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KPATKA XAPAKTEPHUCTHKA HA TIPOAYKTA

1. HAUMEHOBAHHE HA JEKAPCTBEHUSA TIPOOYKT

Seroquel®
Cepoksen®

2. KAYECTBEH 1 KOJVYECTBEH CHCTAB

Besxa Tabnetxa chmppia 25 mg quetiapine (exsuBanenrer Ha 28.78 mg quetiapine
fumarate).
3a OMOHY BeIIeCTBa, BIDK pasaen 6.1

3. JEKAPCTBEHA ®OPMA
DuiM TabreTRH

4. KIMHAYHN JABHHA

4.1. TepaneBTHYHM HOKA3AHMS

Jleyenwe Ha HIA30QPERUA.
Jledenue na MaHHHHN eNH304H NpY 6HNOIapHO aheKTHRHO Pa3CTPOHCIBO.

4.2. To3MpoBKa ¥ HAMAH HA HPHIOKEHHE
Cepoxsen Tpsabra na ce npunara Apa N5TH JHEBHO, CBC MK Ge3 xpaua.

Buw3pacmnuu:

3a nmeyenme na mm3oQpennsi: Obmara AHEBHA 1032 3a NLPBHTE YETHPW AHH OT
neyenrero e 50 mg (1-su gen), 100 mg (2-pu nen), 200 mg (3-1u men) u 300 mg (4-ti

LEH).

Crnen 4eTeppTHSA [IeH HaTaThK NpenopsyYBaHaTa JHERHA 103a € oT 300-450 mg. Ts Moxe
Ja ce KODUIHpa B 3aBHCHMOCT OT KIHMHHYHUSA OTTOBOP M IOHOCHMOCTTAa HAa OTNENHHS

HOanHesT B rpanunuTe ot 150 o 750 mg aneBHo.

3a aevenne HA MaHRMIIHH €NH301H NpR 0nA0NapHO adeKTHBHO PasCTPOHCTBO: KATO
MOHOTepanms YK Karo ajlOBAHTHO JeYeHHe KBbM CTaOMIM3aTOpH Ha HACTPOSHMETO,
obwata JHEBHA X034 32 IHPBHTE YETHPH NeHa Ha Nedenuero ¢ 100 mg (nen 1-sw), 200
mg (nex 2-pu), 300 mg (ner 3-tu) u 400 mg (neu 4-tH). llocnenpamo /1{0 mp

Aosata 5o 800 mg nueBHO DO AeH O-TH TPsOBa Na cTaga upes yBeﬂquH,He Hﬁ 3 a,
noeeye or 200 mg Ha OeH. AN




@

Jlo3aTa MOXke Ja ce KOPHTHpA B 3aBHCHMOCT OT KIMHHYHHMS OTTOBOD H NMOHOCHMOCT Ha
BCEKM NanueHT B paMKHTe Ha 200 no 800 mg Ha men. O0uualinata edeKTHBHA 1032 € B
rpaaunuTe ot 400 1o 800 mg Ha men.

Hayuenmu e nanpednana ev3pacin

Kaxro mpu gpyrure anTHncuxoTuysu cpencrsa, Cepoxsen Tpabsa xa ce mpuniara
OpelnasiyBeo NPY MALHEHTH B Harpe/Hana BE3pacT, ocOOCHO B HaYallHMs YEPHOX Ha
nosupane. Jledennero Ha MalMEHTH B HaOpeAHAIa Bb3pacT TpadBa fa 3amouse ¢ 25 mg
Ha geH. [losaTta Tpabsa Aa ce momipaBa ¢ 25 mo 50 mg Ha AeH No [OCTHraHe Ha
eexTHBHATA [033, KOATO MOXKE Ja € II0-HHCKa OTKORKOTO H03aTra, IpHiaraHa IipH Io-
MIaAx HanueHTH.

Heua u ronown:
BezonacHoctra U edexruBHOCTTa Ha CepOKBEI NPH JENa U IOHOIIH HE C4 OLEHABAH.
Buwopeuno u uepnodpodnoe yepesxcoane:

KnupeHChT Ha KBETHANUH CHel IIEpOPAIHO NPHIOKEHHE NpH NaluueHTH ¢ Os0peuno u
TepHOAPOOHO YBpEeXKHAaHe ce IoHmKasa ¢ npubausurenso 25%. Keermanwy ce noajara
Ha ycuneHo Merabonusupane B uwepHud Apod. Ilopamm tosa Cepoksen tpsabea ma ce
TIpUiiara NpeAna3iuBo IpH IAUHEHTH ¢ H3BECTHO YEPHOPOOHO yBpEKAaHe.

JleuenueTo Ha anuenTH ¢ 6H0pPEYHO MITH YEPHOIPOOHO yBpekaaHe Tpi0Ba na 3anodHe ¢
25 mg Ha pen. Hosara TpaOBa ja ce moBuiuasa ¢ 25 yo 50 mg Ha DeH O JOCTHraHEe Ha
edeKTHBHaTa 1034.

4.3. JIpoTHBOMOKAa3aHNA

CGPOKBC.}I € IIPOTHROMOKA3aH IIDH NamWEeHTH C5C CBPBXUYBCTBHTCIHOCT KBM HAKOS OT
CBCTABKHTE Ha TO3H IMpeIlapar.

4.4. Caenpansy npefynpeREeHns 1 CIeNHAIHN NPeNNa3sHu MepKH NPy ynorTpeda
Copoeurno-cudosu 3a00A3641IA

Cepoxsen TpsGBa Xa ce Npuiara NpeAna3IMBO NP ITAIHEHTH C U3BECTHO CHPIEUHO-
CBHOBO 3a0onsBaHe, uepeOpoBackylapHO 3abondBaHe MNH JPYrH  CHCTOSHMSA,
NpeRpasolaraly KbM XHIIOTEH3HA.

CepokBen Moxe Ja NPeIU3BHKA OPTOCTATHYHA XMIOTEH3MA, 0COOEHO HO BpeMe Ha
HAavyalHUs HEpHOJ Ha IIOBNNIABAHE Ha J03aTa; TOBA CE Hablo/|aBa II0-9eCT0 NP DalHeHTH
B HaNpeJHAIA BE3pACcT OTKOIKOTO IIPH MIaAH NALMEHTH.

Tlo BpeMe Ha KNMHIYHH M3NHMTBaHU:A yAkDkasaHeTo Ha QT-HHTepBana He ce acy
MpHeMa Ha KBeTHamuH. BRIpeKn ToBa, XKakTo MpH JPYIHTEe aHTHICHXOTH KBe’mérfpm
TpsOBa a ce MpHAara IpeAnasiHBo, KOraro € NpeArHcaH 3aelHO C Texs QB
yeennuasaT QT-uHTEpBana, ocofeHo npy NalHeHTH B HanpeaHana BmpaT.... / £
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I'spuose

[ipn KoHTpOIMpaHHTe KIHHHYHH U3NMTBAHMA HE € HMAaJIo Pa3iuka B UECTOTATA HA HOABA
Ha rEPYOBE MEXHY TIaNUHeHTHTe, eKyBanu cx¢ Cepokpen 1 nnaneGo. Kaxro upy Apyrure
aHTHICHXOTHIHH CPEJCTBa, NIPENOpHBa Ce NPEANa3IuBOCT HPH JTeYEeHHe HA NAMEHTH ¢
aHaMHe3a 3a I'BPUOBE.

Kuveun onckunesnn

Kaxro mp# ApyruTe aHTHIICHXOTHIH CepoKBel HMa IOTEHIMAI 32 HHIYHHUPAHE Ha KECHH
JUCKHMHE3NHM CHEH IPOABIDKATENHO JeYenne. AKO ce NOSBAT IPU3HALM HIHM CHMIITOMH Ha
KbCHA MUCKHHE3H, TpsgOBa Aa ce 0OMHACIN HaMangBaHe Ha J03aTa WM peyCTAHOBABaHE
Ha CepoKBell.

Hegponenmuqen manuznen cunopos

HesponenTHynusT MalurHeH CHHApPOM €€ CBRp3Ba ¢ JICUEHHETO C AHTHUCHXOTHYHH
neKapcTsa, BKIIO9MTeNHO Seroquel (mx paspen 4.8). KnmuMUHMTE NPOSBH BKIIOUBAT
XHIepTrepMusd, NTPOMEHEH HCHXHMYEH CTaTyc, MYCKYNHA PUIHIHOCT, BEreraTHBHA
HecTaOUIIHOCT U TIOBHINeHA KpeaTHHpochokunasa. B Taxes cnyyaii Cepoxsen Tps6pa qa
ce NpeyCTaHOBH M Ja ce 3all0vHe NORXOAAIIO JICUCHHE.

Pearnun na omuenane

Peaxmuy Ha oTHEMaHe, BKAIOYBAIH rafcHe, TOBPBINAHE H OE3CHHME ca ONMCAHH MHOTO
PSAOKO CIIed BHE3alHO CIHpaHe Ha BHCOKHM JO3HM aHTHOCHXOTHUY. Habniomapanum ca
CIIydJay Ha NOBTOPEHHE Ha IICHXOTHYHH CHMITTOMM, MO Ka HACTHITH H Pa3CTpoiCTBO Ha
BOJICBHTE JBIDKCHUA (KaTo aKaTH3us, JHCTOHMA B AHCKHMHE3HA). 3aToBa ce npenomea
MOCTENEHHO OTHEMAHE.

Bzaumooeiicmeus

B cwnio pasgen 4.5. B3aUMOZEHCTBHA © APYTH JIEKapCTBEHH CPENICTBA M APYTH (OpMH
Ha B3aUMOIEHCTBHE.

EnnospemenHaTa ynorpeba Ha Seroquel ¢ MHAYKTODH Ha YEpHOAPOOHMTE EH3IMMH KaTo
KapOama3zenMy MOXE 3HaYHTEIHO [a HaMalld CHCTEMHATa EKCIIO3HINA Ha quetiapine. B
3aBHCHMOCT OT KIIMHHYHHMSA OTITOBOP MOXE JIa C& 0OMECIH TIPHIIOKEHHETO Ha IO-BHCOKH
no3u Seroquel, ako Toil ce H3M0N3Ba EAHOBPEMEHHO C MHAYKTOPDH Ha YepHOApPOGHHTE
EH3HUMH.

Ipy enHOBpPEMEHHO HPHUHOXKEHME Ha JIEKapCTBa, KOMTO Ca MOIMHM WMAXHOWTOpH Ha
CYP3A4 (xaro a30N0BH aHTHMHMKOTHIM KM MAaKpOJHIAHM AHTHOHOTHIHM), TUI3MEH

KOHIIEHTpaluy Ha quetiapine Moxe Ja GBAaT 3HAYHTEIHO II0-BHCOKH OT Haﬁmonaaank
IIPH NalUeHTHTE 10 BpeMe Ha KIHHMYHHTE W3NkTBaHuA. B pesynrar Ha TéBa- 'IpﬂGE:D:a\ 2.

b’

ce H3ION3BAT MO-HUCKH Mo3u Seroquel. Crenmanuo BEMMaHHe Tpsibpa gi cexoﬁ‘r,%ﬂ Ha "\ 2




ConHM B HampedHaga BBE3pacT M M3TOMIEHH NanueHTH. Tpabea na ce npencHgBa
CHOTHOIIEHHETO PHCK-TION3A TIPH BCEKH OTHElICH NaliieHT.

4.5. BzaumopmeiicTBHSI ¢ JpYrH JeKAapCTBeHH cpeAcTyBa m apyru Qopmu Ha
B3aMMouelcTBHe

C ornex Ha NBPBHYHHTE €(pEeKTH BHPXY LEHTpalHaTa HEpBHA CHCTEMA Ha KBETHATIHHE,
Cepoxsen TpsOpa na ce npuiara IPEnINa3iuBO B KOMOMHaIWA C OPYTH JIEKapcTBa C
IISHTPATHO JEHCTBHE H € aIKOXOI.

@DapMaKkOKMHETHKATa Ha JHTHA HE Ce HpOMeHd TpH €HHOBPEMEHHO IpPHIATAHE ChC
Cepoxsel.

@apMaKOKWHETHKATa HAa BalHpoeBaTa KHCEIMHA M KBETHAUMH HE CE IIPOMEHST C
KIHHAYHO 3HaYMM e(eKT, KOraro ce IpHemaT B KOMOHHAIMATA: HATPHER BANOPOAT
(mosmar cwmio Karo mHarpuer amsBamnpoar (USAN)) m Seroquel (quetipaine fumarate).
Harpmes BaimpoaT € CTaOMIHO CHEGHHEHHE, KOSTO CBHALPIKA HATPHER BAlNpOaT H
BaJIpOcBa KMCENHHA B MONEKYIHO ChOTHOmEeH e 1:1.

@apMaKOKHHeTHKaTa Ha KBETHanpHa HE C€ NPOMEHA 3HaYNMO CHcH CHHOBPEMCHHO
OpHEMaHe ¢ aBETHICHXOTHINTE PHCHEPHHOH HIIH XaJOoNEpPHIO0I. Obaue €HHOBPEMEHHOTO
IpHeMane Ha Cepomsen K THOPpHMNA3ZHH TIPEAH3BHKBA 3aCHNIBAaHC HA KAHPBHC2 HAa
KBCTHAIIMHA.

Ksernanmn He HHAyLUHpPa dYepHOApOOHM €H3HMH, yvyacrsamy B MeTrabonMsMa Ha
aETHIMPHHA. B eH0 KNUHWYHO HNPOYYBaHEe ¢ MHOTOKDATHO IIPHIOXEHNE Ha quetiapine
Ha TIAIMEHTH 34 OLEHKA Ha HapMakOKMHETHKATa MY, KBHETO NPOXYKTET € OMN JaBaH
IIpeau W 0o BpeMe Ha Jedenue ¢ KapbaMasenuH (M3BECTCH MHAYKTOP Ha YEpHOAPOOHH
EH3UMH), SIHOBPEMEHHOTO IpPHIOKEHHE HAa Kapb0aMasenHH 3HAYHTENHO € YBENHYHIO
KIHMpHHCA Ha quetiapine. Topa ypenuuenne Ha KNUPHHCA € HAMATHIO €KCHO3MINATA Ha
quetiapine (u3mepeHa ype3s AUC) coe cpenno 13% B cpaBHeHHE ¢ €KCIIO3MIUATA IPH
[peIarafde caMo Ha quetiapine, Maxap e NpH BAKOM IAUHEHTH € HaGioAasan o-TonsaM
etext. B peaynTar or TOBa B3amMoAeHCTBHE MOMXKE Jla BE3HHKHAT HO-HHCKH IIa3sMeHH
KOBIICHTPAalWA H IIOpajH ToBa IIPH BCEKHM MAMEHT, B 3aBHCHMOCT OT KIHHHYHHI
OTTOBOD, TpsAOBa Aa ce MOMHCHH 32 NIPHIOKEeHHe Ha Io-BHCOKa mo3a Seroquel. Tpsa6Gsa ma
ce oTOenekH, 4e NPEeNoprYBaHaTa MaKCHMAanHa AHeBHa Jo3a Seroquel e 750 mg nuesHO
3a nedeHye Ha mmsodpenus w 800 mg Ha KeH 3a JeYeHHe Ha MaHUMHH eNH30AH IIpH
Ounonapuo adexTHBHO pascTpoicTso. IIpOABIKEHHE Ha JICYEHHUETO G HO-BHCOKH JO3H
Tps6Ba nma ce IOpeslpHeMe caMmO CHEJ BHHMAaTelHa NpelleHKa Ha OTHOIIEHWETO
pHCK/TIoN3a 32 BCEKH EUH Manuent. ExnospeMennoTo Npwioxkerye Ba Seroquel ¢ apyr
HHAYKTOP HAa MHUKPO3OMAaTHUTE CH3UMH (DEHMTOMH CHIIO NPENU3BHKBA [IOBUIHEHUE HA
KAHpBHCAa Ha quetiapine. Moxe nma ca HeoOXOOMMM MNOBHIIEHH HO3H Seroquel 3a
OXAEpKaHe HAa KOHTPOJa Ha ICHXOTHYHHTE CHMITOMH TP HALHEHTH, HA KOMTO CE
npunara eAHOBpeMEeHHO Seroquel u GenuTord M IPYFH HHEYKTOPH Ha qepnggpo6ﬂme
eEsuMH (Hanp. OapOutypath, pupamnuuup H ap.). Moxe ma ce Hamoxm noqaa*a H
Seroquel na ce HaManH, aKC ce [PeyCTAHORH NEYEHHETO ¢ QEHUTOMH, KapGaMaseHnH H.rm, R
ApPYTH UHIYKTOPH Ha YEPHOIPOOHUTE EH3UMH H Te C& 3aMECTAT ¢ He—HH,HyKTO_RH’(
HATPHEB Balupoar). i i




CYP3A4 e ObpBHYHHAT €H3UM, OTTOBOPEH 32 MeTaGoNM3Ma Ha KBeTHAIHA, MEAHHPaH
or nuroxpom P450. ®dapmakokHHeTHKaTa HAa KBETHAIIMHA HE C€ INPOMEHST KpH
eHOBPEMEHHO TMpHIaraHe Ha IUUMMETHAMH, M3BECTeH HHXHOHTOp Ha P450.
PapMaKoKMHETHKATA HA KBETHAIlMHA HE CE NIPOMEHA 3HadYHMO Cleli €HHOBPEMEHHO
IpueMaHe ¢ aHTHAenpecanTa HMunpaMuH (u3BecteH CYP2D6 uExuOMTOp) HIH
dayoxceTun (m3pecten CYP3A4 u CYP2D6 muxuOuTOpP). B el10 KIMHHYHO HPOyYBaHE
¢ MHOTOKpaTHO NpHAOKEHHe Ha quetiapine #a 37paBH JOOPOBOMLE 32 OHEHKAa Ha
(bapMaKOKHHETHKATa MY, KBJETO IPOAYKTHT € OMII NaBaH NpenM H 10 BpeMe Ha JiedeHUe
C KETOKOHA30M, 6HHOBPEMEHHOTO NPHIOAEHEYE HAa KETOKOHA30JI € JIOBENIO A0 HOBHIIEHHE
Ha cpepaute Crax B AUC Ha quetiapine ot 235% u 522% CHOTBETHO CBC CHOTBETCTBAIO
HaMalleHME€ Ha CpedHmus IepopaneH KiHpbHC ¢ 84%. Cpennoro EBpeMe Ha
HoNyenHMHEHNpaHe Ha quetiapine ce € yBemw9nno oT 2,6 Ha 6,8 yaca, HO CPEAHOTO ty,y €
ouno mempomeneno. Iopanu morenrmuana 2a B3auMoyeiicTere oT MOKOOHA BENHYHHA B
KIHHHYHY YCIOBMA Jo3aTa Ha Seroquel TpabBa Fa ce maMamd OpH eXHOBPEMEHHO
npunokeHHe Ha quetiapine m  MomHHM MEXHOuTOpH Ha CYP3A4 (xato asonoBH
AHTHMHKOTHIM H MaKPOIHIHA aHTHOHOTHLM).

4.6. BpeMeHHOCT H KbpMeHe

BezonacHocrra 1 edexriBrocTTa HA CepOKBEN 110 BpeMe Ha OpeMeHHOCTTa OpH JOBeKa
He ca ycradopenu. Ilopapu ToBa mo Bpeme Ha Opemennoct CepoxBen TpsbBa ma ce
yHOTpebABa caMo aKo IoJ3aTa ONpaBHaBa NOTEHHHAIHAE PUCK.

Crenenra Ha EKCKpeHMsl Ha KBETHAIIITHa B KbpMaTa IIpH 4YOBEKa HE © O3HaTa. HOP&I!II
TOBA JXXCHH, KOHUTO KbDPMAT, TpHGBa Ja Ccc ChBCTBAT Ja H30aTBaT KBpPMECHETO OO BpeME Ha

nmpuema Ha Cepokaen.
4.7. Edexrs BLPXY cI0CcO0HOCTTA 33 HoQHpane H padoTa ¢ mamusn

Karo ce mMar npenBupy I6pBHYHHTE €(EKTH BBPXY IEHTpalBaTa HEPBHA CHCTEMA,
KBEeTHANWH MOKEe Ja NoBIMAe HCHHOCTHIS, HM3MCKBallM IICHXMYHA KOHIEGHTparws.
TIopanu ToBa mManMEATHUTE TpAGBa Aa ce ChBETBAT Ja He modupaT WK fa He paboTar ¢
MaIlHN 0 U3sACHABaHE Ha HHIMBAMYaTHaTa MM 9yBCTBHTEIHOCT.

4.8. B3MOXKHN HEKeaHH peaknnt

Hali-decTuTe HEXEIaBH PCaKiil IpH CGPOKBGJI Ca COMHOJICHTHOCT, CBEYOBBEPTCK,
CYX0Ta B ycCTara, HCKA acTeumsd, 3alCK, TaXHKapHid, OPTOCTaTHYHAa XHIOTCH3MT H

JHCITCTICHA.

Kaxto npy ApyTrHTEe aHTHIICHXOTHYHH CPENCTBa, JedeHHEeTo che CepoKBen MOMKe Az ce
CBIIPOBOJIA OT CHHKOI, HEBPOJIENITHYHE MalliTBeH CHHAPOM, JIEBKOICHYS, HEYTPONCH
U TIepH(EepHU OTONH.




Hexenannrte NEKapCTBEHH peakiHi CBBEP3HH C pHeMa Ha Seroquel ca momMecTeHH BBB
(opmar gupenopsyanl or Cpeera Ha Mexnynapogaure Opranmszanun no Menununa
(CIOMS IIT Working Group; 1995).

HecTora

Cucrema

Crourne

Muoro yects
(=10%)

YecTn
(=1% -< 10%)

He yectu
(=0.1% -< 1%)

PascrpolicTBa Ha HepBHATa CHCTEMA

HapyineHus B KpsBTa H
IHM(QHATA cHCTEMA

CrpneuHo-cHI0BH HapYIICHHS

Hapymemm Ha racTpOHHCTECTHHATHHA
TPpaKT

Hacnenpauusg

Hapymnresnsa Ha HepBHATa CHCTEMA

Pecnupatophu, TopakanHu U
MEHUACTHHAIHY HAPYIISHHA

OrnnakeaBns 0T 0611 XapaKTep
Hapyuienus B XpEBTa
H nuMbHaTa cCHCTEMa

HapymeHusa Ha HMyHHaTa CHCTEMA

Hscnensanng

Samagmoct °
COMHOIEHTHOCT ~

Jlepxomenus

Taxuxappus 6

OpTtocTaTHyHa
xumnorensms

Cyxora B ycTara
Konctumamusa
Hucnencus

YBenudgeHne Ha
ternoro *
VYeenngenye Ha
CEpYMEHTE
TpancamuHasu (ALT,
AST)?

Cunxomn °
Punpr
Jlexa acTenms

Tlepudepnn oTonu

Eoznnoprmin
CBpBX49YBCTBHTEITHOCT

Hosumenre va gamma-GT
HHBaT2 ®
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TPHIIHBEPH AN

ITosvmenue HHUBOTO

Ha 0O
XOHeCTEPOI
Hapymenus Ha HepBHaTa cHCTeMa I'zpyose !
Penxu Crpanyyny eeKTH 0T IPHIMKEHUETO 3noKavecTREH
(0.01%-< 0.1%) HEBPOIENTHIEH CHHAPOM '
PenpoxyxTiBHA CHCTEMA IIpramiem
Mpuoro pemxu Hapymenns B Kppe1a H Heytponenus’

(<0.01%) nuM(pHA cHCTEMa

(1) Bex paspen 4.4 Creyuannu npedynpedcoeHuss U CReyuanHu npeonasHu Mepri npu
ynompeba.

(2) CoMHOJIEATHOCT MOXKE Ja Ce TOABH [0 BPeMe Ha ITBPBHTE JIB€ CENMMUIH HA JCUCHHE H
OOHKHEOBEHO H3UE3B2a C IIPOABIKEHHETO Ha Heuenie ¢cbc SEROQUEL.

(3) He ca wHaOnopaBany ciyyad Ha NPONBIKATENIHA TEXKA HEYTPONEHHS HIH
arpaHyJIOLMTO32 10 BpeMe Ha KOHTPONMPaHK KIHHUIAM npoyusanma cec SEROQUEL.
ITo Bpeme Ha cien peTHCTPAlOHHN HEePHON IPEyCcTaHOBIBAHETO HA JIEUSHHETO CHC
SEROQUEL e Omno 1ocreABaHO OT OT3BY4YaBaHe Ha JEBKONEHMATA M/HMIM
HEYTPOIECHHATA. BB3MOXHM PHCKOBH (AKTOPH 3a JICBKOIICHHA HM/HIM HEYTPOTICHHS
BKIIIOYBAT CHIUIECTBYBAIH IIPedM TOBa HHCKH HHBa HA JIGBKOLMTH M aHaMHe3a 3a
JEKApCTRO-MHAYIHPAH JICBKOIICHMA W/ HITH HEYTPONEHMA.

(4) HacTenea npeayMH0 IO BpeMe Ha NEPBUTE CEAMUNM Ha JICYCHHE.

(5) AcpMnToMaTIIHO NOBHILlaBaHE HHBOTO Ha cepyMHarta TpancamuHasza (ALT, AST) umn
gamma-GT umBa ¢ HalmopasaHo npu Hikon nanveHTH Ha SEROQUEL. Topa
HOBHIIEHHe OORMKHOBEHO e OHMAO o0paTHMO IPU IPOABIDKEHHE Ha JEYEHHETO ChC
SEROQUEL.

(6) Kakro npu ApyrH aHTHICHXOTHUM ¢ anda 1 6nokagna akrueroct, SEROQUEL moxe
[2 TpeOH3BHKA OPTOCTATHYHA XWIIOTEHSHA, CBBp3aHa ChC 3aMaliBaHe, TAXUKApAUS K
IIPY HAKOH TIALMEHTH CHHKOI, 0cOOEHO IO BpeMe Ha I'BPBOHAYANHOTO THTPUPAHE Ha

Jo3arta.

Jleuenuero cpc CepoxBell € OHI0 CHIPOBOKAAHO OT cHado T030BO-3aBHCHMO HaManeHHe
Ha HHMBATA Ha THPOHOHMTE XOpMOHH, ocobeno Ha TotamHus T4 m ceobommus T4.
IoywxeHueTo Ha TOTAIHUA | cBobomuua T4 ¢ MakCHManHO B IIBPBATE 2 10 4 CeRMUIM
or nevernero cse Cepoxsen be3 [10-HATaTHIIHO CHIDKABAHE B NIEPHOAZ Ha IBArOCPOYHO
neyenwe. B pourH BCHYKHM CIYYaH CHHpAHETO Ha jeueHHero che (e oxseg\ﬁnno
CBEP3aHO ¢ 00paTHO Pa3BHTHE Ha eexTrTe BEPXY O0IMA K CBOOONEH mm‘: NOT
MPONBIDKEHOCTTA Ha NedeHHeTo. Ilo-MalKki CHIKeHHA Ha oOIHs




Habnionasany penunpodnn nosumenvs B TSH 6e3 nanen SEROQUEL na npuuunspa
KINHHHYHO 3HaYAM XHNOTHPOUANIBM.

XuneprinkeMus U BIONIaBaHE Ha NpeBapUTENIHO CHIUECTBYBANl quabeT ca JOKIa Bali
B MHOTO PeJIKH ClIy4aH HO BpeMe Ha AedeHHe ¢he quetiapine.

Kakro mpm apyrs amturncuxortuny, SEROQUEL e BB3MOXKHO Ja IpedH3BHKA
HIOBHIIIEHNE Ha TeJICCHOTO TETIIO, IPeIHMHO 1T0 BpeMe Ha IIBPBUTE CEOMHIM Ha NeUeHHE.

Kaxro npu apyru antuncuxotaiy, SEROQUEL Moxe pa mpemmsBuKa yabIoKaBaHe Ha
QT murepBana, HO IO BpEME Ha KIMHHYHY H3OHTBAHHA TOBA HE € CBBP32HO C IIOCTOSHHO
napactBae (Bmx pasgen 4.4 ChenyanHu NMpeqyHpeXneHHs M CIENHANHH NpeAnasHH
MEpKH NpH yriorpeda).

Crobmenu ca peakuum Ha oTHeMane (Bwx pasnen 4.4 Cnenyansd Npenynpexaesus H
CIeHHATHN HpeNIasHi MEPKH NpH ynoTpeba).

4.9. Ilpenozupane’

IIpy xKIHHIYHUTE M3IMTBAHMA OIHTHT ¢ Npefo3upaHe Ha Seroquel e orpanusden. Josu Ha
Seroquel xo 20 g ca 6umi npremany; He ca cro0MIEHH XHBOTO3aCTPAMIABANH CHOHTH,
a TIallMeHTHTe ¢a ce RE3CTaHOBHIM Oe3 HeOIaronpHaTHy 3a TAX NochercTeus. Ilo BpeMme
Ha TIOCT-perUCTpalliOHHMA NepuoH ca HaOGmopasaHH MHOTO MalKC Ciiyyaw Ha
CaMOCTOATENHO Tpeyo3ypane Ha Seroquel, KOMTO 2 BOIAT JO CMBPT HIIH KOMA.

Io Ipasuio, cerolnaea ce 3a IpH3Hamd @ CHUMIITOMM, PE3YITaT OT 3acHlIBaHe Ha
I[IO3HATHTE cpapmazconomq}m EII)GKTPI Ha JICKapCTBOTO, T.C. 3aMaiipaHe H cerxai,
TAXUKaApAHA H XANMOTCH3HA.

HamMa cnemadrgeH aHTHAOT HA KBeTHANMHA. B ciyyau Ha Texxa HHTOKCHKaLws TpsaOBa
Jla ce HMMa MpPeNBHI BB3MOXKHOCTTA 32 YJYacTHe Ha MHOXECTBO NEKapcTsa, KaTo ce
NPENOpBHYBAT HHTCH3MBHM TIPIDKH, BKIIOUBAHIM YCTAHOBABAaHE M NOANBDKAHE HA
cBODOIHM AuxaTeNHH NBTHNE HA MalyEHTa, OCHIYpPSBaHE Ha afeKBaTHO KHCIIOPOIHO
MONABAHE H BEHTHIAUHS ¥ MOHHTOpPHMpaHE H IOZABPKAHE HAa CBPHEYHO-CHAOBATA
CHCTeMA.

BpuMaTeNHOTO IeKapeko HaGofeHHe H MOHHTOpHpaHe TpsAGBa A2 NpONBIDKH HO
BE3CTAHOBABAHETO Ha ITAITACHTA.
5. BPAPMAKOJIOI'MTYHHU CBOVMICTBA

DapraxomepanegmusHa ZpyRa: GHMURCUXOMUYY
Tepaneemuuna xnacugpuxayus: NOSA H

5.1. PapmakopmEaMHYHE CBOMCTBA




Mexanuzom na oelicineue

Keernamvn e aTHAMYHO aHTHIICHXOTHYHO CPEJNCTBO, KOETO B3aHMOACHCTBA C INHPOK
CIEKTEP HEBPOTPAHCMHTOPHH pelenTopr. KpeTHanuy nokasBa M0-BHCOK apHHEHTET KBM
MO3BYHHTEe cepoTorHOBH (SHT2) penenrropn orkonkoro kM gonamuropute D1- 1 D2~
pentenitopy. KpeTHanmus HpHTekaBa M BHCOK a(HHMTET KbM XHCTAMHUHEPTHUHHTE H
afpeHeprHynmuTe andal-pelentopy, ¢ Ho-HUCHK aMHUTET KM aXpeHepruyHuTe andal-
perienrropy, Ge3 spavnrenes auHATET KbM XOTHHEPTHYHHTE H MyCKaPHHOBH PELIENTOPH
uni OeHzomuazermuuOBHMTEC pelienTopy. KBeTManHH € axkT#MBeH MPH TECTOBE 32
aHTHIICHXOTHYHA aKTHBHOCT, KaTO YCIOBHO-pe(hIeKTOPHO H3GATBAKE.

DapmaxKoounamnun ceolicmea

PesynraTtire oT DpeIMHMYBH M3OMTBAHMA, Nokaszatenuu 3a EIIC, moxassar, ue
KBETHAIMH IpPEIH3BUKBA CaMO cnaba KaTalencHs B HO3W, ©(PEKTHBHO GUOKHMpamiu
NOTIaMUHOBHTEe D2-pellenTopH, CENeKTHBHOCT KbM NHMOMYHATA CHCTEMa KaTo GHOKHpa
JeronapHsanuaTa Ha MesonumOnanute A10, HO He ¥ Ha HUTPOCTPUATYCHK AY momlamMuE-
CBABPAINE HEBpOHH. KBeTHanuH nokasea MHHHMAaNHa CriocoGHOCT 33 NpefU3BHKBAHE
Ha JACTOHKA B CEHCUOMAN3HPaHH ¢ HEBPOMENTHIIH MaiMYyHI.

Knunuuna ehexmugnocm

PesynTatite oT Tp¥ Nnanebo KOHTPONMPaHM KIMHWYHHM HM3IIUTBAHWS, BITIOYHTENHO
€IHO, B KOETO A03MpOBKATa BapHpa oT 73 Ho 750 mg nHeBHO, HE MOKasBaT paslHKa
MexAy Seroquel u nnane6o 10 oTHOIIEHKE Ha yeenuyenne Ha EIIC mmm vipunpysxasamo
JeYEHHE C AHTHXONUHEPTHITH.

ITo ppemeHe Ha YETHPH KOHTPONMpAaHH NPOYYBaHH:], KBJETO C& H3MHTBA NO3HPOBKA HA
Seroquel no 800 mg 3a nedepwe Ha MaBHMHHH €MM301M IPH OHNONApHO adeKTHBHO
Pa3CTPOHCTRO, IBE OT KOMTO KaTo MOHOTEpAIlHs 1 BE KaTo JONBIHHTENHA TEpANHA KbM
JETAH MK BaJIIpoaT, HAMA paslHka Mexny Seroquel m mnanebo no orHomenmne Ha
crrydaute Ha EIIC mimy egospemensa ynorpeda Ha aHTHXONHHEPTHITH.

Ilpu Seroquel mama TeHAeHUMA Ha yBeNMYaBaHe HUBATa HA NPONAKTHH. B eXHO
KIMHEHYHO NPOYYBAHHE C MHOTOKPaTHH (MKCHpaHHd NO3M HAMa pa3jibka B HHBaTa Ha
TponakTHHa Mexny CepoKBel B NpenopbIsaHuTe JHO30BH MPaHUIH K ILIaneso.

Ypu xauHugHEATe M3naTRanus Seroquel € nokaszan e@exTHBHOCT IIPH JICYEHHETO KAKTO
HAa HO3UTHUBHMUTE, TaKa H Ha HETATHBHHTE CHMNTOMH Ha uimu3obpewmuara. Ilpn
CPaBHHUTENHH KIMHMYHM TIpOy4BaHMsa Seroquel e moxaszan cemara edeKTHBHOCT KaTo
CTaHFAPTHHTE aHTHIICHXOTHYEY CPEACTBa KAaTO XJIOPIIPOMa3HH H XaJIONePHOI.

Ilo Bpeme Ba xnIMHMYHEM TIpoyuBaHMd, Seroquel e Jjokazanm edeKTHBHOCT KaTo
MOHOTEpaIus UK KaTo NOMBIHUTENHA Tepanus NpH HaMandBaHe Ha MaHUHHH enH304H
IpH IaUMeHTH ¢ OWnonapHo adeKTuBHO pascTpodcrBo. Cpenmara xosa Seroquel B
nocleNHaTa ceAMHIA [PH OTFOBOPHIMTE Ha NEYCHHETO € npnﬁmy

0, oy AT f:(f
npaOnH3HTENnHO 85% OT OTrOBOpHIHTE ca GHIIM B HO30BaTa rpalmpa, Me)k):;y\()(} igr\ 00
mg Ha JIeH.




5.2. @apMaKOKHHETHYHH CBOCTBA

Kpetnanuu ce pe3opbupa xobpe u ce merabonmusupa B rofiaMa CTENeH Clier] NepOpalHo
npuanoxenye. ['NaBHETe MeTabONHUTH B YOBEINKATa IUIa3Ma He NPHTEXABAT 3HAYMTENHA
($apMaKolOTHYHA aKTUBHOCT. DHMOHANMYHOCTTA HA KBETHANWHA HE C€ IIOBIMABA
3HAYHTEAHO OT NpPHEMaweTo ¢ XpaHaTa. BpeMeTo Ha NONyenMMHHHpaHe e
npubnH3HTenHo 7 yaca. Ksetnamin ce cBpp3Ba C IIa3MEHHTE NPOTEHHN 0Kon0 83%.

B xiuAPYHY H3NMTBaHEA € oryereHa edexTrHOCT Ha Cepoxsen Npw IpHeM ABa IHTH
JuesHo. ToBa ce NOTBBP)KAaBa OT HPOYYBAHE H3MON3BAINO JAaHHH OT HO3HTPOH
emuTHpama ToMorpagua (IIET), xoero mokassa, ue Hammyeoctra B SHT, u D,
PEUEnTOPHTE ce 3ana3sa 10 12 vaca caen nosupade cbe CepoKBer.

(DapMaKOKHHB'I'FIKaTa Ha KBeTHANIMHA € jJnHeliHa 1 HaMa Pa3siHiKH MEXIOY MBKa H XKCHATA.

Cpennuar KIHPBHC Ha KBETHAIIHHA NIPH JIHLA B HalpeAHANa BH3pact e NpiGIu3nTenHo ¢
30% no 50% no-HHCEK OT TO3H IPH BE3pacTHHTE Mexny 18 mo 65 romuHm.

CpensuaT NiasMed KNMPBHC HA KBETHANWHA ceé HaMangBa mpuOmasuTenHo ¢ 25% mpu
AANa ¢ TeXKo OBOpedHo yBpexnane (KpeaTHHHHOB KIMPBHE rox 30 mu/mun/1.73 mz) H
IIpH JIHNa C 4epHOApoOHO yppexaase (cTaOHAHA anKOXOIHa LHPO3a), HO OTHEIHHTE
CTOMHOCTH Ha KIHPBHCA ¢a B pe)epeHTHHTE FPaHHEM 33 HOPMAaiHHU JIHLA.

Kpetanpy ce MOZENATa Ha 3HaguTelleH MeTa00H3EM, KaTo Ha H3X0MHOTO CheHHEHHE e
napnar nox 5% OT HENPOMEHEHN JIEKapcTBEH MaTepHal B ypUHaTa WiH (ekanumre ciex
BEBEX(IaHE Ha OenssaH Keetwamud. IlpuOmasurenno 73% oOT pamgHOaKTHBHOCTTIA ce
eKCKpeTHpa ¢ ypuHata H 21% ¢ dexanmure.

IIpoyyBanusTa in vitro ca ycranosuiy, 3¢ CYP3A4 ¢ OCHOBHMAT €H3UM, OTIOBODEH 32
uuroxpoM P450 menrupasns MeTaboIH3BM Ha KBETHATHHA.

JlokazaHo e, de KBeTHaNMH M HAKOIKO HETOBH MeTaboiuTH ca cnabu wHxubGHTOpH Ha
aKTHBHOCTTAZ Ha yopemiuTe muroxpom P450 1A2, 2C9, 2C19, 2D6 u 3A4, Ho camo B
koHHenTpanuy noHe 10 po 50 DETH NO-BHCOKH OT Te3d, HabGlopaBasH 1pH
[IpenopsyBaHarTa NHEBHa fo3a 3a goBeka of 300 mr pmmesHo. Be3 ocHOBa Ha Te3u
PE3YNTATH in Vitro, ManKo BEpOIATHO € eXHOBPEMEHHOTO NIPHIMKCHAE Ha KBETHANTHHA C
IpYr¥ JEKapcTBa Ja JOBENEe AO KIHHAYECKH 3HaYuMO JIeKapcTBEeHO HHXHOMpaHe Ha
mproxpom P450 Menuupans MeTabonu3sM Ha JApYroTO JIEKapCTBO.

5.3. IIpeskanHu4BN XaHnH 32 0e30HacHoCT

HQO!‘IB&HC Ha oCTPaTa TOKCHYHOCT

KpeTnammie MMa HHCKAa OCTpa TokcuyHOCT. Haxomxure Npw MMIEKK M _ILYEXOBE CHel

nepopanto (500 mr/kr) mm uATpanepuroHeamHo (100 mr/xr) BHECRAANG | NG
1

TANUYHA 33 eq;eKmBHo HEBPONENTHYHO CPENCTBO W BKIOUBZY Hamwenixmo'ro Ha




IT POVIBAHE Ha TOXCHIHOCTTA ITPYH MHOTOKPATHO NO3HPaHEe

Ilpy npoyuBaHmsi ¢ MHOIOKpaTHO JO3HpaHE Ha KBETHAMH HA IIBXOBE, Kydera H
MaliMyH# ca Ouad HabaionaBaHH OYaKBaHUTE 32 aHTHIICHXOTHYHO JIEKaPCTBO eeKTH OT
CIp28HA Ha IEHTpANHaTa HEPBHA cHcTeMa (Hamp. cefalldsd TIpH I0-HHUCKHTE HO3H I
TPEMOP, FEPYOBE MY NIPOCTPais IPH NO-BHCOKA EXCITO3HIA).

XWepnponaxTHHEMHEATa, HHAYOHpPAHA 4Ype3 aHTAFOHMCTMYHATA AKTHBHOCT HA
KBeTHAIIHHA MM MeTabonuTHTe My CHpsMo nonamMuBosMTe D2-penentopu, e BapHpana
CHOpeN >KMBOTHHCKHMTE BHEOBE, HO € OHia Hali-u3pa3seHa Iipd IUILXOBETE, KaTo
BCAEACTBHE HA TOBA, 10 Bpeme Ha 12-mMeceuHo npoyusane, ca Ounm HaGlonapaHm
peruna epexTd, BKIOYBANM MaMapHa XHAEPIUIA3Hs, YBEIHIEHO TErNo Ha Xunodusara,
HaMAaNeHO TErJIO Ha MaTKaTa M 3aCHJIEH PacTeX Ha MEHCKHUTE XHUBOTHH.

O6patumu MOpQONOTHYHM H (QYHKIVMOHANHE e(eKTH, CHBMECTHMY C WHAYIMpaHEe Ha
YEPHOAPOGHHTE EH3UMH, Ca OMIIi HaOMIOAABAHK IIPH MHIIKH, IHITBXOBE M MalMyHH.

XunepTpodus Ha THPOMZHHTE (ONMKYIHH KIETKH M ENHOBPEMEHHH NIPOMEHH B
NIa3MEeHKHTE HUBA Ha THPOMIHNTE XOPMOHH ca OTOSNI3aHU NPH IITEX0BE H MalMyHH.

IhmrMeHTHpaHeTo Ha pefulla TBEKaHH, O0co0CHO Ha THPOWHAHATA XKIe3a, He e OHIo
CBEP32HO ¢ MOP(HOJIOTHYHH HIIH (yHKIHOHATHY e(ekTH.

IIpexoaso nosunIeHKe Ha YECTOTATa HA CHPAEYHATA ACHHOCT, 663 ChIBTCTRALIM eeKTH
BBPXY KPBBHOTO HajArade, e 0o HabliioaBaHo Mpy Kydera.

IlocTeprioppa TpWEIBIHA KaTapakra, HaOmo#aBaHa clel 6 Mecema npH Kyuera,
TpeTHpanH cbkc 100 Mr/kr gueBHo, ¢ Ouia cBBMECTHMAa € HHXuOupaHeTo Ha
XonecreporopaTta OHoCHATE3a B Nemara. He e nabmonapaHa kKarapakra npH MaliMyBHTe
Cynomolgus, TpeTHpasH ¢ [Ho3H 10 225 MI/KT JHEBHO, HMTO NIBK B IpH3auMTE.
Hpocaeassanero npy XIMHUIHUTE N3NUTBAHNSA HE € NOKa3ajo CHBP3aHH ¢ NEKapCTBOTO
TIOMEBTHABAHIS Ha POTOBUIIATA MIPH YOBEKA.

Hsava pansM 3a HaMaidBaHe Ha Hey'I’_{JOCbHHI/ITC HIIH 32 arpanylonuTo3a IIpH BCHYKH
TOKCHKOIIOTHYHH U3CIHENBaHMA.

HQO YHYBAHHA Ha KaHNCPOTCHHOCTTA

Hpu macneppasus ma mexose (Hoszu 0, 20, 75 w 250 Mr/kr OHeBHO) uecroTaTa Ha
MaMapHy afAeHOKApPOMHOMH IpH KEHCKHTE NNHX0BE € Guiia MOBKHIEHA IPH BCHSKH JO3H,
BCISOCTBHE Ha HPOMBIKHTENHATZ XANEPIPONaKTHHEMH.

ITpu MExKHTE TUIBXO0BE (250 MI/KT AHEBHO) M NpH MHIDKH (250 M 750 MI/XT AHEBHO) ¢
HabMo#aBayo NMOBHIICHNE Ha YecToraTa Ha KoOpoKayecTBEHH afeHOMH Ha THDOMIHITE
(ONUXYIIHY KIETKH, CEBMECTHMH C H3BECTHHTE MEXaHH3MH, cneun@mgﬁ’f’g@-in%a

PE3YJITaT OT 3aCHIICHHS YepHOApoOeH KIMPBHC Ha THPOKCHHA. / el
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EdexTnTe, CBBEp3aHH ¢ NOBHIICHHTE HABA Ha MPONEKTHHA (MaprUHANHO HaManeHHe Ha
GepTHIHOCTTa 1 IHKIHBA OPEMEHHOCT, IIPOTPaXHpaHy IEPHOAY Ha TUECTPYC, HOBHIICH
IPeKOUTANISH HHTEPBA H HaMalleH NIPOIIeHT Ha 3abpemensgemoct) ca iy BabionaBanu
OpH IIBXOBE, BBHOPEKH 4Ye Te3H e(eKTH He MOraT Ha ¢ OTHecaT IPAKO KbM JOBEKa,
[IOpafy BUXOBHUTE PA3THKH B XOPMOHAIHUS KOHTPOI HA PElPOAYKIHATA.

KreTuannn HaMa TepaTOreHHH eDEKTH.

IIpoyuBaHig ga MYTareHHoCTTa

HPOY‘IBaHHHTa Ha TeHeTHMHATa TOKCHUHOCT Ha KBETHANlHHa [I0KAa3pa, Y& ToH He €
MYyTarcH HIH KIIaCTOTCH.

6. PAPMAINEBTHYHA JTAHHA

6.1. Caschk 12 NOMOIIHHTE BelliecTsa

Crpuepuna Qb6suBKa

Povidone (PhEur) Hypromellose 2910 (PhEur)
Calcium Hydrogen Phosphate (PhEur) Macrogol 400 (PhEur)
Microcrystalline Cellulose (PhEur) Titanium Dioxide (PhEur E171)
Sodium Starch Glycollate (type A) Ferric Oxide, Yellow (PhEur, E172)
Lactose Monohydrate Ferric Oxide, Red (PhEur, E172)
Magnesium Stearate

6.2. HechBMecTHMOCTR
He ca n3pecTHi.

6.3. Cpok Ba rogpoct
3 romusn.

6.4. Cienpaanu NPeANa3sHH MepKH NPH chXpaHEeHne
Ha ce cexpaunspa nog 30°C.
Ja ce cpxpansBa B OpHIHHANHATA ONAKOBKA.

6.5. EcTecTBo B CHABPRAHNE HA OHAKOBKATA

Seroquel ce mpopmasa B onmaxoBky 110 60 Tabnerky n Beaxa TableTka cpABPKA 25 mg
quetiapine.

Seroquel xoMOuHMpaHa onakoBka chibpika 6 TabneTiu oT 25 mg, 3 TabneTKH.O!
u 1 rabnetka ot 200 mg quetiapine. ,‘--‘S‘S\I‘W? ‘N
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6.6. Yra3zanusd 3a ynorpeda / padora ¢ npenapara g
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7. MIPIRTEXXATEJL HA PASPEIHEHUETO 3A YIIOTPEBA
AstraZeneca UK Limited
600 Capability Green,
Luton, LU1 3LU, UK
'8. HOMEP HA PAZPEIIEHUETO 3A VIIOTPEBA
Seroquel 25 mg: 9900253
‘9. IATA HA ITBPBO PA3PEINABAHE 3A YIIOTPEBA MOJHOBSBAHE HA
PASPEHIEHHAETO '
1999-08-16

- 10. )IATA HA YACTHYIHA AKTYAJU3ALMA HA TEKCTA
2003-07-21
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