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KPATKA XAPAKTEPHCTHKA HA 'HPOAYITFA

1. HAMMEHOBAHHE HA JIEKAPCTBEHVEA HPOJXYKT

Seroquel®
Cepoxsen®

2. KAYECTBEH 1 KOJIMYECTBEH CBbCTAB

Bcesaxa Tabnerka cbabpxa 200 mg quetiapine (exBuBanenten Ha 230.26 mg quetiapine
fumarate). ‘
3a MOMOIMEH BEHIECTBRA, BYIK paszel 6.1

3. JEKAPCTBEHA @OPMA
dunmmM TabreTKH

4. KIMHAYHHA JTAHHH

4.1, TepanesTHYHHN MOKA3AHUS

Jleuenue na musodpeHns.
Jiewenre Ha ManuitHy eNHM30AK IpH OGHIIORApHO a)eKTHBHO PAa3CTPOHCTRO.

4.2. Jlo3upoBKa 1 HAYHH Ha HPHIOKERNe

Cepoxkgexn Tps6Ba Ja ce IpHiara JBa 'ETH FHEBHO, CbC 1M Ge3 xpaHa.

Bwspacmruu:

3a peuenne Ha mum3o@penns: OOmara fHeBHA 71033 32 NHPBHUTE YETHPH JNHY OT
neyennero e 50 mg (1-Bu Aen), 100 mg (2-pu men), 200 mg (3-tu nen) u 300 mg (4-tu

IEH).

Cren 4eTREPTHA JE€H HaTaThK IpENOppuUBaHata AHEBHa N03a e ot 300-450 mg. Ts moxe
Iia ce Harogy obade B 3aBHCUMOCT OT KIMHHYHHA OTFOBOP M MOHOCHMMOCTTA Ha OTNENHUT
nanuenT B rpanunure o 150 xo 750 mg nHeBHO.

3a jieueHre HA MaBHIHH enM30AN Npn OMNoiIapHO AQEKTHBHO PA3CTPOHCTBO: KaTo
MOHOTEpanid HAM KaTo ajloBaHTHO JIEYEHHE KBM CTaOMIM3aTOpM Ha HACTPOEHHETO,
ofn1ata JHEBHA 032 3a MEPBHIC YETHPH JeHa Ha nevyenMero e 100 mg (mew 1-sm), 200
mg (men 2-pu), 300 mg (men 3-1u) u 400 mg (zen 4-th). Ilocnens
Ho3ata 1o 800 mg qHEBHO A0 HeH 6-TH TpAOBa na cTaBa gpes3 yBen
nopede ot 200 mg Ha AcH.




Jozara MOKe Jja C€ KOPUTHPa B 3aBHCHMOCT OT KIHMHHYHHFA OTTOBOP ¥ IIOHOCHMOCT Ha
BCEeKH IanueHT B pamxute Ha 200 7o 800 mg na men. OOnuaiinaTa edexTrBH2 n03a € B
rpauamuTe o1 400 1o 800 mg Ha new.

Hayuennu ¢ Hanpeduana 8v3pacm

Kakto mpu HApYyruare anTHICHXOTHHHM cpeicTBa, Cepoksen TpsbBa Ja ce Npuiara
IpeAna3IHBO NpH IANMeHTH B HanpenHala Bb3pact, ocob0eHO B HayailHHA ISpHOL, Ha
Jo3upase. JleueHHETO Ha NAaUMEHTH B HalpeIHalia BB3pacT TpAOBa Ka 3anogHe ¢ 25 mg
Ha ged. JlosaTta TpsOBa fa ce noBumasa ¢ 25 o 50 mg Ha AeH N0 ZIOCTHraHe Ha
edexTUBHATa K03a, KOSTO MOXE Jia € HO-HHCKA OTKOJIKOTO J03aTa, IpHiaraHa mpH IIo-
MIIaIu HafyueHTH.

Heua u wnowu:

BesonacHocTTa 1 eextuBHOCTIA Ha CepOKBEN NPy Jeua M FOHONIH He Ca ONCHABAHH.

Buipeuno u uepnodpobno yepescoane:

KiupsHCHT Ha KBETHANHH CIEH NEepOpalHO IPHIOKEHHE HpH IalMeHTH ¢ 050pedno u
yepHOApOOHO YBpeXKaaHe ce IOHMKaRa ¢ npubnusurenso 25%. Keetnanms ce momiara
Ha ycmneHo Merabommshpane B uepnus Apob. Ilopaxu roa Cepoxsen Tpabsa na ce
TIpy/Iara Npenas/iBo IPpH HallMeHTH C ¥3BeCTHO YepHOAPOoOHO YBpeKIaHe.

Jieuenwero wa mamuenTy ¢ 0BOpeIHO MK YepHOIPOOHO YBpexKIaHe TpAOBa fAa 3a1o4He ¢
25 mg aa pen. Jlozata Tpsabsa Aa ce noBumasa ¢ 25 go 50 mg Ha ieH Ko AOCTHraHe Ha
e(exTHBHATA K034.

4.3. [IpoTHBEONOKA3ANUA

Cepoxsen e IPOTHBONOKa3aH NPH IIalHEHTH CEC CBPHXYYBCTBHUTENHOCT KBM HAKOS OT
CHCTABKWTE HA TO3M Ipenapar.

4.4, CiequadHy NpeaynpekAeHns ¥ CHelHaJHH NPpeanasHl MEPKH NpM ynoTpeda
Covpdeuno-cuoosu 3ab6ona6anus

Cepoxgen TpsaGBa Ja ce IpHIara NpeAnasiuBO NpH NalMEHTH C H3BECTHO CHPACYHO-
cpaoBo 3aboisieaHe, IepeOpoBacKysapHO 3a0onsBaHe MIM JHPYTH  CBCTOSHHA,
HpEpasroNaraliy KM XHIOTEHIHS.

Cepoxpenn MoXe Jia HpEHM3BHKA OPTOCTATHYHa XHWIIOTEH3HdA, 0CODEHO IO BpeMe Ha
HayajsMsa HepHuo] Ha IOBHHIABAHE Ha H03aTa; TOBa ce HaldloNaBa IQ-4eCcTO HPH NalMeHTH
B HalpeAHAJA BB3PACT OTKONKOTO NP MAaJH MaHEHTH.

[o BpeMe Ha KNMBMYHE W3NUTBAHWY YABDKaBaHeTo Ha QT-HHTEpBaNa He ¢




I'vpuoee

IIpyu KOHTpONHpaHKTE KIHHHYHH H3IMTB2HUA HE € HMAJ0 Pasiika B YECTOTATA Ha I0sABa
Ha FBPY0BE MEXY NAllHeHTHTE, eKysanH ¢k Cepoxsen u miane6o. Kakto mpH Apyrute
aHTHIICHXOTHYIHH CPEICTBA, IPEHOPHYBa CE NPENIIA3NHBOCT HPH JEeYEHHE HA HAIHEHTH ¢
aHaMHE3a 32 FEPYOBE.

Koennu ouckunezun

Kaxro npu apyrure anTancuxoruny Cepoksel UMa NOTERIAN 32 HHAYIUPAHE Ha KbCHH
JACKMHE3HMH Cle IPONBIDKUTEIHO JIedeHHe. AKO e TOSBAT NPH3HAUH HIH CHMITOMH Ha
KBCHA FHCKKMHE3MA, TpA0Ba Aa ce oOMHUCIH HaMaildBaHe Ha R03aTa WY [ipEyCTaHOBABAHE
Ha Cepoxgen.

Hegponenmuyen ManuzHen CunOpom

HeBponenTHUHHAT MajJHIHEH CHHAPOM C€ CBBP3BA C JIEYCHHETO C AHTHUCHXOTHIHH
neKapcTBa, BKMOUNTEnHO Seroquel (Brwx pasnen 4.8). Kauumunurte nmposey BrIoYsar
XMIIEPTepMHs, TIPOMEHEH WCUXWYeH CTaTyc, MYCKYNHA pHIHAHOCT, BErETaTHBHA
HecTaOMIHOCT ¥ HOBHIIEHA KpeaTuH(ochornHaza. B Takss coyyaii Cepoxsen Tpa6pa na
ce MpeyCTaHOBH H Jia ¢ 3al09He MOJXOAIHIO ASUeHMHe.

Pearxnuu na omnenarne

Peakiiiy Ha OTHeMaHe, BKIIQYBAINY FaficHe, MOBPHINAHe H Oe3ChHME ca OMHCAHH MHOTO
p4OKo clei BHE3allHO CHHMpaHe Ha BHCOKH JO3H aHTHNCHXoTHHYW. HaOmropmaeanm ca
CITydJay Ha JIOBTOPEHME HA IICHXOTHYHH CHMIITOMH, MOXE a HACTHNH H pa3cTpOHCTBO Ha
BOJICBHTE IBIKEHKS (KaTO aKkaTW3Ws, NUCTOHHA M AUCKMHEsMd). 3aToBa Ce Npenophysa
HOCTEHeHHO OTHEMAHE.

B3zaumooeiicmensn

Biox cemo paszgen 4.5. BaanmofaeHcTBIA C APYTH JIeKapCTBEHH CpeNCTBa H Ipyri GopMu
Ha B3auMOJICHCTBHE.

EnnoppeMenHaTa ynorpeba na Seroquel ¢ MHEAyKTOpH Ha YepHONPOOHHTE EH3UMH KATO
kap0aMasenyH MOXKe 3HAaYUTeNHO 2 HaMalH CHCTeMHAaTa eKCIIO3UIpMS Ha quetiapine. B
3aBMCHMOCT OT KIMHHYHHA OTTOBOP MOKE Ja & 0OMHCIH NPHNIOIKEHHETO HA MI0-BUCOKH
Zo3u Seroquel, ako TOM Cce M3MOA3BAa EAHOBPEMEHHO C HHIYKTODH Ha 4EpHOAPOGHHTE
€H3HMH.

Ilpu ensORpeMEHHO IPHUIOXKEHNE HA JEKapcTBa, KOUTO ¢a MOIUEH HHXMOMTOpH Ha
CYP3A4 (xaro a3olOBHM AHTHMHKOTHHH M MAaKpONHAHH anm6no*mun),
KOHUEHTPAIMK Ha quetiapine Moxe Aa OBIaT 3HAUHTEIHO IIO-BHCOKH OT
TpH TIAUHEHTHTE 10 BPEME HA KIMHUYHHTE HIIUTBAHHS. B pesynrat/fia ‘%I‘OME;",%&
Ce W3MOJI3BAT HO-HUCKH Jo3u Seroquel. Cnennanao BHUManue Tps :{ ésé”'é \




OonmHE B HalpenHaga BE3PacT H M3TOMIEHH manueHnTH. Tpsbea nma ce mperesssa
CHOTHOIIEHUETO PHCK-TION3a IPH BCEKH OTACIEH HallieHT.

4.5. BzammojeiicTBusi € JpYr# JeKAPCTBEHM CpeAcTBa W ApyrH ¢opmMm Ha
B3auUMOAEHCTBHE

C ornen Ha NBpBHYHHTE e(EKTH BHPXY LIEHTpanHaTa HEpBHa CHCTEMa Ha KBETHAIIHHR,
Cepoxsen TpsbBa Ja ce mpunara IpeANaslMBO B KOMOMHAaIME ¢ ApPYTH JCKapCTBa C
OEHTpanHo JAeiicTBYe U C ANKOXOMN.

@apMaKOKHHETHKAT2 HA JWTHA HE ce JIPOMEHd IIpH eXHOBPEMEHHO IIPHIATAHE ChC
Cepoxsei.

DapMaKOKHHETHKATA HAa BallpOSBaTa KHUCEAMHA M KBETHAOMH HE CE€ IPOMEHST C
KAMHATHO 3HA4HM e(eKT, KOraro ce ONpHeMaT B KOMOHMHaLMATa: HaTpHeB BAINIpOAT
(no3gar cemoO karo warpuesB jpusamnpoaT (USAN)) m Seroquel (quetipaine fumarate).
Harpues Bamnpoar e cTabWIHO CheOUHEHHE, KOETO CHBABDIKA HATPHER BAINDOAT M
BalMIpOeBa KHCENHHA B MOTEKYIHO ChoTHOUIeHHe 1:1.

(DapMaKOKHHETHKaTa Ha KBETHaIHHA HE €€ IPOMEHA 3HaYHMO CICH CIXHOBPCMCHHO
npHeMane ¢ anTHICHXOTHIWTE PUCHIEPHAOH HIIH XalollepHI0il. Obage €IHOBPEMCHHOTO
IIppeMane Ha CCpOKBeJI H THOpHOasHH IIPCOH3BHKBA 3aCHIIBAHE Ha KIHPERHCA Ha
KBCTHAIIHHA.

KpeTHanmus He HHIyIHMpa 4YEpHOAPOOHH CH3WMHM, YYacTBalid B MeTabonm3Mma Ha
AHTUNHPHHA. B €080 KITHMHWYHO HpoydBaHe ¢ MHOTOKpAaTHO NpHIOKEHHE Ha quetiapine
HA MAIEeHTH 33 OneHka Ha (apMakoKHHETHKaTa MY, KBIETO IPONYKTHT € O masaH
OpeqH ¥ IO BpeMe Ha JiedeHHe ¢ KapOamasenyH (M3BECTEH MHAYKTOD Ha YepHOAPOGHH
eH3uMH), eZHOBPeMEHHOTO MPHIOKeHHe Ha KapOaMaselMH 3HAYUTENHO € YBEIHUHIO
KAupBHCa Ha quetiapine. Topa ypenngenye Ha XIUPBHCA © HAManHMIIO €KCIIO3MIHAT2 Ha
quetiapine (m3mepena upes AUC) cec cpeino 13% B cpaBHeHHe ¢ €KCIIO3HUHMATA HPU
IpMiIaraHe caMo Ha quetiapine, MaKap de OpH HAKOH NAlMEHTH € HabMIoJaBaH YI0-TOIAM
edexT. B pe3ynratr oT TOBa B3aHMOHEHCTBHE MOXE Ja BE3HMKHAT JIO-HHUCKH IUIa3MEHH
KOHIIEHTpAMK M HOpafgM TOBa IpH BCEKM NALKEHT, B 3aBHCHMOCT OT KAHHHYHHA
OTTOBOD, Tp=0Ba Ja ce IOMYCHHU 3a NPUIOXKEHHE Ha IT0-BHCOKa Jo3a Seroquel. Tpsbea na
ce orfenexn, Ye NpelophUBaHaTa MAKCHMANHA JHEBHA fo3a Seroquel e 750 mg quesHo
3a JiedeHHe Ha mm3oppenns 1 800 mg Ha feH 3a NeYeHHEe HA MAaHMIHK eNM301H NIpH
Oounonapro a@ekTHBHO pascTpoiicTBo. IIpORBIKEHHE Ha JICYEHHETO C IT0-BHCOKM JO3H
TpaGBa Na ce HpelupHeMe caMo crhell BHAMATENHA TIPEHEHKa Ha OTHOHICHHETO
PHCK/TON3a 32 BCEKH €MH namuenT. EMHOBPEMEHHOTO NPHIOKEHHE Ha Seroquel ¢ apyr
HEAYKTOpD Ha MHKPO3OMAIHHTE €H3UMH (PEHHTOMH CHINO NPEAU3BHKBA NOBHUICHHE HA
KmpsHca Ha quetiapine. Moxe nma ca HeoOxomumu roBumesr Hosk Seroquel za
MOJIEPXKAHe Ha KOHTPOJA Ha NCHXOTHYHMIE CHMITOMM IIDH NMAHWEHTH, HA KOHTO Ce
MpHIara egHoBpeMeHHo Seroquel B QEeHNTOMH H APYrH MHAYKTOPH Ha YEpHONPOOHHTE

Seroquel nxa ce namanu, ako ce NPEYCTAHOBH JIEYSHHETO ¢ HEHHTOHH, Xg
JIpYTH HHOYKTOPH Ha 4epHOApOOHNTE eH3NMH H TE CE 3aMECTHT C He

HaTpHeR BalllIpOAT).



CYP3A4 e nppBHYHHAT €H3HM, OTFOBOPEH 32 MeTabONM3Ma Ha KBETHAIHHA, MENHHPaH
or mmroxpom P450. ®apMakoKMHETHKAaTa Ha KBETHANHHAZ HE C€ NPOMEHS IpH
€IHOBPEMEHHO IHpHIdraHe Ha IMMETHAHH, M3BECTEH HHXuOurop Ha P450.
@DapMaKkOKMHETHKATA HA KBETHAIIHHA HE Ce INPOMEHS 3HAYHUMO CJell &NHOBPEMEHHO
OpueMaHe ¢ aHTHAenpecanTa wmMEmpaMuE (usBecTeH CYP2D6 wmxubuzop) wHnu
¢ryorcerun (ussected CYP3A4 u CYP2D6 muxuburop). B enHo KIMHHYHO NpoydyBade
¢ MHOIOKpAatHO NpHIOKEHHE Ha quetiapine Ha 34paBH JOOPOBONUH 3a OLIEHKA Ha
thapMaKOKHHETHKATA MY, KbJETO MPONYKTHT € OHi faBaH IpeNHd ¥ 110 BpEME Ha JeYeHHe
€ KeTOKOHA30ll, CHHOBPEMEHHOTO TIPHIIOKEHHE Ha KETOKOHA30M € JIOBENO HO IOBHILEHHE
Ha cpenunte Cpax 1 AUC Ha quetiapine ot 235% 1 522% CROTBETHO CBC CHOTBETCTRALLO
HaMaJiCHHE Ha CpeiHHsA @epopajlieH KmpbHC ¢ 84%. CpenmHoro BpeMe Ha
HOIyeNnEMHEMpPaHe Ha quetiapine ce e yBeNHIHIO 0T 2,6 Ha 6,8 waca, HO CPEAHOTO tmy ©
Ouwro werpoMereHo. Ilopanu norenigana 3a B3aUMOeicTBHE OT MOMOOHA BENHYHHA B
KNMHAYHM YCNOBHA [o3aTa Ha Seroquel TpsbBa fa ce Hamany MOpH €IHOBPEMEHHO
IpHIOKEHHe Ha quetiapine m  MomuM KEXuOutopH Ha CYP3A4 (xato azonoBH
AHTHMHKOTHLH 1 MAXPONHIHE aHTHOHOTHIM).

4.6. BpeMeHHOCT H KbpPMeEHe

BezonacHocTTa M edexTHBHOCTTa Ha CepokBen MO BpeMe Ha GPEMEHHOCTTA IIPH dOBeKa
He ca ycraHoBeHH. Ifopanmm ToBa mO BpeMe Ha OpeMenHoct Cepoxsen TpsaGBa Aa ce
yIoTpe0sBa caMo axo [HOJI3aTa ONpaBAABa NMOTEHIAATHHSA PHCK.

Crenenta Ha CKCKpEldd Ha KBCTHAaNIFHHAa B KbpMaTa IPH Y0BEKa HE € IIO3Hara. HOP&I[I/I
TOB& JKEHH, KOUTO KEPMAT, 'IpHGBa Jia ce CBReTBaT Ja n3bareaT KBpMEHETO 110 BPEME Ha

npriema Ba CepokBell.
4.7. Edextn BppXy cnocoGHOCTTA 32 IHO(PUpPane i pafora c MAIMHE

Kato ce uMar npeXBHI NEPBHYHHTE e(eKxTH BEpPXY HEHTpaliHaTa HEepBHA CHCTEMA,
KBeTHAOMH MOXKe Oa TOBmHAe JeHHOCTHTE, M3HCKBAINM NCHXWYHA KOHICHTDAIA.
Tlopama ToBa NalyenTHTE TpsGBa Ja ce CHRETBAT Ja HE IMOGHpAT HIH N2 He paborsr ¢
MAaMIMHX [0 U3SCHABAHE HA HHAMBUAYAIHATA UM YYBCTBUTEIHOCT.

4.8, BL3MOXKHI HEeXENAHH peakmnn

Haji-gecture HexenaHu peaxiui npH CBPOKBBII ca COMHONCHTHOCT, CBCTOBBDTCIK,
CyxoTa B yCIara, JIEKa AaCTCHMA, 3alCK, TAXHKapiada, ODPTOCTATHYHA XHIIOTCH3IHA H

JACTIETICHA.

Kakto npu Apyrure aHTHIICHXOTHYHH CPEACTBA, jJedeHHETO che CepokBenm MOXeE Ja ce
CBIIPOBOX(a OT CHHKOII, HEBPOJIENTHYHE MalluTHEH CHHAPOM, JIEBKONICBHSA, HEYTPOIECHHIT
U nepr(pEpHH OTOLH.




HexenaHuTe nekapCTBEHM PEAKIMH CBBP3HE C IipueMa Ha Seroquel ca IOMeCTeHH BBB
dopmar npemopruar oT CeBera Ha MexnyHapomsure Oprammzammd mo Menuimaa
(CIOMS III Working Group; 1995).

YecroTa Cucrema Crontue

MHoro JecTh PasctpolicTea Ha HEpBHATA cHCTEMa 3amasgocr

(=10%) Comnoxnenrroct *

Yectu Hapymenus B KpbBTa 1 JleBxomenns

(=1% -< 10%) nuMGbHaTa CHCTeMAa

CbpredHo-chI0BY HapyIeHN] Taxukapmus

Oprocratiyna
xumorensus

Hapymenua na racrporscrectrHanaus  CyxoTa B ycrara
TpaKT Koncrunarps
Jhcniencus

Wzcienpanmg YBemiyenue ga
TernoTo ¢
VBenruenue Ha
CEpYMHHTE
Tpaucamupasu (ALT,
AST)?

HapynieHus Ha HepBHATa CHCTEMA Cumxon

PecrmipaTophn, TOpakanHi 1 Punut
MEIHACTHHAIHH HAPYIICHH

OnnaxBaHus OT 0OIN XapaKtep Jlexa acTenus
Ilepudepuu otoum

He wecTi Hapymenns B kppBTa Eosnnodunusa

(20.1% < 1%) H maMdHBarta cucteMa
Hapymenus Ha IMyHHaTa cHcTeMa CBpPBXYYBCTBHTEITHOCT
Wacnensanms {JoBumenme na gamma-GT

HIBaTa 3




TPUITMUEPHIH

Tlosrienye BHBOTO

Ha o0nmg
XOJIECTEPOI
Hapyumierns Ha HepBHaTa cHCTEMa Ispuope !
Penxu CtpannaHu eQeKTH OT IPHIIOKEHHETO 3noKagecTBen
(0.01%-< 0.1%) HEBPONENTHIEH CHEAPOM |
PenponykTHBHa cHCTEMA Ilpuanzem
Mpwuoro penku Hapymenus B kppBTa 1 Heytpomenus’

(<0.01%) naMpHa cHcTeMa

(1) Bmx pasnen 4.4 Cneyuannu npedynpedxcOenus U Cneyuannt NpeOnasHu MepKu npu
ynompeba.

(2) ComHOIEHTHOCT MOXKE Ha C€ ITOABH 11O BpEME Ha IIBPBHTE JIBE CEAMMIIH Ha Je4cHUE M
OOHKHOBEHO H3Ye3Ba ¢ NMPONBIKEHUETO Ha ewenue cbe SEROQUEL.

(3) He ca mnabmopasapy ciydYanm Ha TPOFEIDKATENHA TEXKA HEYTPONCHHA MIH
arpaHyHoOLMTO3a 110 BpEME Ha KOHTPOIHpaHy KIHHHYIHHE NpoyuBaknd ¢sc SEROQUEL.
ITo Bpeme ma cHex perucTPalMOHHUSA ITEPHON IPEYCTAHOBIBAHETO HA HEYEHHETO CHC
SEROQUEL e ©Oumo m©nocnenBaHO OT OT3BYYaBaHE HA JCBKOHCHUATA WHAM
HEyTPONEHHATa. DBE3MOKHH PHCKOBH (aKTODH 3a IIGBKOTICHHSA M/MiH HEYTpOICHHS
BKIIIOYBAaT CHHICCTBYBAlH¥ IPENN TOBa HUCKH HUBAa Ha JIEBKOLMTH H aHaMHe3a 32
NIeKapCTBO-HHAYLPAHA TEBKONEHNS W/ Hey TPOIISHHI.

(4) Hacrepuea ripefUMHO 110 BpeMe Ha EPBUTE CERMUIH HA JIEYEHME.

(5) AcaMnroMaTHYHO NOBMIIABAHE HABOTO Ha cepyMHATa TpaHcamuuasa (ALT, AST) wiu
gamma-GT nuBa € Habmopmasano npu HAkoW namyeRtTH Ha SEROQUEL. Tosa
nopumerie obuxHoBeHo e OMno odpaTuMo IpH NPONBIDKEHHE Ha JIEYEHUETO CBC
SEROQUEL.

(6) Kakro ripu Opyrs aHTHOCHXOTHIM ¢ anda 1 6noxagua akrusrocT, SEROQUEL moxe
Jla TIpe/IM3BHKa OPTOCTATHYHA XMOOTEH3HsA, CBBDP3aHA CEC 3aMaiBaHe, TaXHKapOHS M
OpY HAKOH MALMEHTH CHHKOIL, 0CO0EHO 10 BpeMe Ha IHEPBOHAYATHOTO THTpUpaHE Ha

Ho3aTta.

Jlewennero cre Cepoksell € OnII0 CHIPOBMKAZHO OT cliabo FO30BO-32BHCHMO HAMAalCHHE
Ha H#BaTa Ha THPOWIHUTE XOPMOHM, ocobeHo Ha ToTanuus T4 u ceoBomuama T4.
TToHIDKEHHETO Ha TOTANHAS K cBoOOAHMA T4 € MaKkCUMAalHO B IEPBUTE 2 10 4 ceaMuLu
oT Nieyenrero cbc Cepoksen 6e3 MO-HATATHIIHO CHIKABAaHE B TIEPHONA HA ABITOCPOUHO
nedeHue. B mOYTH BCHYKM cilyyaM CIIMpaHeTo Ha NedyeHuero cbe Cepoxsen e 6umo
CBEP32HO ¢ 00parHO pa3sBHTHE Ha edekTuTe BHpXY o01us u ceobonen T4
TIPONBIHKEHOCTTAa Ha JeweHneTo. 11lo-Mamku cHMxxenHs Ha obmmsa T3
YCTaHOBABAaHK NpH No-BHCOKHM No3u. Husara Ha TBG He ca ce &




HaOmogapany penpnpousd noepmmenns 8 TSH 6e3 panyun SEROQUEL nma npuumHgBa
KIAHAYHO 3HAYUM XHITOTHPOHUIHIEM.

XKIIGPI‘JIHKCMI/IH H BIOINZBaHE HA IPEABAPUTEIIHO CEHIECTBYBAH] nnaﬁer Ca HOKNaJABaHH
B MHOI'QO PEIOXH CIIy4JaHl II0 BpeMeE Ha JIEHCHHE ChC quetiapine.

Kakro mpu gapyru adtancuxotruud, SEROQUEL e Bp3MOXHO Ja TIpenH3BHKA
[IOBHIEHHE Ha TEJIECHOTO TErlio, NpeqiMHO 110 BpeMe Ha IHPBHTE CeAMUIM Ha TeIeHHe.

Kaxro npu mpyru anruncuxornny, SEROQUEL Moxe Ja mpefm3BHKa yOBDKABAHE Ha
QT unrepeana, HO IO BpeMe Ha KIHHAYHHA W3NHMTBAHHA TOBA HE € CBLP3aHO G IIOCTOSIHHO
papactBae (Brmx pasnen 4.4 Croenuanuy NpEeRyNpexIeHus M CICHHANHH NpennasHu
MEpKHM IIpH YHOTpeba).

Crobmieny ca peaxnud Ha otHeMaHe (Brx paspen 4.4 CnenualHy IOpeaynpexaeHus H
CICLHAIHA NPEeATIa3Hu MEPKH NpH ynorpeda).

4.9. IIpenosupane

Ipu xMEHYYHATE A3NHTBaHMA OIIMTHT C Ipefio3upaHe Ha Seroquel e orpanuuen. Jlosn Ha
Seroquel mo 20 g ca 6win npuemarn; He ca crobImenn xXuBoTo3acTpamapailtd cEOUTHS,
a MAIMeHTHTE ca c¢ BH3CTaHOBHAH 0e3 HeONaronpHATHA 3a THX noclhencrsud. [lo Bpeme
Ha TOCT-PETHICTPallMOHHMA IIepHOJ, ca HaDIOfaBaHy MHOTO ManKo clyday Ha
CaMOCTOATENHO NpeAo3upaHe Ha Seroquel, KOUTO Ja BOJAT 0 CMEBPT FIIH KOMa.

ITo npaspno, chOOImMaBa Ce 3a HpH3HANM K CHMOTOMM, pPE3yNITAT OT 3aCHNBaHE Ha
NO3HaTHTE (AapMakoNOTHYHH e(exkTH Ha JeKapcIBOTO, T.e. 3aMalBaHe M CeNalud,
TAXHKZpAUS ¥ XHOOTEH3HA.

Hama CHBL[PI(i)H‘ICH AHTHAOT Ha KBeTHANHHa. B ClIy4dad Ha TEHKKa HHTOKCHKAI{HA ’IpﬁﬁBa
ba ¢e mMa MPeRBHA BBE3MOKHOCTTA 3a y4JacTHe Ha MHOMXECTBO JIEKapcTBa, Kato ce
IPEmOpEYBAaT HMHTICH3HBHE FPIKH, BKIIOYBAIHH YCTaHOBABAHE ¥ IIOANBPIKaHE Ha
CBOﬁO}IHIfI JUXaTCIIHE IIBbTHINa Ha II2iHCHTa, OCHIYPABAaHE Ha aJZCKBaTHO KHCIODOAHO
IIoAasaHe M BCHIHNALHNA ¥ MOHHTOPHPpAHC H IIONNBPXAHE HAa CHEPASYHO-CBAOBATA
CHCTCMA.

BrauMAaTeNIBOTO JEKapcKo HaOIOAeHHEe M MOHHTOpHpaHe TpabBa Ja DPORBIDKH [0
BE3CTAHOBABAHETO HA IAlMEHTA.

5. DPAPMAKOQJJOTHYHHA CBOVICTBA

Dapraromepanesmusia epyna: aHmuncuxomuyu
Tepanesmuuna knacugurayus: NOSA H

5.1. @apMaKoNHHAMUYHU CBOlCTBA




Mexanuzom na oerficmene

Kperuamia € aTHIM4HO AHTUIICHXOTHYHO CPEACTBO, KOSTO B3aHMONCGHCTRA C INHPOK
CHEKTBED HEBPOTPAHCMMTOPHH penenTopy. KpeTHarus nokassa mo-BHCOK adUHUTET KbM
Mo3BYHHTE ceporounaoBH (5SHT2) penenTopn 0TKONKOTO KBM AOMaMuHOBHATE D1- 1t D2-
penentopu. KeeTnmanuH NpHTExaBa H BHCOK a(MEMTET KbM XHCTAMHHEPTHIHHTE H
ampeHepridHnTe andal-penentopy, ¢ NO-HUCHK AQUHUTET KBM aJ[peHEprUdHITE an(a2-
penentopH, 6e3 3HaunTeNeH AQUHUTET KbM XONHHEPIHYHUTE H MYCKapDHHOBH PELEnTOpH
WIH OCH30AUa3eNMHOBUTE penenTopd. KBEeTHaNmMH e aKkTHBEH IpH TECTOBE 34
aHTHICHXOTHYHa aKTHBHOCT, KATO YCIOBHO-pedIeKTOpHO H3baTBaKe.

DapMaKoOUHAMULHIL CEOTICINEA

PesynraTure OT NpeNKIMHHYHH H3OMTBaHWA, Hokasarensw 3a EIIC, mokassar, ye
KBeTHAUMH IIpefH3BHKBa caMo craba Karanencus B Jio3W, edeKTHBHO Orokupaim
nmonamMuHoBHTe D2-penenTopH, CeIeKTHBHOCT KbM NHMOHYHATA CHCTEMAa KaTo GIokupa
JreronApu3anpaTa Ha MesonuMOmanure Al0, HO He M Ha HUrpOCTpHAaTYCHr A9 momaMuH-
CHABKAM HeBpOHM. KBeTHanuH Noka3sa MHHHMAaHA CIHOCOOHOCT 32 [IPeH3BHKBAHE
Ha AWCTOHHA B CEHCHOMNH3HPaHH ¢ HEBPOJIEITHIH MaHMyHH.

Knunuuna egeximuenocm

Peaynrature or TpH mnanedo KOHTPONHPAHH KIMHHYHM WBMHTBAHMA, BITHOYHTENHO
€lHOo, B KOeTO IO3UpOBKAaTa Bapupa OT 75 mo 750 mg mHeBHO, He NMOKa3BaT pasnuka
Mexgy Seroquel u rmanebo mo orHomenue Ha yeennuenue Ha EIIC i mpunpy:xapaino
JIe9EHHE ¢ AaHTUXONHHEPTHIIH.

Tlo BpeMeHe Ha YETHPH KOHTPOIMpaHH NPOYYBAaHMsA, KBAETO Ce H3MHTBA HO3HPOBKA Ha
Seroquel mo 800 mg 3a nedeHume Ha MaHMHHM enu3onM NHpH OumonapHo adeKTHBHO
pa3cTpOHCTBO, JBE OT KOHTO KAaTO MOHOTEpAlHA H J(BE KaTO JOIBIHHTEIHa TepaltHa KbM
AATHH MM BaIpoaT, HAMAa pasimia MexaAy Seroquel u mranedo Ho oTHONIEHHE Ha
cnygaute ga EINIC umm eqpospeMenna yiorpeba Ha aHTHXOIHHEPTHIE,

IIpu Seroquel HAMa TeHACHUMS Ha yBEHNWYaBaHe HMBAaTAa HAa NPONZKTHH. B exmo
KIHHHYHO HpOyYBaHHE ¢ MHOTOKpaTHH (HKCHDaHM HO3M HAMAa pa3iiHKa B HHBATA HA
nponaxTHyHa Mesxxy CepoKBell B HpeHOPRYBAHHTE JO30BH TPaHHIH H IIaneto.

IIpy KIHHKMYAKHTE BMETBAHKMA Seroquel € mokasan e(exTHBHOCT HpH JEUEHHETO KakTo
Ha TO3HTHBHMTE, Taka M HAa HEraTMBHMIE CHMITOMH Ha mm3odpenuara. Ilpu
CpaBHMTENHM KIMHWYHE NpoydmaHus Seroquel e moxasan ceimara edexrmBHOCT KaTo
CTAHJAPTHHTE aHTHIICHXOTHYHH CPEACTRA KATO XJIOPIPOMA3HH ¥ XANONEPHAOI.

ITo BpeMe Ha KHHHWYHM Ipoygysanusg, Seroquel e noxasan e@EeKTHBHOCT KaTo
MOHOTEparys WK KaTo HONGIHHMTENHA Tepanys Npy HaMalgBaHe Ha MaHWAHH €TH300H
IIpH HauueHtH ¢ OumonapHo adexruBHO pascTpolcrso. Cpemuarta ,uosa Seroquel B

npubmsuTendo 85% oT oIroBOpHNMTE ca OMIM B J030BaTa
mg Ha GEH.



5.2. GapMaKoKHHETHIHE CBOHCTBA

Keetnanun ce pezopbupa nobpe u ce MeTabomusupa B rojdMa CTeNeH Clef IepopailHo
npHiokerre. I 1aBHUTe MeTabOIHTH B UOBEIIKATA NNa3Ma He IPUTENABAT 3HAYMTEITHA
thapMaKoIOTHYHA aKTHBHOCT. DHOHAYHOCTTA HAa KBETHAllMHA HE ce TIOBIHIBA
3HAYATENHO OT NPHEMAHET0 C XpaHaTa. DBpeMeTo Ha INoAyelMHHHpaHE e
npubnH3nTenHo 7 yaca. KseTHamiH ce CBBp3Ba ¢ IIasMEHHTE IPOTEHHH 0komo 83%.

B xnmHMYHHM H3NHTBAHHA € oTYeTeHa efeKTHBHOCT Ha CepoKBelN NpH NpHeM JBa IBTH
nuesHo. ToBa ce IOTBBp/HABAZ OT NpPOYYBaHe H3ION3BANI0 JAHHH OT IO3WTPOH
emurHpama toMmorpadus (IIET), xoero noxassa, we HaamuHocTTa B SHT: u Dj
pelienTopuTe ce 3arasea io 12 yaca cnex nosupase cbe Cepokser.

(I)apMaKOKHHeTHKaTa Ha KBREeTHANKHA € TMHeHHa H HaMa Pa3IHKH MOXKHY MBXKA H XXeHaTa.

CpenHuAT KAUPEHHC Ha KBETHANMHA HpH JIALIA B HaNpeIHAIA BE3PACT € NPHOIM3UTENHO ¢
30% mo 50% mo-HHACHK OT TO3H IpH Bh3pacTHATE Mexay 18 1o 65 roguun.

Cpenauar miasMed KIHPHHC HAa KBETHANMHA ce HaMallsiBa NpHOMM3UTEnHo ¢ 25% npu
JIHNA ¢ TeXKO GROpedno yBpexiate (KpeaTHHHHOB KIMPBRHE nox 30 M/Mur/1.73 m?) u
IIpH JBLa ¢ 4YepHOApoOHO yBpexpaHEe (cTabHIHa anKoOXolHAa IMPO32), HO OTAEIHHTE
CTOHHOCTH Ha KIHPHHCa Ca B ped)epeBTHHTE TPaHALH 33 HOPMAAHH JIHIA.

KBetnanus ce 1ojuiara Ha 3HaYHTEAEH METa0OMH3EM, KaTO Ha H3XOAHOTO CHEAWHEHHE CE
naAaT Hox 5% oT HenpOMEeHCHHS JEeKapCTBEH MarepHal B ypHHATa Hind QeKanuure cuel
BEREKAaHe Ha Oeisan keerwanmH. llpmOmusmrenno 73% oT paiHOaKTMBHOCITA ce
eKCKpeTHpa ¢ ypunarta ¥ 21% ¢ gexanuaure.

Ilpoyusarysra in vitro ca ycranopuns, 3¢ CYP3A4 € OCHOBHMAT €H3HM, OTFOBOPEH 34
muToxpoM P450 Memunpanus MeTaboNn3EM Ha KBETHATIIHA.

Jloxaszano e, ye KBETHANMH H HAKONKO HErou MeTalONHTH ca cHabH HHXHOWTOpPH Ha
AKTHBHOCTTA Ha YoBeINKHTe HuToXpoMm P450 1A2, 2C9, 2C19, 2D6 u 3A4, HO caMo B
KoHIteHTpaum moHe 10 mo 50 mBETHM DIO-BHCOKM OT Te3H, HaOMO#aBaHH IpH
IpenoprYBalaTa XHEBHA Jo3a 3a uoBeka or 300 mr nmepHo. B®3 ocHosa wa Tesm
PE3YNTATH in Viiro, MJIKO BEPOSTHO & 6JHOBPEMEHHOTO TNPHIOKEHME HA KBETHAIMHA C
IOpYTH JeKapcTBa Ja HOBEAE N0 KNMHUYECKH 3HaYHMO JEGKAPCTBEHO HHXMOMpaHe Ha
muroxpoM P450 Mepuupanus MeTabOMU3EM Ha ApYTOTO JIEKAPCTRO.

5.3. HpeaxnuHuyHH Japny 33 Ge3onacHocT

HQOY JBaHe Ha OCTpaTa TOKCHIHOCT

Kpernamin wMa HIHCKa OCTpa TOKCHYHOCT. HaXomkuTe IpH MMINKH ¥ IUIBXOBE CIESK
nepopanio (500 mr/xr) w1 HHTpaneprAToHeanyo (100 mr/kr) BeBeXuame ca OwnM




IIpoyysane Ha TOKCHYHOCTTA OPH MHOFOKPATHO NO3KpaHe

Ilpn mpoyuBaHKS ¢ MHOTOKDAaTHO JO3WpaHEe Ha KBETHANHH HAa NNBXOBE, KydeTa M
MalMyEH ca OxIH HaOmoAaBaHy 09aKBAHHTE 32 AHTHUIICHXOTHYHO JIEKapCTBO e(eKTH OT
CTpaHa Ha HeHTpanHaTa HEPBHA cHcTeMa (Hamp. celalliif IIpH IIO-HWCKHMTE HO3H H
TpeMop, TBPUOBE HIIH NPOCTPALIAS HPH II0-BHCOKA SKCIIO3HITNA).

XHHGPHPOJI&KTHHBMH}ITEI, HHOyIOHpaHa 49pe3s AWTATOHMCTMYHATA aKTHMBHOCT Ha
KBeTHANNHAE WIH MeTabonuTHTe MY CIIpAMO JONaMIHOBHTC DZ-pBIIBIlTOpH, € BapHpala
copen XHMBOTHHCKHIC BHIOBE, HO © Omna Haﬁ—nspaseHa IIp IINBEXOBETE, Karto
BCICACTBHC Ha TOBa, II0 BpeMe Ha 12-Meceuno Opoy4dBa”de, ca Omm HaOIIONABaHH
pemuna C(I)CKTH, BKIIIOYBAINH MaMapHa XHIIEPIIa3Hd, YBEIHICHO TErino Ha XI’IHO(I)HB&T&,
HaMaJICHO TeTJIO Ha MAaTKaTa ¥ 3aCHIICH PacTeX Ha KCHCKHTS JKHBOTHH.

O6paruma Mopdonoruysy B (QYHKUMOHANHH eheKTH, CHbBMECTHMH ¢ HHAYIMpaHe Ha
YepHOZPOOHUTE EH3MMH, ca ORIH HaOMOKaBaHH IIPY MEIIKH, IUIBXOBE B MaliMyHH.

Xuneprpodua Ha THPOMIHHTE (QONHKYIHU KISTKH M EJHOBPEMEHHH TPOMEHH B
IUIa3MEHHUTE HEBA Ha THPOMIHHUTE XOPMOHH ¢a OTOCIIS3aHH IIPH INIEX0BE K MaliMyHH.

IIurMeHTHpaHETO Ha DPEAMIlA THKaHH, 0cOOEHO HAa THPOHMEHATA >KiIesa, He e Ommo
CBEp3aH0 ¢ MOpMOIOrHYHE WK QYHKIHOHANHY edexTn.

Ilpexonxo NOBHIIEHHE HA YECTOTATA Ha ChpACYHATA ASHHOCT, 663 CHIBTCTBAINN e(heKTH
BBPXY KPEBHOTO HalIATaHe, ¢ OMI0 HabmoJaBaHo NpH Kyyera.

IlocTepyiopHa TPWEIBNHA KaTapakTa, HaOmiofaBaHa cnej 6 Mecelia HpH KyderTa,
TpetHpann c¢b¢ 100 Mr/kr gHeBHO, € OHNa CBBMECTHMa C MHXHOMpamero Ha
XonecTeponoBara buocuutesa B nemara. He e vabmonapana xatapaxta IpH MafiMyHHTeE
Cynomolgus, TpeTHpanu ¢ HO3H A0 225 MI/KT BHEBHO, HHTO IBK B IDH3auHTe.
IIpocaenaBaHeTO NMpH KIWHWYHATE N3NUTBAHAA HE € NOKa3al0 CBEP3aHH C ISKApCTBOTO
TOMEBTHABaHHA Ha pOTOBHNATa IIPH YOBEKA.

Hsva nmasHm 34 HaMansgBane Ha Heyrpodunpte MM 3d4 arpaHyJIOLMTO3a MPH BCHUKH
TOKCHKOJIOTHYHH H3CNeBaHuU.

IIpoyypapms Ha KaHIIEPOreHHOCTTA

Ilpr u3cnempammsa Ha rurexose (Hosm 0, 20, 75 m 250 MI/Kr OHEBHO) YECTOTATA Ha
MaMapHH afieHOKapHHHOMH IIPH KEHCKUTE INTBXO0BE € OMlIa MOBRINEHA ITPH BCHYKH JIO3H,
BCHERCTBYE HA IPONEIDKATENHATE XKICPIPOHaKTHHEMHA.

TIpu mekkuTe IexoBe {250 MI/Kkr nHEBHO) U MpH MUIKH (250 u 750 Mr/kr JHeBHO) €
HabI0[aBaHo NOBKIIEHHE Ha JECTOTATA Ha HOOPOKAYECTBEHH afleH a THPOUIHHTE
GhOIHKYTHE KISTKHA, CBBMECTHMH ¢ U3BECTHHTE MEXaHH3MH, C H3AYHTE,
PE3YATAT OT 3ACHICHKS YePHOAPOOEH KIHPHHC Ha THPOKCHHR

PenponyKTHRHY H3CIEABAHS



Edexture, cBBp3any ¢ IOBHINCHATE HHBA Ha NMPOJAaKTHHA (MADIHHAIHO HaMaleHHE Ha
(bepTHRHOCTTA ¥ HBKIHBA HPEMEHHOCT, IPOTPaXHUpaHH NePHOIH HA NHECTPYC, TIOBKIIEH
IIpeKOUTANEH MHTEPBAI K HaMalleH [IPOlIeHT Ha 3a0peMenseMocT) ca GHIId HabMIoNaBaHu
IIpH IITBXOBE, BBNPEKH 9€ Te3u eeKTH He MOraT Ja Ce OTHecar HpAKO KBM 9YOBEKa,
TI0paii BHAOBHUTE Pa3HHKH B XOPMOHAIHHSA KOHTPOI Ha PEIPONYKIIUSTA.

Keeryanuy HaMa TepaTOTEHHR e(QEKTH.

TIpoyusangng Ha MYTareHHOCTTa

I'Ipoylmanma HA MeHETHYHATA TOKCHYHOCT Ha KBETHATINH I10Ka3Ba, e TOH He € MyTarcH
HJIH KIIaCcTOTCH.

6. PAPMANEBTHYHHA HJAHHH

6.1. CnuchrK HA MOMOMIHATE BelllecTBa

CoplieBuHa ObBHBKa

Povidone (PhEur) Hypromellose 2910 (PhEur)
Calcium Hydrogen Phosphate (PhEur) Macrogol 400 (PhEur)
Microcrystalline Cellulose {PhEur) Titanium Dioxide (PhEur E171)
Sodium Starch Glycollate (type A)

Lactose Monchydrate

Magnesium Stearate

6.2. HechbBMECTHMOCTH
He ca u3BecTHH.

6.3. Cpok Ha rogaoCT
3 roHH.

6.4. Cniennaliay NpeAnasHi MepKH NPH CbXpaHeHHe
Ja ce cexpansira nog 30°C.
Jla ce cCbXpaHsABa B OPUTHHAIHATA OIIAKOBKA.

6.5. EcTecrBo ¥ ChOAbPKaHKE H2 OAKOBKATA

Seroquel ce mpomasa B onmakoBKW o 60 TabneTku M Beska taGnerka ceaspxka 200 mg
quetiapine.

Seroquel koMbuHHUpana ONAKOBKa CHALPXKA 6 TabnerkH oT 25 mg, 3 Tabunerxu ot 100 mg
u 1 Tabnerxa ot 200 mg quetiapine.

6.6. Yrazanus 3a yanorpeda / padora ¢ npenapara
Bwx T. 4.2.




7. MPUTEXATEJ] HA PASPEIHEHVETOC 3A YIIOTPEBA

AstraZeneca UK Limited
600 Capability Green,
Luton, LU1 3LU, UK

8. HOMEP HA PASPEHHEHHUETO 3A YIIOTPEBA
Seroquel 200 mg: 9900258

9. JATA HA IIHPBO PA3PEHIABAHE 3A YIIOTPEBA IOJHOBJBAHE HA
PASPEIHEHHETO
1999-08-16

10. [TATA HA YACTHHYHA AKTYAJHM3ANUS HA TEKCTA
2003-07-21




