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KPATKA XAPAKTEPUCTUKA HA NMPOLYKTA
1. TBEPMOBCKO UME HA JIEKAPCTBEHWA NMPOLAYKT

ABILIFY 5 mg
ABUIV®AN 5mg

2. KONMWYECTBEH W KAYECTBEH CHCTAB
Besika TabneTtka ceabpxa 5 mg aripiprazole.

3a nomolLLHNTE BellecTea BIK T. 6.1.

3. TEKAPCTBEHA ®OPMA

TabneTkn

TabneTkuTe ca ¢ NMpaBobrbiiHa opma, cuHW, ¢ rpasypakl Hagnuc A-007 u
5 oT egHaTta cTpaHa.

4, KIWHWYHW OAHHK

4.1 TMoxkasaHua

ABILIFY e nokasat 3a nedeHue Ha wusodpeHns.
4.2 [o3upoBKa ¥ HauyuH Ha ynoTpeba

3a nepopanHo npuriokexue.

MpenopbuBaHaTa HavanHa W nogabpxailla aHesHa aosa ABILIFY e 15 mg,
npueTa BegHEX AHEeBHO, HE3aBUCUMO OT XPaHEHETO.

ABILIFY e edrextuBed npyu fo3a Bapupawa ot 15 go 30 mg pgHesHo. He e
HabrogasaHa noBulleHa  edeKTMBHOCT  MpPW  A03KW  NO-BWCOKW  OT
npernopbYBaHaTa gHesHa A03a oT 15 mg, BBNpeku Ye npu oTAenHU nauueHTn
10-BVICOKW Q031 MOXE Aa ca o7 nosza. MakcumanHata gHesHa gosa He Tpsabsea
pa vaasuwaea 30 mg.

Oeua n nogpacteaui: ABILIFY He e npoyusaH npy nauuexTtt nofd 18 roautiHa
Bb3pAacT.

[launenT ¢ yepHoapoGHO YBPEXAGHE: He Ce Harmara npomsiHa Ha JosaTta npu
nauMeHTh ¢ NeKo 40 YMEepeHo YBpeXdaHe Ha depHus Apob. Hama foctarbyHo
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[aHHK 33 MPenopbLKM OTHOCHO pexuma Ha Ao3upaHe Mpy NauneHT C TEXKO
yBpexgaHe Ha udepHus apob. [Npu Tesn naumeHTn e HeobxoAMMO BHUMATEITHO
onpefenaHe Ha fosarta. Burnpeku ToBa, Npy NaUMeHTUTE € TEXKO YepHOLPoOHO
yBpexgaHe, maxcumMaridaTa gHeBHa gosa ot 30 mg Tpsbea ga ce npunara ¢
roBUWEHO BHUMaHWe ( BUX 7. 5.2).

Mauventu ¢ 6LOpPeyYHO yBpexaaHe: He ce Hanara npomMsiHa Ha [osara npu
naumeHTn ¢ 6L6peYHo yBpexaaHe.

MauveHTn B HanpegHana BbL3PACT: He € YCTaHOBEHa edeKTWBHOCTTa Ha
ABILIFY 33 neueHve Ha wwusodpeHns Npu nauueHtTn Ha W Hag 65 roguilHa
Bb3pact. B pesyntat Ha no-ronsimata 4yBCTBUTENHOCT Ha Tasu nonynauys,
3aroyBaHETO Ha fevyeHue C Mo-HUCKU O03K Tpﬂgaa Aa ce vma npeasua, B
crydauTe KoraTto ToBa € KMMHUYHO onpapaaHo (B 1.4.4);

[lon: He € HeobXoAMMO NpoMAHAa Ha [o3aTa NPY NauKeHTUTE OT XEHCKK nos B
CpaBHEHME C TE3N OT MBXKN (BWK T. 5.2).

fyieHe: nmaikn npeaens MmetabonutHua MbT Ha ABILIFY, ke ce hanara
npomMsaHa Ha fosara npu nytaun (Bvok T. 4.5).

B cnyyait Ha efgHoBpeMeHHa ynotpeba Ha aripiprazole ¢ MowHNn nHXxMBuTopK
Ha CYP3A4 unm CYP2D6, gozata Ha aripiprazole tpsbesa ga ce peayuupa.
INpu cnupaHa Ha nedveHmeTo ¢ uHxmbutopu Ha CYP3A4 wnm CYP2D6
(usBarkgaHeTo UM OT KOMOMHMpaHOTO neveHune), gosata Ha  aripiprazole
TpsbBa ga ce nosuwn (BIK 1. 4.5).

lNMpu epHOBpPEeMEHHOTO NpUNOXeHWe Ha apiprazole ¢ MOLWHW WHAYKTOPW Ha
CYP3A4, pnosata Ha aripiprazole Ttpstea ga ce nosuwu. Tlpy cnupane Ha
neveHneTo ¢ ukaykropu Ha CYP3A4 (n3BaxgaHeTo UM OT KOMBWHWpaHOTO
fleyeHne), [osara Ha aripiprazole TpsdBa ga ce NoHwXM, cApsimo obuyannara
npenopsyaHa fosa (B T. 4.5).

4.3 TlpotuBonokaszaHunA

ABILIFY e nporuBonokasaH npu mauWMeHTW CbC CBPBXUYBCTBUTEINMHOCT KbM
aripiprazole unu Kxbm HAKoe OT NOMOLLHNTE BellecTsa.
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Mo Bpeme Ha aHTUMCUXOTUYHOTO fevyeHue, I'lO,D,OﬁpFIBaHeTO HAa KIUHUYHOTO
CbCTOSHWE Ha RaUMeHTa MOXE Aa OTHEME OT HAKOMNKO AHK 00 HSKOMKO
ceqMuUM, KaTto npes3 To3u nepuosg nauveHtTuTe Tpsbea aga O6bAaT nop
NOCTOAHHO HabnwaeHne.

TapaveHa gucknHEsUsi: Npy Npe-MapKeTUHIOBY NPOYYBaHWs B NpOIbIBKEHNE Ha
eflHa rogvHa unu no-Manko, crnydyaute Ha Heoﬁxo,qmmocr«@:r\neqeﬁme HA




ANCKMHE3NN FI0 Bpeme Ha neuveHneTo ¢ aripiprazole ca He yectu. [pn nosisata
Ha MpU3HaLY ¥ CUMITOMKU Ha TapAuBHa AMCKMHE3VS NPW NAUUEHTN Ha NevyeHne
¢ ABILIFY, Tpsabea ga ce obMuUcnN BE3MOXHOCTTa 32 HamasisdBaHe Ha aosata
nny npekpaTaBaHe Ha feYeHWeTo. Tean CUMITOMW MOXEe BPEeMEeHHO pa ce
BIIOLLIAT WKW A2 Ce NOABAT, AOPU Crief chipaHe Ha Nie4yeHueTo

HeppornientuyeH manurHed eudapom /Neuroleptic Malignant Syndrome (NMS)/:
NMS e noTeHuwarnHo dhaTtanes, KOMMAMEKC OT CUMATOMM, CBbP3aH ©

SHTUNCYXOTUUHNTE  MeKapcTBeHU npoayktu. [Ipw  nNpe-mMapKeTUHrosuTe
rnpoyyBalna ca AoKnageaHn pefku cnyyam Ha NMS no Bpeme Ha fieyelne ¢
aripiprazole. KnuHuynute nposs Ha NMS ca xuneprnupekcvsa, MyckynHa
PUrMOHOCT, HapylUeH MeHTaneH cTaTyc W OaHHW 32 aBTOHOMHAa HecTabUunHCT
(mpometHn B nyrica U KpLBHOTO HarndaraHe, Taxukapgns, guadopesa n chpaeuha
aputmusa). Moxe pga ca Hanuue U MNOBUILEHM CTOMHOCTW Ha KpeaTwH
docdokuHaszata, muornodbuHypusi (pabgomuonusa) M ocipa OnGpeuHa
HE[OCTaTBYHOCT. AKO nauWeHTWTe pasBUAT npusHalM Unu  CUMMITOMM,
XapaktepHu 3a NMS, unm wmat HeoBacHMMO BUCOKa Temnepatypa bes
AOMBAHUTENHY  KAWHWYHW  NpU3Haun  Ha NMS, npuema Ha BCUUKK
aTUNCUXOTUYHW  FEKapcTBa, BKAIOYWTENHO ABILIFY, TpsbBa pa ce
fipeycTaHoBY.

CbpuoBe: npyu npe-MapKeTUHIOBUTE MPOYYBaHWsA ca [OoKNagBaHW He YecTh
crniyyay Ha rbpyoBE M0 BpEMEe Ha neuyeHwe ¢ aripiprazole. ETo 3aujo,
aripiprazole Tpabea Aa ce npunara ¢ [OBUILEHO BHUMAaHWE MNPU NauUeHTw
fMpekapant B MWHaroTO €MU30AM Ha FbpuOBE WMW CLCTOSHWUA CBBbP3aHu G
rLpyoBe.

Llepebpo-sackynapHu HeXxenanu JfiekapcmeeHU peakyuu, eKImoYumernHo
UHCYNM, NpU 8b3PacmHU nayueHmu ¢ ncuxosa cebp3aHa ¢ JemeHUUs: 8 mpu
nnauebo Kowmponupanu usnumeaHus Ha aripiprazole rnpu ebapacmHu
rnayuermyu {cpedHa ew3pacm 84 2., e spanuyu mMexdy 78-88 2) ¢ ncuxo3a
cebpaaHa ¢ Bonecimma Ha Anuxalivep, ce crobujasa 3a uepebpo-eacKynapHu
HeXenaHu peakuyuu (Hanpumep UHCYnm, npexodHa ucxemuyHa amaxa), 8 m.y.
u c¢hamannu unyudenmu. O6wjo npu 1.3% om nekysaHume ¢ aripiprazole
nayueHmu ce cwobuwaea 3a uUepebpo-eacKyrnapHU Hexernanu peaxkyuu 8
cpasHeHue ¢ 0.6% nnauebo-riekysaHu nayuedmu. B me3u usnumeaHus
pasfiukama He e cmamucmuyecky snayuma. B e0HO KMUHUYHO UsfiumeaHe ¢
¢huxcupara dosa obave, ce cbobuiaga 3a epb3ka mMexdy dozama u uepebpo-
gacKynapHume UHUUGeHmMU npu NayueHmu fexkysarnu ¢ aripiprazole. ABILIFY
He e 00obpeH 3a NieyeHue Ha fncuxo3a ecriedcmaue Ha demeHUUs .

Xunepenuxkemuss U 3axapeH duabem: [pu nauueHmu, fieKysaHl ¢ amunudru
aHmuiTcuUxomuyHy  flekapemea  uma  ChobWeHuUs  3a  passumue  Ha
Xunepenukemus, & HIKoU cityvau sodewa do Kemoauudosa, XunepocmonapHa
Xoma unu combpm. B KknuHUYHUme usnumearuss © aripiprazole He ca
Habmodasanu 3HaYUMEnHU pasnuyusg 8 4ecmomama Ha passumue Ha



HexeraHu peakyuy CebLp3aHU ChCe CMolHocmume Ha 2rukeMuyHUS Koemporn
{exnrowumerHo 3axapeH ouabem) unu abHopmHU CMOTHOCMU Ha liUKeMUYHUS
KOHmpoOs, npy cpasHeHue ¢ nnayebo. Hsva mouru puckosu OaHHU 3a
CebP3aHU C XUrepanukemus HexXenanu peakyuu npu nayueHmu fiekysaHu ¢
ABILIFY u ¢ Opyeu amunuysu asmuncuxomuyy, 3a 0a moxe 0a ce Harpasu
OupexkmHo cpasHeHue. [NayueHmume, neKysaHu ¢ HAKaKeU aHmuricuxomuyu,
sxmoyumento u ABILIFY, mpsbea da 6wdam HabrnolasaHu 3a fpusHayu u
CUMIMOMU Ha Xuriepafukemus: (Hanp. nonuduncus, rnonuypus, nosugasus u
criabocmi), U ChCmosiHUemo Ha rnayueHmu cbe 3axapeH fuabem urniu ¢ puckoau
ghakmopu 3a 3axapeH duabem mpsbea pedosHo Ga ce koHmporsiupa 0a He 6u
OJa HacmbiIU 8riowagaHe Ha ailuKeMUYHUST KOHMPOTT.

4.5 JlekapcTBEHN U APYIrM B3auMoneincTeus

fMopagu cBOA d-afpeHepruyeH peLenTopeH aHTaroHusbm, aripiprazole moxe
na younu edpekta Ha HAKOW aHTUXUNEPTEH3UBHN CPEnCTRa.

Mopapaw ocHoOBHMA edekT Ha  aripiprazole Bbpxy UHC, e HeoBxogumo
noBulleHo BHUMaHwe npu ynotpebata Ha  aripiprazole B KOoMOWHauus C
arnkoxon Wi Opyrn LeHTpanHo AeficTBaluy fNexkapciBa, C MOTeHUmarHa
Bb3MOXHOCT 32 MOsiBa Ha HEXENaHW FfieKapCTBEHU peakumn, KaTto cepupade
(Bux 1. 4.8).

Bb3MOMHOCT 33 Bb3ASHCTBME Ha  APYrM NEKapCTBEHN MpOAYKIM BbDXY
ABILIFY:

Muxubutopute Ha cToMaluHata kucenmuHoct, Hz-aHtaronucta famotidine,
HamarisiBa CKopocTTa Ha abcopbumAa Ha aripiprazole, HO To3n edekT HaAMa
KNUHWYHA 3HaYNMOCT.

Aripiprazole uma mHOXecTBo MeTabonuTHM MbTUWA, BKMIOYBAWN EH3UMHNATE
cucremn CYP2D6 1 CYP3A4, Ho ve n CYP1A. ETo 3awjo, npu nyllaun He ce
Hanara npomsiHa Ha fosarta.

B knuHu4HO npoyyBaHe npw 3apasn JoOpoBOMLM, MOLWHWMS WUHXMBUTOP Ha
CYP2D6 (quinidine)} Bogn fo nosuitaBaHe Ha AUC Ha aripiprazole c¢kC
107%, OOKaTO CTOMHOCTTa Ha Chax OcTaBa HernpomeHena. AUC u Cpax Ha
dehydro-aripiprazole, ko0 e aktuBeH wmMeTabonuT Ha aripiprazole,
Hamansasat ¢ 32% u 47%. lNpn egHOBpeMeHHOTO npunoxenne Ha ABILIFY ¢
guinidine, posata Ha ABILIFY TpsGea pa ce namanh noYTW HarofioBUHa
cnpsimo ofbu4aitHo npeanuceaHata Aosa. lMogoBHu edektn Moxe pa ce
oyakeaT W npu Apyr mowHu uHxubutopu Ha CYP2D6, kato fluoxetine n
paroxetine, nopagun K0eTo e HeobXoAMMO ChHIOTO peAyunpaHe Ha Jo3aTd.



B knuHuyHO nipoyyBaHe npw 3apaBn AobpoBonun, MOLWHHUA MHXUOWTOP Ha
CYP3A4 (ketoconazole) nosuwasa AUC n Cnax Ha aripiprazole cbc cLoTBETHO
63% un 37%. AUC un Cnax Ha dehydro-aripiprazole ce noBuwasaTr cbC
CbOTBETHO 7% wn 43%. EQHOBPEMEHHOTO MPUIIOKEHWE Ha cnabo
metabonusupawm ce o7 CYP2D6 npoaykt 1 motHn nkxuburopn na CYP3A4
MOXe pa [oBefe Ho NO-BUCOKW MnasmMeHW KoHUEHTpalun Ha aripiprazole, B
CpaBHeHWe C Te3W NMpU aKTUBHO MeTabonusupaHe ot cipada Ha CYP2D6. MNpu
eAHOBpEeMeEHHO nipunoxeHue Ha ketoconazole vnn apyrn MowHKM nHXMGUTOPN
Ha CYP3A4 u ABILIFY, Tpsibea ga ce HanpaBu OLEHKA Ha CbOTHOLUEHUETO
nonsa/puck 3a naumeHTa. MNMpn egHoepemeHHa ynotpeda Ha ketoconozole u
ABILIFY, gosata Ha ABILIFY 1pabsa ga ce HamManu HanonoBuHa, CHpaMo
obuyaiiHo npunaranara fosa. [fogobHu edekTn MoXe Oa ce oyaxkeat W Npu
apyrn mowHn nexubutopn Ha CYP3A4, kato itraconazole n HIV npoteasHn
HXUONTOPK, NOPaawn KoeTo e HeoBXxoauMo ChLLOTO pegyLmpaHe Ha [o3arta.

Mpw npeyctaHoBsBaHe Ha npuema Ha CYP2D6 nnn 3A4 unxubutop, gosata
Ha ABILIFY TpsibBa ga ce nopuwv 0 Tasv npuiiaraHa npeiun sanoysaHe Ha
KOMBUHNPaKOTO NeYyeHke.

Cnen epHoBpeMeHHO MpustaraHe Ha carbamazepine, MOLLEH WHAYKTOP Ha
CYP3A4, nsmepenute reometpuututTe crofiHocT Chax U AUC Ha aripiprazole
ca Ounnm o HUCKW CbC cboTBeTHO 68% u 73%, cnpsmo Tesu npy
CaMOCTOATENHOTO NMpUIoXeHue Ha aripiprazole (30 mg). MNopobHo Ha ToBa,
croiiHocTute Ha Cnax ¥ AUC Ha dehydro-aripiprazole, crieg egHOBpPeMeHHO
npunoxkenne ¢ carbamazepine ca Gy NO HUCKK CbC cbOoTBETHO 69% 1 71%,
CAPSIMO TE3W NPY CaMOCTOATENHOTO NPUINoXeHNe Ha aripiprazole.

fpu egHoepemenHaTa ynotpeba Ha ABILIFY w  carbamazepine, gosara Ha
ABILIFY Tpsidea na 6bhe yapoeHa. [lofobHn edektn MoXe fa ce ovaksar U
npyw  gpyrn mowHum uHaykiopw Ha CYP3A4 (kato  rifampicin, rifabutin,
phenytoin, phenobarbital, primidone, efavirenz, nevirapine n XNt kKAaHTApUOH),
KOeTo Hanara nogobHo noBuiaBaHe (yhBosBaHe) Ha posata. [lpu
rpeycraHoesBaHe Ha ripuema Ha mowmnte CYP3A4 mHgyKkTopu, fosara Ha
ABILIFY Tpabea fa ce peayumpa go obuyaliHo Npunarasa paosa.

pu egHoBpemeHHaTa ynotpeba Ha valproate nnu lithium ¢ aripiprazole, He e
HabropaBala KNMUHUYHO 3HaYMMa NpoMsiHa B KOHUEHTpauunTe Ha aripiprazole.

[MoTeHUnanHa BbL3MOXHOCT HA ABILIFY fa Bb3geicTtBsa BLPXY  JADVIK
fAeKapcTeBeH NPOOVKTAL

B knunruuHw npoyuBanuda, fosuw ot 10-30 mg agHeBHo  aripiprazole, He ca
nokasanmu 3HauyuTerneH edekT Bbpxy MeTabonuama Ha cybcTpaTuTe Ha
CYP2D8 (croTHOLWeEHWEeTO dextromethorphan/3-methoxymorphinan),
2C9 (warfarin), 2C19 (omeprazole) n 3A4 (dextromethorphan). B gonenHexne
Ha ToBa, aripiprazole u dehydro-aripiprazole He ca nokasarn noTeHuuan 3a



Bb3aeicTene Bepxy CYP1A2-meaumpanuns metabonuabm in vitro. ETo 3aluo,
He ce oyakea aripiprazole Aa AoRefe A0 KAWHUYHO 3HAYAMU TEKapCTBeHW
B3aUMOZEINCTBUS C  fEKapCTBEHW NPOLYKTH, MEHUMPaHU OT TE3N eH3VMHW
cucTemn.

4.6 BpemMeHHOCT U KbpMeHe

EBpemMeHHOCT:

He ca npoeexgaHn CbLOTBETHM KOHTPONUpaHW fnipoyyBaHus ¢ aripiprazole npu
OpemeHHK XeHn. TpoydBanusTa NPY XXMBOTHU HE W3KMIDYAT Bh3MOXHOCTTA 3a
nosiea Ha TokcuuHocT (BUXK T. 5.3). MNMaunenTute Tpsabea aa 6bvaaT cLBETBAHM
A2 OCBELOMSAT fIEeKyBalliMs NeKkap B clfiyyail Ha nosBa Ha bpeMeHHOCT Unu, axko
nnaHMpaT Takaea no BpemMe Ha JfieveHnetro ¢ aripiprazole. [lopagm
HeROoCTaTBYHUTE AaHHUN 32 Be30nacHOCT Npy Xopa W1 pesynTaTiTe Nofy4YeHn oT
PENPOAYKTUBHUTE [POYUBaHUS MPU XWBOTHW, TO3U MESKapCTBEH HNPOAYKT He
TpsibBa fa ce mpunara nNo Bpeme Ha BpeMeHHOCT, OCBEH B criyvaute, KOraro
ouaKBaHata noriza HeBYCMUCINEHO OnpaBAaBa NoTeHUMarnHus pyuck 3a nroja.

Ktpmehe:

Aripiprazole ce otgens B MNSIKOTC Ha MNBbXOBE N0 BpeMe Ha KbpMmeHe. He e
ycTaHoBEeHO ganu aripiprazole ce otaensa B yoeellkata Kbpma. lNaunenTkute
TpsiGBa pga ObgaT CLBETBAHW [a HE KbpPMAT M0 BpeMe Ha JIeYeHUWeTo ¢
aripiprazole.

4.7 Edektn BBpXy cnocobHocTTa 3a WodnpaHe U paboTta ¢ MallHK

Kakro npw gpyrute aHTuncmxotuiuy, nauueHture tpabea ga 6baat ¢ NoBUIUEHO
BHUMaHWe npu pabota C MOTEHUWasIHO OnackHK MallnHW, BIIIIOUUTENHO
NMPEBO3HW CpeacTBa, A0KATO HEe ce HambiHO CUTypHW, 4Ye FEeYyeHWeTo ¢
aripiprazole Hama oTpuuarer egekT BbPXY U3MbMHEHUETO Ha Te3n AeHHOCTH.

4.8 HexenaHnw nekapcreeHW peakuum
[peacraBpennTe NO-QONY HEXenaHW fiekapcTBeHW peakumw ca HabniofasaHu

no-yecto (= 1/100) B cpaBHeHue ¢ nnauebo, wonm ca onpegeneHn Kato
BEPOATHO cBbp3anu ¢ M, shavunmu HITP (%):

HapyiueHnsi oT cTpaHa Ha HepBHaTa cucTema
Yecmu (> 1/100, < 1/10); oObpkeBahe, GescbHue, akaTusns, COMHOMEHTHOCT,

TPEeMop

3puUTeniHN HapyiteHns
Yecmu (> 1/100, < 1/10): 3aMbifnieHo BU¥daHe




Ctpgeusn HapyieHUs
Heuecmu (> 1/1,000, < 1/100): Taxvkapgna®

BackynapHu HapyleHus
Heuvecmu (> 1/1,000, < 1/100); opTocTaTnyHa XunoToHus™

MacTpo-MHTECTUHANHN HapyIeHNs
Yecmu (> 1/100, < 1/10): rageHe, NoppbLUiaHe ANCNENCcHs, KOHCTUNaLuS

06wy Hapywenus (BKITIOYUTENHO TAKUBA Ha MSICTOTO Ha MPUIioXKeHne)
Yecmu (> 1/100, < 1/10): rnasobonue, acTeHus

Exkempanupamudru cumnmomu (EPS): npu apodwmxumenHo, 52-cedMuyHo
KOHMPOUPaHo fpoyyeare, ApuU nayueHmume Ha nedenue ¢  aripiprazole
Kamo usi0 e HabmodaeaHa — ro-HUcka decmoma (27.1%) Ha EPS
BKITIOYUMESIHO EPKUHCOHU3BLM, akKkamusus, OUCMORUs U OuckuHesusi, 8
cpasHeHue ¢ nauueHmume JekyeaHu ¢ haloperidol (69.2%). [ipu
npodwipkumernHo,  26-cedMmuyHo,  rnnayebo-KoOHMpPoUpaHo  fpoyyvsaHe,
yecmomama Ha EPS npu nayueHmume Ha nedyerue c aripiprazole e 6ura
20.3% u coomeemro 13.1% npu nayueHmume om apynama Ha nrauebo. B
Opyao 26-ce0MUYHO KOHMPOSUPaHO fnpoy4saHe, Yecmomama Ha EPS npu
rauyeHmume Ha nevyeHue ¢ aripiprazole e 6una 16.8% u cvomeemro 15.7%
fpu nayuenmume Ha fie4yeHue ¢ olanzapine.

CpasgHsigaHemo Ha aripiprazole u rinayebo, no omHowenue Ha 6pos nayueHmu
npu Kkoumo ca HabndasaHu KIIUHUYHO 3HaYUMU MpoMeHU 8 pPYymuHHume
nabopamopHu fiapaMempu, He e fioKasano 3Hadumo pasnuque. lNosuwiasaHe
Ha CPK (Creatine Phosphokinase), 06UKHO8EHO NPexoGHO U acuMImoMHO €
Habmodaearno npu  3.9% om nauyueHmume Ha neveHue ¢ aripiprazole, &
cpasHeHue 3.6% om nayuenmume Ha rnauebo.

Opyru pesynraty;

Hexenanute nekapcTBEHW peakuun, 3a KOMTO € W3BECTHO, Ye C¢a CBbp3aHu ¢
AHTUMCUXOTUYHOTO JIeYeHUe, CLOOWaBaHn 1 fpK fieYeHneTo ¢ aripiprazole
BKMNIOYBAT HEBPONERTUMEH MarmrHed CUHAPOM, TapAusBHa [AUCKUHE3us,
rbpuoBe, Lepebpo-BackynapHn HexesiaHu peaxumn npu Bb3PacTHU NalleHTw
¢ AeMeHLMS, XUNeprnyuKeMnsa 1 3axapeH auadet (B 1. 4.4).

fTfocm-mapremute

CriedHume HexestaHu peaxkyuu Chllo ce cbodujaeam MHO20 psiIOKo 1o speme
Ha rocm-mapkemuHaoeus nepuod :

HapyweHuss 6 uUMyHHama cucmema: arepsuyHa peakyus  (Hanp.
aHaunakmuyHa peakuus, aHzuoedem, rMpypumuc Uy ypmukapusi)

Flouxuamptdnu Hapyuwerus: HEPBHOCM, MPEe8OXHOCM
HapyweHus Ha HepsHama cucmema: HapywieHus1 Ha pedma
Cwdosu Hapywienus: CUHKOIT
lacmpo-uHmecmuHanHu HapyweHusi: fl08ULLIEHO CITIoHoOMAerisHe




Myckyno-ckeriemsu, coeQuRumerniHa mbKad U KOCMHU  HapyLUeRUs:
cKogaHocm, Muarnausi, pabdomuonusa

O6wti HapyLierHus1 U makusa Ha MACITIOMO Ha fpuioxerue: 60fika € expdume
Hapywenus Ha nabopamopHume pesynmamu. NogUUIeHU cmolHocmu Ha
Kpeamur ochokuHaza, Ha arnaHuH amunompaHcgepasa (ALT), Ha
acriapmam amuHompaHcgepasa (AST)

4.9 Tipeposunpane

B KAWHWYHM NpoyuyBaHWUA CAY4YaNHOTO WIM YMULHNEHO OCTPO npeaosupaHe ©
aripiprazole npu nauverT npuenu gosu o 1080 mg He e goeeno o daranHu
nocrneauun . Mexgy npusHauuTe M CUMNTOMUTE, 3a KOMTO ce chobluasa npu
npefosupaxe c aripiprazole, ca rafeHe, MOBpbLUAHE, acTeHus, Avapusa u
CBHMWBOCT.

flo Bpeme HA FMOCT-MAPKETUHIOBUS MNEPUOA, RPUIHAUUTE U CUMATOMUTE
HabmoaBaHn NpK BL3pacTHK NaLMeHTh npefosmpanu ¢ aripiprazole npu [o3un
ho 450mg, BkniloyBaT Taxukapaus W nospbluaHe. OCBEH ToBa ca MONy4yeHW
cbOOlIeHNN 3a MHUKASHTHO NpefosupaHxe ¢ aripiprazole (go 195 mg) npu geua.
fMoTeHUManHo  cepuo3HuTe  NpUsHaUM M CUMNTOMM  BKROWBaT
eKcTpanvpamuaHM CUMNTOMY W NPexXofHa 3aryba Ha cb3HaHue.

JleuehneTo npu npegosupade, Tpsbea Aa BKMIOYBA NOALBPXALIO JIeuEHue,
ocurypsisaHe Ha MPOXOAWMK AWXATESNHW MbTUWA, NPUEM Ha Kucropog W
BEHTWIALMSE, KaKTo W HasHayaBaHeTo Ha CUMMTOMaTUYHO nedenne. Tpsdea aa
ce uMa npesBni BepoATHOCTTA OT yrioTpebaTta Ha HAKONKO nekapcrea. Eto
3aWo, e HeobBxoauM HesabaBeH Kapano-BaCKyJiSpeH KOHTPON W BKAHYBAHETO
Ha HENpeKbLCHaTO enexTpokapauorpadcKo NpocneAsBaHe 3a YraBsHeTO Ha
BL3MOXHa aputMmus. [lpy BCAKO NMOTBBPLAEHO UMK MOAO03UPaHO Npefosupaxe ¢
aripiprazole, e HeobXOAWMO FOCTOSHHO MNPOCNEAsBaHe Ha nauueHTa A0
HETOBOTO [bITHO Bb3CTAHOBABAHE.

Aktueed BbrmeH (50 g), npunoxeH o 1 4Yac crieg npuema Ha aripiprazole,
HamanaBa Cnax HA aripiprazole ¢ okorio 41% u AUC c okono 51%, koeto
npearnonara Bb3MOXKHOCT 3a flieyeHne Ha NPefosupaHeTo ¢ akTUBEH BhITIEH.

Bbnpeku, Ye HAMA AaHHW OTHOCHO ediekTa Ha Xemoananusara fpy neyeHne Ha
fApenosupaHeTo ¢ aripiprazole, He ce ouyakBa XemoguanusaTta ga ce oKaxe
norieaHa B TO3W criyyail, Tell KaTo aripiprazole ce cBbp3Ba BbB BUCOKa CTENEH
C nrasMeHuTe npoTenHu.

5. ©APMAKOROrnyHw nAHHU



5.1 @apmakoguHaMU4HU OaHHW

dapmakoTepaneBTMyHa rpyna; aHtTuncuxotuum, ATC code: NO5 AX12

lNMpegnonara ce, 4Ye emeKTMBHoCTTA HA  aripiprazole npu wusodpenusa ce
OBk Ha xomMBuHauusaTa OT yacTUdeH aroHusbM chipamo dopamine D2 u
serotonin 5HT1a peudenTopute W aHTaronuwabm cnpamo  serofonin 5HT2
peuentopute. Aripiprazole nposiBsiBa aHTarOHUCTUYHM  CBOMCTBa npw
XUBOTUHCKWM MOAENuW C JonaMuHepruvHa XWNepkTUBHOCT W aroHUCTUYHK
CcBOMCTBa NpPU XUBOTUHCKM MOZENM ¢ AonNamMuHEpriyHa XWNoakTUBHOCT.
Aripiprazole nposiBsea BUCOK atbMHUTET Ha CBbpP3BaHe in vifro ¢ dopamine D2 u
D3, serotonin 5HT1a u S5HT2a peuentopute ¥ ymeped adMHUTET CHPAMO
dopamine D4, serotonin 5HT2¢ wn 5HT7, alphal appenepruynn 1
H1 xuctamuboBn peuentopu. Aripiprazole riposissisa U ymepeH adMBUTET KbM
mectTara Ha obpartHO roemaHe Ha CEepOTOHWH U HesHauuTerneH egekT KbM
MyCcKapuHoBUTE peuenTopu. BsaumopeiicTteueto C Apyrn peudentopu,
pasnuyHn OT AONaMWHOBUTE U CEPOTOHUHOBK NMOATMNAOBE, 0DsicHABA HAKOW OT
ApyruTe KNHWYKEY edhekTy Ha aripiprazole.

Hosun aripiprazole ot 0.5 po 30 mg, npuemaHn BeAHBX AHEBHO OT 3ApaBu
[OBpoBoOnUN 3a nepuos oT 2 ceaMuLiM, BOAAT A0 [030-3aBUCMMO HaMansBaHe
Ha CBbLP3BaHeTo © 11C—raclopride, cripeuundunyed D2 peuentopex nuraHg, B
obriacita Ha onawkata ¥ nyrameHa, YCTaHOBEHO C MOMOLLTA Ha MO3UTPOHHA
EMUCHOHHA ToMorpadus.

Honbnuntenta nHdopmalma oT KNWHWYHKM NPoYy4BaHuA:

LUnsothperus: B Tpu KpaTkoTpaiiHu (4 o 6 ceamuun) nnauebo-KoHTponMpaHm
npoyysanns Bkmoysawum 1,228 naumeHta ¢ WKM3OMpPEHUs, nposasasalla ce ¢
MO3UTUBHW W HEraTMBHW CUMITOMM, aripiprazole e nokasan craTtMcTUYecKu
3HaYMMO TO-fONsAMO MoAoOpeHue Ha ACUXUYHUTE CUMAOTOMMW, B CPaBHEHMWE C
nnaueto.

ABILIFY e edektueeH Mo OTHOWIEHWE Ha  3anassBaHe Ha KIMHUYHOTO
nofoOperue Npy ApOSbINKATENHO NeyeHne Ha MauveHTH, NoKasanu oTroBop
npy 3anodBaHe Ha nedenneTo. [lpu cpaBhHuTenHo npoyysaHe ¢ haloperidol,
Opos Ha nauueHTuTe (%) NpM KOMTO OTFOBOpa CAPSAMO fIEYEHWETO ce e
3anasmn B npoAbriKeHne Ha  S2-cegMmil € CXOHeH npu ABeTe [pynu
(aripiprazole 77% wu haloperidol 73%). Mo oTHouweHne Ha Opos nauVeHTH
3aBbPLUMNY NPOYYBAHETO, MPU rpynata Ha aripiprazole Toil € 3HaYUTernHo no-
ronam {43%), B cpaeHeHue c haloperidol (30%). Pesynrtatute oT ckanute,
W3MONM3BaHN 3a TMpPOCNefsiBaHe Ha BTOPUYHWTE KpUTEPWMK, BKITIOYUNTENHO
PANSS n Montgomery-Asberg Depression Rating Scale nokassaTt sHaunTenHo
nogoGpenne cnpsimo halperidol.

Mpn 26-cegMmuybo, mnauebo-KOHTPONMpPAHe ApoyyBaHe npu CTabunMavpaHn
naumeHT ¢ XpoHu4Ha wWwusodpeHus, aripiprazole e nokasan aHavuMTenHo no-



fONAMO pemyunpaHe  Jectotara Ha npucteiute, 34% npu rpynara Ha
aripiprazole 1 57% npu rninaueto.

YBenuyagaHe Ha TErnoTo. B KMMHWYHK Npoy4BaHus  aripiprazole He e nokasan,
Ye BOAM [0 KMWHWYHO 3HaAYMMO nosullaBaHe Ha Ternoto. B 26-cepgmuyHo,
LBORHO-CIIAND, MYNTI-HaLKOHANHO, CPaBHUTENHO npoy4saHe ¢ olanzapine npn
314 naumeHTa C LWKM30(peHnsi, B KOETO YBEINUYEHMETO Ha Ternoto € bun
MbpPBAMEH KPUTEPWI, 3HAYWTENHO MNO-Marnko RAauMeHTX ca uManu Han-Marnko
7% yBenuueHne Ha TEernoTo, CrHpPSAMO USXOoAHWTE CTOWHOCTW (Hanpumep
yBENWMEHNE Ha TernoTo ¢ Hal-manko 5.6 kg npu cpegHO W3XogHO Terno
~80.5kg) npu rpynara Ha aripiprazole (N=18, wm 13% oT oueHeHute
nauueHTn), B cpasBHeHue ¢ olanzapine (N=45, vnu 33% oT oueHeHuTe
nauneHTn).

5.2 dapMaKkOKMHETM4YHU CBOMCTBA

Abcopbunma:
Aripiprazole ce abcopbupa pobpe, KaTo NMKOBYU NNasMeHn KOHUeHTpauwuu ce

nocTuraT B pamkute Ha 3-b vaca crieg npuema. Aripiprazole npeTbprisBa
MUHMMarieH  npe-cuctemed  MeTabormsbMm. AbcomoTHata | nepopanha
BuoHanuuHocT npy TabnetHata cdopma € 87%. boratata Ha masHuMHN XpaHa
He NMoBuMABa (bapmMaKoKMHeTHKaTa Ha aripiprazole.

PasnpenerneHue:

Aripiprazole ce pasnpegens B Uenus opraHusbM, Kato obema Ha
pasnpegenedne € 4.9 /kg, BkmiovBall EKCTEH3MBHOTO EKCTpaBacKynapHO
pasnpenencHve. Mpu TepaneBTUMHM KOHLEHTpauuu, aripiprazole n dehydro-
apripiprazole ce cBbp3BaT CbC CEPYMHUTE MNPOTEMHM, Ha MBPBO MACTO C
andymuna, noeeve ot 99%.

MeTabonusbm:

Aripiprazole ce wmeTabonuaupa akTMBHC B YepHus L[pob, upe3 Tpu
ouotpaHchopMalonHy bTa, OexuiporeHupade, XuapokcuruvpaHe u
N-peankunupane. B in vifro npoyyeanus, ensumute CYP3A4 n CYP2D6 ca
OTrOBOPHY 33 LEeXVAPOreHMpaHeTo W XWAPOKCUNMpaHeTo Ha  aripiprazole, a
N-geankunupaHeto ce kartanuaupa oT CYP3A4. Aripiprazole e nekapcTBeH
NPOOYKT, HAMONOBWHA pasnpepensily ce B cucTemHara umpkynauva. [lpu
paBHOBECHO ChCTOsIHME, dehydro-aripiprazole, kOWTO € aKTWBEeH MeTabonuT,
npencraensisa okono 40% ot AUC Ha aripiprazole B nnasmara.

EnnmuHupane:

CpepHuAT nony-xMBoT Ha aripiprazole e npubnusutenHo 75 uvaca npu
eKcTeHanBHO meTabonusnpane ot CYP2D6 u okorio 146 yaca nipu cnabo
meTabornmavpatne ot CYP2D6.
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Obyusa TeneceH knupbHC Ha  aripiprazole e 0.7 mi/min/kg, kato Tok e
npeaymMmHo YepHoapobeH.

Criefl egHoKpatHa nepopanHa fosa [140]-Mapl{lflpal-l aripiprazole, okono 27%
npueTata pagvoakTBHOCT Ce OTKpMBa B ypuHata, a okoro 60% B
nanpaxHehusta. [lo-manko ot 1% oOT HenpomeHeHws aripiprazole ce
eKckpetTupa ¢ ypuHata, okono 18% ce oTkpmBaT B MW3NpakHeHWATa B
HenpomeHeH BUA.

DapMaKoKUHEMUKa Npy creyuanku apynu agueHmu

[MalnerTn B HanpejHasia Bb3pacT:

He ca ycraHoBenn pasnuumsi BbB (hapMakokuHeTukata Ha aripiprazole npu
30paBy BHIPacTHU LA0OPOBOMLYM W TIO-MIafAK WHAWBWAMW, KaKTO W HSAK2KBU
sabenexumy edekTM Ha Bb3pacTTa Npyu NONyNauKuoHHNS (hapMakoKMHEeTHYEH
aHasnna Ha nauneHTuTe ¢ wnsodpenns.

or:

He ca ycraHoBeHu pasnuuust BLB (hbapMaKoKuHeTHKatTa Ha aripiprazole npu
30paBy MBXE W KeHW, KakTo M Hakakeu 3abenexwvimn edekty Ha nona rnpu
nonynaunoHHns hapMakokuHeTUYEH aHanus Ha naumeHTuTe ¢ linsodpeHns.

[MyweHe un paca:

MonynayuwoHHata (hapMakoKMHETUYHE OLEHKa He € YCTaHOBWUMAa KINHWYHO
3HaQUUMM  CBBLP3aHM € pacara Unv [AyWeHeTo  pasnnydnsd  BLB
thapmakokmHeTukara Ha aripiprazole

EnbpeuHo yBpexaaHe:

YctaHoseHo e, Ye dapmMakokuHeTUYHUTE CBOWCTBa Ha aripiprazole n dehydro-
aripiprazole npu nauneHTM ¢ TEXKO OBOPEUHO HapylleHUE ca CXOAHW C Tesn
npy Maagn 3gpasi UHAWBWAN.

YepHoapobHo yBpexaaHe:

flpy npoyyBaHe ¢ efHOKpaTHA A03a, ApY MayueHTW G pasnuyHa CTEfneH Ha
yepHofpobHa umposa (Child-Pugh Classes A, B nC) He e ycTasoBeH
3HauUNTNEeH edeKkT Ha yepHoapoBHOTO HapylleHne BbPXY (hapMaKkoKMHEeTUKaTa
Ha aripiprazole n dehydro-aripiprazole, HO B fipoyyBaHeTo ca BUNK BKIIOYEHU
camo 3 nauuenta ¢ Class C yepHogpobHa Lipo3a, KOeTO € HeqocTaThyHo 3a
NnpaBeHEeTo Ha 3aKioYeHNe OTHOCHO TEXHNS MeTabonnTeH KanauurerT.

5.3 TlpenknuHW4YHU OaHHU 3a 6e30mMacHoCT
MpefxnHnyHKTe JaHHY 3a De30nacHOCT He ¢a NoKasalin HAKaKbs chneunpnyer

oTpuuaTeneH (yBpexaall) edeKkr npu 4YoBeKa Ha basara Ha KoHBeHUMOHAamNHU
fpoyuBaHus BLPXY dapMmakonornsta Ha 0e3onacHoCcTTa, TOKCHMYHOCTTa Mpu
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MHOFOKPOTHOTO  MpunGxeHre, reHOTOKCUYHOCTTa, KaHUHeporeHHocTTa WU
pernponyKinBHaTa TOKCUHHOCT.

3HauuMMU TOKCUMKOSOTWYHM edeKT ca HabngaBaHyk, eAWHCTBEHO Mpu [o3u,
npeBuiiaBally 3HaUYNTENHO Makcumandara [os3a fpu HoBeKa, KOeTO MOoKAa3ea,
Ye Tesn eheKTn ca OrpaHudeHn WM He ca CBbp3alHW W KINUHUYHOTO
npusiokeHne. Te BKMIOYBAT: [030-3aBUCUMA afpPSHOKOPTUKAIHA TOKCUYHOCT
(nunodhycUMH NWIMEHTHO akymyrupase uWunu saryda Ha napeHXUMHU KieTKu)
npu [U1bX0BE, Mpw 104-cegmuyHo npunokeHne Ha Aosn ot 20 fo
60 mg/kg/day (3a0 14mbTun  chnpsmo cpepHata pashoBecHa AUC nipu
MakcumanHarta fpenopbYaHa [03a [pu YoBEeK) U noBlLLaBaHe vecTotara Ha
aApPEeHOKOPTUKaNHUTE KapUMHOMKU u  KomOWHMpaHWTe afApeHOKOPTUKaNHM
afeHOMW/KapLUMHOMI NPY JKeHCKM NbXoBe, npu gnosa 60 mg/kg/day (14 nbTw
crnipsmo cpegHa pasHoeecHa AUC npw maxcumanHara npenopbYaHa [osa npu
YOBEK).

JonbneuTenHo e HabnwhgaraHa v Xonenntuasa B pesynTar Ha npeunnurupaHe
Ha cyridaTHuTe KOHIOraTh Ha XuapokcunupaHute metabonutu Ha aripiprazole
B XNbYKaTa Ha MaliMyHW cred MHOFOKpaTHW fepopandu [osum ot 25 go
125 mg/kgfday (1 go 3 nuT cnpsmo  cpefHa pasHoBecHa AUC hHa
MakcumarnHata npenopbYaHa knvHMuHA gosa unk 16 Ao 81 memm
MakcumanHaTa npernopbYana [03a rpu Yoeeka Ha basa mglmz). OcBeH ToBa,
KOHUEeHTpauuute Ha CcyndaTtHuTe KkoHioratkl Ha  hydroxy aripiprazole B
YoBELLKATA ¥UThUKa NpK Makcumansarta gonycruma fosa ot 30 mg SHEBHO, He
ca noBeve of 6% OT KOHUEHTpaUuuTe YCTAHOBEHU B XUTbYKata Ha MalimyHu
npu 39-cepMUUHO MpoyyBaHe W ca nopd TexHuTe rpanuum (6%) Ha in vifro
pa3TBOPUMOCT.

Bk3 oOcCHOBa Ha pesynTatmte oOT MbAHWTE CTaHAapTHu TecToBe 3a
reHOTOKCUYMHOCT, € YCTaHOBEeHO, 4e aripiprazole He e roHorokcuueH. [lpu
npoyyBaHus BLpPXY pEnpOOYKTMBHATA TOKCUYHOCT, € YCTaHOBEHO 4e
aripiprazole He yBpexaa cdeptunuteTta. KbcHa TOKCUHHOCT, BKITHOUUTENHO 030~
3aBMCKMMa KbcHa cheTanHa ocudukauust n BbL3MOXKEH TepatoreHeH edekt e
wabniogasaHa nNpM  NABXOBE, MpU Jo3K BOoAel Ao cybTepaneBTUYHM
KOHUeHTpauun (Bb3 ocHoBa Ha AUC) u npu 3aiuu, npu [O3W BOAELN [0
KoHueHTpauun 3 1 11 NBTU CNpAMO CpenHUTE PABHOBECHY KOHLIEHTPAaLIMN npn
MakcumanHata npenopbyBada 033 B KNMHUYHATA NpakTuka. TOKCUYHOCT npin
Malikata ce fosABsBa M[py [03KW, NofofHW Ha Te3nw MNPOBOKMpaLUM KbcHa
TOKCUYHOCT.

6. OAPMALEBTUYHW ODAHHU
6.1 CnuceK Ha NoMOIHWUTE BellleCcTBa

Lactose monchydrate
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Maize starch

Microcrystalline cellulose
Hydroxypropy! cellulose

Magnesium stearate

indigo carmine aluminium lake (E132)

6.2 DUINKO-XMMWYHN HECEBMEeCTUMOCTHN
Hama gaHun.

6.3 Cpox Ha rogHoCT
3 roanHn
6.4 CreuLyuarnky YCrioBUSi Ha CbXpaHeHue

C uen npeanassaHe OT Brara, feKapcTBeHUAT npoaykTt TpsbBa ga ce
CbXpaHsBa B OPUrMHANHATa CU ONaKoBKa.

6.5 [OanHu 3a onakoBKaTa

Tabnetkute ABILIFY ca nocrareH B anymuHveBn Brimctepn, BCEKKU OT KOUTO €
MocTaBeH B KYTuA, Kato Opos Ha TabneTkuTe B e4Ha OnakoBKa Moxe fAa Obge
ctoTBeTHO 14, 28, 49, 56 nnn 98.

He BCUYKK pasHOBMAHOCTM Ha ONaKoBKUTE MOXKE Aa ca peructTpupaHin.

6.6 FMpenoptku npn ynotpeba

Hsama cnieunarnim npenopbKy 3a ynotpeda.

7. WME U ABPEC HA TMNPUTEXATENA HA PASPELUEHMETO 3A
YINOTPEEBA

Bristol-Myers Squibb Bulgaria

Y. “20-tn anpun” Ne 6

1606 Codcbus

8. PEMMCTPAUMOHEH HOMEP

9. DOATA HA T[@NBbPBO PA3PEILABAHE 3A VYINOTPEBA HA
NEKAPCTBERWA MPOLAYKT

10. HOATA HA (HMACTUYHA) AKTYAIIU3ALMA HA TEKCTA.
HOonun 2005T.
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