPEANONAraT NOBUILEH PHCK OT MAIPOpMALMH, AbJKALIH
ce Ha neyeHUueTo. Bbi ocHOBa HA HANTHYHMTE NaHHK, 0Dauve, HE MOKE A C¢ HanpaBy KaTeropuvHo
3aknoueHue, [1poyusaHuaTa npy >KMBOTHH Ca NOKA3A/TH PENpPOAYKTHBHA TOKCHUHOCT (BXK. TOUKA 5.3).
[To Ta3u npuuKHa, KBeTHANHWH TpAOBa Aa ce Npuara no BpeMe Ha OpeMEHHOCT CaMO KOraro nonsara
3a Maifxara npeByLLIaBa, NOTCHUHATHUSA PUCK 3a NJI0AA.

1 pemu mpumecmuvp

HosoponeHy, Ha KOWTO MaRKHTE Ca NPHEMAKIT RHTHMNCHXOTHLUH (BKITIOYUTENHO KBETHAMWH) NO BpeEMe
HA TPETHS TPUMECTHP Ha OpeMEHHOCTTa, Ca HITOXKEHH HA PHCK OT HEXENaHH PEaKLMH, BICTHOYHTENHO
EKCTpPanMpaMHIHK W / LI CHMNITOMH HA OTHEMAHETO, KOMTO MOTAaT [a BapHpaT MO TEXKECT H
NPOABIKHTENHOCT criea paxaaHeto. Mma cboliieHus 3a 8b30yaa, XHNEPTOHHA, XHIIOTOHUA, TPEMOP,
CBHH/IMBOCT, PECTIHPATOPEH JUCTPEC WM HapylLleHHs Ha xpaHeHeTo. CnenoBaTenHo, HOBOPOAEHHTE
TpAOBa Aa ce HabMOAaBAT BHHMATEIIHO.

KbpMeHe
Bb3 ocHOBa HA MHOIO OrpaHUYEHHUTE JaHHH OT MyONHKYBAaHH CHOOLUCHUA 33 EKCKPELMA Ha KBETHANKH

B MAHUYMHOTO MJIAKO, €KCKPELIMATa HA KBETHANHWH B TEPANEBTHYHH A03H U3IJIEHKAA MAITKO BEpPOATHA.
[Topany nurica Ha HaJeXAHH JaHHHU, TpAOBaA na Cce B3eME PELICHUE Jau [1a CE NpeyCcTaHOBY
KbDMEHETO MJIM Ja C€ NpeycTaHOBM TepanuaTa ¢ KBeHTHaKC , KaTo ¢e B3eME NpeaBuA nonsara ot
KbPMEHETO 33 AETETO Y N0J13aTa OT TEpPANHATA 33 HKEHATa.

Qeprunurer
EdexTure Ha KBETHANHH BBPXY (PEPTUINTETA NPH YOBEKA HE Ca OUeHABaHW. EdexTH, CBbp3aHu C

MOBHILEHW HHBA Ha NMPONAKTHH, ¢a Habmoaasasy Npy NILXOBE, BBNPEKH Ue T€ HE Ca AUPEKTHO
NPUIMKHUMH NpH xopa (BX. Touka 5.3 [lpeakiuHnyRy aHHu).

4.7 EdexTt Bopxy cnocobnoctra 3a mopupane u pabora ¢ MANIHHH

Hmaiiky npeasua NbpBHYHHATE €GEKTH HA KBETHAIMIMH BLPXY LIEHTPANHATA HEPBHA CHCTEMA, TOH MOXE
Na NOBJiMAe BbPXY JEHHOCTUTE, KOMTO H3UCKBAT NCHXHUYHA KOHUEHTpauus. [1o Ta3n npHyHHa,
nayueHTUTE TpaOBa Aa 6bAAT NOCHLBETBAHM [a HE WOPHPAT HAH paboTAT C MaLIWHU 0KATO HE
pa3depar KakBa € TAXHATA MHAMBHAYAIHA UYBCTBHTEIHOCT.

4.8 Hexenanu 1eKapcTBeHH PeaKN4dH

Haii-uecTute Hexenanu peakunu (HJIP), cbobluasanu 3a keernanuH (>10%) ca: chbHAH

HA CEPYMHHMTE HUBA HA TPUIIIHLIEPUANTE, NOBUIUEHUE HA ODLIKA X0NeCTepO (MPEIHMH
xonecTtepona), HamaneHue Ha HDL xonectepona, HannasaHe Ha Terno, NOHWKEH XEMOr




eKCTPanUpaMHaHH CHMNTOMM.

Texckute KoxkHA HexkenaHH peakuns (SCARs), BxiouBain cuHapom Ha Stevens-Johnson (S1S),
TOKCH4YHa enuaepmanHa Hekponnia (TEH), nekapcTseH 0OpHB ¢ €03MHOPUINA H CHCTEMHH CHMITTOMH
(drug rash with eosinophilia and systemic symptoms, DRESS), ca ¢bobiasann kato ¢ebp3aHu ¢
JNEUECHHUETO C KBETHATIHH.

YectoTaTa HA HEXKENAHUTE JICKAPCTBEHH PEKALIMH, CBLP3aHH € TEpPAnUaTa ¢ KBETHaNHH, ca
npeacraseHu B Tabnuuara no-aony (Tabnuua 1) cnopea gopmar, npenopwuan ot Council for
International Organizations of Medical Sciences (CIOMS 11 Working Group 1995).

Tabanual HJIP, cBbp3aHH ¢ TEPANHATA ¢ KBETHANHH
Hexxenanute cuOuTHA ca K1acHHULIMPAHH NO YECTOTA KAKTO cielBa : MHoro 4ecty (> 1/10), vectu (>

1/100 - < 1/10), neuectu (= 1/1000 - < 1/100), peaku (= 1/10 000 - < 1/1 000), MHOrO penxu
(< 1/10 000), u c Hen3BecTHA YecTOoTa (HE MOraT Ja ¢e NPEeABUAAT OT HAJTUUHUTE JaHHH ).

Hapywenus na xpvema u aumgprama cucmema

MHOro 4ecTH: NOHHKEH XEMOrNOOHH 22

YecTu: neskoneHua' %, nodwwxeH 6poit Ha HeyTpOdHNKTE, NOBHILABAHE HA
eozvHopunuTe?’

Heuectu: TPOMBOUMTONEHHUSA, AHEMHA, MOHHXKaBaHE Ha Opos Ha TpombouuTHTe ",
HeyTponeHus'

Penku: arpaHyouHTo3a’

Hapywenus na umynnama cucmema

HeuecTH: CBPbXYYRCTBHTEAHOCT ( BKIIOYHTEIHO AIEPrHYHH KOXKHH PEKaLiHH)

MHoro peaku: aHaQWIAKTHYHH peakLnu’

Enooxkpunnu napyuienus

YecTn: XHMEPNpoaakTHHEMHs > noHrxkaBaHe Ha o6usa T4**, noHmkaBaHe Ha
cBoGoanua Ts2*, noHnxarae Ha o6una T3%*, mosmwaeane va TSH>

HeuecTn: nouvxapade Ha ceobonHus Ti*, xunotupeonansbm *!

MHoro peakH: HEAOCTATBYHA CEKpeLUa HA aHTHAUYPETHYEH XOPMOH

Hapywenus na memaboausma u xpanenemo

MHOro 4ecTH: NOBHILABAHEHA CTOHHOCTHTE Ha TpHravuepuaure '™, nosuwasaxe Ha

o6wus xonectepon (npeanmuo Ha LDL xonecrepon)'!~®

HDL xonecrepon'’*, nosriasaxe Ha rersnoro®?

, MIOHHXKAaBaHC Ha

YecT: IOBMLUEH aneTHT, IMOKO3aTa B KPbBTA CE YBENHYABA A0 XUIIPErIHKEeMHYHH
Hupa®°

HeuecTH: XMnoHaTpHeMHs'?, 3axapeH aHabet ', ek3auepbauns Ha CblLIECTBYBaLY
nuaber

Peaku: MeTaboIHTEH CHHApPOM *

Ilcuxuunu Hapyuenus

YecTH: HEeOOHYaHH CHHHUILA ¥ KOLIMAPH, CYMUIHIHN HAMEPEHHA H CYHLIHHO
noseaeHue”’

Penxu: COMHaMOYJ/IHIbM H CPOJHHTE MY PeakLiMK KaTo roBOPEHE HA CbH H CBLP3aHu
CbC ChHS XPAHHTENHH Pa3CTPOHCTBA

Hapywenus na nepsnama cucmemd

MHOro 4ecTH: samasHocT'C, rnapobonue, cbHNUBOCT !
eKCTpanupamu JHU cumnromu'!

Yectn: AU3apTPHUS

Heuectu: Fbp4', CHHAPOM Ha HECMOKOMHHTE KPaKa, KbCHA AMCKHHE3UA'
cuHkon*!°

Cupoeunu napyuernus

YecTi: Taxukapaus®, nannuraunn’

Heuecty: yabkaeave Ha QT-unrepsan'-'*'® | Gpanukapaus®

C Hen3BecTHa KapAHOMMONATHA, MUOKAPAUT

4eCTOTA:

Hggﬂuenm Ha ouume




YecTu: 3aMBIIEHO 3PEHHE

Cvoogu HapyuieHus

YecTH: opTocTaTHyHa XUnotoHus*'°

Penkn: BeHO3eH TpoMBoeMGOaH3IBM!

C HeHn3BecTHa yaap’

4yeCTOTA:

Pecnupamopnu, 2pvOHU U MEOUACMURATHU HADYIMENUR

YecTh: aucnxes

HeuecTu PHHHT

CmoMauiHO-4peeHU HAPVUEH I

MHoOro yecTH: CYXOTa B yCTara

YecTH: OUCTIENICHA, 3aMeK, NOBpbiaHe >’

Heuectn nucarns’

Penku: naHKpeaTHT ', upeBHa o0CTpyKuUMs/HIeyC

XenamobwiuapHu HapyueHus

Yectu: MOBHWABAHE HA CEPYMHHUTE TPAaHCAMHHA3H a/laHHH aMHHOTpaHcgepasa
(ALT)’, noevwapane Ha rama-GT croiiHocTHTE °

HeuecTtH NOBHLIIEHHE HA CEPYMHATA acnaprat aMuHotpaHcdepasa (AST)

Penxu: XCBTEHHLA® , XENaTHT

Hapywenus na xoxcama u nOOKOXICHAmMa MyvKau

MHoro peaxu. aHrHoesemM’, cHHApOM Ha Stevens-Johnson’

C Heu3BecTHa TOKCHYHA eNHAEpManHa HEKpOnH3a, epHTeMa myaTHdopMe, OcTpa

4YeCTOTA: reHepaju3upaHa ek3aHTemartosHa nycrynosa (AGEP), nexapcTeen cOpus ¢
€03HHO(HINUA W cHcTeMHU cUMITTOMH (DRESS), koxeH BaCKyuT

HHB}WEHM HA MYCKYAIHO-CKeaemuama cucmema u CHEOUHUMEAHAMA MbKAH

MHOro peaxH: pabaomuonusa

Hapywenus na 6vbpeyume u nuxounume nvmuyq

HeuecTu PETEHLIMS HAa YPHHATa

bpemennocm, nyepnepuym u nepuHamainy CbCmMosHuA

C HeusBecTHa HEOHATAJIEH CHHAPOM Ha OTHEMAHETO’!

YECTOTA:

Hapywenun na 6b3npouzsodumessama Cucmema u 2vbpoama

HeuecTh: ceKcyajiHa ANCHYHKUHS

Pengu: MPHANHIbM, FANAKTOpEs, NOAYBAaHE HA MbPAHTE, MEHCTPYAIHH HapyleHHs
Obwgu napywenua u epexmu Ha MACMOMO

MHOro 4ecTH:. CHMITTOMH Ha OTHEMaHeTo'”

YecTu: JIEKO acTeHuA, nepudiepHH OTOLH, Pa3aApPasHUTETHOCT, MHPEKCHS
Peniu: HEBPOJIENTHUYEH MAJIMTHEH CHMHAPOM ', XHNIOTEPMHUS.
Hzcneosanus

Peaku: | INoeuminasaue Ha kpeaTnH doctoknHazara'®

| .Buxxre Touka 4.4.
2.COMHONEHTHOCT MOXE Aia ce NosABH OOMKHOBEHO NMPE3 NMbPBHUTE IBE CEAMHLIK HA NCUEHHETO H
0OMKHOBEHO H34€3Ba NPHU NPOABIKABAHE HA JIEUEHUETO C KBETHAIMHH.

3.ACMMNTOMATHYHO NOBULLIABAHE (MpeMHHaBaHe OT HOpManiHO KbM > 3 X ULN no Bcsako Bpeme) Ha
cepyMHuTe TpaHcaMuHazi (ALT, AST) unaun rama-GT HuBa ca HabnioaBaHU MPH HAKOHW NMALMEHTH,
JIeKYBAaHU ¢ KBeTHanWH. Te3n nopHleHUs ca OOMKHOBEHO OOpaTUMH NPH NPOABLKHTETHOTO IEHEHHE
C KBEHHANHH.

4.KaKkTo ¥ NpH ApyruTe aHTUNCHXOTHLH ¢ andal anpenepruuno OJOKHPaLIO BEHCTBHE, KBETHAMIHH |
MOJKE 1a 4eCTO Aa HHAYLUpA OPTOCTATHYHA XMNOTOHHA, CRbp3aHa CbC 3aMaHBaHe, TaxykKap]
HAKOM MaLHeHTH, CHHKOMN, OCOOEHO MO BPEME HA HAYANHUSA NTIEPHOA HA TUTPHUpAHE ﬂc:aa'r

4.4)

5.M3uncnasaurero Ha yecrorata Ha HJIP ca OMiIK nonyyeHu oT NoCTMAPKETHHIOBH AaH
6. KpbBHa 3axap Ha rnagHo > 126 mg/dL (= 7,0 mmol / L) unu kpuBHaTa 3axap cnen xpg % *
> 200 mg/dL (= 11,1 mmol / L), Hai-Manko €auH nbT. 2\ d
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7. YBenuueHHe Ha CliyyanTe Ha Avcgardsa ¢ KBeTHanuH cpewy mnauedo ¢ HabniosaBaHo CaMo NpH
KJIHHHYHM NPOYYBAHHUA MPH OHNONAPHA AENPECHS.

8. Ha 6a3zara Ha> 7% yBenHueHHe Ha TEJECHOTO TEerJ0 OT H3X0AHOTO HHBO. Cpellla ce rnaBHo npe3
MbPBHTE CEAMHLUH Ha JIEYEHHE NPH BBL3PACTHH.

9. CnegHHUTE CHMNITOMM Ha OTHEMaHE ca HabmonaBaHu Hal-4eCcTo NpH NNauedo-KOHTPOAHPaHHY,
KNHHHYHK NPOYYBaHUA HA MOHOTEPANUS, KOUTO OLEHABAT CHMITTOMHTE Ha OTHEMaHeE: De3ChHHUE,
rajeHe, rnasobonue, JHapHs, NOBPbLLUAHE, BHEHE HA CBAT W Pa3Apa3HUTENHOCT. HecToTaTa Ha TE3H
peakLUHd HaMa/IABa 3HAUMTENHO ciaea | ceaMuua ciel NPEKbCBAHE HA JIEUEHHETO.

10. Tpuranuepnaun >200 mg/dl (>2,258 mmol/l) (npyu nauveHTH Ha BB3pacT 218 roauuu) Unu
>150 mg/dl (>1,694 mmol/l) (npy nauneHTH Ha BB3pacT <18 roanHu), HAH-MAJIKO €AHH MBT.

11. Xonecrepon 2240 mg/dl (26,2064 mmol/l) (npy nauneHTH Ha BB3pacT > 18 roaHHu) Uy

>200 mg/dl (5,172 mmol/l) (npu naunedTH <18 roanHy), Hal-MaNKO €QUH MBLT. Y BETHYEHHUE HA
uusara HaLDL-xonectrepona >30 mg/dl (0,769 mmol/l) ce Habntopasa MHoro decto. CpeaHara
MPOMAHA NMPH NauMeHTHTe ¢ nogobHo nosuiuasaHe € 41,7 mg/di (>1,07 mmol/l).

12. Buxre Texcta no-gony.

13. TpomGountu < 100 x 10°/L, Hali-Ma/ko €AMH NbT.

14. Bb3 ocHOBa Ha KJIIMHHYHO NMPOY4YBaHe HexkeNaHH CbOWTHA Ha KPBRTA KpeaTHH ocdOKHHa3a
YBeIHYEHHUE HE € CBBLP3aHA C MAJIMTHEH HEBPONENTHYEH CHHIPOM.

15. HuBa Ha nponakTtuH (nauueHTH Hag | 8-roguwHa sb3pact):> 20 pg / L (> 869,56 pmol / L)
mbxke;> 30 ug / L (> 1304,34 pmol / L) xeHH no BCAKO BpeME.

16. Moxe na noseae 10 NOHHKABAHE.

7. HDL xonectepon: <40 mg/dL (1,025 mmol / I} mbxe; <50 mg/dL (1,282 mmol / L) xkeHcku no
BCAKO BPEME.

18. [ToBHIWIaBaHe HA YeCTOTA H& NALIMEHTH, KOUTO UMAT yab/KaBaHe Ha QT-uHTEpBaia oT

<450 msec Ha > 450 msec ¢ > 30 msec yeennuenue. [Ipu nnauebo-koHTpONHpPaHH NPOYUYBAHHA C
KBETHAlHUH CpeHATa NPOMAHA HA YECTOTAaTa Ha NAUMEHTHTE, KOUTO HMAT YALIKABAHE A0 KIMHHAYHO
3HAYUMO HHUBO € NoaoOHa Mexly KBeTuanuu U rmiauedo.

19. Cnyuan Ha BeHO3Ha TpoMBOEeMOOINA, BKIIKOUHTENHO Clly4aHn Ha DenoapobHa eMOonns M ciydau Ha
Abnboka BeHo3Ha TpoM003a, ca Oy qoKsiaaBaHe NpH JieUEHHUE C AHTUMNCHXOTHYHH NIEKApCTBa.

20. Cnyuan Ha CYMUMAHU MHCJH U CYWUHAHO NMOBEACHUE ca CboOILABAHM MO BPEME HA JICUEHHETO ¢

KBETHAMHWH WU CKOPO cNel CrupaHe Ha nedeHUeTo (BHXK pasgenu 4.4 u 5.1).
21. Buxre TOuYkKA 5.1

22. HamaneH xemornobuu a0 < 13 g/dL (8.07 mmol/L) npu mbxe u < 12 g/dL (7,45 mmol/L) npu
KEHH, Hal-MANKO €QWH MBT, HACTHBA NPH | 1% OT NaUMEHTHTE, NEKYBAHH C KBETHAMMKH NPH BCHYKH
NPOy4YBaHHUA BKIIOUHTENHO OTBOPEHUTE Pa3llivupeHU. 3a TE3H NAUHEHTH, MAKCUMATHO CPEAHO
HaManeHHe Ha XxemMornod1Ha no Bcako Bpeme e 1,50 g/dL..

23.Te3u cboOlLIEHHA Hal-uecTo ce HA0MI0AABAT NPH ONPEACAAHETO HA TAXUKAPIHUR, BHEHE HA CBAT,
OPTOCTATHYHA XHUIIOTOHUA H / WK MOJNIEKALLO CHPACHHO/pECTUPATOPHH 3aD0NABAHHA.

24. Bb3 ocHOBa Ha NPOMEHUTE OT HOPMATHOTO U3XOAHO HUBO 10 CTOMHOCT OT MNOTEHLHAIHO
KJAMHHYHO 3HAYEHHE N0 BCAKO BpeMe CJIE U3X0AHOTO HHBO BLB BCHUKHU U3NMUTBAHHA. [IpomMeHuTe B
obwuga T4, cBobonnus T4, oOwina T; v cBoboanua T4 ce onpenenart karo < 0,8 x JITH (pmol/L), a
npoMmsaHnata Ha TSH e > 5 mIU/L no Bcako Bpeme.

25.Bb3 OCHOBA Ha MOBULLEHATA YECTOTA HA NMOBPBLUAHE MPH NALMEHTH B CTAPUYECKA Bb3pacT (Z2635-
roULIIHA Bb3PacT).

26.B13 ocHoBa Ha npomMAHa Ha HeyTpodHuauTe oT 21,5 X 109/L Ha uaxoano HuBo 0o <0,5 x 109/L no
BCAKO BpPEME HA JICYEHHETO W Bb3 OCHOBA HA NMALKEHTH C TEXKa HeyTponeHua (<0,5 x 109/L) u
HMH(EKLIMA MO BPEME HA BCHUYKH KJIHHUYHH H3MUTBAHHKA C KBETHANHH (BXK. TOUuka 4.4).

27.B13 0CHOBA HA NPOMEHH OT HOPMANHO U3XOAHO HUBO 0 CTOHHOCT OT NOTEHUHATHO KJIHHUYHO
JHAYEHME T10 BCAKO BPEME C/Iel H3XOAHOTO HHBO BbB BCHUKH H3NKTBaHus. [IpoMenunTe Ha
eo3nHodHunnTe ca onpeaeneHH karo >1x 109 kneTkw/L no Beako speme. [IpomenuTe B eo3nHOpUANTE
ce onpenens karo >1x 109 knetkus/L no BCAKo BpeMme.

28. Bb3 ocHOBa Ha NPOMEHH OT HOPMAMHOTO H3XOAHO HHUBO Ha MOTEHUHANHO KIIHHHYHO 3HA4YHMO
HHBO MO BCAKO BPEME CIEJOCHOBHOTO, MPH BCHUKH NpoyusaHus. lipomenure 8 WBC ce onpggeny
kato < 3x10° kierkw/L, no Bcako Bpeme. ‘g'r.\" fo
29. B13 ocHORA HA CHOOLIECHUATA 3a HEXKeNaHH CbLOUTHA Ha MeTabONHTEH CHHAPOM OT BAMAIKY ”
KITAHWYHH W3NMTBAHWA C KBETHAMMH.

30. Ilpu Hakou NnauMeHTH ce HabTioaaBa BIOLLABAHE Ha NMOBEYE OT €4HH OT MeTabonu

TErno, KpbBHATA 3aXap U IUMUAWTE NpPH KITHHUYHUTE NIpOoyuBaHUA (BXK. TouKa 4.4),




31. Buxre Touka 4.6.

32. Moxe 1a ce MpOABH MPU UIIH OKOJIO 3aMI0YBAHETO HA JICHEHHETO U MOXKeE Aa Ce CBbp3sa ¢
XHMOTOHUA H/HNK cuHKON. HecToTaTa € Da3zupaHa Ha AOKIIAAM 33 HEXENAaHH NeKapCTBEHH pPeakUnM 3a
OpaarMKapaus ¥ CBbP3aHH ChOUTUA NPH BCHYKH KIMHHYHH H3MTHTBAHHA C KBETHAIMHH.

33. Bw3 ocHOBA Ha peTpOCNIEKTHBHO HEPAAOMHU3HPAHO ENHIEMHOJIOTHYHO NPOYUBAHE.

Cnyvau Ha yabmkasaHe Ha QT- uHTepBana, kamepHa apuTMHus, BHe3anHa HeobACHUMA CMBPT,
cbpAeueH apecT H torsades de pointes ca noknaaBaHy NpH yNoTpedaTa Ha HEBPOIENTHLIM H C€ CYUTAT
3a e(PeKTH Ha KJ1aca JEKapCTea.

IleguaTpHuna NONY.IARKHA
Counre HJIP, onucaHu no-rope npy Bb3pacTHH CNEABA 44 C€ OTHACAT M 3a [ela H IOHOLLH.

Crneasawara Tabanua o6o6wasa HJIP, kouTo ce nogBABAT B MO-TONSMA YECTOTA B KATErOPHATA MPH
aeuara H woHowHTe (10-17 roanHyu), oTKONKOTO NpH Bb3pacTHOTO HaceneHue nyu HJIP, kouto He ca
OWIW YCTAHOBEHH NPH Bb3PaCTHOTO HACEMEHHUE.

Tabauna 2 HJIP npu nena n 10HOmH, CBLP3AHY ¢ TEPANAA ¢ KBETHANHH, KOATO BL3HHKBAT
¢ 0-BHCOKA Y€CTOTA OTKOJAKOTO NPH BL3PACTHHTE WJIH KOHTO He €A HACHTRPRUHPAHN BLB
Bb3PACTHATA NONYJAALHA

HexxenaHure cnOMTHA ca NOAPeAEHH NO YECTOTaTa KaKTO cneaBa: MHOro Yectu (=1/10), vectu
(21/100, <1/10), Heuectu (21/1000, <1/100), peaxu (=1/10 000, <1/1000) 1 MHOroO peaxu

(<1/10 000).

Hapywenus na endoxpunnama cucmema

MHOTr'0 4€eCTH: [ToBHILEHHE HA TIPOAKTHH '
Hapywenua na memabonauzma u xpareremo
MHOI0 YeCTH: [loBHLIEH aneTHUT

Hapywenusa na neperama cucmema

MHoOro uecTH: ExcTpanupaMuody cumnromu?
YecTH: CuHkon

Cv008u HApYyueHUA

MHOro yecTH: [NosHiaBaHe Ha apPTEPHANHOTO HansraHe’
Pecnupamopru, 2pbOHU U MEOUQACMUHQITHY HADYUERUA
HecTtu: PHHHT

CmomautHo-4peeru HapyueHus
MHoro uectu: IloBpELIIAHE

Obwu napywenus u epexmu Ha MACMOMO HA NPUNOINCEHUE
YecTu: Pa3apasHuTeHOCT

1.CroitHocTH Ha nponakTuH (naumeHTH < 18 roaunu): > 20 pug/L (> 869,56 pmol/L) mbxke; > 26 pg/L
(> 1130,428 pmol/L) xenn no Bcsako speme. [1o-manko ot 1 % OT nauMeHTUTE HMAT YBETHUEHUE HA
HWBOTO Ha nposiakTuH > 100 pg/L.

2.Ha 0a3aTta Ha npomMsAHa Haa KTMHHUYHO 3HAYHMH Nparose (aaanTUpaH OT HALUMOHANHUTE HHCTHTYTH
0 KPHTEPHHUTE 32 XUrueHa) unu ysenuueHus > 20 mmHg 3a cucronnoro waun > 10 mmHg 3a
AHACTONTHOTO apTEPHAIIHO HAIISITAHE M0 BCAKO BpeMe B 1BE KpaTkocpouHH (3-6 ceamuuy) nnauedo-
KOHTPONMPAHH NPOYUBaHHA.

3.3abenexka: UecToraTa € B CbOTBETCTBHE C Ta3H, HabJIKOAaBaHa NPU BH3PACTHH, HO
pa3apasHUTENIHOCTTa MOXKe 71a Oblie CBBP3aHO ¢ PAIHYHH KITHHHYHH NOCIEACTBYA NPHU AeHaTa H
[OHOLLKUTE, B CPABHEHHE C Bb3PACTHHTE.
4. Bukte TouKa 3.1

ChobuiaBaHe Ha MOAO3IMPAHKN HEXENAHH peaKLMH
CroOuaBaHeTo Ha MOAO3UPAHH HEXKEJIAHHW PeaKkuHH cliea pa3peluapaHde 3a ynortpeba H
MPOOYKT € BaKHO. TOoBa NO3BOJIABA Aa NPOAL/IKH HAONIOAEHHUETO Ha CHOTHOLLIEHHETO
nekapcTBeHUA NpoaykT. OT MeAHLIMHCKUTE CNELIHATACTH C€ W3UCKBA A3 ChoDLIaBaT B
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4.9 Ilpeao3upamne

CUMITOMH

Hali-o6wo, ¢chobuiaBaHuTe NpU3HaAUA K CHMITTOMH ca pe3y/ITaT OT 3aCH/IBAHE Ha NO3HATHTE
¢apMaKkoNOrHyHM €eKTH Ha AKTUBHOTO BELUECTBO, T.€. 3aMaiBaHe M CEAaLHA, TAXUKAPAHA,
XUMNOTOHHUA H AHTU-XOJUHEPTHYHH €PEKTH.

[penoznpaHero MoXe Aa AoBelde A0 yAb/kasaHe Ha QT MHTEepBana, NpUNagbuH, ENUAENTHYEH
cratyc, pabaomMuonn3a, MOTHCKaHE Ha AHLIAHETO, 3aAbpkKaHe Ha ypHHa, oObpkBaHe, ACTHPUYM, H /
WIH Bb30yna, koMa H CMbPT. [[auMEeHTHTE ¢ NPEALIECTBALLO TEXKKO ChbPACYHO-CBIOBO 3a001BaHe,
MOJK€E Ia ca C MOBHILEH PHCK OT edeKTHTE Ha npenosupane. (Bux Touka 4.4, OprocroTHuHa
XHMOTOHHA ).

[loBeaeHKe npy npeao3dpaHe
Hsama cneuunduueH aHTHAOT HA KBeTHANWH. B cnyvaun Ha TeXXKW npu3Hauy, TpadBa aa ce uMa npeapu

Bb3MOXKHOCTTA 33 YHACTHE Ha MHOTO JIEKAPCTBEHH MPOAYKTH H Ce TMPenopbyYBaT HHTEH3UBHH MPHKH
BIUTIOYHTENHO OcBOOOXKAaBAHE U MOAAbPKAHE HA AMXATEIHHUTE MbTHILA HA NALMEHTA, OCUT'YPABAHE
Ha a€KBaTHO MOAAaBaHEe HA KMC/IOPOA H BEHTHNALMA K MOHHTOPHPAHE U NOAAbLPIKAHE HA CbPACYHO-
CbAOBATA CUCTEMA.

Bb3 ocHoBa Ha nybOnuKyBaHaTa nurTeparypa, NAaUKEHTHTE C Aenup 4 Bb3Oyaa u ¢ u3paseH
AHTUXOJHHEPTHUYEH CUHAPOM MOXe Aa ObAaT NeKyBaHH ¢ QPU3OCTUIMHUH, | -2 mg (NpU HENPEKbCHATO
npocneaspane Ha EKI'). Toea He ce npenopbusa KaTo CTAHAAPTHO JIEYEHHE NOPaAH MOTEHLHATHO
OTPHLATEHHA ePeKT HA PH3OCTHIMHH BbLPXY CbpACYHATA NPOBOANUMOCT. DHUIOCTUIMUH MOXKE Na ce
H3noa3Ba, ako HaMa oTKioHeHHsa B EKI'. Jla He ce n3non3sa GU30CTUrMHUH B Cy4aid Ha HapylUueH
PUTBM, BCAKAKBA CTENEH HA ChpaeueH Onok wnu paswmpenne Ha QRS.

Tbit kKaTO HAMaNABAHETO HA aGcopOLMATA NPH NPEAO3UPAHE HE € NPOYYEHO, TpAOBa Na ce uMa
npeAByA NPUNAraHEToO Ha CTOMALIHA NPOMHUBKA (cnea HHTYSauns Ha NaLMEHTH, KOMTO ¢a B
Oe3Ccb3HAHWE) H NPUEMAHE HA AKTHBEH BbIJIEH €AHOBPEMEHHO C J1AaKCaTHB.

B ciyuauTe Ha npeao3MpaHe ¢ KBETHANKWH, Bb3HUKHANATA XHNOTOHHA TPAOBA Aa ObaAT NeKyBaHa ¢
MOAXOASINA MEPKH, KATO MHTPABEHO3HU TEYHOCTH H / WIH CHMNATHKOMHUMETHYHY CPEACTRA.
AnpeHanuH K gonamuH TpsdBa na ce u3bdbarsar, Thi KaTo OeTa-CTUMYNalIMATA MOXE A2 BIIOUIH
XWNOTOHUATA BbB BPb3Ka ¢ KBETHANKH, ApeAN3BUKaHa OT anda-onokana.

BunmaTenHoTo nekapcko HabntoaeHune U npocneassaHe Tpadsa ga npoAbIKY A0 BH3CTAHOBABAHETO
HA MAUMEHTA.

5. ®MAPMAKOJIOTrHYHHU CBOHCTBA

5.1 dapmMakoagHHAMEYHH CBOHCTBA

ATC xon: NOSAHO4

MexaHuzbM Ha IeCTBUE
KBeTuarnuu e aTHNyUYeH aHTUNCHXOTHUEH areHT. KBeTHanuH ¥ aKTUBHHUAT HOBELWIKH N

MeTa0OJINT HOPKBETHANHH B3aMMOIEHCTBAT ¢ LUHPOK CNEKTHP OT HEBPOTPAHCMHUTEPHH




KBeTHanuH U HOPKBETHANMKH NOKA38aT aPUHHTET KbM MO3BYHHTE CEPOTOHWHOBH (SHT>) H
ponamuuoBuTe D n D> peuentopu. [lpennonara ce, ye Tazn KoMOMHALMA OT peLEenToOpeH
AHTArOHU3bLM C NMO-BUCOKA CeNleKTUBHOCT KbM SHT: B cpaBueHue ¢ D penentopure, KOUTO
JONPHUHACAT 3a KJIHHHYHHTE aHTUNICUXOTHYHHW CBONCTBA H HUCKKHTE EKCTPaNUPaMHKHAHH HEXKENaHH
peakuuu (EI1C) Ha kBeTHaNKH B CpaBHEHHWE C THNHYHUTE aHTUNCHXOTHLM. KBeTHaNUH H
HOPKBETHAMWH HAMAT 3Ha4YuTeENeH aQHHUTET KbM OEH30AHA3ENHHOBUTE PELIENTOPH, HO NPHUTEXaBaT
BUCOK AQUHHUTET KbM XMCTAMUHEPrHYHHTE H apeHepruuHuTe anga- 1 peuentopu n ymepen apuHHTET
KbM aapeHepruuHnTe anga-2 peuentopu. KsetHanuH uma HUCBK WIH HUKAKBB abUHHUTET
KbMMYCKApPHHOBH peLEenTopH, 10KATO HOPKBETHAMKHH KM YMEPEH 10 BUCOK aHHHUTET KbM HAKOH
MYCKAPMHOBH PELIENTOPHU, KOSTO MOXKeE [1a ODACHH aHTH-XONHHEPrHYHHUTE (MYCKAPHHOBH) eeKTH.
DakTbT, Ye HOPKBETHANWH HHXUWOWpa NET peuentopa U vMa 4aCTHYHOTO arOHHCTHYHO JEHCTBHE Ha
SHT1 A peuentopa, MO}e Aa AOTIPUHAcs 3a TEpaneBTHYHAaTa €PUKACHOCT HAa KBETHANMH KaTo
AHTHAEMPECAHT

dapMaxKogHHAMH4YHHU CROHCTRA:
KBeTHanuH € akTHBEH NPH TECTOBE 32 AHTHIICHXOTUYHA AKTHBHOCT KATO YCAOBHO PE(PNEKTOPHO

n30arease. Tol cbLO Taka OnokHpa AeHCTBUETO HAa AarOHHUCTH HA JONAMHHA, U3PAa3eHO NMOBEACHYECKH
WK e1eKTPOPH3HOIIOrHYHO U MOBHILABA KOHLIEHTPALIMHTE HA META0OJHTHTE Ha AONAMHHA,
HeBPOXHMHYHHUA HHAEKC Ha Onokanarta Ha Dr-nonamyHoBHTE peLienTopw.

[Tpu npeaknuHuuHY TecToBe, npeasiknay EINC, ksernanuu ce paznnuasa OT CTaHAapTHHTE
AHTHNCHXOTHUHW M MMa aTHnH4YeH npodun. KeeTHanuH He NpoayUHpa CBPbXUYBCTBHUTETHOCT KbM

D> -nonaMHHOBHTE PEUENTOPH ciea XpoHHuHa ynorpeba. Ksetnanui npeanssuxea camo cnaba
KaTaIencHs B 1034, KOMTO €heKTUBHO On1okupat Dz-10NaMHHOBUTE peLIENTOPH.

KBeTHanuH npHTexkana CelEeKTHBHOCT KbM TMMOHYHaTa cCUCTEMa, KaTo OJIOKMpa AeNo/apU3aLMaTa Ha
Me30IMMOHYHHUTE U HA HUTPOCTPHATYCHUTE JONAMHH-ChABLPXALIM HEBPOHH CNEA MPOAB/HKHTENHO
neyenune. KeeTvanuH nokasea cnaba cnocoOHOCT 3a NpeAU3BUKBAHE HA JUCTOHHA TMPH NALMEHTH,
YYBCTBHTENIHU Ha XaJIONEPHAOQ WK NPH HeTuTpupadHy Cebus-maitMyHH cliell KpaTKO WM
NPOABLKUTENHO eueHUue (BmK TOUKA 4.8)

KnuHuuyHa edDeKTHBHOCT:

Husohpennn

Pesynrarure OT TpH nnauebo-KOHTPONIUPAHH KITMHHYHY NMPOYYBAHUS, NPU NpUjiaraHe Ha Bapupalli
1031 KBETHATHH, MPH JIEUEHHE Ha NALMEHTH C IUW30PPEHHSA, HE MOKA3BAT PA3IMKa MeXy KBeTHAINMKH
W nnauebo rpynute no oTHoweHue Ha yeenuueHue Ha ETIC wiu npuapyxasaua ynorpeda ¢
AHTUXONUHEPTHYHH cpeacTea. Pesynrature oT miaueb0-KOHTPONIHPAHO KITMHHUHO NPOYYBAHE C
(hUKCUpAHH A034, MPH KOETO Ca NMPUIaraHy A03H KBETHAMHH OT NOPSAAbKA Ha OT 75 110

750 mg/nHeBHO, HE MOKa3a pa3nuKa MexAY KBeTHanuH W nnauedo npu cnyyanre Ha EINC unu
ynorpebara Ha CbNpOBOXAALIH AHTUXOMHHEPrUHM cpeacTBa. J{warocpouHara edUKacHOCT Ha
KBETHAIHH ¢ He3abaBHO ocBOGOKAaBaHE 3a NPEeBEHLUA HAa PEUMINBYU HE € MPOBEPABAHA B CJICNH
KJIMHUYHH NIpoyYBaHus. B OTKPUTH MpoyuBaHusA, NPy NAUUEHTH C LUKM3OPPEHUS, € NOKA3aHA
e()eKTHBHOCT Ha KBETHAIHH 33 NOAAbpAKaHE Ha KIIHHUYHO NOAOOpeHHe NPy NPOABDKUTE/IHA Tepanus
Ha MaLUWEHTH, MOKA3AJIH MbPBOHAYANIEH TepaleBTHUYEH OTIOBOP, KOETO Mpeanoara AbirorpaiHa
€(pEKTHBHOCT.

bunonspHo pa3CcTpOHCTBO

Ipu yeTupn nnauedo KOHTPOIUPAHHU KIMHUYHHY NPOYUYBaHHSA 34 OLEHKA Ha AHEBHH A03H Ha
kBeTHankH Ao 800 mg/neH 3a neueHre Ha yMEPEHO W3pa3eHH 0 TEXKKH MAaHWHHY €NU30AH, NPy ABE
OT KOUTO NEKAPCTBEHHUAT NPOAYKT € NPUNOKEH KATO MOHOTEPANHs, a NpH APYTHUTE B KOMOHHALMA C
JIUTHH WIH AHBAINPOEKC, HE € YCTAHOBEHA pa3fiiKa MEXAY MPYTNHTE, TPETHPAHH C KBETHAMNHH U
naauedo no orHoueHue Ha cayyante Ha EINC unn eaHoBpeMerHa ynotpeba Ha aHTHXONMKUHE

[lpv oBe npoy4yBaHHUA ¢ MOHOTEpANUA 3a NEYEHHE HA CPEAHO TEXKKH A0 TEKKH MAHHHH
KBETHANMWH JEMOHCTPHPA 3HAYHUTENTHO NO-BHCOKA €PEKTHBHOCT B CPABHEHHE C Maued
HaManaBaHe HA MAaHHHWHKTE CUMITOMH Ha 3 -Ta H 1 2-Ta ceamuua. Hama nanuum ot 4
Npoy4YBaHHA 33 €(PEeKTUBHOCTTA HA KBETHAMNMKH 3a NPeACTBPATARAHE HA CNCIBALM MaH



AeNpecHBHU enn3onu. JlaHHuTe 38 KOMOWHUPaHO NPWIOKEHHE HA KBETHANWH C AUBAINPOCKC HITH
JIUTUH NPH OCTPH YMEPEHO TEXKH 10 TEKH MaHWIHH enH30aM Ha 3-Ta M 6-Ta ceamKua ca
orpaHuueHd. Brnpeku ToBa, koMOMHUPAHOTO NieueHHe € 61uno ¢ fodpa NOHOCHMOCT. JlaHHHTe
noka3BaT aguTuseH edekT Ha 3-Ta ceamuua. [Ipu BTOpo npoy4BaHe HE € YCTAHOBEH aJIUTHBEH €EKT
Ha 6-Ta ceaMHLA.

CpeaHaTa 103a Ha KBETHAMNKWH € NOCAEAHATA CEAMULA MPH OTTOBOPHIIHTE Ha JIEHEHHETO e buna
npurGansntendo 600 mg Ha aeH W npubnusuTenHo 85% ot oTrosopuauTe ca OWIH B 1030BH rpaHALH
mexay 400 no 800 mg Ha neH.

[TIpy 4 KNHHWYHH TTPOYBAHHS, C NPOABIKUTENHOCT OT 8 CEAMHULMY, BKIIOUBALLH MALMEHTH ChC
CpeaHO TEXKH 10 TEXKH IENPECHBHU ENU30AH NpH DunionapHo pascTporcTso | nad 11, kBeTHanux ¢
He3aGaBHO ocBobokaaBaHe 300 mg u 600 mg e ¢cbC 3HAYHUTENHO NO-A00pa €PEKTHBHOCT B CPABHEHHE
C JIEKYBaHHTE C Nnauebo NauMEHTH 3a CbOTBETHUTE H3IMEPBAHHA HA U3XOAA: CPEAHO MoJodbpeHHe Ha
ouenkara no ckanata MADRS u 3a otroeopa, onpegenen kato Hah-manko 50% nopobpenue B
obwara oueHka no ckanata MADRS ot HauanHoTo HUBO. HAMa paznuka B cTeneHTa Ha edexra
MEXCAY NauueHTUTE, NnpueManu ao3a 300 mg keeTHanuH ¢ HezabaBHO OCBODOKAABAHE M MALIHEHTHTE,
npuemanu ao3a 600 mg.

Bue dazaTta Ha npoaBIDKEHHE NPH ABE OT TE€3W MPOYUBAHHA € YCTAHOBEHO, Y€ NPOABLILKHTETHOTO
JiedeHue Ha NaLMeHTH, oTroBopiiiH Ha kBetHanuH IR 300 nian 600 mg e 6eno edpexTrBHO B
CpaBHEHHE C JIEUEHHETO C MaLedo No OTHOWEHHAE HA CUMITTOMHTE Ha AENPECHATA, HO HE H MO0
OTHOLIEHHE HA MAHHHUHHUTE CHUMNTOMMH.

[pu ABe NpoyuBaHus 3a NPEBEHLMS HA PELIWANBH, OLIECHABALIH KBETHAMWH B KOMOHHAUMS CbC
cTabuaH3aTOPH Ha HACTPOCHHUETO MPU NALMEHTH C €NH30AH Ha MAHHAKAJIHH, AENPECHBHH HIIH
CMECEHH HACTPOEHHS, KOMOHHALIMATA C KBETHANHUH € C NO-100pa ePEeKTHBHOCT OT MOHOTEPAIHUA ChC
cTabW/IH3aTOPH Ha HACTPOEHHETO 32 YBEJIUYABAHE HA BPEMETO 33 PELUUWAHBHPAHE NPH KOUTO H Ja € OT
enuzoauTe {MaHUHHH, CMECEHH WIM JdenpecHpaHH). KBeTHanuH € npunaral JBa MbTH AHEBHO ¢ ODLH
ao3u ot 400 mg u 800 mg Ha neH KaTO KOMOMHUpAaHa Tepanus Ha NUTHH WK BAJINpOAT.

B eqHo 6-ceAMHYHO paHAOMH3UPAHO KIHHHYHO H3INKUTBAHE C NUTUHA U KBETHAINHH C YIBIKEHO
ocBoOOXKAaBaHe crnpsaMo Nnaueto U KBeTHANMH ¢ YAbLKEHO ocBoDOKAaBaHe NPU Bh3PacTHH
NAaLMEHTH C OCTPAa MaHHWA pa3jivkaTa B cpeaHoTo nogobpenune Ha YMRS mexny rpynara ¢ nobasen
nuTHii ¥ rpynarta ¢ aobaeeno nnauedo e 2,8 nyHkTa, a pazivkara B % peCroHAECHTH (ONpeaeneHo KaTo
50% nonobperne Ha YMRS ot n3xoaHo wueo) e 11% (79% B rpynara ¢ nobasen nuTHi cnpamo 68%
B rpymnara ¢ aodaseHo mauebo).

PesynraTure OT €1HO NPOABLMKHUTEIHO NPOY4BaHE ([TPOREXKAAHO JIEYEHHE 32 NEPHOA A0 2 I.) NPH
nauMeHTH ¢ Sunoaapuo adeKTHBHO PA3CTPONCTRO | BBPXY NpeBeHUMATA HA PELUMAHBHUTE NPH
NALHEHTYU ¢ MAHHAKAIHU, JENPECHBHY WK CMECEHH €MU30AH NMOKA3BAaT, Y€ KBETHATHH € NO-
e(peKTHBEH OT rauedo Mo OTHOWEHHE HA YAL/DKABAHETO HA NEPHOAA OT BpEME 0 pEUHIUB Ha
adeKTHBHOTO Pa3CTPOICTBO OT BCAKAKDLB THN (MaHHaKaneH, ACNpecUBed Wi CMECEH enuson). B
rpynara Ha KBetHanus np oo 91 nauuentH (22,5%) ce Habaronasa peUMAHB Ha pa3CTPOHCTBO Ha
HacTpoeHHeTo B cpasHeHHe ¢ 208 (51,5%) B nnauebo-rpynara n 95 (26,1%) npu npuemanure nUTHA.
[Tp1 OoTrOBOPHIHTE HA NEYEHHETO (PECMOHAEPH) C KBETHAMNHH, CPABHUTEIHHAT aHATH3 Ha
NPOAbL/DKaBAHETO HAa TEpPANMATa C KBETHAMWH H NPEMHHABAHETO KbM JIHTHH NOKa3Ba, ye
NpeMUHABAHETO KbM JIWTHH He BOAY A0 YABLHKBAHE HAa NEprHoaa AO peLManB Ha aheKTUBHOTO
pa3sCTPONCTO.

[TpH KNMHHYHHK NPOY4BAHHUA € OTYETEHO, Y€ KBETHAMMH € ePEKTHBEH MPH LLIU30PPEHHR H M
npuiaraHe JAsa IbTH JHEBHO, BLIPEKH Y€ KBETHATIHH UMa PapMaKOKHHETHUYEH MOJTY)KHB
npubnausuTenHo 7 yaca. ToBa ce nOTBLPKAABA H OT JAHHUTE OT NMO3UTPOHHO-EMHUCHOH
tomorpadua (I1ET), xoaro naeHtTnduumpa, e 3a KBETHANHH UMa okynupaHe SHT:z- u

peuenTopute a0 12 uaca. He e npaBeHa oueHka Ha CHIypPHOCTTa H €QHKACHOCTTA Ha
800 mg/nen.




KnnHnuHa 6e30nacHOCT

[1pu kpaTkocpouHH, NNaueSO-KOHTPOIUPAHH KIHHWUYHH NPOYUYBAHHA NPU NALHEHTH C IWH30(PEHH H
ounoaspHa maHHg 0000lIEHAaTa YECTOTA HA EKCTPANHPAMHIHH CHMNTOMH € O1na cXoaHa ¢ Ta3H Ha
nnauebo (wnzogpeHus: 7,8% 3a keeruanux u §,0% 3a nnauedbo; Ounonspua mauua: 11,2% 3a
kBeTHanuH H | 1,4% 3a nnauebo ). [Ipu KpaTKOCpOUHH, NMAaued0-KOHTPONHPAHH KIHHHYHH
npoyuBaHus npi MDD u Ounonspaa nenpecus ca nabnroaagaHe BUCOKH HHWBA HAa EKCTpanMpaMUAHH
CHUMIITOMH MPH NALHEHTH, NEKYBAHH C KBETHAMWH B CPABHEHHWE € Te3H, NeKyBaHu ¢ naauedo. [pu
KPaTKOCPOUHH, Malebo-KOHTpOAUpaHH MPOy4BaHUA NpU OUnonspHa aenpecus obodLueHaTa yecTora
Ha ekcTpanupamuaHuTe cuMnTomu € 8,9% 3a kBeTHanuH B cpaBHeHue ¢ 3,8% 3a nnauedo. [1pu
KIHHHYHH NPOYYBAHUA, KPaTKOCPOUHH, MNauecdO-KOHTPONHPAHH € MOHOTEPAIHS NPH MONAMO
aernpecusHo pascTpoicTBo (MDD) arperupanara HecToTa Ha eKCTpanupaMHaHH CHMNTOMH € 5,4% 3a
KBETHAMHH ¢ YAbLIKEHO ocBoboxkaaBaHe u 3,2% 3a utauebo. [pu kpaTtkocpouHH niauedo-
KOHTPOJIMPAHH MPOYUYBAHHA C MOHOTEpaNUA NpU BL3PACTHHU NAUMUEHTH C TONIAMO AENPECHBHO
paszctpoiicteo (MDD), o6o0Luenara yecToTa Ha eKCTpanvupaMHIHHTE CHMITOMH € 9,0% 3a KBEeTHANMHUH
¢ yabmkeHo ocBoboxaasaHe U 2,3% 3a nnauebo. [lpu SunonspHa genpecus ¥ MDD, yectorara Ha
WHAHBHUOYATHHUTE HEXENaHH ChbOUTUA (Hanp. akaTH3KsA, EKCTPAITMPAMHAHH HAPYLUSHHS, TPEMOP,
NUCKUHE3NUSA, NTUCTOHUA, 6e3NOKOHCTBO, HEBOJIHN MYCKYJTHU KOHTPAKLHH, ICHXOMOTOPHA
XHMNEPAKTHBHOCT H MYCKYJIHA PUTHAHOCT) He HaABHILABAT 4% BbLB BCAKA OT JICKYBAHHUTE TPy NH.

[Ipu kpaTKOCPOUHH, NaUEO0-KOHTPOIUPAHH NpOYUYBaHHA ¢ ¢pukcupaHa 1o03a (5 mg/d no 800 mg/d),
(B OMana3zoHa ot 3 Ao 8 ceaMULM), CpeAHOTO HAJJaBaHE HA TErO NPU MAUUECHTHTE, ICKYBaHH C
KBeTHanuH Bapupa or 0,8 kg 3a noza ot 50 mg axesHa no3za ao 1,4 kg 3a noza or 600 mg nHeBHa no3a
(c no-cnabo noeuiaBaHe npu gHeBHa no3a or 800 mg), B cpasHenue ¢ 0,2 kg 3a naumeHTHTe,
nekyBaHH ¢ niaueto. [IpoueHTLT Ha MaLUMEHTHTE HA KBETHANKH, KOWTO Hanaaear > 7% oOT TeIeCHOTO
Terno Bapupa ot 3,3% 3a a03a or 50 mg ao anesHa go3a ot 15,5% 3a no3a ot 400 mg nnesHa no3a (c
no-cnato nosuinasave npu 600 mg 1 800 mg aHeBHU A034), B cpaBHeHHUE ¢ 3,7% 3a NaUMEHTHUTE,
NEKYBaHH ¢ ruiayebo.

EnHo 6-ce AMUYHO PAHAOMH3HPAHO KITHHUYHO HU3ITUTBAHE C JIMTHIX H KBETHAIMHH € YABDKEHO
ocBobOKAaBRaHe CrpAMO auebo U KBeTHANKWH ¢ YIB/HKEHO OCBOOOXK IaBAHE NPH BBL3PACTHH
NaLMEHTH ¢ OCTPa MaHWA MOKa3Ba, Y¢ KOMOMHALMATA HA KBETHAINUH C YABDKEHO OCBODOMKAABAHE C
JIMTHI BOAM A0 NOBeYe HEXENaHu ceOuTHA (63% cripamo 48% npy KBETHAMMH € YABKEHO
ocBoboxkaaBaHe B koMOHHaUKa ¢ wnaueto). Pesyntarure o1 6€30MacHOCTTa NOKA3BAT MO-BUCOKA
YeCTOTa Ha eKCTPANHpPaMUAHK CHMOTOMM, ChoOmaBaHu npu 16,8% ot nauueHTHTE B rpynara c
nobassHe Ha NUTKHI U 6,6% B rpynara ¢ gobaesiHe Ha ruauebo, NOBEYETO OT KOUTO C€ CHCTOAT OT
Tpemop, cbobiasax npu 15,6% ot nauveHTuTe B rpynara ¢ fobaBaHe Ha nutuid U 4,9% 8 rpynara ¢
nobapsHe Ha rnnauedbo. Yecrtorata Ha CLHIUBOCT € NMO-BHCOKA B rPyNaTa ¢ KBETHAMHUH C YABJDKEHO
ocBoboxkaaBaHe ¢ nobaeaHe Ha nuTHiA (12,7%) B cpaBHEHYE C rpynaTa ¢ KBETHAMUH C YAB/DKEHO
oceoOoOKknaBaHe ¢ nobapaHe Ha rauedo (5,5%). OcBeH TOBA, MO-BUCOK MPOLICHT MaLMEHTH, JIEKYBaHH
B rpynara ¢ gobassHe Ha auTuii (8,0%), ca Hannanu Ha Terno (> 7%) B Kpas Ha JIe4EHUETO B
CpaBHEHHE C NALMEHTUTE B rpynara ¢ aobasgaHe Ha nnauedo (4,7%).

Tlpy auarocpoUuHy NpoyysaHud 3a npornakTUKa Ha PELIHAKB C OTBOPEH Mepuoa (B auanasoHa 4-36
CEAMHLIH), TIPE3 KOHTO NauueHTHTE ca OMAM JIEKYBAHY ¢ KBETHAIMUH, NOCNEABAH OT paHAOMH3HpaH
nepHoi Ha CMIHpPaHe, NP3 KOHTO naLMeHTHTe ca OUIH paHAOMHU3HPAHU HA KBEeTHATNHH KK nnauebo.
[Ipn nauueHTHTE, KOUTO ca OMITH PaHAOMHW3HPAHHU HA KBETHAMWH, CPEAHOTO HAANABAHE HA TEMNO MO
BpeME Ha OTBOPEHHA nepuox € 2,56 kg, a oT 48-Ta ceamyua Ha nepoaa Ha paHAOMH3UpaHe, CPeaAHOTO
yBennuaBaHe Ha Ternoto e 3,22 kg, B cpaBHeHHe ¢ H3X0AHOTO. [IpH nauveHTH, kouTo ca Ounu
paHIOMH3HpaHH Ha Nualedo, CPeqHOTO HAAKABAHE Ha TEMNO NO BpeMe Ha OTBOPEHHsA nepuoa € 2,39
kg, a ot 48-1a ceamuLia Ha NepUOAA HA PAHIOMUIKPAHE CPEAHOTO HanaaBsaHe Ha Terio € 0,89k
CpaBHEHHE ¢ U3XOJHOTO TETNO.

IIpy nnauedo-KOHTPONHPAHK MPOYUBAHHA NPH NaUKMEHTH B HanpeaHana Bb3pacT ¢ IC
C AEMEHLYS, YeCTOTaTa Ha MO3bYHO-CbA0OBUTE HHUHAEHTH Ha 100 nauneHTO-roaguHHK
BHCOKA NPH MALUEHTHUTE, JIEKYBaHHU C KBETHAMKWH, B CPABHEHHE C NAUUEHTHTE, JACKyBa



[1pH BCHUKKH KPAaTKOCPOUHH M1auedo-KOHTPONNPaHH NPOYUBAHHA HA MOHOTEPANHA NPH NALIKEHTH C
MbpBOHaYaneH HeyTpodunen 6poH > 1,5 x 109/L., e ycTaHOBEHA 4ECTOTa HA MOABA HA NOHE €AMH
cJyuail Ha npomsHa KbM HeyTpoduneH 6poit < 1,5 x 109/L ot 1,9% npu boanwkTe, nexkysanm ¢
KBETHAIMH B cpaBHeHHe ¢ 1,5% npu Te3u TpernpanH ¢ nnauedo. HuunaeHTHocTTa OT cMaHa o >0).5-
<1.0 x 109/L e 6una cbwara (0.2%) npyu nauUNEHTH, TPETHPAHH C KBETHAIMUH, KAKTO MPH TE3H
Tperrpadi ¢ niauedo. [Tpy Bcuuku KNHHUYHH TpoyUuBaHHA (NN1auebo KOHTPONUPAaHH, OTBOPEHH, C
POBEXKAaHA AKTUBHA CPAaBHUTEIHA Tepanus )Npy NALMEHTH ¢ HeyTpoduaeH bpoit >1,5 x 109/L,
YeCTOTATa Ha MOARA HA NMOHE eAXH cay4ai ¢bhc cMAHA Ha HeyTpoduneH bpoit <1,5 x 109/L npu 2,9% u
no <0.5 x 109 /L e 6uno 0.21% npy naureHTH TpeTUpaHy ¢ KBETHAMMUH.

JleueHHeTO ¢ KBETHAMNMH € CBbP3aHO ¢ A030-3aBUCUMO HAMAJIEHHE HA HMBATa HA TUPOUJHHUTE
xopMoHH. Yecrotara Ha npomenuTe 8 TSH e 3,2% 3a kBeTHanuH B cpaBHeHHe ¢ 2,7% 3a nnauebo.
YecToTaTa Ha PEUMNPOYHHTE, MOTEHUHATHO KIMHHYHO 3Ha4UMKU npoMeHH Ha T3 uan Ty v TSH B Te3n
NPOyYBaHHUA Ca PEKH, KaTo HabnoaaBaHUTE NMPOMEHHK B HHBATA Ha THPOHJHHTE XOPMOHH HE Ca
CBBP3aHH ¢ KIIMHHYHO CHMNTOMATHYEH XHNOTHpeonan3bM. HaMansasareTo Ha 061uuns v ceoboanmna Ty
€ MAaKCMMA/IHO B TBPBHTE LIECT CEAMHULH OT JIEYEHHETO ¢ KBETHAMUH, Oe3 No-HaTaTbLIHO CHYXKaBaHe
B MEPHOA HAa AbITOCPOYHO JIEUEHHE, 3a OKONO0 2/3 OT BCHUKH CITyuYaH, NMPEKPaTIBaHETO HAa NEUEHHETO
C KBETHAMMH € CBBP3aHO C OOpAaTHO pa3BUTHE Ha edeKTHTE BbPXY 001KUA U cBoDoaeH Ti, HE3aBUCUMO
OT NPOOBLIKHUTETHOCTTA HA ICUCHHETO,

Karapakra / noMbTHABAHE Ha JeulaTa

[Tp¥ KNHHHYHO NPOYUBAHE 33 OLCHKA HAa KATAPAKTOrCHHUA NOTEHUHAN Ha KBeTHanHH (200-

800 mg/neH) B cpaBHEHWE C pUcnepraoH (2-8 mg/aHeBHO) NMPH NALUEHTH C WH30PPEHHS HIH
LIN30a(EeKTHBHO Pa3CTPOHCTBO, MPOUEHTHT HA NALIMEHTHUTE C MOBULIECHA CTENEH Ha MOMBTHABAHE Ha
newara He e Onia no-BUCOKa B rpynarta Ha KBeTHanuH (4%) B CpaBHEHME ¢ Ta3H Ha PHCNEPUAOH
(10%), npy MaLWEHTH ¢ eKCno3uuua Hak-manko 21 meceuna.

IleanaTpHuHa MONY.ALHSA

KnuHyu4uHa ePHKACHOCT

EdukacHocTTa M 6€30MaCHOCTTa Ha KBETHANKMH €A H3C/ICABAHH B PAMKHTE Ha €HO 3-CEAMHYHO
ni1auebo-KOHTPOTMPaHO Npoy4YBaHe 3a JieUeHUe Ha maHuA (odxsawawo 284 nauvent ot CAlll Ha
pb3pacT [0 -17 r.). Ilpu npubausurento 45% ot vicnensanara norynalus € NocTaBeHa v AHarHosara
ADHD. lNMposeaeHo u apyro 6-ceaAMHUYHO NNAUEDO-KOHTPONNPAHO NPOYUBAHE BHPXY NALEHTH ChC
wh3ohpeHns (=222 nauueHTH Ha Bb3pacT 13-17 roavuu). H B aseTe npoyuBaHHs ca U3KJAIOYEHH OT
YUacTHE NaLMEHTHTE, KOUTO Ca C A0KA3aHA JIMIICA Ha OTTOBOP KbM KBETHANHH. JIeueHHeTo ¢
KBETHaNHH € 3anovHaTo B 1033 50 mg Ha AeH, kosTO Ha AeH 2 e noka4ysaHa Jo 100 mg na aeH
BIOCJEACTBUE € TUTPUPAHA JO NPHLUENHATa 1033 (NpH naudeHTH ¢ MaHus — 400-600 mg Ha aen; npu
nauueHTH ¢ wnzogpesus — 400-800 mg Ha neH) npu cTbnka Ha nokausade 100 mg, kaTto noszara €
pa3npeaeneHa B ABa WK TPH NPHEMA.

B npoyusaHeTO NpH NauLeHTH C MaHus palikkata B cpeanaTta LS npomsna Ha obuwusa YMRS ckop
cnpaMa H3XOOHMA (rpyna Ha aKTHBHO ICYCHUE MHUHYC fnauebo-rpyna) e cboTBeTHO (-3,21) npu
nauHeHTHTe Ha kBetranudH 400 mg Ha aeH v (—6,56) npu Te3u Ha kBeTnanuH 600 mg Ha aeH.
YecToTaTa Ha OTrOBOP KbM NeueHKreTo (noaodbpenue Ha YMRS ¢ >50%) e cvotBeTHO 64% npu
nauveHTUTe Ha KBeTHanuyd 400 mg Ha aeH, 58% npu Te3u Ha kBeTHanKH 600 mg Ha ned v 37% B
nnauebo rpynara.

B npoy4BaHeTO Npu nauueHTy ¢ lwun3odpeHns pa3nvkara B cpeaHara LS npomsHa Ha obins PANSS

nauHeHTHTe Ha KBeTHanuH 400 mg Ha aeH W (—9,29) 3a naudeHTHTE HA KBeTHanuH 800 mg
Huto Huckute (400 mg Ha aeH), HuTo BUcokUTe N03H (800 mg Ha aeH) KBETHANHH NPEBD

>30% penykuus Ha oD PANSS ckop cnpnmo H3X0AHUR). KakTo npy nauWeHTUTe ¢
npH T€3H ¢ WH30(QPEHHUS, NO-BUCOKHTE A03H BOAAT MO YUCAEH NO-HUCKA YECTOTA HA OTrO




TIEYEHHETO.

B eaHO TpeTo KpaTKOCPOUHO Niauedo-KOHTPOJHPaHO KIIKHHYHO H3NMTBAHE C MOHOTEPANHS C
KBETHAMWH C YABJIKEHO 0cBOOOXK1aBaHe NPH Aeua U IoHOUIH (Ha Bb3pacT [0-17 roanun) ¢ Ounonspya
nenpecua, erMKacHOCT He € aoka3zaHa.Hama gaHHH 3a MPOABIDKUTEIHOCTTA Ha eekTa WM
NpeBEHLIUATA HA PELIMIUBHUTE B Ta3W Bb3PAacToBa rpyna.

Kaunnuna 6e30nacHoOCT

B kpaTkocpouyHuTe neJWaTpuyHH H3NWTBaHHUA ¢ KBETHANHH, ONIUCaHU No-rope, Yectorara Ha EIIC 8
aKTHBHOTO pamo cnpamo anebo e 12,9% cpeuy 5,3% B KIIHHHYHOTO H3NKUTBAHE C LU30PpEHH,
3,6% cnpsiMo 1,1% B KIMHUYHOTO W3NUTBaHE ¢ OnnonapHa MaHug U 1,1% cnpamo 0% B KIMHHYHOTO
H3nuTBaHe ¢ OunonApHa aenpecus. Yecrorara Ha HaaaaBaHe HA TETJIO 2> 7% OT H3XOAHOTO TENECHO
TErJ0 B aKTUBHOTO paMo cripamo 1utauebdo e 17% cnpamo 2,5% B KITMHHYHHUTE W3NHTBAHUA C
nin3odpeHus ¥ GunonapHa MaHua U 13,7% cnpamo 6,8% B KTHHHYHOTO K3NHTBAHE ¢ DMNOAApHa
genpecus. Yectorara Ha ¢hOUTHS, CBBP3aHHM CbC CaMOyOHHCTBO, B aKTHBHOTO paMo cnpsaMo uiauebo e
1,4% cpemty 1,3% B KIMHHYHOTO W3NMUTBAHE C WH3odpeHus, 1,0% cnpamo 0% B KIHHHUHOTO
K3nuTBaHe ¢ OunonapHa mauna u 1,1% cnpamo 0% B KIMHHYHOTO H3NKUTBaHE ¢ OMNonApHa Acnpecus.
[To BpeMe Ha yabmkeHa da3a HA NpocaeasBaHe cnel IEUYEHHETO B KIIHHHYHOTO H3NHTBAHE C
OMNoNApHA AENPECHA € HMAIO ABE AOMb/IHUTENHN CbOUTHA, CBbP3aHH CHC CAMOYOUHCTBO, MPH JBaMa
nauneHTH. EQMH OT TE3H NAUMEHTH € JEKYBaH ¢ KBETHAlMHH MO BpeMe Ha ChOHTHETO.

IwnrocpouHa 6e3onacHoOCT

Enno 26-ceAMHYHO OTBOPEHO €KCTEH3HOHHO NMPOYYBAHE HA CTYAUS C OCTPO NedeHue (n=380
MalMUeHTH) C KBETHAIKWH BbB dyiecHOHIeH no30B pexxkuM 400-800 mg Ha neH naBa JOMbIHUTEHA
nidopmariua 3a 6e30nacHOCTTa Ha ekapcTBOTO. [1pH Aeua K 1OHOLIW ¢ OTYHTA NMOKaYBaHe Ha
apTEPHANTHOTO HaNATaHe, KaTo Mpy Aeuara | IOHOWHTE ce HabionaBa NoBHLIABaHE Ha aneTHTa H
YeCTOTATA Ha EKCTpanupaMUAHUTE CHMIITOMH U NOKAY8aHE Ha CEPYMHOTO HUBO Ha MPOJIAKTHHA
CIPAMO T€3H NPH Bb3pacTHH (Byx To4kH 4.4 H 4.8). [1lo oTHOMIEHHE HAa HAANaBAHETO HA TErNO CNes
KOPHUIHpaHe 32 HOPMA/IHHA PACTEX MPH NO-rojAMa NMPOLB/DKHTENHOCT, YBeTHUeHHeTO Ha UHaekca Ha
TenecHara Maca (UTM) ot Hait-manko 0,5 cTaHIapTHO OTKJIOHEHHE OT H3XOAHOTO HHBO € U3ION3BAHO
KaTO MAPKA 33 KIIMHUYHO 3Ha4YMMa npoMsaHa; 18.3% o1 nauneHTHTe, KOUTO Ca JIEKYBaHH C KBETHAIIHH
B NPOIBL/KEHHE HA Hal- MaJIKo 26 ceaQMHLIM, OTFOBApPAT Ha TO3HU KPHTEPHIA.

5.2 dapMaKOKHHETHYHH CBOHCTBA

AOcopbiua

Cnen nepopaiHO NpUNOXKEHHUE, KBETHAMNKWH ce pe30pOHpa 1odbpe u ce MeTabosH3Hpa HHTEH3UBHO.
[TpreMbT ¢ XpaHa He OKa38a 3HAMMTENHO BIMSAHKHE BbPXY OHOHAIHYHOCTTA HA KBETHAIMMH.
PasHOBECHHTE NMMKOBY MONApHH KOHLIEHTPAUHH HAa aKTUBHHA MeTabONUT N-Ae3aiKHIKBETHANHH ca
35% oT Te3u HaOnoaaBAHH 3a KBETHAINHH.

d)apmaltonuﬁe’mlcam Ha KBETHANMHH K HOPKBETHAINHKH CaA NTUHCAPDHH B DPAMKHTE HA DﬂﬂﬁpeHHﬂ
A0308B dHalna3oH.

Paznpenenenue
KseTHanuH ce cpbp3Ba NpubnauzurenHo 83% ¢ nna3MeHHUTE NPOTEUHH.

buorpanchopmauus
Ksernanuu ce metabonuanpa 3HaYUTENHO B YePHHUA ApOO KATO HA W3XOOHOTO ChEAUHEHHUE CE nanar
Mo Manko oT 5% OT HeNPOMEHEeHUs NeKAPCTBEH MAaTEPUas B ypHHATa WK ekanduTe cnesl
NPpUIIOKEHHe Ha paauobens3an KBeTUanuH. /n vitro npoyuBaHuaTa ¢a ycraHoBunH, ye CYP3A4 e
OCHOBHMAT €H3HM, OTTOBOPEH 32 LHTOXpoM P450 MeauupaHua MeTadonu3bM Ha KBETHATIHE
HopkBeTnanus ce obpa3ysa u enumuuupa npeanmHo ypes CYP3A4. g@w No
[Tpubnuzntento 73% OT paaHOAKTHBHOCTTA C€ eKCKpeTHpa B ypHHaTa U 21% ¢ deka " -
Jloka3aHo €, ue KBETHAMNHH H HAKOJIKO HEroBH METaboNUTH (BIJTIIOYHTENHO HOPKBETHYY
HUXHOUTOPH Ha AKTHBHOCTTA i Vifro Ha YOBELIKMTE LIMTOXPOMHH eH3uMH P450 1A |2
n 3A4. Uuxubupane in vitro Ha CYP ce HaOniozaBa camo MpH KOHUEHTPALUHK NpHON




MbTH MO-BUCOKH OT Te3u, HabmonaBaHu Npy AHEBHA 4034 33 YoBek oT 300 no 800 mg/neH. Bb3
OCHOBA HAa TE€3H in Vilro pe3ynraTH, Majko BEPOATHO € €AHOBPEMEHHOTO NPHAMKEHHE HA KBETHAIKH C
ApYrH JieKapcTBa Aa A0Beae A0 KIHHWYHO 3HAYHMO J1€KapCTBEHO HHXHOUpaHeE Ha MEJHHPaHHUA OT
uuToxpom P450 metabonnsnm Ha gpyroTro nekapctso. OT npoyyBaHHATA NPH ONUTHH XKHBOTHH CE
YCTAHOBSABA, Y€ KBETHAMUH MOXKE Ja HHAYUHpa uuToxpom P450 enzumure. Bunpeku Tosa, B
poy4BaHe 3a cneun@rUyHHU JIEKaApPCTBEHH B3aUMOAEHCTBHA NPH NCHXOTHUHU MMAUMEHTH HE CE€ OTKPHBA
HApacTBaHE Ha aKTHMBHOCTTA Ha uuToXpoM P450 cnea npHem Ha KBETHAMNHH.

EnuMHHHUpaHe
EnMMHHAUMOHHUAT MONYXKHBOT HA KBETHANHWH U HOPKBETHANWH ca npubausurenHo 7 v 12 vaca,

CHOTBETHO.
CpenHarta MonapHa 103082 ¢ppakuuns Ha cBOOOIHHMA KBETHANWH K AKTHBHHA YOBELIKH M1a3MEH

MeTabonuT HOPKBETHANMH € <3% €KCKpeTHpaH B ypHHaTa,

Cneyuannu nonyaayuu

[Ton
KnHeTnkaTa Ha KBETHANKUH HE CE pa3/M4yaBa MEXAY MbXKETe U KEHUTE.

Bn3pacTHH
CpeaHHAT KJIMPBHC HA KBETHAIIMH NPY NALMEHTH B HanpeHana su3pact € npubdausurendo 30 no 50%

MO-HUCHK OT TO3H, HAOMOAaBaH NPH Bb3PAaCTHH Ha Bb3pacT oT 18 A0 65 roauHH.

brbpeuHo yepexnaHe

CpeaHuaT nia3MeH KIHPbHC HA KBETHAMWH € HaMaJleH ¢ npubnu3uTenHo 25% npu nauMeHTH ¢ TEKKO
6bOpeuHo yBpexaaHe (KpeaTUHHUHOB KIIMPBHC NO-HUCHK OT 30 ml/MuH/1.73m2), HO HHAHBHAYAITHHTE
CTOHHOCTH Ha KNHPBHCA Ca B FPAHMLIMTE HOPMATA.

YepHoapoOHO yBpeKaaHe
CpeaHyaT nia3MeH KJIHPbHC HA KBETHAMWH HaMansaBa ¢ npubinsurenno 25% npu nuua ¢ U3BeCTHO

yepHoaApoOHO yBpexknaHe (cTabunHa ankoxonHa uuposa). Tbil kaTo kBeTHANUH ce MeTabonunanpa
eKCTEH3UMBHO OT YepPHHU# APOD, MOBHULIECHH NIA3MEHH HHBA CE OYAKBAT MNPH NOMyAALHATA C
yepHOAPOOHO yBpeknaHe. MOKe Aa ce HAJTOXKH KOPEKLMSt Ha n03aTa MpH Te€3H MalHeHTH (BHXK TOYKA
4.2).

IleanarpavHa nonyJIalHA
dapmMakoKHHETHMHH JaHHHW ca OMnK B3eTH oT 9 aeua Ha sb3pacT 10-12 roauuu u 12 roHOWH, KOUTO

ca 6unu Ha nedenue ¢ kperdanuH 400 mg nBa MTH AHEBHO. B cTaUMOHAPHO CHCTOAHKME, 03aTa,
MOAAOPKAILA MJIA3MEHUTE HHBA HA AKTHUBHOTO BELUECTBO, KBETHAIMH, NTPY Acua U 1oHoWH (10 -17
rogUHH) ca OWNHK KaTo U0 NOgOOHHU HA Bb3PACTHHTE, BHIIPEKH Y€ Crax NPY 1CLA € B FOPHUS Kpai Ha
aHanasoda B cpaBHeHHe ¢ HabmoaasaHuTe npu Bb3pacTHH. B AUC # Cyrax Ha aKTHBHUA MeTaboNHT,
HOPKBETHAINMWH, Ca NO-BUCOKH, CLOTBETHO ¢ OKO0 62% u 49% npu aeua (10— 12 r.) u cboTBETHO C
28% u 14% npu oHoww (13 -17 roanHu), B cpaBHEHHE C BL3PACTHH.

5.3 TIlpeaknAnHHYHE TAHHH 32 6€30NACHOCT
CepHuas in vitro W in vivo NpOy4BaHHUSA HE €A NOKa3alu JaHHH 33 reHoTOKCHUHOCT. [1pu naboparopuu

XHUBOTHH, HINOKEHH HA KIIMHHUYHO 3HAYWMH HHBA HA CKCITO3HMLHA, Ca Ouny Ha0MIONAaBaHH CleHUTE
NPOMEHH, KOHTO BCEC OLUE HE Ca NOTBBPAEHH B ObJAINOCPOYHO KJIHHHYHO INPOYYBAHC! ]_[pu I'IJTh »

Owio HabnoJaBaHo OTNaraHe Ha NUrMeHT B LWTOBHIHATA »1€3a; NPH MaMYHH cynomolg /,
xunepTpotHs Ha PONUKYNAPHHUTE KIETKH, HAMAIABAHE HA TU1a3MeHUuTe HUBa HA T, MOHH
KOHLIEHTpaLyaATa Ha XxeMornobuHa v Ha Opos Ha uepBeHUTe U GenuTe KPLBHU KIIETKH; a

NOMBbTHABAHE Ha JieliaTa W Katapakra (3a kaTapakTa/MOMBbTHABAHE HA NELATA BHXK TOY} , 5

B eaHo npoyusaHe Ha emMOpHoO-(eTanHaTa TOKCHYHOCT NpH 3aiiuyn (eranHaTa yecrora Ha\\ & \
KapnanHa/rap3ajliHa H3BMBKA € NOBHUICHA. TO3HM e(peKT BL3HUKBA NPH HANTMYUE HA ABHU ek %}:}ru_.f - 5N

/

ﬁ-r




MaHKHTE, KAaTO HAllp. HAMATCHO HaAAaBaHE Ha TCJIECHO TEIO. Tesn ECIJEKTH Ccd BUAHMH INIPpH HHBA Ha
EKCMO3HMUMA Ha MailkuTe, NOAOOHH WY MaNKO NO-BUCOKH OT TE3HM Npy Xopa Npu MakCHMaiHarTta
TEPANCBTHUYHA 4034. 3HauyeHHEeTO Ha Ta3x HAXOJKa 3a Xoparta € HCH3BCCTHO.

B enHo npoyuBaHe Ha epTuauTeTa NPU INILXOBE € HaOII0aBAHO MPAHUYHO HAMANEHHUE HA MbXKKHA
depTunHTEeT U NceBao OpeMEHHOCT, NPOTPAXUPAHHU NEPHOAH HA AHECTPYC, MNOBHULLEH NPEAKOUTYCEH
HHTEPBAN W HAMAJIEHA YECTOTA Ha 3a0peMeHABaHe. Te3n eeKTH ca CBbP3aHH C MOBUILIEHH HUBA HA
MPONAaKTHHA U HAMAT JHPEKTHO 3HAYEHHE 3a XOpaTa nopaiyu BHAOBH Pa3fiuKH B XOPMOHATHHA
KOHTPON HA penpoOAyKLWATA.

6. OPAPMAINIEBTHYHH JAHHHA
6.1 ChnHcex HA NOMOIIHHTE BeliecTBA

Hopo na mabaemxama.

JlakT03a MOHOXHApAT

Kanuuer xugporeH ¢gocdar, auxpapar
llenyno3a MUKpOKpHCTaNHA

[ToBuaoH

[lapeBHueH HaTpues raMkonar (Tun A)
Marne3ues creapar

Durmoso noxpumue:
XHurnpoMenosa

Tutanoe anokcua (E171)

Maxkporona 4000
Kvat xkenesen okena (E172) — camo npu 25 mg v 100 mg Tabnetku

YepaeH xene3an oxcug (E172) — camo npu 25 mg Tabnetku

6.2 HechLBMECTHMOCTH
Henpunoxumo.

6.3 Cpox nBarognoct
3 FrOAHHH.

HDPE mabaemen xonmetinep:
CpoKbT Ha FOAHOCT Clied MLPBO OTBAPAHE € 3 Meceua.

6.4 ChnennajJHH YCJIOBHA HA CHXPAHEHHAE
JlekapCTBEHUAT NPOAYKT HE H3UCKBA CNellHalHy YCI0BUA 3a CbXPaHEHHE.

6.5 lannn 3a onaxoBkara

bnucrepna (PVC/Alu): 6 (camo 25 mg Tabnerku), 10, 20, 30, 30 x 1, 50, 60, 90, 98, 100, 100 x I, 120
(camo 150 mg n 300 mg rabnerxu), 180 (camo 150 mg v 300 mg rabnerku) nnu 240 (camo 150 m
300 mg TabneTku) TabneTku B KyTHSA. '
[Tonnerunevos (HDPE) nnacTtmacos xoHTelHep: 250 Tabnetku (camo 100 mg u 200 mg
He BCHukM BHAOBe ONAKOBKW MOraT na ObaaT MycHaTH Ha nasapa.

6.6 CroeuHannu npeanasHH MepKH NPH H3XBLPJIAHE

HsaMa cneunaniiHy U3HCKBAHHA.




T MPUTEXATEJ HA PASPELLIEHHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

KBentuakc 25 mg - Per. Ne: 20100174
Ksentnakc 100 mg - Per. Ne: 20100175
Keentnakc 150 mg - Per. Ne: 20100176
Keentnakc 200 mg - Per. Ne: 20100177
Kentnakc 300 mg - Per. Ne: 20100178

9. JATA HA ITbPBO PASPEIIABAHE/TIOJHOBSIBAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Jlata Ha nbpBO pa3peluasane 3a ynorpeda: 16.03.2010
JlaTta Ha nocneaHo noaHoBsaBaHe: 21.02.2013

10. JIATA HA AKTYAJIMBUPAHE HA TEKCTA

12 Mapt 2025

[Toapo6Ha uHdopmaLs 3a TO3M NEKApCTBEH NPOAYKT € NpeaocTaBeHa Ha yebcaiira Ha U3nbanuTenHa
Arenuma no Jlekapcrsara (MAJI) http://www.bda.bg.




