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1. HUME HA JIEKAPCTBEHHA MPOJIYKT

“

LientpoKyun 100 mg punmupann tabneTkn
CentroQueen 100 mg film-coated tablets

HentpoKyun 200 mg dpuaMupans tabneTkH
CentroQueen 200 mg film-coated tablets

2. KAUYECTBEH H KOJIHYECTBEH CHCTAB

Beaka dwnmmupana Tabnerka LientpoKyud 100 mg crabpma cporserHo 100 mg xsérnamun (guetiapine)
(kaTo KBETHAMBHOB XeMHuyMapar),
Bceaxa dunmupaHa Tabnetka LentpoKyun 200 mg ceobpika croreeTHo 200 mg kBetanuu (guetiapine)
(K&aT0 KBETHANHAHOB XeMHyMapar),

TloMoLIHE BeleCTBa ¢ H3BECTHO AeHCTRUE:
Beaxa gunmsipasa Tabnetka ot 100 mg ceaspika 61,484 mg 1akT033 MOHOXHIPAT.
Bceaxa dunMupana tabnerxa ot 200 mg coabpprka 122,968 mg naktoza MOHOXHIAPAT.

3a nbAHUA CMMCEK HA MOMONIKHTE BEILECTRA BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
Punmupana Tadnerra

HentpoKynn 100 mg ca ®BJITH, KPBITIH, ABOHHOMZIIBKHAIN TAONCTKH.
HeurpoKyun 200 mg ca 6enn, KPBIVIH, ABORHOUTBKHATH TaONETKH.

4. KIHBUYHH JAHHH
4.1 TepaueBTHYHH MOKAIAHUA

LenTpoKyuH € nokazan 3a neueHde Ha:
* [lnsodpenns.
* BHnonapHo pascTpoiicTbo:
- YMEDEHH JI0 TEHKH MaHUAHK €[IM30AH mpH BUNoNapHo pascTpoiicTso;
- roNleMH JeMpPecuBHH EMH30IH Npd OHNOMAPHO PasCTpolicTso;
- [PeNoTBPATABAHE Ha PEUMAHB HAa MAaHMEH WIH JENpPECHBEH €Mu30A NpH NManMeHTH ¢ Gumonspao
pascTpolicTBO, KOMTO ¢a C8 NMOBNHAIH OT JIEHEHHETO C KBETHAIIHH.

4.2 do3upoRKa ¥ HAYMH HA NPHIOKeHHE

3a BCAKO NOKAZAHHE CBIECTBYBAT pa3iuyHK CXeMH Ha Jo3Hpane. ITo Tasu Np1YyHHA TPAOBa fa
€ CHIYPHO, H€ NaUHSHTHTE IIE NOMy4aT TOYHA HHPOPMALIMA OTHOCHO TIO/XOIAIIATA JO3HPOBKA [IPH
TAXHOTO ChCTOAHKE.

enTpoKy#H moxke Ja ce npueMa ¢ wiu He3 xpaua.

Bripacram:

Ja Teyenite Ha WUogpenca:
3a neyenvie Ha wnzodpenns LentpoKynn tpaGea fa ce NpHema Opa NETH AHEBHO,
npe3 NEPBUTE YETHPR OHH o1 nedenneTo e 50 mg (Oen 1), 100 mg (Hen 2), 200 mg {
4}. Or den 4 nozata Tpatisa ga ce THTpupa 10 obH4aiinaTa edexTHEHA 1033 oT 300 A




B 3aBHCMMOCT OT KAMHHYHHA OTTOBOP H TIOHOCMMOCTTA Ha MHAHMBHIYATHHA NMAuMEHT NHEBHATA 033 MOXE
Ja &ble NpuTo/ieHa B rpaHiUlTe oT 150 no 750 mg/AHesHo.

Ja nevenue na ymepenu 00 MencKu MaAHMITHU enU300u Ha BUNONAPho pacmpoiicmao

3a JeycHUe Ha MaHHITHH enyzonu Npu GunonapHo pascrpodicree LlewtpeKyun tpaBea na ce mpucma asa
ITbTH AHeBHO. O0waTa IHeBHa 1034 npe3 ILPBHTE HSeTHPH AHK OT neueHHero e 100 mg (Heu 1), 200 mg
(Hew 2), 300 mg (Jen 3) u 400 mg (Jlen 4). ITocnengano xopuripate Ha JosaTta A0 Maxcumym 800
mg/nreBHo n0 JeH 6 TpaGea fa cTaBa upe3 YReNHUeHUe HA 503aTa ¢ he nosede oT 200 mg Ha neH.

Jlo3ara moxe A3 ¢e KOPHrHpa B 3aBUCHMOCT OT KIIHHHYHHA OTroBOP W MOHOCHMOCTTA HA WHIHRHAYATHHTE
nauHeHTH B TpaHuLiTe oT 200 no 800 mg/nHeHo. ObuaaiinaTa eexrHBHA 4038 € B rpaHunute Ha 400 g0
800 mg/nueBHo.

3a neuenue na 200eMu denpecusil enu300H npy GURGAAPHO PAICMpPoOicmEo:

LentpoKywnu TpabBa na ce MpHema BeIHBX AHEBHO, Beuep Mpenu Jiarade. Obuiata auesHa 103a 3a THPBUTE
yeTHps AHM ot Jedenuero e 50 mg (Oen |), 100 mg (den 2), 200 mg (den 3) u 300 mg (Men 4).
Ipenoprunrennata nHerHa aoza e 300 mg. [IpH kIMHHYHUTE nNpoy4BaHWA He ¢ HabmOaasaHa
JOTMBIHMUTENHA TI0J132 B rpynara, IEKyeaHa ¢ nosa 600 mg B cpaBHEHME C Ipynara, JIEKyBaHa ¢ no3a 300 mg
[pH KPaTKOTpaifHO JeueHHe (Bi. To4Ka 5.1). Bb3MOKHO € OTZEHHH HALMEHTH 1a HMat nozofpenne or 600
mg noza. Ilpu neveHue Ha OENPECHBHH CMH30AH NpH CHNONAPHO pascTpoiicTBO ¢ Ao3a Han 300 mg,
nexapcTBoTo TpAGBA Ja ce mpednMcea OT JieKap ¢ ONWT B NEYESHHETO Ha OHNONAPHO pa3cTPOICTBO.
KnuHRUHHTE IPOYUBaHKA Ca OKA3AIH, Y€ NP OMACeHN, CBLP3aHH C MOHOCUMOCTTA MPH HAKOM MALMEHTH,
MOZKE Ja ce OOMHCITH HaMAIABAHE HA N03aTa J0 MEHUMYM 1033 200 g KBETHANHH.

3a npedomspantasare Ha peyudue Hpr OUNOARPHO PAICIMPOICTE0:

3a npegoTBPATABAHE HA MAHHEB PELIKUB, CMECEHH WIH AENPECHBHH EMH30M Ha OHNOJAPHC pascTpoHCTRO,
MAMHEHTHTE, KOHTO €& OTTOBOPHIH HAa JIEWEHMETO ¢ KBETHanmMH npH ocTpe Ouilondpso pascTpoiicTso,
Tpa0Ba 1a NPOJLDKAT NEeHEHHETO ChC ChLUIATA 1033, B 3aBHCHMOCT OT KIHHHYHHA OTTOBOP H NOHOCHMOCTTA
HA OTASNHNA [aUMEHT KbM JeKapcTBOTO, AO3aTa MOke Aa (bae KOpHrupaHa B pamkuTe Ha amanasoua 300
no 800 mg/nHeBHo, NpHIOMKEHYU ABA MBTH JHEBHO. 3a MOAMLPHKAIO JICYSHHE € BAXKHO Ja ¢ H3MoT3sa
Haif-HHCKaTa edekTHRHA 1034,

Hauuenmu & cmapuecka ev3pacm:

Kaxto BCHUKH anTHICHXOTHUH, LlenTpoKynn TpaBea na ce npuiara ¢ nOBMILIEHO BHHMAHUE MPH MallHeHTH
B CTapyecka BB3pPacT, ocobeHo B HAYaIHHA nepdol Ha Jo3upave. [lepHoNla HA THTPMpAHe HA 103aTa Ha
KBETHANIHH MOKE Aa ObJe N0-ABITET, a NHCBHATA TepaneETHYHa 1023 A3 ObAe 10-HHCKa, OTKO/IKOTO MpH 11o-
MJIAIH TIAUMEHTH, B 3aBHCHMOCT OT KIHHWYHHMA OTrOBOP M NMOHOCHMOCTTA HA MHIWBHIYANHHS MALMEHT.
CpeaHnsT Aa3MeH KNMPBHC HAa KBETHAHH € pefyunpaH ¢ 30%-50% npu manHeHTH B cTapyecka Bh3pacT B
CpaBHEHHE C 0-MJIaAH MALUHEHTH.

EdukachocTTa 1 Ge3onacHocTTa HE Ca OlleHIBAHH TIPH NallMenTH Ha BB3pacT Hag 65 rojuHH ¢ AENPeCHBHU
€NH3COM TIPH OHIOMAPHOTO PA3CTPOACTBO.

Heduampuuna nonyrayua:

He ce npenopbusa ynorpedara Ha LlentpoKyun Npu Aeua u roHOWM Ha Bb3pacT noA 18 roauuu, nopaan
AMIICATA HA JaHHH B NOJKPENa HA MPHIOKEHHETO B Tasy BB3pacTosa rpyna. Hamauute sanuy oT Onaueho-
KOHTPOIIMPaHy KTHHHYHKA OPCYYBAaHUA ca IPEICTABEHH B ToukK 4.4, 4.8, 5.1 u 5.2,

Bulpeuno yapexcoane:
He ca HeoOxoaMMH KOpPEKLIHMH HA A03aTa NMPH NalMeHTH ¢ G0peyHo yepexnane.

Yepnoopoltino yepesicoane:
Keetuanuy ce Merabonupusa ycurieho B uepuua Apob. MMopaau toea LentpoKyun arac
NOBHIIEHO BHHMAHHE MPH MAHEHTH ¢ H3BECTHO YEPHOAPOSHO YRpesaane, 0cob
nepuot Ha Ao3Hpane. [IpH TAUMEHTH ¢ HIBECTHO YePHOAPOOHO YBPEKIaHE, ey
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25 mg maeeno. Jo3ara TpaGBa fa ce noBHlasa ¢ 25 ao 50 mg AHEBHO 40 JOCTHraHe Ha edeKTHRHATA 1034,
B 33BHCHMOCT OT KITHHWYHHS OTTOROP U TIOHOCHMOCTTA HA OTAEIHHA NMAlMEHT.

4.3 HpoTHBONOKA3IAHHHA

CBPBXYYBCTRHTETHOCT KbM AKTHBHOTO BELISCTBO HIM KbM HAKOE OT NOMOLIHUTE BEIECTEBA MIOPOEHU B
Touka 6.1.

EnnoBpeMeHHOTO MOPHIOKECHHS Ha uuToxpoM P450 3A4 nuxuburopw, xakehto ca HIV-nporeasnure
HHXHOHTOPH, a30NIOBHTE AHTHMMKOTHHW, EPUTPOMHIMH, KIAPUTPOMHLMH H He(haz0[I0H € RPOTHBOMOKA3AHO
(. Touka 4.5).

44 CreuHannn npenynpexieHus H CeUHATHH APeNna3zHy MePKH NpH Ynorpeda

Twit kaTo KBeTHANMH MMa HAKONKO HHAMKALMH, NpoUILT Ha Ge30macHOCT Tpabea Aa ce pasriena no
OTHOLICHHE Ha JINATHO3aTa HA NALIMEHTA H IPHIaraHaTa 1034,

Heouampuuna nonynayua:

He ce npenopruea ynotpebara Ha KBeTHaNMH nipu Aella M IOHOWIK Ha Ew3pactT nod 18 roawuu, nopaaw
JIANCAaTa Ha JaHHH B TIOIKpeNna Ha NpPIIMKEHHETO MY B TA3H BB3PacToRa rpyna. KNHHHUHNTE NpOyuBanus ¢
KBETHAIMH MOKA3BAT, Ye B JOFhIHEHHS KbM MO3HaTHA npodiui Ha 6e30macHocT 1pu BB3PAcTHH (BXK. TOUKA
4.8), onpeneneHH HeXeJaHH PEAKUHH BHIHHKBAT C IT0-BHCOKA YECTOTA MPH ACHA W IOHOIIH, B CPABHEHUE C
BBIPACTHHTE (TIOBHUIIEH ANETHT, NOBUILIABAHE HA CEPYMHMA TIPONAKTHH, OBPLILAHE, PHHHT M CHHKOMN) MK
MOXKE f[a MMaT DAasM4HW NOCACOCTBHA 33 JelaTta v FOHOWMWTEe (EKCTPANMPAMHAHM CHMITOMH H
pA3ApaIHHTENHOCT), KATO € YCTAHOBEHA M HEMWENaHa peakuwsd, KOSTO TpedH ToBa He € HabniojapaHa B
Npoy4BaHHa HPH BB3PAcTHH {TIOBHINABaHe HA KPHBHOTO Hansrade). Ilpy nelia ¥ rOHORIM CBHINO Taka ca
HaGmoaaBaHy NPOMEHH B TECTORETE 33 PYHKLMATA HA IIHTOBHAHATA AUTC3a,

B JOMBITHCHUE, AOBArOCPOYHO MPOCNEAABAHE HA MOCNCAHLIMTE 33 6e30MacHOCTTA Ha JICUEHUCTO C KBETHATIHH
BBPXY pacTeXa U Y3PABAHETO HE € NpoyuBaHO 3a Mepuol, Hansuulaesam 26 ceamMuuu. He e HigecTHO
OBATOCPOMHOTO BIHAHHE BBPXY KOTHUTHBHOTO M NOBEACHUYCCKOTO PA3BHTHE.

[Tpu niaueCo-KOHTPOSIMPAHK KIHHWYHE NPOYYBAHNA ¢ AS14 H IOHOLIM, KECTHAIIWH € CBBP3aH ¢ NOBHIIEHA
4eCTOTA HA pasBUTHE Ha excTpanmpaMuuau cummromH (ETIC), B cpasnenue ¢ nnaneGo rpymata npu
mauueHTH, IeKyBaHH 3a wx3odpernd, GHNonApHa Manua H Burnionapra genpecna (px, Touka 4.8).

Camoybuitcmeo/cyuluoOnR MUCau Wittt KILHUYHO elowasane

Henpecuara npd OHMONApHO pascTPOiCTBO € CBLP3AHA ¢ MOBHINEH PMCK OT CYMUMAHH MHCIH,
caMoHapaHiBaHe M CaMoyOWHCTBO (CBOHTHA, CBBp3aHM CBC caMOyOuiicTeo). Tozu pUCK CHLINECTBYRA 10
HAOCTHraHe Ha 3HAYMMa peMHCHA. Tril KaTo (pe? UBPBHTE HAKOIKC CeIMHMIH HIM NOBEYE OT JNEUEHHETO
MO}€ A3 He HACTBIH MoaodpeHue, NnauHeHTHTe TpaGsa ga ObaaT BHHMATENHO HAONKIABAHH AC MOABA Ha
nogobpenne. Hall o610 «IHHHYHHAT OMWT NMOKA3Ba, Y€ PHCKBT OT CaMOyGHIICTRO MOXE [a & NMOBHLIEH B
HAuAJTHATE ETanu OT Ph3CTAHOBABAHETO.

B nonbiHenue, nekapute TpiOsa Aa 0GCHAAT NOTCHIMATHHA PHCK OT CYHLHHO-CRLPIAHM CHOMTHA Clell
BHE3aNHO TIPEKPATHBAHE HA JICHEHHeTO ¢ KBETHANMH, OPaiH M3BECTHU PHCKOBH (hakTOpH npH NedeHHETo
Ha GonecTTa,

Hpyru NCUXHATPHYHK CHCFOSHUA, 33 KOHTO CE NPeANHCBA KBETHAMNMH CBUO MOrar Ja OnJar cBBP3aHH ©
TIOBHLUEH PHCK OT CYHUMAHO-CEBP3aHU CROMTHA. B nonbiHenue, Te3H yCenoBua MoraT faa $Bar chueTaHi ¢
ronemu ACNpecHBHH enuzoan. Korato ¢e NeKyBar MauMeHTH ¢ TEKKW JAENPEecHBHH eMH30NH, Tpadea aa ce
HMaT Npeibu) CHUIHTE NpeAnasHH MEPKHM, W Ja ce BHMMaBa NpH JEYEHMETO HA MAllHEHTW C ApYTH
TNCHXUATPHUHHK Pa3CTPORCTRA.

IIpyn nauMenTd © aHAMHE3a 33 CYMUKAHO-CBBP3aHy ChOUTHA HITH TaKHBA, KOWTO ¢a ¢ M3DA3eHA.CTENEH Ha
CYHMLHAHN MMCIH TIPETH 3ampuBaHE Ha JICUEHUETO, ¢4 HW3IOMEHH ¢ TI0-TONiM H
caMoyGMICTBO WNH OMKTH 32 caMoyOMICTEO W TpAGBa aa GnaaT ofexT Ha BHM
BpeMe Ha neueHvero. EAMH Mera-aHannl Ha mnauebo-koHTPOIUpaHH




AHTHACMpeCcaHTH NpH BB3PacTHH NAlHCHTH ¢ NCHXKWYHH HAPYLICHHA € MOK43al [NOBHIICH PHCK OT CYHLIHOHO
NOB¢JACHKE C aHTHACNPECAHTH, B CPABHEHHE ¢ MUIANedo Npy NalMeHTH HOI 25-TOAHUIHA Bh3pacT.

JlexapcTeerara Teparmks Tpabsa ma ce PpOBEekKAA ¢ BHUMATENHO NpOCiefdBaHEe Ha OAUMCHTHTE M no-
CNEeUHAIHO Te34 C BHCOK DHCK, 0coDEHO B PAHHHTE €Tanu OT JIGYEHHETO M Clie]i MpoMsHA Ha A03aTa.
Mauventure (1 XoparTd, KOUTO € TIpIDKAT 3a nalHeHTute) TpaGBa aa OBbJaT npeaynpeleHH 3a
HeobxompMocTTa oT HabMooeHHE 3a EBEHTYANHO KIHHKYHO ENOLIABAHE, CYMUAIHO MOBEACHHE MM MHCITH
u HeoOuyaliHy NPOMEHM B MOBEACHHMETO, W Npd NOABA Ha TaKWBa CHMNTOMHM He3abaBHO Na HOTHPCAT
MEAHITMHCKA TIOMOLL,

Ipy xpartkoTpalfiHH NrauedO-KOHTPOIHPAHN KIHAMYHM NPOYYRAHHMSA HA NAUMEHTH € FOJIEMH JENpPECHBHU
€NH30AM NpH OHMONAPHO pascTpoiicTee, € W HaOMOZABAH MOBMIIEH PHCK OT CYHUMEHO-CBBpPIAHH
CHOMTHA Py MAANH NauMeHTd NoA 25 roayiliHa BBbIPACT, KOWTO ca WM NeKyBaHH ¢ KBETHANMH, B
CpaBHCHUE © NALMEHTHTe nekyBadw ¢ mmauebo (3,0% cnpsme 0%). [lomynauHOHHO PETPOCTIEKTHBHO
NpOYYBaHe HA KBETHAITHH 33 JICHEHHE HA MALUHEHTH C MILMO JSMPECHBHO pascTPoiCTBO TOKA3Ba MOBHMIEH
PHCK OT caMOHapaHsBaHe ¥ caMOyOHISCTBO IMPH TALMEHTH HA BBIPACT OT 25 00 64 roaudn, 663 npeamHK
OMHTH Ha CaMOHapaHABaHe MpH YIoTpefa Ha KeeTHATMH ¢ APYrH aHTHAETDCCAHTH.

Memabdoaumen puck

HabmonaraHuaT puck 3a BIOMaBAHE Ha MeTabonuUTHIA Npofhiat, BKINOHBALL NIPOMEHH B TErOTO, KPBBHATA
FMIoK03a (BA. XHMEPIAUKEMHA) W IMITHINTE, KOETO C& BHXKIA 0T KIIHHHYHHTE Npoy4BaHHA, MeTabOTHTHHTE
MoKa3aTe/M Ha MaUMeHTHTe Tpa0Ba na GpIaT OLEHEHH NPH 3aTI0YBAHETO Ha NEYEHHETO H IPOMEHKTE B TE3N
rnoxazarend TpafBa Ja ¢ KOWTPONMpAaT DPENOBHO MO BPEME Ha JEUeHMETO. BNONIaBaHEeTO HA Te3W
MOKa3aTelH TPAGRA 43 C€ IEKyBa Cnopes KIMHHYHATA Heo0X0oaumMocCT (BiK. cbino pazaen 4.8).

Comionenmuocm i 3aManiocm

Jletennero ¢ KBETHAaMmWH ¢€ CBHP3BA CbC COMHONEHTHOCT H CHOTBETHMTC CHMUTOMH KATO Cenauns (B,
Touka 4.8). ITpH KIHHUUKY IPOYYBAHKA 34 JISYeHVE Ha NAUHEHTH ¢ GMOOMAPHA JeNpectd, HAYATOTO Ha TE3H
CHMATOMH OOHKHOBEHO € B PAMKWTE Ha 3 [HM CNeq 3afovBaHe Ha JIEYCHHETO, u € ¢ JIEKA [0 yMepeHa
HWHTEHIWBHOCT. [1alIHEHTHTE M3NUTBAT COMHOJIEHTHOCT C TEXBK HHTE3WTET H MOXKE Ja e HYXKIAAT QT 1o-
4eCTH KOHTAKTH 33 MHHWMYM ZIB€ CSIMULM CIIEA MosBatd H WIM 1o nogobpeHHe Ha CUMIITOMHTE, KATO
MOKE J1a C€ HAIOKH NPEKpaTABaAHE HA JICUEHHETO, KOETO TpxﬁBa Ja ¢€ B3eMeE MO BHHMAHHE.

Opmocmamuvna Xunomoenus

JleyeHUeTO ¢ KBETHAIIMH € CRBPIAHO ¢ OPTOCTATHYHA XHMTIOTOHHA H 3aMaiieane (B, Touka 4.8), KouTo kKato
CHHNMBOCTTA, 3aN04BaT OGHKHOBEHO 110 BpEMe HA HAYATHHY NEpHoZ HA THTPMpPaHe Ha fozarta. Tosa MOxe
Jla yBeIMMHM 4YeCcTOTaTa Ha ChydaisH Hapanamanus (majake), ocofeHO TIPH MALNEHTHWTE B CTapuecka
rbipacT. [lopaaM Tasw npH4HHa, NauHeHTHTe TpAOBa Aa ObaaT CbBETBaHM Ja BHHMABAT, JOKATO Ce
3aMO3HAAT ¢ MOTCHUMATHHTE 8(EKTH HA IEKAPCTBOTO,

Kpetnanus tpabea na ce u3MON3Ba ¢ NOBWIIECHO BHUMAHWE MPH nAUHMEHTH ¢ WIBECTHO CHPAEUHO-CHIOBO
3a00/ABAHE, MOIBYHO-CBAOBO 3a00AABAHE WK JPYTH CHCTOAHNA, NPELPA3NOArail{ KbM XMIoToHM:. [1pH
BBLIHMKBAHE HA OPTOCTATHYHA XWMOTOHHA TpAGBAa 12 ce MM2 MpeasHI TIPOMAHA Ha 103aTa WIH NO-
NJCTENEHHO THTPUPaHE, 0cobeHO MPH TAUHCHTH CBC ChITBTCTBAMIO ChPACHHO-CBAOBO 3ab0nIBate.

Cundpom na csnha anien

Crobmasa ce 3a CHHApOM Ha CBHHA anHed TPH DNAUMEHTH, fMpUeMamu KBeTHanuu. [lpu nanuenty,
NOMy4aBailld €AHOBEMEHHO JIENPECAHTH Ha UEHTPANHATA HEPBHA CHCTEMA ¥ KOMTO MMAT aHaMHesa 38 HITH ¢a
H30KEHH Ha PUCK OT CHHHA anues, KaTo TE3M, KOWTO ¢a ¢ HAAHOPMEHO TErf0/ 3aTIIbCTABAHE MM €8 MBXE,
KBETHANKH TPAORA 1A C€ MpHAiara ¢ NOBHIIEHO BHUMAHKE.

Fepuose
I1py xoHTpONHpannTe KIVHIYHH U3MHTBAHHA HE € UMai0 pasiiKa B YECTOTaTa
NPy NAUMEHTHTE NEKYBAHN © KBETHANNH WIH nnauebo. Hama HAMUUHM JgHHW 33
MpPH NALKEHTH C aHAMHE3a 33 Mepuose. KakTo W npu ApyruTe aHTHICHXOTHL
BHHMAHKE NPH JSYcHHE Ha NallteHTH ¢ aHAMHE3a 33 FepuoBe (BX. Touka 4.8).




Excmpanupamudnu cumimomu (EI1C)

B nnanefo-KoHTPORHPaHW KIKHUYGHH NPOYYBAHHA [IPH BL3PACTHH MALKEHTY, KBETHAHH € CBBP3aH ©
NOBMINEHA YECTOTA HA eKcTpankpaMuanuTe cumatoMH (EIIC) B cpapHenue ¢ mnaneGo npu mauMeHTH C
ToOneMH NEMPecUBHH EMH30IH MPH OHMOAPHO pascTPORCTRBO (Bak. TOukY 4.8 1 5.1).

Ynotpebara Ha KBETHANHH € CBLP3aHa ¢ Pa3BHTHETO HA AKATH3IUA, XapaKTEPHIMPALLA CE& ChC CyOeKTHBHO
HENpPUATHO WM M3TOIIABAIMC 0e3noKOMCTBO M HeoOXOIHMOCT OT OBIDKEHHE, YECTO CHILTCTBAHH OT
Hecnoco0HOCT Ja C& cellH M CToH Ha ¢aHO MAcTo. ToBa € Haif-BepodTHO Ja oo nabimogapa npes TLPBHTE
HAKONKO CEIMHMUH OT NedeHHeTo. [TpH nanMenTH, KOWTO PA3BHAT TAKUBA CHMOTOMH, MOBHIIABAHETO HA
Jo3zara moxe 1a 1a 6nae ppendo.

Kwcna ouckunesun

[Tpu MosBATA HA NPH3HALM WIH CHMIITOMH HAa KbCHA THCKHHE3IHA, TpAOBa Na ce OOMHCIH HAMATABAHE HA
A03aTa HIH NpeyCTAHOBABAHE HA KBeTHanWH. CHMOTOMHTE HAa KBbCHA AWMCKMHE3HA MOTAT Aa & BJICIIAT MK
JOPH 11a ce NOABAT CJ1¢/] NPEKPATABAHE HA JIGYEHUETO ( BX. Touka 4.8).

Heépoaenmuven Manuzued ciHopom

HGBPOJ'IEHTH'-IHHET MaJHIHCH CHHIPOM C€ CBBP3BA € JNEYCHHETO C AHTHNCHXOTHYHH JICKapCTBa,
BKIOYHTEHO H ¢ KBETHANHH (Bk. TOuka 4.8). KnuHu4HKTe nposBy BKIIOUBAT XKIEPTEPMUA, NPOMEHEH
FICHXHMYEH CTaTyC, MYCKYJIHA PHIHAHOCT, BETETATHBHA HECTa0MTHOCT H TIOBHIEHA KPECATHH docdoknnasa.
B Taxbe ciyuaif KBervaniH TpAOha Aa ce NPEYCTAHOBH H Ja Ce 3aMoyHe MOAXOIAMO eUeHHe.

TexncKa REYMpPOReHUR U azpanyAouumosa

IpH npoBEAGHH KIMHMYHHM TIPOYYRaHMA ¢ KBETHAWH € HMamo cHOOIIEHWA 33 TEKKA HEYTPONCHHA
(Heytpoduaen Gpoii <0,5 X 10%L). [ToseueTo CIIyYau HA TEKKA HEYTPONEHHA Ca EBIHMKHUIH B MLPBHTE
HAKONKO MECELIA CIIeA 3aN0UBaHe HA NMEYCHUETO ¢ KBeTHATHH. He e ycraHoBeHa ABHA 10303aBHCHMA BpB3KA.
[1pH MOCTMAPKETHHIOBHA ONHT HAKOK CTyuaH ca OHAH QaTanHu.

BB3MOKHNTE PHCKOBH (PakTopH 3a BRIHUKBAHE HA HEyTPONEHWs BKIOUBAT NPEIILECTBAN HUCHK Opoi Ha
Oenute kpbBHE KieTkH (WBC) 1 aHamue3a 3a JIGKapcTECHO MHAyUMpaHa HeyTponenus. Burpeku Toea,
HAKOH CIyYau €2 BL3HMKHANH npH nauuenTd 0e3 mpemusecTsanM puckoBH Qaxropu JIgueHHeTo ©
KSETHATHH Tpabea 1a ce TIpEyCTaHOBK IPH TALMEHTH ¢ Opodi ua HeyTpodwuanre <1,0 X 10°/L. Mauuentrre
TpabBa 1a ce HaOMOIABAT 3a NPH3HAM H CHMOTOMM Ha HH(EKLUMA H J2 Ce npocienasa Opod Ha
HeyTpodWIHHTE KIeTKH (1o HapacrsaHe Haa 1,5 X 10°/L) (ex. Touka 5.1).

HeyTponennsra 1pa6sa Aa ce uMa DPeABHA NpH NAlMEHTH c HWHPEKUNs May NOBHIDEHA TeMIEpatypa,
0cOOEHO MPH JMNCA HA OUERHIICH DpEdpasnonaraw GakTop/v ¥ TpadBa Ja C€ JeKYBA CIOPeR KIHHAYHATA
HeobxonuMocT.

[TaunentuTe Tpabpa ga OBIAT chBeTBAHY He3alBHO A3 CHOOIABAT Npu MOABA HA NPU3HALM HYH CHMITOMH,
B ChOTBETCTBHE HA arpaHy IOLHTO3a MM HHGEKUss (Hanp. NOBHIDEHA TEMIEPATYpa, CaboCT, NEeTAprud Wil
BBL3INANEHO FhPJI0) O BCAKC Bpeme Ha dedeHueTo ¢ UeHtpoKyun, Tlpd Taxisa mauueHTH Tpadea Hupio 1a
ce u3cnensa Gpoar Ha WBC u alconwrHuar Opoii Ha Heytpodunure (ANC), ocobeHo npw nunca Ha
npeapanonaraiy GakTopH.

Armit-xonunepzuvnu (Myckapunosn) edexmu
HopketsanuH, akTHBeH MeTaDONUT Ha KBETHAlMH, HMa YMEPEH [i0 CHNled aHHUTET KbM HAKOM TIOATHNA
MYCKapHHOBM penentopH. ToBa JonpHHaca 3a HeXENAHWTE JICKAPCTBEHA peakldH, KOHTO OTpa3dBaT aHTH-
XOMHHepTHIHH cQSKTH, KOrato KBETHANHH CE H3MOJ3IRE B NPENOpHYAHNTe J0IM, SIHOBPEMEHHO C APYTH
NIEKAPCTRA, MMAIH AHTH-XONUHeprudeH edexr ¥ MpH HACTHIBAHE HA Mpenoizupane. Kperuanud Tpadea aa
€€ M3MO/I3BA C MOBHIIGHO BHMMAHME TIPH NAUHEHTH, MPHEMAIH JIEKApCTBA ¢ AHTH-XONHHEPFUYEH
{mycrapuHoB) edexr, KBeTHamuy Tpadea 1a ce W3NON3BA C MOBHLICHO BHHMAHHE NPH MALMEHTH C TeKyIla
JMarqo3a WIH NpeAXOOHa aHAMHE3Aa 33 3aUbPXKAHC HA YPHHA, KIHHHYHO 3uavdHMa XHNeprpopHs Ha
TMPOCTaTa, YpeBHa oOCTPYKIHMA WM CBBP33HH CBCTOAHHA, NOBHIIEHO BETPCOYHO HAMATAHE MIH TACHO-
BIBJTHA raykoMa {Bx. ToukH 4.5,4.8,5.1 u 4.9),

Bzaumodeiicmeun
Buxre cbino pasaen 4.5.




EnHOBpeMEHHOTO NPHNCKEHWE HA KBETHANIMH € MOIIHM HMHAYKTOPH HA YEPHOAPODHHTE €H3IHMH KaTo
KapOamMaselTiH WK (PEHUTOMH MOXE IHAYHTENHO A TOHWKH IIAIMEHATA KOHUEHTPAIHA HA KBETHANHH,
KOETe MOKE 13 NoBiHse e)eKTHBHOCTTA Ha TepanMaTa ¢ KpeTHanuH. [IpH nalMeHTH, NOYYapamy
HHIYKTOP Ha 4epHOAPOOHMTE €H3WMK, 3aN0YBAHETO Ha TCpamMi ¢ KReTHANHH TpaOBa Jla cTaHe caMo ako
JICKYBAUHAT JICKap HPELIeHM, Y TON3aTa OT KBETHANTHH NPEBHHIABA DHCKA OT APEYCTAHOBSBAHE HA
TepanuaTa ¢ HHAYKTOPA Ha 4ePHOAPOGHUTE eHIWMH. BaxHO € BCAKA MPoMAHA B 103aTa Ha HHAYKTOpA Ha
YEepHOAPOOHHTE €H3HMH da ObJAE MOCTeneHHa H aK0 ¢ HEOOXOAMMO a ¢ 3aMEHM C HE-HMHIYKTOp (Hamp.
HATPHEB BANNIPOAT).

Terecno mezno

Ipu feKyBaHu ¢ XKBeTHAMKH MAUREHTH UMA cHOOINEHH 32 HaAapaHe Ha TefecHoTo Terno. To Tpadea ga ce
IpOCTeAsBA W KOWTPONMPA CBINACHO KIMHMYHATA TON3a M B CHOTBETCTBHE ¢ PBKOBOJCTRATA 33
AHTHICHXOTHYHO Nedenue (BK. Toukn 4.8 u 5.1).

Xunepznuxemun

Xuneprinkemns WRIM paseuTHe wiM ek3auepOainnd Ha guader, MOHAKOra CRBP3AH ¢ KETOAUMIO3A WIH
KoMma, ce choblnasa psako, BKIKYHTENHO HAKoM daranyu caydau (x.rToyka 4.8). B Hikou coyvaH ce
crobliiasa 3a NPERMCCTRAMC NOBHMIABAHE Ha TENECHOTO TETIID, KOETO ©n moryo Ja Gwe npeanasnoaaran),
taktop. [IpencpbuKTeNIHO € NOAXOIAWY KIHHHUHO NPOCTENsBaHE, B CHOTBETCTBHE C [YBKOBOACTBATA Ha
H3MON3RaHHA  GHTHNCHXOTHK. [TallHeHTHTE, [TeKYBaHH ¢ aHTHHCHXOTHYHO CPEACTBO, BKIHOYMTETHO
KeeTHanuH, TpsGea na ce HabmonagaT 3a MpW3HALH M CHMIOTOMH Ha XHOCPIVIMKEMHA (KaTo Hamp.
TIOMHMTICHA, TIONKYPHA, nonrdarns ¥ cnaboct). [auMeHTUTe Che 3axaped auaber N ¢ PHCKOBH GaKTOPH
32 3axapeH nnaﬁe'r, Tp}IGBa Aa ¢ MPOCNeaaBaT peA0OBHO 3a BIOIIABAHE HA TMHOKO3HHA KOHTPO, Ternoto
TpadBa na ce Npocnelssa peaosHo.

Jlunuon

YeenWuenune Ha Tpurnauepuante, LDL v obmus xonecTepon, W noHWXeHHe Ha crolinocTHTe Ha HDL-
Xo/écTepona ¢4 HabmoNABaHW MPH KIHHHYHA M3MHTBAHHA ¢ KeeTvanHh (Bx. Touka 4.8). Jlunupuure
OpoMeun TpabBa Aa o JEKYBaT No KIMHWYHO NOAXOONIN HAYMH.

Yowancagare na QI-uumepeana

[To BpemMeé Ha KNHMHMYHH M3NHTBAHHMA B OpPH NpHIOXeHue ChOOPazHC KpaTkara XapakTepHCTHKA Ha
TIpOIyKTA, NPHIOAKEHHETO Ha KBETHANWH HE € CBHP3AHO0 ¢ MePCHCTHPALIe YAR/DKaRaHe Ha adcomoTHHA QT -
HeTEpBaL. [To BpEME Ha NOCT-MApKETHHIa ¢ HAOMIOAABAHO yabIAxaBake Ha (T-HHTepBaa ¢ KBETHAIMH NMpu
TepaneBTHYHa no3a (BK. Touka 4.8) W mpH npemosHpane (Bik. Touka 4.9). Kakro opm apyrHre
AHTMNCHXOTHHH, KBETHANWH Tpi0Ba na ce MpHAAra ¢ MORWILGHO BHUMAHME, KOTATo € TIPSANNCaH Tipu
NAUHMEHTH CBC ChPAEUHO-CHA0BO 3abonaraHe WNH GamilHa aHamHe3a 33 yabbkabaHe Ha QT-unrepsana.
KseTnanuH Tpabea aa ce Mpusiiara ¢ NOBYILEHO BHEMAHKE M KOTATO € NPEANKMCAH 3aeHO ¢ IEKAPCTBA, KOUTO
yeennuasaT QT-uHTEPBANA H CHIBTCTBALLK HEBPONENTHLM, OCOOCHO TIPH MALMEHTH B CTapuecka Bb3pacT
My TAKHBA ChC CHHAPOM Ha BPOACHO yobmkabane Ha QT-uHTeprana, 3acTofiHa cbpASyHA HEJOCTATBYHOCT,
CBHPASHHA XUTIEPTPOdA, XHITOKANHEMIA MM XUMOMArHE3HEMHA (BK. TOUKA 4.5),

Kapouomuonamus u mMuoxapoum

KapamoMwonatHs © MHOKAPAHT ¢a CcpOGLGBAHH B KTHHMYhM TIpoYYBanHS H 1O BPEMe Ha
NOCTMAPKETHHIGBHA OIUT, BLIPEKM Ye He ¢ YCTAHOBEHA NPHYMHHO-CIICACTRCHA BPh3Ka ¢ KBETHAMNMH (BXK.
Touka 4.8). TIpk mauMenTH ¢bC CbMHEHME 33 KAPIHOMHONATHA WM MHOKapaut, Tpabea ga ce MpeoueHn
NEUEHHETO C KBETHAMHUH.

Texcku KOMCHU HENCETanU Peakiiy
TexkH KOKHH HEXENaHH peakuMd, BrmousamM CudapoMa Ha CruseH JDxoyne (CCJI), TOokcHYHa
emmaepmanda Hekponnsa (TEH) u nexapcTseHa peakuus ¢ eo3unouIHA H cHCTeMHU cumnTomu (DRESS),
KOWTO Morat Ja §waar >KHBOTO3ACTPAINABAUTY WIH QaTalHH ca OOKIAJBAHM MHOTO paiko NpPH NEUCHHE ¢
kseThamut, SCARs obnkHOBesO ce MPOSBYBAT KATO KOMOMHALNS OT C/IEAHUTE CHMITOMY: GOIUNpeH KoMen
OOpHE WM excdONMATHBEH AEPMATHT, TPECKA, THMQAIEHOMATHS H BHIMOXKHA SO5F
HpH3HAUM H CHMITOMH, NPCANONAraiyy NOAB3 HA TEXKH KOKHH DeakikH
NpeKpati He3abarHO | 1A ce OOMUCIIH ANTEPHATHBHO NEYEHHeE.




Peaxynu na omnemane

OMHcanu ca OCTPH CHMITTOMH HAa OTHEMAHE KATO rageHe, I HBBO&G.HHE, }.IH&[JH}I, NOBpBIIAHS, BHEHE Ha CBAT,
pasapazaurenHocT ¥ OE3CHHME crefl BHE3AMHO CMMpaHe Ha KBETHANHH, [Ipenopruea ce NOCTENMEHHO
CIHMpPaHe HA TEPANMATA 3a NEPHOJ OT MOHE e1Ha A0 ABe CEAMHLM (BXK. Touxa 4.8),

Hauuenmit 6 CIAPHECKa EoIPACcn ¢ RCUXO3A, CEBPIAHA ¢ OEMEHEUR
KseTnanuo se e onobpeH 3a edeHHe Ha HICHX03a, CEBP3aHa ¢ JeMEeHIIHA.

[MpunuanrenHo 3-xpaTrHO yBeNMYEH PHCK OT MO3IBYHO-CBAOBH HEXeAanu ChOHTHA € YCTaHOBEH IPH
pPaHAOMH3HPAHH, Mnauebo-KOHTPONHPANY MPOYYBAHHS C HAKOH aTHNHYHHE GUTMICHXOTHIY APH NOMynaums
601Ha OT NEMEHUMA, MeXaHHIMBT 33 TO3H YBEJIHYEH PHCK € HeH3BECTEH. VBEMHUSHUAT PHCK HE MOXKe Aa
OB MIKMIOUEH 33 JAPYTM GHTUICMXOTHIM WIM OPYTH NOnyNalMH fianueHTH. Kemetwanuu Tpadea Ja ce
W3MON38a ¢ BHHMAHHE TIPH TAMEHTH € PUCKOBH (haKTOPH 32 MOZbUEH HHCYIIT.

ITpu Mera-aHanM3 HA AaTHIHYHH AHTHICHMXOTHYHH JIEKApcTBa € CHOOLICHO, Ye NALHCHTHTE B CTapuecKa
BB3PACT ¢ NCMX03a, CBBP3aHa C AeMEHIus, Ca ¢ MOBHIIEH PHCK OT CMBPT B cpaBHeHHe ¢ nnauebo. [1pH nBe
10-cenMi4BY  Npanebo-KORTPONTHPAHY npoydBaHHA ¢ KBETHANMH NOPH CBHILATA TOMYNAUMA [ALHEHTH
(n=710); cperna Bp3pacT 83 ronuHH (ananasoH 56-99 rogWHM), PHCKBT OT CMBPTHOCT MPH JEKyBaHHTE €
KBETHaNHH naurenTs € 5,5 % cpeiny 3,2% npu mnaue6o rpynarta. CMBPTHHTE CITyHal B Té3H NpOy4BafHs
€a B CJIe/ICTBHE Ha pa3Hoo0pasHi NPHIHHKE, KOWTO €A 0UAKABAHH 33 Ta3H MOIyNalka.

Hayuenmu e comapuecka evspacm ¢ boaecm na Hapxuncon (I15) / napruniconussm

TonynauneHHO peTPOCNIEKTHBHO MPOYUBAHE HA KBETHANMH 38 JIEUEHHE HA NaUMEHTH ¢ MOJAMO JENpPECHBHO
pascrpoiictBo (MDD), noka3sa NOBHIIEH PHCK OT CMBPT NPH ynoTpe0a Ha KBETHANMH MPH MAUMEHTH HA
BB3pacT HaA 65 roguHA. Tain spbaka He ¢ Ouna HabmopasaHa, Korato nauxenTd ¢ I1B ca 6wiM oTcTpaseH#

oT aqanu3a. TpaGea na ce BHMMaBa, aKO KBETHANMH CE NPEAITHCBA HA MAUMEHTH B HANpeNHala Bh3pacT C
MNb.

HAuchazun
[Tpu npreM Ha KBETHATWH MMa ChOOINeHMA 2a pasBUTHe Ha aucard (Bx. touxa 4.8). [Ipm ManmeHtH ¢
PHMCK 33 pa3BHTHE HA AaclHpaliMOHHA NHEBMOHHA, KBeTHanuH TpAGBA Ja ce H3MON3BA C NOBHLIEHO
BHHMaHHe.

Zanex u upesna obcmpyKyus

3anexsT mpeAcTaBNiBa PHCKOB (axTop 2a upeBHa ofcTpykuma. HMma chobuenns 3a 3anek M upeBHA
OOCTPYKUMA NPH JIEYEHHUE C KBETHAMHH (BXK. Touka 4.8). Toea BITOURA ChoDLIEHNA 3a (aTANEH W3Xon NPH
NAlHEHTH ¢ MO-BHCOK PHCK OT GpeBHa OGCTPYKUMA, BKIKOHHTENHO OONHM, nomyvasaiid eJHOBPEMEHHO
MHOKECTBO JICKAPCTBA, KOWTO HAMAIABAT YPEBHMN MOTHIHTET, H/HNM MALMEHTH, KOMTO MOXE A3 HE
chobimaBaT CHMITTOMH Ha 3anek. [laliteHTHTe © upesHa o0cTpywkuua/Mncyc Tpabea xa ce Hamopaear
BHUMATEJTHO W CISIIHG 13 Ce JIEKYBAT.

Benozna mpomioembonus (BTE)

Ipn ynorpeda HA AHTUTCHXOTHYHH JEKAPCTBEHW MPOAYKTH ca OHIHM AOKJIAABAHM ClyyYaH HA BEHO3HA
TpomGoembonua (BTE). Thif kaTo NpH nauKMenTHTE NEKYRAHH C aHTHIICHXOTHUH YECTO MPUCHLCTBAT PUCKOBH
dakropu za BTE, npenu u no BpeMe Ha JeueHHe ¢ KBeTHanuH Tpa0Ba Aa ce WAeHTHHMIMPAT BCHYKH
BB3MOXKHM PHCKOBH (PaKTOpH W A3 ce NpeanpHeMar npodUAakTHIHH MEPKA.

HManxpeamum
[Tpy KNMHHAYHHTE NpPOY4BAHHA W M0 BpeMEé HA NOCT-MAPKETHHTOBHA ONMHUT ca ChOGIIABAHM CNyuyad Ha
nakkpeatuT. Cpes noOCT-MapKeTHHTOBHTE ChODINEHMA, BBAPEKH Y€ HE BCHUKM Cliydal €a CBBP3aHM ¢
PHCKOBM (paKTOPH, MHOFO MALHEHTH ca MMank (akTopH, 3a KOMTO € M3BECTHO, U€ Ca CBBP3aHd ©
NaHKpPeaTHT, KaTo HanpHMEp MOBHILCHH HHBA HA TPUINHLEPHIUTE (BXK. Touka 4.4), KaMBHU B HTH
KOHCYMALH Ha alKoxXon.




Honvinumenta ungropmayun

JlaHHHTe 33 KBETHANHH B KOMOWHALMA ¢ THBAINPOEKC WIH JHTHIL IIPH OCTPH YMEPEHH IO TEKKH MaHHHHK
€IH30/TH Ca OPraHUYueHH, BBIPEKH ue KOMOHHHPAHATA TepanlA ce MoHaca nodpe. (BK. pasgend 4.8 u 5.1),
JlanHuTe noka3Bar agHTHBEH eexT npe3 cenmuia 3.

Jaxmoza

LentpoKynn TabnmeTkyi ChIBPXAT nakToZa. [lalMeHTH C pPAdbK HacnescrBeH npoblieM Ha ragaKto3Ha
HENOHOCHMOCT, ITBNICH NAKTA3¢H AeHIMT HITH IMIOK030-TaNakTo3Ha Manabcopbuua He TpabRa ma npueMar
TORA JIEKAPCTBO.

Hampui
Tora nexapcTBo chIBMKA MO-MaTko oT 1 mmol Hatpuit (23 mg) Ha TabneTka, T.e. MOXE Aa Cé KaKE, 4e
NpaKTHYECKA HE ChABPKA HATPH.

Henpasuina ynompeta u snoynompeba
ChobasaHH ca ciyvyad 3a HenpaemiHa ynotpeba n anoymorpeba. KeeTuanuH tpafBa na ce mpeanucea ¢
MOBHIISHO BHHMAHHE [P XOpa ¢ AHAMHC3A 3a WIOYNoTpeda © AlIKOXON H HAPKOTHIU.

4.5 B3auMOaeicTBHE ¢ APYIH JIeKaPCTBEHH NPOAYKTH H APYTH JOpMH HA B3alMOAelicTBHe

C ornen na NbPBHYHHTE e(beKTH Ha KBETHUANHWH BBDXY LECHTPANHATA HEPBHA CHCTEMA, KBETHAINNH 'rpa6Ba a
C€ IIpHara ¢ BHUMAHHE B KOMOHHALIHA ¢ APYTH JICKApPCTRA C LEHTPATHO DeifiCcTBHE H ¢ ATTKOXON.

W3nckea ce TNoBHINCGHO BHHMAanMe NPH JIEWEHHE HA DALMEHTH npUEMAalIM APYrH NekapeTsa ¢
AHTHXOIMHEPrHueH (MyCKapHHOB) edexT (Bxk TouKa 4.4).

Huroxpom P450 (CYP) 3A4 e eH3nM, KOHTO € OCHOBHO OTFOBOPeH 3a LMTOxpoM P4350-MemuupaHoto
meTabomznpane Ha KBeTHaNHH. B eaHo npoyusale 3a NeKapeTBEHH B3aHMOJEHCTBMA HA KBETHANMHH IMPH
3ApaBH J06pOBONLM, €IHORPEMEHHOTO APHIOKEHHE HA KBETHANHH (Oo3a or 25 mg) ¢ KeTOKOHAz01l,
CYP3A4 unxuburop, e AoBeno Ao 5- 8§ kpatHo nosHmenne va AUC Ha KBeTHanud. Bb3 OCHOBa Ha TOBa
£AHOBpPEMEHHATA yrioTpeba Ha kBeTHanmuH ¢ CYP3A4 unxuburopH ¢ npotiBonokasHo. CelUO Taka He ce
NpenopbyBa NPHUeMa Ha KBETHAIHH LS COK oT rpedndpyT.

TIp# npoyusase ¢ MHOTOKPaTHO NO3HpaHe NPU NALMEHTH 33 OlleHKA 33 (PApMAKOKHHETHMKATA HA KBETHAMHH,
npunaran npedd W MO BpEMe Ha JeYeHHeTo ¢ Kapbama3enHH (M3BeCcTeH HHAYKTOP Ha MepHOAPOOHM
CHIUMH), SAHOBPSMEHHOTO TNDHACKCHHE Ha KapbaMmazenHH 3HavYHTEAHO € YBeIHYMAo WIHPBHCA Ha
KBETHanNWH, TOBa yReTUYEHHE Ha iHPBHCA € HAMANTHNO CHCTEMHATA eKCNO3NLNA Ha KBeTHAMUH (M3MepeHa
upes AUC) no cpenno 13% oF eKcno3HUHATA NPH caMOCTOATENHO NPKNAraHe HA KBETHANHH, BLIPEKY He
npM HAKOW NauMeHTH € Habmonaead mo-rofsM ebexr. B pe3ynTaT or toBa B3adMOIEicCTBHE, MOXKE Ja
BB3IHHKHAT MO-HUCKH TNIA3MEHH KOHUEHTPALHK, KOSTO MOXKE [a 3aCerHe eeKTHBHOCTTA HA TEPANMATA C
KBETHAmWH. EIHOBPEMSHHOTO nNpuUNOKEHHe Ha KpeTHAnmHH ¢ (EHMTOMH (JIPYr WHAHKATOp Ma
MHKPO3OManHHTe €HIMMH) MPEeAW3BHKBA 3HAYUHTENHO MOBHIICHHE Ha KNMPBHCA HA KBETHANUH ¢
npubausurendo 450%. [1pu naunenTH, nonyyaBalld HHAYKTOP Ha depHOApoGHMTE SH3HMMH, 3aN0UBAHETO
Ha TépamnHA ¢ KBeTHanuH TpadBa Aa 3ano4Ba camMo TOTABRA, KOraTo JIEKapAT cMATA, de fION3aTa OT NpMema Ha
KBETHAIHH HAJBHIIARA PHCKA OT OTCTPaHABAHE HA €H3HMHHA HHAYKTOP. BaHo e BCAKA IPOMAHA B NpHeMa
Ha MHIYKTOPa Oa C€ U3BBPIIBA MOCTENEHHO M 4KO ¢ HeoOxoaMMO a ce 3aMcHM ¢ NIPOIYKT, KOHTO He
HHAYLMpa 9EPHOAPOGHUTE HH3MMY (HANIP. HATPHEDB BATIPOAT) (BK. TOuKa 4.4).

q)apMaKOKHHCTHKaTa Ha KBCTHAIIHH HE C¢ MNPOMEHA 3HAYMMOQ OT CAHOBPEMEHHOTO I[IPHNTCHECHHE HA
aHTRACOpecanTa UMHNpamMuH (u3secteH CYP 2D6 naxuburtop) wnu duayoxcernH (uzeected CYP 3A4 u
CYP 2D6 uHXHGUTOP).

DapMaKOKHHETHKATA HA KBETHANMH HE CE MPOMEHA 3HAYMMO OT EIHOBPEMEHHOTO- . HRUEMAHE ¢
AHTHICHXOTHONTE PUCIIEPUAOH WiH xanonepraan. ChOLTCTBALIOTO NPUIO i
THOPHJIATHH € NPEAHBHKAIO YREIHUEHME HA KIWEPEHCA HA KBETHATTHHA ¢ npubi




(Dapmammne'mxam Ha KBETHANHH HC C€ MPOMEHA 3HAYHUMO OT €IHOBPEMEHHOTO IIPHIOXEHHC ¢
UHMETHAHH.

CbapMaKOKMHETHKaTﬂ Ha NHTHA He ce MNpOMCHA 3HAYHMO OT CAHOBRPEMEHHOTO MPHICKEHHEC C KBOTHAITHH.

B 6-ceaMHYHO paHIOMM3MPAHO NPOYYBAHE HA JIMTHIA M KBETHANMH TablleTKH ¢ YOBMKEHO 0CBOOOKaaBaHE
cnpamo nuauefo H KeeTHaIH TalNeTku ¢ yAbDKeHo ocBOOMKIABaHe (IpM BB3PACTHH MALMEHTH C OCTpa
MaHHd, [O-BHCOKA YECTOTA HAa eKCrpanupaMuIvM cnbUTHA (Mo-cnEUHATHO TPEMOp), CBHIHEOCT H
Hamaasaiie Ha Ter1o ¢a 4aliloNapaHi B8 rpynara ¢ JoDasaHE HA JIMTHI B CPABHEHHE C rpynara ¢ godaesne
Ha mauefo (Bx. Touka 5.1).

DapMaKOKWHETHKATA Ha HATPHER BAINPOAT M KBETHAIIMH He ce MPOMEHAT B KIHHHYHO 3Ha4dMa CTENgH,
KOraTo <a NpHIaraHl eIHOBRpeMEHHO. PeTpocfieKTHBHO npoydbaHe Ha Oeua H IOHOMM, KOMTO ca
NOJIY4aBaH BaNnpoaT, KBETHAnWH WIH H [1BeTe, yCTAHOBABA NO-BHMCOKA YECTOTA HA NICBKOMCHHA H
HeyTpONEHHA B KoMOHHHPAHATA rpy1a CPAMO MOHOTCPAIHATA.

Oduuisanyy NPOyYBaHHA 3a B3AUMOAEHCTBHE ¢ Hali-ueCTO IPUTAraHNTE CBP/IEYHO~CHAOBH JIEKAPCTRA HE ¢
TIPOBEKARHH.

Tpabea ga ce BHHMABA KOraTo KBETHaNHH c€ yYHOTpedaBa €JHOBPEMEHHO C IEKAPCTRA, KOUTO NPEIH3IBHKBAT
enekTponuTeH Aucananc WK yeenuyaeat QT-HHTepBana.

HMma cobobuweHns 3a GamnunBo NONOKUTEIHH PEIYATATH NMPH CHIUMHH HMYHOQHANH3M 33 METaAoH K
TPHURKIMYHE AHTHAGNPECAHTH NPH NAUMEHTH, KOWTO Ca HPHEManH KBeTHanHH. [loTRepXeHHe Ha
CBMHHTEIHH PE3YIATATH OT WMYHOAHANW3H CKPHHHHT ce NMpenopbyBa upes MOAXOAAINA xpoMarorpadeka
TEXHUKA.

4.6 Depruaurer, GpeMeHHOCT H KhpMeHe

Bpemenyoct

Ivpeu mpumecmep
YMeperoTe KOSIMYECTRO MyBNRKYBaHN JAHHH OT ClyyaH Ha DPeMEHHOCT ¢ eKCTIO3HUMS Ha KBETHANWH (T.e.

mexay 300-1000 uaxona o SpeMEHHOCT), BKMHOUATENHO OTAENHH ¢hODIIGHUS M HAKOH 00CEPBAllHOHHH
KIWHHYHH H3NMTBAHUA, HE TIPEANIONAraT HOBUIIEH PUCK oT MandopManud, IB/KaILH CE Ha JiedeHHeTe. Bba
OCHOBA Ha HaM4HHTE JaHHM, obave, He MOXKE Ja C¢ HaNpaBH KaTETOPHYHO 3aKMIOueHHe. [TpoyupaHMATa
MpPH KHBOTHH €3 TIOKa3aiH PENPOLYKTHEHA TOKCHUHOCT (B, TouKa 5.3). [Topald Tosa, kBeTHaNKWH Tpsbea
Aa c& HINE3BA O BpeMe Ha OpeMEHHOCT caMo aKo NMO3NTE ONPABIABAT OTEHLMANHHTE DHCKOBE,

Tpemu mpumecmup

HoBopoJeHuTe, Ha KOUTO MatKHTe ca MpHeMalTH aHTUICHXOTHIHM (BKIEOYHTENHO KEETHAIMH) TIO BPEME Ha
TPETOTO TPUMECEYHME Ha OPEMEHHOCTTA, CAa WINOKEHH HA PHCK OT HEXENaHW peakUMH, BRIIIMUTENHO
EKCTPANMPaMHINY PEAKUHH M/WIW CHMITTOMM Ha OTHEMAaHe, KOMTO MOraT Oa BapHpaT Mo TEXeCT U
NPOALIKATENHOCT clel pawigaHeTo. Mma coobileHus 3a pb30yna, XWNepToHUA, XHMOTOHHA, TPEMOp,
CHHJIHBOCT, PECIHPATOPSH THCTPEC MM HAPYIICHUE Ha XxpaneHeto. CneldOBATENHO, HOBOpoAeHHTe Tpabea
Ja ce NpocneAABaT BHHMATENHD,

KnpMmene
Bw3 ocHoBa HAa MHOTC OrpaHHYeHMTE NAHHW OT MyOUMKYBAaHH CHOOLIGHHS OTHOCHO EKCKPEIMATA Ha
KBETHAMUH B KbPMAaTa, eKCKpeLHATa Ha KBeTHANUH B TEPAMEBTHYHA NO3M M3TISKAA MANKO BEPOATHA.
TMopany nunca Ha HANEXKIHH AaHHH, TpAOBa Aa ce B3leme PELIEHHE JANH 13 Ce MPeyCTaHOBH KBPMEHETO HiIH
Oda ¢€ MpeyCcTaHOBH TEPANHATA ¢ KBETHAMHH, KaTO ¢& B3eMe NPEIBHJ [TON3aTa OT KLPMEHETO 3a JETETo U
NON3aTA OT TEPANHMATA 34 JKEHATA.




QepruanTeT

Edexrute sa kpeTHanuH BppXy depTiHTETa NPH UOREKA He ca OueHABAHH, EQeKTH, Conp3anu ¢ noBkMiIeHH
HHBA Ha MPONIAKTHH, ca HaDMONABAHH NPH IWIBXOBE, BRIPEKH Y€ T€ HE Ca AHPEKTHO NPIIOKHMH MpH Xopa
(Bk. TOuka 5.3).

4,7 E$eKTH BbpPXy cnocoGR0CTTa 32 modHpane u paboTa ¢ MALIHHM

Karo ce MMaT npenpun mbpBHYHHTE edeKTH BhpPXy LEHTPAIHATA HEPBHA CUCTEMA, KEETHANHH MOXKE 0a
MoBJxsAe ,[[eif’moc:'rﬂ'ne, W3IHCKEALIH NCHXWYHA KOHISHTpalHA. r[Dpa;lH TOBA HMATMCHTHTE TpﬂﬁBa a ce
CBESTBAT Ja HE HIOQHpAaT WIH Ja He padOTAT ¢ MAIIMHH [0 W3MCHABAHE HAa MWHIMBHIYLTHATA HM
YYBCTBHTETHOCT.,

4.8 HexenanH JexapcTBeHH PEAKIHH

Hafi-yecTHTe NOKIaOBaHH HEKemaHw peakiud (ADRs) mpe keetwanue {>10%) ca COMHOMEHTHOCT,
CBETORBPTEXK, MIaBoboNHe, CYXOTa B YCTaTa, CHMIITOMH Ha OTHEMaHE (IpeKpaTaBaHE), MOBMLIABAHEC HA
HHBATA HAa TPULJMLEPHIHTE B CEpyMa, MOBUINABAHE HA 0bwMa Xomectepon (Npeaumuo LDL xonecrepon),

Hamanasane va HDL xomecTepon, Hajaaeane Ha TErmo, HAMATIEH XEMOTAO0MH H eKCTPAHpaMHAHH
CHMITTOMM.

Yectorata nHa HJIP, ceep3anH  TepanuaATa ¢ KBETHANKH, € AajeHa B Tabmuua no-gony (Tabmia 1), cnopen
dopmara npenopeyano ot CbBeTa 33 MEXIYHAPOINHH OPraHW3allMu HA MEAMUHHCKHTE Hayku (Paborna
rpyna CIOMS 11I; 1995).

Tadauya I HJIP, cebp3anu ¢ mepanusma ¢ K8emuaniuH
Hexenanurte nexapcTeeHd peakiu ca wiacudMUmpaty 0 YecTOTa KAaKTO cnenpa: MHOTO dectd (>1/10);

yecTH (=1/100,<1/10); revectn (21/1000,<1/100); peaxu (>1/10,000,<1/1000); muoro penku (<1/10 000),
HEH3RECTHA YECTOTA (HE MOTaT 12 ObJaT OLEeHeHH OT HANHYHATE JaHHH).

CucremHo- | Muoro yectn | Yectn HeuecTn Peaxu Mmuore C
opraHen peaKn HeHigec
KJIac THa
yecrora

Hapyurenna | TMoxmkeHH JleproneHus TpomGoruronenus, | ArpaHyaOUHT
Ha KPBBTA K | crofiHocTH  Ha | %), HEYTPONEHHA L, 033>%
TUMpHATA | XeMornebuHa | HAManeHWe Ha | aHemua,
cUCTEMA @ Opos HA | HamanaBaHe  Gposd

HeyTpo(HIHTE, | HA

MOBHLIABAHE TpomGounTHTe!?

HA

co3HHOuUIHTE

@n
Hapymenns CBpPBXUYBCTBUTEN Anadunaktiy
Ha HOCT Ha peaxuma®
HMYHHaTa { BIJTHOUHTENHO
cucrema ANEPrHYHH  KOKHH

peaKLMH)

Hapywienus XunepnponakT | [loHukasase  Ha Henmocrarbun
Ha EHJIOKPH uHemus('?), ceobonums T, a CeKpelua Ha
HHATa NMOHUWXKABAHE XHHOTHpeOH}iM:}LM AHTHOHYPETN
cHCTEMA Ha oO1ua | 20 YEH XOpMOH

T429,

TOHWKABaHe

HA  CcBOOOAHUA

T,




NOHHXAaBaHC

HA obmus
T4,
MOBMINABAHE
Ha obmus
TSH?
Hapymenns | TMosumasane | [Torumen Xunonatpuemust™® | MeraGoamnTen
Ha HA CEPYMHMTE | aneTHr, , 3axapeH mvaler | cunapom )
MeTabonH3 HHBA HA NOBHIIABAHE ”'5), OGOCTpHHG Ha
Ma H | TpUIIIHLEpUAN | HA OpenBapyTCIHO
XPAHEHETO | 7etl030) CTOHHOCTHTE ChlIECTBYBALll
MIOBMIIABAHE HA KPbBHATA anaber
Ha obLMA 3axap 1o
XOMecTepon XHOEPTIHKEMH
{nmpeauMHO yny Hupa®*"
LDL
XOJIECTEPONA)
(11,30}’
NOHHXaBaHe
Ha HDL
XonecTepona
(17,30),
NOBUIIABAHE
Ha Ter1oto®0
[Meuxuunn Heobuuaiinn ComMBaMOYITH3
HapyLIeHUs CHLHHING U BMH
KOWIMAapH; CPOAHUTE MY
CyvunaHu PEaKUMH, KATO
HAMEPEHHA H Harp.
noeegenne™” FOBOpEHE Ha
ChH M
CBLP3aHY ChC
ChHA
XpaHHTEHH
pascTpoiicTBa
Hapywenns | 3amagnoct,9 | Muzaptpus Ispuoset?,
Ha CHHIIHBOCTT, CHHAPOM Ha
HepeHATa 218 HECNOKORHUTE
CHcTema rnasobonue, Kpaka, KBCHa
eKCTpanHpaMu aucknsesus ',
AHK cunkon®'®
cumnTomMy' 2
Cupaeunu [Mannuramma®? | Vapmkasase Ha Kapauom
HapYIIeHNs , Taxvkapana™® | QT HOMNATHA
unrepeana’'> '8, H
Gpanskap, At MHOKapa
HT
Hapymenus 3ambrieHo
HA QuUUTE 3peHue
Cobnosm OprocTatiyHa BenosHa Ymap @
HApYIUEHHA xunoronHs*'® TpomGoembon |
na'” ol
Pecraparop JNucnuea®™ PuHuT
HH, TpBIHY

H MEAHacTH




HAalHH

HAPYLIEHHS
CromamHo- | Cyxora 3anek, Hucdarus™ IMaHKpeaTuT
YpEBHH ycrata JHCTencHA, (1), uperna
HapyICHHA noBpbuane® o0cTpy KL/
Hieyc
Xenaro- TMeenmagade [MToBumeHKE Ha | Aenrenaua®,
GunuapHu Ha cepyMHara | CEpyMHara Xenarur
Hapy LICHUA ANAHHH acnaprar
amynoTpaHche | AMHHOTpaHChepasa
pasa (ALT)®, | (AST)®
NOBHILABAHE
HHBATA Ha
rama-GT*
Hapywenns Aurnoenem™ | TokcHY
Ha KOXara , CHHAPOM Ha | Ha
H Stevens- erMaep
MOAKOXKHA Johnson ¢! MallHa
Ta ThKaH HEKPOIH
3a,
€pHTEMa
mysrTHO
pMe,
JIeKapCcTB
eH ofpue
€ €03WHO
humia H
cHCTEM
HH
CUMITOM
H
(DRESS)
JKOMKEH
BACKY/IHT
Hapywenus Pabpomuonus
Ha a
MYCKYJTHO-
CKeneTHaTa
CHCTEMa U
ChEIMHH
TeNHaTa
TBKaH
Hapywenns 3anpexka Ha
HA ypHHa
Onlpeuyre
H
TTHKOTHHTE
THTHILA
BpemeHHOC Heonata
T, JeH CHH-
nyepriepuy OpOM Ha
M H OTHEMA
MEPUHATATH e — e GV
u —
CBCTOAHHA )
Hapymenus CekcyanHa




Ha IuchyHKLHA rajpakroped,
BB3MPOHIB0 fodyBaHe Ha
AHTeNHaTa TBEpINTE,
cHCTemMa # MEHCTpYan
rbplara HH
HAPYIICHHS
O6uH CumnroMd Ha | Jleka acTeHHs, HepponenThy
HApYINEHUA | OTHEMAaHe neprbepex €H MajdMrHeH
H  ebekth | To OTOK, cuugpomi’,
Ha MACTOTO | (npekncpane)’ | PA2APASHHMOCT XHIIOTEPMHA
Ha 9 , THPEKCHA
[IPUITOKE
HHe
Hiacnenran TNosumasane
k| Ha  KpeaTuH
dochoruaa
3aTa B
kpueTalY

© Bk pazgen 4.4. "CrieunalHy npeaynpeskieHis B CNeUMaIHH NPEITIasHi MEPKH NP yToTpeta”,

@ COMHONETHOCT MOMKE 4 ¢ TIOfBU N0 BPEME HA ITHPEMTE IBE CEAMMIUM HA NEYEHHE H OGMKHOBEHO
M34C3BA ¢ MPONLIDKABAHE HA JICUEHHUETO C KBETHATHH,

) Tlpy HAKOH TAUMEHTH Ha JIEYEHHE C KBETHAMMH ca Ound Habmomapawy Ge3cuMIITOMHY TNOBKIICHH
HHBA (MpeMHHaBane OT HOpMalHO KbM >3X ULN no EcAKO BpeMe) Ha CEPYMHHTE TpPaHCAMMHAIH
(ALT, AST) vinw rama-GT. Te3u TOBHILEHUA 0OHKHOBEHO ca OHMH 00paTHMH IPH IPOALDKHTENHOTO
NleyeHye C KBETHATIHA,

®  KakTo 4 OCTAHAMNTE awTUNCHMXOTMUH ¢ andia-1 anpeHoGNOKMpAlA AKTHBHOCT, KEETHATIHH MOYXE
HeCTO 13 HHIYUHPA OPTOCTATHYHA XHNOTOHWA ACOLKHPAHA ChC 3aMASHOCT, TAXMKAPAHA, & IPH HAKOA
MalKenTH CHHKOI, 0CO0EHO B NEPHOJA HA TEPBOHAYAIHG THTPHPAHE HA 103aTa (BXK. TOUKA 4.4).

) M3umcnaBaneTo Ha YECTOTATA HA TE3H HEXKENAHN PEAKIMY € HANpPaBEHO CaMO BB3 OCHOBA Ha JAHHHTE
OT MOCTMAPKETHHIOBHA ONUT C KBETHATIIH,

®  KpnBHa 3axap xa rmanHo > 126 mg/dL (27,0 mmol/L) unm caen xpawa > 200 mg/dL (11,1 mmol/L)
B MOHE AWK CIy4aii.

Y YpenuyeHue YecTOTATA Ha Ancdarud ¢ KBETHanMH CHpaMO Mrauefo e W10 HaBMIOAARAHO CAMO B
KIHHMYHH HPOy4BaHHS NPy GHMonsLpHa OeTpecHs.

@ Bb3 ocHOBa Ha >7% MOBHLIEHME HA TENECHOTO TEFNO COPAMO M3X0AHOTO HHBO. MabGmonasa ce
APEIMMHO B TEPEHTE CEAMHMLIK HA HEYEHHUETO IIPH Rh3PacTHH.

©  Haii-uecTo B ocTpH, Maue(0 KOHTPONHPAHH KIKHWYHN [POYYBAHHS C MOHOTEpANHSA 33 OLEHKA HA
CHMIITOMHTE TPH MPeKpaTABAHE HA NEUEHHETO, ca OuNM HabNWIaBanu CICORWTe CHMNTOMH Ha
oTHeMaNe: BeschHMe, raneHe, rnapofonme, Auapyd, NOBPLILAHE, 3AMATHOCT M Pa3apa3HHTENHOCT.
YecTorara Ha TeIM PEAKUMH € HAMATATA 3HADUTENHO | ceiMMLa criel peKpaTisale HA JIEUEHHETO.

49 Tpurnuuepuon >200 mg/dL (22,258 mmol/L) (naumentr >18 romuuu) wnu >150 mg/dL (=1,694
mmol/L) (maitieHTH < 18 roAHHK} B MOHE eauH ciy4aki.

N Xonecrepon >240 mg/dL (>6,2064 mmol/L) (maumentu >18 romuuu) umn >200 mg/dL. (>5,172
mmol/L) (naumentit < 18 roguHu) B noHe eauH Ciydan. MHoroe 4ecto e 6MA0 HabMoIaBaHo
noeumenne Ha LDL. xomecrepona >30 mg/dL (>0,769 mmol/L). Cpeanara npoMana npu NauHEHTHTE,
KOHMTO Ca NONyyMIIH TAKOBA MOBKILEHHE ¢ 61na 41,7 mg/dL (>1.07 mmol/L).

9 Bux TekcTa M0-101y.

% TpomGouwutd <100 x 10%L B nowe eaun cirydais

(9 Bb3 OCHOBA Ha KJIMHHYHO MPOY4BAHE, CHOGUISHUATA 3a HEKEIAHH PEaKUMHA 32 MOBHILEHN CTORHOCTH
Ha KpeaTuH (ocdokihasara B KpeETA He ca 1M CBLP3aHH ¢ HEBPONENTHUEH MAJTMTHEH CHHAPOM,

13} Hupa Ha nponaxTHH (naukeHTH >18 rogunu): >20 pg/l. (>869,56 pmol/L) mbaxke; >30 ug/L (>1304,34
pmol/L} XeHH Mo Beako BpeMe.

18 Moske na 1OBeaE A0 NANAHMA,
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HDL-xonecrepon: <40 mg/dL (1,025 mmol/L) mexe; <50 mg/dL (1,282 mmol/L) :keHH MO BCAKO
BpEMe.

YecToTa HA NalMEHTH, MpK KOUTO € Oiia ycTaHoBeHa npoMana Ha QT-HHTepBana oT <450 msec o
2450 msec ¢ =30 msec yasmkasane. B mnaiefo koHTPOIHpaHH KNHAHYHY MPOYYBAHHA ¢ KBETHATIMH,
CpelHaTa NpOMAHA W YECTOTATA HA NAUMEHTHTE ¢ KIHHKWYHO 3HAYHMH HHBA Ha MpomsaHata ca OwmH
CXOIHM MEXTy rpylHTe Ha KReTHANUH H Tanebo,

[Tpomana ot > 132 mmol/L no <132 mmol/L B noxe eaHH cTyyaii.

TTo BpeMe Ha NEeYEHHETO ¢ KBETHANKMH MK CKOPO CJICA CIHPAHe Ha TepanuATa (Bxk. Toukd 4.4 u 5.1) ca
onny C'bOﬁLI.IEHl‘I CiydaH Ha CYHIMAOHHA MHCIH H CYWLMAHO ITOBSIEHHE.

Binre TOUKA 5.1

B®B sCHYKM KIMHHYHM NpOYYBaHHA, BKOYHTEHO OTKPHTHTE YAwDKeHHs € Onno HalGmonaBaHo
Hamanedue Ha xemornobuuna no <13 g/db (8,07 mmol/L) 3a mpxere u# <12 g/dL (7,45 mmol/L) 3a
EHH B NIOHE eAWH cryuan cpel 11% oT maudeHTHTE. 32 Te3u MAUUEHTHTE CPEAHOTO MAKCHMAIHO
HaManeHHe Ha XeMornobHHa MO KOETO H Aa € Bpeme € Guo -1,50 g/dL.

Te3u croGuIEHHA Y€CTO €4 c& NOABABAIN B KOMOMHALLA C TaXHKAPAHA, CBETOBBDPTEK, OPTOCTATHUHA
XHMOTOHMA H/IUTH [OTERAINO0 ChpievHO/pecnupaTtopHo 3abonasae.

Bt3 ocHORA H& IPOMSHH OT HOPMATHH H3XOOHU A0 NOTEHUHANHO KIMHHYHO 3HAYMMH CTOHMOCTH no
BCAKO BPEME ClIEN HAYANOTO, BbB BCHYKM KIMHHMYHH MpoyyBaHui. OTKNOHEHMATa B OOHIMA Ty,
ceoGoauuA T4, obmua Ty v croGomnma T: ca onpeneneny karo <0,8 LLN (pino¥/L) u mpomana wa
T8H e > 5 mIU/L no woero u oa e Bpeme,

Bb3 OCHOBa Ha NOBHIIEHATA YECTOTA Ha TOBpPGLILAHE NMpPH [ALMENTH B CTapHecKa BhpacT (65
FOOHHH).

NpoMAHa B HeyTpouIHus Gpoli or >1,5 x 10%/1. B Hawanoto 1o <0,5 x10%/L no koeTo | fa e BpeMe B
X013 Ha JIEYEHHETO B BB3 OCHOBA Ha MAUMEHTH ¢ Texka HeyTponenus (<0,5 x 10%/L) w nHdexuna oo
BpeMe HA BCHYKH KJIMHHYHU NIPOYUBAHMA ¢ KBETHAMHH (BX. pasnen 4.4).

Bb3 ocHOBa Ha NpoMAHa OT HOPMaNTHHA A3XOAHH O NMOTEHUHANHO KIWHHYHO 3HAYHMHA CTOHHOCTH NO
BCAKO BPEMEe BDR BCHUKH KIMHHWYHH npoydeaHMsa. [lpomeunte B coznHOqunHKa Opoli ca Owmm
Aeturupann kaTo > 1 x 10° kieTkw/L no Koero | 1a € BpeMe B X0Ja Ha JIEYEHUETO.

B’b3 OCHOBa Ha TIpOMAHA OT HOPMAJTHA A3XOOHH /1O NOTEHUHANHO KIHHHUYHO 3HAYHMWA CTOHHOCTH NO
BCAKO BPEME CTIEH U3XOAHOTO HYBO BERB BCHUKY KIHHHYHIN ApoydBanwd. [IDOMAHATA B JICBKOLHTHUA
Opoii e onpesenena kato < 3 x10° wieTKU/L no BcAKO BpeMme.

Bb3 ocHoBa Ha cbOOUIGHHATA 3a METAGONWTEH CHHAPOM OT BCHYUKH KIHHHYHHM NPOYYBAHHA C
KBETHAMHH.

Tlpy HAKOM NAlMEHTH € OMNo RAOMIONEBAHO B WIMHMYHUTE MpOYYBAHMA BIOIUABAHE HA MOBEYE OT
€IitH METabONUTEH PAKTOP Ha TEISCHOTO TEIVIO, KPHBHATA 3aXap H MHRAANTE (BK. Touxa 4.4},

Buxre Touka 4.6

Moike 02 ce NOARAT NMPH WIH CKOPO Clled 3aM0UBAHE HA JISYSHHETO H A3 Ca CBBP3aHH C XMIOTOHHA
WHIH ¢HHKom. YecToTa e onpemenena OT CHOOWIEHHATA 32 HEKENaHM NEKAPCTBERH PEAKIMH KaTO
OpamuKapiHa W CRBEP3IAHH CbOWTHA BBB BCHUKH KTHHHYHM [IPOYYBAHHUA C KBEeTHAIIHH,

B3 ocHOBa Ha €450 PETPOCTIEKTHBHO HEPaHIOMHIHPAHO ENMMIEMUQNOFMYHO [IPOYYEaHE,

o speMe va ynoTpeGa Ha HEBPONCITHIM ca GuiH choOLIABAHM CITyyal Ha yabkasane Ha QT- HHTepBana,
KaMepHa apHTMHA, BHe3anHa neoOACHHMA CMBPT, ChpIOEYeH apect W forsades de poinfes m cé CuMTar 3a
XapaKTepHH 3a Knaca eekTH.

Texkn Kokuy Hexenanu peakuu (SCAR), BKNIHOUMTETHO cHHApom Ha Stevens-Johnson (SJS), Tokcuuna
enHaepMania Hexponusa (TEN), nexapcTeeHa peakuus ¢ €03MHOMHINA H CucTeMHH cHMIroMH (DRESS) ca
CHOOILIEHH BPBE BPB3KA C NEYECHHETO C KBETHAINKH.

HeasaTpuyuaa Komy.ragna
Onucannre 0pH pe3pactHd HJIP Tpafea na ce HMaT npeasud W NPH OEUA M OHOWHM. B pamenata no-nomy
Tabauua ca pesomupadu HIIP, KOHTO ce pa3BRMBAT ¢ MO-BHCOKA HECTOTA TIPH ACLA H KOHOIIH (HA BL3PACT OT

IG no 17 roaunn), oTkonkoTO NpH BEIpacTHH WIH HJIP, KOHTO HE Ca Hal/TiogaBanl MPH PL3PACTHY,
s .

BHCOKA Y€CTOTa OTKOJIKOTO NPH BbL3PACcTHHTE WK KOHTO He €A HJIQHT[IE[)H“
HaceneHue

.,




YecroTaTa HA HeXeNaHHTE JEKAPCTBENH PEakLMH ca TPYIHPAHH B KaTErOpHH KAKTO Cheasa: MHOTO YecTH
(>1/10), gecth (>1/100, <1/10), neuectn (>1/1 000, <1/100), peaxu (>1/10 000, <1/1 000) n MHOTO peakw
(<1/10 000).

CHCTEMHO-0PTaHeH KIAc MHoro wecTH YeeTH
Hapymesna Ha engokpuHHaTa | [I0BHII3BAHE HA CTONHOCTHTE HA

CHCTEMA npofakTHeAa!

Hapymtenus Ha merafonusma u | [ToBuwieH aneTur

XpaHEeHeTo

Hapyuenus Ha HepBHara | Excrpanupamunnn cumntoMi >* [ Cuakon
cucTeMa

CBOOBH HapyILEHHA TToBuinaBaHe Ha

KPBBHOTO HANIATaHE?

PecnuparopHd,  rpeaHH M Punur
MEIHACTHHANHM HapYIIECHHUSA

CTOMAIIHO-4PeBHM HApYLIeHHA | ToBpEiuane

Q6um Hapymienus u edexru Ha PaznpazHurendocT’
MACTOTC Ha MPHIIOKEHUE

(n CroitHocT Ha npoNakTHHa (FAUKEHTH Ha »B3pacT <18 roquun): > 20 pg/l (>869,56 pmol/1) mbKke;

>26 pg/l (>1130,428 pmol/1) HeHn no BCAKO BpeME. [TopHmasaHe Ha
npostakTHa > 100 pg/l e yeranoeero npu no-Manko ot 1% OT NalHeHTHTE.
(2) B3 oOcHoBa Ha npomsHa A0 CTOHHOCTH, HAJBHMIUABALUH KIWHHHYHO 3HAYMMMIE [paroee

{ananmTHPaHW B3 OCHOBA HA KpuTepuuTe Ha Hammomamuws WHCTHTYT mo 3apaBeonazsane Ha CAILL) win
nosviapane ¢ >20 mmHg 3a cucrorHoTo WIH >10 mmHg 3a AMACTONHOTO APTEPUANHO HANATAHE BBB
BCEKH €IHH MOMEHT B B¢ rUlauebo KOHTPONHpaHH H3NWTBAHHA 33 JIEHEHME HAa OCTpH CbhClodHuA (3-6
CEAMMLIM) IIPH I€lla H FOHOINN.

3) 3abene:kka: YectoTaTa ¢ CpaBHHMa ¢ HAOMIOABAHATA IPH BB3PACTHH, HO B CpaBHEHHE C NPH Jeua
H IOHOLUH PA3Ipa3HHTEIIHOCTTA MoKe Aa OhAE CBhp3aHa C Pa3NHYHH KIHHHYHH FIOC/ISACTRHA.

(4) Buxkre TOUKa 5.1

Crofiasane Ha NOAO3KHPAHH HEKETIAHH PEaxilii

CrobwapaneTdo Ha noJO3HPAHH HEKENAHH peaKllHH cllell paspellaBaHe 3a yNoTpeba Ha IeKapeTBeHNS
NpoAyKT € BakHO. ToBa NO3BOJIABA 13 NPOTLIKH HAGMIOIEHHETO Ha ChOTHOWEHHETO [ON3a/PHCK 3
NEKApCTBEHHA NPOOYKT. Or MCOHUHHCKUTE CTIELTHANHCTH ¢¢ H3INUCKBA A cx;oﬁmasa‘r BCAKA NOAO3UpaHa
HEXKENAHA PEAKOHAS 4Ype3:

H3nLAUMTENHA areHIHA MO IEKAPCTEATA
yit. JlaMaH T'pyee” Ne 8

1303 Codus

Tem: +359 2 890 34 17

yebcaiit: www.bda.bg

4.9. fMpexoznpane

CuMITOMH

Hait-o6mo, cbofmasaduTe Npuisauy M CHMOTOMH Ca pe3yTaT oOT 3aCHIBAHE Ha MNO3HATHTE
tapmakonoruusn epeKTH HA AKTHBHOTO BELIECTRO, T.€. 3aMaiBaHe U cefauus, TAXMKapIHA, XHMOTOHUA H
aHTHU-XONMHHEPTHYHH edeKTH.

[Ipegosmparero moxe da JoBeae Ao yassmkaBane va QT WHTepmana, mpumais
palAOMHONH3a, MOTHCKAHE HA AMNAHCTO, JaIBPKAHE HA YpHHA, 0fBpKEane,



KOMA U CMBPT. nal.lHBHTHTe € MPEAIICCTBAINO TEKKO ChPASYHO-CBI0BO 3&60MB&HC, MOME 04 Ca C NOBHILCH
pHck oT eheKTHTE Ha pefo3upane {BukTe Touka 4.4, OpTOCTATHYHA XHIOTOHHMA ).

Horenenue opy npeno3upaHe
KpeTHanmiH HAMa cneuddHqeH aHTHAOT. B ciaydyad Ha Texku Npu3Hau TpafBa Aa ce MMa NpelpwI

BBIMOXKHOCTTA 33 YUACTHE HA MHOIO JIEKapCTBEHM NPONYKTH M CE MpPEMOpPLYBAT WHTEHIHBHH TPHNH,
BKJTFOYHTENHO 0CBOOOKIABAHE H MOATbPIKAHE Ha CBODOAHM IMXATENHH MHTHINA HA NAHEHTA, OCHIYPABAHS
HAa AACKBATHO KHCAOPOIHO MONABRHE M BEHTWIALMA M MOHHTOPHpaHE W MOAObLPKAHE HA CHPOEYHO-
CHOBATA CHCTEMA.,

BB3 0cHOBA Ha MyONHKYBaHATA JIMTEPATYpa, ALHEHTHTE ¢ AeNHp, Bh30Ya U C HIPaleH aHTHXOMHHEPTHYECH
CHEAPOM MOrar ga owpar nekyBaHH ¢ dmzocTHrMHuH, 1-2 mg (npu HenpekhbcHato Habmwonenue ma EKD).
ToBa He ¢e& NPenopbuBa KaTO CTAHAAPTHO JiedeHHe, NOPaAM MOTeHLMANeH OTpHUaTeneH edekT Ha
(HM30CTHIMHH  BBPXY CBDJIEYHAT2 MPOBOAHMOCT, MM3OCTHIMMH MOME 12 Ce M3MOJ3Ba, aKO HAMa
otknonenns B EKT'. He uznomsealite ¢u3ocTHrMHH B cydalt Ha HapyluleH pHTBM, BCAKAKBA CTEMEH Ha
cwpacueH 6nox unu QRS-pazuupasane.

T karo npeseHunaTa Ha abcopOLHATa ApH CBPBXA03a HE € NpOyYeHA, TPAOBA A CE& UMA MPEIBMA
NpHIaraHeTo Ha CTOMAIIHA MTPOMHBKA NPH TEXKKH OTPABAHKA, IO BhaMOMHOCT A4 C€ M3ELPIIH B PAMKHUTE Ha
| gac cnen norTewiaHe. Pasriexkaa ce ¥ NpHeM HA AKTHBEH BBITIEH.

[pyu npemo3upaHe ¢ KBETWANHMH YNIOPHTATA XMNIOTOHUA TPAOBa Na ce TPETHpA ¢ ANCKBATHU MEPKH, KaTo
HHTPaBEHOIHO BJIMBAHE HA TEYHOCTH WHIM CHMIATOMHMETHYHM areHTH. Tpadea ma ce wu30area
MPUIATAHETO HA eNmHePPHH H DOMAMHH, Thil Karo Hera cTHMynauHATa MeKe 3 BIOMH XHIOTOHHATA MpPH
HpPeAW3BHKEHA OT KBETHAaNUH anda dnokana.

BHUMATEIHO NIeKapeKo HABMIoOOCeHHE M MOHMTOpHpaHe TpafiBa Aa NMPONRDKH 10 BB3CTAHOBABAHETO HA
TALFEHTA.

5. ®APMAKOJIOTYHYHH CBOHCTBA
5.1 dapmMakoaHHAMHYHH CBOWCTBA

DapmaxoTepaneBTHYHA TPYNA: AHTHICHXOTHIH; JTuasenunn, OKkcasenuan B THasenuHu
ATC won: NO5SA HO4

MexaHu3EM HA AOcACTBHE
KpeTHanuH € aTHNHYEH aHTHTICHXOTHYEH aréHT, KBeTHANMMH M AKTHEHMAT YOBELIXKH MNA3MEH MeTabonuT

HOPKBETHANMH B3aHMOICHCTBAT C IUMPOK CIEKThP HEBPOTPAHCMUTEPHH peuentopl. KBeTHamWH M
HOPKBETHANMH TIOKA3BAT BHCOK A(MHUTET KbM MO3BYHWTE cepotonnHoBH (5HT:) penentopH H
JonaMuHoBHTe Di- # D:-peuentopu. Tpeanonara ce, ye Tazu KoMOMHALMA HA pelleNTOPEH AHTAFOHHIBM ¢
NO-BUCOKA CEIIEKTHBHOCT KbM SHT: peuenropu B cpaehenue ¢ D: —peuentopu, nonpuHaca 3a KNHHHHHHTE
AHTHNCHXOTHYHH CBOHCTBA M HHCKWA eKCTpanupaMuaecH Hexenad edekt (EHE) Ha kpeTHanuH B cpapHeHHe
C THIMYHHTE AHTHMICHXOTHMLM KBETHMANHH W HOPKBETHANMHMH HAMAT 3H3YATETEH A(GHHHTET KbM
OCH30IHAICNIMHOBHTE PELENTOPH, HO UMAT BHCOK aMHHTET KbM XHCTAMMHEPTHYHHTE H aJpeHepTrHYHHTE

¢ —pPelenTopy, M YMEpPEH AGHMHUTET KbM aapeHEeprHYHHTe (x-pelentopd. KBeTHAIMH HMa HHCBK HIM
HHKAKbB aHHHMTET KbM MYCKADHHOBH PELCNTOPH, JOKATO HOPKBETHAMMH MMA YMEPEH A0 BHCOK aQHHHTET
KBM HAKOM MYCKaDMHOBHM PEUENTOPH, KOSTO MOXE 13 OCACHH AHTH-XONHMHEPrHYHMTE (MYCKAPHHOBH)
edexth. Muxnbupate Ha NET 1 4acTH4HOTO arosHueTHyHo neiicteue Ha SHT1A Mecta oT HOpKeeTHANMHH
MOXKe JIa TOTIpHHECE 33 TepaNeBTHYHATA e(DUKACHOCT Ha KBETHANMH KA4TO AHTHAENPECAHT.

dapmakoIHHAMHYHH eekTH
KBeTHannH € akTHBSH OpH TECTOBE 33 AHTHIICHXOTHYHA aKTHBHOCT KATO YCNOBHO uzbarsane. Tod ChILO
TaKa 6110lmpa NIEACTBHETO Ha aroHHcTH Ha  OONaMHHA, KOETe HMa [MOBEACHYECKH MAM
SIEKTPOQH3HOJIOTHYEH M3Pa3 W MOBMIUABA KOHLEHTPAIMMTE Ha MeTabomuTH Ie :HA- JIOTIAMHUHA,
HEBPOXHMHYEH HHICKC HA 610KkanaTa Ha Dh—nonaMHUHOBHS pPerenTop. .-

[pn npelxIMHHYHHTE TecTOBE, mnpeapwxaawy EINC, kseTHanuH ce p.
AHTHNCHXOTHUM W HMa artHmvued npodun. KeerwanuH He ApomyuMpa CB



AoMaMHUHOBHA PEllenTop CHCR XpoHHuHa ynoTpeba. Keernanmy npepmssumkBa camo cnaba kaTtanencys s
I03H, eeKTHBHO GIIOKKpALIH JOTaMHHOBHTE D —pellenToph.

KseTHanyH NEMOHCTPHpA CENEKTHBHOCT KBM JIHMOMUMATA CHCTEMA KATO OAOKHPA NENONApM3AIHATA Ha
Me30MUMOHYHHTE, HO HE M HAa HRIPOCTPUATYCHH [AONAMHH-CBIBP/KAMM HEBPOHM Clel XPOHHYHO
[PHTIOKEHUE. KsBeTHanua Moxa3spa MHHUMAaNHA COocoOHOCT 33 NIpCAH3BHKBAHE Ha AOUCTOHMA B
CeHCHOMM3MPAHH ¢ XANONEPHION HIM NpH HetpeTupanu ¢ nexapersa Cebus MaliMyHW cnem ocTpo W
XpOHHYHO [IpHIOKEHHE (B . paznen 4.8).

Knusuyia edukacHOCT i 0e30MaCHOCT

Hluzoppenun

Peayntarute or TpH nnaueGo-kOHTPONHPAHHW KNMHHYHH M3MWTBAHWA NPH MAUMEHTH ¢ IH3OQpenus,
npHeEMalll PAITWYHH J103H KBETHAMHH, HE MOKAIBAT HasiiKa MEHKTY KBETHANMHH H I‘lJ'[allE‘.ﬁO, Mo OTHOWIEHHE
Ha ysenuuenyne Ha EINC wny ppuapyXapalllo Je4€HME ¢ BHTHXOJMMHEPTHUM. IInauebo-KOHTPONMpPaHOTO
Npoy4BaHe, OLUEHABAWO (GHKCHpaHM A03H HA KBeTHanmud B AHanasoHa or 75 go 750 mg/neH, He pane
JokazaTencTee 3a yeenudasaHe Ha EINC wnu ynotpebara HA CBOpOBOKIALIH AHTMXOMHHEPTETHLN.
JiparocpouHara eHKacHOCT Ha KBETHaNMHK ¢ He3a0aBHO OCBOACKIARANE 34 MPEBEHIHA HA PELHIMBH HE €
MPOBEPEHO MPM CIENH KNMHHYHH MPoyuBaHud. B OTKpuTH npoytueanus, npH NAWEHTH ¢ WH30(pPeHUs,
KBETHAamHH € Onn eeKTHBEH 33 DOANBPIKAHE HA KIMHWYHOTO NOAOGPEHHE NO BpeMe HAa NPOSBILKHTENHA
TCpanud npd NalHEHTH, KOHTO INOKA3BAT HAYAJICH OTrOBOR HA JICYCHHETOQ, KOETO MNpeanojara M3BeCTHa
IBArocpouna edHKacHoCT.

Bunoaapnoe pazcmpoiicmeo

B uetHph niauebo KOHTPONHMPAHH KNHHMYHE IPOYYBAHHA, KBAETO ¢¢ M3NHTBA JO3HPOBKA HA KBETHAMNUH
800mg/nen 3a nedeHHe HA YMEpeHH 10 TEKKH MAHMHAHM €MH301M, IBe OT KOHTO KAaTO MOHOTEPENHA ¢ B
KATO AOMBIHHTENHA TEPAMHA KbM JHTHI UIH AMBANNPOSKC, HAMA PadTHKA MEXIy TPYNHTE, TPETHPAHH ¢
KBeTHANMH H mnauefo No oTHowWeHWe Ha cinywaure Ha EMC wnu enHospemesHa ynotpefa Ha
AHTHUXONHHEePTrHUM.

HpH NCYCHHC Ha CPCAHO TEKKH OO0 TEKKH MaHHEHH COH300H, MOHOTEPANHA ¢ KBETHANIMH BEMOHCTpMpa
MHOro MO-BHCOKA e(EKTHBHOCT OT muauebo 33 NMOHMAABAHE HA MaHMiHHTE enm3onM B 3-Ta M 12-1a
¢eMHMLA, NpH ABe MpoyuBaHHA. HAMa AaHHH OT OBIrOCpPOYHH MPOYYBAHMA, KOWTO Ja AEMOHCTPHPAT
eeXTHRHOCT Ha KBETHATIMH 3a NPEeIOTBPATABAHE HA MOCTEABAINH MAHHAKAIHK WIW JAETIPECHBHY EITH30RH.
JlaHHMTe 33 KBETHANWH B KOMOWHALMA C AMBAINPOSKC WK NHMTHIH MPY OCTPH YMEPEHO TEKKH OO TEKKU
MAHMIHK enu30NA Ha 3-Ta ¥ 6-TA CeIMMIN ca OrPaHWuYEHH, BBIPEKH Ye¢ KOMOHHHMpawaTa Tepanua ce
Toflepupa. JlaHHUTE Noka3earT aaMTHBEeH edexT Ha 3-Ta ceamula. BTOpovo npoyysaHe He AOMOHCTpHpa
aauTHBEH edexr Ha 6-Ta ceaMuLA.

Cpennara /1033 Ha KBE€THANMHH B NOCNCIHATA CEAMHLA NPH OTITOBOPHIATE HA JIEMCHUETO € NMPUONUINTETHO
600 mg 1 mprbnnanTento 85% oT OTTOBOPHIMTE ¢a 8 [O30BaTa rpanuua Mexay 400 u 800 mg na nen.

B ueTHpH KIHHWYHH NPOYYBAHHA C NPOTBIKHTETHOCT OT 8 CEMHLM, NPH NALHEHTH ¢ YMEPEHU J0 TEKKH
HenpecHBHM emmean ¢ OWponapHo pascTpodicteo 1w OHnonspuo 11, KeeTHanuH ¢ Hezabasuo
ocsoboxnapane 300 mg B 600 mg e 3HaUWTENHO no-n08BP OT NMAUMEHTHTE, NEKYBaHW ¢ IUlanedo, 3a
CBOTBETHUTE HIXOAHY MEpKM: cpeaHo nonodpenre na MADRS M za orropop, AedwHupan karo noue 50%
nonobpenne B obwma pesyntatr va MADRS ot maxozdoto HHBo. Hama pauiHka B creqeHTa Ha ediexra
Mexay NnalHeHTHTe, KouTo ca nomyyasanm 300 mg keeTHanMH ¢ Heza0aBHO 0cBOOOMKIARAHE U TE3H, KOUTO
¢a Moyuasany aesa ot 600 mg.

BbE (azara Ha NPOABIKABAHE HA ABE OT TE3W MPOYYBAHKA Gele MMOKA3aHO, Y€ NPOIHLKUTENHOTO JIEYeHHe
H& NMalHCHTH, KOUTO Ca OTrOBOPHIH Ha KBETMamiH ¢ He3abasno ocpoboxkaaBane 300 mg wmn 600 mg, €
cuKacen B CPaBHCHHE ¢ NNMauefo JIEYEHHETO N0 OTHOIIEHHE HA JETIPECHBHMTE CHMIITQMH, HO HE M IO

OTHOLIEHME HA MAHHAKATTHUTE CHMITTOMM, e e

B ase pOyUBdnHA 34 NPEBeHUHA Ha PEIMAKBYH, OLCHABAUIH KBETHAIMH B KO
Ha HACTPOCHHWETO, NPH NALHEHTH ¢ MAHHWA, €IH30AM Ha ICSMPEeCHA KUIIH CMECE
¢ KBCTHallHH NMPERD3X0XKNA MOHOTEpPANTHATA CBC craﬁmusa'ropu Ha Ha



BPEMETO 33 MOBTAPAHE HA HAKAKBO HACTPOCHME (MAHHAaKANHO, CMECEeHO Mid AenpecuBHo). KseTHanuy ce
npHara 1Ba OBTH JHesHo obwo 400 mg ao 800 mg Ha neH, kaTto koMOMHHpaHa Tepanua ¢ JNATHH WM
BaJHIpOar.

TipH 6-cenMUuHO PaHFOMK3HPAHO W3CIEABAHE HA JTHTHHA H KBETHAITHH C YABIKEHO 0CBOGOXAARAHE CIIPAMO
mnaleto W XBeTHANWH ¢ YILIKEHO O0CBOOOMIABAHE TIPH FBIPACTHH TALIHEHTH ¢ OCTPA MAHHS, PATHKATA B
cpeanoto noacbpenne Ha YMRS Mexay rpynara ¢ 1o0agka va JIMTHIL M Tpynara ¢ nnaue6o e 2,8 nyHKTa u
pavuinkata B % oTroBopiin (aeduHHpad#d karo 50% nogodpenne crnpamo uaxoanoto HuHeo Ha YMRS) e
11% (79% B rpynara ¢ noGaeaHe Ha THTHI cpewy 68% B rpynara ¢ nobasane Ha wiaueto).

B eaHo awirocpouno npoyusade (40 2 rOAHHH JICUEHHE), OUEHABALIO NPEBEHLMSTA HA PELMAMBH IPH
NaluMenTH ¢ MAHWAKANEH, JEMPECHBEH WIM CMECEH erH20], HAa HACTPOCHHETO, KBETHAINHH MPERbIXOmAA
Tnaueto NMpH YBETHYABAHE HA BPEMETO N0 PELMAHE HA BCAKO CROHTHE HA HACTPOSHHETO (MAHHAKAIHO,
CMECEHC WIH JEnpecHBHO), NIPH nauueHT# ¢ GunonapHe pascypoiictso |, BposT Ha NALMEHTHTE ¢
HacTpoenHe ¢ 91 (22,5%) B xBeTHanuH rpyna, 208 (51,5%) s rpynara va wianeGo u 95 (26,1%) » rpynute
3a NeuewMe ¢ JMTHA. TIpH nanpeHTH, KOMTO €2 OTTORODHAM HA KBETHAIMH, MNPH CpAaBHABaHe HAa
NPOIBLKWTEIHOTO JIEHEHHE C KBETHANMH M [pPeMMHaBane KBM JIHTWil, PeIy/ITATMTE NOKA3BAT dYe
NPEMHHABAHETO KbM JIEYEHHE C JTHTHIE WIrmexIa He € CEhp3aHO ¢ YBETMUEHO BpEME 3a MOBTOPEHHE Ha
HACTPOSHMETO.

KnvapunuTe npoyypaHus JSMOHCTPHPAXa, Ye KBETHAIIMH € eeKTHBEH NPy mu3ohPeHHI W MaHua, KOraTo
Ce J1aBa [IBA ITETH AHEBHO, BBITPEKN YE KBETHARWH UMa (hapMakoKHHETHYEH MOMYKHUBOT OT MPHONH3UTENHO
7 4aca. Topa ce noTBBPAJaBA M OT JaHHHTE OT NO3WTPOHHO-eMucHOHHA Tomorpagma (ITET), xosro
NOKa3sa, Y€ 3a KBCTHANHH wMa okynWpade wa SHT>- u Dr-peuenropute no 12 uaca. Curyphoctra H
edieKTHBHOCTTA Ha A03H Han 800 mg/new He ca oueHABaKY.

Krunnuna éezonacrnocm

IMpu kparkocpoysn, MIANE6O-KOHTPONHPAHH KIHWHHYHK NPOYYBAHMA NpH TAUHEHTA ¢ IWM3odpeHHs M
Gunonspua Manud, obofiueHATa YECToTd HA CKCTPANHPAMHIHH CHMOTOMH ¢ §HAa cxoaHa ¢ Tasi Ha
nnaueto (uzodpenns: 7,8% 3a keeTHanun 4 8,0% 3a nnauebo; Gunonspua Manua: 11,2% 3a KBETHANHK U
11,4% 3a nnauebo). Tlpu xpaTkocpounH, nnanebo-KOHTPONMPaHY KIHAWYHM NpOyYBaHHAa npE MDD H
OunondpHa penpecHd ca HaGNloOaBaHH BHCOKH HHBA HA ©KCTPANMPAMEHIHM CHMITOMH TpM TAUHEHTH,
JIGKYyBaHW ¢ KBETHANHH, B CpaBHEHHe ¢ Te3M, JekyBaHH ¢ miaueSo. Tlpm kpatkocpounn, nnaneGo-
KOHTPONHpanx Npoyusakua mpd OHMIONApHA nenpecHs, oboblieHaTa HecTora HA eKCTPanMpaMHAHH
caMnTomH e 8,9% 3a xseTanuH B cpaghende ¢ 3,8% 3a mmauefo. Tipu KIMHMMYHK npoyvBaHuA,
KPaTKOCPOUNH, NAauebo-KOHTPONHPARM ¢ MOHOTEpANHS NPH rOJMMO HenpecHBHO pascrpoiicTeo (MDD),
arperupaHaTa u€CToTa HA EKCTPaNHPaMHIHE CHMITOMH € 5,4% 33 KBETHANMH € YAL/DKEHO OCROO0KAABAHE
H 3,2% 3a mnaoebo. [lpu xpatkocpouHi, nnauebo-KOHTPOMMPaHW NpoyUuRaHus € MOHOTEpanUs N[pH
Bb3PAacTHH TAUHEHTH ¢ TOJMAMO  JENPecUBHO pascipoiictee (MDD), oGofwerara decToTa Ha
EKCTpannpamMuIHH cHMITTOMH € 9,0% 3a KBETHanMH ¢ yIBLKeHO ocsoOoXaaBaHe u 2,3% 3a NaaueGo. Tpu
GunomapHa Aenpecus W MDD, gectorata Ha HRAMBHIYQHHTE HEXeNaHW CBOMTHa (HANp. AKATHIHA,
EKCTpanMpaMUIHH HAPYLICHHA, TPEMOD, JHCKWHE3MA, AWCTOHHA, Oe30KOHCTBO, HEBOIHH MYCKYNHH
KOHTpaKUHH, NCUXOMOTOPHA XHNEPAKTHBHOCT U MYCKYNHA PUTHAHOCT) He Halpulilapar 4% BBEB BCAKA OT
TEKYBAHHTE IPYIIH,

[Tpw kpatkocpoydn, ¢ dwkcrpana Aoza (50 mg/d go 860 mg/d} i miauebo-koHTpoNHpany (B AHANA30HA OT
3 [0 8 ceaMMiM) NPOYYRAHMA, CPE/HOTO HAAJARAHE HA Terno TpH MAlBeHTHTE, ICKYBAHH ¢ KBCTHATIHH
Bapupa oT 0,8 kg 3a nueBHa ao3a ot 50 mg, no 1,4 kg 3a aHeBna po3a oT 600 mg (c no-ciaado nosulIaBaHe
npy qHeBHa ao3a ot $00 mg), & cpaeHenue c 0,2 kg 2a mauventure, Nekysanu ¢ nnaueGo. MpoueHTET Ha
MAUMEHTHTE, TEKYBAHH C KBETHAIIMH, KOMTO HAAABAT > 7% OT TENecHOTO TETNIO, BapHPa OT 5,3% 133 nHesHa
Ao3a ot 30 mg 1o 15,5% 3a aHerHa Jo3a 0T 400 mg (¢ no-chaGo nosviuaeade npy 600 mg H 800 mg AHEBHH
J03H), B CpaBHeHHe ¢ 3,7% 3a MauueHTHTE, JIEKyBaHK ¢ ialeto.

EnHo 0-CeMMYHO PaHIOMHIUPAHO KAHHMYHO M3MWTRAHE C© JHTHA M
ocBoOONK/IARAHE CIPAMO UTalebo M KBETHATIMH C YABILKENO OCBOBOKIABAHE
OCTpa MaHHs 10Ka3ea, Ye KOMOWHAUMATA HA KBETHANHMH ¢ YABLKEHO OCBO



MOBEUe HEMETAHH chOUTHA (63% cnpamo 48% Npu KBETHAIHH C YTBLKEHO 0crobOXIaBaNe B KOMOHHRALUMS
¢ mpauebo). Peaynratire oT Ge30M1ackoCTTa ITOKAZBAT M0-BHCOKA 4ECTOTA HA eXCTPANHPAMHINRH CHMITTOMH,
crofarand pH 16,8% oT mauueHTyTe B rpyNara ¢ Ao0aBaHe Ha TUTHE H 6,6% B rpynara ¢ Aobasike HA
rnanefo, MOBEYETO OT KOMTO CE ChCTOST OT TpeMop, chobllaBaH mp 15,6% OT nauMeHTHTe B rpymara ¢
aobapsne Ha auTHit B 4,9% B rpynata ¢ qobapaHe Ha wiaueGo. YecTOTaTa Ha CHHAMBOCT € NIO-BUCOKSE B
rpynarTa ¢ KBeTHANWH C YIbIDKeHO OCBOOOM1aBaAHE ¢ fobasaHe Ha mutuii (12,7%) B cpaBHeHHe ¢ rpynara ¢
KBETHAIHMH ¢ yOBIKEHO ocBoboXKIaBaHe ¢ nobapsaHe wa wIanebo (5,5%). Ocpen TOBA, M0-BUCOK NPOUEHT
NAaUMeHTH, NeKyBaHW B Ipymara ¢ jobaesHe Ha nWThit (8,0%), ca Hannanm Terno (2 7%) B kpas Ha
NEYEHUETO B CPABHEHME ¢ MAUMEHTHTE B rpynata ¢ AoGasaue Ha mhauebo (4,7%).

[lps awArocpouHu npoyusaHns A NpouIakTHKa Ha PELMAME ¢ OTBOPEH MEpHON (B aMamazoHa 4-36
CENIMULIN), TIPE3 KOHTO MAUHEHTHTE ca OHITH NEKyBaHH ¢ KBETHANMH, MTOCNTENBaH OT PAHAOMH3IHPAH MEPHOI
Ha crnupaHe, Mpe3s KOHTO TNauHeHTWTe ca OWNM DaHAOMH3MpAaHd Ha KBeTManHH win nmauebo. Ilpu
MaLUHeHTHTE, KOWTO ¢a OMNM paHOOMM3HPaHH Ha KBETHAIIMH, CPEIHOTO HANJABAHE HA TErNO Mo BPEMEe Ha
OTBOPeHKA MEPHOA € 2,56 kg, a oT 48-1a ceAMHLE Ha MEPHOTa HA PAHIOMHIHpaHe, CPEAROTO YBENHIABaHE
Ha Termoro ¢ 3,22 kg, B cpaBHEHMe ¢ MIX0OJHOTO. [IpH MAUMENTH, KOWTO Ca OMNH PaHIOMHIMPAHH Ha
nnatedo, cperHOTO HaZAdBAHE HA TErNo o BPEME HA OTBOPeHHd nepuoy ¢ 2,39 kg, a oT 48-Ta cenmHua Ha
MePHO/A HA PAHIOMUIHpane CPENHATO HanaaBate Ha Terno ¢ 0,89 kg 8 cpaBHeHHe ¢ N3XOIHOTO Terno.

Ipy nnaneSo-kGHTPONKPaH NPOYHBAHHA NPH NMALUMEHTH B HANpPEIHAIA BB3IPACT C NCHX034, CBBP3aHa ¢
IEMEHIIHA, YeCTOTATA HAa MOTBYHO-CHIOBHTE MHIKWAEHTH Ha 100 mauveHTo-TOAWHH He ¢ OHNA MO-BHCOKA
TPH TALHEHTHTE, JIEKYBAaHH C KBETHAIHH, B CPABHEHHE ¢ IALMEHTHTE, JIEKYBaHH ¢ MUranebo.

BB BCHUKH KPATKOCPOHHH Mnauefo-KOHTpOIMpPaHl MPOYYBAHMA 34 MOHOTEPAIHA [P MAUMEHTH C KIXOAEH
6poil HeyTpodmnu >1,5 x 10%L, € ycTaHOBEHA YECTOTA Ha noABA HA NOHE eNHH CIy4ail Ha NPOMSAHA HA
neytpodunien 6poii <1,5 x 10°/L, or 1,9% npk nauHeHTH JiekyBaHH ¢ KBETHANMH, B cpaenesHe ¢ 1,5% npu
MAUMEHTH, NeKyBaHu ¢ mnaledo. YectoTara Ha usmecTpaHHsaTa 5o > 0,5- <1,0x10%L e egnaxsa (0,2%) npu
TEALIMEHTH, NIEKYBaHH ¢ KBETHAMNWH, XaKTO MPH MAUKCHTUTE, JIEKYBaHH ¢ Miaucho. BLE BCHUKK KIHHHYHU
W3NUTBAHMA (NNanebo-KOHTPONHPAHH, OTBOPCHHM, C TPOBEXKAaHA AKTHBHA CPABHMTENHA TepanmuA) TpH
nauHenTy ¢ u3xoien Opoil HeyTpogmnn > 1,5 x 1091, yecToTaTa Ha nmoHE &HA NOABA HA CMAHA KbM Opod Ha
HeyTpoduniaute <1,5x10° /L € 2,9% w Ao <0,5 x 10%L e 0,21% NpH nauHeHTH, NeXyBaHH ¢ KBETHAMHH,

JleueHHeTO ¢ KBETHAMHH € CBBP3AHO C A030-3aBMCHMO HAMAICHME HA HUBATA HA TMPOHIHHTE XOPMOHH.
Hecrorata Ha npoMenu 8 TSH e una 3,2% 3a keeruamud cpewy 2,7% 3a nnaneGo. Uecrotars Ha
pPEUHNpOYHUTE, NOTEHUHANHO KIMHHYHO 3HAYHMH NpoMeHH H Ha apere Tz wnm Ty w TSH B Tesu
NpoyYBaHHA Ca PeaKH H HabnloAaRaHHTe NpPOMEHH B HHBATA HA THPOMIHNTE XOPMOHM HE CA CRLDIaHM C
KNHHHYHO CHMITOMATHYEH XMIOTHpeOWauzbM. Hamanasahero Ha obuwms M cpobonuma T4 e Oua
MAKCHMATIEH NPE3 TBPEHTE 1WECT CEIMHLY OT JICUEHHETO ¢ K8ETHANMH, §e3 NOMBIHHTEIHO HAMANABAHE N0
BPEME HA JbATOCPOYHO JIEHEHHE. 34 OKONMo 2/3 OT BCHUKM C/IYYaH MPEKPATABAHETO HA JIEUEHHETO C
KBETHAJIHH € CBBp3aHo ¢ ofpbliaHe Ha edexTHTe BBpxy o6wmd u cBoOomHMA T, HEIABHCHMO OT
NPOABLDKATENHOCTTA HA JIEYEHHETO,

Kamapaxmao/nonreMuneane na Aewama

B KNMHMYNHO W3MHTBAHE 3a OLIEHKA HA KATAPAKTOTEHHHs MOTeHuuan Ha keerwamud (200-800 mg/nem)
CIpAMO pHCIEpHAOH (2-8 mg/aeH) NpH NalMeHTH ¢ WH3ohpeHnd WIH Muzoa(eKTHBHO PA3CTPOMCTRO,
NpolleHThT HA MANMEHTHTE ¢ MOBHIICHA CTENEH Ha MOTLMHABAHE Ha NEuTe He & OMN No-BHCOK NpH
KBETHANHUH (4%) B cpaBHeHMe ¢ pucnepraoH (10%) Mpu NaUHEHTH ¢ eKCHOIMIMA Hali-Mako 21 mecena.

MeguaTpHyHa MonyJTAUHS

Knunuvuna epuracnocm
EdmkacHocTTa M 0e30MacHOCTTa HA KBETHANMH €3 TIPOYYEHH B 3-CEAMMYHO MAUeHo-KOHTPONHPaHo
NpoydBaHe 3a feucHHe Ha Manuliin pascrpoiictea (n= 284 nanuenta or CALL Ha BpapFeT OT-Fogap 17
roa.). Okono 45% or NauvenTHTE OT TA3KH MOTYNAUKA ¢4 € JOMLIHHTENHA TMArHO3 ‘
pascTpolicTee ¢ Ae(QHUMT BBB BHHMAHMETD). B IONBIMEHME ¢ TPOBENEHO
KOHTPONMPAHO MpoyYRaHe 3a NeueHHe Ha wuzodpeHHa (n=222 naupeHta H
TMaunenTHTe © MIBECTHA JTHIICA HA OTCOBOP Ha KBETHANMH Ca M3KIIOYCHM




JleueHteTo ¢ KBeTHamHH € 3anoyBanc B goza 50 mg/mHeBHo ¢ nosMInaBaHe NMpe3 BTOpHA Jed A0 100
mg/anesHo. B mocnencTeve Aozata ce THTpHpa N0 TapreTHara Ao3a (MAaHHAHO pascTpoiicTeo - 400-600
mg/nHesHo; mH3ohpenna - 400-800 mg/nuesHo) HA ¢TBIKH oT Mo 100 mg/aReBHO, pasneneHy Ha 2 win 3
MpHeMa THEBHO.

B npoyuBaneto 3a neveHHE Ha MaHuilHM pascTpolicTea paznHkaTta B cpesHara LS mpomsna wa obwps
YMRS ckop B cpaBHEHHE ¢ M3XOAHATA CTOHHOCT (Ipyna Ha aKTHBHO JieueHHE MMHYC IUTaueGo-rpyna) e
¢cBOTReTHO (-5,21) 3a xetHanuH 400 mg/nueBso u (-6,56) 3a kpeTHarmu 600 mg/anesHo. YecroTaTa Ha
OTTOEOPA KbM JICUeHHETO (Mogobpenne mo YMRS ¢ >50%) e 64% npu nauMeHTHTE HA KBeTHanmws 400
mg/nuerHo, 58% npu Te3u Ha KpeTHanuH 600 mg/anesHo H 37% B miaie6o rpynara.

B npoyuBaneTo 3a NgueHMe Ha IH30(PEeHHd paTMkaTa B cpenHata LS npomsHa Ha obuua PANSS ckop
CNpAMO HIXOAHHA (TPYNa 3a akTUBHO JIEYCHHEe MHHYC nnauebo-rpyna) € cpoTeeTHO (-8,16) 33 nalMeHTHTE
Ha kpeTHAmHH 400 mg/anerto n (-9,29) 3a nameHTHTe HA KBeTHanHH 800 mg/anerno. Huto HHckara Jo3a
(400 mg/nHerHO), HWTO BMcokara Ao3a (800 mg/myeRHO) KBETHANMH  FPEBE3XOKAAT muauebo no
OTHOILCHHE HA TPOLEHTA MALHEHTH, IPH KOWTO C€ MOCTHrd OTroBOP KBbM JICHEHHETO (AeuHupaH KaTo
nioHkxkenne ¢ >30% na obmma cxop no PANSS B cpapHenMe ¢ wixoaHata ¢TofiHoCT). M npu masuiiHu
PazCTpoOiCTBa, M NPH WHIOYPEHNS, TO-BUCOKHTE O3 JABAT MO-HICKA YECTOTA HA OTTOBOP.

B Tpero kparkocpouHO NNaliefo-KORTPOIHPAHO MPOYYBaHE ¢ MOHOTEpAnM C KBETHAMHH ¢ YIBIIKEHO
0cBo0OKAARaHE TP JENA H IOHOIIH (Ha Bu3pacT 10-17 roauHn) ¢ Sunonspua aenpecus, epUKACHOCTTA He €
nokasaHa. Hama nadHH 3a MOAB/LKHTENHOCTTA HA e(eKTA MMM NpPEeJOTBPATABAHE HA PELMAMBM B Tas
BB3pacTORA Ipyma.

Knunuuna éezonacnocm

B omucaHuTe no-rope KpaTKOCPOYHH NeAHaTPUYHK NPOYYBaHHA ¢ KBeTHanWH npoueHTHTre Ha EPS &
AKTHBHOTO paMO CnpaMo ialiebo ca Oumm 12,9% cnpamo 5,3% B npoyusanete 3a mmuzobpenus, 3,6%
cpewy 1,1% B npoyuranero 3a Ownonapua manus W 1,1% cpewry 0% B npoydeaHero 3a GHITONAPHA
nenpecus. [TpOUEHTHTE HALOABAHE HA Terno = 7% OT HM3XOZHOTO TENECHO TErNo B aKTMBHOTO Pamo B
cpaBHeHHe ¢ maledo ca 17% cpewy 2,5% npu wnsodpenns 1 Gunonspra makug u 13,7% cpewy 6,8% B
npoy4BaHeTo 3a OMnonspHata aenpecHd. [IpOLEHTHET Ha CRBPIAHMTE CBC CAMOYGHMACTBOTO CHOMTHA B
AKTHBHOTO paMo ¢nipamo mnauebo ca dunu 1,4% cpemy 1,3% B npoyueanero 3a muzodpenus, 1,0% cpewy
0% ® usnuTBaHETO 33 Ounonapra wmaHus M 1,1% cpemy 0% 3a Gunonapuara genpecus. [lo speme na
yAbMxeHa (iasa HA MpoCNeAsBAHE CRel NeueHHETO B WIMHWHHO H3MHTBAHE ¢ OWMOMNAPHATA JIENpEcHs €
HMano ABe JOMBIHHTENHN ChOMTHA, CBbp3aHu CBC camMOyOHICTBO, NPH NBaMa MAUWEHTH, EIHH OT KOWTO €
OHnN Ha KBETHANHH IO BpeMe Ha cbGuTHETO.

Awnzocpouna deonacnocm

EnHo 26-cemMHUHO OTBOPEHO YiIB/KaBaHe Ha octpute W3nuTeamusa (n = 380 nmaumeHTRH), ¢ rbBKaBo
Io3WpaHe Ha KeeTHanuH oT 400-800 mg/nen, npa mombiHHTENHM daHHKH 3a GexomacHocT. [IpH dena W
TOHOIIM ¢& Chofillasa 3a MOBHIIABAHE HA KPBERHOTO HAMArade W MOBMILEH a0ETHT, SKCTPANHPAMHIHHM
CHMIITOMM W MOBHIIABAHE HA CEPYMHHA NPOMAKTHH, C MO-BHCOKA HECTOTA ApH ASUA W FOHOLUH, OTKOIKOTO
npH BBIPAcTHH {Bk. Touku 4.4 ¥ 4.8), INo OTHOIIeHHEe HA HANABAHETO HA TErMO, CNEA KOPHTHPAHE HA
HOPMATIHKA PACcTEX NPH NO-ToNAMA NPOIBILKHUTENHOCT, YBEMHYEHHETO Ha MHeKca Ha TenecHa Maca oT
Haii-Manko 0,5 CTaHmapTHO OTKIOHEHHE OT H3XOOHOTO HHEC € H3NO/I3BAHO KaTO MSPKA 334 KIMHHYHO
3HauHMa mpoMaHa; 18,3% or nalMeHTHTe, JEKYBaHHW € KBETHANHH B MPOABIDKEHME Ha HAN-MANKo 26
CEIMHLIH, OTTOBAPAT Ha TO3M KpHTEPHI.

5.2 @apMaxoKHHeTHYHH CBOHCTBA

ABcopdups
Keetnanun ce abcopfupa nebpe 1 ce MeTabOIH3HPa B reNAMa CTENCH CNe NEPOPANHO NPUIOKEHHE,
BHOHATHYHOCTTA Ha KBETUATWH HE C€ MPOMEHA 3HAYHTENHO OT OPHIGKEHHETO ¢ XpaHa, PaBHOBECHHTE

MUKOBUTE MONAPHH KOHLEHTPALMK HA AKTHBHHUS MeTalo/MMT HOPKRETHANHH <a 35}/9' &Ta
KBETHAIKH.

PapMaKoKUHETHKHTE HA KBETHAITHH ¥ HOPKBETHATIHH CA THHENHH B 0100penu



Pasnpenenenne
KBeTnanuH ce cBbp3Ba ¢ NAAIMEHHTE POTEUHH B NpUOnHznTenHO §3%.

Buotpancthopmating

KBeTHanun ce meTabonHuinpa B rONgIMa CTENEH B YepHHA Apo0, KATO H3XOAHOTO CheAHHEHHE CE& HAMKPA
HEMNpPOMEHEHO B YPHHATa M ¢ielleca B MO-Maiko oT 5% OT NPUIOKEHHA PaTHOAKTHEHO MAPKHPAH KBETHAITHH,
Mpoyusanuara in vitro ca ycranosuny, 4e CYP3A4 e OCHOBHHAT €H3HM, OTIOBOPEH 3a LHTOXpoM P450
MEJMHPAHHA MeTaDOMMILM Ha KBeTHANHH. HopKBeTHANHH ce hopMUpa H eTUMHHHPA MPETHMHO
nocpeacteom CYP3A4.

TMpudausuTenro 73% oT paJMOaKTHBHOCTTA C& eKCKpeTHpa ¢ YpHHaTa i 21% ¢ dexanuuTe.

HoxazaHo e, ue KBETHAMMH H HAKONKO HETOBY METAOOMMTH (BIIKOUMTENHO HOPKBETHENH) ca cnabu
MHXHOUTOPH Ha aKTHBHOCTTA in vitro Ha YOBEILKMTE UHTOXpOMHHM eHzumu P450 1A2, 2C9, 2C19, 2D6 H
3A4. In vitro CYP naxubuuuata ce HabnoJaga camo B KOHLEHTPALUMH NpHGAW3HTETHO 5 10 50 MBTH mo-
BHCOKH OT Te3H, HabMoJaRaHK NpY NPENophuBaHATA HERHA 1033 3a YoBeka oT 300 o 800 mg. Bb3 ocHoba
Ha TE3H PC3YNTaTH W Vilro, MANKO BEPOATHO € EHOBPEMEHHOTO NMPIIOKEHHE HA KBETHAMHH C APYrH
JIEXApCTBA 1a NOBEAE A0 KIHHHYHO 3HAYHMO TeKapcTBEHO MHXHOMpaHe Ha MeAWHPaHUA OT LHTOXpoM P450
MeTabonH3IBM Ha APYroTo nekapeteo. OT NpoyHBAHHA BPBPXY JKHBOTHM CTABA SCHO, Y€ KBETHAIMHBT MOJKE
Aa uugyudpa uutoxpom P450 ewsumu. BernpexH ToBa mnpoyuBaHe 3a cneuudiuHH 1EKAPCTBEHH
B3aHWMOLEHCTBMA TIPH NCHXOTHYHH HALIHEHTH, HE C€ OTKPHBA HAPACTBAHE Ha UHTOXpoM P450 akTHBHOCTTA
CrAGA MPHEM Ha KBETHATTHH.

Enumunupane
ENHMHHALHOHHAA [TONYKHBOT HA KBETHATIHH H HOPKBETHANHH C& MPHONMU3BTENHO 7 ¥ 12 yaca ChOTBETHO.

Cpennara MonapHa 102082 (pakumd Ha CBOOOJAHHA KBETHAMWH W AKTHBHMAT METaONUT HA YOBEINKATa
NNa3Ma - HOPKBETHANMH ¢€ €KCKPETHPA ¢ YpHHaTa <5%.

Creyugpuunu nonyaayuu

IMon
KuHeTHKaTa HA KBETHANKH HE CE& Pa3IHYaABA NMPH MBKE H XKEHH.

INauneRTH B cTapyecka BBIPACT
CpenHMAT KIMPLHC HA KBETHANHH NPH JIWUA B CTapyecka BB3pacT e NpuOnusurento ¢ 30% mo 50% no-
HHCBK OT TO3W NPH NallHEHTH Ha Bb2pacT ot 18 no 65 roauHn.

EnbpeuHo yBpexaane
CpenHnaT mnasMeH KIHPBHC Ha KBeTHAaNMH C€ HAMAIfBAa MpHOIHIUTENHO ¢ 25% 0pd NHUA C TEKKO

GuOpedHo yBpekaaHe (KpeaTHHHHOR KMHPBHE 1ol 30 mi/min/1.73 m?), Ho uuaMBHOyanHHTE CTORHOCTH HA
KIHPELHCA ¢a B PAMKHTE Ha HOPMAJIHOTO.

YepHoapoGHO yBpekaaHE

CpenHuaT NIa3sMeH KIHPBHC HA KBETHAMH Hamanasa ¢ npubnuzutenHo 25% npu nHua © ycTaHoBeHO
uepHOApOoOHO YBpekOaHe (cTabHIHA alkoxonsa ouposa). Twil kato KBeTHAanWH ce MeTabonHaHpa
€KCTEH3HBHO OT YEPHHA Ap06, ce OYaKBAT YBEMYSHH MNIa3MEHM HHBa TIpH MONYJAUHA ¢ YBPEAeH epeH
npo6. TTpy Te3n MauKeHTH MOXKE Ja Ce HANOKH KOPHTHpaHe Ha RozaTa (Bukte pazaen 4.2).

IMeanaTpi4na nonynaumns
[Ipobu 3a dapMaKoKHHETHUHH WICTENBAHHA Ca B2ETH OT 9 meuta Ha eb3pact 10-12 roaunu u 12 wHowy,
KOUTO ca Owin Ha neveHue ¢ 400 mg KBeTHanMH ABa MbTH AHeBHO. B crannoHapHo CRCTOAHHE [1032T4,
NOAZEPKAINA MIA3MEHHTS HHBA HAa AKTHBHOTO BELlECTBO, KBETHAIHH, ¢a Haii-00mo ,%m‘
IOHOLIY (Ha Bb3pacT oF 10 10 17 TonMHH) M BbIpacTHH, MaKap 4e npH Aeuad Couw 87
Habmonapanua npn BeipacTiu 06xBaT. AUC H Cune Ha akTHBHHA MeTabon
BHCOKH, OTKOJIKOTO NPH BB3PACTHH - NPHOIHUIUTEIHO CbC ChOTBETHO 62% n 499




10 o 12 roauHn) U MPUOIM3HTETHO CBC CHOTBETHO 28% M 14% npu roHoWwH {Ha BB3pacT ot 13 mo 17
TOIHHH).

5.3 [IpeaxcauHmu#H AaHHH 32 Ge30MaCHOCT

HsAma gaHHM 3a TEHOTOKCHYMHOCT B CEPMM OT iR vitro W in vivo TEHOTOKCHYHH mNpoyuBaHuA. [ipw
nabopaTopHH MKHBOTHH, H3AKEHH Ha KTHHHIHO 3HAUHMH HHB2 Ha €KCTOIHMLINA, ca HAONMIONABAHH CeNBHTE
MPOMEHH, KOWTO BCE OLIE HE CA MNOTEBPACHH B IBIAMCCPOYHO KIMHUYHO TPOYyYBAaHE: NpH TeXoBe Oe
HabmoaaBaHO OT/IAraHe HA NHTMEHT B INHTOBHIHATA JKJe3a; NpH MaiiMyHH oT Buaa Cynomolgus —
xuneprpoga Ha (ONUKYNMAPHUTE KIETKH, NOHMXKABAHE Ha rmnasMeHuTe T3 HHEaA, TNOHIKABaHe Ha
KOHUEHTpALKATA HA xemornoGuHa 1 6posd Ha yepBeHH U GeH KPBBHH KIECTKH; PH Ky4YeTa — NOTBMHABaHE
Ha NellaTa i pa3sEHTHE Ha KaTapakTa {33 KaTapakTa/IoTEMHABAHE Ha JlellaTa Bx. Touka 5.1).

B npoyurane 3a eMOpuo-heTania TOKCHUHOCT NP 3afilid (eTanHaTa uecToTa Ha KapRATHO/ TAP3ATHO
OrbBaHE € yBenudeHa. To3u edeKT HAaCTBIH Npe3 HATHYHETO Ha ABRH MaiyHHH e(eKTH, KaTo HAMAaneHo
HaaAaBane Ha TenecHo Terno. Tezu edekTH ca OUITH CYEBHAHH MPH HHBA HA SKCMOZWLIHA HA Maifkata,
noAo0HN WIH MAITKO HAA Te3H MPH XOPaTa NpH MAKCHMMATHA TePATIeBTHYHA J1033. ¥ MECTHOCTTA Ha

Ta3H HAXO0RKa 33 XOpaTa € HEM3BECTHA.

B npoyusane wa GepTHIMTETA NPH NIILXOBE, MAPTHHATHO HAMAIABANE HA MEKKUA QEPTIUTHTET H IICEBI0
GpeMEHHOCT, [IPOAB/KHTE/IHHE NIEPHONH HA AUECTPYC, IIOBUUIEH [IPEKOHTAICH HHTEPBAT H HAMATEHA
YeCeTOTa HA GIJCMEHHOCT. Tezn E(IJCKTH €a CBBP3AHH C NOBHILCHH HABA HA MPOJAKTHH H HE € AHUPEKTHO OT
JHAYCHHC 3a X0opaTa, Nopadd BHAOBH PA3JIHYHA B XOPMOHANHHA KOHTPON HA pENpOAYKUNATA.

o, DAPMAIIERTHUYHHA JAHHH
6.1 ChnHCEK HA NOMOINHHATE BelllecTBa

HenrpoKynH 100 mg puamMupas TadaeTKn

Copuyeceuna
JIaKTO33 MOHOXHAPAT

MuKpoKpHCTATHA LETYIo3a

[MeBuoon

Harprepo HHIIECTEH IMIMKONAT THIT A
Inuueponos nubexeHar

KonovaeH 6€3800€H CIUTMLMER AHOKCHI
MarHesues creapar

Obgugxa

JlakTo3a MmoHoxuopat
XHnpomenoza

Makporoa 4000

Turanos auokcug (E171)
JKenr aeneseH okcua (E172)

HenTpoKyun 200 mg duamupanu tabnerku

Cvpyeguta
JlakToza MOHOXMApAT

MHUKpPOKPUCTANHA LENY 1034

IMoBuaoH

HaTpHero HHIIECTEH MIHKOAAT THI A
muueponos arHbexenar

Konounen Ge3ro/ieH CHIHIMER HOKCH]T
Marnesnes creapar




Obsusgka
JNakT03a MOHOXHOpAT

Kunpomenosza

Makporon 4000

Turanor auokcua (E171)
6.2 HecLBMECTHMOCTH
Henpunoxkumo.

6.3 Cpox Ha rogHoCT
3 ronuun.

6.4 CrieLlMATHH YCNOBHA HA ChXpaHeHHe

Ha ce cvxpanasa Ha MACTO, HEAOCTEITHO 32 AeLia.
Ja ce cbxpaHsBa B OPHTHHAMHATA OLIAKOBKA NpH TEMNepaTypa non 25°C.

6.5 Bugu chanpkaHHe HA ONAKOBKATA

Kapronena kymia ¢ 3 PVC/anymunnesy 6mictepa x 10 Tabnetrs,

6.6 CneudanHHi NpeANA3HH MEPKH NpH H3XBLPAsiHE W paboTa

Heusnon3aHuAT JIeKapCTBEH TPOAYKT WK OTMATBYHHTE MATEPHANH OT Hero TpAGBA fa CE M3XBBPIAT B
ChOTRETCTRUE ¢ MECTHUTE N3MCKBAHHA.

7. MPHUTEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEERA

w~Halikapapma BucokokadecTrenure Jlekaperea” AJ]

6yn. ..M. Tumutpos” Nel,

rp. Cogua 1172, Benrapas

Tem.: +359 2 962 54 54

dakc: +359 2 9603 703
e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PAZPEINEHUETO 3A YIIOTPEEA
CentroQueen 100 mg film-coated tablets - 20090320
CentroQueen 200 mg film-coated tablets - 20090321

9.  JATA HA NNBPBO PAIPEHIEHHE/HHOAHOBABAHE HA PAIPEINEHHETO 34 YIIOTPEERA
Jara Ha repBo pazpenmieHye 3a ynotpeba; 01.07.2009

Jlata Ha noanoBsBaHE HA paipelleHHeTo 2a ynotpeba: 17.07.2014
10. JATA HA AKTYAJIH3HPAHE HA TEKCTA

Oma, 2021 r.




