1. HME HA JEKAPCTBEHWA HPORVKT

ABILIFY 5 mg TaGaetku
MUHWNCTEPCTBO HA IAPABEONASBAHETO
f AT
2. KAYECTBEH M KOJMYECTBEH CECTAB paspeans s yopetate | N a::u'
Besxa TabneTka ceAppixa 5 mg apulknpason (aripiprazle). ?9?/ 194 - Lo0% -

{TomonrHO BemecTRO: 67 mg JaKkT03a B efiHa TabneTka

3a NOMOIMHKTE BeIEeCTEa BK. Touxa 6.1,

3. JEKAPCTBEHA ®OPMA

Tabnerka
Tabnerxure ca curm ¢ Ilpaposreina Giopma, rpaBupanw ¢ sagnuc "A-007" u "5" or exuara crpana.

4. KIAHWYHN JAHHHW

41 TepaneRTRUHH NOKASAHEA °

ABILIFY e nokasay 3a JeueHue Ha IMA30(PEHH.
4.2 Jlo3upoBK2 H HAYEH HA YHOTpeda

Ilepopanno npunoxeHwe.

Tipenoprusanara Haganaa ppeena posa ABILIFY e 10 mg mnm 15 mg, ¢ mognemrama JHERHA F03a
15 mg, npreTa BEHEX AHEBHO, He3aBUCHMO OT XpaHEeHeTo.

ABILIFY e eexTrred npu Rosza papupaia ot 10 mg mo 30 mg nreeno. He e vabmonasana
TOBHIIEHA e)eKTHBHOCT HPH 03U NO-BUCOKH OT NPENOPRYBAHATA JHEBHA 032 OT 15 mg BEIpeku, Je
IIpU OTACITHA NAIMEHTH I0-BHCOKH 03K MOXE Ja ca OT Hoiza. MaxcnmanHaTa AHEBHA Jl03a He

Tpa0Ba fa vaneumaea 30 mg.
Jielia M FOHOINY: JIMYICBA ONMT HpH Aella W FOHONIH Ha BE3pacT Itog 18 roasun.

TlanmenTi ¢ yepHORPOOHO VEpeKAaHe: He ce Hallara IpoMsHa Ha Ko3aTa HpPH MaNHeHTH C JeKo J0
yMepeHo depHOoNpoOHO Hapymienne. HiaMma AoCTaTEYHo HaHHY 32 NPENoPBHKH OTHOCHO PpeykaMa Ha

JIO3UpaHe NPH NAHKHEHTH C TEXKKO YRPeXKAaHe Ha yepHHs fpo6. IIpe Teau naneHTy € HeOOXORHMO
BHHMATEITHO OHpeXeNsHe Ha Ho3aTa. BEIpeKn ToRa, IIpH NANHEHTHTE ¢ TEXKO YePHOAPOOHO
yBpeXjgane, MaKcHMalTHaTa XHesHa 1032 o1 30 mg TpaOpa fa ce mpuaara ¢ IOBHINEHO BHIMAaHLe

(. TOYKa 5.2).

TlanuenTiic 6'BGQC‘IHO YBpPEIKAAHE: HE CE H3HCKBa ITPOMAHE Ha J03aTa IIPH NAUHCHTH C 6'56[)8‘11—[0
HapyIuCHEE. .

IfaymenTH B HaNpeRHANa PE3pact: He € YeTaHoBera edextupHocTTa Ha ABILIFY 32 newenwe na
mz30dpenss HpH NAUHEHTH HA | Hay 65 roguina Bo3pact. B pesynrar Ha NO-rojiaMara
Y[yBCTBHTENHOCT HA Ta3H IIONYNA], 3a[I04BAHETO Ha JISYEHHe ¢ II0-HHCKH JI03H TpA0Ba Aa ce S
NpefBUA, B CIYUauTe KOraTo TOBa € KIIMHWYHO oNpaBlaHo (ex.rtouka 4.4).

MEKKH (mx.TOUK2 5.2).
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Hvmene: umatixn npepeun Merabonuthus neT Ha ABILIFY, He ce Hanara RpoMsHa Ha fo3ara IpH
IymayH (Bx.Toyka 4.5).

B ciy49aii Ha egHoBpemMenHa yrioTpeba Ba apHIMIPa30N ¢ MOIMHH wHxudnTopH Ha CYP3A4 mwm
CYP2D6, nosata Ha apurmpa3ol TpsA0Ba fa ce pegyuupa. [Ipn crmpane Ha JledeHHeTo ¢
uxubuTopH Ha CYP3A4 nmnu CYP2D6 (M3paskaaHeTo UM 0T KOMOHHMpPaHOTO JIeYeHHe), f03aTa Ha
apHImnpazen Tpabea Ja ce noruinE {BK.Touka 4.5).

.IIpH €HOBPEMEHHOTO NPWIMKEHHe Ha apHIMIPa3ol ¢ MomHY uaaykropH Ha CYP3A4, ao3ara Ha
apUIMNpa3oN TpsOBa Aa ce mopwiy. IIpy cimipate Ha nedeHuetO ¢ uuyykrops Ha CYP3A4 ’
(m3BaKAaHETO BM 0T KOMOHHHPAHOTO JISYERHE), HO34TA Ha ApHIIMIpa3oi TpE0Ba na ce NOHImKH A0
obnyalinara npenopraBana fo3a (ex.To9Ka 4.5).

4.3 IHpornsomoxazanus

CBP'BX‘{YBCTBHTBJIHOOT KEM aKTHBHOTO BEIKECTBO WIIH KbM HAKOS OT NOMOIIHNATE BCINECTRA.

44 Coeneaiss npeaynpesienns H NpeAnasHA MepKH RPH yRoTpeba

Ilo Bpeme Ha ABTUNCHXOTHYHOTO JeyeHue, HOAoOpABaHeTo Ha KIHHAYHOTO CECTOSHEE Ha HAlHEHTa
MOKe JIa OTHEME OT HAKOJIKO AHHM A0 HAKOIKO CEIMULM, KaTo IIpe3 TO3K HepHOR NalueHTute Tpsosa
Ia OpRaT HOX HOCTOAHHO HaGIOAeHHe.

TaprBsEa NHCKUHE3HA: [IPH KIHEAYHA POy4BaHis B NPOTEDKEHHE Ha eJHa TOAHMHA WM N0-MalKo,
CIy9anTe Ha He0OXOMMMOCT OT I€YEHEE Ha MOABMIINTE Ce IHUCKUHESHH 110 BPeMe Ha JIeYeHHeTo ¢
apununpa3ol He ca gecth. Hpu mogearta Ha OpH3HAaNy B CHMITOMM Ha TapAUBHA FUCKHHE3HT IPH
nanueHTH Ha nevenue ¢ ABILIFY, Tpg0pa na ce oOMucIu BE3MOXKHOCTTA 38 HaMaldBaHe Ha JI03aTa
WM TpekpaTgBate Ha JiegeHHeTo. Tesy CHMITOME MOKE BPEMEHHO Aa C& BIOHIAT WY Aa CE TIOABSAT,

HOp4 clcl Cripane Ha JICHCHHETO.

Herponenmudgen manureen cunnpoM {NMS): NMS e noTeHEaso dhaTaneH KOMIDIEKC OT CHMITTOMM,
CBEP3aH ¢ ANTHICHXOTHIHUTE JIeKapCcTBeHH NpoxykTH. IIpH KITHuYHN OpoyYBaHus ca NOKIafBaHH
penxw ciy3an Ha NMS 0o BpeMe Ha JiedeHre ¢ apunanpasol. IommuaeTe nposed Ha NMS ca
XHATIEpIHPEKCHs, MyCKYJIHa PUTHIHOCT, HApYIIeH MEHTANCH CTATYC ¥ JIAHHH 33 48TOHOMHA
HecTabmIHoCT (IPOMEHH B IyNca H KPEBHOTO HaJliTaHe, TaXvKapaus, Auadopesa i ChpAsaHa
aprimust). JOMBIHATENHO MOXKE Aa Ca HaHIe U NOBUINEHY CTOMHOCTH Ha KpeaTiH docdorunasara,
MEOTTIOOHEYpH (pabaoMuonM3a) H ocTpa 6E0pedHa HeOCTAaTPYHOCT. AKO AUMEHTHTE PA3BHAT
OpU3HALH HIH CHMITTOME, XapakTepHd 3a NMS, wii mMaT HeoOACHHMO BHCOKa TeMIeparypa 6e3
ZOMEJAHATEIHM KIHHIYHE NpH3Hay Ha NMS, nprieMa Ha BCHYKH aTHIICHXOTHYHH JIeKapCTBHH
npoxyxth, Bxmovnrenrio ABILIFY, TpabBa 1a ce HpeycTadoBH.

I"'Bgthe: IIPH KIIHHHYHE NPOYYBaHKA ca JOKIaABaHH HE HECTH CIIy4YaH Ha TEPY0BE M0 BpEMe Ha
JICYCHHE C apHIHIIPa3oll. Exo 3amo, apHIBNIPa300 TpﬂGBa Ja ¢C mpynara ¢ roBHICHY BHEMAaHHE IIPpH
. IaO{eHTH HpeKapani B MENENOTO SIH30MH Ha FEPI0BS HIlH CHCTOAHIA CBBP3aHH C FEPY0BE.

B’BBQ&G‘I’HH HaIIHEHTH C IICHX03E CB'BES&H& c ge—l'\'ie__l-ﬁl.'m’

Eogmaeﬂa {ZMBPPR'HOCFH. B ’I’pH mameﬁo-xompo?rmpam npqursaﬂm
r{amlerrm o= 938 cpenma B’53pa0182 4 roT 56 -HO! 99~r) ¢ TCHEC
gi\_r_m;xamiep, Halxaenmre Hekyﬁarm (s2 apmmnp&on cad Gmm HSJIO)KGBH Ha no—rom pKC-IC 013
CMEBPTHOCT B CcpaBigHYe ¢ rpyna’ra,c mia:l:(eﬁo CMZBPTHOGTI& npn ne!qmaame c apﬂnﬁrrpa::’o.m
{lauﬂeﬂm e 6}131:1 3 5% B cpaBHeHae ¢ I 7% HpH rpyna:f i G nnaneﬁo- Maxap, ae npﬁ%ame 3& -
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cspz;eqﬁaﬁenocramquocr BHesanHa cnmpr) e HHﬁJem:gm ( ﬁanp nHeBMGHmI}
Iepebpo-eackynapn nexcenani cobumua: B CBIIUTE NPOYdBaHi ce cpobInasa 3a uepeﬁ{ 2 ,.#,.
BacKyJiapHy HeXeNaHu cr0uras (Hanp. HHCYNT, PeX0ofHa HCXeMIYHA aTaKa), B T.4. H 11) ﬂmfm 1.
uHuuaenTH (cpegna prapact 84 r., or 78 no 88 r.). O6mo npu 1,3% oT nexypaHure ¢ a K‘mfx‘npason Y
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HalyeHTH ce ChobIaRa 32 Hepebpo-BacKynapHu HeKeJaHH chOHTHA B cpasrenue ¢ 0,6% rmanebo-
JIEKYBatH HanUeHTH. PasNuKaTa He € CTATHCTHYECKH 3Ha4HMa. B eNs0 KiMHENYHO H3NHTBaHE C
(uxcupana noza obaye, ce cho0lNaBa 3a 3HAYHMMA BPH3Ka MEXIY JO3aTa ¥ OTT0BOpa 1 Iiepebpo-
BacKYJIapHWTE HHUWACHTH NpH NAItHeHTH JeKyBaHy ¢ ApHIHIIPasoll.

‘ABILIFY me e onio0peH 3a JedeHHe Ha IICHX03a BCIISACTBHE Ha ASMEHINAS.

XwunepripEKeMys 1 3axapeH Aua0eT; MMa ChODIEHH 32 XUITEPITIHKEMYLS, B HIKOH CITydan
TIPEKOMEPHA 1 CEEP32Ha ¢ KeTOaLM03a Wik XANepOCMOIapHa KOMa HH CMBPT, IPH NAUMEHTH
TEKYBAaHU € aTHIHYHE AHTHIICHXOTHIY. B KIIHMENYHH NpOY4YBaHKS ¢ aPUITHNIPasoll He ca HabMOAaBaHl
3HAYMMH Pa3TES 110 OTHONIEANE YECTOTATA Ha HEKeNAHUTE CHOMTHSA CBLP3aHy ¢ XUTIEPIITHKEMIT
(rxmorenHo quaber) MM [0 OTHOMeHHe Ha a0HOPMHEM J1abopaToOPHH CTOHHOCTH Ha IIMKEMES B
cpasHeHHe ¢ manebo. Hama TOYHH PHCKORH JAHHHE 32 CBBP2aHH ¢ XHHEPIIHKeMISTa HeXeIaHH
cB0mTHA npy nampenTaTe Nekysauu ¢ ABILIFY wu ¢ Apyry aTANEGHE aHTHICHXOTHIN, 32 Jja MOYKE Aa
ce HaTpaBH JUPeKTHO cpapBcHie. T1aleHTHTe, JJeKyBaH ¢ HAKAKBY aHTHIICHXOTHIM, BXIHOUMTEIHO
u ABILIFY, 1ps6Ba na 6paar HabrroaBaHH 3a TPH3HAL ¥ CHMIITOMHE Ha XuilepriMkeMus (Hanp.
TONEAHIICHS, TIOJHYPHS, TIoE(arys U ciabocT), KATO ChCTOXHHUETO Ha MALHEHTH ChC 3aXapeH Auaber
HITH C PACKOBH QaKTOpH 34 3aXapeH auadeT TpaOra peEOBHO Aa ce& KOMIPOJHpa, OPafy OnacHocT OT
BIOINABAHHE HA TIOKO3HIA KOHTDOM.

4.5 BsammopgelicTBHe ¢ JPYFH JeKAPCTBEHM NPOXYKTH H APYTE (JOPMHE H2 B3anMoAcHcTBHE

Tlopazu cBos ] -afipeHeprites PELEnTOPEH aNTATOHH3BM, aPATTVIIPA30N MOKE Aa YCHITH e(eKTa Ha
HAKOH aHTHXHICPTeH3HBHH CPE/iCTBRA.

Hopami ocroBrAs edexT Ha aprmunpason Bepxy ITHC, e Heob6Xx0AMMO HOBHIIEHO BHUMAHHE DU
yrorpebata Ha apHITAPa301 B KOMOHHAIEA © ANKOXON Wi JAPYTH JeKapcTRa JeHCTRANH BEPXY
ITHC, ¢ moTeHuHarHa BE3MOMKHOCT 32 IOSEA Ha Hexenauy eieKTH, Kato cefupane (pk.Touka 4.8).

Br3MoxHOCT 33 BE3JleliCTRHE HA NPYTH NeKapCTBEHH nPONYKTH Bhpxy ABILIFY:

Huxubaroprre Ha cToManHaTa KuceJMHEOCT, H2-apTaronncta GamMOTHARH, HaMaIsa CKOPOCTTa Ha
abcopOIst Ha apHIHIpPA30II, HO TO3K edekT HaMa KIHHHIHA 3HAYHMOCT.

Apununpazon ce MeTabona3upa Ype3 MEOKECTEO METAOONUTHM NBTHING, BRIIOYBALIY eH3HMHHTE
cucremu CYP2D6 u CYP3A4, wo e n CYP1A. Eto 2a1m0, npu Iymadyy He ¢e Hallara IpoM:AHa Ha

fo3aTa.

B KAHEUTHOG OPOYy9BaHE IPH 3APpaBH A0SPOBONIM, MOINHNA HixuonTop Ha CYP2D6 (KxpRudnMH) BORH
1o noppmasane na AUC Ha apurumpason cec 107%, pokaro croiigoctra Ha Cuayx OCTaBa
nenpomerena. AUC u Cp, Ha HeXWAPO apHITHIIPasol, KOHTO e aKTHBSH METabOoNKT Ha apHITHIIPa3o,
HaMaJSBaT CHOTBeTHO ¢ 32% 1 47%. [lpu enrospeMenHOTO npanoxenne #a ABILIFY ¢ xeuHAAuH,
nosara Ha ABILIFY Tpa6sa fia ce MaMaiy MOYTH HaONIOBUHA CpAMO obrrialino IpeanHcEanaTa
noza. IlonobHu edexru MoxKe Ja ¢e 0YaKBaT K IIpH APYTH MomuH uixnOuTopn Ha CYP2D6, karo
€IIyOKCETHH H HapOKCEeTHH, IOPafy KOeTo € HeoOXOAMMO CHIIOTO PeAyLipase Ha o3ara.

B KIusyyHO NpoydBaHe PR 3paBy Ao0pOBoIIiH, MOLUHEAT HHXHUOHTOp Ha CYP3A4 (keToKOHA30M)
noermasa AUC u C,y Ha apunpipasol ceoTeeTHO ¢ 63% u 37%. AUC i Cp.; Ha Aexmppo-
apUIIMIpPA30J CE IOBHIIABAT CEOTBETHO ¢5¢ 77% K 43%. Ilpu CYP2D6 GaBnui MeTabonmsaTop
EAHOBPEMEHHOTO NpIIOKEHe Ha MOoUiHi HHXuOuTOpH Ha CYP3A4 Moxe ia OBEZE A0 NO-BHCOKH
[I23MCHHA KOHLEHTPaLlFM Ha apHIIHIIpasol, B cpasrerse ¢ Te3H npu CYP2D6 6tpsu
metabommsaropu. TIpy eAHOBpEMEHHO TIPHIOIKEHHE Ha KETOKOHA30N HIM APYTH MOIUHH HHXUOHTOPH
na CYP3A4 u ABILIFY, Tpafga fa ce nanpapy ONEHKa Ha CHOTHOIICHHETO N0N3a/PHCK 32 TatHeHTa.
TIpu epnoBpeMenHa ynioTpeba Ha keTokoHazoil 1 ABILIFY, nosara Ha ABILIFY tpstsa na ce* HaMaJ'LPI
HanoOYOBHHA, CNpsMo 0Buualino npunaradata gosa. Ifonobuu edexTa Moxe na ce oqamaa;/ﬁsnpu. e
ApyTH MOMEH HExuOHTOPH Ha CYP3A4, xaro arpaxonason u HIV nporeassu HHXHOHT, pHS Hopa,zm e

KOETO € HEOBXONHMO CHIIOTO PEAYIHpane Ha H03aTa.
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Ipu npeycranosasane npuema Ba CYP2D6 unu 3A4 naxuburop, no3ara Ha ABILIFY TpﬂﬁBa nace
TIOBHINH A0 Ta3u HpUiIarana nNpefy 3anoYsaHe Ha KOM6HHHP&HOTO JeHeHue. .

Crnep exroBpeMeHHO Tpiiarane Ha kapGamasens, MomeH HHAYKTop Ha CYP3A4, mMepenure
reomerpuyHH cpefpi Ha Cuyy 1 AUC na apununpasol ca OMITH ri0-HHCKH CBC CHOTBETHO 68% H
73%, CHpAMO Te3H NIPH CAMOCTOATENHOTO NPHIOKeHne Ha apunanpasoed (30 mg). ITonobHo na ToBa,
reoMerpiaHH cpefbi HA Cp,y B AUC Ha aexunpo- apUITHIIPasol, clie] ¢AHOBPEMEHHO IPHI0XKEHHE C
kapbamazenHH ca OHITH HO-HHCKH CBROTBETHO ¢ 69% u 71%, CHIPAMO TE3H HPHU CAMOCTOATEAHOTO
TIPIUICKEHME Ha ApUITHHPa30l.

Hpu ennospeMennata ynorpe6a na ABILIFY u xapbamasenyn, nozara va ABILIFY tpsabga ma 6571e
yrBoena. Ilofobuu edextn MOXe [1a ce OUaKBaT H IpH APYrH MOmHM kirykTopu Ha CYP3A4 (karo
pubamneEnyE, pudabyrul, Gemarons, deHodapOrTan, NPUMUEOCH, eQaBHPEHIl, HEBHPAYIHH H JKBIT
KaHTAPHOH), KOETO Hamara Iogo0HO NoBMmnaBane Ha Ao3ara. IIpH npeycTaHoBsBase Ha NPHEMa Ha
monpare CYP3A4 uapykropy, fosara ga ABILIFY Tpafea ma ce penymipa no odimdaiigo npriarasa

o3a.

[pu exHoBpeMeHHaTa YNioTpe0a Ha BanfIpoaT Wid IMTHI ¢ apaIBinpason, Be € Habironasana
KIHHEYHO 3HaTUMa OPOMSHA B KOHIEHTpalFMTE Ha apHIHNpa3ol.

Hotermpansa spsmoxcaoct aa ABIW.IFY na praneiicrsa BHpXY ApYrH JEKAPCTBEHH ITPONYKTH:

B xiuHMYaY MpoyuBasus, J03H oT 10-30 mg JHEBHO apIHIAIPA30, He Ca NOKa3alH 3HaTIM e(exT
BBEPXY MeTabonusma Ba cyberparare va CYP2D6 (croTHOmMeRHeTo AcKkeTpoMeTophat /3 -

- MeTokcEMOpdurar), 2C9 (sapdapus), 2C19 (omenpazoin) u 3A4 (aexcrpomeropdan). OcBeH ToBa,
ApUIHENPA30J1 ¥ JeXuAPO-apKIMIIPA30N He ca TIOKa3ani OTSHIHAN 3a BEsAckcTre BEpxy CYP1A2-
Mepvpanus MerabomnasM in vitro. ETo 3aino, He ce 0YaKBa apUITANPazon Aa FOBENE A0 KIHHITHO
3HAYHMHE AeKAPCTBEHI B3aHMOJEHCTBIA ¢ IEKapCTBEHH NPONYKTH, MEAMHPAHM OT TE3H CH3HMEHH
CHCTOMH.

4.6 FBpemeHHocT H KbpMeHE

He ca npoBesxAany ChOTBETHH KOHTPOJHpaHy NpOYIBaHAs ¢ APHIMIpPasos HpH GpeMeHHH JXeHH.
TTpoyuBaHMsTa Ipk HKHBOTHY HE M3KIIOYBAT BE3MOKHOCTTA 34 TIOSIBA Ha TOKCHIHOCT (BA.TOIKA 5.3).
IMauuentrTe Tpsbsa fa GHHAT CHBETBAHH Aa OCBENOMAT JEKyBallys ekap B Cly4aii Ha nossa Ha
GpeMeHHOCT MIIH, ak0 IIAHHPAT TaKaea 1o BpeMe Ha JieYeHHeTo ¢ apananpason. Ilopamu
HEHOCTATHUHHTE JAHHH 32 0e201IaCHOCT NP XO0pa | Pe3yATaTHIE SIOMyJeHH OT PENPONYKTHBHUTE
NpOy4BaHys IIPH KHUBOTHY, TO3H JIeKapcTBeH NPOAYKT He Tps0Ba fja ce MpHIlara 1o BpeMe Ha
GpeMEHHOCT, OCBEH B CIIyYauTe, KOFraTo OYaKBaHaTa [I0/3a ACHO ONpaBiasa BOTeHILHA I PHCK 32

IIOHA.

ApHHOHIpazoli ce OTASH B MIEIKOTO Ha IIFTBXO0BE [10 BpeMe Ha kbpmMene. He e ycranoseno jamu
apHOHApPA30Ji C& OTAENSA B YoRemkaTa kbpMa. [TanpenTinire TpsaOBa ja OBAaT chBETBaNY [z HE KEPMAT
T0 BpeMe Ha JCYeHHETO C apHITHIpa3ol.

4.7 Efexra BEpXy coco0HOCTTA 32 modupane H padora ¢ MamuEH

Hama npoyusanus 3a edeKTiTe BBPXY CHOCOOHOCTTA 32 IohHpane 1 paboTa ¢ MalIuHy.

Kaxro npu ApyTHTE aHTHICUXOTALIY, TIalHeNTHTE TPAOBa Aa ObaarT ¢ NOBHINEHO BHAMAHHAE TPH
paBoTa ¢ BTOTEHHANHO OTACHE MallHHH, BKIIOYMTENIHO NPEBO3HH CPEJICTBa, HOKATO HE Ca HAITEAHO
CHTYpHH, Y€ JISUEHHETO ¢ aPHIMNpa3ol HIMA OTPHIATENESH e(IekT BEPXY M3IBIHEHHETO Ha TE3H
AeHHOCTH.

4.8 Hexenand JeKAPCTBCHN peaKnuy




TIpencTapennTe No-#oiy Heskenauy edextn ca Babinoxapann Ho-vecto (= 1/100) B cpasnenue ¢
nanebo, Wik ¢a ONpee/ichy KaTo BEPOATHO CBHP3AHH ¢ JCYSHHUETO, 3HAYHMH HEXeNaeH
JiekapcTeeHH peaxiun (*):
"UecToTaTa ONMMCaHa HO-JONY € onpenenena na 6asara Ha cexHaTa KOHBeHIU:: Jecth (> 1/100,
< 1/10) 1 nenectn (> 1/1 000, < 1/100). :

IlcExauHA HApyHICHHAS!

Yecmu: 0e3n0K0HCTBO, 0S3CHHES

Hapyorenniss Ha HePBHATA CHCTEMA

Yecrnu: akaTH3Hs, TPEMOP, 3aMasgHOCT, COMHONEHTHOCT/cenupane, Tiagobonne
Hapymenns g3 09HTE

Yecmu: 3aMBIIICHO BIDKAAHE

Cepaeyns BAPYHEHHES

Heyecmu: Taxuxapmust®

CraoBH BAPYINEHAST

Hexecmu: OpTOCTATHMHA XHIOTORMT™

CromammHe-49peBHE HApyHeans

Yecm: FUCIIENCHS, TaAEHS, TOBPEIHANE, KOHCTHIAIHS
OO6mu HapymenHs: H eeKTH Ha MICTOTO BHA OPHIoKeaRe
Yeemu: acTedns/yMopa

Excrpamapavupsd cimiirovy (EPS): Npa NpomsIDKHTENH0, 52-CEAMIMHO KOHTPOIHPAHO IPOyHBAHe,
FIPH TIAITHEHTHTE Ha JIeYeHHe ¢ apHITAIPA30JK KaTo ILUI0 & HabIFofiaBaka HO-HHCKA HeCcToTa (25,8%) Ha
EPS, BKIIOYMTENHO NApPKHHCOHAZEM, aKaTH3MHE B AUCKHHE3HS, B CPABHEHHE ¢ IANHEHTHTE ICKYBAHH ¢
xanonepunon (57,3%). Ipu nponsiokarenso, 26-ceAMIYHO, ITane00-KOHTPOIHPaHO IPOyYBaHe,
gectoTara Ha EPS NpH NalyeHTHTe Ha IEYeHHe ¢ a apananpa3on ¢ Gina 19% u ceotseto 13,1% npu
RalEeHTHTE OT IpyNaTa Ha mwiane6o. B pyro 26-ceaMerdHO XOHTPOIHPAHO NPOYIBAHE, HECTOTATa Ha
EPS npH nanyeRTHTe Ha JIedeHNne C apHinIpason e 6mia 14,8% u ceoteeTHO 15,1% NpH naupeHTHTS
Ha JIeYeHHE C ONAH3ANIH.

IIpu cpaBHeHKeTO HA APHINIPA30N i IaNe0o, Mo CTHOMEHHE Ha OPOs NIAIEHTH HPY KOHTO c2
HabNIoNaBaHy KITMHHYHO SHAYFME IPOMEHE B DYTHHHHTE 1abopaTopHH IIapaMeTpy, He ¢a
HaGIFONABAHM KIMHUTHO 3HausMy pasimauss. Tlopumarare sa CPK (kpearunuH Gocdokinasara),
OBHKHOBEHO NPEXOJIHO H aCHMIITOMHO & Habnroxasano Ipy 3,9% OT NaNHeHTHTS Ha JICUCHKE C
apununpasol, B cpasHenre 3,6% OT mamMerTHTe Ha maane6o.

ﬂg!! H DEIVATATH.

Hesxenamire eeKTH, 32 KOUTO € H3EECTHO, Y€ Ca CBHP3aHH C aHTUNCHXOTHYHOTO JICHCHAE,
cHO0IABAHN B TIPH HEUEHHETO ¢ APHIBNpAa30, BKIOYBAT HEBPOIICIITHYEH MANHIHEH CUEPOM,
TAPIEHA RECKUHE3H, ThPHOBE, UepebpO-BacKyJIapHY HeKeAHH PeaKiiH 1 HOBHIGHA CMEPTHOCT
NpH BB3PACTEH NaLHEHTH ¢ JeMEHLUS, XMIePIIAKeMHE | 3axaped Auaber (Bx.TouKa 4.4).

IlocT-MapKeTHRIroRY TAHHE:
CremuuTe HEXKEann CEGHTHA CHINO ce cLoOmasaT Muoro paaxo (< 1/10 000 sxmoynTeHo

H30JLMpAHH CIYHaH) 1I0 BpeMe Ha TIOCT-MapKeTHHIOBYs YIepHoz, (JecToTara e H3uncieHa Ha 6asa 6pos
NaOHEHTH ¢ EKCIQ3HIHA): .

Hapymenus Ha HMyHHara anepriyxa peaxuis (Hanp. aHaQuIakTayHa peaKis,
creTeMa: AHTHOEHEM, HPYPUTHC HIH YPTHKAPHA)
Tlcxusmy HapyIIeHus: BB30Yy/ia, HEpBHOCT

Hapyuienss Ha HepBHaTa
CHCTEMA: HapyleHHe Ha ropopa

CnaoBy HapyIneHHs: . CHIHKOII
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C'rnmamno-qpeam HAPYIICHHA: NIAHKPCATHT, HOBHIICHC CIXOHOOTHCILIHG

MycKyIHO-CKeIeTHH
Hapymenns, HapyueHns Ha
CHhCOHHHTCIIHATA ThKal H

KOCTHTE: pabaOMHONA32, MHANTHA, CKOBAHOCT

Hapymemig Ha

BEINPOHIBOOMTEIHATA CHCTEMA u

TBpEaTa: TIPHATIHM

Ob6mu napymenus | edekTH Ba ‘

MACTOTO Ha IPHIMKSHHES! HapyLieHye Ha TeMIlepaTypHara pelfynamt (Hatupusep,

XMUOTEPMHUS, THPEKCHS), O0NKa B IEPARTS

Hzcnemparms: HOBHIICHHE Ha KpeaTHH (ocpoxrHazaTa, NOBHINCHHS Ha
anasMH amuHOTparcdepazara (ALT), noprmeHse Ha
acitapTaT aMuHoTpaschepasata (AST), moBHIKeHHEe HA
rama riryrammn Tpanchepasara (GGT).

Jlcuxvdsm HapymeHa: B epHO/a Ha OCT MapKeTHEr ¢a O OXNafBanH CIIyYal Ha OIHT 33
caMOyOMICTBO, CYHIMIHI HaMeperus, 1 camoyouiicTeo (Bipk Touka 4.4).

4.9 YpeaosHapane

B ximammaes npoydsanyst coydaiHore MAY YMHEIIISHO OCTPO HpPeI03HpaEe ¢ apyHapasol Ipa
narpenTH npueid oz 7o 1 080 mg xe e xoseso go Garamnn nocaeauy. Mexay TpH3HalETe ¥
CHMIITOMATE, 32 KOHTO ¢& cE06IMara Ipy Npenosupate ¢ ApPANKEIIPAa3ol, ¢a FaJicHe, NOBphINaNe,
aCTeHNs, AUAPUI H CHHIIHBOCT.

TTo BpeMe Ha TMOCT-MAPKETHHTOBHS IEPHON, IOTCHNHANHO. KITHENUHO: SHA9IINTe NPHSHAIH H
CHMIITOMH, HaOlzomaBat TIpY BE3pACTHE NALYIEHTY HPENOMPAHU C apUMHMPA3ON Y JO3H [0

1 260 mg, BxirouRaT sie'rapxm ’honmneno KPBEHO HANATaHe, cOMHONEHTHOCT, TaXUKapIus B
ToBpsmane, OCBeH TORA ca NONyJeHy CHODIIeHMs 3 HEIAEHTHO NPefo3HpaHe ¢ apEYIANpasoX (Ko
195 mg) nipu menia. HoreMMATHEO cepHO3BHTE IPH3HAIH H CHMITTOME OT MEHHIMHCKA Iie/iHa TOYKS,
BKIIIOYRAT EKCTPanMpaMIIEN CHMITTOMH M IIPEXO/iHA 3ary0a Ha Ch3HaHue,

Jlewenmiero npy npexo3upate, TPAOBa [a BIOIOYBA TOALBPKAIIO JIeYCHHe, OCHIYPABaHE Ha
NPOXORHMH NHXATENHY ITHTAIKA, OKCHreHAllEA ¥ BeHTANANks, KakTO H Ha3sHaYaBaHeTo Ha
CHMIYTOMaTHIHO JleueHre. TpsOea 1a ce Mva NpeaBHy BEPOSTHOCTTA OT YIIoTpebaTa Ha HAKONKO
nexapcersenu cpencrBa.ETo 3amo, e HeoOxomiM He3abaBeH KOHTPON Ha CBPACYHO-CHIOBATA CHCTEME
¥ BKIFOYBAHETO Ha HEIPEKHLCHATO SIEKTPOKapAHorpadicko RPOCHEHABAHE 32 YAaBAHETO HA BE3MOXHA
apurvus. IIpy Beako MOTBBPAEHO WITK HOZOZHPAHO NPENO3HpaHe ¢ apHIIMApPa30il € HeoOXOmuMo
HOCTOAHEO NPOCHeAsBaHe Ha NAlUeHTa A0 HETOBOTO [IBIHO BE3CTAHOBABAHE.

Axtngen poriieH (50 g), npmiokeH Ao 1 yac cllen npyeMa Ha apanuIpason, Hamanasa Cuay Ha
aprnunpazon ¢ okono 41% u AUC ¢ oxono 51%, xoeto npexnrionara BE3MOKHOCT 32 JISYEHHE Ha

HpBI[OBHpaHBTO € aKTHRCH BBEIHCH.

BEIpex, 46 HIMa AAHHH OTHOCHO ediekra Ha XeMOIUATHA3ATA [IPH JeYeH e Ha NPENO3HPaHeTo C
apuNENpazof, He ce OYAKBA XEMOAHANN3ATA Jd Ce OKaKE II0Ie3Ha B TO3H CIydal, ThH Karo
apUNKNpazoN ¢€ CBHP3Ba BEB BHCOKA CTENeH C INa3MEHHTS HPOTEHHH. .

5.  ®APMAKOJOrAYHH CBOMCTBA




5.1 <®apmaxoREHAMEYHEH CBOHCTEA
dapmakoTepanesTiyHa Tpyna: antancaxotHnd, ATC kon: NOSAX] 2

Ylpeanonara ce, ue eeKIHBHOCTTA HA apHIFIIPa30i NIPH MIM30(PEHH Ce JBIDKH Ba KoMOHHatmsTa
OT YACTHYEH aTOHH3BM cupsMo fonamuHoBkTe D2 1 ceporonupoBute SHT1a penenropu 1
SHTArOHAYHM CIpAMO cepoToHuHoBHTe SHT2a penentops. ApHENpasof HpOsABIEa AHTArOHHCTHIHN
CBOICTBa IIPH JKMBOTHHCKE MOJEIH C IONIAMHHCPFHYHA XHAEPKTHBHOCT M arONHCTHIHH CBOHCTRA
YIPH SXABOTHHCKH MOJEIH C IOTAMHHEPFUYHA XUTIOAKTHEHOCT. APHIANPA30J POSBABA BHCOK
adMHUTET Ha CBBP3BaKe in vitro ¢ KogamuHoeure D2 u D3, ceporonunosy SHT1a m SHI2a
pELIEITOpH H yMepeH adumurer cripsimo fonamusosute D4, ceporopuuopure SHT2c u SHT7, andal-
anpenepruunpTe ¥ H1 XucTaMHEOBH PelienTOpY. ApPHITHIPA30A HPOsBSBa H YMEPEeH a(HHATET KbM
MecTaTa Ha 06paTHO MOEMaHe Ha CepOTOHMH ¥ HesHauuTeneH edeKT KbM MyCKapHHOBHTE PENEITTOpH.
BzaumopeiicTBraeTO ¢ APYTH PEHENTOPH, PAa3NIFEHN OT AONAMHHOBHTE H CEPOTOHUHOBH MOATHIIORE,
0BsICHABA HAKOH OF ApYTHTe KIMHUYHE ehekTH Ha aprmvmpasoln. J{osu apanxnpason ot 0,5 Ao 30 mg,
TpHEMaHH BEJJHEK JHEBHO O 3pasH JOGpPOBOJIIE 3a IEPHOE, OT 2 CeMMINH, BOAST AO HO30-3aBHCHMO
HaMaisBaHe Ha CBbp3BaneTo ¢ |'C-paonpuz, cnenuuger D2/D3 perienTopeH JiMraHy, B o60acTTa
Ha ONanIKaTa ¥ IyTaMeHa, YCTAHOBEHO ¢ NOMOIITA Ba NIO3RTPOHHA EMMCHOHHA TOMOTrpadas.

Nonsnuurenna wadOpMalEs OT KITHHHYHY TPOVIBAHES:

Iluzodperms: B TP KpaTkoTpaiiny (4 1o 6 cenMHIR) Imaneb0-KOHTPOIEPAHH NPOyYBaE s
Brrogsamy 1 228 pamwenrya ¢ mMzoMpeHnEs, NPOsSBABAILa Ce C NO3UTHRHN ¥ HETaTHBHIE CUMITTOMM,
SPENMIPA30N € NIOKA3a] CTATHCTHIESCKH 3Ha9MMO HO-TOMAMO HOACOpeH e Ha TICHXHTHHTS CHMITTOMH,

B CpaRHEHHE ¢ Iianedo.

ABILIFY e edexrrBen 110 OTHOMEHHE HA 3aTia3pane Ha KNHHIIHOTO MOR0Oper e npH
TIPOXEIDKHTENHO JieYeHHe FPY NAIHEHTH, HOKA3aNH OTTOBOP IPH 3a1i0yBale Ha nedenuero. ipu
CPABHUTEHO MPOYUBaHe ¢ XanonepHaon, 6pod Ha NalBeHTHTE IPH KOUTO OIT0BOpa CpAMO
JIEKAPCTBEHMSA HPOLYKT CE € 3alIa3iil B NPONEDKEHME Ha 52-CeMHIH € CXOfieH IpH ABeTe IPyIiH
(apurmmpazon 77% u xanonepuzon 73%). Tlo orsomenne Ha 6pos NAIMCHTH 3aBEPIIFITH
fIPOYYBAHETO, NPH IPyNATa Ha apHITHIEPaso Toi e 3HauMTeNHo no-ToiaM (43%), B cpaBHeHHe ¢
xanonepanoi {(30%). Peaynrarsre OT CKANKTE, H3H03BAHH 33 IPOocHeIBaHe Ha BTOPHYHHATE
KpuTepHH, BKmoguTento PANSS u Montgomery-Asberg Depression Rating Scale noxassar
3HAUMTENHO OX0OPEHME CPAMO XalOIIepHAON.

Hpu 26-ceAMIEHO, IIANeb0-KOHTPOIHPAHO HPOyIBaHe NPH CTAOMTH3MPanH NAIMCHTH ¢ XPOHHIHA
nnzodpeHus, apUIUNIpPaz0l € MoKa3al 3HAYHTENHO HO-TONMO PeAyLHpate YeCToTaTa Ha
OpHcTEIHTE, 34% TIpH rpynaTa Ha apUITHIIPa3on ¥ 57% npu mianebo.

VBemuyasaue HA TEIVIOTO: B KIIHHEYHA NPOYIBaHNs, APUIHIIPA30]l He € IOKa3all, Ye BOXH o
KITHHEYHO 3HATHMO IIOBHIHABAHE Ha Terno1o. B 26-ceAMUUHO, JBOHHO-CIESIO, MYJITH-HAHHECHANHO,
CPABHHTENIHO MPOyYBAHE C ONAH3aNHH pH 314 NaHFeHTa ¢ INM30(PeHMs, B KOSTQ YREIHUCSHHETO Ha
TEFJIOTO € IBPBIdHA kpalHa TOYKa, SHAYHTENHO 10-MaNKO NAlHeHTH ¢4 HMail Hali-Manko 7%
YBEJIMUEHHE Ha TETNIOTO, CIPAMO H3XOJHHTE CTOMHOCTH (HalipHMEP YBe/MUEHHE Ha TEMIOTO ¢ Hal-
manxo 5.6 kg npu cpeano u3xopHo Terno ~80,5 kg) npu rpynara a apanmnpaszon (N= 18, wm 13%
OT OlieHEHHTC TAUMERTH), B CPaBHeHHE ¢ onansarmH (N= 45, mwi 33% ot oneHeHETe HaJ_IHBI-H'H)

52 @apMaxkoKBEHETHYHH CBOHCTBA

Abcopboua: _
Apununpason ce abcopbiipa nobpe, KaTo MHKOBH ITa3MEHH KOHIEHTPalkH o6 MOCTHTaT B PAMKHTE Ha

3-5 gaca cieJ| NpreMa. ApHOEIIPA30il HPEThPIiABEa MEHEMANEH Npe-CHCTEMEH MeTa00NH3BM.
ABcomoTHaTa nepopanta GHoHaIMYHOCT pH TablerHara dopma e 87%. Borarara Ha MasHHHH xpaHa

He IoenusAea (papMaKOKHHETHKaTa Ha apHIIKHIpPasoll.

PaznpeneneHue:;




apHENMNpasoll H ASXUAPC- apuIHIpa3oil ¢e CBEP3BAT ChC CePyMHUTE IIPOTEHHH, NPEAAMHO C
anbyMmHa, nogege ot 99%.

MetabonmsbpM:

Apurmipazon ce MeTaboi3Hpa axTHBHO B 4epHHA Apod, Yypes Tpu GHOTpaHC(OPMARORHY BT
JeXuAporeHupane, XuApoKcunpade H N-geankuipane. B in vifro npoyysanms, emsumure CYP3A4
u CYP2D6 ca oTrOBOPHH 32 KEXMIPOTreHHPAHETO H XUAPOKCHIIHPAHETO Ha apHIMIpasod, a
N-meanxuitapanero ce xaranusupa ot CYP3A4. Apununpason € IeKkapcTBeH NPOAYKE, pasupeRensill
ce IPeAuMHO B CHCTEMHATa EpKyAawys. TIpy CTallioHapHO CECTOSHNE, ASXHAPO- APHIIINPa3solL,
KOHTO € aKTHBeH MeTaboNHT, NpesicTaBiiapa oxono 40% ot AUC pa apununpason B jazmMara.

Esnmmunmpane: ; .
CpemumaT eNUMRHAIIHOHEH JIONYKUBOT HA apUAHIpas3ol € NpROIM3HTenHo 75 Jaca nph 65p3u

metabonnsaropra Ha CYP2D6 u oxono 146 yaca npu 6asBM Metaboninsatopd Ha CYP2D6.
OO0t Teneced KIMPHHC Ha aprnmnpazon e 0.7 ml/min/kg, Xaro 1ol e IpeAHMEO YepHOOpoDen.

Criex eAROKpaTHa nepopamHa go3a [ *C]-Mapkupan apumampazon, okono 27% TpreTata
pPAmHOAKTHBHOCT Ce OTKPHBA B YPHHaTa, a 0KoJIo 60% B nsnpaxHeHuaTa. ITo-Manko or 1% ot
HENPOMEHEHHA apHITHIPa30Ji Ce eKCKPETHpa ¢ yPHHATa, okono 18% ce OTKPHBAT B H3NpaKHEHHATA B

HEeNnpoMCHCH BEI.

Dapumaroruremuxa BPH CREYHWIRY 2DVNY RAYUEHIHUY

IarwenTrd B HaTipeRHAaHd Bb3PacT:

He ca ycTaHOBEHH pa3iiidys BB (JaPMaKOKHHETHKATA Ha APHINIPa30] IPH 3APABH BE3PacTHH
J0OpOBOIIN 1 NO-MA2AH HEFHBAAH, KaKTO M HIKaKeH 3abenexwmu edeKTi Ha BE3PacTra NpH
TNONYHANHOHHNA GapMakoKAHEeTHYCH aHaNN3 Ha HAHMEHTHTE ¢ 30 peHIiL.

[on:
He ca ycTaHOBEH: pasiHyAsg REB (papMaKOKIMHCTHKaTa HA APHIENpPAa30i IMPH 3APAaBH MBKE H KeHH,
KaKT0 H HAKaKBH 3abenexenvi e(eKTH Ha 10ia ITPH HOIyHalMOHHAA (PapMakoKHECTHICH aHanus Ha

TAIMCHTHTE ¢ IH30(ppeHusL.

Ilymene u paca: :
TomynauyorHaTa (JapMaKoKHHETHYHA OIeHKA He € YCTAHOBIIA KIMHHYHO 3Ha9HME CBEP3aHH ©

PAcaTa A JIIIEHETO Pasiiais BEB (JapMakOKHHETHKATA HA apHRMIPasoll.

Br6peuno zabongpape: .
VcTaHoBeHO e, 3¢ (JapMaKoKHHETHYHHTE CBOHCTRa Ha apHITHIIPA3oN ¥ NeXHAPO- ApHIHNIPA30Il HpH

JaNFenTH ¢ Texko 6nOpeuro 3abongpane ca CXONBHM C Te3H HpH Miafy 3ApasH MHIHBHIH.

_ YeproapobHo 3a6ongpate;
. ITpu xipoy9Bane ¢ eHOKpaTHA K033, IPH NALFEHTH ¢ Pa3iIHyHA CTelleH Ha YepHOApobaa IHpo3za *

(Child-Pugh Classes A, B u C) He e ycTaHOBEH 35aUHTIEH edeKkT Ha HepHOAPOOHOTO YBpekIaHe
BBEPXY (apMaKOKHHETHKATa Ha apUITHIIPA30N M AEXHPO-apHIHIpa3of, HO B TIpoydBakero ca Ouwin
BKIFOUEHH camo 3 matmenTa ¢ knac C yepHoapoOHa LHp03a, KOETo € HEJOCTATHYHO 33 IPaBeHeTO Ha
. 3aKII0YCHIHE OTHOCHO TeXHREA MeTabonnTey KAanyUTeT.

5.3 JipeaxauEAYHE AaEHH 33 GesomacHOCT

[peaxIEHAYHETE JAHHH 32 6e30HaCHOCT He ca [I0Ka3aiy HAKAKbB crenudiieH oTpHulaTeneH eQekT
[P yoBeka Ha 6azara Ha KOMBEHITHOHAMHY NIPOYIBaHES BEPXY (apMaKOIOrHATA Ha 6630}@?};5&'5@?‘_ e

. TOKCHYHOCTTA NIPH MHOTOKPOTHOTO HIPHIGKEHHE, TeHOTOKCHIHOCTTa, KAHNEPOTeHHOCTTAL . -~~~ . %

PETIPOAYKTHBHATA TOKCHYIHOCT.
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. 3Ba4MMH TOKCHKONOTHYHHE edexty ca HabmoaBatH, €AMHCTBEHO [IPH JI03H HJIH €KCIIO3HIAA,
FIpSBHUIHABAIMH 3HAYHTENHO MAKCHMANHATA K034 HIH SKCIO3MIMA JIDH YOBEKa, KOETO IIOKa3B4, Ye TE3H
e(ekrH ca orpaHMIYeHH MITH HE ¢4 CBBP3aHH ¢ KIHHHIHOTO HPUNOXKeHHE. Te BKIIIOYBAT: A030-
RABHCHMA afPEHOKOPTHKATHA TOKCHYHOCT (TMHOo(YCLHE MHrMEHTHO aKyMyHupaHe i 3aryba Ha
TIApPEHXHAMHN KISTKH) ApH IUTEX0BE, TIpH 104-cempiuHo NpHnoxeHHe Ha K03k oT 20 Ao
60 mg/kg/muesno (3 po 10 meTH cnpamo cpepnara cratuoHapra AUC nipu MakcHManHaTa
Npenopsyana 50332 NpH YOBEK) H MOBHIIaBaHe JeCTOTaTa Ha aAPEHOKOPTHKANHETE KAPIHHOMY H
KOMOMHHpPaHWTE aIPESHOKOPTHKANHH aICHOME/KapHHHOMH HpH JKEHCKH ILTBX0BE, IPH 7033
60 mg/kg/nuesso (10 e copaMo cpesHa craumorapya AUC npu MakcHMaHaTa Npenopbhyana 103a
1ipH 9oBeK). Hali-BHcoKaTa HETYMOPOTreHHA eKCIOIHIEA YIPH JKSHCKH NIIHXO0BE € Ha/lBHIiaBana 7 WETH
EKCIO3HIEsITA Ha Hpernopryanara Ao3a IpH Xopa

. JomeHuTenHo e HabBoLaBana U X0JIeNHTHa3a B PE3YIITAT Ha IPEIMuHTHpaHe Ha cyidaTHITe
KOHIOT&TH Ha XUAPOKCHIMPaHHTe MeTaO0MMTH Ha apAIHIpa3oll B JKITBYKATa Ha MaliMyHH Cieq
MHOFOKDPATHH epopaimy xo3u ot 25 o 125 mg/kg/day (1 o 3 metu cripsamo cpefHa CTalHOHApHa
AUC na MaxcHMaNHaTa HpenopbyaHa KNUHIYHA X038 Wi 16 10 81 NeTH MakcHManHara
HpenopsYana 1032 NpH YoReka Ha 6a3a mg/m’). Ockes TOBa, KOHLEHTparpuTe Ha cyyidariiTe
KOHIOTATH Ha XHIPOKCH apHITHIIpasoll B YOBEMIKATA JKIBUKA NPH MakcHManHaTa ZOIyCTHMA 1034 OT
30 mg mAHeRHO, He ca oBede OT 6% OT KOHHESHTpalMHETE YCTAHOBEHH B JUTHYKATa Ha MAWMYHH HpPH
39-cenMINIHO YIpOYIBAHE U Ca TIOJ TEXHHTE rparuim (6%) Ha in vitro pasTBOPHMOCT.

Bx3 ocHOBA Ha PE3YATATHTE OT ITBIHHTE CTARHAAPTHH TECTOBE 34 FEHOTOKCHYHOCT, € YCTaHOBEHO, 4e
apHANHIPA30N He € FeHOTOKCHIeH. [IpH npoy-BaHis BEPXY PelpOAyKTHBHATA TOKCHYHOCT €
YCTaHOBEHO, T APHITHIIPA3o) He yBpexia deprannocTra. KecHa TOKCHYHOCT, BRIOUHTENHO 1032~
32BHCHM2 KBCHa (JeTanHa ocHhHKAH i BE3MOXKEH TepaToreteH edexr ¢ nabmonapana mpH
IWIHX0BE, IPH A03HW BOASIIH A0 Cy0TepaneBTHINN KOHIeHTparH (853 ocHosa Ha AUC) ¥ npu 3aiimy,
[IPY 1034 BOZEINM N0 KoryerTpanyi 3 1 11 neru copamo cpepuara AUC npu mocturage Ha
CTAIMOHAPHO CHCTOSHEE NIPH MaKCHMAIHATA HPEIOpEYBana A03a B KIIHHIYHATA HPaKTHKA.
Toxcranoct npy MaiikaTa ce JOABSBA NPH J03H, HOACOHH Ha Te3H MPOBOKHpPaii KECHA TOKCHIHROCT.

6. DAPMANEBTHYHEM AAHHH

6.1 Croncnk HA HOMONIEATE BelIeCTBEA

JlaxTo3a MOHOXHEPAT
apepruno pHmecTe
MukpoxpHcTaina Henylo3a

X¥ApOKCHNPOIBUILISIYA03a
Marsesmnes creapar

Hsnuro xkapMuH anyMuBMes nak (E132)
6.2 HecpBMecTEMOCTH
He e npanoxmEMo.
6.3 Cpox Ha rogHOCT
3 roguHE

6.4 Cpoenuandd YoJIOBHA H2 ChXPAHEHHAE

rr———

E .

S .
C nen npeanassaHe OT BAra, JeKapCTBCHUST NPOAYKT Tp:ADBA Aa ce ChXpaHsABa B OpHrH/xiang_aI‘é- i,
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6.5 JianHH 32 ODAKOBKATA

Anymunsess nepopapany 6imcrepy ¢ eMHOKPATHH KO3H B KaproHeEM KyTun 10 14 x1,28x 1,
49x1,56x 1, 98 x 1 Tabnerxn.

He BCHYKH BHAOBH OIAKOBKH MOTaT Ba OBaT IycHaTH B IpoAakea.
6.6 CrhenEanssd DpeANasHA MepKH BPH H3XBBpAsBe H paboTa

Hama creuyans s H3HCKBAHLT.

7. IIPUTEXATEN HA PAPEINEHUETO 3A YHOTPEGA
Bristol-Myers Squibb Bulgaria

V1. “20-ti anprir” Ne 6
1606 Codus

8. HOMEP(A) HA PASPEINEHUETO 3A YIIOTPEBA

9. JATA HA ILPBO PASPEMABAHE/NIOAHOBABAHE HA PASPEINEHHUETO 3A
YIIOTPEBA

10. JJATA HA AKTYAJH3BHPAHE HA TEKCTA
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