KPATKA XAPAKTEPHUCTHUKA HA TITPOAYKTA
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L.f_f’f”*r”HWTEJT!HA ATEHUUS
1. HME HA JEKAPCTBEHHA ITPOAYKT KDamna xapan

& XAPAKMAPUCUKE HNa npog

MO JIEKAPCTBATA

'Kma lpurowenye |

Kpernanuy Axopa 200 mg Tabnetky ¢ yawpkeHo ocBoboxaaBaHe Kbm Poz. Ne '1‘9/ / "?J/ CV/(/#
Quetiapine Accord 200 mg prolonged-release tablets Panewere N- )
."' BGMA AP 6. ;60/ o ' 3 oS /O
Ksernanuu Axopa 300 mg tabnerku ¢ yabmkeHo ocsoﬁomasaﬂefo - ! /,24// s
Quetiapine Accord 300 mg prolonged-release tablets Lpotue & /22'01'2025

Kseruanuu Axopa 400 mg rabnerku ¢ yaspxeHo ocBoOOXKIaBaHe
Quetiapine Accord 400 mg prolonged-release tablets

2. KAYECTBEH H KOJIHMUECTBEH CHCTAB

3a 200 mg:

Beska TabneTka ¢ yawikeHo ocBoboxaaBaHe ceabpka 200 mg KBETHANHH (quctiupine), KATO KBETHANHH
dymMmapar (quetiapine fumarate).

[TomomHo(u) BeuiecTBo(a) ¢ W3BecTHO Aedicteue: 40,70 mg nakro3a MOHOXMAPRl W 3.5 M@ HaTpHH Ha
tabnerxa.

3a 300 mg:

Besika TabneTka ¢ yABDKEHO ocBoOoiaaBaHe cbabvpka 300 mg kBeTHANUH (quclidpine). KaTO KBCTHATIMH
dymapar (quetiapine fumarate).

[Momowro(K) BewmecTBO(a) ¢ H3BECTHO AeiicTeue: 61,05 mg nakToza MOHOXMAPAT i >3 Mg HATPHUH Ha
tabnerka.

3a 400 mg:

Beaka TabsneTka ¢ yaAnDKeHO ocBobGoxnapaHe cuabpka 400 mg kBeTnanuu (quetiupine), KaTO KBCTHANMH
dymapar (quetiapine fumarate).

INomowno(K) BeuecTBo(a) ¢ M3BecTHO aeiicteue: 81,40 mg nakroza Moxoxuapar w 7,1 mg HaTpui Ha
rabnetka.

3a MBJIHUA CMUCHK Ha MMOMOILHUTE BelecTBa BUXKTe TouKa 6.1.

3. JJEKAPCTBEHA ®OPMA:
Tabnetka ¢ yab/DKEHO O0CBOOOXNaBaHE

3a 200 mg

JKBITH, KPBIJH, ABOHHON3MBKHAIK GUIMHpaHH TAONETKH, C rpaBHPaH HAANUC .2~ 01 ¢/1HaTa CTpaHa W 1.141KH
OT ApyraTa

IuametnpbT Ha Tabnerkara ot 200 mg ¢ npubnnzurento 9,6 mm.

3a 300 mg

CBeTNOXLITH, KPbIJM, JBOMHOM3NBKHAMK (riMupaHu TabneTku, ¢ rpasupan naanuice Q3007 or eanara
CTpaHa M MajKH OT ApyraTa

IuamerbpsT Ha Tabaetkara or 300 mg e npubausurenno 11,2 mm.

3a 400 mg
Benw, KpBriu, ABOMHOMU3TEKHANH GUIMHPaHH TabNeTKH, ¢ FpaBUpaH HaamMc ,,147 o1 entara cTpaHa v 1°1471KH

OT Apyrara
JlnamerspbT Ha Tabnetkata ot 400 mg e npubausurento 12,8 mm.

4. KIHMHHAYHHA TAHHH

4.1 TepaneBTHUHH NOKA3ARAS




KsetHanud Axopa TabneTku ¢ yab/xeHo ocBoOOXaaBaHe € NoKa3aH 3a:
. JIeYeHHE Ha LWH30PpeHus

0 NIeYEHUE HA OUNONAPHO pasCTPONCTBO:
- 3a ne4yeHHe Ha YMEPEHH A0 TEeXKU MAaHURHHK eNH30AHU NpH GUMONAPHO pa3cTpOHCTBO.
- 3a leYeHHe Ha roJeMy JEeNpPECHBHH eMU30AH NpH OHNONAPHO pascTpoicTaL.
- 3a NpeAOTBpPATABAHE HA PCLUMAHB HA MAHHHHU WK CTIPECHBHH €NHU30AH NPH (IALHWEHTH € OHNOIIAPHO
pa3CTpPOMCTBO, KOMTO NPEAH TOBA Ca Ce MOBIHIH A00pPE OT JICYEHHUETO € KBCTHANHH,

. AOMBJHHTENHO JNEYEHHEe Ha TOJIEMH ACMNPECHBHH €NMH30AW IMPH MALMENTH C TEKKO AENPECHBHO
pascrpotictBo (TIP), xouto ca umanu cybormTUManeH OTTOBOP Ha MOHOTCPANUA C aHTHAENpPECAHTH
(BikTe TOuKa 5.1). [Ipean 3amouBaHe Ha NEUHEHHE, KIMHULMCTHTE TPAOBA /1a nNpeueHAT npoduna Ha
bezonacHocT Ha KBerHanuH Akopa TabieTkH ¢ YABDKEHO 0cBO6OYKaaBaHe ( BH#Te Touka 4.4).

4.2 JIO3HPOBKA H HAYHH HA NPHJIOKEHHE

goau@mca

3a BCAKO MOKAa3aHHME CHLUECTBYBAT PAMUIMMHH NO30BH CXeMH. [lopaau ToBa TpadBia 1a ce rapaHivpa, 4e
NalLHeHTHTE MOJTYYaBaT 2CHA HHPOPMAaLIHA 32 NOAXONAUIATA AO3ZHPOBKA 38 TAXHOTO CHLCTOSHUE.

Bb3pacren

33 neuenHe Ha MH30(pPEHEN H YMEPEHH 10 TOKKH MAHHAHE enH30AH OPH OHNoANpro palcTpoiicTBo
KsernanuH TabneTku ¢ yAb/DKeHO ocBoOoxaapaHe Tpa6Ba Ja ce MpWIAraT NOHe CAHH 4a¢ NPeayn XpaleHe.
JHesHara 103a npv craprvpaHe Ha TtepanvsTta € 300 mg Ha mepsua AeH n 600 me nHa BTOpHA JeH.
[IpenopbunrenHaTa AHEBHa Ac3a € 600 mg, Bunpeky ve, ako € KIHHHYHO OBOCHORAHO. 103aTa MOKE Na ce
nosuwik A0 800 mg nuerHo. o3ata TpsadBa na ce KOPHrHpa B paMKUTE Ha €(eKrHBHMA [1030B RHANA30H OT
400 mg mo 800 mg Ha OeH, B 3aBHCHMMOCT OT KJAMHHYHHMA OTrOBOP H MOHOCHMMOCITA Ha MauveHTa. 3a
NOAABPIKAILA Tepallkd MPH WH30PPEHH He ¢ HEOOXOAUMO KOpPUrdpaHe Ha 103aTa.

3a neuende HA roJIeMH J€NPeCHBHEH €NH301H NpA OGRNONAPHO PAICTPOHCTBO

KseruanuH TabneTkH ¢ yampkeHo ocBoboxaaBaHe TpabBa na ce npunarat sevep npesn narade. Oduiarta
NHEBHA 1034 34 ITbPBHTE YeTHPH AHHK Ba TepanuaTta € 50 mg (Men 1), 100 mg (Men 2). 200 ma (en) 3 v 300 mg
(lTen 4). IlpenoprbuMTenHara AHeBHa no3a € 300 mg. B KIMHMYHM npoyuBanns He e HabniojlapaHa
JOITLJAHHTEIHA 10134 B rpynara Ha JedeHue B 403a 600 mg, B cpaBHEHHeE € rpynara v acucHue B 1o3a 300 mg
(BroxTe TOuKa 5.1). [IpH oTAenHH NallMeHTH MOXKe Ja UMa 1ToJ13a OT JieyeHHe B Ao3a 6()) mg. JleueHuneTo B 103U
Haa 300 mg TpAGBa na ce 3ano4Ba OT JICKAPU C OMMT B JIEUEHHETO Ha OUNONAPHO paicTpoicTBO. KnHuuthuTe
MPOYYBAHKA [IOKA3BAT, Y€ NPH OTAENHH MALMEHTH, B CTy4alt Ha MpobaeMy ¢ MOHOCHMOCTTa, MOIKE Aa Ce 0DChAM
MOHIKABAHE Ha J103aTa 10 MUHHMAaIHa 103a oT 200 mg.

38 npodHIAKTHKA HA PeHAEB NPH GHNOJINPHO PAICTPOHCTBO

3a npoduNaKTHKa Ha PELIMAHB Ha MAHHITHU, CMECEHH HITH JEMPECHBHH €MTH30IH HA OHIIO IS PHO Pa3cTPOHCTBO,
NalHeHTH, KOUTO ca OTTOBOPWIH Ha JieueHue ¢ KBeTHanuH TabieTkd ¢ yABMDKEHO 0CB000M1aBAHE B OCTPHA
nepHod, TpabBa Na NMPOAB/DKAT C NpUEMa B CblUATa [03a, NpHIaraHa npead asrane. [losara Moxe 21a ce
KOPUrHpa B 3aBHCHMOCT OT KJIHHUYHHS OTFOBOP H MOHOCHMOCTTA Ha OTAENHHMA MAUHCHT B PAMKHTE HA 1030BHS
auanaszod ot 300 mg no 800 mg/nHerno. Baxkno € 33 moaabpiKailla Tepanus Aa CC Wino.3Ba Hald-HHCKATa
eHKacHa A03a.

3a JONLAHHTEIRO JIeYIeHAe HA FOIeMH JePEeCHBHH eNH30AH NPH TEXKKO Renpecni
KsetHanuH TabneTku ¢ yawpkeHo ocBoboxnaBaHe TpabBa na ce npuiarar npeau i
crapTHpaHe Ha Tepanuata € 50 mg Ha ITHpBHA M BTOPUA ZeH H 150 mg Ha -
AnTHaenpecHsBeH edekrt € HabmonaBan B no3u 150 w 300 mg/aneBHO B KpaTk«
AOMBJIRHTENIHO JieueHHe (C AaMMTPUNTHIMH, OYNpONHOH, UHTANofnpaM, Ay:
bayoKceTHH, NapOKCETHH, CEpTpPaluH M BeHNa(akCHH — BHXKTE TOuka 5.]1)
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KPAaTKOCPOYHH NTPOYYBAHHA Ha MOHOoTepanus. [Ipy no-BUCOKH 03U CHILIECTBYBA NOBHILEH PUCK OT HEKEIAHH
peakuud. ETo 3amo nekapure TpabBa na ce yBepsAT, UYe 3a ACHEHKE ¢ W3MO3Ba Hali-tiuckaa edukacHa 103a,
3anoypatua ot 50 mg/anesHo. HeobxonuMocTra OT nopHinaBaHe Ha ao3ata ot 150 va 300 mg/gHesHo Tpsbsa
/la ce OCHOBABa Ha OLICHKAT& Ha BCEKH OTAEJIEH MAL{UEeHT.

IIpemunasane oT Ksernanun rabierkH ¢ HesabaBHO ocBoboxaaBane

3a no-ronamo yanobcTeO npH A03HpaHe, NAaLUHEHTHTE, KOUTO ¢a Ha JedeHHe ¢ Kpernanun tabierky ¢ He3abasHO
ocBo0OXnaBaHe B pa3ReNeHH OO3H, MOraT Ja NpeMUHAT Ha aedeHue ¢ KBeTHanui Taf/ieTKH C YABIAKEHO
oceoOOXKaaBaHe B eKBHBaNEeHTa 0011a JHEBHA 033, MPHETa €AHOKPATHO JHEBHO. Bb3MOKiio € Aa ce HanaraT

HUHIHBHIYA/THH KOPEKLMH Ha A034Ta.

[IanmenATH B cTAp9ecKa Bb3PACT

KakTo ¥ ApyrH aHTHIICHXOTHLIM U aHTHACTIPECAHTH, NPH NALKWEHTH B CTApYECcKa Bb3pacT KBeTHanuH TadieTKH
¢ yapkeHo ocBobokaasaHe TpsOBa Ja ce W3NON3BAT C NOBHLIEHO BHHMaHHe, 0COOCHO B HUYAIHKA NEPHOJ, Ha
noszupane. Moxe 1a € Heo6xonumMo no3aTa Ha KBeTHanuH TabieTku ¢ yABDKEHO OCBODOK1aBaHE Aa CEe THTPHUPA
no-6aBHO U AHEBHATA TepaneBTHYHA 4034 Ja € 0-HUCKA, OTKOJIKOTO NPH MO-MNaaq naileHTH. B cpasHenue ¢
Nno-MNnand NauMEeHTH, NPH MAUKMEHTH B CTAPYECKA BB3PACT CPEAHHAT [UIA3MEH KIUPBLHC HA KBETHANHH €
HamaneH ¢ 30 po 50%. Jleyennero mnpu nauMeHTH B CTApyecka BB3PACT TpsOBa 1a ce 3anoyBa B 103a
50 mg/nnepro Jlozata Mmoxke aa ce NOBHILABA Ha CTHIIKK OT 30 mg/AHEeBHO N0 AOCTHIraHe 114 edHKacHA 1038 B
38BHCHMOCT OT KJIMHHYHMA OTTOBOP H MOHOCHMOCTTA TP BCEKH OTHAEIEH NALMEHT.

[IpH nauHeHTH B CTapyeCcKa Bb3PACT ¢ TEXKKH AeNpecHBHH enn3oaun Ha TP, neyetinero tpstisa aa 3anoyHe 8
no3a 50 mg/AHEBHO OT ITbPBHA 40 TPETHA J€H, CJIe] KOETO Ha YETBLPTHA JACH A03aTa TpaOBa Ja Ce NOBHILMW 00
100 mg/nHeBHO, a Ha ocMHa 1eH — Ao 150 mg/aHesHo. Tpabpa na ce u3anon3ea Haii-nuckara ePukacHa /1034,
Kato ce 2aroyHe ¢ 50 mg/aneBHO. Bb3 OCHOBA Ha OLIEHKATA HA BCEKM OTAENEH HaLHENT, 8KO Ce Hanara
NOBHILABAaHE Ha Ao3HpoBKara 10 300 mg/nHeBHO, TO TOBA HE TPAOBa na cTapa npeni Z2-5 1¢H OT NEUYEHHETO,

EduxacHocTra 1 6€30MacHOCTTa MPH MALMEHTH Ha BB3pacT HaJ 65 FroAMHHU C AENPeCHBHI CIIH30QU B PAMKHTE
Ha GUMONAPHOTO Pa3CTPOKCTBO HE ca OLICHABAHM.

NeanaTpuysa NONYyIanus

He ce npenopbysa ynorpebara Ha KeernanuH TabneTku ¢ yAB/DKEHO 0CcBOOOKAARAHE NPH /leua W KOHOWH Ha
BB3pacT noa 18 roauHH, nopaau NHNCaTa Ha JaHHH B MOAKPENA HA MPHJIOKEHHETO MV B Ta3i RL3PACcTORA FpyIa.
HanuyHuTe AaHHH OT r1a1eb0-KOHTPONHPAHY KIHHHYHH NPOYUYBAHHSA Ca npeacTarcHu B 108k 4.4, 4.8. 5.1 H
5.2.

b1OpevHO YBpEeKRaHE
He e HeoOX0aUMO KOpHrHpaHe Ha 103aTa npy naudeHTH ¢ 6u6peuHo yBpexaaHe.

Yepuoapobao yspexaane
Keernanuu ce merabosnm3upa eKCTEH3UBHO B 4YepHHA JApod CneaoBaTrenHo, nNpH MailiCHTH € M3BECTHO

yepHOApoOHO yBpexnaHe, KeeTHanuH Tabnerxu ¢ yABDKEHO ocBODOXKAaBaHe Tps#dBa j1a Ce U3NOA3BA C
NOBULIEHO BHHMaHHUe, 0COOEHO Ipe3 HayalHUA NepHoOa Ha Jo3HpaHe. JIHEHHETO 11pH NatHeHTH € W3BECTHO
uyepHOAPOOHO yBpexaaHe TpAOBa Aa ce 3anotBa ¢ Ao3a oT 50 mg/nHesHo. Jo3aTa mMoske /la ¢ NOBULLABA Ha
CThNkHd OT 50 mE/AHEBHO A0 AOCTHraHe HAa ©(QpHKACHA 10332 B 3ABHCHMOCT OT KIMHHYHWUA OTrOBOpP M
NOHOCHMOCTTA MMPH OTOSNCHHS NaLMEHT.

HavnH HA NPHJIOKEHHE

KpetnanuH Tabnetkd ¢ yawmkeHO ocBOOOXKIaBaHe TpAOBa Ja ce MpWiaraT BeE/l4bX JIHCBHO Ha rnajHo.
Tabnerkure Tpadsa na ce norabluar ueny, 6€3 na ce YynaT, AbBYAT HIH pa3TPOLLaBaT.

4.3 IIporasonokazanus

CBp‘BX‘{}’BCTBHTﬁIIHOCT KbM 8KTHBHOTO BCILUCCTBO HITH KBM HAKOC OT NMOMOIIHHUTE B
6.1.
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EnnoBpeMeHHOTO NMpUIokKeHHEe Ha HHXHOHTOPH Ha LTOXpoM P450 3A4, karo HIV-npiy
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AHTHMHKOTHYHHTE a30/IH, EPUTPOMHLIHH, KNapHTPOMHLMHH H He(da3o[oH, € NPOTHROMOKA3AH0 (BUKTE TOYKA
4.5).

4.4 Coenransn npejynpexJeHHs B OpeAUa3HA MEePKH BpH ynorpeba

Toi kato KBeTHanuu Akopa TabneTkH ¢ yaOwKeHO 0CBODOKAABAHE HMAT HAKOAKO 1IOKA s, NpodHabLT Ha
GezonacHocT TpabBa fa ce B3eMe noJ BHUMAHKE MO OTHOLUEHHUE Ha JHATHO3AaTa Ha BCCKH OTAENEH NANHEHT H
NpunaraHaTa 103a.

Hwnarocpouynara epukacHoCT M Oe3omacHocT npu naumeHTH ¢ TP He ca ouenasauu KarTo J0MbAHUTENHA
TEpPanHsi, HO ABJrocpoYHaTa e(pHKAacHOCT W 0e30MacHOCT MPH BB3PACTHH MAUMCHTH Cia OLIEHABAHK KaTo
MOHOTEPANHA (BIKTE TOYKA 5.1).

IenaaTpHYHA NOMYJIALHR

He ce npenopbupa ynorpebara Ha KBETHANKH NpH Jeila ¥ FOHOLIH Ha BB3PAcT oA | 8 roaunuu, nopaiaum avncara
Ha JaHHH B MOJAKpENna Ha NPHIOKEHHETO MY B Ta3H Bb3pacToBa rpyna. KNHHHYHKTC NpoyUBaHHUS C KBETHAMKH
NOKa3BaT B NOMBJHEHHE KbM YTOYHEHMS NPU BB3pAcTHH nMpodun Ha OesonacHocT (BHkte Touka 4.8). e B
CPaBHEHHME C Bb3PACTHH, NPH AELA H IOHOLUM OTIPEACIICHH HEXKEaHH PEAKLIMH Ce Pa3iMRAT ¢ 10-BUCOKA 4eCTOTa
(MOBMIUEH aNMETHT, NOBHILIABAHE HA CEPYMHHA MPOJIAKTHH, NOBPBIUAHE, PHHUT M CHHKON ) MIIH MOT'aT /12 10BEAaT
[0 pasfHYyHH MOCMEACTBUA NMPH HCLA H IOHOLWIH {(EKCTpanupaMHIHHU CHMITTOMH K DAL 1PasHHTeNHOCT), KaTO €
YCTAHOBE€HA M HeXellaHa peakuHsa, KOATO NMpeaH ToBa He ¢ HAbmoaaBaHa B NpoyuBiaHHS 11PH BbL3PaCcTHH
(noBHwWaBaHe Ha KPBLBHOTO HanaraHe). IIpu fgeua M IOHOLWIM CBINO Taka ca vaGOtBAHW NPOMEHH B
H3CIICABAHUATA Ha QYHKLIMATA Ha LIIMTOBHAHATA XUIE3a.

OceeH TOBA, ABLITOCPOYHHUTE MOCAECACTBHA OT JIEUEHHETO C KBETHANMH BBPXY PAcTC/ka M CHLIPSBAHETO HE Ca
MpOy4YBaHH 3a IMEpPHOA, HaaBuwasawl 26 cexmMHud. He ca M3BECTHH ABACOCPOUHHHTL 1OCACICTBUA 33
KOTHHTHBHOTO H MMOBEIEHYECKOTO Pa3BUTHE.

B mnauebo-kOHTpONHpaHH KIHHHYHH MPOYYBaHUA MPH ACHA W IOHOLIM, KBETHAIINH C¢ CRLP3BA C MORUILIEHA
yecTora Ha ekcrpanupamuaHud cumnroMu (EIIC) B cpaBHeHue ¢ nnaunebo npu itaumcttd, JEKVBaHH 3@
In3odpeHus, GUnonapHa MaHus ¥ OUNONApHA Aenpecus (BIKTe Touka 4.8).

CamMoybailicTBO/CYRIHAHH MEC/IH RAH KJHAAYHO BJIOMABAHE

Henpecuara € CBbp3aHa C MNOBHIUEH PHCK OT CYHLIMAHH MHCIIH, CaMOHapaHsasaHe HAHM caMoyOMHCTBO
(cymumany cpOuTHa). To3u puCK MEepcHCTHPA A0 HACTHLIIBAHETO HA 3HAYMMa pemucus. [Toncke npes nbpBuTe
HAKOJIKO KM AOpH MOBEYE CEAMMLUH OT JICUEHUETO MONKE Oa HE HACTBNM Noaodpeline. 10KATO HE HACTBNH
TaKOBa, NauueHTHTe TpsOBa A8 ca noa cTpor KOHTpoA. OGLUMAT KIHHHYEH ONUT 110KA3BA, M¢ NPE3 PAHHHTE
eTanM OT BbL3CTAHOBABAHETO PUCKBT OT caMOyOHICTBO MOJKe 1a HapacHe.

B nomeaneHHe, nekapure TpAOGBa Aa UMaT NpeABHA NMOTEHUHANHUA PHCK OT CYHIIHMTHH CL.OMTHS Clien pA3KO
CMHpaHe Ha JEYEHHETO C KBETHAMMH, NOPaAH U3BECTHUTE PUCKOBH PAKTOPH Ha NEKVRAHOTO 3a00MIBaANE.

JApyrd ncuxu4HH 3a00naBaHHA, 38 KOHTO Ce NPEANKUCBa KBETHAMUH, CBIIO MOTaT /13 il CRLPIAHU C MOBHLLIEH
PHCK OT CYHUMIOHH CBOMTHA. OCBEH TOBA, TE€3M CBCTOAHHA MOraT Aa C€ pil3KBHAT KI10 CbIbTCTBALLM
3abonsaBaHUsA NPH TEeXKH NeNpecHBHHU enu3oau. CleoBaTeNHO, MPH JIEYEHHE HA NAIMCHTH C APYTH MCHXHUYHY
pascTpoHicTea TpabBa Aa ce B3eMAT CBHLIMTE MPEANa3sHH MEPKH, KAKTO NPH JIeNee Ha HAUMEHTH C TCXKKH
ACTIPECHBHH €ITU30H.

H3BecTHO €, ye MalMEeHTUTE ¢ aHaAMHE3a 38 CYMUMIHHM CHOMTHA MIIM TE3U € YeCTH CYHUMIAHH MHCAH Npeau
3AMOYBAHETO HA JICUCHHETO, €A C MOBHLIEH PHCK 33 CYHLIMAHK MUCITH MJIH OMHUTH 3a caMovOHHCTBO, Taka ue fIo
BpeMe Ha JiedeHHeTo TpabBa na ca moA BHHUMATENEH KOHTPOA. Meta-aHanuz na niancOo-Kodpo npauu
KJIHHHYHH MPOYyYBaHHA HAa AHTHACNPECAHTH NPH BBH3PACTHH MALMEHTH C MCHXHMIH Pa3 / "w Rg2
NOBHIEH PHCK OT CYMLHAHO NOBENCHHE NPH NALHEHTH HA BHTHIENPECAHTH B CpasHeHIY ¢yur 9

rOAMHH, MpHeMallu mauebo.

MeaukaMeHTO3HOTO jleueHHe, 0COOEHO B paHHHUA €Tan Ha JIEYEHHE H CIIeA MPOMCH K
NPOBEXKJ4 B YCJIOBHATA HA CTPHKTEH KOHTPOJ Ha MALMEHTHTE U OCODEHO OHE3U. KoM un

[TauuenTuTe (M XOpaTa, KOMTO ce I'pHKAT 3a T4X) TpabBa aa 6baar npegynpexxaarantn s WMO{{ A
B‘D“:_,«-"
— s
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BHUMABAT 34 KIMHHMYHO BJIOLIABAHE, CYUMLIMIAHO MOBEACHHE HIH CYMUMIHH MHC/HH. KIAKTO 33 HeODHYaHHH

[IPOMEHH B MOBEIEHHETO — M He3aBaBHO Ja MOTHPCAT MEAMUMHCKA NOMOUL 1IPW lIdin4He Ha NoJo6HH
CHUMITTOMH.
B kparkoCpOYHMTE MLIaLEe00-KOHTPOIHPaHH KIMHHYHH NPOYYBAHHA NPH NALKCHTIL ¢ TCHKKH ACNPCCHBHH

enu30AM Ha OGUNOJIAPHO PascTPONCTBO € HAGMIONaBaH NOBULIEH PHCK OT CYHUHAHH CLONTIS NPU NEK) BAHHU C
KBETHANWH MIIaIH BE3PAacTHH NALHEHTH (Ha BB3PacT NOA 25 rOAMHH) B CPABHEHHE C O1IE'3H [IPHEMANH 11:1aLe00
(cvoTBeTHO 3,0% cpeuty 0%). B xidHHUHHTE npoyuyBaHHA NMpH nauMeHTH ¢ TP uecrovara na Cyunmanure
cBOMTHS MPH MJTAZH BB3PACTHH MAUMEHTH (Ha BB3pacT Nox 25 roauuu) € 2,1% (3/111) x wservanun u 1,3%
(1/75) 3a nnauebo. [TonynauuoHHo-6a3MpaHo, PETPOCNEKTHBHO NMPOYYBAHE HA KBCIHANIHH. 33 JICHCHHE Ha
NMALMEHTH C TEXKO JETPECHBHO pa3cTpOMCTBO, MOKA3Ba NO-TOMSAM PHUCK OT CaMOHapilisBalie U CaMoyDHACTBO
NpH MaUMeHTH Ha BB3PAcT OT 25 Ao 64 rofuHu Ge3 MpeAMCcTOpUs Ha caMoHapaitasitie. nNpu ynorpeba Ha
KBETHAIMKH ¢ APYrd aHTHAENPECAHTH.

Merabonnren paECcK

Kato ce uMa npensua HabMIONaBAHMAT PHMCK OT BAOLIABAHE HA METAbOMMTHMs tpo(hILL. BIIIOYHTENHO
NMPOMEHHUTE B TErNOTO, KPbBHATA IJIOKO3a (BXK. XWNEPrAMKEMHA) M JIMITMIMTE. KOHTO € #abmo 1aBaH B
KIMHHYHUTE H3MUTBaHKA, MeTabONMTHUTE NTOKA3aTeNH Ha NalMeHTUTe TpA0Ba Aa ce OCHABAT MPH 3all0YBaHe
Ha JIEYEHHETO KM NPOMEHHTE B TE3H MOKA3aTeNld TpAOBa [1a Ce KOHTPOJIMPAT PefoBHo B X044 Ha JNEHCHHETO.
BioiliapaseTo Ha Te3H MOKAa3aTeny TpAGEa Aa e JIeKyBa N0 KAHHHYHO NOAXOAALL Haunh (1. Chuio Toka 4.8).

ExcrpanapaMHIHEH CHMIITOME

B miaue60-KOHTPOJIMPaHH KIMHHYHHM TNPOYHMBAHHA NPH BB3PACTHH MALMEHTH. KBCTHATNMH € CBLP3AH C
NOBHLIEHA YecToTa Ha ekcTpanupaMuaHy cumnromi (ETIC) 8 cpapHeHue ¢ mnaueho rpi naliueHTH, JICKYBaHH
34 TEXKH JENPECHBHH €NH3OAM MpH GHNONSPHO PasCTPONHCTBO H TEKKO AETNPechiH PiascTPOHCTRO (BHKTE
ToukH 4.8 u 5.1).

VroTpe6aTa Ha KBETHaNMH € CBBHP3@Ha C PasBHTHE HA aKATH3WA, XAPAKTEPH3MPaill ¢ CbC CYOUKTHBHO
HEMpHATHO WM H3MbUBALIO Oe3MOKOHCTBO H HEODXOAWMOCT OT ABWXKEHHE. '1¢CTO NPUAPYKABIHO OT
HeCTIoCOOHOCT HAa MALMEHTa Aa CEAH WIH CTOHM HEeNOABIKEH. ToBa HAW-BEPOATHO VOKC Aa HAaCTLIIK NpeE3
ITBPBHTE HAKOJIKO CEAMHKUHM OT JICYEHHETO. YBEIHYABAHETO HA 103aTa MOXKE 112 O1/1¢ BPC/UO0 NPH 1111HEHTH,
KOMTO Pa3BHAT TE3H CHMITTOMH.

TapasBHA AHCKHHEIUA

AKO ce NOoSABAT NPH3IHALY H CHMITTOMH Ha TApJMBHA JHCKHHE3Hs, TPAOBA aa ce obcnh 1t HamanaBaHe Hi /103aTa
WIH NpeKpaTABaHe Ha JIEYEHHETO ¢ KBeTHANWH. CHMITTOMHTE HA TAPAHBHA AWUCKUHUIHS MOrAT Aa ce haowar
MY IOPH JIa BH3HUKHAT CJie]l CIMpaHe Ha leueHHeTo (BHXXTe To4Ka 4.8).

CoMHO/JIGETHOCT H 3aMAaRHOCT

JleueHHeTO ¢ KBETHANHH € CBBbP3AHO ChC COMHOMEHTHOCT M CPOIHHM CHMITTOMM KATO CL/laiis (BHM ¢ TOUKA
4.8). B kniMHWYHH MPOYYBAHMA 32 JIEHEHHE HA MALMEHTH C OHMOMZPHA ACNpPCCitl Mo ICKKO DCIIPCCHBHO
pa3cTpoiCTBO, HACTBHIBAHETO HM € OOMKHOBEHO NPE3 MBPBHTE 3 AHH OT JIEHEHHETO. KATO M0 HHTCHINTET Ca

Mpersiend 3a NOHe 2 CEAMHLUM OT HAYAIOTO HA MOABATA Ha COMHOJIEHTHOCT Il Q0KUTO CHMITIOMHTE Ce
noaoOpaT, KATO MOke Aa ce 0OCHAH H CNHpPaHe Ha JIEYEHHETO.

OprocTaTE4HA XHOOTOHHAY
JleueHHETO C KBETHAMNHH C€ acOoLHHpa C OPTOCTATHYHA XHNOTOHHA H CBBP3aHA C HUN 2aMARHOCT (BHAC1C TOYKA

4.8), ka0, MOA0GHO Ha COMHOJIEHTHOCTTA, H T€ OOMKHOBEHO C€ PA3BUBAT IPE3 HA1A/IHI1A 1ICPHO] HA TiTIpUPAHE
Ha nos3ara. ToBa MOske [a yBEJIMYM Y€CTOTaTa Ha MHLMAGHTHH TPaBMHU (MagaHus). ocoOeio B NONynalHaTa Ha
MALMEHTHTE B CTapuecka shapacT. CnefoBaTeNHo nauMeHTHTe TpAOBa da Obaat CLBCTBAHM A BiMABAT,

JOKATO He CBHKHAT C MTOTEHUMANHHTE €DEKTH Ha JIEKAPCTBOTO.

Keetnanuu TpabBa ja ce M3NON3Ba ¢ NOBHIICHO BHHMAHHE NMPH MALHEHTHTE C H1B
3a6onaBaHe, MO3BYHO-CBAOBO 3a00sidBaHe WM OpYrd CHCTOAHHA, Npeapasnonaral
Bb3HHKHE OPTOCTATHYHA XMITOTOHHA, MOXe Ja ce 00ChAM HAMAIABAHETO Ha n03aT:
THTpHpaHe, 0cOBEHO MPH MALMEHTH C NOJAEKAIIO ChPRCYHO-CHAOBO 3a00NaBaHe.



CrHapoM HA CLHHA ANHeEN

[Ipy nauxeHTH, npueMallld KBETHANMH, ce cbobluaBa 3a CHHAPOM Ha ChHHA anHed. [lpH nauueHTH,
NOTy4aBallld €JHOBPEMEHHO ACNPECAHTH HA LIEHTpa/lHaTa HEPBHA CHCTEMA M KOUTO MMAT aHaMHE3a 3a WIH ca
HIT0KEHH HA PHCK OT ChHHA anHed, HANPHMEP TaKKHBa ¢ HAZHOPMEHO TEr0/3aTILCTABAHE WIH Ca OT MbXKH
on, KBeTHanNuH TpabBa na ce npuiara ¢ 0cobeHO BHHMaHHE.

I'npuoBe

B KOHTpOnMpaHHTe KIHHUYHH MPOYYBAHHS HIMA Pa3/IMKa B UECTOTATA HA MbPYOBETE NPH NALMEHTH, IEKYBaHH
C KBETHANHKH WiH ¢ nnauebo. KakTo 1 npu apyru aHTHNCHXOTHLM, Ce NpenopbyBa Aa ce oObpHE NMOBHIIECHO
BHHMaHHE, MPH TeYeHHE Ha MallHeHTH ¢ aHAMHe3a Ha rbpuoBe (BIDKTE TOUKA 4.8).

310xa4ecTBeH HEBPOJIENTHYCH CHHAPOM

3/10KAYECTBEHHAT HEBPONENTHYCH CHHAPOM € CBBP3aH C AHTUICHXOTHYHOTO JIEYEHHE, BKIIOUMTENHO C
KBeTHaNHH (BHXTe ToYKA 4.8). KIHHHYHHTE NpOsBH BKIKOUBAT XMNEPTEPMHA, MPOMEHEH MCHXMYEH CTATYC,
MYCKYJIH& PUTHAHOCT, aBTOHOMHA HECTaOWITHOCT U MOBHILABAHE HA CTOMHOCTHTE Ha KpeaTHH GochoKHHa3aTa.
B TakbB ciyuaH, IEUEHHETO ¢ KBeTHaNKH Tpa6Ba Aa Obae CNPAHO K A C€ HA3HAYH CHOTBETHOTO JIEYEHHE.

CepOTOHHHOB CHHAPOM

CrOBTCTBALIOTO NpPHIOKEHHEe Ha KpeTHanuH AKOpA M ApPYrH CEPOTOHMHEPrdYHH cpeacTma kato MAQO
HHXHOHTOPH, CENIEKTHBHH WHXHOWTOPH Ha pebnreiika Ha cepoToHHH (SSRI), MHXHOHTOPH Ha pebnTefika Ha
CepOTOHMH M HopaapeHanuH (SNRI) win TPHUMKIMYHK aHTHAENPECAHTH MOXE Aa AOBEJAE /10 CEPOTOHHHOB
CHHAPOM, NOTEHLHANTHO KHBOTO3aCTpallaBallo CHCTOAHME (BXK. ToYKa 4.5).

AKO CHITBTCTBALIOTO JICYEHHE ¢ APYTH CEPOTOHMHEPTHYHH CPEZCTBA € KIMHHYHO ONPABAAHO, NIPENOpPHYBA Ce
BHUMATE/THO HaO/MoNeHHe Ha nmauMeHTa, ocobeHo no BpeMe Ha 3anouBaHe Ha JEYEHHMETO M MOBMILABaHe Ha
Aosara. CHMNTOMHMTE Ha CEPOTOHHHOB CHHIAPOM MOXE A3 BKMIOYBAT NMPOMEHH B MCHXM4HHA CTaTyc,
BEreTaTHBHA HECTAOKMNHOCT, HEBPOMYCKYNHH HAPYILIEHHA H/HAH CTOMALLHO-YPEBHH CHMITIOMM.

[Ipn chbMHEHHE 38 CEPOTOHHHOB CHHAPOM TpAGBa Aa ce OGMHMCIY HamMaNsBaHE Ha 03T WIH MPeYCTAHOBSBAHE
Ha TEpanusATa B 3aBUCHMOCT OT TEXKECTTa Ha CHMITTOMMTE.

TexKa HEYTPOIEHHN H ArPAHYJIONHTO3A

B KIHHHYHHUTE MPOYYBAHHUA HA KBETHAINHH HMa CHOOLIEHHA 38 TEXKA HEYTponeHHs (Heyrpodunen Gpoi <0,5
X 10°/1). TloBeueTo cry4aH Ha TEXKA HEYTPONICHHA HACTLIIBAT B PAMKHTE HA HAKONIKO MECELa OT HAYAIOTO Ha
Nle4eHHETO C KBeTHanuH. HaMa oueBHaHa Bpb3ka ¢ Ao3arta. [1o BpeMe HA MOCTMAPKETHHIOBHAT OMMUT, HAKOH
cny4u ca 6unn ¢ daraneH U3xoa. Be3MOXKHHUTE pHCKOBH QAKTOPH 33 HEYTPONEHHS BKIIOYBAT HUCHK M3XOAEH
Opoii Ha 6enute kppBHM Knetku (BKK) 1 aHamHe3a 3a NeKapCTBEHO NMpeaW3BHKAHA HEYTponeHMs. Bunpeku
TOBA, HAKOW CJAY4YaH CA Bb3HMKHANHM NPH MauMeHTH 6e3 npenwecTBald pUCKOBU (aKTOpH. JIleueHUeTo ¢
KBETHANHH TpA0Ba 1a ce NpeyCTaHOBH NPH naiMeHTHTE ¢ HeyTpodmneH Spoit <1,0 X 10%/1. [TaunenTture Tpabsa
Aa ce CNejqT 3a NPH3HALK U CHMAOTOMH Ha HHGpEKUMH, a HeyTpodHIHHAT UM Opoil Tpa6Ba na ce KOHTpoIKpa
(aoxaro e Haasumk 1,5 X 10%/1) (Broxre Touka 5.1).

Heytponenuara tpalea na ce MMa nNpeABUA NPH NALHEHTH ¢ HHPEKUMS WIH NOBUILIEHA TeMIepaTypa, 0cobeHo
npH NMIca Ha oueBHAeH(HH) W npeapasnonarau(H) dakrop(u), xato Tpabsa Aa ce NeKyBa Mo KIHHHYHO
NOAXOARL] HAUMH.

[Tauventure TpAbBa na ce cebBeTBaT HezabaBHO Aa CbOOIIABAT 3a NOABATA HA NPU3HALM/CUMITTOMM,
CHOTBETCTBAIUM Ha arpaHyJIoOUMTO3a WNH HHpEKUHMA (Hanp. NOBHILEHA TEMNEpaTypa, cnaGocT, neraprus, Wi
BB3NAJICHO I'bPIIO), NO BCAKO BpeME NPH Tepanus ¢ KeeTHanuH. [Ipu rakuea nauuentH Tpabsa 6bp3o aa ce
wicneasa Opostr Ha BKK u abcomoruuar 6poit Heyrpodunu (ABH), ocobeno npu oTchcTBMe Ha

npeapasnonaraiid GaKTopH.

AMTHXO/JHHEPIHYHH (MYCKAPDHHOBH) epeKTH
HopkBernanuH, akTvBeH MeTabONHT Ha KBETHANHH, MMAa YMEPEH OO CWIeH ad s
MYCKApHHOBH peLienTOopHH cyOTHNA. ToBa nonpuHaca 3a HexenaHk nexapcreeHu peaf{ipfy,
AHTUXOJHHEPrHYHHTE €(peKTH Ha KBETHAIIHH, M3MNOJI3BAH B MPENOPbLYBAHHTE ;, '
IPUIOKEHHE C APYTH JIEKAPCTBA, KOMTO HMAT aHTHXOMUHEPTrHuHM edekTH, a Cb ’
KseTnanun Tpabsa na ce npunara ¢ NOBUILEHO BHUMAHHE NPH NaLHEHTH, npueuam
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AHTHXOJIMHEPrHYHH (MyckapuHOBH) edextn. KpeTHanuH TpaOBa aa ce nmpuaarid ¢ 110siilicHo BHUIMAHHE NIpH

MalHeHTy ¢ HACTOSLIA JMarHo3a WM aHaMHECTUYHM JaHHHM 3a 3a4pBXKKa Ha Y Piii. KIMHUYHO 3HaYnMa
XHNEpTpOodHA Ha MpOCTATATa, YPEBHA HEMPOXOMAHMOCT MM CBBP3aHHMTE C 14N CLCIOSHWA, NOBHLUICHO
BLTPEOYHO HAJATAHE MM 3aKPHTOBIbIHA rnaykoma. (Brokre Touku 4.5, 4.8, 5.1. 1 4.9.)

B3aamoaedcTBHS

Bikre cbluo To4ka 4.5.

EAHOBPEMERHHAT NIPHEM Ha KBETHANMH C MOLUEH HHAYKTOP Ha YepHOAPOGHHTE Ciisnvit, KaTo KapbamaienuH
Wik PeHHTOMH, 3HAYHTENHO MOHKABA MNa3MEHUTE KOHLIEHTPAUMH Ha KBETHANKHH. KOUTO MOKE [1a NOBINAC Ha
epHKACHOCTTA Ha JIEYEHHETO ¢ KBeTHanuH. [Ipy nauueHTHTE, MogyuaBalid HIVLYKIop Ha YEePHOIPOOHHTE
eH3HMH, JIeYeHHe ¢ KBeTHanuH Tpabea aa ce 3anouBa CaMO TOraBa, KOFATo Jickapsi caala, 4e Moasara oT
TpHEMa Ha KBETHATIHH HAZBMINABA PUCKOBETE OT CMIMPAHE HA MHAYKTOPA HA HEPHOUPOVIHTE EH3UMM. BaxxHo €
KAKBATO W Ja € NMpOMAHa B NPHEMa Ha HHOYKTOPa [a Ce€ OCBLUCCTBABA NMOCTENEHHO H. 4RO C€ Hajara, za ce
3aMEHH C JIEKAPCTBEH NPOLYKT, KOWTO HE HHAYLHPA YePHOAPOOHHTE EH3UMM (HATIP. (1A TPHCB BANTIPOAT).

TenecHO TErno

ITpu neKyBaHH C KBeTHANMH NMAUMEHTH HMa ChOOUICHHS 32 OBUILABAHE HA TEICCHOTV TCIIV. KATO TORA Tpa0Ba
na ce Habmionaea W ORIAAABAa ype3 MOAXOAALL KIHHMYEH MOAXOA B CBLOIRCICIBIC C M3NOA3ZBAHHTE
AHTHNICHXOTHYHM PBLKOBOACTBA (BIDKTE TOUKH 4.8 M 5.1).

XuneprankeMus

Hima peaxu cbofLiIeH A 38 PA3BUTHE Ha XMNIEPTIIMKEMHS W/HIH Pa3sBHTHE UM obocTpsive Ha anader, noHdakora
CBbp3aH C Pa3BMTHE HA KETOALM/03a WK KOMA, BKITIOMHTEIHO M C JIETAIEH H3XOA (BHATE T0'KA 4.8). B naxon
CIyuad HMMa CboOLIEHHs 3a NpeJLIECTBAIO MOBHLIABAHE HA TEJNECHOTO €10, KOLTO MOKEC 1d ©
npenpasnonaran] ¢akrop. Ilpenopbusa ce NOAXOAAWIO KJIHHHYHO MPOCIC.iABdiHC 1 CHOTBETCTBHE C
W3MIONI3BAHMTE AHTHUIICHXOTHYHH pPbKoBoacTBa. [laumeHTHTE, KOMTO ca Ha fncucliie ¢ aHTHICHXOTHYHO
CpeACTBO, BK/IOUMHTEAHO KBeTHanmHH, TpaOea na Oniart HabmonaBaHy 3a LpH3AIGE M CHMNTOMHA Ha
XHIEPrIMKEMH (KATO NONHUAMIICHS, NONHYPHA, nonndaris v cnabocT), a mauseir e Che axXapeH aunabeT Hin
¢ puckosH (hakTopH 3a 3axapeH Axaber TpabBa Na ce NpoCNeAsBAT PEJOBHO 3a RiouBaHe HA FMHKEMHUHNA
koHTpoJ1. TenecHoTo Terno Tpabsa aa ce cliean PeaoBHO.

Jinnuaa

B KNHHHYHUTE NPOYUYBAHHA ¢ KBETHAMHMH € HaOMOAaBaHO MOBHLLIABAHE HA CTOHHOCTHTC 1t TPHITAIEPHANTE,
LDL ® ofumma xonectepon, W NoHwkapaHe Ha croiHocTHTe Ha HDL-xoaccrepona (swkTe Touxa 4.8).
[IpomeHHTE Ha CTOHHOCTHTE Ha TMNHAHTE TpsOBa Aa ce OBNAAEAT HPE3 MOAXOAAL KithiliiicH TOAXO/1.

Yanmxasane Ha QT-maTepBaia

B KIMHMYHMTE NpoyuBaHHa K npH ynorpeba B cpotBercTBHE ¢ KXII, kBeTHainni ne ¢ csbp3aH ¢ TpaiiHo
riosHLIaBaHe Ha abcomoTaHTe QT-nHTepBand. OT NOCTMAPKETHHIOBHA OIHT HMA CLOOLI NS 3a YAbKABAHE
na QT-HHTEpBaNa NPH TEPANEBTHYHA J03a HA KBETHANHKH (BHKTE TOUKA 4.8) 1 npu npe/iosmpane (BWKTE TOMKA
4.9). KakTo  1py APYyruTe aHTHIICHXOTHLH, TPAOBA Aa Ce NMOAXO0K/1a € MOBKILEHO BHIIMAHNC TIDH TTPEIMHCBAHE
Ha KBETHATHH Ha NALKEHTH CBC ChPAEHHO-CBAOBO 3a60NsBaHe UM aMIITHA aHanMHe3a 1 v/ibnkasane Ha QT-
unreppana. C noBMIIEHO BHHMaHHE TpaOBa Na ce MOAXOXKZA H KOTaTO KBETHAllun co NPEAMHCEA Wik €
JIeKapCTBa, 32 KOMTO € H3BECTHO, Y€ YABDKaBaT QT-HHTEpBana, WiK ChC ChHITBTCTRAN ICBPONCIITHLH. 0coDCHO
NpH NalMEHTH B CTApYecKa Bb3PacT, NMPH NMAaLKECHTH CbC CHHAPOM HAa BPOACH th11.) (¥Y1-nuTepean, 3actofiHa
ChPACYHA HEAOCTATHYHOCT, CHPAEYHA XUMEPTPODHUS, XHIIOKANHEMHS MM XHIOVAIIICHeMUA (BIKTE TOKA
4.5).

KapaEOoMBONATHE B MHOKADAHRT

KapaMoMuonaTus M MHOKapaMT ca CBuOOILaBAHM B KIMHMYHHMTE [pOYV'naHiy 1 MO BpEME  Ha
NocTMapKeTUHroBUs onuT (BK. Touka 4.8). [Ipn nauKeHTH CbC CBMHEHME 38 KAp/IHOMHONATUS AW MUOKAPANT,
Tpsa6Ba A3 ce OGMHC/IN MPEKPATABAHE HA NIEYEHHETO C KBETHAIUH.

TeXKKH KOXKHE HEKENAHH PeAKIHH
Texkn xoxuH Hexenanu peakuuu (SCARs), BaouBamy CHHAPOM Ha Stevens-lo
enuaepManda Hekponusa (TEN), ocTpa reHepand3MpaHa €K3aHTEMATO3HA MyCry.
my.ariadopme (EM) u nexapcTeeH o6puB ¢ e03HHODHUITHA M CHCTEMHH cHMATOMY ((drgb gayh W
and systemic symptoms, DRESS), kouTo Morar A2 OBbAaT KMBOTO3ACTpALIABALLM WA (| TBWNER



MHOTO PAAKO NpH NeyeHue ¢ kpeTHanuH, SCARS OOMKHOBEHO Ce NPOABABAT € €/1Hs HAH NOBEYC OT CNEAHNUTE
CHUMNTOMH: OOLIMpeH KOXeH oOpuB, KOeTo MoXe jJa ObAe CBBP3AHO CbC CLPOCIK HIH ITYCTVIH, HIH
eKC(POJIMATHBECH JICPMATHT, BHCOKA TEJIECHA TEMIEPATYPa, THMQAICHONATHS W BLIVOAHIL €OSUHOPNANA 1LTH
HeyTpodrina. IToBe4eTo OT Te3H peaKliMK HACTHNBAT B PAMKHTE Ha 4 CEAMMLM C/IL 1 31101 BAHE HA TCPANKATA
¢ KBeTHanuH, a HAkoH DRESS peakuuy HACTLNBAT B PAMKHTE Ha 6 CEIMMIIM CREN 31IOUBAHE HA TEpanusaTa C
KBETHANHWH. AKO C€ MOSBAT MPH3HALM M CUMITTOMH, NPEANONarallld Te3n TEXKH KO/KHH PeakLiii, KBETHAITUH
TpabBa He3abaBHO 1a ce crpe H a ce 0OMHC/IH ATTEPHATHBHO JICYEHHE.

Peaxknun HA OTHEMAHE

OCTpH CHMITTOMH Ha OTHeMaHe, KaTo 6e3ChbHHe, raieHe, riaaBoOonme, AuapHs., HOBPLILAHE, 3aMASHOCT H
pa3pa3HUTETHOCT, Ca OMHMCaHH CMEM PA3KO CMIHpaHe Ha KBeTHanuH. IIpenopbysa ¢o 110OCTCNCHHO CMHPAHE. 33
MEPHOA OT NOHE €AHA [0 IBE CEAMMLH (BHATE TOUKA 4.8).

IlanuedTH B CTAPYECKA BBL3PACT ¢ NCHX034, CBbP3aHa ¢ AeMEeHIHA
KsernanuH He e ogo6peH 3a IedeHUe Ha MCHX03a, CBbP3aHa ¢ JEMEHLIUA.

B paHaomu3HpanHTe, mnnauebo-KOHTPONIMpaHH TMpPOYYBAaHHA 3a TNPHIOKCHHC 11l HAKOW  dTHIIHYHH
AHTHIICUXOTHLIM, B TIONYNALMATA HA MAUMEHTH C AEMEHLMA € YCTAHOBEH MPUOAMINTLANO 3 11BTH NO-BHCOK PHCK
OT MOZBYHO-CBHOBH HEXeEJaHW peakuuu. He e H3BecTeH MEXaHW3IMBT Ha MOBHWaBAlIE HA TO3M pHUCK. M 1ipu
IPYTH AHTHICHXOTHLM, KaKTO M B JPYTH MOMYyNaUHH MALUHEHTH, He MOXE Na CC 13KINOYH MOBHUICH PHCK,
KeernanuH Tpa6Ba Ja ce M3MOJ3Ba C NOBHIIEHO BHHMAHHE MPH NALHEHTHTE C PUCKORIL (PIKTOPH 38 HHCYAT.

B eauH MeTa-aHanM3 HA aTHITHYHH AHTHIICUXOTHUYHH JIEKApCTBa €€ ChOOLLABA. Y (1IUHCHTHTE B CTaplecka
BB3PACT C MCHX03a, CBbP3aHa ¢ JAEMEHLMs, ca C NOBHIIEH PHCK OT CMBPT B cpasiiciine ¢ naauebo. e 10-
CeIMHYHH NNale60-KOHTPONHMPAHH NPOYUBAHHMS HA KBETHAITMH B CBLUATA nornynattts (-7 10: cpeaHa 81,3pac:
83 roauuu; o6xBat: 56-99 roaxHH) NOKa3eaT obaue, 4¢ CMbPTHOCTTA NPH IEKYBAHN ¢ ¢ KiETHAMAH HAUHEHTH
e 5,5% B cpaBHeHHe ¢ 3,2% B rpynata Ha riauebo. IlauMeHTHTe B TE€3H MPOYHBAHH il IIOUNHANTK BCICACTRHE
Ha pa3HOOOpa3HH MPHYMHH, KOHTO C& OYAKBaHH 34 Ta3M NOITyNaLHUA.

IIansenTH B cTap9ecKka BL3pact ¢ 6onect na Ilapkuncon (BII)/napKBHCOH 3L M

[NonynaumoHHO-6a3MpaHo, PETPOCMEKTHBHO NMPOYYBAHE HA KBETHAMHKH 32 Jjiedeiic i MAUHEHTH C TP,
[OKA3B4 MOBHUIIEH PHCK OT CMBPT M0 BpeéMe Ha yrnoTpe6a Ha KBETHAMHH NPH Naiieif1in HA Bb3pact HaA 6
roanHy. Takapa BpB3Ka He ce yCTaHOBABa, korato naumenTyuTe ¢ BI1 ca u3kmoueny or atinia. Heodxoanmo
e NIOBHLLIEHO BHUMAHHE MPH MPEANHCBaHe Ha KBETHANHH Ha MALMEHTH B cTapyecka niipacy ¢ bIL

Aacharns

IIpH npHeM Ha KBETHANMH MMa CbOOLIEHHA 3a Pa3BHTHE Ha AUCharus (BidkTe Touni 1.8). Keernanut Tpadea
[Ia Ce M3MO0JI3Ba ¢ MOBULIEHO BHHMAHHUE NPH MaUHMEHTHTE C PUCK OT aCNUPALHMOHHA [IHCBMOKS,

3anex B 9pesHa ofcTpyKknus
3aneKbT NPEACTARIABE PUCKOB (GakTOp 3a upeBHa oOcTpyKuHs. HMa cbobuienns 3a sinek 1 ipeBHa 00 CTPY KIHMA
[pH N€4EHUE C KBETHANHH (BX. Touka 4.8 , HexenaHu nekapcTBeHH peakunu™). Toka sr104Ba CHOOLIIEHHUA 38

daTaneH M3X0A NPH MALMEHTH C MO-BUCOK PHCK OT 4peBHa OGCTPYKUMA, BKIIOUHTC/IHO DOJIHH, M0y YaBaILMA
eZIHOBPEMEHHO MHOXECTBO JIEKAPCTBA, KOMTO HAMANABAT YPEBHHA MOTWIHTET, H/H 111 MILIEHTH, KOWTO MOXKE
1a He choOLIABAT CHMITTOMH Ha 3anek. [lauxenTHre ¢ upeBHa ob6cTpykuMa/maeye 1pndBa 1a ce HadmoAaBaT
BHHMATEJIHO H CIICIIHO Aa C€ JICKYBaT.

Beno3na TpombGoembonna (BTE)
MmMa choblerHs 3a BeHozHa TpoMGoembonug (BTE) npu npuem Ha aHTHNCHXO1 i 1 oneiKe NEKY BAHKTE ©
AHTHINICUXOTHLIM NALUMEHTH 4ecTO MMaT npuaoOuTu puckoBd ¢axktopu 3a BTLE. rontikit rbiMOXKHN PHCKOBH
dakTopu 3a BeHO3Ha TpomGoembGonua TpabBa Aa ce MAGHTHMQUUMPAT MpEaM 3atiovRaHe U NO BPEMe Ha
JIEYEHHETO C KBETHAMNMH, KaTO Ce B3eMaT NPOPUIAKTHUYHH MEPKH.

ITagkpeaTHT

Hma crob1IeHHS 38 NAHKPEATHT NPH KIMHUYHK NPOYYBAHHA H B OCTMAPKETHHIORIEH
MOYYEHUTE CHOOLUEHHS OT MOCTMAPKETHHIOBHS TNEPUOI, HE BCHUYKH ClTyHaH Uil 3}
(akTOpH, NPA MHOTO OT NAUKHEHTHTE € U3BECTHO, Y€ Ca CBBP3AHH C NAHKPEATHT. KAl i) nﬁil T
(BIDKTE TOUKa 4.4), KAMBHH B XTBYKATa, KAKTO H yrnoTpeba Ha ankoxol. .




HonbaaaTeana REdopmManug

JaHHuTe 38 NPUAOKEHHETO HA KBETHAIMUH B KOMOHHALMA ¢ AHBANNPOEKC HIIH JIHTHH 11IPH YMEPEHH A0 TEXKH
MAHMIfHH €MMH304H ca OrpaHHYEHH; BCce NaK KOMOHHMpAHATA Tepanus ce NoHaca 100pe (BHXKTE TOUKH 4.8 H
5.1). JaHHHTE NOKa3BAT aAuTUBEH eeKT Ha ceamuua 3.

JlaxTo3a

Ksernanun Axopn Tabnerku ¢ yaAb/bkeHO ocBoboicaaBaHe CbAbpKar Jakiosa. llauveHTn ¢ pelaku
HACNIEACTBEHH TNpoblieMH KATO HEMOHOCHMMOCT KbM ranakro3da, Lapp nakrasen /icmunT HIH FIIIOKO30-
ranakrosHa majadcopbums He TpaOBa ga npueMaT TOBA JIEKAPCTBO.

Harpui
Ksetuanuu Axopa TableTKn ¢ YABDKEHO 0CBOO0XKAABAHE CHABPAKAT NMO-MAAKO OT | mmol natpu# (23 mg) Ha
Tabserka, T.e. MOXKe J1a C€ KaXke, 4€ NMPAKTHYECKH HE ChObPXKAT HATPHMH.

Henpasunaa ynorpeba n 310ynorpeda
NUma cboblleHHs 3a ClIy4an Ha HenpaBuiHAa ynorpefa M 3noynorpeba. Moke i1+ ¢ HCouNoIHMO TIOBHLICHO

BHUMAaHHE MpH NMPEANMCBAHETO HAa KBETHANHH MPH NAUMEHTH C AHAMHE3a 3a 31 ) 1101hevi © aJIKOXO0I WA
HapKOTHLH.
4.5 BisagmoaciicTBHe ¢ APYrH JeKAPCTBEHH NPOAYKTH H APYrH GOpMH 112 153a11M01CHCTBHE

Karto ce WMaT npeaBHl 3HAUHTENHWTE e(DEKTH Ha KBETHAMMH BLPXY LIEHTPAIHATA HCPEHA CHUTEMA, KBETHAIIHH
TpaGBa Aa ce M3MON3Ba C MOBKHIUIEHO BHHMaHHe B KOMOMHALMA C APYTH NEKAPCTRCIHH NPOIVKTH C LEHTPATHO
AeHCTBHE M aJIKOXOJL.

Keetnanun Tpabea ma ce M3MON3Ba ¢ MMOBHILIEHO BHUMAaHHE B KOMOMHAUMA CLC CCPOTOHMHEPrUYHU
NEKapCTBEHH NPOAYKTH, KaT0 MAQO MHXHOHTODH, CENEKTHBHH WHXHOHMTOPHM Ha PChLIICiKA HA CEPOTOHWH
(SSRI), uexuOuTOpM Ha pebnTelika HAa CEPOTOHMH H HopaipeHanuH (SNRI) i TPHUHKIWYHA
AHTHIOCINPECAHTH, TbA KATO PHCKBT OT CEPOTCHHHOB CHHAPOM, NOTEHUWAIHO AupoTo3acrpatuasallo
CBhCTOAHHE, € YBenuueH (BK. To4Ka 4.4).

[lpu nauMexTH, MpHeMaly APYTH JIEKapCTBA, KOHTO HMAT AHTHXONHHEPrHuHH (MYyCKAPHHOBH) eeKTH. €
HeoOXoAMMO J1a ce MOAXO0XKAa ¢ BHUMaHHE (BXK. Touka 4.4).

EH3UMBT, KOWTO € OCHOBHO OTFOBOpPEH 3a LMToXpoM P450-MeauupadoTo MeTadoltisipaHe Ha KBETHANUH, €
uutoxpoM P450 (CYP) 3A4. B npoyusaHe 3a B3aMMOAEHCTBHA NpH 3[paBd A0OPOROAIHM. SAHOBPEMEHHOTO
[PHAOXKEHHE Ha KBETHaNUH (B 1038 25 mg) ¢ KeTOKOHa30/1 — HHXHOHTOp Ha CY P31, 0. oT 5- 10 8-KkparHo
nopHitasaHe Ha AUC Ha kBeTHanuH. Bb3 oCHOBA Ha TOBA, €AHOBPEMEHHOTO MNPU.10AKEHHE HA KBETHANKWH C
uHxuburop Ha CYP3A4 ¢ nporuBonokasaHo. CollIo Taka HE C€ MPEMopbiBa MO BPCME HA JICHCHHETO €

KBETHAITHR Ja C€ KOHCYMHpA COK OT rpedngpyT.

B npoyuBane Ha MHOIOKpaTeH MPHEM NPH MALMEHTH 38 OLEHKA Ha (PapMAKOKHHCTHKATA HA KBETHANMH,
MpUeMaH Mpeld H MO BpeMe Ha JleueHue ¢ kapfaMasenuH (M3BECTEH HHAYKTOP Ha HepPHOAPODHHTE eH3HMH),
eAHOBPEMEHHOTO MPHAOKEHHE HAa KapOaMasenuH YBENH4aBa 3HAYMTESIHO KAMPLICd ha KBETHAaAWH. ToBa
YBEIM4ABAHE HA KIMPBHCA HAMANSBA CHCTEMHATa SKCMO3HIMA Ha KBeTHanHH (oucHcHa upes AUC) cpeato o
13% OT EKCHIO3UIMATA N0 BPEME Ha CAMOCTOATENHOTO NMPHIOKEHHE HA KBETHAIIHH: [TPH HAKOH NAUHEHTH obaue
e HabIonaBaH M 1o-u3paseH edexr. Karo nocneacTBHe OT TOBa B3aMMOACHCTBHE MoraT 2a ¢¢ Habnioaaeat 11o-
HHUCKH IUTa3MEHH KOHLIEHTPALIMHM, KOUTO Ja Ce OTPa3fT BbpPXY €(PHKACHOCTTA Hi JICYCHHETO € KBETHAMHH.
EQHOBPEMEHHOTO MNPUIOKEHHE HA KBETHANHH M (GEeHMTOMH (ApYr HHIYKTOP Ha \MUMKPOIOMATHHTE €HIHMH)
MpeAM3BHKBA rO/SIMO YBENHYABAHE HA KIHPbHCA Ha KBETHANUH — npubansutenno ¢ 450%, Tlpu naunentire,
NMOMy4YaBalld HHAYKTOP Ha Y4ePHOAPOOHHTE CH3HMH, JICUCHHE C KBETHAMHH TPAOBL Ll €€ 3ANOYBE 0 TOrasa,
KOTaTO JIEKApAT CMATa, Y€ MOJI3aTa OT NPHMEMA HA KBETHATIHH HABHLLIABA PHCKOBL LU OT ClIMEZHTT &%

Ha uepHOoApoOHHTE eH3uMU. BaxkHO € kaxBaro W Ja NMpoMAHa B NpHeMa Ha HIIJI}”I\'TO -
NOCTENEHHO H, aKO ¢€ Hajara, Ja C€ 3aMCHHU C JICKAPCTBEH MPOAYKT, KOHTO HCe WHIMIER
€H3WMH (HaIp. HaTPUEB BaNpPOAT) (BHXKTE TOUKA 4.4).
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umunpamMuH (H3BecteH HEXHOHTOP Ha CYP 2D6) mnu duryokcetun (u3secter nuxnonrop Ha CYP 3A4 u CYP
2D6).

®apMaKOKMHETHKATa Ha KBETHANMH HE CE € MOBINABA 3HAYHMO OT €IHOBPEMEHHHA 11PHCM C AHTHIICHXOTHLHTE
pHCIIEPMAOH WIH Xxanonepuaon. EAHOBPEMEHHOTO NPHAOKEHHE Ha KBETHallMil M THOPHAA3MH BOAW OO
yBeJIMYaBaHE Ha KITMPBHCA HA KBETHANMH ¢ Npudnusurento 70%.

[Tpu eaHOBpEMEHHO NPUWIOKEHHE ChC CHMETHAMH, (DAPMAKOKHHETHKATA Ha KBETHIIIHH He CC MPOMEN.
ITpu eqHOBpPEMEHHO MPHIOKEHHE ¢ KBETHANKH, (PapMaKOKHHETHKATA HA JIMTHA HE CC NPOMEHS,

B 6-ceAMMYHO, PAHAOMH3UPAHO MPOYYBAHE Ha JIMTHH K KBETHANUH TaONETKH C YALNKEHO OCBODOKNABaHE B
cpaBHeHHe ¢ 11auebo U KBeTHANHH TableTKU ¢ YAB/DKECHO 0CBOO0XAABAHE NpH Bb3pacTd MAHEHTH € OCTpa
MaHU3, MO-BHCOKA YECTOTA Ha CBBP3aHH eKCTpanupaMHAHU CHOMTHA (MO-CrieiHAIG TPEMOP), CBHIABOCT H
HaJaBaHe Ha Terno ce Habaaapa B rpynara Ha 1o6aBeH NUTHH, B CpaBHEHHE C rpyriata ¢ nianedo (Bx. ToUKa
5.1).

IIpu eAHOBpEMEHHO NpWIOKEHHE, (PapMaKOKHHETHKATa HA HATPHEB BAJINMPOAT M Ha KBCTHANWH HE CE€ NPOMCHA
B KNIMHHYHO 3Ha4MMa creneH. B perpocnexTHBHO npoyyBaHe HA JEUA W BBH3PACTHIL. KOUTO €& NPHEMATH
BA/INPOAT, KBETHANMH, WIH U [IBETE, CA YCTAHOBEHH MO-BUCOKH YECTOTH HA NEBKOMICHIA W HEYTPONEHHUs B
rpynara, npHeMaina KoOMOHHALUATA, B CPABHEHHE C FPYNIHTE HA MOHOTEPANMA.

He ca nposexaadH odHUHAIHA NPOYYBAHHA 32 B3aUMOMACHCTBHA C LUIMPOKO M3NU/I35411H CHPACUHO-CHAOBH
JIEKAPCTBEHH NMPOLYKTH.

[Ipu ennoBpeMeHEH MPHEM Ha KBETHANMH C JICKAPCTBEHH NPOAYKTH, 38 KOMTO € H38eCTHO, Y€ NpeaAn3BHKBaT
OTKJIOHEHHA B EJIEKTPOJINTHOTO paBHOBecHe WK yabmkasaT QT-uHTepBana. TpsOna na ce MOAX0XIA €
NOBHLIIEHO BHUMAHHE.

Hma crobiueHns 3a GaniuHBo NOMOKUTETHH Pe3y/ITaTH B EH3UMHHTE HMYHONOMHUHH H'3C.1€/IBAHHA 33 METAAOH
H TPHLUMKIWYHM AHTHAENMPECAHTH NPH MALHEHTH, KOHTO Ca NpHEMAanW KBeTHalWH. [IpenopbuHTEnHO €
NOTBLPKASBAHETO HA CHMHHUTEIHH MUMYHOMOTHYHH CKPHHHHI PE3YJITaTH Ype3 no1xolsiua xpomarorpadeka
TEXHHKA.

4.6 OepTHARTET, GPEMEHHOCT H KbpMeHe

bpemenHocT

ITepsu mpumecmuvp

YMEPEHOTO KONHYECTBO MyONMKYBaHU NaHHH OT CITy4ad HA GPEMEHHOCT C EKCNOsKIL HA KBETHanNuH (T.e.
mexay 300-1000 u3xoaa oT OPeMEHHOCT), BKJIIOYHMTENHO OTACTHH ChOOLICHMs 11 HsiKOHW 0DCepBauMOHHU

KJIHHWYHM W3NUTBAHHKS, HE MPEANONaraT NOBHLIEH PUCK OT ManGOopMaLMy, AbJkaiit ¢o 1Ha AedeHHeTo. Bo3
OCHOBA HA HAJITMYHUTE JaHHH, o0aue, HE MOXKE Jla ce HAMPABHW KAaTeropu4yHo sakioqchie. [ lpoyuBanusTa npu
>KHBOTHH €A MOKA3QJIH PEnpOAyKTHBHA TOKCHUHOCT (BXK. Touka 5.3). [lopaau rosi. kueiuanuu Tpsbea 1a ce
M3TI0JI3Ba MO BpeMe Ha OpeMEHHOCT CaMO aKo MOJI3HTE ONPaBaABaT MIOTEHUHAIIUTC PHTROBC.

Tpemu mpumecmuvp

HoBopoaeHH, H3N0XKEeHH Ha aHTHINCHXOTULM (BIUTIOUHTENHO KBETHAMKH) MO BPEAMC Ha TPCTHA TPUMECTLP Ha
6peMEHHOCTTE, €& M3NOXKEHH Ha PUCK OT HEXXENaHH pPeaKLMM, BKIIOYHMTENHO CKCTPATIMPAMHAHH W/WIH
CHMITTOMH HAa OTHEMaHe, KOHTO MOraT [a BapHpaT MO TeXecT H NpoabkutesilocT. Mya choblucHua 3a
BL30YAa, XHNEPTOHHA, XHIMOTOHHA, TPEMOP, COMHOJICHTHOCT, PECMUPATOPEH HCIPLC. WAH XPAHHTCAHH
pasctpolicTsa. [Topanu ToBa, HOBOpoAeRUTE TpAOBa Ja 6baaT BHUMATEIHO MPOC/IC UIBAII.

KbpMeHe e

B3 0CHOB& Ha MHOT'O OTPAHHYEHHTE JAHHH OT MyO/HKyBaHH CROGLIEHNS OTHOCHO SRCKPU LA A et I s P \

B KbPMATA, €KCKPELIMATA HA KBETHAIIMH B TEPANCBTHUYHH 03K M3INEKAA MAKO BepOsi1Hi//] BSDATM SRS
* Xy

TepanuaTa ¢ Ksernanun Axopa TabneTku ¢ yAbDKeHO ocBoOOXKAaBaHE, KATO Ct Bieve )@ SRACHAALA0T
KBbPMEHETO 38 AETETO H [0/13aTa OT TEpanHsATa 3a XKeHara. > %



QepTHIAMTET
EdexTuTe Ha KBEeTHANMH BbpXY (EPTHUIMTETA MPU HYOBEKA HE Ca OUEHABAHH. E(ek it CitbY3aHH € 1HOBHILECHH

HHBA Ha MPOJNAKTHH, ¢a HabNIOJaBaHH MPH IUTBXOBE, BBIIPEKH Y€ TE HE Ca AUPEKTHO LIPHIIVKIMH MPH XOpa (BX.
rouka 5.3 ,,JIpeKnHHUUHH JaHHU ).

4.7 EdexTn 8bpxy cnocobHocTTa 3a modupane H padbora ¢ MALIHHY

TIpensua MbPBHYHHTE My €(EeKTH BBPXY LEHTPIHATA HEPBHA CHCTEMA, KBETHATIHI \iozie [la OKAXKC BIUAHHE
MPH U3BHPLIBAHE HA AEAHOCTH, H3UCKBALIM YMCTBEHa ChepeioToueHOCT. [lopa i 1¢s: niaunenTuTe Tpabea aa
6BbAAT CHBETBAHH Aa He WOPHPAT WIH Aa He paboTAT C MALMHHK, A0KATO HE CTAHL 11 k¢ THY MBAWBHOYANHATA
HM YYBCTBHUTEHOCT.

4.3 HexesianH JIEKAPCTBEHH PEAKIIHH

Haii-uecto cphoOiaBaHuTe exenanure nekapcTBeHH peakuuu (HJIP) no Bpeme na npsicM Ha xBETHANHH
(>10%), ca COMHOJIEHTHOCT, 3aMasiHOCT, Ir/1aBoGoIHE, CyXOTa B YCTaTa, CHMIITOMH Ha (1 HCMiaHE (PEeKpaTa BaHe
Ha JICYEHHETO), MOBULLIARBAHE HA CEPYMHHTE HHBA Ha TPHIIHLEPHAWTE, NMOBHINABALIC Hi OOLLUMA XOJ1ECTEPON
(npeanmuo Ha LDL xonectrepona), noHwkasane Ha HDL xonectepona, Hapnasaiie Ha TEMNO. NOHHAKCH
XEMOTrTIOOHH M €KCTpanHpaMuIHH CHMITTOMH.

YecTOTHTE Ha CBBP3aHUTE ¢ JeueHHeTo ¢ ketvanuH HJIP ca npeacrasenu B Tadiivien sug (Tabivua 1) B
CHOTBETCTBHE ¢ ¢opMaTa, npenopbyaH oT ChbBeTa HA MEXIYHAPOAHHUTE OPraHu3ailifi 3 MEJHUHHCKH HayKH
(Council for International Organizations of Medical Sciences, CIOMS) (Il paboriia : pyvna Ha CIOMS, 1995

r.).

Tabauna 1 HJIP, cBLpP3aHE ¢ TEPANHATA ¢ KBETHANHH

YecTOTHTE HA HeXKeJAHHTE PEAKIHH CA FPYNHPAHA KAKTO caeasa: MHoro uccrn (21/10), yecru
(>1/100 po <1/10), newectu (=1/1 000 no <1/100, peaxn (1/10 000 no <1/1 000), muoro peaxn

(<1/10 000) r ¢ Men3BEeCTHA 9€CTOTA (OT HATHYHHATE JAHHH He MOXe Aa Obae nanpansena oueHka).
Cucremo- | Muoro wectn | Yecrn Heuecrn Peaku Muoro C
OpraHcH PEART HeH3BECTHA
KJIAC L HECTOTA
Hapywenu | IToHkeH Jierxonenua | Heyrponenms!, | Arpanynouut |
A Ha xemorno6un? | 2 mamanen | tpomboumTone- | o03a®
Kpvema u Opoii Ha HHA, AHEMHH, |
aumpnam HeyTPOUIHT | HamaneH Gpoii |
a cucmemu e, Ha

eosuHopunus | TpomGoumTuTe’’ |

27 |
Hapywenu CBpBbXYYBCTBH- . AHagnax-
A KA TENTHOCT . THUHI
uUMyHHGMA (BKJTIOUHTENTHO - peakius’®
cucmema anepruuHy |

KOXKHU peaKUHH) I

Hapywernu Xunepnponak | Hamanasase Ha ' HicancxeaTs
A Ha -Tuuemus'®, | ceoboanus Ts%, 4 CEeKpeLHs
eHOOKPUHH HAMAIABAHE | XHIIOTHPEOHAM3b l Ha
ama Ha oOwwus m?! . aHTHIHYpe-
cucmema T4*, TueH

Hamanspane CNOpMOt

Ha cBoOOaAHMA f.

T 424’ .

[MOHIKABAHE '=

Ha oOwms |

T324’ | 1




YecTOTHTE HA HEKENAHATE PeAKHHH CA IPYNHPARHK KAKTO CJAE€ABA: MHOIO ‘1ec T (>1/10), gecTh
(1/100 po <1/10), mesectu (=1/1 000 ao <1/100, peaxn (>1/10 000 ao <1/1 000), muoro peaxku
(<1/10 000) 1 c HeB3BecTHA 1€CTOTA (OT HAJHYAHATE JAHHH He MOXe 1 6bae Hanpasena oneHKa).
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NOBHILIEHHE
na TSH* -
Hapywenu | IlopuieHue [loBuiueH XunoHarpue- MertaGonuren
A ua Ha CEPyMHHTE | amneTHT, mus'?, saxapen | cuuapom®
memabonu | HABA Ha rmokozataB | auaber'”,
IMa U TPUIIBLCPUL | KPBBTA C€ obocTpaHe Ha
xpanenem | u-1e'%° yBEIMYaBa 10 | ChLIECTBYBAIIL
0 [ToBuiiapaHe | XHNEprivkeM | auader
Ha o61HA Ha®-?
XONeCTepoOn
(mpeanuMHo
LDL
X0NeCTEpON)
11,30
[ToHwKaBaHe
Ha HDL
xosnecrepon'’?
0 HagnaBaHe
Ha Terno® 3
Hcwouwunu AGHOpMHH ComHaMbynn3
Hapywenu ChHHLLA H bM H PEaKkuMH, '
R KOILLIMapH, CBBP3aHH C
CYHLIMIHH rOBOpPEHE U
MUCIIH H A1EHE HACHH
CYMLIMJHO
noseaeHne’
Hapywenu | 3amasnoct® ¢, | Nusaprpus epuobe’,
A Ha COMHOJIEHTHO CHHAPOM Ha
nepenama | cr> %, HECTIOKOHHHTE
cucmema | rnasobonue, Kpaka, TapJHBHa
eKTpanupaMu IHUCKHHE3MA'”,
IHH cunkon® 16,
cumnToMu'?! 06BPKAHOCT
Cvpdeuru Taxukapaua®, | Vaemxen QT-
Hapyuieru nannuraumu® | uarepsan’'? 18,
A GpaauKapaHs’
Hapywenu 3aMBITIEHO
A HQ BHIKJAHE
0KOMO
Croosu OprocraTH4H BeHo3Ha
HapyuieHu a xunoronus* TpomBoembon
g 16 Hﬂ]
Pecnupam Mucnxes® PunuT
opHuY,
2PLONU U
Meouacmu
HaR-HU
HAPYUeHU
ﬂ -
Cmomawn | Cyxora B Kouctunauua | Jucharms’ [MaHkpearvt'.
o-ypesHu | ycrata , OHCMencus, YpeBHa
Hapyuwienu noBpbLIaHe? o6CcTpyKLHA/
A HIEYC

KapanoMHo
naTua 4
MHOKapAHT

Uncynr>?




YecTOTHTE HA HEKEJAHHTE PEAKIHH A MPYNHPAHE KAKTO CJIeABA: MHOTO UecTn (21/ 10), yecTH
(>1/100 no <1/10), neuectn (=1/1 000 no <1/100, peaxn (21/10 000 g0 <1/1 000), muOre peskmu
(<1/10 000) 5 ¢ HeA3BecTHA YECTOTA (0T HANHYHHTE NAaHHA HE MOXKE 12 Obae Hallpanena OlleHKA).

Xenamo- [Topuapane | [losuuiaBane Ha | JKbnTeHuua®, ‘
bunuapru Ha cepyMHaTa | cepyMHara XenaTut |
HAPYUCHU anaHuH acraprar
A aMHUHO- amuHoTpaHcge- |
Tpancdepasa | pasa (AST) |
(ALTY, i
NOKavBaHe Ha |
rama-GT |
HYBa > o
Hapywenu l .fi\HI"HOB,E[eM ToxkcH4YHa
A Ha 7. CHHAPOM | enuaepmMai
xoocama u | ha Stevens- | Ha
NOOKONCHA | Johnson® HEKPOJIH3a,
ma moKax i epHTEMA
| MYJITH-
i dopwe;
| ocTpa
| reHEpaTH3K
; paHa
eK3aHTEMAT
03Ha
| nycTyJio3a
-. (AGEP),
| JlekapcTBeH
‘ oOpuB ¢
; €03HHOQHIT
| W Y
CHCTEMHH
‘ CHMNTOMH
| (DRESS)%,
1 KosikeH
1 BACKYJIUT
Hapywenu ‘ Pabaomuon
R HA I 11731
MYCKYAHO- !
CKenemua
ma
cucmema u |
cveounum |
en-nama i
MbKAH | B
Hapywenu 3aapbiKKa Ha '
A Ha ypHHa
bvOpeyum ;
eu
NUKOYHUM ‘
e nomuwya L
Cvcmonnu | CunapoM
. :
C8bP3IAHU |
¢ f
bpemennoc '
mma,

Po00GUA U




YecTOTHTE HA HEXCJIAHHTE PEAKIHH ¢A TPYHHPAHA KAKTO cieasa: MHoro uecru (=>1/10), weern
(>1/100 no <1/10), mnegectn (=1/1 000 xo <1/100, peaxn (=1/10 000 xo <1/1 000), muoro peaku

(<1/10 000) B ¢ HeH3BeCTHA YeCTOTA (0T HANMYHHTE JAHHH HEe MOXe Aa Obae HalpaseHa OMEeHKA).

nocaepooo '
8usn |
|
nepuoo |
Hapywenu CexkcyallHa [Mpuanusbm,
A HA nuchyHKLIUA raiakropes, |
penpooyk MOAYBAHE HA |
mug-nHama rbpAaTa, |
cucmema u HAPYLLIEHHSA B
epoama MEHCTpYaLuUsT
a !
Obwu Cumnromu Ha | Jleka Hepponenruue
Hapyuienu | OTHEMAaHE acTeHu4, H MAJUTHEH
au (cnupane)-® | mepudepHu CHHAPOM!,
eghexmu OTOLIH, XHIIOTEPMUS
Ha pazapasHUTel
MACMOmMo HOCT,
Ha NYUPEKCHUSA
NPUROIICEH |
ue o
Hzcneoean [TosnwaBate
us Ha KpeaTHH |
docdokmHazar |
o 14 ;

1. Bwoxre Touka 4.4.

2. Moxe na ce pa3BHeé COMHOJIEHTHOCT, OOMKHOBEHO Mpe3 MbPBHTE 2 CEAMHLIN OT JNEYEHHETO, KaTo
00HKHOBEHO ¢ MPOIBJKABAHE Ha [IpUEMa Ha KBETHANMKH T4 H3Ue3Ba.

3. [lpu HKOM NALMEHTH, MPHEMAIM KBETHANHH, € HabMOAABAHO ACHMNITOMHO NMORHINABAHE HA CTOHHOCTHTE
Ha tpaucamMuHasute (AJIAT, ACAT) unu croiinocrure Ha rama-GT B ccpyvai. ToBa momHinaBaHe
00HKHOBEHO € 0OpaTHMO C IIPOIB/DKABAHE HA JICUEHHETO C KBETHAIMH.

4, Kakto ¥ ApyrM aHTHICHXOTHUM ¢ aHTH-alda-agpeHEpruiHa akKTHBHOCT, KBCTHAHMH MOXKE 4eCcTO Na
NpeAU3BHKA OPTOCTATHYHA XMIIOTOHHSA, CBBP3aHa ChC 3aMasHOCT, TAXMKAPAKS, a MPH HAKOH NAUHEHTH —
ChC CHHKOMN, 0COOEHO Mpe3 NepHOAa Ha ITEPBOHAYANTHO THTPHpaHe Ha ao3arta. {(BixTe Touka 4.4).

5. H3uucnenusta 3a yectoraTa Ha Te3u HJIP ca B3eTH caM0o OT MOCTMAPKETHHIOBUIL [1A1(HH 32 JIEKaPCTBEHATA
¢opma Ha KBetuanuH c He3abaBHO ocBobOXKAABAHE.

6. Ilone BeaHbkK KpbBHA 3axap Ha raaaHo >7,0 mmol/l (=126 mg/dl) unu >11,1 mmol/l (200 mg/dl) cnen
XpaHeHe.

7. TloBHIIaBaHEe HA YECTOTATA HA PA3BMTHE Ha AWcarus MpH NPHEM Ha KBETHAMMH B CpaBHEHHE ¢ nnauedo e
HabmoOgasaHO caMO B KJIHHHYHHTE NpOYy4BaHHUA 3a OunonsapHa qenpecus.

8. B13 ocHOBA Ha MOBHINABaHe ¢ >7% B CpaBHEHHE ¢ U3XOMHOTO TEJNECHO Terno. |aciLipa npeauMHO npes
HAYaJIHHTE CEAMMIIH OT JICUEHUETO MPH BH3PACTHH.

9. B mnane60-KOHTPOJHPAHUTE KIAHHWYHH MPOYYBAHMA 32 MOHOTEPAINHUSA HA OCTPH ChCTOSHHUA, OUEHABAILA
HaJaralyTe CIIHpaHe Ha JICHEHHETO CUMIITOMH, ¢ HaW-ronaMa uecrora ca haldll0JaBaHH ClCAHWTE
CUMITTOMH HAa OTHEMAaHE: MHCOMHHA, TrajeHe, Masobonue, auapus, nNOspbilaHe, 3aMasHOCT,
pasgpasHuMocT. Eqna ceamuua ciell CnMpaHe Ha JIEYEHHETO 4ecToTara Ha Te3h PeakuMid HaManABa
3HAYUMO.

10. Tpurauuepuny >2,258 mmol/l (>200 mg/dl) (npu naumeHTH Ha BB3pacT >18 rowni) unu 21,694 mmol/l
(>150 mg/dl) (npu naupeHTH Ha BB3pAcT <18 roAMHH) NpH HAKl-MAAKO €AHH Cay Uik,

11. Xonecrepon 26,2064 mmol (>240 mg/dl) (npu nauMeHTH Ha BBL3pAcT =18 rofanHi) KWK

¢ noxo6uo nopumaeade € >1,07 mmol/l (41,7 mg/dl).
12. Brokre TexcTa no-goiy.
13. Tpombouury <100 x 10°/L npy Hali-Manxo eUH ciydaii.




14. Bp3 ocHOBa Ha CHODILEHHUATA 328 HEXKENAaHH peaku¥d OT KIHHHYHHTE Npoyusativs 3a MOBHLIABAHE HA
kpeaTHH ocOKHHa3aTa B KPBBTA, KOETO HE € CBBP3aHO C Pa3BMTHE HA OKAYCCTREH HEBPOJCNITHUCH
CHHAPOM.

15. CTOUHOCTH Ha NPONAKTHHA BbB BCEKH €IHH MOMEHT (TIpH MaUWEHTH Ha Bb3pac >18 roguuu): >20 pg/l
(>869,56 pmol/l) 3a mbxe; >30 pg/l (>1304,34 pmol/i) 3a xenu.

16. Moxe goBene A0 nanaHe.

17. HDL-xonecrtepon: BbB BCEKH efMH MomeHT: <1,025 mmol/l (<40 mg/dl) 2a muxe; <1,282 mmol/l
(<50 mg/dl) 3a xkeHH.

18. MaumeHTH, KOMTO UMAT yabkasaHe Ha QTc or <450 msec no >450 msec, pH veenuasare ¢ >30 msec.
B miaue6o-KOHTPONMPAHO MpPOYYBAHE HA JIEYEHHETO ¢ KBETHANIMH CPEAHATA (1pOMAHA H MPOUCHTDBT
MALMEHTH, KOUTO HMAT yAB/KABAHE A0 KIHHHYHO 3HAYMMH CTOHHOCTH Ca CXOAHH k [P) NHTE HA KBETHANHH
M ruiauedo.

19. IMpomaHa Ha cTofiHocTTa OT >132 mmol/l go < 132 mmol/l npn Har-manko eaun CIyuai,

20. Uma chobuieHHs 38 CYBUMAHHM MOMHC/H HAH CYHUHAHO MOBEACHHE NO BPEME Hil . ICHEHHETO C KBCTIANHH
WIH CKOpO Cile CMUpaHeTo My (BHXTe To4kH 4.4 1 5.1).

21. Bukre TOuka 5.1

7 Tlonwxen xemoriobuu mo 8,07 mmoll (<13 g/Dnpu mbxe, 7,45 mmolt (<12 g/l) mpu xeun, €
HabMmoAaBaHO MOoHe BeAHBLXK npd 11% oT nauveHTHTe Ha KBETHANMH Np BCHYKM NPOY4BAaiHA,
BKIIOYHTE/IHO B OTBOPEHHTE NMPOTBDKEHHSA. 32 T€3W NALMEHTH CPEAHOTO MAKCHMA IHO NOHMKABAHE HA
CTOMHOCTHTE Ha XeMorao0HHa no Besako Bpeme e 1.50 g/l.

23. Te ca crOOLIABAHH YECTO MPH HAMYHKE HA TAXWKAPAHA, CBETOBBLPTEXK, OPTOCTATHYHA XHIIOTOHS 1/unu
NOANEKALIO ChPASYHI/ PECTIHPATOPHH 3a0019BaHUA.

24. Bb3 OCHOBA HA NMPOMEHWTE OT HOPMAJIHOTO M3XOAHO HMBO A0 CTOWHOCT C IFOTCHUMAIHO KNH'HUHO
3HAYEHHETIO BCAKO BpEeMeE Cnell H3XOAHOTO HHBO BbB BCHYKHM UINHTBAHWA. I IpomeruTe B 0B Ty,
coGomnus T, 06mua Ts u ceobonnus T3 ce onpeaenst karo <0,8 x LLN (pmol/t). & npomsuaTa ha TSH
e> 5 mIU/] no BcAKo BpeMe.

25. B3 OCHOEA HA NOBHILIEHATA YECTOTA HA NOBPBILIAHE NPH NAUMEHTH B CTApHECKa B1,3pacT (265 roauun).

26. Bb3 ocHOBa Ha MpoMAHA Ha HeyTpoduaure oT 21,5 X 10%1 B uzxoaHo Hueo /o <0.5 x 10%1 B1.B rceku
MOMEHT I10 BpeMe Ha JIeueHHeTO H 6a3HPaHO HAa MAUHMEHTH C TEXKKA HEYTPOMEHHA (0,5 x 10%1) ¥ vugekuuu
npy BCHYKH KJIHHHYHH NPOYYBAHHA C KBETHAMHH (Bxk. TO4Ka 4.4).

27. BB3 ocHOBa HAa NpOMAHA OT HOPMAMHOTO H3XOAHO HHBO A0 CTOMHOCT C MOTEHIMAIHO KNTAHAYHO 317 'CHIHE
MO BCAKO BpeMe CJiel M3XOAHOTO HHBO BbB BCHYKHM MNpoyuBaHua. Ilpomenwmie » eo3uHOHNI T CE
onpeaenst karo >1x10°knerkn>1x10’knetkn/l no Besiko Bpeme.

28. B3 OCHOBa Ha MPOMAHE OT HA HOPMAJHOTO M3XOAHO HHMBO 1O CTOMHOCT ¢ NOTCHUMAIHO KJIHHHYHO
3HAYEHHE 110 BCAKO BpeMe cliel U3XORHOTO HUBO BbB BCHYKH NPOYUBAHNA. [Tposmennre B 6pos na bKK ce
onpezenar karo < 3x10° kierku /1 no BCAKO BpeMe.

79 Bb3 OCHOBA Ha HEXeJaHH CHOUTHA, KaTo MeTabonuTeH CHHIAPOM, OT BCHYKHA KIHHHUYHH IIPOYHUBH'HA C
KBETHAITHH.

30. [Ipy HAKOM MALMEHTH B KIMHWYHHUTE NPOYYBaHHA € HabMIONaBAHO BAOILIABAIIE Ha 1I0BEYE OT ¢ 'l OT
meTaboMTHHTE GAKTOPH, KATO TErJ0, KpbBHATA 3aXap W NUnuAH (BikTe Touka 4.1).

31. Buoxre Touka 4.6

32. Moe /a ce MOABH BEAHAra WM CKOPO Clie] HaYaloTO Ha NEYEHHETO U A3 € CBLPS:H C XHITOTOHHA 11/ VT
cuukon. Yecrorata ce 6a3zupa Ha croBLIEHNA 32 HEXKENaHH peakuru ¢ dpanukap, g 1 CBbp3aHH Ci. CTHY
IIPK BCHYKH KITHHHYHA H3MUTBAHHA C KBETHATKH.

33. TeskkHTe KOKHH HexxenaHn peakuuu (SCARS), Brirousaluy cuHapom Ha Stevens-Johnson (8JS), TorrcriHa
enuaepmanHa Hexkponusa (TEH), nexapcTeen obpus ¢ €03MHOBUNHUA H CHCTEMHM coMmIoME (drugre vith
eosinophilia and systemic symptoms, DRESS) ca crho0iaBany kaTo CBbp3ati ¢ ieHEHHETO C KBETH. 1iiH.

34. BB3 OCHOBA Ha €HO PETPOCNEKTHBHO, HEPAHAOMH3HPAHO ENHUAEMHOIOTHYHO NPOYIBAHE.

TIpu npunOXKEHHe H& HEBPOJEMTHLHM ca ChOOLIABAHH CIy4aH Ha YABJIKABINE HA QT wareppana, k" Ha
aApUTMHS, BHE3ANMHA HeoBACHMMA CMBPT M ,, forsades de pointes”, KaTo T€ C€ CMATAT 1 e(CKTH Ha Knac:.

IleqmaTpr4Ha NODY/IANHAS
Ornmcanure npH Bh3pacTHH HJIP Tpa6Ba fa ce MMaT NpeABKA M NpPH AEL@ 3 FOHOIN.
Tabmuiia ca pesiomupann HJIP, KOWTO HACTBMABAT C NI0-BHCOKA YECTOTA MPH MAUHEHTH. KOM1
(Ha sw3pact oT 10 mo 17 roaMHM), OTKOJIKOTO MpH MOMynaudH Ha BB3PACTHH, W
HAeHTRQHUMPAHH NPH NOMyAALMH Ha BB3PACTHH.
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Tabaana 2 HJIP npn gena # 10HOIIN, CBLP3AHE ¢ TEPANHS ¢ KBETHANHH, KOHTO BL3HHKBAT ¢ I0-BHCOKA
YECTOTA OTKOJIKOTO NPH BL3PACTHATE HJIH KOHTO He ¢ HAeHTHPHIHPAHA BbB Bh3PACTHATA HOMY./IAIHY

YecTOTATE HA HOXEIAHATE PeaKIHHE CA NPYNHPAHH, KAKTO cieJBa: MHOIO 9ecth (31/10), wectn (>1/100,
<1/10), veuectH (=1/1 000, <1/100), peaxn (=1/10 000, <1/1 000) & muoro peaxn (<1/10 000).

Creremo-opranes wiac M#uoro gecTn Yecrn

Hapywenusn na enooxpunnama [ToBuiienre Ha nponakTyHa'

cucmema

Hapywenun na memabonruzma u [TosuiieH anerut

XpareHemo

Hapywenun na nepsnama Exctpanupamuanu cumnroMu™* | CuhHkon

cucmema

Cv0o8u HapyuwieHus IToBuiIeHHe Ha KPBbBHOTO
HansraHe’

Pecnupamopru, 2pvonu u Punur

MEOUACMUNATHY HAPYWeHUR

Cmomaiuno-upeenu napyuesus [loBpbluaHe

Obwiu napywenus u egpexmu Ha PasnpasuurenHoct’

MACIMOMO HA NPUIONCEHUE

(1) CroitiHocTH HA NPONAKTHHA BRB BCEKH €MH MOMEHT (NTPH NMaUMeHTH Ha Bb3pacT <18 roamuu): >20 pg/l
(>869,56 pmol/l) 3a mbike; >26 pg/l (>1130,428 pmol) 3a xkenn. [Tosuniapave Ha nponaxTuna >100 pg/l e
YCTaHOBEHO NpH no-manko ot 1% ot naumeHTHTE.

(2) Bw3 ocHOBa Ha CTOHHOCTH, HAABUILABAINY KJIMHHYHO 3HAYUMUTE Nparose (anantupadu oT HauuoHanH1s
MHCTUTYT Mo 3apaBeonassaHe Ha CAILl) unwn noeuiasaxe ¢ >20 mmHg 3a cuctonHoTo vnu >10 mmHg 3a
AHACTOJIHOTO KPBbBHO HalAraHe BbB BCEKH €MH MOMEHT B JBe Mnauebo-KOHTPOAUpPAHH M3MHTBAHMUA 3a
Ne4YEeHHE Ha OCTPH CHCTOAHUS (3-6 ceAMHLIN) NpH AeLia M HOHONIH.

(3) benexka: Yecrorara e cpaBHHMa ¢ HabiroaaBaHaTa NPH BL3PACTHH, HO B CPABHEHHE C Bb3PACTHH, NPH
AeLa M KOHOLWH pa3apasHUMOCTTa MOXe fa 6bae cBbp3aHa ¢ pa3IMYHH KNHHUYHH NOCNEACTBHA.

(4) Buxre Touka 5.1,

Crobmapane HA NOJO3HDAHR HEXKEIAHA PEAKIHH

Crobl1aBaHeTo Ha NOAO3MPaHH HEXeNaHHU PEaKLIMK Clle]] pa3peLiaBaHe 3a ynotpeta Ha TeKApCTBEHUS NPOAYKT
€ BaxHo. ToBa no3pongsa 1a Npoab/DKKH HaGMOAEHHETO HAa CHOTHOLUEHHETO MMOJ13a/PHCK 3a JIEKapCTBEHHS
MpoAyKT. OT MEAHUMHCKHTE CTIELIMATMCTH CE€ M3MCKBA la ChoOLABAT BCAKA MOJO3MPAHA HEXKETaHa peaKLuA
4Ype3 HAUMOHA/IHATA CUCTEMA 3a ChOoOLIABAHE:

H3nbnHUTENHA areHUHs No JeKapcTBaTa
ya. ,,Jlamad ['pyes” Ne 8
1303 Cogus

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

4.9 IIpeno3zupane

CumMnoTomn
Karo usno npu3HaLyTe H CHMITOMHTE, 32 KOMTO UMA CHOBLLIEHHUS, ca 3aCHIIEHUTE W3BECTHH hapMaKkoJIOTHYHH
¢(eKTH Ha IEKAPCTBOTO, T.€. CBHAHBOCT H CEAALHA, TaXHKapAHus, XHNOTOHHA U aHTUXOJIUHEPTrHYHH €(DEeKTH.

IlpenosupaHeTo Moxe na aoseae no yabmkaBaHe Ha QT-uHTepBana, rbpuYOBE, EMWIENTHYEH CTATYC,
pabIoMHONU3A, NOTUCKAHE HA IHILAHETO, 3a/IpbXKA HA YpUHA, OGLPKAHOCT, JENTHPHYM H/
H cMBpT. [lalMeHTHTE ¢ NpeauecTBalIO TEXKO ChbPASYHO-CBAOBO 3a60N13BaHe MOXE Ia
e(peKTHTE Ha Npeao3HUpaHeTo. (BIXKTe TouKa 4.4, OpTocTaTHYHA XHIIOTOHHUA).

Jleaenne npn npegozupane =5
Hama cneunduuyen anTHaOT 32 KBeTHanuH. [IpH Texka cuMmMnTOMaTHka TpAOB B - %
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BCPOATHOCTTA 38 MPHCM Ha Pa3UYHH JICKAPCTBA, KATO C€ NpCnopbm4YBa HHTCH3UBHO JiEYEHUE, BKJIIKOYHUTENHO
OCHIypABaHC H NOAABPXKAHC HA MPOXOJHMOCTTA Ha NHUHXATCAHHTC NMBHTHLIA, OCHIypsABaHE Ha OOCTaTh4YHA
OKCHICHaUMA M BEHTWIALHUA, MOHHTOPHPAHC H NMOAObPIKAHE Ha CbPACHHO-CbAOBATA CHCTEMA.

Bb3 ocHOBa Ha MyOaMKyBaHaTa nHTEpaTypa, MAaLHEHTHTE C ACJIUP U XXHTALMA U C H3pa3eH AHTUXOMHHEPTUYEH
CHHIPOM MOX¢ J1a 0baaT nekyeaHu ¢ puzocTurmu, 1-2 mg (npu HenpekbcHaTo npocnenssane Ha EKI). Toea
HE Ce NpenopbuBa KATO CTAHJAPTHO JICYECHHE MOPaIH NOTEHUHANHO OTPHUATENHHS eeKT Ha PHIOCTHIMHH
BbPXY ChbpAeyYHaTa NpoBoAUMOCT. MUIOCTUIMHH MOXKe fa C€ H3MON3Ba, ako HAMa oTknoHeHHs B EKI'. Jla ue
Ce M3Mo13Ba QU3OCTUIMHH B CiTy4ali Ha HapyllleH PUTEM, BCIKAKBa CTelNeH Ha ChpaeyeH 600K Uy pa3liupeHHe

Ha QRS.

Makap 4e 6rokHpaHeTO Ha pe3opOLMATa NPH NPEO3UPAHE HE € NMPOYYEHO, NPH TEXKKH OTPABSIHHA MOXKe Ja
6bAe NOKa3aH CTOMALLICH JIaBaxK, 110 Bb3MOXKHOCT NPHIOKEH B paMKUTE Ha 4Yac cnea npuema. Tpabsa ja ce nma
NpeaBUA NPHIOKEHUETO HA AKTUBEH BBIJICH.

CnyuanTe Ha pedpaxkTepHa XMNOTOHHA CNeA NPEAO3WpaHe ¢ KBeTHanWH, TpabBa Aa ObAAT NeKyBaHM CbC
CHOTBETHHTE MEPKH KAaTO MHTPaBEHO3HO BJIHBAHE HA TEYHOCTH W/HNH CHMMAaTHKOMUMETULH. EnnHeppHHET H
NONIaMHHBT TPAOBa Na ce uidarsar, Tbil kaTo GeTa-cTUMYNALMATA MOXKE [1a BIOLIA XHINOTOHHATA B YC/IOBUATA
Ha KBETHANMH-MHAyLHMpaHa anda-6nokaja.

[1pu npeao3upaHe ¢ KBeTHAMMH ¢ YABMKEHO 0CBOOOXKAaBaHe WMa 3a0aBeHa MoABa HAa MUK HA CEIALUMS ¥ THKOBA
CTOHHOCT Ha MyJica, KAKTO H YAB/DKEH MIEPHO]] Ha Bb3CTAHOBABAHE, B CPABHEHHE C NPEAO3HPAHE HA KBETHANMH
¢ He3abaBHO ocBoboxgapaHe.”

[lpu npeao3HpaHe ¢ KBETHANHH € yABDKEHO ocBoOOX1aBaHe € onucaHo obpaszyBaHe Ha 6e3oap B cTOMaxa M ce
NpenopbYBa H3MNOA3BAHETO HA MOAXOAAWM 00pa3HH METOAHM 34 AMarHOCTHKA 3a ONpeAeNisHE Ha NOCIeIBalloTO
oBe€HHE NMpPH NaLMeHTa. PyTHHHATA CTOMAlIHA MPOMHUBKA MOXE 12 HE € €QEKTUBHA NPH OTCTPAHABAHETO HA
Oe3oapa nopanu nenkasa KOHCHCTEHLMA Ha MacaTta, noJoOHa Ha JbBKa.

B HAKOM ciy4ay e NpoBeXAaHO YCNELHO eHJOCKONCKO OTCTpaHsiBaHe Ha apMakobesoapa.

CTporuaT MEAMLKHCKH KOHTPO H MOHHTOpHpaHe TpsOBa fa NPOALIKAT 10 Bb3CTAHOBABAHETO Ha NaLMEHTA.

5. G®APMAKOJOIHYHM CBOMCTBA

5.1 PapMaKOAHHAMHYHH CBOHCTBA

lDapMalcorepaneBTﬂtma rpyoa: AHTHHCHXOTHI_I,H; AHA3CIMTHHH, OKCA3€NMHH U THA3ZCIIMHH

ATC koa: NOSAH 04

MexaHHIBM HA JeHCTBHE
KBeTHanuH € THNHYHO aHTHIICHXOTHYHO CPeACTBO. KBETHANMH H aKTHUBHHAT YOBELUKH TIa3MeH MeTaboNuT

HOPKBETHANHH B3aUMOLCHCTBAT C LUHPOK CHEKTBP OT HEBPOTPAHCMUTOPHHM peuenTopd. Keerwanun u
HOPKBETHAMHH NOKa3BaT BUCOK aQHHHTET KbM MO3bUHHTE cepOTOHMHOBH (SHT2) peuenTopH 1 A0NaMUHOBHTE
D1- u D2- peuenropu. lpennonara ce, ye Tasu koMOMHALMA Ha PEeLENTOpeH AHTATOHHIBM C MO-BHCOKA
cenekTHBHOCT kbM SHT2 peuentopw, B cpaBrHenme ¢ D2-peuentopure, mOnpUHacs 38 KIHHKYHHTE
aHTHIICHXOTHYHH CBOHCTB2Z M HHCKHMA €KCTpanvpaMHICH HexenaH e(eKT Ha KBETHANWH, B CPaBHEHHE ¢
THIIHYHATE AHTHNCHXOTHUM. KBETHaMMH M HOPKBETHANMH HAMAT 3HAUMTENEH aQHUHHUTET KbM
OeH30AHA3ENUHOBHTE pPELENTOPH, HO TNPHTEXKABAT BHCOK AQMHHTET KbM XHCTAMMUHEPTHYHHTE H©
aapeHepru4HuTe andal peuenTopu, M yMepeH apUHHTET KbM afipeHepruyHuTe anda2 peuentop. Keernanuu
MMa HHCBK WIH THNCBALL aQHHHTET KbM MYCKapHHOBHTE pellenTOpH, JOKATO HOPKBETHANMH, S
BMCOK a()MHHUTET KbM HSKOJNKO MYCKAPHHOBM DELENTOPH, KOHTO MOXe na oBfCHM
(MyckapuHoBH) edexTH. QakTbT, uye HopkBerHanuH HHXuOmpa NET peuenropa
aroHMcTHYHO AeHcTBHe Ha SHTIA peuenrTopa, Moxe na HONPHHACA 3a TepaneBTH
KBETHANHH TabNeTKH ¢ yARIKEHO ocBoDOKAaBaHe KATO aHTHAENPECAHT.




PapMaAKOIHHAMAYRH ¢DEeKTH

KBeTHanuH € aKkTHBEH NPH TECTOBE 3a AHTHNCHUXOTHYHA AKTHBHOCT KaTO YCIOBHO pedNeKTOpHO H30AraaHe.
Toi, cvio Taka Onokupa Ae#iCTBMETO Ha AaroHHCTH Ha J[ONMAMHHA, KOETO HMMa [MOBEACHYECKH WM
eNeKTPOGHIHONOrHYEH H3pa3 K MOBHLIABA KOHLIEHTPALIMMTE Ha METabONIHTHTE Ha JOMaMHHA, HEBPOXHUMHYEH
HHAEKC Ha Onokanara Ha D2-peuenTtopa.

[Ipu npeaxnuunyHy TecToBe, npeaswxkaawy EI1C, kseruanuH ce paznuuasa OT cTaHAAPTHUTE AHTHIICHXOTHLIA
H ¥Ma aTHnuueH npodwi. KeeTwanuH He npoayuMpa CBPbXUYBCTBHTENHOCT Ha D2-10MaMMHOBHA PeLENTOp
cren xponudHa ynorpeba. KeserHanuH npeaussukea camo cnaba katanencus B 103, epeKTHBHO GoKUpallu
nonaMHHoBHTe D2-peuentopu. KeeTHanuH AEMOHCTpHpa CENEKTHBHOCT KbM AMMOHMUYHATA CHCTEMA KaTo
61oKkMpa 1enonsapru3aLIuaTa Ha ME30JIMMOHUHKITE, HO HE U HA HUTPOCTPHATYCHH IONAMUH-ChIBPKALIA HEBPOHU
cliell XpOHHYHO MpHIoKeHue. KBeTHANMMH NokazBa MUHMMANIHA CIOCOOHOCT 3a NpeAM3BUKBAHE HA AUCTOHHSA B
CEHCHOMTH3HPaHH ¢ XaONEPHAOS HWIH NPH HETPETHpaHH ¢ nekapcTsa Cebus MaliMyHH cienl OCTPO XPOHHUHO
npunoxkeHue. (Bx Touka 4.8)

Kanan9HAa ﬂllltﬂ(‘.ﬂﬂt’l‘

MIn3zodpennn

EjpukacHocTra Ha kBeTHanuH TabneTKM ¢ YABIDKEHO OCBOGOXKAaBaHe 3a /ICUEHHME HA IIHM3OQPPEHHA €
A€MOHCTPUPAHA B €HO 6-CEIMUYHO MNALEO0-KOHTPOIIUPAHO MPOYYBaHE NPH NAUHEHTH, nokpusaiy DSM-IV
KPHTEPHHTE 3a IIH30(MPEHHA, KAKTO M B €JHO aKTHBHO-KOHTPONMPAHO NpOy4YBAHE C MPEMHHABAHE OT
KBETHANHH ¢ He3abaBHO ocBoboxnaBane Ha KeermanuH TabneTky ¢ yaB/DKeHO OCBODMKAABAHE MpPH
aMOynaToOpHH NaLUeHTH ChC CTaOWIHA WH30(PEHHA.

ITpBUYHUAT NpOCNENABaH NOKA3ATEN B M1aLE00-KOHTPONIHPAHOTO NPOYYBAHE € NPOMAHATA B OGLKA CKOP Mo
PANSS mexay H3xoaHaTa M OKOHuYaTeNHaTa oueHka. B cpaBHeHHe ¢ mnauebo, Kserwanun Ttabnetku ¢
yAabDkeHo oceoboxkaasane 400 mg/nnesro, 600 mg/nHeBHo U 800 mg/aHEBHO Ca CBBLP3aHU ChC CTATHCTHYECKH
3HAYHMO MOAOCOPEHHE MO OTHOLIEHHE Ha NCHXOTHYHHMTE cHMNTOMH. Edekra Ha nosure ot 600 mg 1 800 mg e
No-rofifsM, OTKOJAKOTO Ha fo3arta ot 400 mg.

B 6-ceIMHUHO AKTHBHO-KOHTPO/IHMPAHO NpPOY4YBaHE CHC CMAHA HA JIEKAPCTBATA ITHPBHUYHHAT NpOCieAsBaH
fioKasaTen € MPOLUSHTHT MAUMEHTH, NMPH KOHTO C€ YCTAaHOBABA JiMNca Ha €(PUKACHOCT, T.€. KOWTO CIHpar
NpOoy4BaHOTO JIeYeHHE TOPa/H JIHICA Ha eMKACHOCT, WM 4uiTO 00wt ckop no PANSS ce nosuinasa ¢ 20%
WIH NOBEY€ OT PAHIOMH3IUPAHETO, 1O KOATO U Aa € BH3UTA. [IpH nauueHTuTe, cTabMnn3HpaHH ¢ KBETHANHUH C
He3abaBHO ocBoboxaaraHe B no3a oT 400 mg a0 800 mg, edekThT ce 3aabpka H Cled NMPEMHHABAHETO Ha
€KBHBAICHTHA JHCBHA 034 KBETHAMMUH ¢ YABDKEHO 0CBOOOKAABaHE, TPHEMaHa €JHOKPAaTHO JHEBHO.

B awarocpouyHo mpoyuBaHe 3a snedyeHHE Ha crabMnHa 1WH30¢peHHS NPH NALMEHTH, KOHTO ca OMIH Ha
NOoAABLPKALLO JEUCHHE C KBETHANMH TabsieTkH ¢ yaB/DkeHo ocBob0XKaaBaHe B MPOAL/DKEHHE Ha 16 ceamHLuy,
TOH Noka3Ba No-BUCOKA €(pHMKACHOCT OT maauebo no oTHOWeEHHe Ha NpOQUNAKTUKATA HA PELM/IMB.
M34UCEHHST PHUCK OT peLIMAMB cliell 6-MeceqHo NeueHue e 14,3% B TepaneBTHYHATA rPylia Ha KBETHANMH
TabneTkn ¢ yawkeHo ocBoboxaapaHe v 68,2% B rpynara va nnaue6o. Cpeaxara nosa e 669 mg. Hama
AOIBJIHMTENHU Kacaewy 0€30MacHOCTTa PE3YTaTH, CBbP3aHH ¢ JIe4eHHe ¢ KBETHAMHH TableTKH C YABLLDKEHO
0CcBOOOXKAABAHE C NPOILIKHTENHOCT 10 9 Meceua (cpeaHo 7 Mecela). B 4acTHOCT, npu ABITOCPOUHO NeueHHE
C KBETHANUH TabNETKH C yAB/DKEHO 0CBOGOXKIaBaHe, YeCTOTAaTa Ha ChODILEHHUATA 32 HEXKEJIAHH JIEKAPCTBEHH
peakuuHy, cBbp3anH ¢ EIIC, kakTo # 3a noBHIIaBaHe Ha TEFIOTO, HE CE YBENHYABAT.

BAnOAKPHO pa3cTpolCcTBO
B ase npoyuBaHuA Ha MOHOTEpAN#s 3a NIEYEHHE HA YMEPEHH 110 TEXKH MAHHIHH €TTH30H, KBeTHaNHH NoKa3Ba
NPeBL3XOACTBO Npes mialedo no OTHOWEHHE Ha peAyKUMATa HAa MaHHAHWTE CMMITOMH Ha 3-ata W 12-ata
ceamuua. EduxacHocTTa Ha kBeTHanuH TabneTKH ¢ yABDKEHO OCBOOOXKAaBaHEe € JAEMOHCTPUPAHA M upes3
3HAYHMOTO MPEeBb3XOACTBO MNpel nnauebo B €AHO AOIMBIHHTENHO 3-CEAMMYHO MPOYYBAHE. ,I[oauonxam Ha
KBETHAITHH TalneTku ¢ yasnkeHo ocBoboxnasake e B unreprana 400 go 800 mg/nﬂeano
nosa e npubnnsurenno 600 mg/nHeBHo. JJanuuTe 3a edexra Ha 3-a u 6-a ceamMuua OT
KBETHAMWH B KOMOMHAlLMA € AMBAINPOEKC WM JIMTHH NPH TEXKH MAaHMIHN €NH30}
KOMOHHHpaHaTa Tepanua obaue ce noHaca Aobpe. JaHHKTe MOKA3BAT aJUTHBEH edeKT
NpoyUBaHEe HE NMOKa3Ba aJUTHBEH €(deKT Ha ceaMHLa 6.




B x1MHW4HO npoyuyBaHe NpH MaLMEHTH ¢ ACNPECUBHHM €MU304W Ha GunonapHo pascrposictee tvn | uan 1,
NMPUIOXKEHHUETO Ha KBETHanHH TableTkn ¢ yawkeHo ocBoboxkaasaHe ot 300 mg/aHeBHO mnoOKa3Ba
MPeBb3IXOACTBO [10 OTHOLIEHHE Ha eduKacHOCTTa npea niauedo, OLIEHEHO Ype3 peAyKIHATA Ha ODLHA CKOp M0
MADRS.

B 4 nonmbaHUTENHH KIHHHYHH NPOYYBaHWA Ha KBETHAIMH C NPOABL/DKUTENHOCT OT 8 CeAMHLIM MNPH NALMEHTH C
YMEPEHH A0 TEXKH AENPECUBHH €NH30AM Ha OunonapHo pascrpoicTo Tun 1 uiun II, Ksetvanun tabnetku ¢
He3abaBHo ocBoboxknaBaHe B fo3a 300 mg w 600 mg nokassa 3HaYMMO MPEBB3XOACTBO Mpel Mauefo no
OTHOLICHHE Ha JICYEHHE HA MALUMEHTHTE, NMPELEHEHO YPe3 ChOTBETHHUTE MPOC/CAABAHH MOKA3ATENIH: CPEAHO
nonobpenue no MADRS u otrosop, aeduHMpan kaTo noao6penue ¢ none 50% na o6uika c6op no MADRS B
CpPaBHEHHE ¢ U3X0AHUA. Mexay nauuenTure, nekyBaHH ¢ 300 mg u ¢ 600 mg kBeTHanuH TabneTkH ¢ He3abaBHO
ocBoboXKIaBaHe, HAMa pa3fiMKa N0 OTHOLIEHHE HAa BeJIMUHHATA Ha edeKTa.

Qa3zaTa Ha yABDKABAHE HA TE3M OBE NPOYHYBaHUA MOKa3Ba, Y€ ABJITOCPOYHOTO JIEUCHHE HA MALIMEHTHTE,
OTFTOBOPWIM Ha JIEYEHHETO ¢ KBeTHanuH Tabnerkn ¢ HezabaBHO ocBobOkaaBaHe B no3a 300 win 600 mg, e ¢
[0-BUCOKA €(PUKACHOCT OT NMPHUEMa Ha Mnauedo no OTHOLIEHME HA CUMIMTOMMTE HA JENPECHH, HO HE U MO
OTHOLIEHHE HA MAHUMHHUTE CHMITTOMM.

B nse npoyuBaHus 3a Npo@HNAKTHKA HA PELMNB, OLECHSBALLH MPUNOKEHUETO HA KBETHANKH B KOMOMHALMSA C
THMOCTaOMNM3aTOp NpPH NALMEHTH C MaHHHHW, OEMPECHBHW WIH CMECEHH eNu30AM, KOMOMHAlLMATa C
KBETHANHH NOKA3Ba NPEAUMCTBO NIPE MOHOTEPANUATA ¢ TAMOCTAOUNU3ATOP NO OTHOLIEHHE HA YIB/DKAaBaHETO
Ha BpEeMETO 10 PELIMAHB HAa pa3CTPOHCTBOTO HA HACTPOECHHETO (MaHHMEH, CMECEH WK JenpecHBeH ). Ksernanuu
¢ MpH/IaraH ABa MbTH AHeBHO B 061a n03a 400 no 800 mg nHeBHO B xOMOHMHaLMA ¢ TUTHIT WIH BaNNpoar.

B 6-cenMHuHO paHAOMH3HPAHO MPOYYBaHE HA JIMTHI M KBETHANMUH TabNeTKH ¢ YAB/DKEHO OCBOOOX/aBaHE
CnpsaMo Mauebo u KBeTHaNHH TabneTkH ¢ YARDKEHO 0CBOOOKAaBAHE KBETHANMH NPH Bb3PACTHU NALMEHTH C
OCTpPa MaHHA, pa3jiHKaTa B cperHoTo noaodpeHHe no YMRS mexay JoNbIHHTENHATA rPyna Ha JiCUeHHe ¢
JHUTHHA U AONMBIHUTENHATA IPyNa Ha nedyeHue ¢ niauedo e duna 2,8 ToukH, a pa3nukara B % MOBAMABALUH CE
(onpeaenenu kato 50% nopobpenne cnpamo u3xoaHoto HUBO Mo YMRS) e 11% (79% B nonbaHMTENHaTA
rpyna Ha JICYEHHE C IHTHH cnpamo 68% npu AonbAHKTENHATA Ipyna Ha JledeHHe ¢ ruanebo).

B enHo ABNrocpo4yHo npoy4saHe (10 2-rOOUILHO JIEUEHHE), OLCHABALIO NMPOQHIAKTHKATA HA PELIMIWB TIPH
MaUMEHTH C MAHWHHH, NENPECHBHH HIIH CMECEHH €MH30/H, KBETHANHMH NOKa3Ba MpeBb3XOACTBO npex miaueto
N0 OTHOIIEHWE HA YAB/DKABAHETO HA BPEMETO 1O PELMIOHB HA Pa3CTPOHCTBOTCO HAa HACTPOEHHETO (MAaHWEH,
CMECEH WM JENPECHBEH) IPH NaLMeHTH ¢ SunonapHo pasctpoiicTeo Tvn I. B ToBa npoyusase SpoaT naLdeHTH
C EMH30[ Ha pa3CTPOHCTBO Ha HACTPOEHHETO € CLOTBETHO 91 (22,5%) B rpynara Ha kpetuanun, 208 (51,5%) B
rpynara Ha ruauedo u 95 (26,1%) B rpynara Ha neueHue ¢ nUTHH. [Ipd OTroOBOPHWIHTE Ha JIEYEHHETO ¢
KBETHANHWH, PpE3YITaTHTE OT CPABHEHHETO MEXOY MNPOALDKABAHETO HA JICYEHHETO ¢ KBETHANHMH ¢
NpeMHHABAHETO KbM JIEUCHHE C JIMTHH MOKAa3BaT, Y€ [NPEMHHABAHETO KbM JICYEHHE C JIMTHH M3rnexaa He e
CBBP32HO ¢ YBKABAHE HA BPEMETO A0 PELMAHMB Ha pa3cTPONHCTBOTO Ha HACTPOEHHETO.

Texkn nenpecnsun ennsoan npu TAP

B 1Be KpaTKOCPOUHH Mpoy4BaHMsA (6-CEIMHYHH) Ca BKJIIOUEHH MaLMEHTH, NMOKA3ANM HEAOCTAThYEH OTIOBOD
KbM MOHE €0HH aHTHaenpecanT. KsetnanuHd TabneTku ¢ yawnkeHo B 103u oT 150 mg n 300 mg nuesHO, naBaH
KaTO AOMBJIHEHWE KbM TEKYLIOTO JIEYEHHE C AHTHAENPECAHT (AMHTPUNTWIHH, OYNpPONMOH, LHUTAIONpaM,
IYJIOKCETHH, €CLIMTAIONpaM, PITyOKCETHH, MapOKCETHH, CEPTPaIiH UK BeHNnagaKkCcHH), MOKA3Ba NPeJUMCTRO
npea MOHOTEpanvaATa ¢ aHTHACMPECAHT MO OTHOWICHHWE Ha HAMAaJABAHETO HA ACNPECHBHUTE CHMITTOMH,
OLIEHeHH No nopobpexnero B ob1ua cxop no MADRS (cpeana npoMsiza B cpaBHeHHe ¢ naauebo 2-3,3 ToukH).

Jwnrocpounara epukacHocT W 6ezomacHOCT npu nauueHTH ¢ T/IP He ca OLEHABAHH KAaTO AOMBJAHWTENIHA
Teparus, HO AbAroCpo4HaTa e€(pHKacHOCT W 6e30MacHOCT MPH Bb3PACTHH MALIMEHTH €A OLEHNBAHH KaTo
MOHOTEpanuaTa (BWKTe no-a0/y).

CnennvTe npoy4ysaHHa ca npaBeHU ¢ KBeTHanMH TabneTkyu ¢ yABKEHO 0cBoboKIaBaHe AE
obaue Kpermanun tabneTkm ¢ yabkeHo ocBofoknaBaHe € MoOKa3aH caMoO Kay
poBeAKIaHATA TEpanu.

B TpH oT 001110 Y€THPH KPaTKOCPOYHH NPOYUBaHHA (10 8 ceAMMLIM) HA MOHOTEpAnus b



AENpeCHBHO pascTpodcTBO, KeeTHanuH Tabnerku ¢ yabmkeHo ocBobokmaBane 50mg, 150mg w
300 mg/nHeBHO MOKA3BA NMPERB3XOACTBO B €MKACHOCTTA Mpej 1utanebo Mo OTHOLIEHHE HAa NMOTHCKAHE HA
CUMITTOMHTE Ha AENPECHUS, OLIEHEHH 10 noaobpenueTo B o6uiua ckop no Ckanara Ha Montgomery-Asberg 3a
oueHka Ha perpecusta (MADRS, Montgomery-Asberg Depression Rating Scale) (cpeana npomsiHa B
CpaBHEHHE ¢ TU1auedo 2-4 ToUkH).

B mnpoyusaHe Ha MOHOTepanus 3a NOpoPMIaKTHMKAa HA pelHAMB, MAUHEHTH C OEMPECHBHH EIMU30/M,
CTa0HIM3MpaHy Ype3 OTKPHT ITPHEM Ha KBeTHANHH TabJeTKH ¢ YABDKEHO OCBOOOKNAaBAHE B IPOABIDKEHHE HA
roHe 12 ceaMHLIM, Ca paHAOMHU3HPAHH B MPOAB/BKEHHE Ha J10 52 CeIMHLIM Aa IPHEMAT WIH KBETHAIMUH TabIeTKH
C YOABDKEHO OCBOOOXJaBaHe €AHOKpATHO AHEBHO, WiIH Iutauebo. CpeaHara 1032 HA KBETHAMHH TabNeTKH C
yABJDKEHO ocBoOOXKAaBaHe npe3 ¢a3ara Ha paHaoMusauua e 177 mg/nuesno. Yecrorara Ha peumaus e 14.2 %
3a KeeTHanuH TabneTKH ¢ yab/DkeHo ocBoboxkaasaHe H 34.4 % 3a nauMeHTH, J€KyBaHH ¢ Iuianeto.

B kpatkocpouHo (9-ceAMHYHO) NpOyURaHe NPH NALMEHTH B cTapuecka pb3pacT 6e3 neMeHIs (Ha BB3pacT OT
66 no 89 roMHH) ¢ TEXKKO JEMPECHBHO Pa3CTPONCTBO, KBETHAIMH TabJIeTKH ¢ yABDKEHO OCBOGOXKIaBaHeE,
J03upaHy I'eBKaBO — oT 50 mg a0 300 mg/aHeBHO, NOKa3Ba NPEBBL3XOACTBO B e(DHKACHOCTTA Npe IL1aneto no
OTHOIIIEHHE Ha HaMaJIABAHETO HAa CUMITTOMHTE Ha JEMpecUs, OLEHEHU No noao0peHHeTo Ha obImd CKOp Mo
MADRS (cpeana npomsiHa B cpaBHEHHe ¢ IL1anebo -7,54). B Tora npoyuBaHe NalUeHTUTE, PAHIOMU3MPAHH Aa
rnosyyasaT KseTHanuH TabneTkH ¢ yasiDkeHO ocBoboxaraHe, ca OWwiM Ha Aosa 50 mg/nuenHo ot 1-u 10 3-
TH JIEH, CJIe/l KOETO € MOXKENo Jo3aTa Aa 6bae nosuiieHa ao 100 mg/nHeBHo B neH 4, 150 mg/nHeBHO B AcH 8
1 10 300 mg/AHEBHO B 3aBUCHMOCT OT KJIMHHYHHA OTrOBOpP W NMOHOCHMOCTTa. CpeaHaTa 1038 Ha KBETHAIHH
TabneTkH ¢ yab/bKeHo ocBoboxknasaHe nipes ¢dazaTa Ha paHaoMmH3aums € 160 mg/oHeBHO. C M3KMIOUEHHE HA
pa3sBUTHETO HA EKCTPaNMpaMHIHH CHMIITOMM (BiDKTE Touka 4.8 u ,.Knunuuna 6e3onacHocT” mo-gony), npu
NaldeHTH B CTap4ecKa BB3pacT IOHOCHMMOCTTA Ha KBETHANHWH TallleTKH ¢ YAB/DKEHO ocBoDOXKIaBaHe
€IHOKPaTHO JHEBHO € CpaBHHMMA C Ta3H NpH BB3pacTHH (OoT 18 no 65 roausn). JeabT Ha paHOOMM3HPAHHTE
NaLUMeHTH Ha BB3PACT Haj 75 roauHu e 19%.

Kannpana 6e3onacHoct

B KkpaTKOCpOUHHTE, I1aledOo-KOHTPONNpPaHH KAMHHYHH NMPOYYBaHHA NPH LIM30(QpeHHs ¥ OUMoNspHa MaHHUs
obmara yectoTa Ha EKCTpPalIMPAMUIHKTE CUMITOMH € CXOAHa ¢ TasM mpH mianebo (mmsodpeuns: 7,8% 3a
kBeTHanHH H 8,0% 3a nnanebo; bunonspHa manud: 11,2% 3a kBeruanus U 11,4% 3a nnane6o). [Tpu nexypanure
C KBETHANHH YYaCTHHIH B KPAaTKOCPOYHHMTE IUTaLeOO-KOHTPOJIMPAHH KIWHUYHH W3NWUTBaHHA 1pH TP u
OHIONAPHO AENPECHBHO PAa3CTPONHCTRO € YCTAHOBEHA MO-BHCOKA HECTOTA HAa Pa3BMTHE Ha €KCTPaltMpaMHIHH
CHMIITOMH B CpaBHEHHE ¢ noay4asaiuTe rLiauebo. B kpaTkocpouHuTe, mnauebo-KOHTPOIHpaHH KIHHAYHH
npoy4BaHMA 3a JieUeHHe Ha OMNoJIspHa Jenpecus, 00IIATa YECTOTA HA EKCTPANIMPAMMIHKHTE CHMIITOMH € 8,9%
33 KBeTHANHH B cpaBHeHHe ¢ 3,8% 3a rumauebo. B kpaTkocpounuTte, miaaueb0-KOHTPONUPAHH KIMHHUYHU
NpOoYy4YBaHHA 34 MOHOTEPAITHA HA TEXKKO AETIPECHBHO Pa3CTPOMCTEBO, OOILIATA YECTOTA HAa €KCTPANHPAMHIHHUTE
cuMOTOMH € 5,4% 3a kxBeTHanuH TableTkM ¢ YABRDKEHO ocBoboxnmamane u 3,2% 3a miauebo. B
KPaTKOCPO4HHTE, ILIALE00-KOHTPOIHPaHH KIMHHYHH NPOYYBAHUA 32 MOHOTEPAITHA MPH MAi[HEHTH B CTAPUECKA
BB3PACT C TEKKO ACTIPECHBHO pasCTPOHCTBO oblllaTa 4eCTOTa Ha €KCTparMpaMUaHHTe CUMITOMH € 9,0% 3a
KBETHANHKH TaONETKH ¢ yaAnKEHO ocBoboxknasaHe U 2,3% 3a nnauebo. O6iwo 3a GunonaspHa aenpecus u TP,
4eCTOTaTa Ha Pa3sBHTHE HA OTAC/IHHTE HEXECNAaHH peakLHU (Harp. akaTH3MA, €KCTparndpaMUAHH HapyHICHHS,
TpeMOp, AUCKHHE3UA, NUCTOHHUA, OE3MOKOHCTBO, MYCKYJIHH KOHTPAKLIMM HEBOJIHM, NICHXOMOTOPHA BL3OyAa
MYCKYJTHa pUTHIHOCT) He HaaBHIIaBa 4% B KOATO M Ja € TepaneBTHUHA rpyra.

B kpaTkocpouHH IU1auebo-kOHTposHpany npoyusanusa (50 mg/nHesno o 800 mg/aHeBHO) Ha NpUEM Ha
¢uxcupaHa no3a (OT 3- 10 8-ceAMHYHH) , CPEAHOTO YBENHYABAHE HA TEJIECHOTO TErno MPH JEKYBAHHTE C
KBETHAMMH nauxeHTH sapupa ot 0,8 kg npu no3uposxa 50 mg aHeBno a0 1,4 kg npu no3uposxa 600 mg AHEBHO
(¢ Mo-Manko yBENHUYaBaHE Ha TENECHOTO Terno npu ao3a 800 mg AHEBHO), AOKATO MpM MALMEHTHTE,
nony4asanure mwiauedo e 0,2 kg, [IpoleHTET OT JIEKYBaHHTE ¢ KBETHANMH MALMEHTH, YHETO TEJECHO TErIo ce
€ YBEJIUYUIIO ¢ 2 7%, BapHpa oT 5,3% npH nosuposka S0 mg aHesHo ao 15,5% npu aosuposka 400 mg AHEBHO
(C MO-MAafKo yBENHYABAHE Ha TEJIECHOTO Tero npu fo3a 600 mg u 800 mg nHEeBHO), AOKATO NPH [PHEMATHTE
rutauefo naiMeHTH TO3M NpoueHT € 3,7%. .

llecT ceaMHU4HO paHAOMH3HPAHO MPOYYBAHE Ha JIWTHI U KBeTHANHUH TableTKH ¢ yanakey
COPSMO MaLe0o ¥ KBETHAIMH TabNETKH ¢ YABIDKEHO 0CBOGOXKAABAHE MPH BE3PACTHH ./ gl
MOKa3Ba, Ye KOMOWHAUMATA OT KBETHANHH TabNeTKH C yABIKEHO OCBOOOXKIaBaHe M [lL&T
HeXenaHH cb6UTHA (63% cnpaMo 48% npu KBeTHANMH TabNETKH C YABIKEHO OCBOOAIKTANRME




¢ nnauebo). Pesynratute 3a GeszonacHOCT MOka3BaT MO-BMCOKA YMECTOTA HA €KCTPANMPaMMAHH CHUMITTOMH,
cboO1IEeHH NpH 16,8% OT NnauMeHTHTE B JONBJIHUTENHATA IPYNA HA JeUeHHUE ¢ IMTHE B 6,6% B NOMBLIHMTENHATA
rpyna Ha nedeHue ¢ nauebo, noBevyeTo OT KOUTO ce H3pa3sBaT B TpenepeHe, chobweno npu 15,6 % or
MaLMEHTUTE B JONBJIHHTENIHATA IPYNa Ha JieueHHe ¢ nuTHii ¥ 4,9 % B JoNbIHUTEIHATA rpyna Ha JIeUYeHHeE ¢
miaue6o. YecToraTa Ha ChHAMBOCT € NO-BHCOKA B JOMB/AHHTENIHATA PYNa Ha JIEYeHHE C KBETHANHH TabIeTKH
C yAWDKEeHO ocBOOOXaBaHe B kOMOWHauma ¢ nuruit (12,7 %) B cpaBHeHHe ¢ NONBJIHHMTENHATA IPyna Ha
NIeYEHHE ¢ KBETHANHH TaONeTKHTE ¢ yARDKEeHO ocBobOXaaBaHe B KoMOKHanua ¢ mauebo (5,5 %). Ocsen ToBa
NPU NO-BHCOK IPOLIEHT MALMEHTH, JEKYBAHA B ROMMBJIHMTE/NHATA rpyna Ha JedeHue ¢ nutuid (8,0 %), ce
Habmonasa HannasaHe Ha Terno (7 %) B Kpas Ha JAEYEHHETO, B CPABHEHHE ¢ NALMEHTHTE B JOMMLIIHUTEIHATA
rpyna Ha neqdeHue ¢ nnauebo (4,7 %) .

[lo-ABArocpoYHrTE NMpoyuBaHMsa 3a NMpodiiakTHKA Ha pEUMAMB ca C OTKPHT nepHoa (BapHpaiu ot 4 go 36
CeAMHLIM), Npe3 KOATO NauueHTHTE Ce JIEKYBaT C KBETHANMWH, NMOCNEABaH OT PaHAOMH3HpaH MepHOA Ha
OTHEMaHe, Npe3 KOHTO NAaUWeHTHTE Ce PAaHAOMH3HpAT Aa NONy4aBaT KBeTHanuH wuau mnaueGo. Ilpu
PaHIOMH3MpPAHUTE 1a NOJTy4vaBaT KBETHANHH MAUMEHTH CPEAHOTO YyBelH4YaBaHEe HA TEJIECHOTO Terno mpes
OTKpPHTHA nepuHoa € ¢ 2,56 Kg, a cpeaHoTO yBenuuaBaHe Ha TeJIeCHOTO Teryio go 48-ata ceaMmuua oOT
pPaHOOMHM3HPaHHKA nepro e ¢ 3,22 kg B cpaBHeHHe ¢ OTKpHUTaTa U3xoaHa cToiHocT. [1pu paHaoMusupaHuTe aa
nony4aBaT M1aLedo NaluUeHTH CPEAHOTO YBENMYABaHE HA TEJIECHOTO TErTIO Npe3 OTKPHTHA nepuoa € ¢ 2,39 kg,
a CPeAHOTO YBENH4YaBaHe Ha TENECHOTO Tero a0 48-ara ceaMHLUa oT paHAOMH3HpaHHA nepuona € ¢ 0,89 kg 8
CpaBHEHHE C OTKPHUTATa M3XOJHA CTOHHOCT.

B niauebo-koHTpONMpaHHTe Npoy4BaHHA NPH MAaLMEHTH B CTAPYeCKa BB3PACT CbC CBBP3aHa C NEMEHLMA
[ICHX03a, Y€CTOTaTa Ha MO3BUHO-CBAOBHTE HEXENAaHH peakund Ha 100 nauMeHTOrOANHH HE € MO-BHCOKA NPH
NEKYBAHHTE ¢ KBE€THAIHH NALMEHTH, OTKOJKOTO IIPH NOAyYaBanuTe miaueto nauneHTH.

B nnane6o-koHTpoAHpaHH NpoyuBAHHA HA MOHOTEpANHS NMPH NAUMEHTH ¢ U3X0AeH HeyTpoduned 6poit 21,5
X 10%/1, yecToTaTa Ha MOHE €QHO YCTaHOBABaHe Ha HeyTpodunen 6poit <1,5 X 10%1 e 1,72% nipu nexysaHuTe
C KBEeTHaNMH nauneHTH u 0,73% npu nosmyyasanure nnauebo nauyeHTH. BbB BCHUKM KITHHUYHH NIPOYYBAHKUA
(nnauebo-KOHTPONHPAHH, OTKPHTH, C aKTHBHO-KOHTPO/IMPaHH, NPH NMAUMEHTH ¢ H3X0oaeH HeyTpoduieH Gpoii
21,5 X 10°/1) uectorata Ha NMOHe eAHO yCTaHOBABaHe Ha HeyTpoduien 6poit <0,5 X 10°/1 e 0,21% npwu
JIEKyBaHHTe ¢ KBeTHaNMH nauueHTH U 0% B nomyuyasanure mnanebo nauueHTH, a yecrorara 20,5 - <1,0 X 10%/1
e 0,75% npu nexysanuTe ¢ KBeTHaNHH naureHTH 1 0,11% npu nonyyasanure nnauebo nauUeHTH.

JleueHneTo ¢ KBETHANHH € CBBP3aHO C A030-3aBMCMMO HaMaJll€eHHE HA HWBATA HA THPOMIHHTE XOPMOHH.
Yecrorata Ha npoMenuTe B TSH ¢ 3,2% 3a kBetHanuH B cpasHenue ¢ 2,7% 3a mnauebo. Yectorara Ha
PEeLMNPOYHHUTE, KIHHUYHO 3Ha4YUMH NMPOMeHH Ha T3, Ha T4, Taka u TSH B Te3n M3nuTBaHHA ca peAkH, H
HabmonaBaHWTE NPOMEHHW B HHBAaTa Ha THPOMIHHMTE XOPMOHHM HE Ca CBBLP3aHM C KIMHMYHHUTE CHMIITOMH Ha
xunotupeonanism. Hamanasanero Ha ofbwtua u csoboanus T4 e MAKCHMAIHO B MMbPBUTE IHECT CEMHLM OT
NIEYEHHETO C KBETHAIMH, €3 NO-HATATBHIIHO HAMANABAHE 10 BpeMe Ha JbArocpouHo aeuenwue. [Ipu okono 2/3
OT BCHYKH CITy4aH, NPeKpaTABAHE Ha JIEUCHHETO C KBETHAIMH € CBLP3aHO C NPOMSHA HA €DEKTHTE BbpXY OGILMS
n csoboaeH T4, HE3ABHCUMO OT NPOXB/DKHTENHOCTTA Ha TEYEHHUETO.

Karapakra/moroMaganane Ha JelAaTa

B KJIHHMYHO NPOYUYBAaHE 38 OLEHABAHE Ha KaTaAPAKTOrEHHHA NOTEHLMaN Ha KseTHanuH (200-800 mg/nHeBHO) B
CPaBHEHHE C PHCNEPHIOCH (2-8 mg/AHEBHO) NPH NAUMEHTH ¢ IWH30PPEHHA HITH WH30aPEKTHBHO Pa3CTPOMCTRO,
MPOLEHTHT Ha NAaLIHEHTHTE ¢ NOBHIIEHO HUBO Ha IOTbMHABAHE Ha JICLLUHTE He € NO-rO/IAM MPH KBeTHanuH (4%),
B CpaBHEHHe ¢ pucnepuaoH (10%), 3a nauveHTH, NOANOXKEHH NMoHe Ha 21 meceua.

IleARATPHMIHA NONY.IAIHA

Kinarana epukacHoCT
EduxacHocTra M 6e3onacHocTra Ha KBETMAaNHH Ca NPOYMEHH B 3-CeAMMYHO MaueGo-KOHTPOIHPaHO
Npoy4BaHe 3a JedeHHe Ha manua (n= 284 naumenra ot CAll] Ha BB3pacT ot 10 g0 17 .--*Wn % 0T
NAaLHECHTHTE OT Ta3H NOMy/1auMa ca ¢ AOmbJHUTeNHa quarHo3a XP/IB (xunepakTHBHO pascpfQEim ]

BbB BHUHMaHHETO). B nonsiHeHUe € npoBeeHO H 6-CeAMHYHO 1U1aueb0-KOHTPONHPaHo DYip?

Ha wWwH3odpeHHs (n=222 naureHTa Ha BB3pacT 13-17 roauun). INatueHTUTE C mnecm




nosa (MaHusa — 400-600 mg/anesHo; mu3zodbpenus — 400-800 mg/aneBHo) Ha crenku ot no 100 mg/anesHo,
pa3aesicHH Ha 2 WK 3 npHeMa JHEBHO.

B npoyuBaHeTo 3a nedeHHe Ha MaHWAHHM pa3CTpOiCTBa pa3nMkara B CpeIHAaTa MPOMAHA B CpaBHEHHE C
H3XOIHATA CTOMHOCT HA Hal-MAJIKMTE KBAAPATH HA oOIWMA c6op no ckanata Ha MBHT 3a oLeHKa Ha MaHURHHTE
pasctpoiicTea (Y MRS, Young Mania Rating Scale) (aktuBHH MHHYC nnauebo) e 5,21 3a KsetnanuH tabnerku
400 mg/nHeBHO M —6,56 3a Keetnanud Tabnerkn 600 mg/nHerHo. OrropopsT (nogodpenne no YMRS 2 50%)
e 64% B pbkaBa Ha Ksertuanus tabnerku 400 mg/nHesxo, 58% B pamoTo Ha 600 mg/aHeBHo U 37% B pamMoTO
Ha ruauebo.

B npoyuBaHETO 3a NeYeHHE Ha IWM3OPpPEHHs paziiMKaTa B CpeAHAaTa NMPOMAHA B CPaBHEHHE C M3XOJHATa
CTOMHOCT Ha Hal-MaJIKHTE KBaapaTH Ha obmmsa cOop no Ckanara 3a MO3UTMBHM U HETATHBHH CHHAPOMH
(Positive and Negative Syndrome Scale, PANSS) (akTHBHH MHHYC nnaue6o) e —8,16 3a Kseruanul Tabnerka
400 mg/nneBHO K —9,29 3a xBeTHanWH mg/aueBHo. Huro HKuckaTa no3a (400 mg/aHeBHO), HHTO BUCOKATA 1032
(800 mg/nHeBHO) KBETHANIMH MMa MpPEAHMCTBO Tiped Miauefo No OTHOLIEHHE Ha NPOUEHTA NAaLUMEHTH, TpH
KOWUTO C€ MOCTHIa OTroBop, AehHHHPaAH KaTo noHwkeHKe ¢ 2 30% Ha obwus ckop no PANSS B cpaBHeHue ¢
H3xoaHaTa cTolHoCcT. M npy MaHUHHH pa3cTpoiicTBa, ¥ NPH WH30(PpeHHA, NO-BHCOKHUTE A03M JaBaT N0-HHCKA
YecTOTa Ha OTTOBOP.

B Tpero KkpaTKOCPOYHO HW3NMTBAHE Ha INanedO-KOHTPONHpPaHa MOHOTEpAnus C KBeTHanuH TabneTku c
yab/DkeHO ocBoboxknasaHe npu Aeua M toHoww (10-17 rogunu) ¢ GunonspHa Aenpecus, He € OKa3aHa
ePHKACHOCT.

B Ta3u Bb3pacTOBa rpyna HAMA NaHHH 3a 33IbpP>KaHeTo Ha edekTa WM MpoduNakTHKATa Ha PELIHAMB.

Kannrqnaa 6ezonacaoct

B kpaTkoCpoUHHMTE NEAWATPHYHH M3NMHTBAHHMA C KBETHANMH, KAKTO € OMHCAHO No-rope, yecrorara Ha EPS B
aKTHBHOTO pamo cnpamo miauedo € 12,9% cnpamo 5,3% npy uanureaHero, cBbp3aHo ¢ mm3odpennd, 3,6%
cripamo 1,1% npu u3nuTBaneTo, CBBp3aHO ¢ GunonspHa Manua v 1,1% cnpamo 0% npu H3MHTBaHETO, CBBP3AHO
¢ 6bunonspna aenpecus. UectotaTta Ha HagaasaHe Ha TErIO 2 7% OT H3XOAHOTO TEJIECHO TETJIO NPH aKTUBHOTO
paMo B cpaBHEHHe ¢ 1nauedo e 17% cnpsamo 2,5% npu U3NUTBAHUATA, CBBP3AHHU ¢ IIH30PpeHus U OUNoNApHa
MaHHA U 13,7% cnpsmMo 6,8% npH u3nHTRaHEeTO, CBBP3aHO ¢ OHNoAgpHa Jenpecus. YecTorata Ha CLOMTHATA,
CBBP3aHU CBC CamOYOMICTBO B aKTMBHOTO pamo cnpamo rwiauebo e 1,4% cnpamo 1,3% B HM3nmUTBaHETO,
CBBp3aHO ¢ wu3odppenusd, 1,0% cnpamo 0% npu u3nuTBaHeTO, CBLP3aHO ¢ HUnonsapHa MaHHA 4 1,1% cnpamo
0% npwu M3NUMTBAHETO, CBBP3aHO ¢ OunonspHa Aenpecus. Ilo Bpeme Ha yIBIDKEHATA ClER MPOBEXIAHE HA
JlevYeHHETO noclienpailia (a3a Ha UINMWTBAHETO, CBBP3aHO ¢ OUNoNApHa AernpecHs, Npyu OBaMa NMalHeHTH uma
ABe NOMMbIHUTENHH CbOHTHA, CBBP3aHH CHC CaMOYOHICTBO; MO BpeMe Ha CHOHTHETO eMH OT TE3H NALMEHTH €
61n Ha KBETHAMNHH.

Abarocpouna GezomacHoCT

26-CeIMHYHO OTKPHTO YABDKABAHE HA NPOYYBAHHATA 3a JIEYEHHE HA OCTPH CheToAHHMA (n=380 nauueHTa) ¢
r'bBKaBO [Jo3WpaHe Ha KBeTHAandHH B Ao03u 400-800 mg/nHeBHO, OCUrypd HAONBJIHHUTENHH [JaHHH 3a
bezonacHocTTa. CHoOLUEHHATA NIPU Jella W IOHOLIY 3a MOBHILIABAHE HA APTEPHAIIHOTO HAIATAHE U MOBHILEH
aneTHT, eKCTpanHpaMHIHH CHMITOMH H MOBHUIIABAHE HA CEPYMHUA MPOJAKTHH ¢a C MO-BHCOKA 4YECTOTa,
OTKOJIKOTO IMPH BB3PACTHU NALMEHTH (BIKTE ToukH 4.4 u 4.8).

[lo oTHOWEHHE Ha YBE/NHUYABAHE HA TEIIOTO, KOraT0 KOPHIHpaTe HOPMATHOTO HApAacTBAHE B JBLJITOCPOYEH
IUIaH, YBEJIHMEHHE OT Hak-Manko 0,5 cTtaHaapTHO OTKIOHEHHE OT H3XOQHOTO HHBO B MHAEKCA 3a Te/leCHATA
maca (BMI) e u3nmon3BaHo kato MApka 3a KIMHHYHO 3Ha4MMa npomaHa; 18,3% oT naudeHTHTE, KOMTO Ca
NEKYBaHH ¢ KBETHAIMH B MPOXBL/IKEHHE Ha Hali-MaJIKO 26 ceJMHLA, OTTOBAPAT Ha TO3H KPHTEPHIA.

5.2 DapMAKOKEHETHIHH CBOKCTBA

Abcopbuns
Crnen nepopanen npueM kBetHanuH ce abGcopbupa nofpe. IIMKOBH KOHLEHTpauM

HOPKBETHAMHH Ce ITOCTHraT NpHONH3HMTENHO 6 yaca cnel MpHeMa Ha KBETHANHH Taffiedk
ocsoboxnasaHe (Tmax). PaBHOBecHHTe NMKOBH MOJapHH KOHLUEHTPALUMH Ha afTHE
HOPKBETHAITHH ca 35% OT Te3U Ha KBETHAINMH. % oA




[Ipu no3u o 300 mg eQHOKpaTHO AHEBHO (papMaKOKHHETHKATa Ha KBETHANHH ¥ HOPKBETHANMHH € JIMHEeiHa U
no3osasucuma. Korato Kseruanun tabnerku ¢ yaspkeHO ocBOOOXKIABaHE, MPUIATaH €JHOKPATHO [JHEBHO €
CpaBHEH CBhC ChblllaTa OoOlIa AHEBHA A03a KBeTHanMH Qymapar ¢ He3zabaBHo ocpoboxknaBaHe (KpeTwanuH
TabneTku ¢ He3abaBHO ocBOOOXKNAaBaHE), NPWIOKEH Ba MbTH AHEBHO, IVIOLIATE MO/ KPUBUTE Ha [L1a3MEHUTE
KOHUEHTpalHH Kato ¢yHkuus Ha BpeMero (AUC) ca eKBHBaJeHTHH, HO MakKCHMaJlHATa IU1a3MeHa
koHUEeHTpauHa (Cmax) B paBHOBECHO ChCTOAHHE € no-HucKa ¢ 13%. CpaBHeHUETO MEXIOy KBETHANHH TabneTku
¢ YAWDKEHO OCBOOOXKaBaHe ¢ KBETHANMHH ¢ He3abaBHO ocBoboxkaaBane nokaspa, ye AUC Ha metabonura
HOPKBETHATITHH € no-Hucka ¢ 18%.

[IpoyuBaHe, U3CneNBalIO BIWAHUETO HAa MPHEMA HA XPaHA BLPXY OHOHANTHYHOCTTA HA KBETHATIMH MOKA3Ba, 4e
borataTa Ha Ma3HMHM XpaHa NpPeAW3BHKBAa CTATHCTHYECKH 3HAauuMoO rnoBuiasaHe Ha Cmax u AUC Ha
KBETHAIIHH TabJIeTKH ¢ yARKEHO ocBob0XAaBaHE — ChOTBETHO ¢ npubym3nTenHo 50% u 20%. He Moxe na ce
M3KJTIOYH BEPOSATHOCTTA BJIMAHHETO Ha BoraTtata Ha Ma3HMHM XpaHa BbPXY NPOAYKTA /1A € oLie No-H3pas3eHo. 3a
CpaBHEHHME NeKaTa XpaHa HE oka3Ba 3Ha4MM edekT BppXy Cmax min AUC Ha kBeruanuH. [lpenopbusa ce
Keetnanux Tabnerku ¢ yannkeHo ocBobOKIaBaHe /1a C€ NpHeEMa BEAHBDK AHEBHO HA MNIAJHO.

Paznpejenienne
KBeTnaruH ce ¢Bbp3Ba ¢ [W1a3MEHUTE NPOTeHHH B npubausurento 83%.

broTpascdopmanus
Keetnanue ce Merabonu3upa HHTEH3HBHO B 4YEpHHA [pob, Kato Cjaed [pHeM Ha MapKHpaH C

paguodapMalleBTHK KBETHANHH, H3XOMHOTO BELIECTBO AOMAPHHACH C MO-MAIKO oT 5% 3a HenpOMEHEHHA
NEKapCTBEH NPOAYKT, KOKTO € OTKpHBA B YPHHATA U H3NPAXKHEHHATA.

HscnensanuaTa in vitro nokasear, ye CYP3 A4 e OCHOBHHMAT €H3MM, OTTOBOPEH 38 LUTOXpoM P450 mequupanus
meTabonn3LM Ha kBeTHanuH. HopkBeTHanuH ce o6pasyBa ¥ enMMHHKEpPa OCHOBHO oA AckicTrHeTo Ha CYP3A4.

3a KBETHANWH W HAKOJIKO APYTH HETOBH METAbONMMTH (BKIOUMTENHO HOPKBETHANHH) € OTKPHTO, Y€ ca clabH
HHXHOHOTPH Ha JEHHOCTHTE Ha HOBEWIKMA UHTOXpoM P450 1A2, 2C9, 2C19, 2D6 u 3A npw in vitro. In vitro
HHxubHupane Ha CYP ce HabnrogaBa caMo B KOHLIEHTPAUMH, KOMTO ¢a npubau3uTento 5 a0 50 mbTH No-BHCOKH
OT YCTaHOBSBAHWTE B K030BHMsA uHTepBal 300 no 800 mg/nHeBHo npu xopa. Bb3 ocHOBa Ha Te3u pesyaTatu in
Vilro MOXe 1@ ce NpeanoIokKH, Y€ € MAIKO BEPOATHO eJHOBPEMEHHOTO MPUIOKEHUE HA KBETHAITHH C JIPYTH
MCHKaMEHTH Ja NPUYKHHA KIHHHYHO 3HaYUMO HHXUOHpaHe Ha uMtoxpoM P450 meauupanuna Metabonusnm Ha
ApYTHA MEeOHKaMeHT. Pe3ynTaTvTe OT H3CnEeABaHHATA MPH XKHBOTHH MNMOKA3BAT, Ye M3IJIekKAa KBETHANUH MOXeE
Aa HHIXyuHMpa €H3HMHTE Ha uHToXpom P450. B cneundununo npoyusaHe 3a B3aHMOAEHCTBHA NPH NALHEHTH C

NCHXO3H oDaue, cleA NpHeM Ha KBETHAaNMH HE € HabnonapaHO MOBHIABaHE HAa AKTHBHOCTTA HA LIHTOXPOM
P450.

EIRMHHHDpaHe
ENHMHHAIIHOHHMTE MOMY)KMBOTH Ha KBETHANHH ¥ HOPKBETHAIHH Ca ChOTBETHO npubnusuTenHo 7 u 12 yaca.

[Tpubnnsurento 73% ot Mapkupanus ¢ paaHohapMaLEBTHK MEMKAMEHT Ce EKCKPETHpa C YpHHaTa, a 21% - ¢
M3NPRXHEHUATA, KATO NO-MANKO OT 3% 0T 001uaTa paJHOaKTUBHOCT C€ Jb/DKH HA HEMPOMEHEHHA IEKAPCTBEH
npoaykT. CpenHata MonapHa 1030Ba ()pakLiHA Ha CBOGOAHHMSA KBETHANMH M aKTHBHHS TUTa3MEH MEeTabOoUT MpH
XOpa — HOPKBETHAIHH, C€ EKCKpeTHpa B YpHHaTa B <5%.

CoennalHn nonyaanax

ITon
PapMakoKHHeTHKAaTa Ha KBETUANHH He ce paznnuaBa [IPH MBIKE K XKCHM.

ITanAenTH B cTapuecka Bb3PacT
CpeaHHAT KIMPBHC HA KBETHANMH NMPH MALMEHTH B CTApuYecKa Bb3pacT € No-HUCHK ¢ npubausutento 30 1o
50% ot HabmonaBanus npu xopa Ha BB3pacT ot 18 10 56 roauHw.

bnOpeaHo yBpexkaane
[Tpy nauMeHTH ¢ Texka 6s6peuHa HEROCTATHLUHOCT (KpeaTHHMHOB KIHPBHC noa 30 ml/mi
MJ1a3MEH KJIIHPBHC HAa KBETHAMNHH € ITO-HHCBK ¢ NMpHOnn3uTenHo 25%, HO OTOESIHUTE Nno
Ca B PAMKHTE HA HOpMaTa 3a 3[IpaBH Xopa.




Yepuoapobuo yspexaane

[Ipy nauneHTH ¢ H3BECTHA YepHOAPOOHA HEROCTATHYHOCT (CTabUNHA ANKOXOJIHA LIMPO3a) CPEAHHAT Ma3MeH
KIMPBHC Ha KBETHAITHH € NO-HUCHK ¢ npubausnTenHo 25%. [ToHexe kBeTHanuH ce MeTabONIN3HPa HHTEH3IHBHO
B YEPHHA Apo0, NpU NaLMEHTH ¢ 4EpHOAPOOHO yBpeXaaHe ce OUaKBa IUIa3MEHHTE MY HHBA 44 Ca MOBULLEHH.
[Ipy Te3n nauMeHTH MoXe Aa € HeoOXOQMMa KOPEKLIMA Ha A03aTa (BHXKTe Touxa 4.2).

Heanarpauna nonyjandas

[Tpobu 3a hapMakOKMHETHYHHM M3CNEABAHUS Ca B3eTH OT 9 nena Ha BbapacT 10-12 roauHu u 12 toHOWMN HA
crabundo nedenue ¢ 400 mg xBeTHanuH ABa MbTH JHEBHO. B paBHOBECHO CHCTOSHHE KOPHTHPAHHUTE CHPAMO
Ao3aTa Mnna3MeHH KOHLIEHTpaLMH Ha H3X0AHATa CbCTAaBKa — KBETHAINMH, ca HaH-00110 CXOOHH MpH deua H
toHowid (Ha BB3pacT oT 10 a0 17 roguHHn) U BBL3pacTHHU, Makap He npu jeua Cpax € B rOpHATA MpaHHULIA HA
Habmonasanusa npyu Bb3pacTHH 00xBaT. AUC U Cpax Ha akTUBHHA MeTabOTUT, HOPKBETHAIHKH, Ca MO-BHCOKH,
OTKOJIKOTO I1PH Bb3PaCTHH — MPHOIH3HTENHO CbC CHOTBETHO 62% W 49% npu aeua (Ha Bb3pacTt oT 10 a0 12) u
npUOMM3UTENHO CBC CHOTBETHO 28% U 14% npu roHOWHK (KHa BB3pacT ot 13 mo 17 rogunn).

Hama HanWuHa HHpOPMaLIHA 3a KBETHANTHH TabieTKH ¢ YABDKEHO OCBOOOKIaBaHEe MPH AELA K IOHOUIH.
5.3 IIpeax1HHERYAH JaRNH 33 6e3onacHoCT

Hsma maHHM 33 NeHOTOKCHUHOCT B CEpPHHM OT in Vitro W in vivo NMpoyqBaHMA 33 F€HOTOKCHYHOCT. [lpH
nabopaTOpHH KHBOTHH, HINOXKEHH Ha KJIMHWUYHO 3HAYKMMH HHBA Ha €KCNO3MIMA, ca HabmogaBaHH CNEAHUTE
JAE€BHALIHH, KOHTO BCE OLlle HE ca NOTBBPAEHH B ALIMOCPOHHO KIHHHYHO MPOYyUBaHe.

[Ipy m1bxoBe e HabNIOAABAHA ACMO3HUMSA HA MHIMEHT B LIMTOBMAHATA %Jie3a; NMPH MaWMYHH cynomolgus -
XHNepTpoduss Ha (ONMKynapHUTE KIETKH, MOHWKABAHE HA IJia3MeHWTe T3 HHBA, MOHWXKABAHE HA
KOHLIEHTpaLUATA Ha XeMornobOuHa U Opoa Ha YepBeHH W 0NN KPbBHH KJIETKH, IPH Ky4eTa - IOMbTHABAHE HA
jelaTa ¥ katapakra (3a KarapakTa/moMbTHABAHE Ha JiellaTa Bxk. Touka 5.1).

B enno npoyusaHe Ha eMOpuo-eTasHaTa TOKCHYHOCT MpPH 3aiit GeTanHaTa YecTOTa Ha KapnainHa/Tap3aiHa
M3BHBKA € MOBHILEHA. To3H eeKT Bb3HHKBA NPH HATMMKE Ha ABHU e(DeKTH NPH MalKHUTE, KATO HAMNP. HAMAJIEHO
HaAaBaHe Ha TeNecHO Tero. Te3n edekTH ca BUAKMMH NPH HUBA Ha €KCIO3MLUMA Ha Malikure, moaobHH win
MAJIKO MO-BHCOKH OT TE€3H IPH XOpa NPH MAKCHMANHaTa TEPaneBTHYHA N03a. 3HaYEHHETO HA Ta3H HAXOAKA 3a
Xopara € HEHM3BECTHO.

B eaHo npoyuBane Ha c¢epTWwiHMTeTa NpPU MIBXOBEe € HAONIOJaBAHO IPAHHYHO HAMAJIEHHE HA MDBKKHA
(depTHIHTET U NnceBAO OpeMeHHOCT, NPOTPaXUPaHK MEPHOIH Ha AHECTPYC, MOBHUILEH NPEAKOUTYCEH HHTEPBA
¥ HAMATIEHA 4YeCToTa Ha 3a0peMeHaBaHe. Te3u edekTH ca CBbP3aHH € MOBHILEHH HHBA Ha NPOJIAKTHHA U HAMAT
JAHPEKTHO 3HAYEHHE 33 XOpaTa NnopajH BHIOBH Pa3IMKH B XOPMOHATHUA KOHTPOJ Ha penpoAyKIUATA.

6. ®APMAILIEBTHYHH JAHHHA

6.1 CnoHchbk HA MOMOIIHHUTE BelIeCTBA

Slapo Ba TabaerxaTa:
JlakTO3a MOHOXHapAT
Xunpomenosa
HaTpues xnopun
[Nosnaon K30

Tanx (E553b)
MarHesues cTeapar

O6BRBKA:
3a 200 mg:
CxcTas Ha Onaapait 03b52117, xbar

Xunpomenosa 6 cP (E464)
Tutanos nuoxcun (E171)




Makporon 400 (E1521)
Kunt xkeneszeH okcun (E172)

3a 300 mg:
Coneras na Onaapaii 03B82929, sxwaT
Xunpomenosa 6 cP (E464)

Turanoe anokcua (E171)

Makporon 400 (E1521)

XKwnt xenesen oxeng (E172)

3a 400 mg:

Cocras Ha Onanpaii 03B58900, 6aa:
Xunpomenosa 6 cP (E464)

Turanos auoxkcua (E171)
Makporon 400 (E1521)

6.2 HecbBMEeCTHMOCTH

Henpunoxumo.

6.3 Cpok ra rogHoCT

36 mecena

6.4 CrnenHa/IHH YC/IO0BHA HA CHXPAHEHHE

To3u nexapcTBEH NPOIYKT HE M3UCKBA CMIELMANHK YCIIOBHA 34 CHXPaHEHHE.

6.5 JIaHHH 332 ONAKOBKATAa

KeernannH Akopa Tabaerkn ¢ yanmkeno ocoboxkaaBave ot 200 mg, 300 mg u 400 mg ca onakosaHu B
PVC/PVDC/AI 6nuctepn. Beska KapToHeHa onakoBka cwabpxka no [0, 30, 50, 60 wnu 100 Tabnetku ¢
YABKEHO OCBOOOXKIaBaHe.

He Bcuuku BHAOBE ONAKOBKH MOraT Aa 6bJaT ITycHaTH Ha nasapa.

6.6 CneunanHs NpeAna3sHA MePKH NPH H3XBLPJsiAE i paGora

Hama cneuuanHH HIHCKBAHKA.

Heusnon3saHuaT NekapcTBeH NpOAYKT WIM OTNagbYHHTE MATEPHANH OT Hero TpabBa 1a ce W3XBLPAAT B
CHOTBETCTBHE C MECTHUTE U3HCKBAHHS.

7. IIPHTEXATEJ HA PAZPEIIEHHAETO 3A YIIOTPEBA

Accord Healthcare Polska Sp. z o0.0.,
ul. Tadmowa 7,

02-677, Warszawa, Mazowieckie,
ITonwa

8. HOMEP(A) HA PABPEHNIEHHUETO 3A YIIOTPEBA

KsetnanuH Axopa 200 mg TabneTku ¢ yankeHo ocsoboxaaaHe — Per. Ne: 20110510
Ksetnanun Axkopa 300 mg Tabnerku ¢ yanmkeno oceoboxnaapane — Per.Ne: 2011051
Keetnanuu Axopa 400 mg tabnetks ¢ yawmkeHo ocBoboxaasane — Per Ne: 2011051



9. HATA HA IIBPBO PA3SPEIIABAHEMIOAHOBSBAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

Hara Ha mepBO pa3pewrapaHe: 31/08/2011 r.
Hara Ha nocneaHo noaHossieaune: 18/10/2017 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

KOnu 2024 r.




