1.3.1

Quetiapine hemifumarate

SPC, Labeling and Package Leaflet DK

1. UME HA JIEKAPCTBEHWA IPOAVKT

W3NLAHUTERHA ATEHUUA N0 NEKAPCTBATA
Kpampa xepanmepucmura Ha npogyxma - fIpuaoXkenue 1

i

Kventiax 25 mg film-coated tablets Kot Poa. Ne ﬁg& lood?7
Kventiax 100 mg film-coated tablets 3
Kventiax 150 mg film-coated tablets Paspewerius ;gfg? - ?"7 a5 ; / 16. 03, 7000 °
Kventiax 200 mg film-coated tablets e

Kventiax 300 mg film-coated tablets | Ogotpenie Ne Frrorsersosssersorsecasssons

KsentHakc 25 mg GunMupann TabneTky

Ksentrake 100 mg dpunmupans raGrersn
KeenTHake 150 mg dunMupars TabaeTky
KeenTraxe 200 mg draMupans Tabnerky
Kgentnaxc 300 mg dpunMupans Tabnetsy

2. KAYECTBEH 1 KOMHYECTBEH CHCTAB

Beska dumvepana tadnerka cerbppixka 23 mg, 100 mg, 156 mg, 200 mg unu 300 mg KReTHANMH
(quetiapine} (kaTo KBeTHANMHHOB dyMapar).
IMoMoLIHM BeIECTRA: JAKTO38 MOHOXHAPAT,

25 mg

100mg (150mg [200mg 300mg

HaAKTO3a
MOHOXHAPAT

4,50 mg

18,00 mg | 27,00 mg | 36,00 mg | 54,00 mg |

3a OBJHHA CIHCEK HA NOMOIITHETS BEIeCTRA, BIDKTE Touka 6.1.

3. JEKAPCTBEHA @OPMA

Gunmupana TabreTka.

TabnerkuTte ot 25 mg ca Kperiy, Gnepodepeeny QUIMHEPaHY TAOMETKH che CrOCeHH pLOOBE.
Tabnetxute or 100 mg ca KPBIIH, XKBITO-KAaMIBH GUIMHApAHA TabneTky.

Tabnerxure or 150 mg ca Kperi, Sexu dumvapats TaGIeTKH 0B CKOCEHH pBiOBe.
Tabnerxute or 200 mg ca xkpbrin, Geau QuaMEpany TabneTxu.

Tabnetxure or 300 mg ca moxoGHY Ha Kancyna, Henu druiMupany TabaeTxin.

4. KJIHHITYHH JAHHH

4.1 TepaneBTHIHN MOKAIAHESN

Jleuernne Ha mmzotpeHns.

JleueHHe Ha yMEpPEeHO TeXKHA AC TEKKH Magniinn ermzonn. He e Aoka3aHOo, He KRETUANHH NpPEANasBa-: .- .

OT PELIIHBY HA MAHHHHY WIH NelpecHrRy emuzony (Bik pasaen 5.1). - ‘i’m n

4.2  Jo3HpOBKA ¥ HRUMH HA NPHI0KEHHE J,‘N f.’f’.ﬂ d ‘ . :

KeenTtrake Tpafea fa ce MpeIIHCEa ABa IILTH JHEBHO C HIH Ge3 XpaHa, : g ’;‘ _— ) /,. , =

Beipacran: ... M"““"/ .
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1.3.1 Quetiapine hemifumarate
SPC, Labeling and Package Leafiet DK

3a nedenue Ha mHsodpennd o0IzATA AHCBHA 1033 NIPE3 NHPBUTS JOTHPH AHY OT NCUCHHETO Ha
muzodperns e 50 mg nipes mbpeuA feH, 100 mg npes sropus nen, 200 mg npes rpeTud AeH 1 300 mg
PE3 YETRBPTHA AeH OT JeUSHHETO.

Cren 4eTBbPTHA JeH 03aTa TpalBa Ja ce THTpHpa Ao o0HuaiiHaTa eexTHBH A032 OT NOPSALKa HA
300 — 450 mg/aHerHO. B 3aBHCHMOCT OT KIHBMYHEA OTTOBOD U HOHOCHMOCTTA Ha HHIHBHAYATHUA
[ALUEHT KbM JICKAPCTBEHHS MPONYKT, AHCBHATA 4033 MOxe fa Objie IPUroAeHa B IpaHuLuMTe Ha 150 —
750 mg/aHeBHO.

3a JreueHHe HA MAHHITHH eTTM30/TH NpH OUNIONAPHO pazcTPoHCTRO 00INaTa AHEBHA A034 Npes IbPBUTE
YeTHPH AHM OT Jieyennero e 100 mg nipe3 nbpaud geH, 200 mg npes eropust AeH, 300 mg npe3s TpeTus
el ¥ 400 mg npe3 1eTBBPTHA JSH.

Iocnenpaio xopurdpade o MakcuMyM 800 mg/arerro go mectus zed TpabGBa Aa CTaBa 4pes
yBelIHYEeHHE Ha J03aTa ¢ He noeeve or 200 mg AxeRHO. B 3aBHCHMOCT OT KIMHUYHYSA OTTOBOP H
MOHOCHMOCTTA Ha HHAVBHIVAITHETE MAIMMEHTH KBM JEKAPCTBOTO, HO38TA MOYKE Aa C& KOPHIHpa A0
200 — 800 mg/nuesno. Ofuuaiinata edexrusna xoza ¢ B rpanuuTe Ha 400 — 800 mg/nuesHo.

Upunoxesne NP NATHEHTH B CTAPYECKS BL3PACT:

KaxTo BCHYKH AaHTHIICHXOTHYHH cpencTea, KeenTuake TpgbBa Ja ce H3NON3Ba ¢ BHHMAaHKe NpH
NALHEHTH B CTAPYECKa BE3PACT, 0CO0SHO B HAYAIHRS ISPHOJ, Ha Jo3upane. B 3aBHCHMOCT OT
KTHHHYHHES OTTOBOP H MOHOCHMOCTTA Ha HHIWBHAYAITHHTE NALHSHTH, NEPHOAA Ha THTPHPAHE Ha
n03aTa MOKE Ja OBJe mO-IhIEl 3 AHEBHATA R032 Moke fa Ghae no-sucKa oT Ta3H Ha I0-MIafHTe
nauHeHTH, CpefHHAT NiiazMeH KIHPHHC Ha KBeTHanuH Oeme peayumpas ¢ 30-50% npu natueHTy B
cTapyecka BE3PacT OTKONKOTO TO3H HA MO-MIIAAH MAIHEHTH.

Jeua 5 oHOIIHA?
Curypnocrra i edexTuBHOCTTA Ha KreHTHAKE He € ONEHIBaHa IPH ASHA ¥ IOHOLIN.

Bropeuno yspexnane:
He ¢ HeoGxonEMa KOPEKLHA Ha X03aTa NPY NalHeHTH ¢ 6B0pedHo yRpexaaHe.

YeproapolGHo YBpeRIAHE:

Keetuanus ce MeTaGonnsupa yeRREHO B yepius npol. 3aTosa KeenTaare 1psba na ce usmonsa ¢
BHMMaHKE MpH MAUMEHTH ¢ H3BecTHO YepHoApobHo 3abonasane.

Ipu nausenTuTe © YepHoApoOHO YBpeXKAaHe, NeueHHETO TPsOBa Aa SaTOYHE C

25 mg/nuerHo. B 3aBHCHMOCT OT KIHHHYHEA OTFOBOP M MOHOCHMOCTT], J03aTa Tpa6Ba na ce
[OBHINABA HHERHO ¢ 25 — 50 mg/nHeBHO A0 JoCTHTAHE HA eeKTUBHATA 1033,

4.3 TIIpoTHBONOKA3ANHA

CBpBXYYBCTBHTSNHOCT KbM AKTHBHOTO BEINECTRO HIIH KbM HAKOS OT IMOMOLIHUTE BELIECTRA.
ENHOBpeMEHHOTO TipHnoxenye Ha uiroxpoM P450 3A4 uaxuburopy, xaxeuro ca HIV-nporeasnure
HHXHOHTOPH, A30M0BH AHTHMMKOTHIM, EPUTPOMMIMH, KIAPHTPOMHMIMH H Heda30A0H &
MPOTHBONOKazaHO. (Bibk Touka 4.5).

4.4 Coennanan npeAyNpekIeHHs 0 CREHNAIRH NPEIIAIHE MEPRY NPH ynoTpeda L R

Cobpaeuno-cna0BH 3a000ABAH I A
KeenTrake TpsOba fa ce MPHIIAra ¢ HOBMINEHO BHUMAHHE [IPH MALHEHTH C H3BECTHO CHPAEYHO: -
CBHIOBO 3a60MgBaNe, MOIBYHO-CBAOBO 3a60naBane Wi APYrH CHCTOSHASL MPCAPAsNONAraly KM
XHIMOTOHSA. '
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1.3.1 Quetiapine hemifumarate

SPC, Labeling and Package Leaflet DK

KeeTuapui Moske [1a MpeIM3BHKa OPTOCTATHYHA XHUIIOTOHHSA, 0c00eHO 110 BpeMe Ha HadallHHA MepHOT,
HA TUTPUpPaHE Ha J03aTa. AKO TOBA C& CIIy4H, TpA0Ba Ja ce MOHIKH J103aTa WM IOCTEIIeHHO A03aTa
Ia ce THTpUpa.

I'spuose

IIpy KOHTPONHPaHHN KITHHUYHH NTPOYYBAHHA HE € MMAIO PA3/IMKA B YECTOTATA HA YIOHBA HA I'bPYOBE
[IpH NMALMEHTH JEKYBaHH C KBETHATIMH MM Te3H Ha niane6o. KakTo BcHYKH ocTaHamH
AHTHITICUXOTHYHH CPeCTBa Ce NPENopbUBa [OBHIICHO BHUMAHHE TIPH NIEUEHUETO Ha IALHEHTH, ¢
aHaMHe3a 3a I'bPUOBE,

Excrpamapavuzanan camnromu (EIIC)
Ilpu KOHTPONHpPAHK KNHHHYHN IPOYYBAHHMA PHCKET OT €KCTpanMpaMMAHH CHMIITOMH MpH
H3M10J13BaHe B MPENOPBYATENHHA JO30B JUANA30H He Oellie 110 pasikyeH OT TO3M NpH manebo.

KbcHn JuCKHHE3HH
Ipu noseaTa Ha PU3HAL HITA CHMIITOMH Ha KbCHHM AMCKMHE3HH, TPI0Ba la cH oOMicu
TNIOHIDKABAHE HA 034TA MITH [IPeyCTaHOBsABaHe Ha nedeHneTo ¢ KsenTuake (Biok Touka 4.8).

HegpoaenTayen MATHTHEH CAHIPOM

HeeponenTHUHEAAT MATMTHEH CHHAPOM e CBBP3BA ¢ JICHEHHETO ¢ AHTHICHXOTHYHH JICKApCcTRa,
BKJIIOYHTEIHO H ¢ KBETHANHH. (BIDK Touka 4,8). KUIHHH4HATE IPOABH BKJIFOYBAT XUNIEPTEPMU,
APOMEHEH MCHXHUYEH CTAaTyC, MyCKYJ/IHa PUrHEHOCT, BereTaTHBHA HeCTaOMITHOCT M MOBHIICHA
KpeaTHHHH QocdokmHaza,

B TakbE crnyuaii, neuennero ¢ Keenrtnake TpAOpa Ja ce IpeyCTaHOBH H Jia €& 3afI04HE NOAX0AANL0
JIEUEHHUE,

BaaumopeiicTean
Bk cpmo Touka 4.5.

EnsospeMeHHOTO IpHNoXkeHHe Ha KBeHTHaKe ¢ MOUIHH HHAYKTOPH Ha YepHOIPOOHHTE eH3HMH KaTo
kapGamasenus WK HeHATOHH MOKe 3HAYMTENHO Aa TIOHIDKH [1a3MeHaTa KOHLIEHTpaLysa Ha
KBETHAIHH, KOSTO MOJKe J1a TIOBANse BhPXY ¢hHKACHOCTTa Ha JiedeHueTo ¢ KeenTHakc,

Jleuenve ¢ KBeHTHAKC MpK MALMEHTH, KOMTO U3MOA3BAT HHAYKTOPH Ha YepHONPOCHHTE eH3UMH
TpsGBa [a 3aM0YHe clell MpeleHka Ha [013aTa oT TepanuaTa ¢ KseHTHaKe cpeilly pHCKa OT
TpeyCTAHOBIBAHE Ha TepanuiTa ¢ HHAYKTOPH Ha 4epHOJpoOHHTE eH3|MH. BaXKHO e BCAKa NpoMsHA B
J03aTa Ha HHAYKTOpa Ha 4epHOApOOHHTe eH3uMH Aa Oble nocreneHHa. Ako e Heofxomumo,
HHAYKTOPUTE HA UepHOAPOGHHTE eH3MMM TpOBa Ja ce 3aMEHAT C He-MHAYKTOPH (Hap. HaTpHeB
Banmpoar). ENHOBpEMEHHO APHAGKEHHE C APy HeBPOJEITALH TpA0Ba Aa ce n3barea.

XunepriaaxeMus

XunepriiukeMHs WM ek3alepOars Ha npeaxoxal guaber ca cho0laBaly B MHOTO PEKH CIIyqan
110 BpeMe Ha JISYEHUeTO ¢ KeTHANHH. [Ipenopbusa ce NOFXOAAII0 KNHHUYHO MOHHTOPUPAHE TIPH
MALEHTH ¢ JuaGeT | NpH NAleHTH ¢ PUCKOBH BaKTopy 3a pasBUTHE Ha quabeTec MENMTYC (BIK
Touka 4.8).

Yabmxasane Ha QT uateppana

ITpy KIMHMYHK TIPOYHBAHHA K MPU IPHIOKEHHE CHINIACHO KPaTKaTa XapaKTepPUCTHKA Ha MPOAYKTa,
NPUI0KEHHETO Ha KBETHATTHH He & OHT0 CBBP3BaHo ¢ yabbKkaBane Ha abcomoTaute QT-uHrepranm,
Brnpexy ToBa yABmKaraHe #a QT-uHTepeana ¢ Suo Habmo aBaHo NPH IPefo3HpaHe (BIDK TOUKA = ...
4.9). KaxTo npu BCHYKH JPYTH aHTUIICHXOTHYHH CPEJCTBA, HEOOXOMHUMO € TIOBHIIEHO BHHM%’@&J ,7;:**“ .

75 o
npeamuceaneto Ha Keenriake B KOMOMHALMS C JIEKAPCTBEHH MPOIYKTH, 33 KOHTO € Hsse%’f{gr; L e R

o F o T

yaemkaear QT- uHteprana (Brx Touka 4.5). Takopa NOBHINEHO BHUMAHHWE € BAXKHO Hal-BeHE Hpu: LNy,

NPHIOKEHHE IPH MALMEHTH B CTapYecKka Bb3PacT, TP MALHEHTH C BpolieHO yAbIKapane Ha QT ' \ } i

LR :.5 ’

o

[ SmPCPIL004964/2 | 24.04.2009 — Updated: 15.10.2009 ~ | Page 3 of 12'.:-‘,;1'

N



1.3.1 Quetiapine hemifumarate
SPC, Labeling and Package Leaflet DK

HHTEpBaa, 3acTOHHA ChpACHHA HEQAOCTATBYHOCT, ChpASHA XHHGprOd)[’Iﬂ, XHNoKalneMHa HIIH
XHIMoMarHe3HueMHA,

Peaxuuy Ha BHe3aNHO NPEKHCBAHE

CuMnToMHTE HA pPEAKIHHTE Ha BHE3AMMHOTO NPEKECBAHC BIJIIOUBAT rafeHe, MOBPEIAHE U Ge3CEHHE H
Ca OIMHCAHM MHOFO PAAKO CIICH BHE3AMHO CNHMPaHC Ha BHCOKH JO3H Ha aHTHICHXOTHYHHTE CpeacTea.
Morat OTHOERO Ja ce NMOABAT NCHXOTHYHUTE CHMITOMH ¥ HMa CHODIIEHHS 3a 3&60J'IHB3HPBI, CBbP3aHH
¢ BHE3AIIHO H HEKOHTPOIHPYSMH ABIKCHHA (TaKHBa KaTQ aKaTH3WA, NHCTOHHA HIH HHCKPIHGSHH).
3atoBa ce TIpenopbLYBa NOCTENCHHO OTHEMAHE.

IMan@eHTH B CTAPUECKA BH3PACT € ICHX032, CBHP3AHA C JeMEHIHS
Keetnarms He € omo0peH 3a MeueHHe Ha MalHdeHTH ¢ NICHX03a, CBBP3aHa ¢ JeMEHIHA.

TMpubNH3UTENHO 3-KpaTHO YBENHYEH PHCK OT MO3BYHO-CBJOBH HEXENaHH PEeakLuH € OMIl yCTaHOBEH
OpH paHAOMH3UpAHY, IIaLe60 KOHTpONUpaHU MPOYyYBaHMS TIPH MOMYJAMs OT JeMEHTHO OONHH ¢
HAKOM aTHMNHYHHA AHTHIICHXOTHIM, MexaHH3MBT Ha TO3M OBHINEH PHCK HE € U3BECTEH. Y BeIMUYEeHHUAT
pHCK He Moxe fna Gbie H3KIIOYeH 3a JpYrM aHTHICHXOTHLH WIM IPYFH NMONYyNAUMH ITalHeHTH.
Keeruanun TpaGpa Aa ce H31ON3Ba ¢ BHAMaHME NPH NALMEHTH ¢ PMCKOBH (aKTOpH 3a MO3BUESH
HHCYIIT.

ITpm MeTa-auanns Ha aTUDMYHH AHTHIICHXOTHYHHY JIEKapCTBa, € JOKIaJBaHo, Ue IIpH NALHEeHTHTE B
CTapuecKa BE3PACT C NICUX034, CBBP3aHa C JEMEHUH, ChLIECTBYRA MOBHILIEH PUCK OT CMBPT B
cpaBHeHMe ¢ manedo.

Brnpexu ToBa, ipu ape 10-ceaMuiny nnaneGo-KOHTPOIHPAHH TIPOYYBaHHA C KBETHATIHH IPH ChIaTa
nomynamus nandeHtH (n=710; cpenHa pb3pact: 83 roguHy; quanasoH: S6-99 roauHM) PUCKET OT
CMBPTHOCT MPH JIEKYBAHUTE ¢ KBCTHANHH NALlMeHTH ¢ 611 5,5% cpeury 3,2% npu mauedo rpynara.
IManuexHTHTe B TE3H NMPOYYBAHMS Ca YMPETH MOPATH PAMTHYHMA IIPHYHHM, KOUTO ¢a OUITH OHAKBAHH 34
Ta3H MOIyamys. Te3y JaHHH He YCTAHOBABAT IPHIMHHA B3aUMOBPBIKA MEXTY JIEYEHHETO ¢
KBETHATIMH M CMBPTTA TIPH NALMEHTH B HalpeJHana BE3pacT ¢ AeMeHIHs.

Joneiauntensa andopmanus

Hma orpannyena HHHOPMALIHA 32 HHOBPEMEHHOTO NMPUIOKEHHE Ha KRETHATIHH H BATITPOAT HITM
TATHH TIPH TIeYeHHeTO Ha YMEPEHO TEKKH i TeXKKH MaHHHHH STH30.(H, BHIPEKH He KOMOUHHpaHaTa
repanud e Gura jobpe nonacana. (srwk rouxa 4.8 u 5.1). Janware nokassar agurneen edexr npes
cenMia 3 ot nedenwero, pyro npoy4ysane He NoKassa afaTHBeH edexT crel MecT COAMHYHO
nevenve. Hama uadopMariis 3a KOMOUHUPAHA TEPAIH 33 noseye o1 6 ceMHIH.

To3u NekapeTReH TPOOYKT ChIbKa NakTo3a. [TandeHTHTe ¢ BPOJeHA TanakTo3HA HENOHOCHMOCT,
Lapp naxrazen xedHLIAT 1 IMOKO30-raakTo3Ha Manabcopduus He Tpabra fa MpHeMaT TOka
TeKapeTRO,

4.5  BzanMopeiicTRHA ¢ APYTH JIERAPCTBEHN CPEACTRA ¥ APpyra Gopmu Ba B3auMo/eiicreue

TMopamy nepsrupKTe eQeKTH HA KBOTHAIMH BHPXY NEHTPAIHATA HepBHa cieTeMa, Keentnake Tpabea
& Ce MpHara ¢ NOBHIIGHO RHMMAHHE IpH KOMOHHHpaHe ¢ NeKapeTRa ¢ LEeHTPaNHo JeicTBre H ¢
ANKOXOI,

aroxpom P450 (CYP) 3A4 e rspervno oTrosopel sa nuToxpaM P450-menuupans merabonusam Ha
KBeTHaITHH. B npoyupane, NpH 35pasy L06POBOIIH, €AHOBPEMSHHOTO NPHIIOKEHHE Ha KBOTHAIMELS,
xeroxorazon ( CYP 3A4 uuxuburop) e noseno o 5- no 8-xpatHo noeumenne Ha AUC Hﬁnm‘a“ﬂa i
KkBeTHAIHH. T10 Ta3K NPHYIHHA, CTHOBPEMEHHOTO IPHJIOKCHHE HA KBETHAITHH ChC CHIIHA, CYP3AF~ """,
WHXAOHTOPH ¢ npoTHRONOKasaHo. He ce rpernophysa ¥ IpHEMAaHeTo HA KBETHAITHH eﬁHOBp‘iemeHHo N

CBC COK OT rpeHndpyr. - a
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1.3.1 Quetiapine hemifumarate
SPC, Labeling and Package Leaflet DK

TIpu dapMaxOKMHETHYHO NPOYUBAHE ¢ MHOTOKPATHO J03HpaHe e HaGIioaBaHo, e NPeAHcBaHeTO Ha
xapbaMaszeniH (HM3BecTeH HHAYKTOP HA YepHOPOOHU eH3MMHE) IO BpeMe Ha JIeYeHNE ¢ KBSTHATIH
3HAMKTETHO TIOBHLIARA KIMPBHCA HA KBETHANKH. ToBa yRenu4YeHHe Ha IIHPHHCA € HAMAJIHIIO
eKCITO3HIMATA Ha keeTHaniH (i3Mepera karo AUC) oo cpeare 13% B cpaBHeHMe C Ta3y npy
TpHarade caMo Ha KBeTHAIMH. B pesy/nTar Ha TOBA B3aMMOJEHCTBHE MOXKE la BE3HHUKHE
HOHMKABaHE HA [Na3MEHHTe KOHLICHTPALIH, KOETO a ¢ OTPa3H BBPXY e(HKaCHOCTTA Ha JISUCHHETO
¢ KeenTHaxc.

EnHOBpPEMEHHOTO IPHIOKEeHYe Ha KBETHANNUH U GeHUTOMH (ApYr MHKpPO30OManeH eH3HMeH HHAYKTOP)
MPHUYHHABA MOBHIIABAHE HA KIMPBHHCA HAa KBETHANMH ¢ ApHOIM3HTEIHO 450%.

JleyeHuero ¢ KeenTrake MpH DaldenTH, KOMTO NOMYYaBaT YepHOAPOOHH eH3UMHY HHIYKTOPH,
Tpa0Ba ga crapa ez BHUMATeIHA MPEUeHKa Ha ChOTHOIEHHETO NMoN3a OT NeyeHuneTo ¢ Kpentuake
Cpelly pHUCKa OT NIPeYCTAHOBABAHE Ha JIEUEHHETO ¢ YepHOAPOOHHS eH3uMeH MHAYKTOP. Bakno e
BCAKA MPOMSHA Ha YepHOAPOOHHA €H3MMEH HHAYKTOp JIa cTara nocreneHHo. Ipu HeobXxoauMocT,
YepHONpoOHKS eH3UMEH HHAYKTOP TpAOBa na Obje 3aMeHeH ¢ He-HBAYKTOp (Harp. HaTpues
Banpoar) (BK CBILO ToUKA 4.4).

OapMakOKHHETHKATA HA KBETHATIHH HE C€ TIPOMEHS 3HAYHUTETHO OT GAHOBPEMEHHOTO MPHAMKEHHE Ha
AuTHIeTIpecadTH, HMunpaMiH (n3secteH CYFP 2D6 nuxuCurop) unu duryokcerun (useecten CYP
3A4 u CYP 2D6 unxuburop).

DapMakOKUHETHKATAa Ha KBETHANHH HE C& NPOMEHS 3HAYHTEHO NPH THOBPEeMEHHOTO NpHEMaHE ¢
AHTHICHXOTHLH, PHCUEPHAOH HIH Xanonepuaoi, Obaue eMHOBPEeMEHHOTO NPUIIOKEHEE Ha
KBETHANMH H THOPHAA3HH NOBHILABA KIHPBHCA HA KBETHANHH ¢ npuOnH3HTenHo 70%.

DapMakOKUHETHKATA Ha KBETHAIHH HE C& [POMEHS 3HAYKMTEIHO YIPH SAHOBPEMEHHOTO [IPHEMaHe ¢
LIMMETHIHH.

(DapMaKOKHHGTHKaTa Ha JIMTHA HE CE IPOMECHA IIPH AHOBPEMEHHOTO NIpUIaraHe ¢ KeETHAMHE.

CDapmaKOKnﬂeTmcaTa Ha HaTPpHeBHA Balllpoar H KBCTHAIINE HC CC ITPOMEHAT B KIIHHKHYHO 3Ha4YHMa
CTCIICH KOraTo ce NpHemMar B KOMOUHALA.

CDopmanHu TIPOYUBAHHA 34 B3aHMOJEHCTBHE ChC CBEPACYHO-CBROBH JICKAPCTBA HE Ca IIPOBCHKIaHH.

IpenoppuBa ce MOBHINEHO BHUMAHHE IIPH ¢JHOBPEMEHHO JIeUeHMe ¢ APYTH JIeKapCTBEHH IIPOAYKTH,
KOHTO Morar 1a yasnkaT QT-unreprain. Ipenopbipa ce NOBHINEHO BHHMaHue, KOTATO KBETHAIIHH Ce
TIpHyara efHOBPEMEHHO ¢ APYrd JeKapCTEeHH NPOIYKTH, KOHTO MOTAT Ja NPUMHHAT elIeKTPONHTHH
HapyIUeHHA Hanp. THA3UAHE AUYPETHIH (XUMOKATHEMI), Thil KaTO T¢ YBEIIHYABAT PHCKA OT
AIOKAYECTBEHH ADUTMHUS.

4.6 BpeMeHHOCT H KbpMeHe

CuryprocTTa M 0e300aCHOCTTA HA KBETHAITHH IPH YoBeKa 0 BpeMe Ha OpeMeHHOCT He ¢a MPOYUBaKH.
TIpoyupaunusaTa IpK JKUBOTHH He €a ITOKazany yBpexkaauy edekrn. Boamoxuure edekTr BEpXY 09HUTE
Ha emBprora He ca mpoyyeHH. [lo Tazu npryuHa, Keentrnake TpaOra fa ce npuiara no BpeMe Ha
OpeMeHHOCT caMo KOraTo MoA3aTa 3a Makkara IpeBHLIABa, IOTEHNHAANHA PUCK 33 NIN0Aa.
Habmogasauu ca CHMIITOMH HA OTHEMAaHETO B CAYYaH, KOTATO KBETHAIMH ¢ OHA NpUAaraH 1o BpeMe
Ha 6peMeHHOCT.

CreneHTa Ha eKCKpeLlHa Ha KBeTHAIHH B YOBEIIKOTO MIIKO He ¢ u3BectHA. [Topaau ToBa, K’LpMcHe’I‘O -
TpabBa Aa ce peyCTaHoOBY MO BpeMe Ha npieMa Ha KseHTHakc. LIRSS

4.7 Edexrr Bppxy ciocobHocTTa 32 INodmpane H padoTa ¢ MAIINHN g

| SMPCPIL004964/2 | 24.04.2009 — Updated: 15.10.2009 | Page 5’6f12 7"

(R Fad -
T PP
IS 4
S g Y

‘*..‘.

L e




1.3.1 Quetiapine hemifumarate

SPC, Labeling and Package Leaflet DK

Mmaiiku ripeiRuz IspBHYHHTE eekTH Ha KBSTHANHH BBPXY USHTPAHATA HEPBHA CHCTEMa, TOl MOKe
Ia NOBJIMse BHPXY AeHHOCTHTE, KOHTO H3HCKBAT NCHXHYHA KOoHHeHTpanug. 1o Tazn npuyuba,
MalUHEeHTHTe TPAOBa Na H3OATEAT WwodupaneTo HnK padoTaTa ¢ MAUIHEH 0 H3ACHABAHE Ha
HHAMBHAYAIHATA UM 9YBCTBHTENHOCT.

4.8 HexenaHu JEKAPCTBEHA PERKNH

Haii-uecTHTe HesKeMaHH peakItHK cho0IMABAHM NPH MPHIOKSHIES Ha KBSTHAMHH Ca; CBHNHBOCT,
CBETOBBPTEX, CYXOTa B VCTATA, IeKa ACTEHUWA, KOHCTHIALKS, TAXHKAPIH, OPTOCTATHYHA XMIIOTOHUS
¥ AUCHCIICHA.

KakTo 1 mpH APYTHTE aHTHIICHXOTHIM, NTEYESHHETO ¢ KRETHATIHH MOKe Ja ce CHIpPOBOXKIA CBC
HOKAYBaHe HA Terilo, CHHKOM, HeBPONHNTHICH MaTUTHEH CHEIPOM, JeBKONCHIHA, HEYTPONERMA U
nepudepHH OTOLE.

YecToTaTa HA HEXENAHHTE PEAKITHH ¢a NPSACTARSHH KaKTo cieasa: MHoro yectd (> 1/10), yectu (&
1/100 u < 1/10), vewectu (> 1/1000 1 < 1/100), peaxa (= 1710 000 u < 1/1000), MBOTO penxu

(< 1710 000). BbB BCcAKa IpyIa, HexenaduTe Peakiliy ca NoApPeieHY B NOCOKA Ha oTcaabBaHe Ha
CePHO3HOCTTA KM,

Tlpoyusanns

Yectu: MOKAUBAHE HA TEAO, YBERHYSHUE Ha CEPYMANTS TpaHCAMHHAM
(ALT unu AST)

HEYECTH: yBeNHUeHHS Ha ramMa-GT4, yeennyenne (non-fasting) Ha HEBaTa Ha

CEPYMHHTE TRHIMHUSDHAH, YBEUITUCHHE Ha ofnps XOASCTEPOIL.

Chpeunn Hapymesns

Yect: TaXHMKAPAHS

Penxu: Vanmxkasane na QT-HETepBana’, KaMepHH apHTMHH (KaMepHO
MEBIKJIeHe, KaMepHa TAXuxap/ud) |, BHe3anHa HeoGICHUMA CMBPT,
chpreueH apect', Torsade 3a Pointes®

Hapyviuenns Ha RPLETA 0 aaMbHaTa cucreMa

Yecru: .l'IeBI(‘.i:)l'IBH[»'IE{3

HEUECTH: Eozunodinms

MHoro pefkn: | HeYTpPOINCHHS

HAPDYUICHHA HA HEPBHATA CHCTEMA

MHQT'O YECTH! 3ama;moc1‘5, COMHOEIBH'I‘HDCT{ raasobonune

YecrH: CHHKOIT

HEYECTH: repyoBe’

7

Mzoro PEAKH: | KECHA TJHCKHECIHA

Pecnaparopuy, rphbaAHH B MEXRACTHHATHE HADYHICHHAS

Yectu: | pumanT
TacTpOHHTECTHHANHE HAPYIICHAS
YecTu: | cyxora B yoraTa, KOHCTHIAINS, JAHCTICTCHS

Hapymemm HA KOXKATA M NOAKOEHATA ThIAH

MHoro penks: | Anrnoesem’, cuspom Ha Stevens-Johnson’

Hapymeunﬂ HAa MeTabonuIMAa 4 XPAHEHLTO

Meuoro penks: | xunepromkemus ", xuaberyc Menuryc” *’

CuLA0BH HapylIeHHS P
YecTu: | Oprocraruuna xumoTonus A LJ__"? f3
O6mn HapymieRns M e)eKTH Ha MACTOTO HA IPEIOKERHE S
YecTn: | nexa actenns, nepudepen exem T ,
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PEOKH! | 3MOKAYECTBEH HEBPOIENTHYEH CHEAPOM
Hapynrenns HA HMYHHATA CHCTeMAa

HEUECTH: | cBpBXUYRCTBHTENHOCT
Xenaro-OHIHAPHHA HAPYLUICHHS

PEIKH: KBITCHHNA

MHoro peak: | xematut

HapymeHns HA penpOAYKTHBHATA CHCTEMA H THPAATE
DeNiKH: | npuamuzsM

1. Buk TOuKa 4.4.

2. CoMHOIEHTHOCT MOKE 12 ce NOABH Npes3 IIEPBUTE JBe ceIMULIM HA IEYeHHEeTo M 00HKHOBEHO
H34e3Ba TPH NPOABIDKABAHE HA JICYEHHETO C KBETHAIIHH.

3. He ca gaOmroparaHu cTy4yad Ha NPOABLKUTENHA TEKKA HEYTPOIIEHH HIH arpaHyIoLHTO3a 1o
BpeMe Ha KOHTPOIHPaHH KIMHHYHH TIPOYHMBAHHS ¢ KBeTHANHH. I10 BpeMe Ha moCT-MapKeTHHTORO
npocienseaHe € HabMOAABAHO OT3BYYABAHE Ha JICBKOMCHHATA H/HIIH HEYTPOICHHATA TIPH
[IpeycTraHoBiABaNe Ha NTeHYeHUETO ¢ KBeTHAIHH, BE3MOMKHE PUCKOBH (paKTOPH 3a JICBKOICHMS H/HITH
HEYTPOIEHHATA Ca ChILECTBYBALHTE NPEAH TOBA HUCKU HHBA Ha GeNuTe KPHBHHU KIETKH B AHAMHE3a
3a JIeKapCTBO-MHAYLHpaHa JIEBKOTICHHS W/ HITH HEYTPOICHHUA.

4. IIpy H2KOHU HANKeHTH, [TOy4YaRally KBEeTHAIUH, ce Hal1Iioaasa aCHMNTOMaTHYHO IOBHIIABAHE
HMBOTO Ha cepymMBara TpaHcamuHasa (ALT, AST) unu rama-GT HuBara. ToBa foBHINEHHE
06HKHOBEHHO ¢ OHII0 0DpaTUMO NPHU NPOIBIDKABAHE HA JICUSHHETO ¢ KBETHAIIHH.

5. Kaxro npu Apyrd aBTHICHXOTHLM € aipeHepriyHa andal peuentopHa GroKUparia akTHBHOCT,
KBETHAIHH MOXe 14 HPeIU3BHKA OPTOCTATHYHA XHIIOTOHHS CBBP3aHa ChC 3aMalipaHe, TAXUKApAHA U
Mp¥ HAKOW NAITHEHTH - CHHKOII, Hali-Beve NIPH I-PBOHAYANHO OpHeMaHe Ha ao3aTa. (BIDK Touka 4.4.).
6. XuneproakeMus Wik ekzanepbaiya Ha auabeTa e HaOMOOABAH IPH MHOTO PEIKH CIydaH.

7. U3uncnABaHETO HA YECTOTATA Ha HeXKeNaHH Peakliy Ce OCHOBARA Ha IOCT-MapPKETHHIOBHTE
JaHHH.

8. Teaun edexry ca xapakTepHH 3a KJIaCa HEBPOJISITHLH.

VioTpeGara Ha KBETHAIMH Ce CBBP3Ba ¢he ¢1abo N030-3aBHCHMO HaMalleHHe Ha HHBATa Ha
THPOHIHUTE XOPMOHHU, OCHOBHO Ha 001 T4 u ceobonnute T4 Husa. [lomwxennero Ha o6mwua T4 u
ceobonnna T4 e MakcHMaiHO Mpe3 MBPBHTE ABE A0 HETHPH CEAMMLIH OT JIeueHHeTO Oe3 Io-
HATATELIHO CHIDKARAHE IPH MPOABIDKHTENHO JIeUeHHe, B HOYTH BCHUKY CyyaH NpeKpaTABAHETO Ha
Ne9eHHETO ¢ KBeTHAMH ¢ GHIo cBBP3aHo ¢ 06paTHO pasBHTHe Ha edekrire BHpXy obmes T4 u
cBobonuus T4, He3aBHCHMO OT NPOXBLKUTEIHOCTTA Ha JIEUEHHETO,

ITo-Manky noHikeHHs Ha HUBara Ha o6t T3 u obpatim T3 (rT3) ca HaGAIOZABAHYM CaMO IIPH I0-
BHCOKM H03H. HuBaTta Ha THpokcHH-cBBp3anus rnoSynuH (TBG) He ca ce NTpoMeHINH U He ca
HaOJIOAaBaHN PELUNPOYHH NOBHIICHNS KOBLGHTPALMATA HA THPOTPONHHA (THPOUICTHMYAUPALINAL
xopmoH, TSH). HaMa JaHHM KBeTHANKH A IPHYHHABE KIMHHYHO 3HAYHM XHIOTHPOHIHIEM.

4.9 Ipepozupane

HMma orpaHndeH oNHT OT KIMHUYHHA IPOYYBaHHA IPH NpeAc3upaHe ¢ kBeTHanmHH. OrneHsBamy No3H
kBeTHanuH Ao 20 g ca 6unu npuemanu 6e3 GaTanHu nocaeIMUH M NALMCHTHTE Ca Ce Bb3CTRHOBUIH
HansAHO. [IpH NOCT-MapKeTHHIORHTE MPOYYBAHHA ¢a HaOMOoMaBaHH MHOTO Manko CiydaH Ha
CaMOCTOSTENHO TIPpefo3tpaHe ¢ KBeTHAITHH, KOUTO Ja BONAT N0 CMBPT HIIH KOMA WK VIBIKABAHE Ha
QT-unTepeana.

Haii-o61mo, npuzRanyTe ca pe3yaTar OT 3aCHIBAaHE Ha NMO3HATHTE (hapMaKOMOrHYHH e(exTH Ha

L
- s,

JISKapCTBeHHA NPOAYKT, T.€. 3aMaﬁBaHe, cemaupst, TaXuKapIua B XUNOoTOHWA. ,):";1?:“"\‘;2_“
o NEILEE g
‘/-M-"‘i\?ﬁ‘ "&;‘
Hama CHGIIPI(I)H'-IGH aHTHIOT Ha KBETHAIHH. B CITydaH Ha TeKKa HHTORCHKAIIMA, TpﬂﬁBa J]a. cemma a A \.:J
IIpeJBH] BE3MOMKHOCTTA 33 YHACTHE Ha MHOFO NIEKAPCTBEHH IIPOAYKTH U C€ IPENOpLYBaT HHTEHSPIBHH PR
o3t
]
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TPIKH KaTo: NOJNbpKAHe Ha AUXATeIHHTe ITHTHINA Ha NALHeHTa, OCUTYPABaHE Ha a[eKBATHO
nojasaHe Ha KUCIOPOJ M BEHTHAAIMS, KAKTO H MOHUTOPHPAaHe H NOAABpKaHe Ha ChPHEYHO-ChI0BaTa
cuctema. Trit kato HamManABaHeTo Ha abcopOLKATa IPY NPEAO3UpPaHe He € IPOYYeHO, TpAORa 1a ce
HMa TpeSBHI IPHIaraHeTo Ha CTOMAINHA IPOMHBKA (clel HHTyOaLus Ha TAlMeHTH, KOUTO ca B
Oezch3HaHME) M IIPHEMaHe Ha aKTHBEH BLIfIEH eJHOBPeMEeHHO C JIAKCATUB.

BHiMaTenHOTO JieKapcko HabMIoAeHke U IpocaeaaBase TpAOEa A2 MPOABILKH OO BE3CTAHOBABAHETO
Ha [TalMEHTA.

5. ®APMAKOJIOTHYHH CBOYICTBA
5.1 d@apMakoaHHAMHHN CBOHCTEA
dapMakoTepaneBTHUHA I'PyTIa: JHARCIIHHHE, OKCA3eIIHHY U THazenmnuHH, ATC kon: NOSAHO4.

MexaHu3EM Ha gelicTBHe:

KBetuanus e aTHIHYeH JIeKapCeTBEH NPOAYKT, KOHTO B3aMMOACHCTRA C IUPOK CHEKTHP
HEBPOTPAHCMHUTOPHH perienTopr. KeeTHarmn uma aduaiTeT KM cepotoHuHoBuTe (5-HT),) 1
JonamuHoBHTe D)- 1 Do-penientopu B M0o3bKka. KBeTHANUH HMa M0-BUCOK ahHHHTET KBM
ceporoHuHoBHTE (5-HT7) peLienTopn OTKOIKOTO KbM AONAMHHOBHTE D2-pelienTopH, KOeTo
JONPHHACH 34 aHTHTICHXOTHYHATA XapaKTePHUCTHKA Ha KBETHAIIMH H 3a HeropaTa nno-ciaada
BE3MOKHOCT [ NPHIHMHARA SKCTpaMpaMBIHe Hexxenanu peakuuy (EITHP). KpetuanuH nputeskapa
CHIIC TAKA ¥ BECOK AQUHHTET KEM XHCTAMUHEPrHYHATE B apeHepraunnte ol -penentopH, ¢ no-ciab
a(PHHUTET KBM afipeHePTHYHHTE (2-PelenTOpH, HO 0e3 3adenexkuM aHATET KM XONHHEPTHUHNTS
MYCKAPHHORH WM GeH30IHA3ENIHHOBY PELeNTOpH.

KepeTHanus e aKTHBEH MpU TECTORE 33 aHTHIICHXOTHYHA AKTHBHOCT KaTo YCIOBHO-pe(IIEKTOPHO
u30sarease. JleifcTBa IPOTHMBONONOXKHO HA edheKTHTE HA JONAMIHOBUTE arOHHCTH, H3MEPEAHH
[OBEASHYECKH U HEBPO(H3HOAOTHYHO, U IOBHIIARA METADONUTHATE KOHIGHTPALIHH Ha ROTIAMWHA,
HEBPOXMMHYEH MHASKC Ha Djy-penenTopHo Gnoxupane.

PapMakonHAMHYHY CBOHCTRA!
TIps npenkimaMyEATe NpoyUBatns 3a npenexassane ya BIIC, xsernanuy e moxazan upodu,

PAsIHYEH OT TPaTHIHOHHHTS AHTHIICHXOTHIH. KBETHAIIHH He [OBUIIaB: TYBCTBHTEIHOCTTA Ha
JOTIAMHHOBHTE 1)y-pelenTopy JOPH ClIe IPOIBLKHTRNHO AevueHie. KKBeTHATIMKE NPeIH3BHKBA CaMO
crnaBa karajencys B 1034, ehexrasHo Grokupau nonamutosrte Dy-petentopu. Keernanuu
TIPHTEHKABA CONEKTUBHO NSHCTBHE BBPXY MHMOHYHATA CHCTEMA KATO GNOKHpPA NENONapH3aLHITa Ha
ME3ONPMOHYHETE, HO HE W HA HHTPOCTPHATYCHHTE ZONAMHHCHIBPIKALIY HEBPOHM Cliel
NpORBIGKHTENHO Jeverne, Keernarmm nokazsa cnaba cnoco0HOCT 34 TIPeSUBHKBAHE HA JHUCTOHMS
TPH MALMEHTH, SYBCTEATENHM HA XaNoNepruon Wik npy #eturpupany Cebus-MaiiMyHH cles KpaTko
HIH TPOABIKHTENHO JeUSHHe. Pe3ynTaTHTe OT Te3H NPOYUBaHH APEATIONara, 4e KBeTHATINH HMa
meoro cnab norennpan 3a EITC, Tlpeanonara ce, 4e JekapeTREHATE IIPOIYKTH, KOMTO IEHEePHUPAT T10~
manko EITC ¢Bne Taxa NpEUUEABAT MO-PROKO KBCHA JHCKHHe3ns (Bink Touka 4.8).

Knuuuusa edekTHBHOCT:

PesynraTare oT TpH Ianebo-KOHTPOIHPaHH KHHHEYHH NPOYYBAHHA, IPH IpHIIaraHe Ha BAPHPAIH

JDO2M KBETHATIMH, TIPH JICUSHHS HA MALHEHTH ¢ MIH30(PPEHIs, He OKA3BAT PA3IHKA MEXKEY KBSTHATMH

¥ mnauedo mo oTHOLEHHE Ha yeenudenne Ha EIIC wnn npaapykasaiio TeMeHuHe ¢

AHTHXOIHHEPTHYHE openceTsa, PesynraTure ot mnanefo-KOHTPOIHPAHO KITHHAYHO NpoyYBaHe ¢
(PHKCHPAHH JO3H, TIPH KOETO ¢a NPHIATaHH KO3H KBETHAITHH OT Nopaeka Ha ot 75 no 750

mg/IMHERHO, HE ITOKA3a PasIiKa MesKTy KBeTHammH | wianeo npu cyyanre wa EITC wim ynm’ge a'l*a\“?:\\
Ha CHITPOROMKIALNM ABTHXONMHEPIHYHHE CPEICTRA.
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B uetupu nnane6o-KOHTpOMMPaHH KIIHHMYHU NPOYYBAHKS, TIPH KOKWTO ca OLIeHABAaHU JO3H Ha
keeTHanuH 70 800 mg/AHeBHO NP JICUCHHE Ha CPEAHU 10 TEKKH MaHHHHH enH30aH (ABe OT KOMTO
KaTO MOHOTEPANHUA U JBE KaTO JONLIHHTENHA Tepalis KbM IHTUI MM BaNNpoar), KaTo He ca
TTOKA3aJTH pasNIHKa MeXIy KBETHAIMH | rpyriaTta, nojaydasana miauedo no orHomerue Ha EITC wiu
eTHOBpPEeMeHHa yrnoTpeda Ha aHTHXONUHEPTHIIN.

Jlurnicara Ha criocoGHoCT 3a HHAyuMpane Ha ETIC ce cmATa 32 xapakTepHCTHKa Ha aTHITHIHHTE
AHTHIICHXOTHLH.

3a pasnuKa OT MHOTO APYrH aTHIMYUHHA AHTHIICHXOTHIM, KBETHATIHH HE NPEIN3BHKBA IIOCTOAHHO
MOBHIUCHHE HA HYUBATA HA MIPONIAKTHH, KOETO € eIHa OT XapaKTepHCTHKHTE Ha aTHIMUHMTE
aHTRIICHXOTHYHH cpecTea. [Ipy ninane6o-kOHTPOIMpPAHO NPOYUBaHE ¢ MHOIOKPATHO NpHaraHe Ha
(hHKCHPAHK MO3H [IPK IeUeHHe Ha NALEHTH ¢ H30thpelns He € TIOKA3aI0 pasiivKa B HUBATA HA
IPOMIAKTHHE MEKIY KBETHAIKH (B IpenopbuBaHUTe JO30BH FPaHHIK) | rutane6o.

Tpu xBe KIMHAYHE DPOYYBAHHAS, KRCTHATIHH © TPHIaraH KaTo MOHOTepANT|S H € TIoKa3ajl [o-BHCOKA
e(HKACHOCT, OTKOAKOTO MIaneo Npu noxrnKaBaHe Ha MAaHUHHKUTE CHMITOMH TIPH HALTHEHTH ¢
CpPelHO TEXKKH A0 TEKKH MaHHAHU enusonu. Mi3sMepBaHHATa Ca MpaBeHM clep Tperata M 12 -ta
ceIMHMLA OT MepHoAa Ha JeueHneTo. HaMa AaHH# OT ABITOCPOYHH MPOYYBaHH, HOKA3BAIIH
eheKTHBHOCTTA HA KBeTHAITHH NPH IIpeJOTRPATIBAHE HA MOCNENBAIM MaHHHHY HITH AeNpecHBHH
cumIToME. FiMa camo orpaHHYeHM AaHHN 33 €EHOBPEMEHHOTO NPUNICHEHHEe HAa KBETHANMH M
BaINIPOAT KK JIMTHH CNeJ TPETATA MM IUECTATA CeIMHLA OT JISYSHHETO MPH JEYeHHe Ha CPeTHO
TEXKH A0 TEKKH MaHUHHM enmp3oau. KakTo U Aa e, eIHOBPEMEHHOTO NPHAMKEHHE & Mokazano gadpa
FIOHOCHMOCT. PesyntaTure OT TE3H TPH NPOYUYBAHKS ¢a NOKA3aIn anuTHBeH e(ekT npes Tperara
ceMuLA OT JeyeHUeTo. [pyro npoy4yrsane He IOKA3Ba AAUTHEEH epekT IO BpeMe Ha liecTara
CeIMHULA OT JeueHueTo. HaMa MaHHHK 3a eJHOBPEMEHHOTO [IPHIOKEHHE HA KBeTHAITUH H BAJIIPOaT
WMH MTHTHI cnen mecrata ceaMuua. CpeaHata o3a Ha KBeTHANTMH B MOCEAHATA CeIMHUUA TTPH
OTTOBOPMIIATE HA JISUSHHETO Matuenty e Ouaa 600 mg/nHerno i npubnuzuTenso 85% ot Tesu
DALMENTH ¢a IIOyvasany Jiesuy gosu ot 400 o 800 mg.

Peayarature OT KIMHUTHETE MPOYIBAHKS [TOKA3BAT, Ue KBETHANKMH e e()eKTHRSH KOTaTo Ce Nasa
JBYKPATHO JHEBHO, HE3aBMCHMO OT TOBA, Ye KBETHaNHH HMa (apMakOKHMHETHYEH HONYKHBOT
npnbAN3HTenHo ceneM yaca. ToBa ce NOTRBPIKIARA U OT JAHHUTE OT IO3UTPOHHO-eMHCHOHHATA
tomorpadms (I1ET), kosto noxaspa edexrire Ha kperuanus sepxy 5-HTy-u Dr-penerrropy 3a 12
yaca. EduxacHocrra W curypHooTTa Ha 1os3u Hazx 800 mg/nuesro He ca olleHIBaHH,

Jasrocpounara eGUKACHOCT HA KBETHAIIUH 32 TPSIOTBPATABAHE HA PEUMAHBATE Ha 3abonaBaneTo He
e 6H1a nposepsBaka B CISMH KIMHHYHA npoyasaHus. OTKPUTH NpOYYBAHAS TIPH NAUHEHTH C
WM30(PEHS ca MOKA3AIH, e KBeTHAITHH NOMTLPIKA KIMHHHHOTO NoAODpeH:e Py HPOABIKABAHE HA
JEYEHHETO TPH NALMEHTH, KOHTO Ca NOKAZAIM EPBOHAYATIEH TepaleBTHyUeH 0Trosop. ToBa noxassa
NPONBIDKUTENHA eheKTHBHOCT HA KBETHATHH.

52  QapMakoKHHETHYHH CBOHCTBA

Kperuamay ce pesopbupa nobpe H ce Merabomnsupa B FOMAMA CTENeH Ciel [IEPOPATTHO IPUIIOKEeHHE,
TTo mprHEIA TasMeHnTe MeTaGONNTH IIPH XOpaTa HIMAT SHAYHTENHA PapMakoToruyHa aKTHBHOCT,
BuonanpuyHOCTTa HE ¢e NORITHABA SHAYHTEHO 0T NPHeMAaHeTo Ha XpaHa, EnuMuHa oI T
HONYAKHUBOT Ha KBETHANHH ¢ Npubmuzurento 7 waca. Kpernanus ce cepp3pa npubansurento 83% ¢
IAA3MEHHT® NPOTEHHH,

S,

e N

DapMaKOKHHETHKATE Ha KBETHAIMH € JIMHEAPHA M He C¢ PasiiiyaBa NpH MEXKETE M XKeHuTe. - ;ﬂ \’: :: N
a4 = \A
CpeHHAT WIHPHHC Ha KBSTHANHH IPH [IaLHEHTH B HarpeIHana Bb3pact ¢ npnﬁnmmenno 30 1o 50% T,
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CpenHuAT niaa3MeH KIHPBHC Ha KBETHAITHH ¢ HAMANABRA NPUOMATENHO ¢ 25% NPH NHIA C TEKKO
61B0peuHO yBpexkaaHe (KpeATHHHHOB KNHPEHC NO-Mansk oT 30 ml/min/1,73 m?), HO OTHENHNTE
CTOIHOCTH Ha KIIHPHHCA Ca B peepeHTHHTE MPAHULIA HA HOPMATTHY NHLA,

Kpernanud ce MeTabonnanpa 3HA4UHTENHO B YepHHA Apob KATO HA H3IXORHOTO CheAUHEHHE Ce IanaT
0 MANKO OT 5% OT HeNPOMEHEHHSA NeKAPCTBeH MATEPHAN B YPUHATA MM (EKanuuTe Cnej
MIPHIIOkKEHHe Ha pajnodens3an keeTHanis, TIputnpanatenno 73% OT panHOaKTHBHOCTTA Ce
€KCKpeTHpa B ypHHaTa U 21% ¢ diexanunte. CpeIHHAT NNasMeH KIHPEHC HA KBETHANMH ce peynupa
npubmusuTenso 25% npH nua ¢ yepHoapoltHe yepekaade (crabumHa ankoxonsa maposa}. [Topaam
EKCTEH3HBHOTO MeTalONK3MpaHe Fa KBETHATAN B YepHHR Apoh, MOrar Aa ce OUaKsaT Mo-BHCOKH
ria3MeHH HHBA [IPH MALHEHTH ¢ YepHOoApotHO yepexaane. TIpH TAKHEA DAlMEHTH MOXeE 14 ce
HAJIOXM KOPUTHpaHe Ha AHeRHATA RO3HWPORKA (BEDK Touka 4.2.).

In vitro poyyBaHNATA ca YeTarOBHAH, de CYP3A4 ¢ OCHOBHUAT SH3UM, OTTOROPEH 33 LIUTOXPOM
P450 menuupanus MeTaboMu3bM Ha KBETHATHHH,

YCcTaHOBEHO e, 4e KBEeTHAITHH M HAKOH OT HeTOBHTE MeTADONHTH ca cnaby HHXUOHTOPH Ha
yopelnkuTe nuroxpeM P450 1A2, 2C9, 2C19, 2D6 u 3A4, Ho camo B KoHIeHTpaluH rione 10- no 50-
ITHTH NO-BUCOKH OT Te3H, HabmIoRaBauH npy obuualinnTe eheKTHBHE AO3M, H3TION3BAHH IIPH XOpaTa,
300 no 450 mg/mHerno. Be3 OCHOBA HA T3 i1 Vifre P23YATATH, MAAKO BEPORATHO € eHOBPEMEHHOTO
TIPHJIOKEHHE Ha KBETHAINHH C JPYIH JSKAPCTRA A3 NOBENS A0 KIIHHHYHO 3HAYNMO NEeKapCTBEHO
HHxXHMOHpaHe Ha nuroxpoM P450 Mepuurpanus MeTaboNu3EM Ha APYIHS JeKapeTReH MPOAYKT.
IIpoyyBaHHATA IPH KUBOTHY TIOKAIBAT, 4e KBSTHANNH MOKe Na panyuupa P450 ensumure. Beopeku
TOBA, B IPOYYBAHE Ha CHEUMOHYHHE TeKapCTREHH B3aUMORSHCTRHS OPH ICHXOTHYHY NAUHeHTH
FIOKA3BA, Y& HAMA NOBHINABAHE HA AKTHBHOCTTA HA oRToxXpom P450 cnen npueM Ho KBSTHANUH.

53 IlpenkAnHHYHEH JAHAH 32 He30HACHOCT

[TpoA®/DKHTENHOTO TNpPHICHKEHHE Ha KBETHANHH ©€ CBBP3BAa C NpeABHAMMH edeKTH BBPXY
LIEHTpaJlHaTa HEpBHA CHCYeMa TIpH NIFEXOBE, Kyuera W MalMyHM KaTo HUBaTa Ha H3NaraHe ca OHnM
NoJoOHH WIH YO-TONeMH oT knuHmuamTe. Ilpn Mmmmkn, nmexoee u MaliMyHH ca HabmoNaRaHH
ofpaTuMu MOPQOIOTHYHK 1 QYHRUHOHATHYE edekTH BhPXY YepHHA Apol ¢ NOCAEBAILO NOBUILEHHEe
Ha YepHoApoOHHuTe eH2uMH. [Tpu nirsXoBe ¥ MalHMyHY ca HabGmoAARAHE XHOEPYPODHI Ha THPOHIHHTE
(QonuKyNapHA KIETKH M eIHOBPEMEHHO NOHMKaBaHe Ha NNasMenMTe Husa Ha Ti. HaGmopasano e
HamajIgBaHe Ha KOHTLEHTpaiMaTa Ha XemorjofuHa o Hamamisase Ha Opos Ha yepBenute W Ominn
KPBBHM KJIeTKH nipd MmaiiMynute Cynomolgus IlurMeHTHpaHeTO Ha HAKOM TBKAaHHM, OCHOBHO Ha
THPOHIHATA HIIE33, HE € CBBP3IAHO ¢ KaKBHTO B 1a Swio mophonoruasy 1y QyHKLUMOHANHE edeKTH
H He € H3ACHEeHO KaK TOoBa C& OTHACK KBM pPHCKOBETE 3a XopaTa. PazBuTHe Ha INOCTepHOpHA
TPHAHTyNapHa KaTapakra e Omnmo HabmopamaHo npH Kyuera cned HHxnOupase Ha GUocHHTe3aTa Ha
xosectepon B jiemure. IIpn Malimysaure Cynomolgus 1 npn rpusads He ¢ HabIHONABAHO PA3BHTHE HA
KaTapakra, o0ade NpH XKEHCKH MaliMyHu ca HabmiofaBaHH OLBETABAHE Ha JCHINTE B MEBPEHO TIPH
NPHNCKEHHE Ha NO3H NpeBHIaBanty 5,5 neTy MaKCHMAanHHTe J034 npn gosexa. [Ipocneassaneto no
BPEME Ha KRHHHUYHMTE NPOYYBAHHA HE ¢d MOKa3alu BPb3KaA ¢ JIGKAPCTBOTO HA 3aCATaHE Ha KOpHeATa
OpH Xopara.
Hsama maHBH 32 TeHOTOKCHYHOCT B CEPHH {1 Vilro B in vive NPOYHUBaHUSA 32 TEHOTOKCHYHACT.
[Tpu npoyuBaHMATA 334 KAHIEPOTSHHOCT, CIVUauTe Ha aJCHOKAPHMHOM Ha I'bpiaTa M BTOpHYHA
HPOABIDKHTENHA XHIEPNPOAAKTHHEM:A ca GHIM MO-YECTH NIPH MKEHCKY MUTBXOBE MOUIOKEHH Ha HHBA
Ha H3NaraHe NoX00HH HAH ITO-BHCKH OT KIHHHMHUTE.
IIpy MBXKH TIEXOBE W MMLOKH € HMAane NMOBHUICHHE Ha THPOHIHHTE (ONHKYIAPHO KIETBYHH
CEBP3dHH C M3BECTHH CHCUMOHYHHE 38 PHIGUHTE MEXaHM3MM B PE3YNTAT HA NOBHIUCH lIepHO,upBGEI-{“’“~ )
THPOHIEH KIHPEBHSC, ., ﬂ 4
| ) 2
- :‘“_-" l'
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KeeTranpy HIMA TepaToreHeH e(eKT npu IUTEXOBE H 32l B KO3H CHTBETCTBAMIM CHOTBETHO Ha 0,3-
2,4 1 0,6-2,4 IBTH OT MaKCHMaRHAaTa 03 IIPH YOBEKA

Br3MoXHHTE HEXenaHH peakud He ca HAOIOJABaHH IIpH KIHHAYHHTE MNpPOYYBaHHSZ, HO <A ce
TNIPOABKAIHA TPH XKHBOTHH, ITOLJIOMEHH Ha TPETHPAHS HA HHBA HO}IO6HH AIH MTO-BHCOKH OT KNIHHAYHHTE
KaTo PEIMOMKHEA PHCK 34 X0paTa ¢ HCH3BECTCH.

6. OAPMANEBTHYHNI TAHHA
6.1 CuulchLR Ha NOMOITHHATE BENIECTBA

Hdpo na mabremxama

JlaxkTo3a MOHOXHApAT

Kammues xunporeH dochar, nuxuapar

Muxkpoxpucransa uemysosza (E460)

THoeugon

IlapernueH HaTpHeB rMKoNAT (THH A)

Maruesuee cTeapar

DPurmogo noxpume:

Xunpomenosa

Turanos puoxeun (E171)

Maxporoun 4000

HKwnt sxeneser oxenn (E172) — camo mpu 25 mg u 100 mg tabreTku
Uepsen skenesan okenst (E172) — camo npu 25 mg TabneTku

6.2 HechBMeECTHMOCTH
He e mpunoxumo.

6.3 Cpoxk na rogaocr
2 royuHY.,

HDPE matinemen koumelnep,
CpoxbT HA FOTHOCT CASH EPBO OTBAPAHE € 3 Mecena.

6.4  CuHenuaJHB yeXOBHS HA ChXpaHeHHe
JexapcTBeHHAT MPOLYKT HE HIUCKRA CIICLIMANIHM YOIOBHA 28 ChXpaHeHH e,
@5 Mamay 32 ONAROBRATA

Brnucrepra onakoeka (PYC/AD: 6 (camo 25 mg rabneriu), 10, 20, 30, 30 x 1, 50, 60, 90, 100, 100 x 1,
120 (camo 150 mg 1 300 mg Tabnerin), 180 (camo 150 mg u 300 mg rabneTky) win 240 (camo .

Ay
A

150 mg 1 300 mg TabneTky) TabneTky B KyTHA, Teenn oy S
Nonuerwienos (HOPE) mnactMacor koureitnep: 250 radnerku (camo 100 mg 1 200 mg). S e e
He goHUKH BUIOBE OMAKOBKH MOTaT a (haaT mycHaty B npomakba. R o
6.6 CyenmaiHn HpejNazHn MepKH NPy H3XBhPIAHE ‘ : ) o /?
g "
e Ry
Hama crenmamin H3NCKBAHHA. “u..._,/: B
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Bceexn HeHanon3epaH NPOAYKT HIIH OTHAABYHHTE MATCPHAIH OT HEro TpﬁIGBa Ja ¢e H3XBBPIAT B
CBHOTBETCTBHE C H3MCKBAHMATA HA MCCTHOTO 3aKOHOOATCICTBO.

7. IIPHTEXKATEJ HA PASPENIEHHUETO 3A YHOTPEBA

KRKA, d.d., Novo mesto, Smarje¥ka cesta 6, 8501 Novo mesto, ClioBenus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YHHOTPEBA

9. JATA HA HbPBO PASPEIHABAHE/IIOJHOBABAHE HA PAZPEIIEHUETO 3A

YIIOTPEBA

Jara Ha TEPBO pazpelnaBaHe 3a yrnoTpeda:
Jara Ha nocnenHo ronHoBsEaHe Ha PY:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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