1.

KPATKA XAPAKTEPUCTHUKA HA INIPO/IYKTA

SETININ
CETUHHWH

NME HA JIEKAPCTBEHMUA ITPOAYKT
Cerundud 25 mg ¢mimupanu Tabnetk/Setinin 25 mg film-coated tablets
Cetunns 100 mg dunmMupann tabnetku/ Setinin 100 mg film-coated tablets
Cetunny 150 mg dunmupanu rabiaetki/ Setinin 150 mg film-coated tablets
CetnHuH 200 mg dunmupann tadnerkw/ Setinin 200 mg tilm-coated tablets
Cerunun 300 mg drnmupanu Tabnetku/ Setinin 300 mg film-coated tablets

KAYECTBEH U KOJIMYECTBEH CbCTAB

CetnHuH 25 mg GWIMHUPaHu TabieTKH

Beska TabneTka cbabpka 25 mg KBeTHanuH (quetiapine) (KaTo KBETHaNUH
dbymapar).

[ToMOLIHO BELIECTBO: JIAKTO3a MOHOXHJAPAT CHOTBETCTBAlla Ha 4.9 mg JiaKTo3a,
Oe3BOHA.

Cetunus 100 mg dunMupasy TabIeTKH

Beaka Tabnerxka cpaspxa 100 mg xeeTHanuH (quetiapine) (KaTo KBETHAIWH
pymapar).

[ToMOIIHO BEIIEeCTBO: JIAKTO3a MOHOXMApAT CBHOTBeTCTBAallla Ha 20 mg JaKTO3a,
0€3BOIHA.

Cetunns 150 mg dbuimupaHy TabneTku

Besaka Tabnerxka cpappka 150 mg KBeTHanuH (guetiapine) (KaTO KBETHANMH
dymapar).

[TOMOIIIHO BEIICCTBO: JAKTO3a MOHOXHAPAT CHOTBETCTBAILA Ha 29.5 mg Jia KTO3a,
0e3BOJHA.

Cetunun 200 mg duIMupaHy TaOaeTKH

Beaka Tabnerka ceaspxa 200 mg xBetwanuH (quetiopine) (Karo KBETHAINWH
(pymapar).

[ToMOIIHO BeIlleCTBO: JTaKTO3a MOHOXHMAPAT CHOTBETCTBAIA Ha 39.3 mg Jia KT03a,
Oe3BOIHA.

CerunuH 300 mg duaMupaHy TabaeTKH

Beska Tabnerka cbAppka 300 mg KBeTHanuH (queitapine) (Karo KBETHANHUH
(hymapar).

[ToMOLIHO BELIECTBO: JIAKTO3a MOHOXHIpPAT CHOTBETCTBAIA Ha 39 mg NaKTosa,
Oe3BOgHA.

3a I'bAHHS CIIHCHK HA MOMOIIHUTE BellleCTBa, BUKTE T 0.1

JEKAPCTBEHA ®OPMA
OurMmupanu TabneTK.




Cernnud 100 mg duamupasy TaOJETKH NPeACTaBIsBAT KPBIJIU, ABOMHO H3ITHKHAIIH,
XBJITH TabNeTKH ¢ rpaBUpaH HaANKC “Q” OT eaHAaTa CTpaHa.

Cerunyr 150 mg dunMupadn  TabJaeTKH MNpeACTaBAABAT OBAJIHM , JABOUHO
H3MBLKHAIH, 071e10 % BJITH TabJETKH ¢ rpaBUpaH HaANUC “(Q” OT eAHaTa CTpaHa.
Cerunnd 200 mg duwiMupany TabaeTKy NpeACTaBIABAT KPBITIH, IBOHHO H3ITBKHAIIH,
6enu TabneTKH ¢ rpaBUpaHd Haanuc “Q” oT eqHarTa cTpaHa.

CetunuH 300 mg QUIMHpaHy TabneTku NpeacTaBisABaT KPBIJIM, ABOMHO H3ITBKHAJIH,
6eny TabsieTKy ¢ rpaBUpaH Haamuc “Q” oT eaHara crpaHa u ,,300” oT gpyrara.

4, KVIMHHYHHU JAHHMU
4.1. TepaneBTHYHH NOKA3aAHHA
Jleyenue Ha WH30(PEHUS.
Jledenne Ha yMepeHO TeXKH A0 TEXKKU MAHUHHU eNMU30AH. KBeTHANIMH HE € ToKa3al

cnocOOHOCT Ja MpeAoTBpaTABa PEUMAMBU HA MAHUMHHM HIN JCMPECUBHHU €IMU30IM
(BX. TOUKa 3.1).

4.2. Jlo3npoBKa U HAYHH HA NPH/AOKECHHE
CeTnHiH TpA0Ba Ja Objie MpHIaraH IBYKPaTHO JHEBHO ¢ WIK O3 XpaHa.
Bv3pacmnu
3a JeuycHue Ha mWU30dpeHHn odiara JHEBHA 4033 34 IBPBUTE 4 JHH HA JICUCHUETO €
50 mg (1-Bu aeH), 100 mg (2-pu aen), 200 mg (3-tu aex) v 300 mg (4-TH 1eH).
Cnex 4-tu [JeH HATAaTHLK Jo3ara TpabBa na ObAe TUTpUpaHa 40 AOCTHraHe Ha
obmomnpuerara edexkTHBHA Oo3a oT mopaabka Ha 300 - 450 mg/aHerHo. B
3aBUCHMOCT OT KJIHHWYHUA OTTOBOP X IIOHOCHUMOCTTa IIpH OTACIHMA [TALHCHT,
103aT4 MOXKe Ia Oble MHAUBHAYATH3HpaHa B rpanunvte Ha 150 g0 750 mg/aHeBHO.
3a JleueHre Ha MaHWHHU emU30AH, CBhP3aHM ¢ GUIIONIapHU pa3cTpoicTsa, oluara
JHEBHA 1034 33 MBPBUTE YeTHUPH JIHH oT neueHuero € 100 mg (1-8u OcH 1), 200 mg
(2-pu aex), 300 mg (3-tv gen) u 400 mg (4-t1 neH). [1o-HATaTHIIHOTO KOPHUIrupaHe
Ha go3aTa o 800 mg/nHeBHO a0 6-TH JeH TpabBa Ja HapacTBa ¢ He mosede oT 200
mg JHEBHO.
TNozara MoKe 1a Obae HHAUBHIYAIU3UpaHa B CbOTBETCTBHE ¢ KJIIMHUYHIA OTTOBOP U
[TOHOCHMOCTTA IIpH OTAENHMs TauueHT B paMkure Ha 200 go 800 mg AHEBHO.
O6uuaiiHata edeKTHBHA A03a e B nopsaabka Ha 400 1o 800 mg aHEBHO.
Iayuenmu 6 HanpeoHara ev3pacm
Kakto ¥ ApyruTe aHTMICHXOTHLM, KBeTHamuH TpabBa jga Obae NpUIHTaH ¢
BHUMaHHe IPH Bb3PAaCTHH, OCOOEHO B HAMAIOTO TIpM THTpHpaHe Ha po3arta. B
3aBUCHMOCT OT KJIMHHYHHA OTTOBOP U MOHOCUMOCTTA Ha NAHWEHTA, NEPHOLBT HA
TUTpUpaHe Moxe Ja ObJe Mo-ABJIBI W JHEBHATA TepaneBTHYHA 1032 MO-HHUCKA OT
Ta3u OpH [O-MJIAJU [aLUEHTH.
CTOMHOCTUTE HA IUIa3MEHMS KIMPBHC HA KBETHANMH HpH JIHLUA B HallpeaHAIa
pb3pacT e HamasieH ¢ 30-50% B cpaBHEHME ¢ NTO-MJIAAN MTALUEHTH.
Ileya u noopacmeawu
BesonacHOCTTa M e(pMKACHOCTTA Ha KBETHAIIMH HE €4 YCTAHOBEHE MpU Aela MU
OAPacTBAILIH.
bvbpeuna nedocmamuvunocm




4.3.

4.4,

Heproopobra nedocmamvyHocm

KsetHannH ce Metaboau3npa €KCTECH3HMBHO B OPraHM3Ma, MOpaau KOeTo TpAadBa aa
Ce mpujiara ¢ BHHMaHHE INpH MNAIMCHTH ¢ YCTAHOBEHH YEPHOAPOOHH HapyIICHHA,
0co0¢HO B NepuoJa Ha TUTPHpaHE Ha 103aTa.

[TaupieHTHTE ¢ YepHOAPOOHN HapyIleHHS TpaOBa Aa 3amMO4YBaT JICHECHHE C JHCBHA
no3a 25 mg. B 33BHCHMOCT OT KJIMHUYHHUA OTFOBOP U IOHOCHUMOCTTA,
HHIUBUAyaJIHATa A03a TpsaOBa Aa ObAe NOBUILABAHA AHEBHO ¢ HE MOBeYE OT 25 10 30
mg A0 AOCTUraHe Ha ePeKTUBHA 1034,

IlporuBonoxasanus

CBPBXUYBCTBUTCIHOCT KBM AKTUBHOTO BCLIESCTBO WJIH KbM HAKOH OT JPYTUTE
KOMIIOHEHTH Ha MPOJYKTA.

EaHoBpeMeHHO NpuaoXeHHe ¢ MHXUOMTOpU Ha uuToxpoMm P 450 3A4, karo HIV
npoTeasa HHXHOWTOpHUTE, a30JOBH IPOTUBOIBEOMUHH Tperaparta, €pHTPOMHULNH,
KIAPUTPOMHLHH U He(a3040H € NPOTHBOMOKA3aHO (BXK. T. 4.5).

CrnienMaJiHi NpeaynpexaeHus U NpeANasHH MEPKH MpH ynoTpeda
Copoeuno-cv0o6u 3abo138anus

KpervannH TpadBa na Obae mpunaraH ¢ BHMMAHHME IIPH MAalUEHTH ¢ HU3BECTHH
CHPJASUHO-CHOOBH  3a00MABAHMA, MO3IBYHO-CBAOBO 3abosaBane WM APYTH
CBCTOSHUA, IpeApa3noaaray KbM XUIIOTOHHUS,

KBeryanuy MOXe Ja NMpeJu3BHKA OPTOCTATUYHA XWUITOTOHMA, OCOOEHO MO BpeMe Ha
[epHOAa Ha [IHPBOHAYASHO MOBHILABaHE HA jJ03aTa. B To3M ¢iy4ail B choOpaxeHue
TPA0BA 14 Bie3e HaMaiABaHe Ha J03aTa WY IIaBHO NOCTEMEHHO MOBUIICHUE HA
no3ara,

I vpuoee

B xoHTpONHpaHY KIHHAYHYU NMPOYYBAHUA HE € YCTAHOBEHA pa3jiMKa B 4ECTOTATA HA
WHIMIEHTHTE OT [bPUOBE NPH NALMEHTHTE, TPETHPAHH ¢ KBETHAIIHH WM 11auedo.
[Togo6HO Ha ApYruTe aHTUIICUXOTHLM, C€ [TPEMOpPhYBa BHHMaHHUE, TIPH JICHEHHETO Ha
MalMesTH ¢ aHaMHe3a 3a I'bpuoBe (BXK. TOUKa 4.8).

Excmpanupamuona cumnmomamuxa (EIIC)

B xoHTpoaupaHH KIMHHYHHM M3IUTBAHMA YeCcTOTa HA HHUUWAGHTHUTE OT
eKCTpanHpaMHiIHa CUMITTOMATUKA B [IPENOPBYBAHUA TEPATIEBTHYCH J030B PEXKHUM He
ce € pa3yiMyaBaja OT Ta3y B IpyNuTe, IpHeMay Iiauedo.

Tapoumuera OucKkuHe3Us

[Tpu nosBa Ha NMPU3HALK W CHMIITOMH Ha TApAWTHBHA JMCKMHE3NA, B CHOOpaXeHue
TpAGBa 1a Blle3e HamMaleHHe Ha 1034aTa WM [IpeKpaTsaBaHe Ha IpueMa Ha KBETHAIIHH
(BX. T. 4.8).

3nakovecmeer He@POACHMUYEH CUHOPOM

3710Ka4eCTBEH HEBPOJIENITHYEH CHHIAPOM C€ CBLp3Ba € JICYEHHE ¢ aHTHUNCHUXOTHIIH,
BKIIOUMTE/IHO KBeTHANMH (BX. Touka 4.8). KiouHu4YHHTE TIIPOSBH BKIXOUBAT
XUIIEepTepMUs, HApyIIeH MHCJIOBHA AEHHOCT, MYCKYJIHA PUTHMIHOCT, HECTAOWIHOCT
Ha aBTOHOMHATa HEpPBHAa CHCTEMA M MOBHIIEHM HUBA Ha KpeaTHH(pochoxuHaza. B

IIPEeyCTAHOBEH U A3 ObJe MPUIOKEHO NOAXOJAIIO JEUSHHE.
Teoicka neymponenus
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Texka HeyTponerus (6poit Heyrpodmwmu <0.5 X 10°/L) e 61uia cpobiuasana HeYecTo
B KJIMHUYHH W3NUTBaHMA ¢ KBeTHAIHH. [loBeueTo ciydau Ha Texka HEYTPONEHHS ca
01y HaOMIOAABaHH HAKONKO MECELa e/ 3al0YBAHe Ha JICUCHHETO ¢ nNpoaykra. He
€ YCTAHOBEHa 3aBUCHUMOCT OT TMpWwioxeHata n03a. JlaHHUTE OT HaTpylaHus
[IOCTMapKETHHIOB ONHUT CoYaT, Y¢ CJIeJ IPEKbLCBAHETO HA JICUCHUETO ¢ Mpernapara
JIEBKOTICHIA/HEYTPOTIEHHS  OT3By4YaBaT. BB3MOXHHUTE pHCKOBH (akTopd 3a
Pa3BUTHUETO Ha JIEBKONEHMS, BKIKOMBAT NPEALISCTBALL HaMaleH Opod Ha Oesure
KPBBHU KJIETKH ¥ aHAMHE34 34 JEKapCTBEHO, NPEAN3BUKAaHa HEYTpOIieHUus. IIpueMbT
Ha KBeTHanuH TpaAOBa Ja ‘OpAc MNpEyCTaHOBEH IIpU MaUMeHTH ¢ Opoil Ha
meyrpodmwinre <1.0 X 10°/L. Maumenture Tpabpa na GbAaT HabmomaBaHH 3a
MPU3HALIK ¥ CUMIITOMH Ha HHPEKIHA ¥ X0 MOBHIIaBaHe Opos Ha HCYTPOPHINTE Ha
1.5 X 107/L. (Bx. T. 5.1).
Bzaumooeucmeus
Bx. ¢pmIO T. 4.9,
EaHoBpeMeHHOTO WM3MOM3BaHE Ha KBETHMANMH M MOLUHW  WHIYKTOpPH Ha
qepHOAPOOHNTE €H3UMH Karo KapOamasenuH ¥ (PEHHTOMH BOIM OO0 3HAYUMO
HaMaslgBaHe Ha IUIa3MEHHTE KOHUEHTPALMHA Ha KBETHAIIHMH, KOCTO MOXE /Ia MTOBJIMse
e(peKTHT MY.
JleueHHEeTO ¢ KBETHANHUH IPH MAUMEHTH, KOUTO ca OMIH JICKYBAHHW ¢ WHAYKTOPU HA
yepHOAPOOHKUTE eH3UMH TPAOBa Ja ObAe 3aMOYHATO CaMO aKO JICKAPAT NpeleHH, 4e
[MO3aTa OT HEro HaJABHINABA PHCKA OT MPEKbCBAHE HA JIEUEHHETO C IIperapara,
MHAYKTOP Ha 4epHONPOOHMUTE eH3MMH., BaKHO ¢ BC4Ka MPOMsAHA B TEpanuiara ¢
4epHOAPOOHKA eH3UMEH HHAYKTOP Aa OB MOCTENEHHa ¥ aKO ¢ HE0OX0aMMO TOH Aa
ObJe 3aMEHEH ¢ JIEKapCTBO, KOETO HE € CH3UMEH HHAYKTOpP, Halp. HATPUCB
BaJIIIpOAT.
Heobxoaumo e aa ce u3bsArea e IHOBPEMEHHO TIPWIOKEHHUE ¢ APYTH HEBPOJICIITULIH.
Xunepznuxemus
XHUnepriukeMusa Wiy o00CTpAHe Ha IpeluecTBaml Auader ca OWIH JOK/IaABaHU B
MHOTO PEJKH CIydad IO BpeMe Ha JiedeHHe ¢ KBeTHanuH. llogxonadiy xIMHWYCH
KOHTPOJI € IpeNOopbUnuTeNeH TP MAlUeHTH ¢ AHA0eT W IIPH MAlUeHTH, ¢ PHCKOBH
(pakTopH 3a pa3BUTHE Ha 3aXapeH guadbeT (BK. CHILO T. 4.8).
Junuou
[MopuiIeHHE Ha TPUNIHUIEPHINTE H XoJjecTepona € 010 HabIroAaBaHO B KJIMHHYHH
W3nUTBaHUA ¢ kBetwanuH (Bx. T. 4.8). [loBuuraBaHeTo Ha CTOHHOCTHTE Ha
IHIUAATE TPAOBa Aa 6bJe KOHTPOIIMPAHO ¢ NOAXOAMIM KITHHIYEH KOHTPOI.
Yovnorcasane na Q1-unmepeana
B KIMHUYHMA M3MWTBAHUA U B CJIyYauTe, KOTaTo ce npuiara B cboTBercTBre ¢ KXII,
NPUIIOKEHHETO HAa KBETHAlMH HE CE€ CBBP3Ba ¢ IIEPCHCTHPAILND YIbIKABAHE HA
abcomotuus QT unreppan. Beipexks ToBa, yabmkaBaHe Ha QT-uHTepBaia € OMIo
HabmoaaBaHo npy npeaosupane (Bx. T. 4.9). Kakro npu BCHYKH aHTHIICHXOTHLH C€
H3UCKBA BHHMaHHE, KOraTo KBETHAIINH ¢e Ha3HAYaBa € THOBPEMEHHO C IEKapcTBa, 3a
KOUTO € M3BECTHO, Y€ BOJAT A0 yIb/KaBaHe Ha QTc uHTepBana ¥ eIHOBPEMEHHO ¢
HEBPOJIENTHIM, 0cO0eHOo mpu OOIHM B HapeAHaNa Bb3pacT, IPH HAaUHUEHTH C BPOACH
yaeoked QT CHHAPOM, CBC Chpj€YHAa HENOCTATBYHOCT, ChpAEYHA XUIepTpodus, .
XUMOKAJIMEMUA WIM XUIIOMarHe3MeMusi WK NP NalMeHTH ¢ paMHIHA arram@ﬁﬁaﬂﬁﬁ\
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4.3.

Cumnmomu Ha omueMane

CHMIITOMH HAa OTHEMAaHE TMPH OCTPO NMPEKbCBAHE HA JICUCHUETO BKIIIOUBAIIN TaJEHE,
nOoBpbllaHe HW Oe3chHUE ca OWIM ONWCaHH clie]l I[PEeKbCBAHE IpHeMa Ha
AHTUIICUXOTUIIM, BKIIOYHTCNHO KBeTHanuwH. IlpemopmyBa c€  MHOCTENEHHO
OpPeyCTAHOBSABAHE HA TIPUEMA.

Juya 8 HanpedHana 8v3pacm ¢ NCUX03A, CEBPIAHA € 0EMEHYUS

KBeTHanuH He € 0400peH 3a JICUCHUE HA TTALUECHTH ¢ AEMEHLUMA-CBBP3aHH IICHX03H.
B paHgoMm3upaHH IU1alcOO-KOHTPOJMPAHW U3NWUTBAHUA € HAKOM ATUIIHYHU
aHTHUIICHXOTHIM € HaOIlFoaBaHO TPHUKPATHO IOBHINABAHE Ha liepeOpoBacKynapHUTE
MHUHUICHTH [IPY MAlMEHTH C JIEMEHLUS.

Mexanu3MbT Ha TO3M TOBHIUEH PHUCK € Heu3BecTeH. [IOBUINEH pUCK HE MOXE Ja
ObJe HU3KITIOUECH 33 APYTH aHTMICUXOTHUIIM WM APYrH TPyNH NanueHTH. KBeTnanun
TpA0OBa Ja ObJe U3MOM3BAH ¢ BHUMAHUE ITPU NALMUECHTH C TTOBUILEH PHUCK OT MO3BYEH
HHCYIIT.

B MeTa-aHa/IN3 Ha ATUNMMYHN AHTHIICHXOTHLIH € OW/I0 CBOOIIEHO, Ye [IPH [TaUWeHTUTE
B HaMpeaHala BB3PACT ¢ MCUXO03H, CBHP3aHU ¢ ACMEHLMS MMa IOBHIIEH PHCK OT
CMBPT B CpPaBHEHHE C Te3M, nNpueMany Inanebo. HecTorata HA CMBPTHOCT IIPH
MalMEHTH, TPETUPAHH ¢ KBETHAIIMH B JBe IU1ALE00-KOHTPOJHPAHHU NPOYUBAHHUA C
npoabkuTenHocT 10 ceqmuny mpy cpluaTa nomyaanud (n=710; cpeaHa BE3pacT 83
roJVHH, TpaHuIM: 56-99 roguau) ¢ Guna 5.5% B cpasnenue ¢ 3.2% B miauedo-
rpynara. [lallieHTHTE B TE€3M MPOYyYBaHHUA Ca MOYHHAIM MO Pa3MH4HA MPHYHUHY,
KOUTO CHOTBETCTBALIY HA OYAKBAHUATA 32 Ta3H MOMyjalus. 1€3d ZTaHHU HE MOKa3BaT
MPHYHHHO-CIIEJCTBEHA BPb3Ka MEXIY JE€YEHHETO ¢ KBETHAIIMH H CMBPTTa IPH
BB3PACTHH MALMCHTY C JEMEHIMs,

Hownvanumenna ungopmayus

Hamvue ca OrpaHHYeHH A3HHM 34 NPHJIOKEHHE HAa KBETHAIIMH B KOMOUHALWA ¢
divalproex (valproate semisodium) UIH JUTHH NIPH JeUEHHE H& YMEPEHU A0 TEKKH
MAHMIHN eNU3014, KaTo KOMOWHHpaHaTa Tepanud ce rnonacs Ao0pe (BXK. Touka 4.8).
JlaHHUTE ca TOKa3al¥ aJuTHUBeH e(eKT, HACTBIBalll Mpe3 TpeTara CeAMHLa OT
HaYaJ0TO Ha JiedeHHeTo. BTopo u3ciieaBaHe HE € MOKA3alo HATHW4YHMe Ha aJuTHBEH
edext cnen 6-1a ceamuna. Hama naHHH 3a edekTHTe Ha KoMOMHALMATa citex 6-Ta
ceIMHLIA Ha JICUSHHETO.

CeTHHHH CBIBpKA JIAKTO3a MOHOXHiAparT. llanMeHTHTe ¢ peaxn HacleACTBCHH
[po6ileMH Ha rajaKTo3HAa HEMOHOCHMOCT, Lapp nakraseH AEQUIMT WK [THOKO30-
rajiakTo3Ha ManadcopOums He TpadBa Ja IpUeMaT TO3H NPOAYKT.

BianmoaelicTBHEe ¢ APYTH JeKApPCTBEHH HPOAYKTH H ApYrH ¢opMH Ha
B3aHMOJ¢HCTBHE

Biemaiiku nipex Buf ocHoBHMTE edekTH Ha kBetnanuH Bepxy [IHC, Toit Tpabsa na
Oble npuiarad ¢ BHUMaHHE B KOMOMHAUMs ¢ APYTH JjieKapcTBa, JAEHCTBALIM BBPXY
{HC u ankoxoJ.

Liuroxpom P450 (CYP) 3A4 e OCHOBHHAT €H3UM, OTTOBODEH 33 UUTOXpoM P450
MeTUUpaHUsa MeTaboJMHM3bM Ha KBeTHanWH. B u3cneasaHe 3a NpoydBaHe Ha
JIEKApCTBEHH B3auUMOJEHCTBUA [pU  3ApaBH  A00POBOMIM, €IHOBPEMEHHOTO
MPUIOKEHE Ha KBeTHAmuH (25 mg) u xetokoHasoa (CYP3A4 uuxuburop) Boau 10

5-8 xpatHo mnosumasaHe Ha AUC 3a xBernannH. Bb3 o0OCHOBa Hﬁéﬁﬁﬁﬁﬁ‘ﬁ:@
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CIHOBPEMEHHOTO NpWIOKeHHe Ha KeetamuH u  CYP3A4 uHxubutopu e
npoTuBonoKasaHo. [IpueMaHeTo Ha KBeTHMANMH CBC COK OT rpedndpyT HE ce
[IpEOPbYBA.

B mnpoyuyBaH¢ ¢ MHOIOKpPAaTHO IMPWIOXKEHHUE IIPH MAUMEHTH 34 OLICHKa Ha
(apMaKOKWHETUKATA HA KBETHANIWMH, OPHUIAT4H OPEAA W [0 BPEME HA JICUCHHE
KapOamazenuH (M3BECTEH KaTo YCPHOAPOOCH €H3UMEH HHIAYKTOP), € IHOBPEMEHHOTO
IPHIOKEHHE HA KapOaMasenuy CUrHU(PUKAHTHO MOBUILABA KJIMPBHCA HA KBETHUAIIHH.
Topa MOBMIIEHHE HA KIHUpPBHCA HAMa/IBA CHUCTEMHATA €KCMO3WULUA HA KBETHAIUH
(oueHeHa uype3d AUC) ¢ okono 13% or ekCcrno3suuusaTa IMpH CaMOCTOSATETHO
NPWIOKECHUE HA KBETHAIIMH; BBIIPEKH, Y€ NpU B HAKOM Cly4ad € HabmoaaBaH IIo-
ronaMm edext. Karo mocneanua Ha TOBa B3aUMOJACHCTBHE, MOraT Aa ce HabmogaBat
MO-HUCKH TUJIa3MEHH KOHHEHTpalLMH, KOWTO € BB3MOXKHO Ja IOB/IHAST €(eKTa Ha
KBETHAIIUH.

EXHOBPEMEHHOTO NPHWIOKEHHE HA KBETHANUH U (PEHHUTOUH (MHKPO3OMAaTeH €H3UMEH
HHAYKTOP) BOJAM OO 3HAYUTEIHO MOBHUIIEHHWE HA KIHMPBHCA HA KBETHATIMH (CPEeaHO
450%). Ilpu nauyMeHTH, TPUEMALLIM YEPHOAPOOHHU €H3UMHHA HHAYKTOPHU, NIEUEHHETO €
KBeTHAIMH TpaOBa ja §bJe 3alI04YBaHO CaMO aKO JieKaps NOTBBPAY, H€ MOJ3UTE OT
TOBA JICUEHNE HAAXBBPJIAT PHCKOBETE OT MPEKbCBAHE HA JICYEHUTO ¢ YEPHOAPOOHUSA
eH3UMEH UHIAYKTOP. B TO3M CMHCHI € BaXHO BCAKA IPOMSHA B JICUEHUETO C
YepHOAPOOHUA €H3MMEH MHAYKTOp Aa Oble MOCTeNeHHa, KATO TOH MoXxe Ja Obae
3aMEeHEH C JIEKAPCTBO, KOETO HE MHAYLMpa YEPHOAPOOHHUTE €H3UMH (HAMp.. HATPUEB
BANIpoar) (BxK. 1. 4.4).

DapMaKOKMHETUKATA HA KBETHANMUH HE C€ TMPOMEHA CUIHHQUKAHTHO IIpH
eZIHOBPEMEHHO MPHJIOKEHHUE ¢ aHTHIENpecaHTa UMUIpaMuH (u3BecTeH Kato CYP
2D6 uuxuburop) unm ¢uyoxcetud (usBecteH Kato CYP 3A4 u CYP 2D6
HHXUOUTOD).

DapMaKOKUHETHKATA Ha KBETMANMMH HE C€ TPOMEHA CUTHU(HKAHTHO I1pH
eJIHOBPEMEHHO TIPHIOKEHHE C AHTHIICHXOTHKA PHCMNEPHIOH WIK XaJomepHao.
Beopekd ToBa, €JHOBPEMEHHOTO TMIPHWIOKEHHE Ha KBETHANMH W THOPHIA3HH
MpeIU3BHKBA MOBHIIEHNE KIUPBHCA HA KBETHAITHH ¢ 0KoJio 70%.
dapMaKOKHHETHKaTa Ha KBETHAllMH HE C€ I[IPOMEHs TMpH €AHOBPEMEHHO
MpuiIokeHne ¢ uumerrauH. PapMaKOKMHETHKATa Ha JIMTHS HE C€ Hapyllasa IpH
eJIHOBPEMEHHO TIPUWIOKEHHE ¢ KBETHAITHH.

dapMakOKHHeTHKaTa Ha BAJIIPOEBAaTa KHUCEJMHA M KBETHANIMH HE C¢ HapyulaBa Ao
KJIMHUYHO 3Ha4Y¥Ma CTEIEeH NIPH €JTHOBPEMEHHOTO UM MIPHIIOXKEHHE.

M3nuTBaHUA OTHOCHO BB3MOXKHM B3aUMOJEMCTBHS HA KBETHAIMH C OOMYARHO
IpUJIaraHl ChPAEYHO-CHAOBH IIpellapaTd He ca IpoBexuaaHu. lIpenoppuBa ce
BHUMAHVE [PH € JTHOBPEMEHHO JI€UeHHe C APYTH MPOJYKTH, KOMTO MOTaT Ja yAbJDKAT
QT-unreppaia, HanmpuMep Apyrd HespojenTdud, knac JA u Il anTHapuTMuLH,
XanoQaHTpUH, JEeBOMeTaiWwl aleTar, Me30pHIa3HH, THOPHAA3MH, MNHMO3HL,
criap@iIoKcaluy, TaTAQIOKCAUUH, MOKCH(IOKCAIMH, TOJAHCETPOH ME3WIaT,
Me(bTIOKBHH, CEPTHHIOON WM Uuusanpud. [lpemopbysBa ce€ BHHMAHHUE, KOIaTo
KBEHAIIMH C€ NPHIara eTHOBPEMEHHO ¢ JPYrH JIEKapCTBA, KOUTO MOTatT jAa AOBEAAT
A0 eIEKTPOJIMTHH HAPYILIEHMS, HAMp. THA3UAHA AUYPETHLUH (XUIIOKAIMEMUS), KaTO
[0 TO3U HAYHUH Te NOBUINABAT PUCKA OT MAJTUTHEHA apUTMHA.




4.6.

4.7.

bpeMeHHOCT H KbpMene

BesonacHocTTa U e¢HUKACHOCTTA HA KBETHAIIMH [0 BpeME Ha OpeMEHHOCT IpHU Xopa
HE ca YCTaHOBEHH. BB3MOKHOTO BIMAHKE BBPXY ¢eryca He € uscieasado. [lopaau
TOBAa KBETHAaNmMH TpaOBa Ja C€ H3MOJ3BA IO BpeMe Ha OpEeMEHHOCTTa, aKo
NpeIMMCTBaTa W HOJ3aTa OT U3NOJA3BAHETO HA KBETHANWH  ONpPaBIaBaT
noTeHUuaIHusa puck. HabmogaBanu ca nmposgBU Ha abCTUHEHLIUs [PH HOBOPOJCHH,
IIPH KOUTO MO BpeMe Ha OPeMEHHOCTTA € MPUIIAraT KBETHAIKH,

CrenedTa 10 KOSTO KBETHANMHUH CC CKCKpeTHUpa ¢ MAalYUHOTO MIISIKO € HEU3BECTHA.
Kenute, KoUTO KbppMAT TpaAOBa jJa ObJaT MOCHBETBAHHU 3a H3OArBAT KBPMEHETO
JTOKATO NPUEMAT KBETHAIIHH.

EdexTu BLpXy cnocofHOCTTA 32 m1odupaHe H padora ¢ MAIIHHA

Umaiikn npea Bua edexktute BhpXy LHC, KBeTHAamWH MOXe [Oa TOBIMAE
cOCOOHOCTUTE, W3UCKBAlI¥M KOHILEHTpauud HA BHUMaHuero. [lopagn TOBa,
MalUeHTUTE TPaOBa Ja ObJAT NOCHBETBAHU Ja He Wwodupar UK paboTAT ¢ MAlLIMHY,
IOKATO He Ce YCTAHOBM HHAWBUAYATTHATE YYBCTBHTEITHOCT,

4.8. Hexke/TaHH JIEKAPCTBEHH peaKUHH

Haii-uecto MOKMaaBaHUTE HexenaHd nekapcTseHd peakuuy (HLJIP) ¢ kBeTnanuH ca
COMHOJIEHTHOCT, 3aMasHOCT, CYXOT2 B YyCTa, JieKa acTeHHA, 3aneK, TaXHKapuf,
OPTOCTATUUHA XUIIOTOHHA U JUCTICTICHS.

[lono6HO HA OpYruTe AHTUICHUXOTHIH, MOKAYBAHE HA TEJECHOTO TEIJIO, CHHKOII,
3MIOKAYECTBEH HEBPOJICIITHUEH CHHIPOM, JEBKOTICHUA, HEYTPOIICHUA U nepuepHU
OTOLY ca OWIH CBBP3BAHU ¢ NPHEMa Ha KBETUAIIHH.

UHIIMOeHTUTE OT HEXENaHd JEKApCTBEHM peaxkllMM, CBBP3aHH ¢ Tepanus ¢
KBETHAITMH Ca MMpeJCTAaBEHU B TAONHLIATA [10-0TY.

UecToTaTa Ha HexendaHuTe cdexkTH H30pOeHH II0-J0JIy € OIpeacieHa, 4pes
H3MOJI3BaHe Ha oOHMUaliHWTe KpHUTepHu: MHoro dectu (>1/10), dectH (>1/100 to
<1/10), eyectr (>1/1,000 to <1/100), pexku (>1/10,000 xo <1/1,000), MHOro peIKH
(<1/10,000), Hen3BeCTHH (decTOTaTa He MOXKE Ja ObAe ONpene/ieHa OT HAIHMIHUTE
JIaHHU)

Hapymenuss Ha KphBTa M JHMQHATA
CHCTEMA :
Yectn: JIeBKONEHUS
Hedectu: EozuHogunus
3
Heu3BeCTHH: HeyrponeHus
HapymieRHA HA HMYHHATa CHCTEMa
Heuectu: CBpbXHYBCTBUTEIHOCT
6
MHoro peaku. AHapHUTaKTHYHA peaKIHs
HapyimieHusa Ha MeTa00/1H3Ma H XPAHEHETO
1,57
MHOro peiKH: 3axapeH AnadeT E—
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Hapymenns Ha HepBHATA CHCTEMA
MHoroc uectu:

HecTH:

HeyecTu:

MHoro peaku:

3aMaiiBaHe ,COMHOIEHTHOCT, [1aBoGOIe

Curxomn”

[Ipunagbuu, CHHIPOM HAa HECTIOKOHHHTE
NONHU KpaHHIH

TapIUTHBHA AHCKUHE3HUS

CppaedHHd HapylieHHs

YecTH: Taxukapaus *

Cu/10BH HApYIIEeHUS

UeCTH: OpTOCTaNYHa XHIOTOHHS'
PecnupaTopHH, TPpLAHH H MeIMACTHHAHH

HapylleHHsl

HecTu: Punut

CToMalIHO-YpeBHH HAPYLICHHAS

YecTH: CyxoTa B ycraTa, 3anek, AHCIencys

AKIBYHO-4YEePHOAPOOHE HADPYIHEHHS

Penku: Kenrennua®

MHOTO peaKH: Xenarurt®

Hapyiieans Ha KOXKaATAa H NMOJKOKHATA

ThKAaH AHTHOefeMa®, cHHApoM Ha  Stevens-

MHOTO PeKH: Johnson®

Hapymieduss Ha  Bh3NPOH3IBOAHTEIHATA

CHCTEMA H I'hbp/AAaTAa

Pepxu: [TpuanusbM

O0i1n HapyuueHss H epeKTH HA MACTOTO Ha

NPHIOKEHHE

HecTu: Jleka acteHus, nepudepHEr OTOLU

Penku: MaJUrHEH HEBPOJIECTITHYEH CHHHPOM]

Hicnexsanusa

UecTH: [TokauBaHe Ha Terno, eJcBalyaA Ha
cepyMHHTe TpaHcamuuasu (ALT, AST) ",
HamalleHHe Opod Ha  HEYTPOJUIIHTE,
[MOBUILEHWE Ha CTOHHOCTHTE Ha KpBBHaTa
3axapa A0 XHIEPrIUKeMUYHH HHBA
EneBauusis Ha HuBaTa Ha gamma-GT,

Heuectu: ereBalMs Ha HHUBAaTa Ha CEPYMHHTE
TIHITIHLEPU AN cre HaxpaHBaHe,
IOBHIIABAHE CTOHHOCTHTE Ha OOLIHA

xosecteponl (ocHosro LDL xonecrepon)

(1)Bx. Touka 4.4

(2)COMHONIEHTHOCT MOXKE Aa ce HabmrpaBa, OOMKHOBEHO B IIBPBUTE JBE ceﬂmw

OT JIeUEHHUETO H ODUKHOBEHO U3YE3BA B X014 HA JICYCHHUETO ¢ KBETHAIIMH.
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(3) AcUMNTOMAaTHYHO MOBUILIEHHE HAa CepyMHuHTe TpaHcamuHauu (ALT, AST) win
Ha HMBaTa Ha gamma-GT e Owno HabmomaBaHO NPK HAKOW NALIMEHTH, MOTyYaBally
KBETHaNMH. le3d NOBHIUEHHA ca OWIM OOHKHOBEHO OOpaTHMH IO BpeMe Ha
MOCTOAHHUA IIPUCM HA KBETHAITUH.

(4)Kakro apyrute anTuncuxotuny ¢ alpha-1 agpesepriuyda 6;10KHMpala aKTHBHOCT,
KBCTHAITHH MO Ia HHIYIIUPA OPTOCTATUYHA XUITOTOHHSA, CBbP3aHa ChC 3amaiiBaHe,
TaxXUKapAus W TNPpH HAKOH MAUHCHTH CHHKOI, O0cOoOCHO 110 BpeMe Ha HavalHOTO
TUTpHpaHe Ha A03ara (BXK. T. 4.4).

(5)O0ocTpaHE Ha ChlIECTBYBAW AuabeT € OUo NOKIAABAHO B MHOIO PeIKH CAyYaH.
(6) HMsuucrneHneTo Ha 4ecToTara Ha CTPaHWYHM e(exkTH € OoT JaHHUTE OT
[TOCMapKETUHTOBH IIPOYYBaAHUA

(7) CroiiHoCTH Ha KpBBHATA 3axap Ha MIaAHO =126mg/dL WiH ciex HaxpaHBaHE
2200mg/dL oTyeTeHH NOHE BEAHBXK.

Cnyyan Ha yzawpkaBaHe Ha QT wuHTepBasia, KaMepHa apHTMHA, BHe3allHa
HEOOCHMMA CMBPT, ChpAEUYEH apecT H .torsades de pointes» ca IOKIaABAHH MHOTO
PAAKO IPU H3II0JI3BaHe Ha HEBPOJICTITUIIH W C€ OTHACAT KbM edeKTuTe, criellHPHIHM
3a& TO3M KJ1ac.

JledeHHETO ¢ KBETHAIIMH € CBBP3aHO ChC ¢labH 103a-3aBHCHUMH TIOHMKEHHsA Ha
HMBaTa Ha THPOWIHHMTE XOPMOHH, ClleUUaIHO Ha o0wmsA T4 M cBoOogums Ta.
[onmxennero Ha oOmwug W cBoOoAeH T; € HaW-CHITHO MEXIy ITbpPBUTE OBE 0
YeTUPU CEIMHULM HA JICYECHUETO, TIPH OTCHCTBUE HA TIO-HATATBIIHO HaMaJeHHE TIO
BpEME Ha MPOABIDKUTEIHO JeUeHue. B noyrW BCHYKU ciydau, NPEeKhCBAHETO HAa
JEYEHHETO C MPOAYKTA € CBBhP3aHO ¢ o0pbluaHe Ha edexTuTe BHPXY OOIMA H
cBoboaeH T4, HE3aBUCHMO OT MPOIBDKHUTEIHOCTTA Ha JedeHHEeTo. [1o-MajKo
MOHKEeHHEe Ha o0 T3 4 oOpatum T3 ca yCTaHOBEHU CaMO MPH H3II0JI3BAHE HA IO~
BUCOKM A03u. HuBata Ha TUPOKCUH-CBBp3Balda mobynun (TBG) ca Ownwm
HEMMPOMEHEHN W Hai-o0uo, peuunpoyHo rmosumreddne Ha TCX He e Owio
YCTAHOBEHO, 0e3 HWHAMKAalMA, Y€ KBETHANWH MNpeIu3BHKBA KJIHHWYHO 3HAUHM
XUITOTHPEOUNIEM.

IIpeaoszupane

(Dataned M3XO0A € AOKIA/ABAH B KJIMHUYHO NPOYUYBAHE CNEA OCTPO Mpeao3upaBe ¢
13.6 g, W Dpu u3INON3BAHE HA MPOAYKTA B J03H IMO-HUCKM OT 6 g, TIpHET
CaMOCTOATENHO. B ¢BIIOTO BpeMe, € CHhOOIIEHO Cy4Yall Ha IPEXUBSIBAHE CIE OCTPO
npego3upane cien npueM Ha 30 g. [TocTMapeKUTUHIOBUAT ONMUT AaBa UHQOpMAIINS
32 MHOTO PEJKH CBOOHIEHHUA 3a NPERO3UpPaHe ¢ KBETHAINMH, MPHET CAMOCTOATENHO,
BOJEILIO O CMBPT MK KOMa WK yabikaBaHe Ha QT-nHTepBana.

[MamuenTy ¢ npealliecTBald TEXKKA ChPACYHO-CHAOBH 3a00IIBAHNA Ca ¢ MOBUILICH
PUCK OT €EeKTUTE Ha npeao3upane (BXK. T. 4.4: CbpaedHO-CHAOBH HAPYLLUCHHA ).
Hai-001o, moxnaasaHuTe MpHU3HAUM KM CUMITTOMH €& PE3yJITaT OT 3acHIBaHe Ha
H3BECTHHTE (PAPMAKOIOTHYHM ¢(EeKTU HA AKTHBHOTO BELICCTBO. KATO CHHIIUBOCT H
celalys, TaXUKapIHA U XHITOTOHMA.

Hama cnenuduued autupoT. B coydante Ha TekKa MHTOKCHKALMS, BB3MOKHOCTTa
OT TIPHEM Ha MHOMKECTBO JIeKapcTBa TpsAOBa na Bie3e B ChOOpaKeHHE, KaTo Ce

MPENopbYBa NpeANPHEMAHE HA MHTEH3MBHY MEPKHU, BKITIOYHTETHO ocnaﬁomﬁaﬁfﬁﬁ{f?ﬁh _‘
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OKCHI'CHALA U BEHTUNALIMA, MOHHTOPHPAHU U MOJAAbPKAHE HA CHPAEYHO-ChAOBATA
CUCTEMA.,

TpH kaTo npeBeHUMATAa Ha pe30opOLMATA MpPH Npelo3UpaHe He e [IPOYYCHA,
CTOMAINHUAT JIaBaX (CIe€A HHTYOMpaHe, aKO NALMCHTBT € B Oe3Ch3HAHHWE) H
NMPUIOKCHUE HA AKTUBEH BBITIEH €IHOBPEMEHHO ¢ JIaKCaTHBU Tpa6Ba 12 BJE3C B
ChOOpAKEHHE,

CTPOTMAT MEIHLIMHCKY KOHTPOJ U HabmoAeHde TpAGBa 1a 6bAAT NPOIBIKEHH 10
BL3CTAHOBABAHE HA MaLHEHTA.

DAPMAKOJOI'NYHHU CBOUCTBA

PapMakoaHHAMHYHH CBOiCTBA

DapMmaKoTepaneBTHYHa rpyna: JHa3eNHHH, OKCA3ENHHN U THA3CIHHH

ATC kon: N 05 AH 04

Mexanuszvm na oeticmsue

KBeTHAlIMH € AaTUNHYEH AHTUINCUXOTHYEH INPOAYKT. KBETHAMMH M AKTHUBHHUAT
Metabomut  N-desalkyl  quetiapine  B3aumogeiictBar ¢ romam  Opoi
HEBPOTPRHCMHUTCPHM peuenTopH. Keetnanud u N-desalkyl quetiapine moxassar
aQHUHUTET KBM cepoToHuHOBUTe (SHT;) penernTopd B MO3BKA, KakTO M KBM
MO3BUHHUTE JonaMuHoBH D u D, peuentopu. BepostHo Tasu komOusauus ot
peUeITOPEH aHTArOHU3BM C BHCOKA CeJISKTUBHOCT KM SHT> u no-cnaba koM D2
peuenTopUTe O0OYCNaBg AHTUIICUXOTUYHUTE CBOHCTBA M HWHCKHS [MOTEHUMAN 3a
MPCAM3BUKBAHE HA eKCTpanupaMUAHA CHMIOTOMM OT CTpaHa KBeTHAallHH.
JlomenHuTEeMHO,  N-desalkyl  quetiapine wWma  BHCOK  aPMHHATET  KBbM
HopernuHedpuHoBus npeHocuten (NET). Keetnanun u N-desalkyl quetiapine ¢bLio
Taka MMAT BHCOK AQHHUTET KbM XHCTAMHUHEPrHYHUTEC K QJPSHEPrUdYHH ()
pelenTopy U MO-HHUCBHK aPUHUTET KBM aAPEHEPrUdHHUTE Oy PEUENTOPH H CEPOTOHHH
SHT|A penenropure. KBeTHanuH HsAMa 3HAYUM A(PUHUTET KbM XOJUHEPrHIHHTE
MYCKapHHOBHU Wi OCH30AUA3CITUHOBH PELIETITOPH.

Dapmaxodunamuuru echexmu

KBeTnanuy e akTHBEH IHpPH TECTOBE 32 AHTUIICHMXOTHYHA AKTHBHOCT, KATO YCJIOBHO
peduiekropHa n30areane. Tol cblo Taka OsioKHpa edeKkTHTe Ha JOIAaMUHOBHTE
arOHHCTH, KOETO ¢€ AEMOHCTpHpa IOBEICHUECKHM WIH €IEKTpO-QOHU3HOJIOTHYHO H
MOBHIIABAZ KOHLIEHTpauuuTe Ha MeTaboJIUTUTE Ha JOTIaMHMH, KOETO HEBpO-
XMMHUYHATa U3A8a Ha OiokMpaHe Ha D; peuernrropute. He € H3BeCTBO B KAKBA CTEIEH
N-desalkyl quetiapine mompuHacs 3a (apMakosIOrMUHATA AKTMBHOCT HA KBETHAITUH
[P XOpa.

B npeIknMHHMYHU M3MUTBAHHA, B KOWTO € HM3MWTBAHA TeHJAeHUUATA 34
NpeIU3BUKBAHE Ha EKCTpampaMHIHA CHUMIITOMAaTHKa, KBEeTHAIIMH WMa ATHOWYEeH
[IpOQUII U ce OTIeNd OT CTAaHAAPTHUTE AHTHIICUXOTHYHHM Jexapcrsa. He Boa 1o
pa3BUTHE Ha CBPBXYYBCTBUTEJIHOCT Ha JAONaMUHOBUTE D)o peuernTopu cien
XpOHWYHO NpHIoKeHue. KBeTHanwH BOAM caMo J0 cjaba karanercus B 1034,
BoZellla A0 edeKTHBHO OIOKUpaHe Ha JoMaMUHOBUTe D> penenropu. [loxassa
CeJIEKTHBHOCT IIO0 OTHOINEHHE Ha JuMOMYHATa CUCTEMa upe3 MpeAu3BUKBAHE Ha
aenonapusupama 0/0kasa Ha ME30MUMOUYHUA AT, HO HE M HA HUTPOCTPHATHUTE

JOTIAMHUH-ChABPXKAIIM HEBPOHH CJIE]l XPOHUYHO NOpuaoxkeHue., Kpetnanux Dowa3Ba-
MHUHHMaJIHa  CKJIOHHOCT Ja  M[peAu3BUKBA  AHUCTOHUS B xanpfﬁepﬁmh-
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CCHCHOMIMIHPAHK KM NIPH HETPETUPaHH ¢ JieKapcTBa MaiiMyHH Cebus ciiex ocTpo
H XpOHUYHO MPHIOKCHHUE. Pe3yaATaTuTe OT Te3U U3C/IEBAHHS 1aBaT OCHOBAaHHE Ja
CC MPEAnoJIoKH, Ue KBeTHANIKH TpsadBa Ja IPUTSKaBa MHHHUMATHA CIIOCOBHOCT Ja
NPEON3BHMKBA pPa3BUTHEC HA CKCTpalHUpaMHUAHAa CUMIITOMaTHKa. Yima xumoresa,
peanojarama, ye JeKapcTsa, KOUTO UMAT HUCKA CKJIOHHOCT KBbM NPeIN3BHKBAHE Ha
CKCTpanHpaMHIHa CHMIITOMAaTHKAa HMMAaT CbINO TaKa M HHCBK [IOTEHLMANT ja
[PCAU3BHMKBAT K pa3BUTHE HA TApAUTUBHA AUCKHHE3NA (BXK. TOYKA 4.8).

Knunuuna egpuxacrocm

Pe3ynaTaTuTe oT TpH MIauebo-KOHTPOIHpaHH KIMHUYHM W3MHTBAHUA, BKIIOYBALIH
MalMeHTH ¢ WU30QpeHusa, TpUEMallld pazid4yHH [J03M KBETHANMWH, [IOKa3BaT
OTCBCTBHC HA pasiMKa MEKAY KBETHAIMH W IIauedo Mo OTHOHICHHE 4YeCTOTAaTa Ha
HHIHACHTHTE OT €KCTpallMpaMUAHa CUMNOTOMATHKa KM NPHIAPYKABALIO JICUCHHE C
AHTUXOJMIMHEPTUYHH cpeacTea, [lnmauebo-KOHTpONMUPaHO MNpoyUYBaHe, OLEHABALIO
(pUKCUpaHM KBETHAIIMH B JO30B AMara3oH 75-750 mg AHEBHO, IIOKA3Ba OTCHCTBHE HA
pa3nuKka MeXIYy HHIMACHTHTE OT eKCTpallMpaMHAHAa CHUMITOMaTHKa H
CBIIPOBOXAALIO JICHEHUE ¢ AHTUXOIHHEPIrUUHH CPEACTBA,

B deTupu mnauebo-KOHTPOMUPAHU IMPOYYBAHMS, OLEHSIBAIIN KBETHAITMH B A03H [0
800 mg AHEBHO 3a JICYECHHWE HA YMEPEHA OO0 TeXKa MaHHA ([IB€ OT KOMTO KaTo
MOHOTEpAanusl ¥ ABEe KaTo IOMBIHUTENHA Tepanusi KbM JUTHEBU TpenapaTH WK
divalproex), He ¢a yCTAaHOBECHM Pa3jIMKH MEXIY KBETHAITHH H I11aleCo-TpeTUpaHHTE
[PYIH NO OTHOWICHUE HAa UHUMIACHTHU, CBBP3AHHU ¢ EKCTpallUpaMUIHA UMIITOMATHKA
UITH €IHOBPEMEHHO MPUIOXKEHHE Ha aHTHXONMUHEpraid. OTChCTBUETO HA UHAYKLIUA
Ha E]IC e xapakTepucTiiKa Ha ATUMMUYHUTE AHTUNCUXOTHULIH.

B rutane6o-KOHTPOJMHPAHH [MPOYUYBAHUA TMpH MaUWEHTH B HanpedHala Bb3pacT ¢
MCUX03a, CBbp3adHa ¢ ACMEHLKA CJIYYauTe Ha MO3BUYHO-CBAOBM MHUMASHTH Ha 100
MAIMEHTH He € MO-BHCOK B TIPynara IMMaUWeHTH, TPETHPAHU C KBETHANMH, B
CpaBHeHHEe ¢ Tpyrnara, TpeTHpaHa ¢ mranedo. 3a pasiMka OT  JPYyruTe
AHTUIICUXOTHLUMH, KBEeTHAIlMH HE BOAH [0 IIOCTOAHHO IIOKAQUBaHE HA IIPOJIAKTHH,
KOETO € XapaKTepHO 3a JApyIuTe AaTUNU4YHU aHTUICUXOTHLHM. B KiIMHWYHU
M3MUTBaHUA IIPH MHOIOKPAaTHO IIPWIOXKEHHEe Ha QHUKCHpaHa 033, BKIIOYBALLH
MaUWeHTH ¢ WA30¢PPEHNUs, HE Ca YCTAHOBEHU pa3IHKM B Kpasd Ha M3CJIEIBAHETO B
HUBATa Ha TPOJIAKTHH, MEXIY IPYIUTE, TIPUEMAIH KBETHAIIMH B IIPENOPBYBAHA
I030BH I'paHULM 1 TUTane0o.

JiBe M3ceABaAHNS OLEHABALLM JICYCHUETO HA YMEPEHH A0 TEXKKHA MAaHUHHH CIIM304M,
ca rnokazajau no-Zo0ep edekT Ha KBETHAIllMH KaTo MOHOTEpallusi B CpaBHEHHUE C
Iianebo 1o OTHOLIEHWE HaMaJlAiBaHE HAa MAaHWWHWTE CUMNTOMH Ha 3-ta W 12-Ta
ceamuua. HaMa HaHHW OT TPOABDKHTENHH H3MHWTBAaHWA, KOHUTO Ja [IOKa3Bar
crlocOOHOCTTa HAa KBETHAIMH Ja NPEBEHTHpPA KBCHUTE MAHUWHH WIK JSIIPECHBHU
ermu3oad. OrpaHdyeHd ca [JaHHHMTE OTHOCHO KOMOHHAIMATA HA KBETHAIMH ¢
divalproex umnu lit hium npu JeuyeHHe Ha yMepEHHW OO0 TEeKKH MaHHUNMHU EIIH30JH,
BBIIpEeKH, Ye KoMOMHHpaHaTa Tepanud ¢ Ouia gobpe TolepHpaHa OT MAlIHEHTHUTE.
JlaHHKUTE ca rToKazalu aTIuTHBEH ePeXT OKOJI0 3-Ta ceamuLia. BTopoTo npoyusane He
[I0Ka3Ba TaKbB €(QeKT Ha 6-Ta ceaMula OT JeYeHHeTo. HaMa AaHHH OTHOCHO
KOMOUWHALMATA clied 6-Ta ceAMHIIA.
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3.2,

CTOMHOCTTA Ha cpe/HaTa 032 KBETHAIMH OT TIOCIIEAHATa CeaMULia Ha JleyeHue pu
MAaOUCHTHTC, IIPH KOHUTO € HAJHUE KIMHHYEH OTroBop € cpeaHo 600 mg M cpeaHo
85% OT Te3n MALMEHTH ca B 1030BH rparuLM ot 400 no 800 mg JHEBHO.
KIIHHHYHUTE M3NUTBAHUA Ca IEMOHCTPUPAIIH, Y€ KBETHUAITUH € €(QEKTHUBEH, KOraTo ce
lpuiara JBYKpaTo NHEBHO, BBIIPEKH, Y€ HETOBHAT IIa3MEH IOMYKHUBOT € CPEAHO 7
qaca. ToBa € NO-KbCHO MOJAKPENCHO H C JAaHHHTE OT MO3NUTPOH-EMHCHOHHO
ToMorpacko u3CieaABaHe, KOETO HAEHTHOMUMpA, de Gaokupanero Ha SHT, u D-
PCLENITOPHTC OT KBETHAIMH <€ TNoaabpxa a0 12 uwaca. Be3onacHoOCTra W
e(PMKACHOCTTA Ha AO3H 1o-roiemu ot 800 mg/IHeBHO He e 6WIa OLCHIBAHA.
[IponB/DKUTEHUAT edeKT Ha KBETHANMH TIPH NMPEBEHUUATA Ha penancu He ¢ Ouna
BEPUPHULIMPAHA TOCPEJACTBOM CJIENH KIMHHYHK HM3IHTBAHHAL [Tpu oTkpuTH
H3CJICABAHMA, BKIIOYBAIIM TIAOMCHTU CBC IOH30(QPEHHS, KBETHANMUH € OWI
CPCKTHBEH MNpH MNOMIBPKAHE HA KIMHHYHOTO TNOJOOPEHHe IPM MALMEHTH,
[OTy4aBallk MMOCTOAHHA TEpanmHsA M KOMTO ¢a IOKa3ald MHULMAICH OTrOBOP KbM
JICYEHHUETO, KOETO [I0KA3Ba HANMMYHE HA IPOABDKUTENIEHE e(eKT.
DapMaKOKHHETHHMHH CBOHCTBA

KsernamiH ce pesopbupa nobpe M Gbp3o ce MeraGommsupa cliel OPAITHO
IIPUITOKEHHE,

bHOHATHYHOCTTA My HE Ce MMOBIMABA CHIHA(DHKAHTHO OT MPUIOKEHUETO Ha XPaHa.
Cpbp3Ba ce cpenHo B 83% c rmuasmMeHWTe mpoTeHHu. PapHoBecHaTa Monapua
KOHUCHTpaluus Ha aKTUBHUA BeTabomuT N-desalkyl quetiapine ¢ 35% oT Tasm,
YCTAHOBEHA 33 KBETHANMH. BpeMeTo Ha mia3sMeHHs IMOTY)XUBOT 38 KBETUANMH U N-
desalkyl quetiapine e cpenno 7 uaca u 12 yaca, CBOTBETHO.

QapMakOKWHEeTHKaTa Ha quetiapine u N-desalkyl quetiapine ca suBeitnu B
[PAHHLUTE Ha OJOOpeHHA 1030B pexkuM. HsMa monoBa pasnvka B KWHETHKATa Ha
KBETHUAIIHH,

CpeaHUAT KIHPBHC HAa KBETHAITMH [IPH JTHLA B HAMpeAHasa Bb3pacT € cpeaHo 30 1o
30% 1MO-HUCBK OT TO3HM NIPH BB3PACTHH MeXKAY 18 U 65 roguHu.

CpeaHHAT IU1a3MeH KIMPBHC Ce HaMajsiBa cpelHo ¢ 25% IpH JHla ¢ TEXKH
OpOpeuHH HapylweHus (KpeaTHHHHOB KIMpbHC moa 30 ml/min/1.73m’), Ho
CTOMHOCTUTE Ha WHAWBHAYAIHVA KIMPBHC Ca B IPAHHUMTE HA TE3M Ha HOPMAIHUTE
nHauBHaM. HHUBOTO Ha Momnapharta Joza-¢ppaxuus Ha cBOOOIHHA KBETHAIIMH W
akTUBHHSA MeTaboauT N-desalkyl quetiapine e < 5%, eTuMuHHpaHa Ype3 ypUHAaTa.
KBeTHanvH €KCTeH3WBHO ce MeTaboNU3Wpa B YEpHUA Apob, KaTo Ha WU3XOLHOTO
ChEJIMHEHHUE Ce najar nox 5% OoT HENPOMEHEHOTO JIEKAPCTBEHO BEILECTBO B YPHHATA
Wi exanudre, cliel NpularaHe Ha paxdo-Gensizad kBeranuH. CpexaHo 73% ot
PaTHOAKTHBHOCTTA €€ €KCKpeTHpa ¢ ypuHara u 21% c d¢examuure. CpeaHHAT
MIa3MEH KIMPBHC C€ HaMallfaBa ¢ OKOJIO 25% IIpH Kulia ¢ YepHOAPOOHH HAPYIIEHUS
(cTabuinHa ankoxosHa wMpo3a). Twit KaTo KBeTHAIHH €KCTEH3UBHO ce MeTaboH3npa
B uepHua Apo0, ce HabMOAaBAaT IMO-BUCOKH IUTa3MEHH HHBA HA KBETHANHH MpPH
MAUKMEHTH C YCPHOUPOOHM HApYLICHMsA, KaTO KOPeKUHA M HHIVBUAYAIM3HPAHE HA
f03aTa MOXe Ja ObJe HeOOXOAUMO TIpU Te3U TPYIiH NalUeHTH (BXK. T 4.2).

In vitro u3cneapanus ca ycranoBuau, ye CYP3A4 e OCHOBHHUAT €H3UM, OTTOBOPEH 34
uToxXpoM P450 memumpanus merabonus3sM Ha keetHamuu. N-desalkyl quetiapine
OCHOBHO ¢€ 00pa3yBa u enuMuuupa oT CYP3 A4,
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3.3.

6.2.

3a KBETHANMH W IOBEYETO OT HErOBUTE MeTaboimHM (BKIOYMTETHO N-desalkyl
quetiapine) € yCTaHOBEHO, Ue ca ciaby MHXMOHTOPH Ha HOBELIKHA LIATOXpoM P450
1A2, 2C9, 2C19, 2D6 un 3A4 B yenosus in vitro. In vitro CYP umuxubuumara ce
HaOmtoaBa Mpu KOHLEHTpAalMd cpeaHo 5 -~ 50 IBTH MO-BHCOKH OT TE3W.
CHOTBETCTBALIM Ha 1030B Axana3oH 300 go 800 mg/nHeBHO npH Xopa. Bb3 ocHOBa
Ha TE€3U In Vilro pe3ynTaTH, MaJKO BEPOATHO € €IHOBPEMEHHOTO MPHJIOKEHUE Ha
KBETHAIIMH ¢ JApPYrH AaKTUBHU BEIIECTBA Ja OOBEIE J0 KIWHUYHO 3HAYHMa
HHXUOMLMSA Ha LUTOXpoM P450 menumpanus merabGoiu3sM Ha APYrM aKTHBHH
BEILIECTBA.

Bb3 0cHOBA Ha U3C/ICABAHMA TIPU XKUBOTHU U3MIEKAA KBETHATIMH MOXKE /1a UHAYLUpa
nutoxpoM P450, cebp3anuTe eH3uMmH. Benpekw ToBa, npu  creuudHuHH
H3CTICABAHHA 3a OMNPEIC/IAHE HAa B3aHMMOJAEHCTBHA NPH NALMEHTH C [CHXO034, HE €
Ha01f01aBaHO NMOBMIIABAHE 8KTMBHOCTTA HA LUMTOXpoM P450 crenx npuiaokeHue Ha
KBETHAITHH,

IIpenk/AHHHYHHE AaHHU 32 0e30macHoCT

HsaMa noka3ateacTBa 3a FEHOTOKCHMHOCT B CEPHA OT in Vitro ¥ in vivo HU3cieaBaHUs
3d T€HOTOKCHYHA aKTHBHOCT HA KBETHANHWH. [[pW nmabdopaTOpHH >XMBOTHH, CJEA
€KCIO3ULMA ¢ KIMHUYHO PENEBAHTHO HHMBO, ¢a OWIM HaONIOAaBaHU CIEIHUTE
OTKIOHEHHA, KOMTO 00aue JO MOMEHTA He ca OUIH MOTBBPASHHU B IIPOABIIKUTEHHA
KJIAHHYHY U3CIEIBAHUS:

[IurMeHTHH OTNaraHvd B IOMTOBUAHATA XKI€3a MPU ILTBXOBE, NPH MaiMyHH ¢
HaOJIFOAaBaHa XUNEPTPOPHs Ha THPOMAHUTE (POJIHMKYJapHU KJIETKH, HaMalleHHe Ha
Ia3MEeHHWTe HHUBA Ha 13, NOHWIKABAHE KOHILEHTpALUATA HAa XEMOIJIOOMHA U
HaMalieHre Opos Ha YepBeHWTe U O€H KPBBHU KJIETKH; IPH KydeTa — ONajleCLeHIUs
Ha JICILIATA M K4aTapaKTa.

B3eMHKH T€3H HaXOOKH B CHOOpaXKEHUE, NI0I3aTa OT JICYEHNETO ¢ KBeTHAIMHH TpAOBa
1a Opje DallaHcupaHa CbO0PA3HO PHUCKA 3a DE30MACHOCTTA HA MaLUeHTa,

PAPMANEBTHUYHHHU JAHHU
CnHCBbK Ha MOMOIIHMTE BellleCTBa
Tabaemno si0po:

[lesiyno3a, MUKpOKpUCTATHA
[Tosuoon K29-32

Kanmue xuaporen gpocdar Inxuapart
[TiieHmgeH HaTpHeB rimKoIaT (THI A)
JlakTo3a MOHOXHUApAT

Marnesues creapar

Obeusxa:

Xurpomenosa 6¢P (E 464)

JlakTo3a MOHOXHIpAT

Maxporon 3350
Tpuauerux ?/{:—:E:-}z::“a
Turanues guokcua (E 171) /«;’5” L ICGER
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He ¢ npunoxumo.
6.3. Cpok Ha roguocr
2 (IBE) rOAVHY OT JaTaTa Ha IPOU3BOACTRO.
6.4. CienHaJIHA YCI0BHA HA CHXPaHeHHe
To3u POAYKT He M3NUCKBA HAKAKBH CIELHANHH YCIOBHS Ha ChXPaHCHHE.
6.5. /IaHHH 32 ONaKOBKAaTAa
baucrepun (PVC/PVDC/Al doano, PVC/ Al doano)
Setinin 25 mg film-coated tablets: 6, 10, 20, 30, 50, 60, 90, 100Tab1eTKH.
Setinin 100 mg film-coated tablets: 6, 10, 20, 30, 50, 60, 90, 100 Tab1eTKH.
Setinin 150 mg film-coated tablets: 6, 10, 20, 30, 50, 60, 90, 100 TabreTku.
Setinin 200 mg film-coated tablets: 6, 10, 20, 30, 50, 60, 90, 100 Ta6neTKH.
Setinin 300 mg film-coated tablets: 6, 10, 20, 30, 50, 60, 90, 100 TaGneTKH.
OnaxoBka 3a Ta0/1eTKH:
Setinin 25 mg film-coated tablets: 100, 250 taGneTkn.
Setinin 100 mg film-coated tablets: 100, 250 Tabnetxuy.
Setinin 150 mg film-coated tablets: 100, 250 Tadnerku.
Setinin 200 mg film-coated tablets: 250 TabneTky.
Setinin 300 mg film-coated tablest: 60, 250 Tabnetku.
6.6. Cneuna Hu NpeANa3HA MEPKH HPH H3XBBPJAAHE H pafoTa
HsaMa criempanay H3ncKkBanus.

7. TIPUTEXATEJ HA PASPEIHIEHUETO 3A YIIOTPEEBA

Actavis Group PTC ehf,
Reykjavikurvegur 76-78, 220 Hafnarfj6rour,
Hcnanous

8. HOMEP HA PA3ZPEINEHHETO 3A YHOTPEBA

9. JATA HA ITHLPBO PA3PEIHABAHE/INIOAHOBSIBAHE HA
PASPEIIEHUETO 3A YHHOTPEDBA

10. JATA HA AKTYAJIUIUPAHE HA TEKCTA
Anyapwu, 2009
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