1. NHAME HA JEKAPCTBEHNWS PO T
YK MUHUCTEPGTBO HA 3[IPABEONASBAHETO
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ABILIFY 15 mg Tabnerxu pes &K:::: :::;n oottt | < c o 19 -ao ¢
KAYECTBEH H KOJMYECTBEH ChCTAB H05 /9 14 -zaJ;té 2 :

Beaka rabnerka ceabpsxa 15 mg apumempason {aripiprazie).

2.

Ilomomizo BemecTro: 57 mg NakTo3a B eHa TabaeTKa

3a noMOINHMTE BelecTsa B Touka 6.1.

3. JEKAPCTBEHA ®POPMA

Tabnerxa
Tabnerkure ca xbrre ¢ Kpsrina dopMa, rpasupann ¢ Hagnue "A-009" i "15" or ennaTa cTpana.

4. KIHAHWYEH JAHHWA

4,1 TepanepTHIHH HOK33aHHAA

ABILIFY e mokasad 3a nedeHue aa musodpens.
4.2 JosupoBka H HAYHE Ha ynb’rpeﬁa

Yepopanao NpriokeHie.

Tlpenoprupanara HauanHa AuesHa fo3a ABILIFY ¢ 10 mg unu 15 mg, ¢ nonyspixanma JHeBHa Jo3a
15 mg, mpuera BeAHEIK NHEBHO, HE3aBHCHMO OT XPaHEHETO.

ABILIFY e eexTrBeH IIpH A03a BapHpama oT 10 mg mo 30 mg xuesno. He e nabmonasana
nmoBHnieHa edyeKTHBHOCT NpH HO3# IT0-BHCOKH OT NperophLYBaHaTa AHeBHa A03a OT 15 mg BRIpPEXH, Ye
TpH OTAEHHY NAKHEHTH HO-BHCOKH 034 MOske Ja ca oT noisa. MakchaManHara AHeBHa J103a He

TpsOBa a Hageuimasa 30 mg.
ena 1 }oHOIOH: NHIICEa OIAT NIpH Iea ¥ I0HOIIH Ha BE3pact nox 18 ronmmms.

IarenTH ¢ YepHONpoGHO YBPEXIAHE: He CE Hayara IpoMsHa Ha J03a7a IPH DalHeHTH ¢ JIeKo J0
yMmepeno yepHoApobHO HapymeHue. Hsva RocTtarsyno AanHu 32 NPENOPEKH OTHOCHO PEKEMA Ha

FO3HpaHe NpH NalHeHTH ¢ TEXKKO YBpPEKAaHe Ha yepHuA fpo0. [Ipu Te3n nmaniesTH ¢ Heo0XomumMo
BHMMATENHO ONpefeNnsHe Ha n03ata. Brapexu ToBa, NpH MAUEHTHTE ¢ TEXKO JepHORpoOHO
© yBperkJiae, MakcHManHaTa HeBHa 1032 o 30 mg TpsOpa Aa ce npuiara ¢ NOBHINEHO BHHMAHHE

(Bx.TOUKA 5.2).

TarmenTtu ¢ 6E6pedHO YBpEXkIaHe: He Ce W3HCKBA NIPOMIHA Ha J03aTa IIpH franpeHTy ¢ 050pedHo
HapyIIeHMe.

TlaienTy B HanpenHana Bb3pacT: He € yeTaHOBeHa efexTiBHOCTTa Ha ABILIFY 3a eweHue Ha
mrzodpennd Npy NaNMEHTH Ha ¥ Haf, 635 ronMinHa B53pacT. B pesyATar 5a no-roniMara —
YyYBCTBATEIIHOCT HA Ta3H NONYNAnu, 3a109BaHeT0 Ha JIeyeHte ¢ NO-HHCKY O3 TpsA0Ba Ja ;;,e 1»‘1“1\/{&',.— N

TIpeNBHA, B CIIyHaHTe KOTaTo TOBA € KAHEHYHO ONpaBAaHo (Bx.Todka 4.4).

MEBKKH (. TOUKA 5.2).



Iiyinene: umaiiku npeapug merabonurHus neT Ha ABILIFY, e ce Hanara npoMssa Ha A034Ta 11py
mymasu (Bx.rouka 4.5).

B cityuati Ha eAHOBpeMEHHa YNOTpeGa Ha apuIMnpa3on ¢ MolHH HHxuOuTopH 1a CYP3A4 uny

CYP2D6, mozara Ha apuranpason Tpabea na ce pemyuupa. IIpu ciiMpane Ha NeYeHRETO ©
urxu6uTopu Ha CYP3A4 min CYP2D6 (v38KaaHeTo M 0T KOMOHHHPaHOTO JISUSHHE), J03aTa Ha
apAmHENIpazon TpaOBa ja ce nopumy (Bic.Touka 4.5).

IIpy enHOBpEeMEHHOTO NPHIIOKEHHE Ha apununpason ¢ Momua manykropu Ha CYP3A4, nosara Ha
apunmnpason Tpadea fa ce noeunm. Iipu cnupane ¥a liedennero ¢ HHAyKTopH Ha CYP3A4
(usBxHaEeTO HM OT KOMOHHMPAHOTO JieueHHe), A03aTa Ha apUNHKIIpason Tpabea fa ce NOHENKHU JI0
o0HuaiiHaTa npenopbyBaHa go3a (Bxk.touka4.5).

4.3 IpormeonoKasaEHA

CBp'bX‘IYBCTBHI‘GJIHOCT KBM AKTHBHOTO BEIUSCTBO WY KM HAKOE OT NOMOIITHHTE BeIEeCTBA.

44 CroenuanBH npefynpe:XIeHOs H IPeNIASHE MEPKIE IPHE YHOTpeba

IIo BpeMe Ha aHTHIICHXOTHYHOTO JIeYeHHE, IOA0OpIBaHEeTO Ha KIIMHHYHOTO CECTOAHHE Ha NANHeHTa
MOXKE N3 OTHeME OT HAKONKO JHH 0 HAKOIKO CEAMHANH, KaTo npes TO3M DEPHOX NAiHeHTHTe TPAOBa
ba OBJAT HOE NOCTOSHHO HADOHeHHE.

Tapaunrya AHCKUHE3HS: NPH KITHHHYHE NPOYYBaHus B NPOALILKEHHE Ha e[JHA TOAMHA WA JO-MAJIKO,
ciydyanTe Ha HeoOXOAUMOCT OT JeyeHKe Ha OABHIHTE C& JHCKUHE3HH 10 BpeMe Ha JIEYeHHero ¢
ApIIEIIpa30N He ca yecTd. IIpH nogpaTa Ha NpM3HALM H CHMATOMH Ha TADAMBHA JIHCKHHE3H IPH
pauperTi Ha nederme ¢ ABILIFY, TpadBa pa ce 0OMHCHH BE3MOKHOCTIA 34 HAMAIABAHE Ha [IO3aTa
WM peKpaTasafe Ha negenneTo. Te3n CHMITOMH MOKE BDEMEHHO Ja C& BIIOIUAT FUTH Jia ¢ NOABAT,

JIOpH cJIed CIHpAaHe Ha NCUCHEECTO.

HegponentuueH MamerHen caaapoM (NMS): NMS e norennpalito §aTaneH KOMIDISKC OT CHMIITOMH,

CBBP32H ¢ aHTHIICEXOTHYHHTE NEKAPCTBEHH NPoAyKTH. TP KIMHHYHY IPOYIBaHus ¢ JIOKaABarH
pemc ciyuan 2 NMS no Bpeme Ha JieweHue ¢ apurmipasol. Kmmraanre npossu na NMS ca
XHTIEPIHPEKCHES, MyCKyJIHa PUTHEHOCT, HapyIieH MCHTaeH CTaTyC K JaHHH 33 aBTOHOMHA
BecTabHAHOCT (IPOMEHH B IIYJica ¥ KPHBHOTO HANArake, TAXMKapand, AMadopesa H ChpaeyHa .
apuTMus). JIOMBEIHUTEIHO MOKe A Ca HAIMUES M HOBHINEHH CTOMHOCTH Ha KpeaTHH (ocoxuHasara,
muornoSurypus (pabgoMuonisa) 1 octpa Ob6peuHa BeAOCTATEYHOCT. AKO NALWEHTATE Pa3BHAT
NPH3HAIM MM CHMITOMHE, XapaktepHy 3a NMS, miu yvat HeoOSCHEMO BHCOKa TeMIICpaTypa 0e3
JONBIHATETHH KIHHAYHA NpH3Hans #a NMS, npreMa Ha BCHUKYE ATHICHMXOTHYHH JICKapCTBHA
npoayktH, ernounTeltdo ABILIFY, TpaGea ja ce npeycTaHoBH.

spyoBe: NpH KIFHHEYHE NPOYYBaHNS ca JOKIANBalH He YECTH CIIyYaH Ha rbpYoBe [0 BpeMe Ha
JevenHe ¢ apyanpasoli. ETo 3amo, apymumpason TpAbBa Aa c€ Npuiiara ¢ DOBHIIEHO BHUMAHHE IPH
TAIMEHTH MpeKapaid B MHHANOTO SMH30H HA FbPYOBE HIIH ChCTOSHES CBBP3aRH ¢ TEPUIOBE.

Br3pacTay nanyeHTH ¢ ACHX03a CBBP3aHa € AeMeHITHs:

Hosuuena crwvpmrocnt: B TPH INAeG0-KOHTPOAHPAHN NPOYYBaHHS Ha aPHITHIIPas0fl IPH BE3PaCcTHH

‘manenTH (n= 938, cpenxa Bv3pact 82,4 r ot 56 o 99 1) ¢ ncHxo3a, cEEP3aHa ¢ bomecTra Ha
Annxalimep, NAUMEHTHTE JISKYBAHN ¢ apHIHIPa3oN ca OTH H3N0KEHH Ha NI0-TOAM PHCK OT
CMBPTHOCT B CpaBHEHHe C Fpymata ¢ mnane6o. CMBPTHOCTTA NPH JIEKyBaHHTe C apHIMIPasol
fanpeRTH ¢ 6mina 3,5% B cpasuenue ¢ 1,7% pu rpynara ¢ nnanebo. Maxap, ye npuyHEATE 32

CMBPTTA Cca GHIH Pa3/iHYHH, ITOBEYETO ca OHNN CBBP3aHM CBC CHPASYHO-CHA0BH MHUMICHTH (H Do

e

CEpJieUHa HEAOCTATHUHOCT, BHE3AMNHA CMBDPT) MM HHGEKIHH (Hanp. THEBMOHUA). . e
Iepebpo-eaciynapru nexcenany CuOumus: B CHIMTE NPOY4BaHus ce chobinasa 3a uepeﬁﬁow
BACKyJIapHH Hexellany ch0RTHA (Hanp: HHCYIIT, IPEXO0iHa MCXEMHYHA aTaka), B T.4. 1 (befrraﬂﬂu

unnpgenTy (cpesra sp3pact 84 r., ot 78 no 88 r.). Obimo npu 1,3% oOT AeKyBaHHTE C ap Ilimpason:
NALHEHTH ce choblasa 3a uepeGpo-pacKynapHy Hexenanu cpdurust B cpasHesHe ¢ 0,6% n:riaueﬁo—




JIeKYBAHH NAudenTH. PasiiKaTa He € CTaTHCTHYEeCKH 3HayuMa. B efiso KlHHMIHO H3nHTBaHe ©
durcupana nosa obage, ce crOONABRA 3a 3HAYMMA BPE3Ka MEAUTy [03aTa H OTFOBOpa H 1epebpo-
BaCKyJIapHYTe HHUHASHTH HPH ITAIHEATH NeKyBaHH C apUITHIIPa30lL.

ABILIFY ne e ogo0peH 3a Neuenne Ha NICHX03a BCISHCTBUE Ha JEMEeHIMs.

XuneproykeMes 4 3axapeH Auaber: uMa choOIERHs 32 XUNepriuKeMIsd, B HAKOM CiTydan
HpEKOMepHA M CBEP3aHa ¢ KeTOaUMa03a HITH XUIEPOCMOIapHa KOMa MM CMBPT, IIPH NauHeHTH
JIEKyBaHH C aTHIHYHH aHTHIICHXOTHNIY. B KIRHWYHH NPOY4YBaHKs ¢ apRITHAPAsON He ca Habmonasamny
3HAYMMHE a3y 110 OTHOMISHHE JECTOTATa Ha HEXKENaHUTE CEOMTHSA. CBBP3aHH ¢ XHIIEPIAMKEMU
(BRTIOUHTERHO NuabeT) Mt X0 OTHOIeH!E Ha aGHOPMHH NabopaTOPHM CTOHHOCTH Ha IIMKEMHS B
cpaBHeHne ¢ wianebo. HaMa TouHM pHCKOBY JAHHH 32 CBBP3aHH C XUISPITIHKEeMIITa HEXKEIaHH
cr6uTHA TPH HangenTrTe JekyBary ¢ ABILIFY 1 ¢ ApyrH aTHNHMYHM AHTHICHXOTHLM, 32 12 MOXKE 13
€€ HanpaBy JUPeKTHO cpaeHenue. [1aleHTyTe, IeKyBaHH C HAKAKBH AHTHIICHXOTHEN, BIIIOYHTEAHO
B ABILIFY, Tps6Ba 1a OB0aT BabirofaBasy 32 NPU3HALY B CHMITOMHM Ha XHNEPriikeMus (Haip.
TONMIIAIICHS, TIONHYpHs, Hoi(aras U ciabocT), KaTo CHCTOSHHETO Ha TaliHeHTH Che 3axapeH auabet
HIIA C PHCKOBY (paKTOpH 3a 3aXapeH Anaber Tpabaa peAOBHO [la e KOHTPOAHPa, NIOPaji¥i ONacHOCT OT
EfIOIIaBaHHE HA IMIIOKO3HMA KOHTPOIL. ’

4,5 Bzammojeiicrsde ¢ APYrE JeKAPCTBEHH XPOXYKTH H APYTH (OPMH HA B3aMMOeHCTEHE

Tlopanw cEOA & -aapeHepraues PEHENTOPeH aHTaroHH3bM, apHITHIIPA30;T MOXKE Ha YCHIH edexra Ha
HAIKOM aHTHXHIICPTEH3UBHA CPEACTBRa.

Hopama ocuoBHus edexT Ha apumiipason espxy ITHC, e nreo6x0uMO MOBHIIEHO BHUMAHHE IPH
ynotpefiaTa Ha apunUnpasoll B KOMOMHALF C aNKOXOojl WiIH APYTH JeKapcTBa NeHCTRAIGH BEPXY
HHC, ¢ noreniuansa BE3MOKHOCT 33 F0ABA Ha HexXesnany eekTH, kato cenupane (Bx.Touka 4:8).

BE3aMokHOCT 32 Bh3KeiicTERe HA ADYTH NeKapCcTReHH NPOAYKIH BhDXY ABILIFY:

HuxuGHIopyiTe Ha CTOMANIHATA KUCeIMHEOoCT, H2-anraronucra GaMOTHIAME, HaMaJlABa CKOPOCTTA Ha
a6copOums Ha apHTKIIPa30l, HO TO3H eeKT HAMa KIMHAYHA 3HATHMOCT.

Apuruipasorn ce MeraboIHzHpa Ype3s MHOKECTBO MeTaboNuTHH THTHINA, BKIHOYBAIIH CH3UMHHTE
cucremu CYP2D6 u CYP3A4, o ne u CYP1A. Ero 3a1mo, npu nymatm He ¢e Hanara NpoMaHa Ha
H03aTa. .

B KIHHEYHO MPOYUBAaHe TpPH 31pasy A0OpoBomM, MOHIS HHXubHTop Ha CYP2D6 (kBuHHAMH) BOAM
no nosrmagase na AUC pa apamunpason cee 107%, goxato croirocrra Ha Chu, OCTaBa
nenpomenena. AUC u Cy,y Ha JEXHAPO apHIHIpPa3oN, KOHTO ¢ aKTHBEH MeTabOoIHT Ha apUIHIIPasoll,
HAMAJIBAT CHOTBETHO ¢ 32% 1 47%. ITpu exuospemenHoTo npunoxerte Ha ABILIFY ¢ kBHEHIHH,
nosara Ba ABILIFY tpsafea fa ce HaMany HOYTH HANOJIOBHEA cApAMO 00MYaiiHo NpemceaHaTa
noza. [TonoOuu edexry MOke a ce 0YaKBaT H HpH JPYTH MOLIHE nmﬁm:opn Ha CYP2D6, karo
(IyOKCEeTHH U 1TapOKCeTH, IIOPAH KOETO & H806X0,IIHMO CBHIHOTO pemapaﬁe Ha Jio3aTa.

B KIMHMMHO IpOyYBaHe HpH 34pasH KOGPOBOILIM, MOWEHMAT HEXMOuTOp Ha CYP3A4 (Ke'roxoaason)
nosuasa AUC i Crx Ha apHIHIPasolN CHOTBETHO C 63% u 37%. AUC 1 Cax Ha AEXHADPO-
appmpmpason Ce FIOBHIIABAT CHOTBETHO ChC 77% 1 43%. Ilpu CYP2D6 Gasur MeTaGomizaTopH
€AHOBPEMEHHOTO NPHICIKENHE Ha MOIUHH HHXUGHTOPH Ha CYP3A4 moxxe Ha-HOBERE 10 HO—BHCOK_H
TNa3MeHH KOHLEHTpAL¥H Ha apHIHIIPasol, B cpaBHexMe ¢ Te3u Ipu CYP2D6 6'Bp3H
metabommzatopy. TIpH €IHOBPEMEHHO HPRIIOKEHNE HA KETOKOHA30J] HAH ,upym ‘MOLIHY HHXHOKTOPH:
ga CYP3A4 u ABILIFY, 'rp;IGBa JIa e HANpaBH OIleHKa Ha CLOTHOLLEHHETO MON34/PHCK 32 TaIHeHT.
pu exHoBpeMenna yorpeda Ba keroxouason 1 ABILIFY, roszara na ABILIFY TpatEa zd ce HaManﬁ
HaToJIOBYHA, cnpaMo obMuaiiHe npunarasara no3a. Homobnu edexT MOKe Aa ce OUAKBAT 3 ngn v
" Apyrd MouHM HExubuTopy Ha CYP3A4, xato urpaxonaszoin v HIV npoteasnu Hﬂxnﬁmo ,H 'nopagm‘
KOETO € HeoOXOnHMO CHINOTO peAylHpane Ha Ao3aTa. - -




" Ilpu npeyctanossBane npuema Ha CYP2D6 nnu 3A4 nrxubuTop, nosata #a ABILIFY 1psabea na ce
TOBHMINH JO Ta3¥ NpMiarana HPeIH 3anoypaHe Ha KOMOMHMDAHOTO JICYEHRE.

Crieni egHOBpeMEHHO NPHIAraHe Ha kapbaMasenuH, Moled HHaykTop va CYP3A4, namepenure
reoMeTprEH cpefHa Ha Cuay 1 AUC na apununpasorn ca OHIM HO-HHCKH Ch¢ CHOTBETHO 68% u
73%, cOpAMO Te3H P CaMOCTOATENHOTO NPHIOKERNAE Na apununpazon (30 mg). IlonobHo 1a ToBa,
reoMetpuyHH cpefHH Ha Cray B AUC na 1exuapo- apununpazol, Cieh eAHOBPEMEBHO NPHI0KEHHE ¢
“kapBaMasenny.ca G MOo-HHCKI CEOTBETHO ¢ 69% 1 71%, CIIpAMO TE3H NPH CaMOCTOSTEITHOTO
NpHOyKEHHE Ha apUIHIPa3odl. ’ '

TIpn enroppeMenHaTa yrorpetba na ABILIFY 1 xapGamasenus, nosata va ABILIFY 1pa6sa na O6boe
yaeoefa. [Topobuu edexti MOske Ha ce OUaKBAT H NIPH APYTH MOMHH Hunykropy Ba CYP3A4 (xaro
prdamvmy, padabyTus, denuroun, denoGapOuran, IpEMHICH, €paBHPEHL, HEBEPAIIHE H XKBAT
KAHTAPHOH), KOETO Hajara nofo6Ho noBxuaBase Ha jo3ara. IIpn npeycraHoBsBaHe Ha IpHEMa Ha
momawrte CYP3A4 umyykropy, xosara Ha ABILIFY 1ps6sa Jia ce pemynppa 10 o0M9aiiHO npuiiarana
Ho3a. '

TIpy eHOBpEMEHHATA YIIOTpeOa Ha BANNIPOAT HIIH JIHTHIE ¢ apHIMIPasoN, Be & Habionasana
KAMHHIHO 3Ha4YKEMa IIPOMAHA B KOHUESHTPaRHTE Ha apHIIATIPa3oN.

Hortennmanua pnemoxsoct Ha ABILIFY pa praneiictpa BEPXY ADYIH HeKaPCTBEHM TPOIYKTH!

B xmumyny OpoyyRasus, Ao3d or 10-30 mg JHeRHO apHITHIpPA30l, He ca HOKA3ANH 3HAYHM edeKT
BEpXy MeTabonusma Ha cyberpatute Ha CYP2D6 (chorromenueTo gexcrpomeropdan /3 -

- MeToKcIMOpduHan), 2C9 (Baphapus), 2C19 (omenpazon) u 3A4 (nexctpomeTopdan). OCBCH TORA,
APUITANPA30JE ¥ JEXHPO-2PUIHIPA30N He Ca NOKa3aii NOTEHIHAN 3a Br3jiekicTeue BEpxy CYP1A2-
MeHHpanys MeTabonussM i vifro. ETO 3ai0, He ¢ OYaKRa apHIMIIPAZ0N Ja NOBEAE A0 KIIHHHIHO
3HAYHMH JIEKAPCTBEHH B3aUMOZIHCTBHS C NekapCTBeHH NPOAYKTH, MEAHUPAHH OT Te3H €H3MMHKI
CHCTEMH.

4.6 DBpeMeHHOCT H KbpMeHe

He ca nposexaHi CHOTBETHE KOHTPOIHMPAHH JIPOYHBaHKs C aPHITATIPAsOll BpH OpeMeHHH >KEeHH.
TIpoyuBaBusTa PH HABOTHH He U3KIOUBAT BE3MOKHOCTTA 32 IOSB2 Ha TOKCHIHOCT (BX.TOUKa 5. 3).
IanmenTaTe TpaGea ga GpAAT CHBETBAHM Aa OCBENOMAT JEKYBALIHS JIEKap B CliyJal Ha 10ABa HA
HpeMEeHHOCT WM, aKO IUIAHMPAT TAKABA N0 BpeMe Ha JIeYeHHeTo ¢ apunmmpason. [lopam
HEIOCTATHUHHTE AAHHH 32 6€301aCHOCT TiPH X0Pa B PesyATaTHIe NOIYYeHH OT pENpPOAYKTHBHATE
NpOy9BaHHs IIPH SKHBOTHH, TO3H JIEKapCTBEH NPOAYKT He TpsibBa Aia Ce Ipuirara 1o BpeMe Ha
GpeMeHHOCT, OCBEH B CILyYaHTe, KOraTo OYaKBaHaTa [oN3a ACHO ONpaBIaBa NOTCHIMAIBKA PUCK 3a

Iinoga.

ApHIHMTIPazoN ce OTHENs B MIKOTO Ha IUIBXOBE N0 BpeMe Ha KbpMeHe, He e yCTaHOBEHO Aalu
apUnMNIpasoll e OTAENA B yoBeKkara kppma. [laumentkure TpsaOpa A2 ObHatT CEEETBAHH Jia HE KbpMIAT
IO BpeME Ha JICUCHUCT 0 ¢ apUIHOPA30IL.

477 Edexra BLpXy cnocoGHoCTTa 32 yodapane H padora ¢ MaAH

Hsma npoyusanus 3a edekrire BEPXY crniocobHocTra 3a modupare 1 padoTa ¢ MalAHH.

KaxTo npu ApYyruTe SHTHICHXOTHIM, ALHeHTHTe TpaGea Aa 6bIAT ¢ HOBHIIEHO BHUMAHHE DPH
paboTa ¢ HOTEHIHATHO ONACHH MAINHHY, BKIHOYHTENHO IPEBO3HI CPEACTBA, NOKATO HE €4 HaITBAHO
CHTYpHH, 4e ICYSHHETO ¢ APUITHTIPAsOoN HMa orpnua’reneﬂ edeKT m'.pxy HBIIBJIHEHUETO Ha TE3H

nefinocTh.

4.8 HexelragH JeKapcTEeHH PeaKIMH




TlpeacrasenuTe DO-AOIY HexxelaHH edekTH ca Habmonasany no-vecto (= 1/100) B cpasnenye ¢
wianebo, MK ca OIpeAeeHH KaTo BEPOSTHO CBHP3aHH C NEUSHHETO, 3HAUHMH HEKeany
NeKapeTBeHH peakipH (¥):

YecToTaTa ONMCaHa N0-GOJY € oNpenencHa va 6asata Ha CHEABATA KOHBEHIHS: HECTH (> 1/100,
< 1/10) 1 HeyecTH (> 1/1 000, < 1/100)

Mepxngpd HAPYIIEHHH: ©

Yecmui: GeaniokoiicTpo, 6e3chune
Hapymenns Ha HEPBHATA CHCTEMA
Yecmu: axaTisys, TPeMop, 3aMagHoCT, cOMHoneHmocr/cenupaHe rnasoﬁonue
Hapymenns Ha 0UHTE

Yecmy: 3aMbIIICHO BIDKIAHE

Cipaeunn papymenas

Heyecru: Taxuxapaas™

CryoBH HapyNIeHAs

Heuecmu: opTocTaTHYHA XUIIOTOHHT ™

CroMamuro-9YpeBHH HAPYEHHS

Yecmui: JUCHCHCH, TaieRe, TIOBPHITaHe, KOBCTHIIANHT
O6uy HapyIReHHES H eeKTH Ha MACTOTO Ha NPAIOKEeHUe
Hecmu: acrenus/ymopa

ExcrpamupaMuas cavirromy (EPS): npu npomsiokiaTenHo, S2-CeaMIHO KOHTPOIHPAH0 MpoyBaHe,
NpH NaNUeHTHTe Ha JeYeHHE C aPHITHNPA30N K4TO 10 ¢ HaOMoAaBaHa NI0-HHCKA YECTOTa (25,8%) Ha
EPS, BRIFOUHTEHO HApKHHCOHU3BM, aKATH3MA H IHCKUHE3NS, B CPARHEHHE ¢ NALHEHTHTS IEKYBaHH C
Xanonepuzon (57,3%). IIpH DpOXEIDKHTENHO, 26-CeAMIIEO, IAneG0-KOHTPONHPAEO MpoyHBaHe,
yectotaTa Ha EPS npy NarMeHTHTe Ha fieUeHue ¢ a apuImnpason e 6una 19% u crorsero 13,1% npu
NaHedTHTe OT rpynara Ha miauedo. B npyro 26-ceaMuyHo KOHTPOIHPAHO NPOYYIBaHe, J€CTCTaTa Ha
EPS npu nanyeHTHTe Ha JIeUeHue ¢ apunmnpasol ¢ 6una 14,8% u crorserno 15,1% npu nanpeHTHTe

Ha JIeveHHeS ¢ ONaH3aNliH.

TIpy cpaBHEHHETO HA APHIINPA30N | Irane6o, 10 OTHOmEH#e Ha 6O NatpeTH NPH KOKTO ca
HAGMIONABAHH KIHHITIHO 3HaYAMH NPOMEHH B PyTHHENATE Na00paTopHy napamerpy, He ¢a
Ha6IEop2RAHH KIHHEYHO 3HAYNMHE pazrs. Tlosumasane na CPK (kpeatuamy docdoxunasara),
OBHKHOBEHO NPEXOIHO M aCHMIITOMHO & HAG/O/ABAHO IIPK 3,9% OT NANHEHTATS Ha IEYSHHE C
apuAnpaszoll, B cpasHenae 3,6% ot TAICHTHTE ha naneto.

Jpvyry pesvaTaTe:
Hexenanmre ediexrH, 3a KOUTO © HBBCG’I‘HO e ca CBLP3aHHA ¢ AHTHIICHXOTHYHOTO netle}me

c’BoﬁIIlaBaHH H OpH NCYCHHETO C apnnﬂnpason BXJHOYBAT HSB}JOJIBIITPI‘ICH MaAdHIrHeH CHHIEPOM,
TapAuBHA JMCKUHESHA, FBPYOBE, NepeGpo-BacKyIapHA HEXXEAHH PEaKiMH H NOBHIIEHa CMEPTHOCT
NpH BE3PACTHY DALMEHTH C ACMEHINASA, XHIICPIIKEMIS H 3aXapeH Juaber (Bx.TouKa 4. 4).

TocT-MapKeTHHIOBY JAHHK:
Crnieppure HeXenani cE0MTHS CHUI0 ce cH00INaBaT MHOTO pﬂmco (< 1/10 000 proroSATENHO

W30NIPaHK Ciiyday) o BpeMe Ha nocr—mapxemnronm TePHOR (qecmmm © u3wHcrena Ha 6aza Opos
HAUASHTH C eKCIIO3HNHA)

Hapymienus Ha HMyHHATA - aneprmﬂa peaxips (Hanp apa(uraKTHYHA peammx
cHcTeMa: | aHTHOENEM, HPYPUTHC KK ypmxapm)

Tlcumxuunm HApYIIEHHS: . mbe3byaa, HepBHOCT

Hapymenus Ha HepBHATA

cHcTeEMA: HapylmeH|e Ha FoBopa

CrRoEn HapyIIEHN: CHHKOTI




CTOMaHlHO-‘IPEBHH HapyINeHHA: NapKpeaTyT, MOBHINEHO CIIOHOOTRCIAHE

MyckynHO-CREeNSTHH
HapyINe s, HapylueHud Ha

ChEIUHHTENHATE THKaH H L P .
KOCTHTE:  pabROMHONN3E, MHAJITHS, CKOBAHOCT )
Hapymenus na

BE3NPOM3BOAKTETHATA CHCTEMA H

‘rhpAara: OpHALI3IBEM

O6mw HapymieHus 4 eexrd Ha :
MACTOTO HA NPHIIOKEHHE: HapylIeHHe Ha TeMIIEpATYpHATA peryiauws (HarpHvep,
XBIOTEepMuY, IMpeKcHs), 6onka B repouTe

Wacneppanms: MOBHIICHNE Ha KpeaTHH (Goc(oKKHHazaTa, NOBHUIICHEE Ha
anaBEuH amunoTpaBcepasara (ALT), nopumienye Ha
acnaprat amuHoTpanchepasara (AST), nopmmenue Ha
ramMa rilyTaMui TpaHcdepasaTa (GGT)

TicHxX¥Hy HapyIHeHHs: B HepHOJa Ha HOCT MAPKETHHT ca GHiy NOoKsaBaHu CiIyYal Ha OIIHT 32
camMoyGHIICTBO, CYFITHHE HaMEPEeHHs, i caMOyDsicTRO (BIK TouKa 4.4).

4.9 Hpegozupane

B xIMHFYHA NpOYyIBaHu CIyYaHHOTO HIIH YMHIIICHO OCTPO NPEIO3HpaHe ¢ apinHIIpa3olt IpH
panHesTH nprerH fo3d Jo 1 080 mg we e JoBeNO HO (haTainHi HOCIICHHI. Memy NpH3HAITUTE K
CHMITOMUTE, 33 KOHTO ce cho0INapa npH Npefo3rpaHe ¢ apHIkIpason, ca rajeHe, IOBPENIaHe,
ACTeHMS, JPAPH H CBHIHBOCT.

o Bpeme Ha NOCT-MapPKETHRTOBHS NEPHON, MOTEHLMAIHO KIHMHITIHO SHAYMMUTE NPH3HALN H
CHMIITOMM, HaOMIOAABAHE NTPH BE3PACTHH NAUMEHTH NPEfO3UPaHH C apHIMAPAa3ol HpH KO3H 10

1 260 mg, BKIOYBAT JETaprHs, IOBHINCHO KPEBHO HANITaHe, COMHONEHTHOCT, TAXHKApAH H -
noppsniane. OCBEeH TOBA ¢a NOMYYEHRH CROOINEH!S 34 HHITHACHTHO IPEI03HPaHe C apHIKIPasoN (zo
195 mg) npu Jena. JToTeHUHANNO CEPHO3HITE NPH3HALM H CHMITTOMH OT Memm,micxa rne,uHa TOUKA,
BIJIFOYBAT KCTPANTHpAMMAHY CHMIITOMH W IIPEXOZiHa 3ary0a Ha Ch3HAHMe.

Jeuenuero npu Npenosnpane, TpaOra 2 BTFOYBA IONIBPKALIO JISYCHNE, OCUIYPABAHe Ha
TPOXONMMH [UXATETHM ITETHINA, OKCHIeHallid H BEHTHNAIS, KAKTO H Ha3HAYMABAHETO Ha
CHMNTOMAaTHYHO nevenue. TpaOa Aa ce ¥Ma NpEABHI BEPOATHOCTTA OT yotpebaTa Ha HIKOIKO
nexapersens cpeactra.ETo 3amo, e-HeobXonpM HezabaBeH KOHTPON Ha CBPASHHO-CBAOBATA CHOTEMA
H BKIHOYBAHETO HA HENPEKBCHATO eNeKTPOKapAHOorpadcko NPOCefiABaKe 3a YIaBiHeTO Ha BE3MOKHA
aparvust. TIpy BCAKO YOTBEPAIEHO MM HOFO3MPAHO NPE03UPaHe ¢ APHITNpAasoll & HeoGXonuMo
DOCTOSHHO IIPOCIefABane Ha NalHenTa 0 HErOBOTO IIBIHO BE3CTAHOBABAHE.

AxTusen BrieH (50 g), MpuAoKeH 5o 1 94C Clex npHeMa Ha apunHIpason, Hamas1aBa Cogx HA
aprmanpason ¢ oxono 41% u AUC ¢ oxono 51%, koero Npeanonara BE3MOMKHOCT 32 JIEHCHHE Ha

IPeNO3NPaHeTO C aKTHBCH PBIJICH.

B‘BHPEKH, He HaMa HaHHH OTHOCHO C(ileKTa Ha. XeMOAHaIH3aTa IIPHF JICUCHHS Ha npe,r.l,o31~ipaHeTo [
apununpasol, He 6 OYaKksa XEMOAHaIn3aTa Aa Ce OKaXKE MOJE3HA B TO3H Cﬂy‘!&ﬁ, Thi Kat0
apUnunpason ¢¢ CBEP3Ba BhE BHCOKa CTEICH © IBIA3MEHKETE NPOTCHHE,

5.  ®APMAKOJOTHYHA CROMICTBA




51 <®apmakogEHAMMTHE CBOHCTEA
MdapmaxoTepanesTHYHa rpyna: aHTHncExotand, ATC xon: NO5SAX 12

Hpenuonara ce, ue eeXTHBHOCTTA Ha APHIAIPA30N TIpH MK30(PEHUs ce AHIDKH Ha KoMOuHaIwmITa
OT YaCTHYEH arOHH3HM CIIpsaMo jonamupopwrre D2 1 ceporonyzosure SHT 12 penernrropu u
AHTArOHHU3BM COPAMO cepoToHuHOBHTE SHT2a pelerrropy. ApANUNpPa3zol NPOABABA AHTArOBHCTHYHH
CEOHCTRA IPH JKUBOTHHCKH MOAEIM ¢ AOTIaMHHePrHIHa XHIEpPKTHRHOCT i arOHMCTHYHH CBOHCTBA
NPH KHBOTHHCKY MOZENH ¢ RONIAMHHEPTHYHA XHIOAKTHBHOCT. A PHIHIIPa30/l IPOsSBABa BHCOK

. adhuHETeT Ha CBEP3BAHE 71 Vitro ¢ HonaMunosuTe D2 M D3, cepororunosr SHT1a 1 SHT2a
PELIEITTOPH 1 yMepeH adumHuTeT CapsmMo nonamusosute D4, ceporonunosute SHT2e n SHI7, andal-
afpeHeprHyHITe i H1 XUCTaMUHOBH PelieRTOpH. APHITHIIPA30N NMPOABSEA H YMEpeH adHATET KBM
MecTara Ha o8paTHO foeMaHe Ha CEPOTOHHH i HesHAUMTENeH eeKT KbM MYCKapUHOBHTE PEUEHTOPH.
BsammogeficTeHeTO ¢ APYTH pEelSNTOPH, PailHyHH OT FZONAMUEHOBHTE ¥ CEPOTOHUHOBH IOATHIIOBE,
obscHABa HAKOM OT APYIUTe KITHHIIHHE edekIm Ha apunurnpason. Jo3u apurmanpason or 0,5 xo 30 mg,
TpHEMAHY BOJHEN JHEBHO OT 3/paBy HoGpOBONIM 3a NEPHON OT 2 CEAMMIIE, BOIAT (O AO30-3aBHCHMO
HaMansRaHe Ha CBEp3BaneTo ¢ | C-pawionpun, cnemudiren D2/D3 penenTopeH NMHraky, B 061acTTa
Ha ONAINKATA M IyTaMeHa, YCTAHOBEHO C [JOMOIITA Ha JIO3HTPOHHA eMHCHOHHA TOMOrpadus.

ONBIHUTENHA HHGOPMALHS OT KIMBHIHE IDOYIBaHHS:

Mnzodperms: B Tpd KpaTroTpaing (4 50 6 cezMuin) I1ale00-KOHTPOTHpaHH NPOYYBaHIE
prmoysarny 1 228 nanpenTa ¢ Im30(pPeHys, HPOsABABAINA CE C MIOZWTHRHHM H HEraTHEHM CHMITTOMH,
APHITHIIPA30J € IOKa3ai CTATHCTHIECKH 3HAUKMO JIO-TOJAMO HOA0OpEHHe Ha ICHXHYHMTE CHMITTOMHE,

B cpaBHeHHE ¢ mnanebo.

ABILIFY e edexrapes N0 OTHOMEHHE Ha 3a1a3BaHe Ha KIMHIMHOTO noxobpere npy
DPOREDKATENHO JeYeHHe MPH NALHEHTH, IIOKa3ali 0TrOBOp IpH 3anodBaHe Ha Jegenueto. Ilpu
CPaBHHUTENHO TPOYYBAHE C XAIONEPHA0N, 6post Ha NAHEHTHTE IPH KOWTO OTTOBOpA CHPAMO
JIEKAapCTBEHAS MPOAYKT Ce € 3aUa3iI B IPOIEIDKEHHE Ha 52-CeMMIH € CXOEESH IIPH JBeTe rpyny
{apurmnpazon 77% u xaonepunon 73%). Ilo oTHomeHke Ha 6pos MarueHTH 32BbPLURIH
NpOYYBaHETO, IIPH TPYIaTa Ha apHIUIIPA30N ToH € 3HauHTenHo no-roxusM (43%), B cpapHEHUE C
xanonepunoi (30%). PesyraTiTe OT CKanmyTe, H3MON3BAHH 32 NpocAeNIBaHe Ha BIOPHYHNTE
kprTepyy, BRmownTenno PANSS w Montgomery-Asberg Depression Rating Scale noxaspar
3HAYMTENHO HOR00peH e COpPAMO XallONIepHAOIL.

ITpu 26-cemMuaso, mane00-KOHTPOJIEPAHO NpoyYBane I]p}i cT20HAM3UPAHH NALMEHTH C XpOHHYHA
mrazogpeHys], ApHIINPa3oJl € HoKa3all 3HAYHTEITHO 110-TOMO PeAyLHpaHe JecToTara Ha
npucTsnuTe, 34% NpH rpynara Ba apsmmnpasol 1 57% npu mianebo.

VEenuuasaHe Ha TEI0TO: B KTHHEYEY NPOYJYBAHNS, APHITNIPA30I He € NOKazall, e BONH J0
KITFEMSHO 3HAMHMO ITOBUINABAHE HA Ternoro. B 26-ceaMIIHOo, ABOIHEO-CILANO, MYJITH-HAHOHATHO,
CpasHHTENHO NPOY4YBaHe ¢ ONAH3amMH IpH 314 manpeHTa ¢ HM30()peHns, B KOETO YBEAHYCHUETO Ha
TErJ0TO € ILPBHYHA KpaiiHa TOUKa, 3HAYKTEITHO N0-MaKO IANHEHTH ¢a HMaITH Hali-Manko 7%
yBENHYEHHE Ha TerI0TO, CIIPSIMO W3XOIBHTe CTOHHOCTH (HalpHUMep YBEIHIeHHE Ha TETIIOTC ¢ Hali-
Manko 5.6 kg mpu cpenuo usxonHo terio ~80,5 kg) npu rpynara a apumanpason (N= 18, mim 13%
OT OHEHEHNTe IAaLHeHTH), B CpaBHeHue ¢ onansamuy (N= 45, und 33% oT OLeHEHHTE NalHEHTH).

5.2 dapMaKOKEHETHYHH CBOMiCcTBA - :

Abcopbumg: _
Apumiirpaszon ce apcopOupa pobpe, KaTo TMKOBH IN23MEHH KOHLEHTPAIMH C€ [IOCTHIAT B PAMKHTE Ha

3-5 yaca cnel NpreMa. ApUNHNpPa3o NPeTHPIiBa MHHMMAaNeH MIpe-CHCTEMEH MeTabOnH3BM.
AGcomoTHara nepopaiisa OHOHANMYHOCT NpH TabneTnaTa dpopma e 87% Boratara Ba Maslixﬁm-xpauah

He JOBAMAB2 (PapMAKCKHHETHKATA Ha apHnunpazolt.

PasnpenencHye:
ApHIHIIPa30d ce pasnpenens B LeNHA OpraHu3bM, xaTo ofeMa Ha pasnpe/ienieHye € 4. 9[

NOKa3Bail] EKCTEH3HBHOTO €KCTPABACKYdapHO pasnpenenesue. IIpy TepaneBTHYHE Kon‘r\}em'paunu




apUIIHIIPasoN ¥ NeXVApPO- apHIMAPA30l Ce CBHP3BAT CBC CEPYMHHTE HNPOTEHHE, TIPSAUMHO C
anfbymuna, nosede oT 99%.

MerabonusnM:

Apununpazon ce MeTaboNnH3Npa aKTHBHO B YSpHHA Apod, upes TpH 6ncrrpa}1cc1)opmauuoa}m BT
NEXHApOrenpase, Xuppoxcunupade 1 N-geankunupare. B in vitro ipoyusanus, ensumure CYP3A4.
1 CYP2D6 ca oTroBOPHH 32 ASXMAPOreHHPAHETO M XHIAPOKCIHIHPAHETO HA APHIMAPA30H, &
N-peanxunupanero ce xkaTanuszupa or CYP3A4. ApHnunpason € NeKapcTBeH NPOAYKT, PasiIpefesing
ce NPEAUMHO B CHCTeMHAaTa IHpKynans. [Tpa craifuoHapHO CLCTONEME, AEXHAPO- APHITHIPA3O,
KO¥TO € aKTuBeH MeTaboNuT, npeacraenssa oxono 40% or AUC Ha apurmnpazon B I1a3sMara.

Enmmvunupane: .
CpeanusT eNUMUHALHOHEH NOMYKHBOT HA APHNTUNPA30N ¢ IPHONH3HTETHO 75 "gaca HpH opp3u

merabonmsaroptd Ha CYP2ZD6 1 oxono 146 gaca npu Gapan metabomusaropu Ha CYP2D6.
O61mus Tenecer KUAPBHE Ha apurinpason e 0.7 ml/min/kg, xa1o ToH e npemuMAc 9epHOAPODEH.

Cren enHOKpaTHA NEpopanHa fo3a [*C]-Mapxupan aparmmpason, okono 27% npuerata
PANHOaKTHBHOCT Ce OTKPHBA B YpHHaTa, a okono 60% B mnpaxaenuara. ITo-manko ot 1% or
HEIPOMEHEHS apHITMIIPaz0Jl Ce eKCKpeTHpa ¢ YpHHaTa, Okoflo 18% ce oTKpUBaT B H3IIPAKHEHHATA B

HeNpOMeHEH BUL,.

DapumakoKuHeInuKa Hpu CHEYUATHY 2PYNY NAyUeHmU

IlanpenTy B HaTIpeHATS BE3DACT:

He ca ycTanoseHy pa3mEYHST BB apMakoKHHETHKATa Ha apHITHIIPa3ol NpH 30PaBy BE3PacTHH
HOGPOBONIHE ¥ NO-MIIATH HHANBMAM, KaKTo M HAKaKBH 3a0eexiumMH eeKTd Ha BB3pacTIa NpH
IOy IaUMORHHA (apMAKOKHHETHYCH aHAIM3 HA NAlHEHTATE C IH300PeHn.

Ilon:
He ca ycTanoBeH#M paziuyudg BEB (papmaKOKHHeTmca'ra Ha apUIIMINPA30H HpH 3[PAaBA MEKE H JKEHH,

KaKTO H HAKAKBH 3abenexuMu edeKTH Ha Hoaa NpH oMy ANHOHHIS thapMaKOKHESTHYCH aHaNH3 Ha
MAIpieHTHTe ¢ 30 peHud.

ITlymene B paca:
TlonynauponsaTa GapMakOKHHETHIHA OLIEHKa HE € YCTaHOBHIA KIHHIYHO 3Ha%HMA CBEP3aHH C©

pacara WiH MyIIeHeT0 PasiHIbA BEB (papMaKOKMBETHKATA Ha aPHIIIPasoN.

Brn6peyno 3abonspane:
VeranoseHo e,.ue (apMaKOKHHETHIHHTE CBOICTRA HA APMIMIIPA30I ¥ HEXHAPO- 2PHIHNPA30N ITPH
DAHEHTH ¢ Texko Gp0pedno 3abonaBane ca CXOAHM C TE3H HPH M 3APaBH HHIHBHIH.

YepronpobHo 3aboisipane:

IIpu npoyuBaKne ¢ eAHOKPATHA K038, IPH NIGUVEHTH ¢ pasliuNa CTeNeH Ha yepBoapobHa’ IIHpOBa
"(Child-Pugh Classes A, B 1 C) He ¢ ycTaHOBeH 3HaUMTICH e(JEKT Ha YepHOAPOOHOTO YEpEKAaHe
BBPXY (hapMaKOKMHETHKATA Ha apPUIHNPa3soi B AEXUIPO-apHITHIIPa3ol, HO B HPOY4BAaHeTOo ca G
BIWIOYEHH camo 3 namenTa ¢ kiac C yepHonpobHa HUpO3a, KOETO € HefIOCTATEIHO 32 npaBeHero Ha
3aKIFOYEHHS OTHOCHO TEXHMA MeTaboNnTeH KananuTeT.

5.-3 Hpexxrpanins fassd 3a OezonacHocT

- TpemorHAHATE A2HHA 32 Ge30MaCHOCT He Ca MOKa3a/M HAKAKEE Cienudy-es OTPUIATENeH eDEKT.
1ipy yoBeka na GazaTa Ha KOHBEHIHOHATHY NPOYUBalus BHPXY GapMakonorusra Ha GesomacHocTra;,
TOKCHYHOCTTA NPH MHOTOKPOTHOTO NPHIIOKEHHE, TeHOTOKCHYHOCTTE, KaHueporeHHocna,ﬁ,j" o
PENpPORYKTHBHATA TOKCHYHOCT.




3HaTMMH TOKCHKONOTHYHH e(eKTH ca HabinofaBaHH, €AHHCTEEHO NPH JF03H HIIH €KCTIO3HIIH,
NpEeRUINABAHIY 3HAYHTENIHO MAKCHMATHATA /1032 MM SKCHO3HMNMA [IPH YOBEeKa, KOETO MOKAa3Ba, e Te3H
eheKTH ca orpagHdeHH M He Ca CRBP3AHH C KIMHIHHOTO Npuiokenne. Te BKIOYBAT: J030-
33aBACHMA 8[IPEHOKOPTHKAIHA TOKCHYHOCT (JnodyCHH MHrMeNTHO aKyMyNBpane w/uiny 3aryba ga

* MApeHXHMHM KNETKHK) NPH fUIbXoBe, Tipu 104-ceamirno npunoxexye Ha nosu ot 20 no

60 mg/kg/muerno (3 o 10 ruTH copsaMo cpeHara crauponapaa AUC npu MakcHManHata
MpENopBYaHa [03a NPH YOBEK) M MOBHIABAHE YeCTOTaTa Ha aZpEHOKOPTHKANHATE KAPLIHOME M

. KOMOHHHPAHUTE aAPSHOKOPTHKANHH STSHOMI/XAPIHHOMH RPH JKEHCKH TTHXO0BE, IIPH 032

60 mg/kg/nuerno (10 meTH cnpaMo cpenua cranuonapia AUC npy MakcuMansara npelopbyana 1o3a
npH yopek). Hait-srcokaTa HeTyMOpOreHHa €KCIO3MIEA HPH SKEHCKH IUTBXO0BE € HAJBMINABANA 7 ITETH
SKCIIO3HIMATA Ha NpelopBYaHata o34 HpH Xopa

JIonBipTenHO e HaOOfABaHA U XONENIHTAA3a B PE3YNITAT Ha IPelHIHTHPAHE Ha CYIIaTHHTe
KOHIQIaTH Ha XMIPOKCHIHPAHUTS METaGOIATH Ha apHIMIIPa30il B SKITBYKATA HA MaHMyHH Ciell
MHOTOKPATHH [epopallil gozH ot 25 po 125 mgfkg/day (1 mo 3 me1H enpaMo cpeliHa CTaloHapHa
AUC Ha MaKCHMANHATa Opelophyaka KIMHUYHA N03a WIH 16 no 81 I6TH MakcEMannara
DIpenopsYaHa A03a NpH YoBeKa na 6aza mg/m?). OcBeH TOBa, KOHUEHTPALHMMTE Ha CYIpaTHUATE
KOHFOTZTH Ha XHJPOKCH apHITHIIPAzoN B JOBEIKATA JUTsYka NIPH MakcHMAaJTHaTa JOIyCTHMA /1032 0T
30 mg prerHO, He ca nopeye oT 6% OT KOMISHTPAMATE YCTAaHOBEHH B AUTHUKaTa H2 MAHMYHH Py
39-cepMuyHO NPOYYBAHE U Ca NOJ TEXHUTE rpanmini {6%) Ha in Vifro pa3TBOPHMOCT.

BE3 ocHOBA Ha pe3ylITaTHTe OT IIEAHATE CTAHJAPTHH TECTOBE 32 T6HOTOKCHIHOCT, € YCTaHOBEHO, 4e
apynpason He e reHoToxcHueH. Ilpn DpoyvBanng BEPXY PENpOAYKTHEHATA TOKCHYHOCT €
YCTAHOBEHO, M€ apHIHIpa3ol He YRpexx/a (heprunHocTra. KecHa TOKCHYHOCT, BRIFOUMTENHO A032-
3aBHCUMA KbCHA (ieranHa ocu(HKAIms B BE3MOKEH TepaTroreneH edekT e Habnogasana Ipu
IWIBXO0BE, HPH JO3K BOASINH JIO cyOTepaneBTHIHH KOBHERTpaluM (853 ocHora Ha AUC) 1 npu 3aliny,
OpH J(034 BoAelnH Ao KoHnesTpaupy 3 u 11 wetu cnpamo cpeanara AUC npM gocTurane Ha

CTAlHEOHAPHO CRCTOSHUE IPH MAKCHMAITHATA NpeNopEyBaHa /1038 B KIMHHYHATA PaKTHKA.
ToKcHUHOCT NPy MalKaTa ce NOgBIBa NpH NO3H, OO0 Ha TE3H NPOBOKHpPANIM KECHA TOKCHIHOCT.

&. CAPMAOEBRTHYHIA TAHHN

6.1 Chpucihk 353 TOMOIIHMATE BeHleCTRA

JlakToza MOHOXYEpPAT

Ilapesraro HHIDECTS

MuxpokprcTaIHA HETyI03a

XHAPOXCHTIPOTMITIIENYIO3a

Marnesues creapar

Hunuro xapmus arymunnes jak (E132)
6.2 HecbBMECTHMOCTH

He e npunoxumo.

6.3 Cpox na roproct

3 roppBH . .

6.4 CoennajEs yCI0BEA HA ChXpaHeHne

C 1ien1 IpeANAa3BaHe OT Biiara, NeKapCTBEHHAT IPONYKE Tpa6Ba Aa.C¢ ChXpaHsia B Op
ONIAKOBKA.
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6.5 JIaHHA 32 ONAKOBKATA

~Anymunnesn nepdopHpak ONHMCTEPH ¢ e,uHOKpaTHH ,1103n B KapTOHeHH xy'mn no 14 X 1 28 x1, -
49x1 56x 1, 98 x 1 Tabnerxu. :

He BCHYKH BH,B;OBH OTIZKOBKH MOraT ,ua 65,:{&1‘ ny(:Ham ‘B npo,uagxcﬁa

6.6 Cnennamm HpeanazHyu Mepma Bpu nsxm;p.nﬂn_e u paboTa

Hama crenmanyy H3HCKBAHMS.

7. OPATEXATEN HA PASPEHIENMETO 3A Y]IOTPEBA
Bristol-Myers Squibb Bulgaria

V. “20-1a anpan™ Ne 6
1606 Codms

8. HOMEP(A) HA PASPENIEHWETO 3A YHHOTPEBA -

9. JIATA HA OBPBO PASPEIIABAHE/MOMHOBSIBAHE HA PASPEINEHULETO 3A
YIOOTPEBA

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

02.2006
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