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KPATKA XAPAKTEPUCTUKA HA MPOLOYKTA

1. TBPIrOBCKO UME HA NEKAPCTBEHWA NPOAYKT

ABILIFY 30 mg
ABWITN®AN 30mg

2, KOJIMYECTBEH U KAYECTBEH CBbCTAB

Bcsaka Tabnetka cbhabpa 30 mg aripiprazole.
3a noMolHNTe BellecTBa B T. 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnetkn

Tabrnetkute ca ¢ Kpwrna dopma, po3oBu, ¢ rpaempad Hagnne A-011 u 30ot
efHaTta cTpaHa.

4. KINNHWYHW BAHHW

4,1 Tlokasauuns

ABILIFY e nokasaH 3a nevyeHue Ha lWKM3odpeHns.

4.2 [o3upoBKa M Ha4YMH Ha ynotpeba

3a nepoparnHo apunoxeHne.

fipenopbyBaHatTa HavyanHa 1 noaabpKalla axeBHa gosza ABILIFY e 15 mg,
npueTa BegHBX AHEBHO, HE3ABUCKMO OT XpaHeHeTo,

ABILIFY e edexTuBeH npu gosa sapupawla ot 15 go 30 mg AHeBHo. He e
HabnogapaHa noBulleHa  edeKTWBHOCT MpW  JO3W  MO-BUMCOKW  OT
npenopbyBaHaTta fAHeBHa fosa ot 15 mg, BLMPEKW ye nNpu OTASITHKU NauveHT!
MO-BUCOKK JO31 MOXe ga ca oT niornsa. MakcumanHaTta gHeBHa [03a He Tpnbsa
na nagsuiuasa 30 mg.

Oella n nogpacreawm: ABILIFY He e npoyuyBaH npu nauueHTn nog 18 roguiuHa
Bb3pacT.

[MaumeHnTy ¢ YepHoapobHO yBpexAaaHe: He ce Hamnara NnpoMsaHa Ha Josarta npu
naureHTy ¢ Neko 00 ymepeHo YyBpeXaaHe Ha YepHWS ,D,p06. Hama gocraibyHo




HanHM 3a MPenopbkW OTHOCHO pPeXkrMa Ha [O3UpaHe Npu NMaLUueHTU C TEXKO
yBpexaaHe Ha yepHus gpo0b. [Npn 1e3n nauneHT e HeobxXooMmMo BHUMAaTENHO
olpefiensHe Ha Jo3aTa. Bbipeku ToBa, Npy NauneHTuTe ¢ TeXKo YepHogpobHo
yBpexnaHe, makcumariHata aHesHa gosa ot 30 mg Tpsabsa Aa ce npunara ¢
noBULLIEHO BHUMaHue ( BUX T. 5.2).

Mauvenin ¢ 6L0pevHo yBpeXOaHe: He Ce Hanara NpoMsHa Ha fosarta npu
nauueHTy ¢ 6b0peyHo yBpexaaHe.

MaumeHT B HanpefHana Bb3pacT: He € YcTaHoBeHa e(eKTUBHOCTTA Ha
ABILIFY 3a neuenue Ha wWM30MpeHns npyM NauWeHT Ha W Hag 65 rofuiiHa
Bb3paci. B pe3ynTaTt Ha no-ronsmara YyBCTBUTENHOCT Ha Tasu nonynauus,
3aMnoyBaHeTO Ha neyeHwe C Mo-HUCKM £o3n TpsAbBa ga ce uma npedsug, B
crydamTe KOoraTo TOBa e KIMHKWYHO OnpaBgaHo (BK 1.4.4).

Mon: He e HeoBX0OAMMO NPOMsiHa Ha [o3arTa fpy NauueHTUTe OT XEHCKK Hom B
CpaBHeHne C Te3n OT MbXKW (BIK T. 5.2).

[yiieHe: umaiikn npegsng metabonutHUs nbT Ha ABILIFY, ke ce Hanmara
npomMsiHa Ha fo3ara npu nywauu (BmK T. 4.5).

B cnyuail Ha egHoBpeMeHHa ynoTpeda Ha aripiprazole ¢ MOLHN UHXMBUTOPU
Ha CYP3A4 wnn CYP2D6, posara Ha aripiprazole Tpsibea ga ce pegyuupa.
flpu cnupawa HA neueHweTo ¢ uHxubutopu Ha CYP3A4 unu CYP2DG6
(u3BaXKAEHETO UM OT KOMOMHMpaHOTO NevyeHue), p[osara Ha  aripiprazole
Tpabea ga ce nosuLn (BIXK T. 4.5).

[py egHOBpEMEHHOTO MpuroXeHwWe Ha apiprazole ¢ MOIUHW WHAYKTOpPK Ha
CYP3A4, posata Ha aripiprazole Tpsbea ga ce nosuwin. [lpn chnvpaHe Ha
neyeHreTo ¢ uHayktopn Ha CYP3A4 (m3BawgaHeTo MM OT KOMOWHUPaHOTO
fieueHne), fo3aTa Ha aripiprazole Tps0Ba Aa ce noHwxw, cnpamo obiyanHara
npenopbyaHa gosa (Buwk 1. 4.5).

4.3 TpoTvBOMNOKasaHus

ABILIFY e npoTtuBonokasaH npy MauWeHT CbC CBPBXYYBCTBUTENHOCT KbM
aripiprazole uny KbM HsKO€ OT NOMOLLHUTE BELLEeCTRa.

4.4 CreunanHu npeaynpexnaeHns U npegnasHu Mepku npy yrnotpeba

Mo Bpeme Ha aHTUMCUXOTUYHOTO nNeyeHue, NoJo6psBAHETO HAa KNMNMHWYHOTO
CbCTOAHUE Ha NauMeHTa MOXe Oa OTHEeMe OT HSKOMKO [AHW [0 HFAKOJKO
cegMuLy, KaTo npes To3W nepuog nauneHTuTe TpsGBa Jda Owoar nog
MOCTOsIHHO HabroaeHue.

TapavBHa AMCKNHE3US: MPKW Npe-MapKeTUHIOBIN MPOYyYUBaHus B MPOAbITKEHNE Ha
efHa roAMHa WNW no-Manko, crydauTe Ha HeoOXoOumocT OT neveHue Ha




AMCKMHE3U: No BpeMe Ha rneyeHueTo ¢ aripiprazole ca He Yectu. pw nosieata
Ha npU3HaUM 1 CUMATOMK Ha TapAuBHA OUCKMHE3WNS MPU NauueHT Ha Neyerne
¢ ABILIFY, Tpsbea na ce obmMucnn BL3IMMKHOCTTA 3@ HamanseaHe Ha gosaTta
UNKU npekpaTsBaHe Ha fievyeHueTo. Tesn CUMMNTOMKU MOXXEe BpPEeMeHHO A3 ce
BIIOWIAT UAKM Aa ce AOSBST, JOPW CNej crilpaHe Ha NMeyeHneTo

HeBponerntuyen manurbied cuHgpom /Neuroleptic Malignant Syndrome (NMS)/:
NMS e noteHumanHo cpartaneH, KOMMOFEKC OT CUMMTOMU, CBBP3aH C
aHTUNCUXOTUYHUTE TeKapcTBeHW npoaykti. [lpy Mpe-mapkeTUHroBUTE
npoyJyBaHnsa ca goknageaHu pepkun cnydyam Ha NMS no Bpeme Ha neveHue c
aripiprazole. Knmhuunute npossn hHa NMS ca xuneprnupekcus, MycKynHa
PUrMAHOCT, HapylleH MeHTaneH CTaTyc W AaHHW 3a aBTOHOMHa HeCcTabWIiHCT
(npomMenu B nyrica 1 KPbBHOTO Hansrake, Taxwkapaus, guadopesa v cbpaeyHa
aputmus). Moxe pa ca Hanumue M MNOBUMILEHKM CTOMHOCTM Ha Kpeatud
docdoknHazata, muornobuHypusi (pabgomuormsa) u  octpa 6SwbpeuHa
HefoCcTaTbYHOCT. AKO MauueHTUTe pasBUAT MpU3HALM wuni  CUMNTOMU,
xapaktepun 3a NMS, wnu umar HeobsichuMo BUCOKa Temrnepatypa 6es

OOIMBAHUTENTHW  KAWHWYHI  [PpU3Haum  Ha NMS, npuema Ha BCHUYKU
aTUNCUXOTUYHY  FIeKapCTBa, BKIMIOYUTENHO ABILIFY, TpsbBa pa ce
npeycraHoBN.

MbpyoBe: Mpu npe-MapkeTUHIOBUTE MpoyyBaHWUs €a AOKMaABaHW He 4YecTu
criyyay Ha rbpvoBe MO BpeMe Ha neyeHve ¢ aripiprazole. Eto 3aluo,
aripiprazole Tpsbea pga ce npunara ¢ MOBWLIEHO BHUMaKWe npu nauueHTn
MpeKkapani B MXHaNoTO enn3odu Ha rbpuyoBe WNK ChLCTOAHWUS CBbLP3aHu C
rbpyoBe.

Llepebpo-sackynapHu HeXeranu JflekapecmeeHu peaxkuyuu, eKITroyumeriHo
UHCYImM, NpU eb3pacmHU rnayuesmu ¢ ficuxo3a cebp3aHa ¢ deMeRuus: 8 mpu
nnayebo  KoHmponupaHu usnumeaHus Ha aripiprazole npu  ew3pacmHu
mayueHmu (cpedHa sb3pacm 84 2., 8 spanuyu mMexdy 78-88 a.) ¢ ncuxosa
cewp3ara ¢ Bonecmma Ha Anyxaliivep, ce chobuiasa 3a Uepebpo-eackyrnapHu
HexenaHu peakuuu (Hanpumep UHCYymm, npexodHa ucxemuy+Ha amaka), 8 m.y.
u cpamannu unyudermu. Ob6wio npu 1.3% om nexkysanume ¢ aripiprazole
nauueHmu ce cwobujasa 3a uUepebpo-8aCKyapHU HeXenaHdu peakuuu 6
cpasHeHue ¢ 0.6% nnayebo-nekysadu nayueHmu. B mesu usnumeaHus
pasnukama He e cmamucmu4yecku 3Hayuma. B eOHO KIUHUYHO usnumeaHe ¢
chukcupaHa 0o3a obave, ce cnobuwasa 3a epb3ka mexdy dosama u uepebpo-
gacKynapHume uHyudeHnmu npu nayueHmu fexkysaHu ¢ aripiprazole. ABILIFY
He € 0dobpeH 3a fieyeHue Ha fcuxosa scrnedcmeue Ha 0enMeHyus.

XunepanuxkeMus U 3axaped Quabem: [lpu nayuedmu, fieKysarnu ¢ amunuyHu
aHmurncuxomuyHy  fiekapcmea uma CchobWEHUst 3a  passumue  Ha
xunepenukenmts, 8 HIKoU criyqdau eofela 00 kemoauudosa, xunepocmonapHa
Koma unu cmbpm. B KUHUYHume usfumeadus ¢ aripiprazole He ca
HabmodaeaHu 3Ha4YUMernHU pasfiudus & Yecmomama Ha passumue Ha



HexXejiaHu peakuul CebpiaHu CbC CMOUHOCMUME Ha arluKeMUYHUST KOHMPOors
(exrroyumernHo 3axapeH Guabem) unt abHOpPMHU cmOUHOCMU Ha SITUKeMUYHUS
KOHmporn, npu cpasHerue ¢ nnayebo. Hama moyvHu puckosu OaHHU 3a
C8DbP3IaHU C XUNepenukemusi HeXemaHu peaxkyuu npu NatueHmu ffexysaHu ¢
ABILIFY u ¢ Opyau amuriudrU asmunicuxomuyu, 3a da moxe 8a ce Hanpasu
OupekmHo cpaereHue. [MayueHmume, fleKysaHu C HSKaxKeu aHmuricuxomuyy,
exrmtoyumendo u ABILIFY, mpsb6sa da 6b6am HabnrodasaHu 3a npusHauu u
CUMMMONMU Ha Xunepanukemus (Hanp. nonuduncus, Nomauypusi, nonugasus u
crniabocm), U CBCMOSHUEMO Ha nayUeHmu Cbe 3axaper Ouabem unu ¢ puckosu
akmopu 3a 3axapeH Guabem mpsibsa pedosHo da ce KoHmponupa Ga He bu
0a Hacmbiiu eriowlasaHe Ha afluKeMUYHUS KOHMpOosI.

4.5 IlekapcTBEHW ¥ OPYIM B3auMoOLeRCTBMS

Mopaan cBoOs Qi-afApeHepriyeH peLenTopeH aHTaroHnaLbM, aripiprazole moxe
Ja yournu edbekTa Ha HaKOW aHTUXMNEPTEH3UBHY CPELCTBa.

lNopagn ocHoBHUs echekr Ha  aripiprazole eopxy UHC, e neobxoaumo
AOBUILEHO BHUMaHWe npu ynotpebara Ha  aripiprazole B kombuHauuns ¢
asikOXON WIM  JApyrv UeHTpanHo [elcTBaliy siekapcTea, ¢ HOTeHUnanHa
Bb3MOXXHOCT 3a MOABA Ha HeXemnaky MeKapCTBeHW peakumu, KaTo cepuvpaHe
(Brx T. 4.8).

Bb3MOXHOCT 32 Bb3AEWCTBME Ha  [DYIM JieKapciBeHWU MNPOAYKTM BbPXY
ABILIFY:

Mhaxnbutopute Ha cromaliHaTta KucenuwHHocT, Hz-antaroHucra famotidine,
Hamansiea ckopocTra Ha abcopbuua Ha aripiprazole, Ho Tosn edekr Hama
KMUHMYHA 3HaYUMOCT.

Aripiprazole nva MHOXeCTBO MeTaboNMMTHU MbTULLA, BKITIOYBALUM €H3NMHUTE
cuctemu CYP2D6 n CYP3A4, Ho He n CYP1A. Eto 3allo, npy nywiadyy He ce
Harlara npomsHa Ha Josara.

B KMMHWYHO npoy4YyBaHe Npu 3apaBy A0BpoBONUN, MOWKMA  WHXWOWUTOP Ha
CYP2D6 {(quinidine) Bogn no noeuwasaHe Ha AUC Ha aripiprazole c©keC
107%, pokaTto cTofiHOCTTa HAa Cpax OcTaBa HenpomeHeHa. AUC u Chax Ha
dehydro-aripiprazole, koiito e aktueeH wmeTabonut Ha aripiprazole,
Hamansear ¢ 32% n 47%. MNMpu egHOBpeMeHHOTO npunoxerne Ha ABILIFY ¢
quinidine, pnozara Ha ABILIFY Tpabea fa ce Hamany MNOYTW HaMofloBUHA
cnpsmo obuuyaiiHo npefnucesaHata gosa. [logobHu edekty moxe ga ce
ouakeat M npu  Apyrn mMowkn uHxubuTopw Ha CYP2D6, kato fluoxetine n
paroxetine, nopagu KoeTo e HeodxoAUMO ChLUOTC peayuupaHe Ha fosarta.

B KMWMHWYHO NpoyYBaHEe NpY 34paBy OOOPOBONUM, MOWHHWUA nHXUOWTOP Ha
CYP3A4 (ketoconazole) noenwmasa AUC u Chai Ha aripiprazole cbc chboTBETHO



63% un 37%. AUC u C,.x Ha dehydro-aripiprazole ce noeuwaeaTr cbC
cboTBeTHO  77% u 43%. EpHoBpemeHHOTO mMpunoXxeHue Ha  crnabo
meTabonuanpawm ce ot CYP2D6 npogykri 1 MowHu nHxubutopn Ha CYP3A4
MOXE fOa [oBefe A0 MO-BUCOKW MnasmMeHW KoHueHTpauwuu Ha aripiprazole, B
CpaBHeHne ¢ Teau NpWu akTuBHO MeTabonusupade ot cTpada Ha CYP2D6. [Npn
eHOBpeMeHHO npurioxeHne Ha ketoconazole nan gpyrit MOWHN MHXNGUTOPK
Ha CYP3A4 u ABILIFY, Tpsibra fa ce Hanpaeu OLEHKA Ha CHOTHOLUEHWETO
non3a/puck 3a nauwexHta. [pn egHoepemeHHa ynotpeda Ha ketoconozole u
ABILIFY, pozata #a ABILIFY Tpsabea fa ce Hamanu HarofloBuHa, CIpAMOo
obuvaitno npunaradara gosa. IogobHu edekt MoXe Aa ce oyaksaT M npu
apyrm molny uHxubutopn Ha CYP3A4, xato itraconazole 1 HIV npoteashu
nHxubuTopu, nopagmn KoeTo e HeoDXOAMMO ChLIOTO pefylMpaHe Ha gosara.

Ipu npeyctaHoesiBaHe Ha npuema Ha CYP2D6 nnu 3A4 nxubutop, fosata
Ha ABILIFY TpsGBa ga ce niosuliM SO Ta3l npunaraHa npegu sanoysaHe Ha
KOMOVHVPAHOTO NeyeHue.

Crnepn, epgHoBpemMeHHO npunaradHe Ha carbamazepine, MOWEH WHAYKTOP Ha
CYP3A4, namepenute reomeTpuunnte cToliHocTh Chax 1 AUC Ha aripiprazole
ca Ownu MO HUCKW CbC cboTBETHO 68% u 73%, cripsMo Te3w npwu
CaMOCTOATENHOTO TIpurnoXeHue Ha aripiprazole (30 mg). MNopobHo Ha ToBa,
cToliHocTuTe Ha Chax W AUC na dehydro-aripiprazole, crnei egHoBpeMeHHO
npunoXeHne ¢ carbamazepine ca Bunm 110 HUCKM CbC CbOTBETHO 69% 1 71%,
CRPSIMO TE3X NTPU CZMOCTOSTENHOTO NPUITOXEHVE Ha aripiprazole.

Mpn epnoepemenHata ynotpeba Ha ABILIFY n carbamazepine, nosata Ha
ABILIFY TtpsibBa na 6nge yasoeHa. [NogobHn edekT MOXe fAa ce ovyaksar U
npu gpyrm mowHW uHayktopn Ha  CYP3A4 (kato  rifampicin, rifabutin,
phenytoin, phenobarbital, primidone, efavirenz, nevirapine 1 X&LnT KaHTapNoH),
KOoeTo Hajara nogobHo noBultaBaHe (yaoBosBaHe) Ha pgosarta. [lpu
npeycraHoBsBaHe Ha npuema Ha mowHutTe CYP3A4 uHAyKTOpW, Kosata Ha
ABILIFY TpsbBa fa ce pepyumnpa [0 obudaiHo npunaraHa Hos3a.

lNpu egHoepemeHHaTa ynotpeba Ha valproate nnn lithium ¢ aripiprazole, He e
HabmogaBaHa KNMHNNHO 3HauYuMa NpomMsiHa B KOHLeHTpaumnTe Ha aripiprazole.

[loTeHUuManHa BBb3MOMHOCT Ha ABILIFY pa Bw3dciiciBa BbBDXY ADVIRK
feKapcTBEH NPOAYKTU:

B knuHuuHu npoyuBanmns, posm ot  10-30 mg gkesHo aripiprazole, He ca
noxasanu 3HaunTeneH edekt BbpXy MeTabonuama Ha cybetpature Ha
CYP2D6 (chOTHOWEHNETO dextromethorphan/3-methoxymorphinan),
2C9 (warfarin}, 2C19 (omeprazole) u 3A4 (dextromethorphan). B gontnxerue
Ha ToBa, aripiprazole n dehydro-aripiprazole He ca nokasanu noTeHUMan 3a
Bb3gelicTene Bbpxy CYP1A2-menumpanHna metabonusnbm in vifro. ETo sauwlo,
He ce ouakBa aripiprazole ga gosefe 0O KIUMHWYHO 3HaYMMK NeKapcTBeEHH



B3aMMOACSUCTBUR C NEKApPCTBEHW MPOJYKTW, MeuupaHu OT Te3aun eH3UMHN
cNcTemMu.

4,6 BpemeHHOCT U KbpMeHe

BpemeHHOoCT:

He ca npoeexfaHu CLOTBETHU KOHTPOMUpaHu NpoyyBaHus ¢ aripiprazole npu
OpemeHHn XeHu. [poyyBaHmaTa NPU XUBOTHY HE M3KMOYAT BB3MOXHOCTTa 3a
fosiea Ha TOKCU4HOGT (BWXK T. 5.3). [MaunenTute Tpabea ga O6bOaT CLBETBAHK
[1a OCBeAOMAT NeKyBaluns Fiekap B criydail Ha rnosiea Ha OpemMeHHOCT UK, ako
MraHupaT Takaea no BpemMe Ha rneveHueTto ¢ aripiprazole. [lopagw
HeaocTaTbhuHNTE AaHHK 3a 6e30nacHOCT NpW XOpa K pesynTatuTe nonyyeHy ot
PENPORYKTUBHUTE MAPOYUYBaHUS MPW XWBOTHU, TO3W INEKapCTBEH MPOOYKT He
TpsibBa pa ce ripuriara no sBpeme Ha OGPEMEHHOCT, OCBEH B Criydante, Korarto
oYakeaHata Nnosi3a HeJBYCMUCIEHO OnpaBgasa NoTeHLManyus puck 3a nioga.

KbpmeHe:

Aripiprazole ce oTgens B MITIAKOTO Ha MITbX0BE [0 BpeMe Ha KbpmeHe. He e
YCTaHOBeHO danu  aripiprazole ce otgens B YoBelUkata KbpMma. laumeHTruTe
TpsiOBa Aa Obgar CeBeTBaHW [a He KbpPMAT M0 BPeEME Ha JIEYEHUETO C
aripiprazole.

4.7 EdeKtn Bbpxy criocobBocTTa 3a wodupade u padboTa ¢ MalinHu

KaxTo rnipu Apyrute aHTMRCUXOTUUW, RauueHTuTe Tpabaa ga 6b-4aT ¢ NoBULLEHO
BHUMaHue npu pabota ¢ MnoTeHUWanHo OfacHu MalunHKW, BKAYUTENHO
MPEeBO3HU CPEACTBa, HOKATO HE Ce HaMblHO CUIYpHW, 4Ye JIeYEeHWEeTO C
aripiprazole Hama oTpulaTen edekT BLPXY W3NBLIHEHNETO Ha Te3N JEeWHOCTN.

4.8 HexenaHu NeKapcTBEHM peakuvn
peacraBeHUTE MO-SONY HEXEnaHu NeKapcTBeHW peakuvn ca HabmogasaHu

no-yecro (= 1/1700) B cpaBHeHune ¢ nnauedo, unm ca onpegeneHn Karto
BEPOSTHO CBBP3aHu ¢ Jl1, 3rauumut HIIP (*):

Hapyuenusi Ha HepBHaTa cucTema
Yecmu (> 1/100, < 1/10): obbpkBaHe, Oe3cbHUE, akaTuansi, GOMHONMEHTHOCT,
TPEMOP

3purTenHu HapyweHus
HYecmu (> 1/100, < 1/10): 3amMbIrieHo BwaaHe

CbpOeuHin HapylieHus
Heuvecmu (> 1/1,000, < 1/100): Taxukapausa®

C1L00BU HapyleHusA




Hewecmu (> 1/1,000, < 1/100); opTocTaTUMHA XUNOTOHNSA™®

FacTpo-uHTecTUHANHN HapyLUeHNs
Hecmu (> 1/100, < 1/10): rageHe, noBpbllaHe AUchercus, KoHcTunauns

O61n Hapywehus (BKSFOYMTERHO TAKMBA HA MACTOTO Ha NpUIioXKenue)
Yecmu (> 1/100, < 1/10). rmasoBornue, acTeHusi

Exctpanupamughy cumntomy (EPS): npu npopgbIkUTenHo, 52-cegMu4dHo
KOHTPONMUPaHO npoyuBaHe, NpyY nauueHTUTe Ha JiedeHne ¢ aripiprazole xarvo
A0 e HabnwaasaHa no-hHucka vecrtota  (27.1%) na EPS BxnounTentHo
NapKUHCOHM3BM, aKaTn3usd, SUCTOHMSE U OUCKWHE3ns, B CcpaBHeHue C
rnauvenTuTe nekyeBann ¢ haloperidol (59.2%). [llpu npogkmxuTenHo, 26-
cefMnuHo, nnauebo-KoHTpoNMpaHo npoyyBaHe, decrotata Ha EPS npu
nauneHTuTe Ha nevenne ¢ aripiprazole e 6ura 20.3% n cwotBetHo 13.1% npu
nauveHTuTe OT fpynata Ha nnauebo. B apyro 26-ceAMNYHO KOHTpoOnupaHo
npoyyBaHe, yecrotara Ha EPS npu nadweHTUTEe Ha feveHue ¢ aripiprazole e
ouna 16.8% u ceoTBeTHO 15.7% nNpn nauMeHTUTE Ha nedeHne ¢ olanzapine.

CpasHaBaHeTo Ha aripiprazole n nnaueto, no oTHOWEHWE Ha Oposi NauueHTn
NPk KOWTO ca HaOnoAaBaHW KIMHWYHO 3HaYMMK [POMEHW B PYTHMHHUTE
rnabopaTtopHu napaMeTpu, He e MoKasaro 3HaquMo pasnuyue. lNMosuwaeaxe Ha
CPK (Creatine Phosphokinase), obuxHOBEHO nNpexofHO W acuMNTOMHO €
HabmopaBaHo npu  3.9% OT nauMeHTUTE Ha nevdeHue C  aripiprazole, B
cpaBHeHne 3.6% OT naumeHTUTE Ha nnauebdo.

Opyru pesyntatu;

Hexxenannute nekapcrBeHW peakitiin, 3a KOUTO € W3BECTHO, Y€ ca CBbp3aHn ¢
AHTUNCUXOTMYHOTO FledeHne, cboblaeaHn 1 NpyY fedyeHneTo ¢ aripiprazole
BKNIOYBAT HEBPOASNTUYEH ManurHeH CuHOpoOM, TapAWBHa [AUCKUHE3Ws,
LpYoBe, Uepebpo-eacKytapHU HeXenary pearkuyul npt 8b3PacmHy nayueHm
¢ GeMerUus, Xunepanukemus u 3axapeH duabem (B T. 4.4).

lMocmi-mapkeriune

Cnednume HexenaHu peakyuu CbU0 ce crobujasam MHO20 PsdKo o epeme
Ha rocm-MapKkemun20eus nepuod :

Hapywenus e uMyHHama cucmema: ajepauyHa peakyus  (Harp.
aHabunakmuyna peakyus, adauoedem, npypumuc unu ypmuxapusl)

Teuxuampuyrt HapyweHUs: HepeHoc, IMPEesOXXHOCT
HapyuwieHus Ha HepaHama cucmema HapyuweHus Ha peuma
Crlosu HapyLueHUs: CUHKOI
Facmpo-uHmecmuHaniu HapyuieHus: nosuULeHo CriroHoomaernsHe

Myckynio-ckeflemsu, cpeOuHUMeEnHa mbkaH U KOCMHU — HapYWeHUs:
cKosaHocm, Muanaus, pabdomuosnu3sa
O6wu HapyuieHUsi U makuga Ha MSICIOIMO Ha NpuriokeHue: bonka e ebpoume




Hapywenus Ha fabopamopHume pesynmamu: nosuweHu cmolHocmU Ha
KpeamuH ¢bocthokuHasa, Ha ananuH amuHomparcegepasa (ALT),Ha acriapmam
amMurompaHcghepasza (AST)

4.9 Tlpepnosupaune

B KAMHMYHK npoyuBaHWst CAYHaAMHOTO MW YMULUTIEHO OCTPO MpeAo3supaHe C
aripiprazole npu nauueHT npuenu fosu go 1080 mg He e JoBesio A0 datarkn
nocreamuy . Mexay npusHaumte U cUMATOMKUTE, 32 KOMTO ce cholbllaBa npu
npefosupaHe ¢ aripiprazole, ca rageHe, NoBpbliaHe, acTeHus, guapus u
CBHIWBOCT.

Mo Bpeme Ha NOCT-MapKeTWHrOBWUA [MEepwoz, fpusHauuTe W cumnToMuTe
nabriloAaBady NPy Bb3pacTHW NauyeHT! Npegosunpaxn ¢ aripiprazole npu fosu
Jo 450mg, BKMOYBAT Taxukapaus U nospbluadHe. OceBeH ToBa ca MOoNydyeHu
cboBlUieHna 3a MHUMAEHTHO Npegosupane ¢ aripiprazole (po 195 mg) npu feua.
lMoTeHUunanHo  CepuosHUTE  Mpu3Haun M CMMITOMW  BKMOYBaT
ekcTpanupamMyuaRy CuMnToMy 1 NpexofHa 3aryba Ha cL3HaHue.

JleyenueTo npu npenosvpade, TpsbBa fa BKMOYBA NOAObPXKALLO neqeHue,
QCUIYpsIBAHE Ha MPOXoAMMM AMXaTernHW NbLTULWE, NpueM Ha KACAopoA 1
BEHTUNAUMS, KaKTO ¥ HasHayaBaHeTo Ha CUMITOMaTN4HO fneveHue. Tpadea aa
ce UMa npeaBusa BepoaTHOCTTA OT ynoTpebaTta Ha HAKOMKO nekapcTsa. ETo
3aio, e Heobxognm HesabaBeH KapAWo-BacKynapeH KOHTPON UM BKNIOYBAHETO
Ha HenpeKbCHaTO eneKTpokapauorpadcko npocrefsisaHe 3a YiaBsHETO Ha
Bb3MOXHA aputMud. Flpy BCAKO NOTBBLPAEHO UMK MoAo3upaHo fipeaosupale ¢
aripiprazole, e HeobxoAMMO NOCTOSIHHO TpoCreAsiBaHe Ha nauueHta Lo
HEroBOTO TbIMHO BL3CTaHOBRBAHE.

AxtiniBeH Bournied (50 g), npunoxed fo 1 yac crien npuema Ha  aripiprazole,
nHamansiea Cnax Ha aripiprazole ¢ okono 41% u AUC ¢ okoro  51%, Koeto
npegrornara Bb3MOXXHOCT 3a fiedeHne Ha NpefosupaHeTo ¢ akTuBeH BhITeH.

Bbripexu, Ye HAMa OaHHW OTHOCHO edeKTa Ha Xemoauanuaarta npn neyexne Ha
npeposvpaHeTo ¢ aripiprazole, He ce ovaxkBa xemoguann3ata [Aa Ce OKawe

riofiesHa B TO3M Cny4ail, Tel kato aripiprazole ce cebp3Ba BLB BUCOKA CTENEH
C NnasmenuTe NPOTENHY.

5. ®APMAKOROIMMYHN BAHHN

5.1 ®apmMaxkoguHaMUYHY AaHHU

dapmakoTepanesTudHa rpyna: antuncuxortuun, ATC code: NO5 AX12



fipeanonara ce, ye ediekTMBHOCTTA Ha  aripiprazole rnpu WwmsadpeHns ce
OBIDKN RHa KoMmbuHaumsta O7 4acTudeH aroHuabM cnpsiMo dopamine D2 w
serotonin 5HT1a peuenTopute W aHTaroHMs®LM chpsmo  serofonin 5HT2
peuenTopuTe. Aripiprazole nposiBARa aHTArOHUMCTUYHW  CBOWCTBa nNpw
JKUBOTMHCKW MOAENM € JAoNaMUuHEepriMdHa XWnepkTUBHOCT W aroHWCTUYHK
CBOMCTBA TMPI XMBOTUHCKM MOZENU C [AoHAMUHEPIYHE  XWUNOaKTUBHOCT.
Aripiprazole nposiesiga BicOK adHUTET HA cRBLp3RaHe in vitro ¢ dopamine D2 u
D3, serotonin 5HT1a n 5HT2a peuentopute w ymepeH apuHWUTET cnpsamMo
dopamine D4, serotonin 5HT2c w 5HT7, alphal agpeHepruvHu w
H1 xuctamuHosu peuentopu. Aripiprazole nposeaBa n ymepeH aduHUTET KbM
Mecrata Ha obpardHo noemaHe Ha CEPOTOHWH ¥ HesHauyuTeheH edekT KbM
MyckapuHoBUTE peuentopu. BaawmozeictaneTo C ApyrM peuenTopw,
pasnn4ei OoT AoNaMUHOBUTE 1 CEPOTOHWHOBIW NMoATMNOBE, 00SICHSBA HSKOM OT
hpyrute kAuHudHRK edbexty Ha aripiprazole.

Josn aripiprazole ot 0.5 po 30 mg, npuemaHu BeAHBX HHEBHO OT 3apasw
poBGpoeoniy 3a nepwod OT 2 ceamMuUn, BOAST A0 A030-3aBUCMMO HaMansaBaHe
Ha CBbLP3IBAHETO C 11C—raclopride, cnpetucpuieH D2 peuenTopeH nurang, B
oGrnacTra Ha onalkaTta W nyTaMeHa, YCTaHOBEHO C MOMOIUTa Ha MO3UTPOHHA
eMUcuoHHa Tomorpadus.

HonbnnnTertda nHgopMauns 0T KITMHUYHW NPpoyYBaHNS:

itinzodpperun: B Tpu kpaTkoTpaituy (4 Ao 6 cegmuii} nrnaledo-KoHTposMpann
npoyyBaHus Bimoyeailn 1,228 naumeHta ¢ n3odperus, Mpoaessatia ce ©
no3UTUBHU M HEraTMBHM CUMIOTOMM, aripiprazole e rokazan CTaTuCTuuecKkn
3HAYMMO O-TOJISIMO nofobpeHne Ha OCUXWUHWUTE CUMATOMU, B CpaBHEHWE C
nnauebo.

ABILIFY e edektBer No OTHOWEHWE Ha  3anasBade Ha KIMHUYHOTO
nogobpeHne rpKU NPOARITKATENRHO NeveHiie Ha nauueHTn, oKasanuk oTroBop
npu 3anovsaHe Ha nedeHveto. [pu cpaBuuTenHo npoyuBaHe ¢ haloperidol,
6post Ha nauvieHtte (%) NpW KOUTO OTroBOpa CrPSMO TeYeHweTo ce e
3anasun B Opogbrpkenwe Ha  52-cegmuln e cxoheH npu AeBeTte rpynu
(aripiprazole 77% u haloperidol 73%). o otHoweHne Ha 6posi maumeHTH
3aRLPLANY poyYBaHeTo, NpyY Tpynarta Ha aripiprazole Toil € 3HavnTesnHo no-
ronam (43%), B cpashenne ¢ haloperidol (30%). Pesynratute OT ckanure,
W3MOMN3BaHy 32 NpocnedsBaHe Ha BTOPUMHUTE KPUTEPUM, BKIOUNTENHO
PANSS s Montgomery-Asberg Depression Rating Scale nokassar sHauntenHo
nogobpenne cnpsmo halperidol.

Mpn 26-cegMmuuHo, rrauebo-KOHTPONUPaHo npoyyBaHe Mpy crabunusvpadu
nMaumenTn ¢ XpoHu4Ha wusotperns, aripiprazole e nokasan 3HaYATEAHO M0~
FONIAMO pefylUMpaHe  JecToTata Ha npucrbnute, 34% nOpu rpynara Ha
aripiprazole n 57% npw nnauebo.

YBesnuyaBaHe Ha TernoTo: B KNMMHUYHWU MpoyYBanua aripiprazole He e noxasan,
ye BOOWM A0 KNMHMYHO 3HaUMMO MoBMLIaBaHe Ha Ternoto. B 26-ceamuuno,
JBOMHO-CIANG, MYNTU-HaLMOHAIMHO, CPaBHUTENHO Npoy4yBaxre ¢ olanzapine npu



314 nayueHTa ¢ WM30MhpeHUs, B KOETO YBEMWHEHWETC Ha TernoTo € oun
NLPBANEH KPUTEPWIE, 3HaYWTENHO NO-Marnko NauuMeHTu ca umanu Hal-marnko
7% yBenuueHwe Ha TEernoTo, CHPSMO W3XOQHWUTE CTOWHOCTM (Hanpumep
yBEnWYeHne Ha TEernmoTo ¢ Hail-manke 5.6 Kg npy cpefHo WU3XOofHO Terno
~80.5kg) npn rpynata Ha aripiprazole (N=18, unn 13% ot oueHeHuTe
nauweHtn), B cpapHenne ¢ olanzapine (N=45, wrm 33% o1 oueHeHuTe
nauueHTn).

5.2 ®MapmaKOKMHETUYHM CBOUCTRa

AbcopbLins:
Aripiprazole ce abcopbupa gobpe, kato MUKOBYK MNA3MEHW KOHLEHTpauuu ce

nocTurat B pamkute Ha 3-5 yaca cnen npuema. Aripiprazole npeTbphsBa
MUHMManeH rnpe-cucteMeH  MmetabormsbMm.  ADcomoTHaTa  nepoparsiHa
BuoHanu4HocT npu TabnetHata copma e 87%. boratarta Ha MasHUHU XpaHa
He NoBNMsiBa (papMaKoKMHeTKaTa Ha aripiprazole.

Pasnpenenexue:
Aripiprazole ce pasnpegens B Lenust opraHuMsbM, Kato obema Ha

pasnpepeneHue e 4.9 1/kg, BKmlouBall EKCTEH3MBHOTO EKCTpaBacKyrnapHo
pasnpepnenexne. [pu TepaneBTUYHW KOHLeHTpaluu, aripiprazole n dehydro-
apripiprazole ce cBbLP3BaT CbC CEPYMHUTE MPOTEMHW, Ha MLPBC MSACTO C
andymuna, noseye ot 99%.

MeTabonuaem:

Aripiprazole ce wmeTabonusupa akTMBHO B YepHus [pol, 4pes Tpu
ouoTpaHcdopmMaLMoHHY  MhTs:  AEXWApPOreHupaHe,  XWOpoKcunupaHe U
N-geankurnupade. B in vitro npoyusanus, enaumute CYP3A4 n CYP2D6 ca
OTFOBOPHM 3@ OEXWAPOreHVMpaHeTo U XWMApoKCcUInmpaseTo Ha  aripiprazole, a
N-neankunnpaneto ce katanusupa ot CYP3A4. Aripiprazole e nekapcrseH
NPOAYKT, HanoNOBWHA pasfnpefensw; ce B cucTemuara Uupkynaumsa. [lpu
paBHOBECHO CcbeTosiHme, dehydro-aripiprazole, koiTo e axtuBer meTabonuT,
npeactaensaea okono 40% ot AUC Ha aripiprazole B nnasmara.

EnnmutnpaHe:

CpefHusaT Nony-XuBoT Ha  aripiprazole e npubnuaurenHo 75 uaca npu
eKcTeH3uBHO meTabonuaupane ot CYP2D6 u oxone 146 vaca npu cnabo
meTabonuanpane ot CYP2DG.

O6inst TeneceH KNUpLHC Ha  aripiprazole e 0.7 mi/min/kg, kato 7o e
npeaumMHo YepHoapobeH.

Crie efHokpatHa nepoparnHa fosa [140]-Map|<mpa|-t aripiprazole, okono 27%

npueTata pafuoaKTMBHOCT Ce OTkpuea B ypuHata, a okorno 60% B
nsnpaxkHeHusita. [lo-manko oT 1% o7 HenpoMeHeHua aripiprazole ce
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eKkckpeTupa ¢ ypwHarta, okorio  18% ce OTKpMBAT B M3NpaXHeHuATa B
HEMpPOMEHeH BU.

PapmaKoKuHemuKa npu crieuyuantu epynu nayueHmu

[MauneHTn B HanpeaHarna Bb3pacT.

He ca ycradoBeHn pasnuunsi BbB thapmakokuHeTukata Ha  aripiprazole npw
3gpaBn Bb3pacTHM pobpoBoniy U no-mMiagu WHAMBUAW, KaKTo 11 HAKAKBU
3abenexumn edeKT Ha Bb3pacTTa Npu NonynaunoHHUA (papMakoKMHeTUHEH
aHanus Ha NauMeHTuTe G LWN3oMpeHus.

Mon:

He ca ycraHoBeHW pasnuuus BbE (hapmakoKuHeTukata Ha aripiprazole npu
30paBU MBXKE 1 JKeHu, KakTo u HAakakeu sabenexuni e@ekm Ha nona npy
ronysnaunoHus papMakoKMHeTU eH aHanus Ha nauueHTnTe G lWmnsodperns.

[NyweHe n paca:

MonynauuohHata GapMakoKMHETUUHA OLEHKa He € YCTaHOBMNa KIUMHWUYHO
3HauuMy  CBBP3aHM ¢ pacara WM AYlUeHeTo  pasnuyua BbB
thapmakoKmHeTUKaTa Ha aripiprazole

Bu6peyHo yBpexaaHe:
YcTaHoBeHO €, He (hbapMakoKMHEeTWIHNTE CBOWCTBa Ha aripiprazole u dehydro-

aripiprazole npyu nauweHT ¢ TeXKo HpOpeyHo HapytueHne ¢a CXOAHK C Tean
npy Maagy 3gpaBu MHAVBUAN.

YeproapobHo yepeXxaaHe:
Mpu npoyyBaHe ¢ eAHOKpaTHa [03a, NMPYU NauueHTW ¢ pasnuyHa cTeneH Ha

yepHoppoBHa umpoza  (Child-Pugh Classes A, B nC) He e ycraHoBeH
3HauMTeneH edekT Ha YepHoAPOOHOTO HapyLleHue BbPXY hapMakokuHeTukaTa
Ha aripiprazole n dehydro-aripiprazole, HO B Npoy4BaHeTO ca GUNU BKITIOHEHW
camo 3 naumenta ¢ Class C yepHogpobHa unposa, KOeTo € HeAoCTaThYHO 3a
MpaBeHeTo Ha 3aKIMOUEHNe OTHOCHO TEXHIA MeTabonnTeH KanaunTeT.,

5.3 [peaxknuHM4HK HaHHK 3a BesonacHOCT

[MpepkrunyHUTE SaHHN 33 6e30MacHOCT HE Ca [oKasarny HAKakbs cnelnduqeH
oTpuuaTteneH (yBpexaall) edekT npy YoBeka Ha BasaTa Ha KOHBEHLMOHAITHY
MpoyysaHua BLPXy dapmMakonorusTa Ha Oes3cnacHOCTTa, TOKCWYHOCTTA Mpu
MHOTOKPATHOTO  MPUIOXKEHMe, TEeHOTOKCMYHOCTTa, KaHueporeHHoctia WU
perpoayKrnBHaTa TOKCUHMHOCT.

3HaunMy TOKCUKOMOTMYHY edeKkTn ca HabniopaBaHu, equHCTBEHO TPy [03Nn,
fpeBulLIaBaLll 3HAYNTEITHO MaKcumanHaTa f[o3a Mpw YoBeKa, KoeTo Mokasea,
Ye Tean edeKT Ca OFPaHWYMEHN WU HEe ca CBbP3aHu U KIMMHUYHOTO
npunokerme. Te BKMOYBaT: A030-3aBUCMMAa afpeHOKOPTUKaNHa TOKCUYHOCT
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(nunodycuH NMUIMEHTHO akyMmynupaHe u/uny zaryba Ha NapeHXumMHN KAeTKW)
Mpu nnbXoBe, npu 104-cegMnUyHO npuUnoXeHune Ha gosnm ot 20 no
60 mg/kg/day (3pno 14 v chnpsmo cpegHata pasHoBecHa AUC nipu
pMaxcumanHaTa npenopbyYaHa [o3a Npu 40BeK) KM MosulliasaHe Jecrtotata Ha
aapeHoKOpTUKaNHUTe KapuymHOMWM W KOMOWHMpaHWTe a4peHOKOPTUKaTHK
afaeHoOMU/KapUMHOMU NIPK KEHCKK MTkXoBe, npu gosa 60 mg/kg/day (14 nbtm
crnpsimo cpepgHa pasHoBecHa AUC ripyu MakcumansaTa npenopbyakla Jo3a Npu
YOBEK).

HonbnuuTtenHo e HabnogaeaHa 1 XoNnennTnasa B pes3ynrar Ha npeuunutupaHe
Ha& CyndartHATE KOHIOraTh Ha Xnapokeunupauute metabonutn Ha aripiprazole
B JKMbuKata Ha MaliMyHW cried MHOIOKPaTHW mepoparHu  fosm ot 25 Ao
125 mg/kg/day (1 go 3 nbTM cnpame  cpegdHa pasHoBecha AUC Ha
MaKkcumarnHata npenopbyaHa KiMHW4HE gosa unu 16 go 81 mbm
MaKCMMarHaTa npefopbyaHa [o3a Npy JYoBeka Ha 6asa mg/m?). OcBeH ToBa,
KOHUeHTpauunTe Ha cyfndarHute KoHwrati Ha  hydroxy aripiprazole B
YOBELLKATa MITBYKA Npu MakcmmanHata gonyctuma fosa ot 30 mg gHeBHO, He
ca rioeevde o7 6% OT KOHUEHTpaunuTe YCTAHOBEHWN B MTbYKaTa Ha MaliMyHW
npu  39-ceamMuuHO NpoyuyBaHe W ca oA TexHute rpanuun (6%) Ha in vitro
Pa3TBOPMMOCT.

Bb3 ocHOBa Ha pesynTatuTe OT [bMHWTE CTaHAapTHUM TecToBe 3a
reHOTOKCMYHOCT, € YCTaHoBeHO, 4e aripiprazole He e roHoTokcuueH. [lpu
npoy4BaHKs BbpPXY PEMPOSYKTUBHaTa TOKCUYHOCT, € YCTaHOBEHO 4e
aripiprazole He yBpexaa heptunurerta. KbCHa TOKCUYHOCT, BKAIOUMTESHO S030-
3aBUCMMa KbCHa deTanHa ocudmKauusa v Bb3MOXEH TepartoreHeH edekr e
HabmionaeaHa nNpuW  MAbLXOBE, MpW 003U BoAewm [o cybTepaneBTudHK
KoHUeHTpaumu (Bb3 ocHoBa Ha AUC) u rnipu saiiuw, npu [o3W BoAewlW OO
KOHUeHTpaumu 3 1 11 0bTk CNpAMO cpefHNTEe paBHOBECHW KOHLieHTpaLuy Nnpw
MakcumanHarta npenopbYRaHa f03a B KMMHWYHATA NpaxTtika. TOKCUMHOCT npu
MalfikaTa ce [osiBaABa npy A[o3n, nogo®HW Ha Tesy MpoBOKMpaluyn KbCHa
TOKCMYHOCT.

6. OAPMALEBTUYHW OAHRHY

6.1 ChuctK Ha noMoLlHUTE BellecTBa
Lactose monohydrate

Maize starch

Microcrystalline cellulose

Hydroxypropyl cellulose

Magnesium stearate

Red Iron oxide (E 172)
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6.2 DPUMKO-XUMUYHK HECHLBMECTUMOCTH
Hsama gaHuu.
6.3 Cpok narogHocr

3 roauHu
6.4 CreunarnHu ycroBUsl Ha ChXpaHeHue

C uen npegnaseaHe OT Brara, JfIEKapCTBEHWAT MpoAykT TpsiGBa fa ce
CbXpPaHsBa B OPUIMHarnHara cy onaxkoBka.

6.5 [lanHu 3a onakKoBKarta

Tabnetkute ABILIFY ca nocrtapeH B anyMuHUEBU Grnncrepu, BCEKU OT KOUTO €
[foCTaBeH B KyTus, Kato Opos Ha TabsneTkute B €Ha onakoBka MoXe fa Obae
ckOoTBeTHO 14, 28, 49, 56 unn 98.

He BCuYyku pasHOBYAHOCTY HAa ONaKOBKUTE MOXE Aa ca perucrpupann.

6.6 [ipenopwku npyu ynotpeba

Hama crieumantm npenopbky 3a yrnoTpeda.

7. UME W AOPEC HA NPUTEXATENA HA PA3SPEWLIEHMETO 3A
YNOTPEBA

Bristol-Myers Squibb Bulgaria

yn. “20-m anpun”’ Ne 6

1606 Codhusa

8. PEMMCTPALUMOHEH HOMEP

9. QOATA HA T[@bPBO PA3PEWABAHE 3A VYIOTPEBA HA
REKAPCTBEHWSA MPOOYKT

10. DOATA HA (MACTU4YHA) AKTYANIM3ALINSA HA TEKCTA.,
Omm 2005 r.
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