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1. HME HA JEKAPCTBEHUA NIPOAYKT
Excninemen Panun 10 mg TabneTky, mucnepripamy ce B ycrata
Excriemes Pann 15 mg TabneTky, AECNeprHpalii ce B yeTara
Ekcrutemen Pamng 30 mg Tabnerkn, nucrneprupalliy ce B yeTaTa
Explemed Rapid 10 mg orodispersible tablets

Explemed Rapid 15 mg orodispersible tablets
Explemed Rapid 30 mg orodispersible tablets

2, KAYECTBEH H KOJiH‘IECTBEH CbCTAB

Ekcnnemen Panun 10 mg Tabnerku, aucnepriipallld ce B yeTaTa

.......................................................
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Bceaka tabnerka, AMcneprypalla ce B ycTara chabpxa 10 mg apanunpason (aripiprazole).

Excrinemen Panua 15 mg TaGneTkd, AMCNEprHpantyi ¢¢ B yeTaTa

Bcesaka rabnerka, qucneprupaliiia ce B ycraTa ChAbpKa 15 mg apHnunpason (aripiprazole).

Excrmnemen Panua 30 mg TabneTkH, JHCTIEPTH CE B YCTATa

Benxa Tabnerxa, Zucnepriupaila ce B ycTaTa Chabpka 30 mg apunMmpalon (aripiprazole).

[MoMollHO BelUleCTBO ¢ H3BECTHO JeHCTBAE

Excnnemen Pamug 10 mg TabneTkH, aucneprupaity ce 8 ycrata: Beska tabnetka, AHcneprapaia ce B

yoTaTa cpERpKa hpyKTO3a,

Excrinemen Panug 15 mg TafneTky, aucneprypalliy ce g yerara: Beska tabneTka, Aucneprapania ce 8

yCTaTa ChALpPXKa PpyKTO3a,

Excninemes Partag 30 mg TabneTk, gucneprapanid ce B ycrata: Beaxa tabaeTka, AucIeprapamna ce B

ycraTa ChIbpKa GpyKTO3a.

3a nEaHEs CHHCHLK Ka NOMOLUHUTE BenlecTBA, BHOKTE To4ka 6.1,

3. JEKAPCTBEHA ®OPMA

TabneTka, AUCHECPTHPAINA CE B yCTaTa

Excnnemen Panun 10 mg tabreTky, JUcHeprupaniy ce B YCTaTa

Benu o nodtn Hei1i, XOMOTeHHH HIIH ¢ MO3ae4HA CTPYKTYPa, KPbIIH, MANOCKH Ta0leTKH, CBC CKOCEHH
phrGoBe, 6e3 MUPHC MM nOYTH §€3 MHPHC, ChC CTHAR3UpaHo B 1 kox ,,565% ot eguara cTpauna

W rIagKd oT ApyraTa cTpana. JlnameThpsT Ha TabneTkara € 8 mm.

Excnnemen Panpa 15 mg tabieTky, nHCIIEprApPALIHN € B YCTATa

Benu no nouty Geny, XOMOreHHH WIH ¢ MO32€9HA CTPYKTYPa, KPBIUH, INIOCKH TableTKH, ¢BC CKOCEHH
pr6oBe, 6e3 MUpHC WK MoYTH (€3 MHPHC, CBC CTHTH3Hpauo . E* H koa ,,566% oT eaHaTa cTpaHa

H INajKy OT Apyrara cTpaHa. J[uaMeTbpbT Ha TabneTkara € 9 mm,

Excniigmen Panyn 30 mg TabneTkH, Mcneprupaniy ce B YCTATA

Benn 0 moqTH HenHK, XOMOreHHH MY ¢ MO3aeYHa CTPYKTYpa, KPBIVH, IUTOCKH Tabn
ckoceHH prloBe, 6e3 MEPHC HAH MOYTH 63 MHDHC, CBC CTHIH3Npano ,,B“ 1
¢AHaTa CTPaHa H IMafIK| OT Apyrarta CTpaHa. JIuaMeTspET Ha TableTKaTa ¢
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4. KAMHAYHH JAHHH
4.1 TepaneBTHIHH NOKAZAHAS

Excninemen Panup e mokasas 3a IedeHHe Ha muso¢peHHA IpH Rb3PacTHY | IOHOIM Ha 15 ronuan B
noseye,

Excnnemen Panmup € nokasaH 3a JedeHHe Ha YMEPEHH J0 TeXXKH MAHMIHRA eMA30AH MPpH GHIOMAPHO
pazcTpoficTeo THIT [ M 33 IpeAOTBpaTABAHE HA HOBH MAHHHKHH eMMM300M IIPH Bb3PACTHH, KOKTO CTpajaT
NpeaUMHC 0T MAHHITHH eNH30SHM H YMHTO MAHHNHA 3041 ce HOBRIHABAT OT JIEUEHUE C
apununpason (k. 1. 5.1).

Excnnemen Panuz € nokasaH 3a JIeueHHE 10 12 ceIMHIIA HA YMEPeHH /IO TEXKN MAHHAHY eNU30M
npH GunonspHo pascrpeiicreo THN I npu roHOWK Ha 13 roguHM B noBede (BX. T. 5.1).

4.2 J03HpORKA H HAYNH HA NPHI0KEHHE

Jo3pposka
Buepacmnu:

IHusoghpenus: npenoppunTENHATA HavanHa 1032 Excnnemen Pamun e 10 mg/anesHo wiu 15
Mg/AHEBHO, ¢ MOATEPAKAILA A03a OT 15 mg/IHERHO, MPHIAraHa BeAHEK JHEBHO, HE3ABHCHMO OT
XpaHEHETO.

Excnnemen Panuj ¢ edexTuBeH IIpH 033, Bapupama ot 10 mg/auesHo 10 30 mg/nuesHo, He e
Hab/oJaBana nopuieHa eheKTHBHOCT TIPH A03H [T0-BHCOKH OT NPENopbiBAHATA SHEBHA 11034 OT 15
mg, BEIPEKH Ye TPH OTASNHE NallHeHTH No-BUCOKH J03H MOXe Jla ¢a oT nonsa. MakcEManHara
JHEBH2 J03a He TpA0Ba Ja HageHinaea 30 mg.

Manuiinu enuzo0u npu 6unoasapro pascmpoticmso mun I: NpenopbYMTEIHATA HAYATHA 1034
Excnnemen Panun e 15 mg, npuiarana BeIybxK AHEBHO, HE3ABHCHMO OT XpaHEHETOo, KaTo
MOHOTEpanui Wi koMOHHupaHa Tepanug (Bx. 1. 5.1). [Tpy HAKOH MALMEHTH NO-BHCOKH 03 MOXE
Jia ca oT momsa, MakcuMannarta JHeBHa 1022 He TpA(Ba fa HaaBmwaga 30 mg.

IIpedomepamasare Ha peyuoust Ha MaruUiiHU entizo0u npu BuUNORAPHE pascmpoticmeo mun I 3a
NpeAoTBPATABAHC Ha HOBK MaHMIHY eN304H PR NalUeNTH, IpHeManH apHIANpa3on KaTo
MOHOTepanus WIH KoMOHHUpAHA Tepalis, JIeYeHHeTO NNPOIbIKABA B ChHlaTa A03a. [IpOMeHH B
JIHEeBHATa A03NPOBKa, BKIIOUHTETHO HAMaNABaHe Ha A03aTa, TpA0Ba ja ce OOMHCIAT B 3aBHCHMOCT OT
KARHUYHOTO CHCTOAHHE.

Heduampuuna nonyrayus

1Tuzoghpenus npu ronow a 15 200unu u noseve: npenoprunTeNHaTa Ao3a Excrinemen Panua e 10
mg/AHEBHO, IPHIAraHa BEAHBXK AHEBHO, HE3aBACHMO OT XpaHeHeTo. JIeYeHHeTo 3anouBa ¢ J03a ot 2
mg B OpoIbKeHUe Ha 2 JHU, THTPHpaHa 5o 5 mg 3a ollle 2 JONLIIHHTENHH JHH (ThH KaTO TOBA HeE €
BB3MOXKHO ¢ H3NoN3eaHeTo Ha ExcrineMen Panun TaGneTkn, Auchepripamiy ce B YCTATa, 34 TA3H eN
TpAGBa Aa ce H3TON3Ba APYT0 AEKapcTBO, ChABPKAIL APHIHAPA3OA0) 32 JOCTHTaHe HA
TperopbYHTeNHATa JHeBHA A03a oT 10 mg. KoraTo e Heo6xo0ZuMo, NOCNeABALIC YBEeMYeHHe HA
Ao3uTe TpAGBRa Aa ce NpHIlara HA CTBNKH OT 5 mg, 6e3 fa ce nMpeBUINaBa MAKCHMalHATa qHERHA 1033
or 30 mg (Bx. 1. 5.1).

Excrinemen Panug e edexrrseH npe 1o3n ot 10 mg/aresro ao 30 mg/nuerno. He ¢ Habnrogasana
YBEJM4eHa eHKACHOCT NP JHEBHH A03H I0-BUCOKH OT 10 mg, BENPEKA ue HAKOH ITALHEHTH MokKe
[1a ¢e TIOBIMAAT ONMArONPHATHO OT [I0-BHCOKKTE JO3H.
Excrnemen Panun He ce NpenopbyRa NPH NALUWEHTH ¢ k30 peHRA Ha BL3pacT 1o
nopaay HeJOCTATEYHO JaHHH 3a Be30nacHoCTTa W epHKacHOCTTa {BX. TOukH 4.8




Manutinu enuzodu npu bunonspro pasempoticmso mun I npu 1onowin na 13 200unu u nosexe:
npenopruMTennara fo3a Excnnemen Parg e 10 mg/aHeBHo, Dpunarasa BeHEX THEBHO,
HE3aBHCHMO OT XpaneHeTo. Jledennero TpaGra Ja 3anoyHe ¢ 2 mg B NpOAL/DKEHNE HA 2 JHH, THTpHpA
ce Jio 5 mg 3a oille 2 JOMBIHHTETHYE JHH (Thif KaTo TOBRA HE & BE3MOKHO C M3IIOBBAHETO HA
Excrnemey Panan Tabnerku, qUCHEPTHPALLM Ce B YCTATA, 3a TasH uen TpabBa fa ce H3non3Bsa Apyro
NEKapCTBO, ChABPKAINO apHIHIIPa30)l) 3a AOCTHrAHE Ha NPENOPbYHTENHATA JHEBHA o3a 0T 10 mg.
TIponbIKUTENHOCTTA Ha IedeHHETO TPAOBa Ja € MUHAMATHATA Heo6XoauMa 3a KOHTPOI HA
cHMOTOMHTE, Ge3 Aa Hagsumaea 12 ceaqmuim. He ce Habnioansa nosriIapaHe Ha €)HKACHOCTTA TIPH
J034 no-Brcoku oT 10 mg aHeBHO, a JHERHA 1033 0T 30 mg ce CBLP3Ea ChC ChLUSCTBEHO N0-BHCOKA
HECTOTA HA HewkelaHHTE JIeKapCTBEHN PeaKI[HH, BKAKYHTENHO eKCTpANHpaMiiHE ChOuTHA,
COMHONIEHTHOCT, YMOpa W YBeNHYaBaHe Ha TermoTo (BXK. T. 4.8). [Topaau ToBa, J03M Mo-BHCOKH ot 10
™Mg/AHEBHO TPAOBa A C& TIPHAATAT CAMO B HAKMIOWUTETHH CITYYaH U IPH CYPHKTHO KITHHATHO
HabmoneHHe (Bx. Toukd 4.4, 4.8 u 5.1).

ChINecTBYBa MOBHIICH PHCK OT HEXKENAHM JICKAPCTBEHHA PEakliMH CEbP3aHy ¢ apHIINpa3oT IpH No-
mnamate nanuedTH. [Topagu Toba, Excninemen Pammag He ce mpenopsysa 3a ynoTpeGa IpH naiueHTH
noz 13-rogumnaa Be3pact (BK. To4kH 4.8 1 5.1).

Pasopasnumennocm, cevpsana ¢ aymuzem: 6e30MaCHOCTTA ¥ eAKacHOCTTa HA APHITHIIPA3ON TIpH
Jena H WHoINY noA 18 rogHHH BCe Ol He ¢a YCTAHOBeHH, HanHuHnTe faHHM K0 MOMEHTA ¢a
OIIKCAHH B T. 5.1, HO He Morar jia GbAaT AaieHH NPENOPHEKH 33 JO3HPOBKATA.

Tuxose, cevpsanu cve cundpoma na Typem: GezonacHocTTa U eUKACHOCTTA HA APUIUNPAION NpH
Jella U FOHOIIH Ha BR3pacT oT 6 A0 18 roAMHH Bee ollie He ¢a ycraHoBeHH. HanuunwTe ganuu o
MOMEHTA €2 OIMCAHM B T. 5.1, HO He MoraT Aa GBAAT JaJeHH NPEOpPEKH 33 J03VPOBKATA,

CrelHansy nomyIAnHE

Yeprodpobro yepexciane
He ce Hanara npoMfHa Ha JO3aTa [IpY MALHEHTH ¢ JIEKO JJO yMEPEHO JepHOAPOOHO YBpexKIaHe.

HaJM4HKTe JaHHH ca HEZOCTATHYHH 3a IIPENoPBKH OTHOCHO PeXXHMa Ha 03UpaHe IIPH MAIMEHTH ©
TeXKO HepHOApoOHO yBpexkaane. [Tpu Te3n nauueHTH € HeoGX0AMMO BHHMATETHO ONPENe/IAHE Ha
zo3ata. Bhopexy ToBa, IpH HarMEHTHTE ¢ TEXKKO 4epHOAPOGHO YBPeXKIaHe, MAKCHMAIHATA JHEBHA
Ao3a ot 30 mg TpAGBa Aa ce npuiara ¢ MOBULIEHO BHUMaHKe (RX. T, 5.2).

Bvbpeuno yepexcdane
He ce Hanara npoMaHa Ha lo3aTa fpy naumesTH ¢ 0p0pedno yBpexaaHe.

Qmaguecxa gw3pacm

He e ycraHoBeHa OezonacHocTra ¥ edukacHocTTa Ha Ekcninemen Pannp 3a neueHne Ha musodperns
MM MaHHHHHA enu304H NpH 6unonapHo pazcrpoiicTeo TH I npn nanienTH Ha 65 roaunn u noseye. B
Pe3yIITaT Ha No-roffAMaTa YyBCTBUTENHOCT HA Ta3H IIOMyJalud, 3ATI0YBAHETO HA JIeYeHHe ¢ NO-HUCKH
0034 Tpabea aa ce HMa NpeABH], B CIydamTe, KOTATO TOBa ¢ KJIMHHIHO OIIpaBaaHo (Bx. T. 4.4).

Ilon
He ce Hanara npoMaHa Ha f03aTA TIPH MALMEHTH OT XEHCKH I0J1 B CPABHEHHE C TE3M OT MEBXKH IO
(Bx. T. 5.2).

IIyuene
Hmaiixy npesu MeTaGONMMTHHA BT HA ApHITMNIPA3oN, HE ¢e Hanara npoMsHa Ha o3aTa IPH IIyLadH
(B T. 4.5).

Adanmupane na dozama nopadu ezaumodeticmens
B cnyuali Ha egHOBpeMeHHa yIoTpela Ha apuIUnpaion ¢he CHIHH HEXUOUTOPH Ha &
CYP2D6, no3ata Ha apHITMApason TpAORa Ja ce peayuupa. I1pn OTTerMHeTO Ha
CYP3A4 unu CYP2D6 oT KOMOHHHPaHOTO JIei¢HHe, J03aTa Ha apHITANPA3oN TP,
(Bx. 1. 4.5).




IIpu eaHOBpEMEHHO MPUNOKEHHe HA APHITHNPA30N CbC CHIAN HHAYKTOpH Ha CYP3 A4, nosara Ha
apumAnpason Tpadea fa ce noeumm. ITpH oTTeraHeTe Ha NedelneTe ¢ HHAYKTOpH Ha CYP3A4 ot
KOMOHHUpPAHOTO NEIEHHE, 103aTa Ha ApUITATIPa3oN TPAORA A C¢ IOHIKH A0 ofuualtHara
IIpeniopBYBaHa Jo3a (BX. T. 4.5).

Hauwn Ha DpHIOKeHHE
3a nepopanHo MpHIoKeHUE.

Talnerkara, nucneprupallia ce B ycTaTa, TpAGBa Aa 6b/€ IOCTABCHA B YCTATa, BBPXY €3HKa, KBLACTO Ce
pastBapa 6bp30 oT cmoHkaTa. Moxe 2a ce mpueMa ¢ win 6e3 TeuyHocT. OTCTPaHABAHETO HA
HHTaKTHaTA Tabnerka ot ycrara e Tpyano. Toif karo Tabnerkara, AUcIeprupalla ce B yCTaTa, e
YyMNIuBa, T TpAOBa Ja ce MpHeMa BeJHara cnej H3BakKAaHeTo ot 6nucrepa. JIpyra Bp3IMOXKHOCT €
TalNeTKaTa ja ce MOCTABH BHB BOJA H Ja ce M3nHe NOoNyueHaTa cycnensus. TaGnerkure,
JHCIEPrupally ce B yCTATA, MOXe Ja ¢ H3NON3BaT KaTo anTepHarusa Ha Excinemen tabnerxu npu
NALHEHTH, KOHTO HMAT 3aTPYAHEHKA NPH NperrbliaHeTo WM (B, CHIIO T. 5.2).

43 IpoTusonoxazanus

CBpBXYYBCTBHTENIHOCT KBM aKTHBHOTO BELHECTBO M/IH KbM HAKOE OT MOMOILHHTE BELIECTEA,
H3bpoeHn B T. 6.1.

44 CrienHaJTHH npelyNpexieAds i npeanaing MepKH Npu ynoTpeba

Ilo BpPEME Ha aHTHOCUXOTHYIHOTO JIeZECHUE, HOI[OGP’!BHHB‘I‘O Ha KTHHHYHOTO CBECTOSHHE HA ITallHEHTa
MOXKe Ja OTHEME OT HAKOIKO JHH O HAKOIIKO CeAMHULIH, Hpe3 TO3H OEPHOT NAHCHTHTE 'rpuGBa Aa
OBJaT NoA MOCTOAHHO Haﬁmonem{e.

Cyuiygoct
BB3HHKBAHETO Ha CYHLIMAHO II0BejeHHE € MPUCHILO 3a NCUXOTHYHNTE 3a60/aBaHuA W adeKTUBHHTE

pa3cTPOHCTEA M B HAKOW CIYYaH 3a HeTo e ChoflaBa cKopo clell 3all0UBaHe Wi clIed ¢CMAHA Ha
JIEYEHHETO ¢ ANTHHCHXOTHI, BKIFOUHTENHO K ¢ apHTiHnpason (Bx. T, 4.8). Jlegennero ¢
aHTHNCHXOTHIM TpaADBa Ja ce CBIIBTCTBA ¢ HabMOACHHAE HA BHCOKO-PACKOBHATE MAlHEHTH.

CBpaeuHo-CHLI0BH HAPYILEHHA
ApHnunpaszol Tps6BEa Ja ce NpUaara BHUMATETHO NPH MAIMEHTH ¢ JOKA3aHO ChPACYHO-CBAOBO

3abonaBane (aHaMHe3a 32 HHApKT Ha MAOKap/a WIK HCXeMHYHA BONeCT Ha ChpPIETO, ChpAeYHa
HEJOCTATHYHOCT WM HAPYIIEHHH Ha IPOBOAUMOCTTA), MOSBYHO-CRAORO 3a00/19Bane, YCIIOBHA, KOHTO
OMxa JoBeNH D0 Hpeapa3neickeHHe KbM XHTIOTOHHA {eXuApaTalis, XHIOBONEMHA H JIEICHHE C
aHTHXHIIEPTEH3HBHH JIEKAPCTBEHH MPOAYKTH) WIH KEM XHICPTOHHA, B TOBA YHCNIO YCKOPEHa HITH
IOKAYECTBEHA.

CroGuienu ca cnydan Ba BeHO3eH TpoMGoeMGomuseM (BTE) npy nalHeHTH, MpHeMAIIH
aHTHIICHXOTHYHH JIEKApCTBEHU NpoRYKTH. T'hii KaTo NpH nanMeHTHTe, 1EKYBaHU C AHTHIICHXOTHIH
4ecTo ¢e Habmodasar npunoduTH prickosu dhakxropu 3a BTE, Beuukv B3MOKHM pHCKoBA §axToph
cnenpa Ja 6baT HAeHTHGUIMPAHH IPEAH H MO BpeMe Ha TepanuATa ¢ apUIHIIPaso) H Aa ce
npeanpremMar NPeBaHTHBHH MEPKH.

Yoenxasane ua QT ubrepnana
TpH KNMMHAYHH H3MHTBAHHA Ha apunuNpasol, YeCTOTaTa Ha YARMKaBaHe Ha QT untepBana e

cpaBHHMMa ¢ MJalie60. Apununpason TpabBa Aa ce H3MOI3Ba BHHMATEAHO NPH NAuMeHTH ¢ GaMHIHA
aHaMHe3a 3a yobiokapaHe Ha QT unreppana (Bx. T. 4.8).

TapaueHa AMCKHHE3HA
IpH KNHHEYHA TPOYIBAHHA B NpOLKEHHE Ha €AHa FOAHHA WIH M0-MAIKO, CIy4

HEOOXOAUMOCT OT JIeYeHHEe Ha NOABKIIH ¢ NIUCKHHE3HH 1O BPEMe Ha AeeHHeTo ¢
YECTH. HPH NOoABATA Ha NMPH3HAUK H CHMIITOMH HA TapJAHWBHA JUCKHHE3IHA OPH It
apHINIpason, Tpabea ga ce 0GMUCIH BB3IMOXKHOCTTA 34 HAMAIABAHE HA AO3ATa I



neueHueTo (BX. T. 4.8). Tesn chMnTOMH MOXkE BpEMEHHO /i Ce BIOLIAT HIH Ja C¢ TOSBAT, ACPH CIIEA
CHHpaHEe Ha NEUEHHETO.

I'H EKCTPATADAMHAHY CHMITOMM

B knuHENGHE TpOyYBaHHA Ha APKRIHNpAzoN Npu Ackia ¢a HabnioAaRaHM aKaTHIHA 1 MAPKHHCOHHUIBM,
[Ipu noaBaTa Ha NPA3HALIH ¥ CHMIITOMH HA APYTH eKCTPAMHPAMHAHM CHMIITOMH [IPH TAHEHTH
MpHeMallly APHITMIIpazol, TpAORA Aa ce 0OMHCIH PB3MOKHOCTTA 38 HAMATABaHe HA J103aTa M
BHHUMATEIHO KITHHMYHO HAOII0/e e,

Herponenruyuen ManuraeH cuaapom (HMC)

HMC e notennpansio ¢aTajieH kOMIJICKS OT CHMITTOMH, CBBD3aH ¢ aHTHNCHXoTHIH. TIpH XInEHuEH
TpOY4BAHKA €a ZOKIAABAHH peaxu cryuyan Ha HMC no BpeMe Ha JedeHHe C apHIMnpasol.
Knunuunure nposasy Ha HMC ca xunepmmpexcus, MycKyJiHa pHTHAHOCT, HapyIieH MEHTAJIEH CTATyC
H AAHHH 33 aBTOHOMHA HecTabuHOCT (MPOMERH B Iy/Ica H KPBBHOTO HANLATAHE, TAXUKAPIMA,
Auadopesa M ChpaedHa apuTMhsA). J{OTBIHHTENHO MOXKeE /1a Ca HATIKIE ¥ MOBHIIEHHM CTOHHOCTH Ha
KpeaTiH docdokrHazaTa, MHOrIOOHHYpHA (pabaoMuoN3a) 1 ocTpa 6b6pedna HeaocTaTEYHOCT. MMa
chobeHns chilo Taka obade U 3a MOBHIICHH CTOHHOCTH Ha KpeaTHH GocokuHaza W paGaomMuonm3a,
He HETIpEMEHHO BEB BpB3ka ¢ HMC, Axo nanuenT pa3sHe NPH3HAL HITH CHMIITOMH, XapaKTEpHH 3a
HBMC, unu HMa HeoOACHHMO BHCOKA TeMIepaTypa Ge3 AOIBIHATETHH IIMHHYEA npu3Hauyn na HMC,
NpHeMbT Ha BCHUKH AHTHICHXOTHIM, BIIIOYHTETHO apHiTUNpazon, TpadBa Ja ce IIPeyCTaHOBH.

I'spuose
Tlpy KTHHUYAN IpOyYBAHKA Ca JOKIANBAHN HeuecTH CAyYaH Ha I'bPUOBE [0 BpeMe Ha JIeYeHHe C

apununpazon, CnenosateNHo, apUIMIPa3oN TpAbGBa Aa ce MPHiara ¢ NOBUIIEHO BHEMAHKE [IpH
DalMeHTH, IIpeKapaii B MHHAJIOTO eMH30/1 Ha rbP4OBe HITH ChCTOAHHA, CBEP3aHH C IbpYoBe (BX. T.
4.8).

B'I:SQaCTHH HNallHEeHTH ¢ IICHX03a, CREP3aHa ¢ NeEMEHIHA

losuuena cmepmuocm

B Tpn mnane6o-koHTPOIHPAHHE NpoydRaHHA Ha apHIIpasol NP BEIPACTHH marueHTH (n=938;
cpeaHa Be3pacT: 82,4 rofiHHH; IHaNa30H: oT 56 10 99 ronuHN) ¢ IcHX034, CBbp3aHa ¢ 6olecTTa Ha
AnuxaiiMep, NAUMEHTHTE NEKYBAHH C apHITHNPA30Il €4 H3JM0XEeHH Ha IO-TONAM PHCK OT CMBPTHOCT B
CpaBHEHHE ¢ rpynara ¢ maiefo. CMBEPTHOCTTa IPH NIEKYBAHUTE ¢ APHIUIIPA30 NAIMEHTH ¢ 3,5% B
cpaBHesHHe ¢ 1,7% npn rpynara ¢ nnane6o. Makap 9e NpuUMHHTE 38 CMBPTTA ¢a PazIHYHH, NOBEYETO
Ca CBBbp3aHH CEC CHP/AeYHO-CBHA0BH WHIIHAEHTH (HANp. CBP/EYHA HENOCTATRUHOCT, BHE3AMHA CMBPT)
WM uHbeKH (Hanp. MHeBMOHHAS) (BX. T. 4.8).

Mozvuno-cv0osu nexcenanu peaxyiiu

B cpmmTe npoyupanns ce crofimasa 3a MOYBUHO-CHIORY HEXKEaHU peakUny (Hanp. HHCYNT,
NpexoHA HCXEMHYHA aTaka), BKUNOYKTEIHC B HaTAHA MHIINACHTH {cpeJHa Be3pacT; 84 roguum;
AuanasoH: ot 78 o 88 rogunn). O6mo npu 1,3% oT NeKyBaHUTe ¢ APHITHNPA30N MALHEHTH Ce
¢Bo0IIaBa 3a MORBYHO-CBJOBH HEXKETAHH peakitny B cpaBHeHHe ¢ 0,6% niauebo-nexyranu
nanueHTH. Pa3inkara He ¢ CTATHCTHYECKH 3HauuMa. B enHo KNMHHYHO npoyuBane ¢ QHKCUpaHa 1033
o6ade, ce cpoOLIABA 33 3HAYHMA BPB3Ka MEXAY J03aTa H OTTOBOPA IIPH MOTEYHO-CHAOBHTE PEaKLHH
TIpH HAUMEHTH JIEKYRaHH ¢ apununpason (Bx. 1. 4.8).

Apunnnpason HE € [TOKa3aH 3a ne4ycHe Ha NAHEHTH ¢ IICHX03a BCNIeICTBHE Ha JEMCHLHA.

XWNepriMKeMHs ¥ 3axapeH gHader
HMa chobILeHHs 3a XANEPrITHKEMHS, B HAKOH CITy4aH [IPeKOMepHa H CRBP3aHa C K

XUIIEPOCMONAPHA KOMA HIIH CMEPT, TIPH [AIIHEHTH JIEKYBAHH ¢ ATHITHIHH 2HTHIIC
BKJIOYUTENHO apHAUIPa3oll. PacxoBnTe $akTopH, KOHTO MOTAT 1a JOBEAAT 1A
YCIIOXHEHHA, BKIMOYBAT 3aTILCTABAHE H PaMuHA aHaMHe3a 3a quabet. B kK
apUHKNIPA3ON He ca HaOMIONABAHH 3HAYUMHU PARNIHYHA 110 OTHOIIEHHE YeCTOTAT]
PeaxiivH, CEBP3aHH ¢ XHNEPIIUKeMKs (BXIIOYHTENHO AuabeT) HaM no oTHOlIe!
NabopaTopHH CTOMHOCTH Ha INTHKEMHSA B cpaBHeHHe ¢ mnaue6o. Hama TosHM p




CBBP3aHH ¢ XMIEPIIHKEMUATA HEXKENIAHH PEAKIMH NP NAlUEHTHTE ASKYBAHH ¢ apHITHIPA30 K ¢
APYrH aTMNHYHH aHTHTICUXOTHUN, 33 A4 MOXE Aa Ce HAnpaRH JHPEKTHO CpaBHeHHe. IlanueHTuTe,
NEKyBaHHU ¢ HAKAKBH AHTHIICHXOTHLH, BKIIOHHTENHO M apUIMIpason, Tpa6sa Aa Gnaar HabmoaraHy
34 MPU3HAIA ¥ CHMIITOME Ra XHISPTIIHKeMus (HAIp. NONMANNCAL, NONTHypisA, nonudarns u enaboct),
KaTo CHCTOSHHETO Ha NAIHEHTH ChbC JaXapeH nuabeT miM ¢ puckosH (aKTopy 3a 3axapeH Auaber
TPAOBA PeIOBHO JIa C€ KOHTPONHpA, BOpaly CRACHOCT OT BIOMABAHE Ha MNIOKO3IHUA KOHTPON (BXK. T.
4.8).

CEPRXMYBCTRUTENHOCT
ITpu apumIHIIpa3on MOTAT A2 BH3HUKHAT PEakliy Ha CBYBXYYBCTBUTENHOCT, XapaKTePH3HPALIH C€ C

anepruuy CHMITOMY (BXK. T. 4.8).

YBenduagane Ha TELA0T0
VeenuuaBaHeTo Ha TErNOTo c¢ Habmonasa yecTo npu Gonuu ot mwu3odpeHHs # GHNONAPH2 MAHNA

NOPAIM CHLITETCTBAINY 3a00MABAHYS, HINMONZBAHE Ha AHTHOCHXOTHIH, 32 KOMTO Ce 3Hae, We BOJAAT /10
YBEJIHYEHO Ter/o, He3APaROCNIOBEH RAYHH Ha KHBOT, KATO MOXKE Ja €€ CTHTHE IO TeXKKH YCITOKHECHHA.
3a ypeWyaBaHe Ha TEIVOTO Ce CHoO1IaRA B MOCT-MAPKETHHTOBHA NEPHOA IPH NALHEHTH, Ha KOHTO €
IpeAnscas apANHNpasoN. AKO MMa TaKUBA CITy4aH, Te ¢a O0HKHOBEHO NpH NAUMeHTH Che 3HAUNTEIHN
puckosuy (akTopH, HaNpUMED aHaMHesa 3a AHabeT, HapywWenus Ha LIHTOBH/IHATA KIe3a ANH afeHOM
Ha xunodusara. B kaHHHIHE M3NUTRAHUA HAMA JAHHHA, Ye apHITAIPA30N NPeIn3BHKBA KTHHITHO
3HaYHUMO YBETHYABAHE Ha TETTIOTO NPH BEIPACTHH (8%. T. 5.1). B KIRHNYHH NPOYIBAHNA NPYH FOHOIIY
¢ BunonspHEa MaHHA, apHITHIIPA30T Ce CBBP3EA ¢ YBENIMYaBaHe Ha Tero ches 4-ceAMUIHO JIeeHHE.
KOuowu ¢ 6unonapHa Manna TpabBa Ja ce NpoCaeIABaT 33 YBENUJaBaHe Ha TETIOTO. AKO ce
Haﬁmo,uana KNHHAYHO 3HaYUMO YREIHUCHHE Ha TSI'moTo, 'rpslﬁna Aa ce 0OMHCIIH HaMATABAHE HA
Jdozara (BX. T. 4.8).

Hedarusa
Esofdareanna HenoBMKHOCT W acTHpaliiA Ce CBBP3RAT ¢ ACUECHNETO ¢ ABTHIICHXOTUIIH, BKIIOGUTENHO
U ¢ apHIKNPA30/1. ApHIHOPA30 TpAOBa Ja ce N3NON3RAT BHIMATENHO TIPH NAIMEHTH ¢ PHCK OT
acnupatdOHHa MTHEBMOHAA.

[MaTonornyno BleYeHne KbM Xazapya 4 Apyrn mc;poﬁcma B KOHTPOJIa Ha UMIIYJIICHTE
TlaleHTHTE MOTAT A2 B3NNTBAT NOBKIICHY BIEYEHNS, 0COGEHD KM Xa3apT, KakTe H REeBBIMOXHOCT

32 KOHTPOJ Ha Te3U BIECUEHHA, JOKATO NPHEMaT apunHrpason. Jipyrure ¢Lobluenn Brevdens
BKTIOURAT: NOBHITECHO CEKCYATHO XKeRaHHO, KOMHYJICHBHO NasapyBake, NPeskIaHe HiH KOMITY/ICHRHO
Opesiciane H APYTH BUAOBE HMITYICHBHO M KOMIYICKRHO nopeeHue. Bakuo e nexapure,
MPEANHCBALIY JIEKapCTROTO, 1A PAINMTRAT MAMEHTHTE WITH TEXHHTE 00rpHKBAILY NUNA CeNHanHo
33 Pa3BHTHETO Ha HOBO IUTK ITOBHILEHO BASYCHHE KEM X23ApT, CEKCYATHH XeNadus, KOMITYICHBHO
Ma3apyBaHe, MpedXaaHe HIH KOMIYICUBHO Npesane, WIN APYTH BACYEHHA N0 BpeMe Ha IeHeHHETD
¢ apunanpasoln. TpsGea na ce ordeneky, ue CUMITTOMHTE Ha Pa3CTPOACTBA B KOHTPONA Ha

MMITY JICHTE, MOTaT 1A Ca CEBP3AHH ¢ OCHOBHOTO 3200n4BaHe; BLIIPEKY TOBA, B HAKOM CIyuaH ce
ch0o0MiaBa 32 IPeKpaTABale Ha BICYSHHATA IPH HAMATMBAHE HA JI039TA MM CIIMpPAHE Ha NpHEMa HA
NeKapcTBOTO. PascTpolicTBATa B KOHTPONA Ha HMITY/ICHTE MOTAT /ia RaBpeRT Ha audedTa ¥ Apyry
X0pa, ako He ObAaT pasnozHary. O0MHCTeTe HaMandBaHe Ha JI03aTa MM CIIHpaHe Ha IEKapCTROTO,
aKo NALHeHTHT PasBHe NOROOHH BIeYeHHd, JOKATO NpHEMa apuTIuIpason (Bx. T. 4.8).

TlaupenTH che CRIPTCTRANL CHHADOM Ha XHISPAKTHBHOCT ¢ AedHuBT Ha BHMManneTo (ADHD)
Benpexu ue 6unonapaoro pascrpoiicrae THR ] 1 ADHD yecto ¢a CBITBTCTBAMM CHCTOAHASA, AMA
MHOro OTpaHR4eHH JaHHH 33 IHOBPEMEHHOTO NPIWIONKEHHE Ha apAMUITPasos H CTHMYTAHTH; TTOpanH
TOBa, Te3H JIeKapcTBeH NpodyKTn TpAGBa [a ce 1panarat ¢ ocobeHo BHUMaHKe, KOTATO Ca B
KoMOUHALINY.

Hananns
ApHNUIIPa3on MOXeE Aa TPHYUHHY CHHIHBOCT, OPTOCTATHYHA XHNOTOHKA, ABKraTeN
HecTabHIHAGCT, KOeTo Moie Za Joseae Ao nanane, HeoOXoquMo e NOBHIIEHO BH
Ha [IAIHEHTH ¢ NO-BUHCOK prICK, KaxTC H a Ce OﬁMHCJ'IH IIo-HHCKAa HadanHa ao03a (H
B CTApYECKa BRAPacT MAK ¢ PU3HTecKa CA860CT; BXK. TOYKA 4.2).



DpyKTo3a
Excnnemen Panun Tabnerky, nucneprupaiiy ce B ycrara ChabpxKar gpykrosa. Tpsabea aa ce uma

TIPEABUN SAMTHBHEAT e(PeKT Ha eAHOBPEMEHHO NpHiaraHyTe IPOAYKTH, ChABPXKAIM GpyKTo3a (MK
copbuTon) M IpueM Ha bpykrosa (Und copGuTon) B AneTaTa.
@pyxTo3aTa MOKe Ja HaBpead Ha 3501Te.

4.5 BiaumogeiicTRIHe ¢ APYTH JEKAPCTBEHN OPOAYKTH U APYrK GOPMH Ha B3aAUMONeficTBHE

Tlopaay cBod angal-agpeHepruyeH PEUENTTOPEH AHTATOHN3EM, APHIHNPA30N MOXe Ja yCUnH edexTa
HA BAKOHM aHTHXMIICPTEHINBHH NEKApCTREHH IPOKYKTH.

TNopanyu ochopuns ehext Ha apununpason Bupxy 1{HC, e HeoGxoanmMo NoBHIEHO BHHMAHNE TPy
TPIIOHKEHHE Ha aPHIMAPA3e] B KOMOHHALMA C aNKOXON WM APYTH JIEKAPCTBa, ASHCTBALIH BhPXY
LTHC, < notexnyansa Bb3MOKHOCT 33 MOABA Ha HEOKENAHH NEKaPCTBEHN PEeakIHy, KaTo cenanns (Bx,
7. 4.8}.

HeobxoauMo € NoBHIIEHO BHHMAHME, KOTAaTO apHITMIIPa3osl ce NPIara eRHOBPEMERHO ¢ eKapCTBeHH
MPOAYKTH, 33 KOUTO € H3BECTHO, Ye MPSAH3RHKBAT Yb/bkaBane Ha QT-HRTepBata WIH eJEKTPOHTeH
AncGanaHc.

Bramoxyocy 3a BhL3JefiCTBHE Ha APYTH JCKAPDCTREHY NPOAYKTY BBEPXY apHITHIIPasoil

Huxuburop Ha cToMalusara KucenHHocT, H2-anTaroHneTsT daMoTHANH, REMANABA CKOPOCTTA Ha
abcopGuHA Ha apHITHIPA30N, HO TOH eheKT HIMA XIMHHYHA 3HAYHMOCT.

ApHNHnpaszon ce MeTaboaU3IHpa Ype3 MHOKECTBO MeTaBOMVTHH THTHINA, RKIKOYBAINH eH3UMATE
CYP2D6 u CYP3A4, o ne v CYP1A. CnenoBaTenHo, Mpa Mywayn He ¢€ Hanara HpOMAHA HA 103aTA.

Xonudun u opveu mowpu CYP2D6 unxuGumopu

B wiHHAYHO RpoydBake npy 37pary NoSpoBomy, CumHuAT HHXUbuTOp Ha CYP2ZD6 (XHHHAHK) BOAH
Ao norumIaBane Ha AUC Ha apununpazon cec 107%, Zokaro ¢ToitnocTTa Ha Crg 0CTARS
HenpomeHena, AUC r Cmax Ha AeXHAPO-apAMUNpa30N, AaKTHBHUA My MeTaGoNnT, HaMaABaT
ChOTBETHO ¢ 32% W 47%. [Ipu equOBpeMEHHO NpHIOKEHNE Ha apUNNNPasoN ¢ XHHUAKH, 103213 Ha
apunHnpason TpAORa Ja c¢ HAMANY NIOYTH HAMNOAOBAHA CNIPAMO 0OHYAHHO MpeMUCBAHATA JO3a.
ITopo6uu edexTn MOXe fa ce 09aKBaT H [pH APYTH CHIHH HHXHOHTOPH Ha CYP2D6, karo
tiryokceTHH ¥ TApPOKCETHH, TOpaIM KOETO € HeoOX0AMMO CEIIOTO pedylypaHe Ha Z038Ta.

Kemoxonaszon u dpyzu CYP3A4 unxubumopu
B KNMHWYHO 1poyUuBaHe NPH 3ApaBH Ao6poBomy, cHiHEAT nEXuGuTOp Ha CYP3A4 (keToKOHA30M)
nosnasa AUC u Cmsx Ha apuIANpa3ol chOTBeTHO ¢ 63% 1 37%. AUC n Cmax na aexunppo-
APMNHIPA30 Ce ITOBHINABAT CHOTBETHO ChC 77% n 43%. [1pn CYP2D6 GapHu MeTaGonusaTopu
©/JTHOBPEMEHHOTO NPHNOKEHHE Ha cHIHN WHXKOUTOpH Ha CYP3A4 MoXke Z1a AoBe/ie A0 HO-BUCOKH
IUTa3MeHH KOHHEHTPAUHH Ha apuIMIpason, B cpaBHeHue ¢ Texn npn CYP2D6 Gupau
MeTabonmzatopy, [Ipu eHOBpeMEHHO MPAAOKEHUE Ba KETOKORA30T HIIH APYTH CHIHA WHXHOUTOPU
#a CYP3A4 u apununpason, noTeBlHaTHUTe 10734 TpA0Ba Ja NPeBHINARAT NOTCHUHMANHUTE PUCKOBE
3a nannenTa. [Ipy eanoBpeMenHa ynorpeba Ha KSTOKOHA30 H APHRANIPA30J, JO34TA HA APMNHMAPA3ON
TpA6Ba Aa ce HaMaIM HaNONOBHHA, CNIPAMO NpeAnMcanaTa Ro3a. [ToxoGHu edekTu MokKe Aa ce
OUAKBAT ¥ NPH APYTH CihK Unxubutopu Ha CYP3 A4, xato nTpaxonason ¥ HIV nporeasumn
HHXUOHTOPH, NOPaAY KOETO ¢ He0OX0NMMO CHIIOTO peAyUpate Ha Jo3aTa (Bk. 1. 4.2).

IIpu npeycranosasane npueMa Ha CYP2D6 wan CYP3A4 uHxubutop, 103aTa HA 2pHIUNPAIOT
TpabBa a ce NOBHINY 0 TA3N IIPUJIaTaHA NPELM 2aNouBaHe Ha KOMOHHEPAHOTO Jiede

KOHNEHTPALMNTE Ha APHITUNPA3OI.



Kapbamasenun u opyau CYP3A4 unoyxmopu

Cren ensoBpeMeHHO NpHIarane Ha kapGaMasenuH, cunen naaykrop Ha CYP3A4, # nepopanen
apHITHNPas0N Ha NAUHEHTH ¢ IMH30(PeHHEA W IiH30aheKTHBHO pascTPORCTRO, H3MEPEHHTE
TeoMeTpH4HY cpeiHA HA Cmax 1 AUC Ha apumunpasod ca Ho-HHCKH ¢BC cp0TBeTHO 68% 1 73%,
COpPAMO TE3U IIPA CAMOCTOATENHOTO TIPUNOKeHEE Ha apununpazon (30 mg). IToxodHo Ha ToRa,
reoMeTpHYIHHTE CpefHH Ha Cwa # AUC Ha Jexuzipo-apunnmpasoi, clejl eSHOBPEMEHHO NPHIOKEHHE
¢ Kapfamazenit ca lo-HACKH ChOTRETHO ¢ 69% u 71%, cnpAMo Te3u pH CAaMOCTORTENTHO
MPUNOKEHHE Ha APHTTHIIPA3OI.

ITpu eaHoBpeMeHHa ynoTpeba Ha apHITHIIpazon 1 kapbaMasenuy, nozaTa Ha ApUNUNpazon Tpadea fa
6pae yanoesa. ITogo6ru edext MOXe Ja ce 0MaKBaT K NPH ChITETCTBAIETA yroTpeGa Ha
apununmpason K Apyru pazaykropn Ha CYP3 A4 (kato pudamnanun, pudadytun, denurons,
denobapbuTan, npuMALCH, edaBUpenU, REBHPAITHH H XKBIAT KAHTAPHOH), KOETO Hanara nofoGHo
MOBHINABaHE Ha J103aTa, lIpn npeycraHopaBane Ha npueMa Ra cwinnte CYP3A4 ungykTopu, Zo3ata
Ha apununpason Tpadsa Aa ce peAyYIMpa A0 NPenopsYHTEIHATA J03a.

Barnpoam u il

Ilpyu eqnoBpeMenHa ynoTpeba Ha BAINPOAT WIH JHTHH ¢ apHIAND330], He € Ha(moaBaHa KITMHHYHO
3HaUHMA NPOMAHA B KOHIEHTPALMHTE Ha apUITHIPaA3ON U IOpagy TOBA He ¢ HeoOX0QHMO KOpHIHpaHe
Ha 103874, KOraTo BAINPOAT WiIH AHTHI Ce NPHIATAT ¢ APHIIUNPA3OIL.

OTERUMANHA BE3MOXKHOCT Ha apDHITMIIDA30T Ja Bp3feiicTea BHPX TH NEKAPCTBEHH MPOAYKTH

B KIMHHYHH NpoyYBaHud, 103K oT 10 mg/aueBno fo 30 mg/nHeBHO apAnAIpason, He ¢a moKalalu
IHAYHM eeKT BbpXy MeTabonnamMa Ha cyGerparute Ha CYP2D6 (ChoTHOLIEHHETO
nexcrpoMeTopda/3-merokcumopdunan), CYP2C9 (Bapdapun), CYP2C19 (omenpaszon) # CYP3A4
{(nexcrpomeropipan). B nombinenne, apHIMNIpason U JeXUAPO-apUITHNIPA3ON He ¢a MOKa3aH
NMOTeHIMAR 33 By3acHcTEHe BhpXy CYPIA2-Menunpanus MeralonwnssM in vitro. Topank Tosa, cabo
BEPOATHO € apUITUIPazoN A2 KoBehe 10 KIHHHYHO YHATHMH TeKapCTBEHH B3aRMOAEHCTBHA C
JCKapCTESHH NPOAYKTH, MeJUHPAHH OT Te3H eH3MMH.

Ipu eRHOBPEMEHHOTO MPUIIOKEHHE HA APHITMNPAsOJ C BANNPOAT, TATHH HITH TAMOTPHXUR, HE c2
HabnfoNaBaHi KTHRWYHO 3HAYHMH IPOMEHH B XOHLIEHTPALHHTE HA BANNPOoAr, MHTHH WM
NAaMOTPHKHH.

Cepomonunos cundpom

CrobimaBany ca ¢ydall Ha CEPOTOHNHOB CHHAPOM NPH NMALHEHTH, NPHEMANIH apHITHNPa3on, Xaro e
BB3MOKHA TOABa Ha NPHIHAUM M CHMITOMY, CBBp3aHHK ¢ TOBA CHCTOAHME, OCOGEHO IpH
€HOBPEMEHHO MpHeMaHe Ha CepOTOHUHEPIHIHR IEKapCTBEHH NPOZYKTH, KaTo CeNCKTHBHA
HHXAGHTOPH Ha o6paTHOTO 3aXBalNaHe HA CePOTOHHHA 1 HopaapeHanuna (SSRI/SNRI) unu Takusa,
3a KOUTO € H3BECTHO, 4€ MOBHIIABAT KOHICHTPAIINATA Ha apunumpasoln (Bxk. 1. 4.8),

4.6 ®eprianTeT, pEMEHROCT H KbpMeHe

BpeMeuHocT
He ca mposexaalH ChOTBETHH KOHTPOJIMPAHH NPOYUBAHKA C ApAITHNPA3ol NpH GpeMeHHH JKEeHH.
Jloxnaasasi ca KOHIeHHTANHH aHOMATHY, o0ave, He MOXKe [ ¢é YCTAHOBH NPHYMHHO-CIIEICTBEHA
BPB3Ka ¢ apUnHNpasol. IIpoyYBaHHATa MpH HKHBOTHH He HIKITIOUBAT BE3MOKHOCTTA 34 10FRa HA
TOKCHYHOCT (BK. T. 5.3}. [lamuenTaTe TpAbpa aa 6B1aT CHBETBAHM 1a VBEAOMAT IEKYBAILHUs JIeKap B
cIydaii Ha nogBa Ha OPEMEHHOCT WA aKO MAHKpaT TaKaRd [0 BpeMe Ha JICHSHUETO ¢ ApHITUpa3ol.
Mopaan HeAOCTATEIHNATE JaHHY 33 6€30MACHOCT IPH X0pa W Pe3yNTATUTE NOTYUCHH OT
PENpOIYKTHEHUTE NPOYYBAHHA (IPH XHBOTHH, TO3M AEKAPCTREH NPONYKT He Tpabea Nja ce n
speMe Ha OpeMEHHOCT, OCBeH B CIIy4aMTe, KOTaTo OMaKBAHATA MON3a ACHO OMpaBAasa
PMCK 3a 104,

a no

Ipn ROBOPOJCHH, HANOKEHA HAa AHTRIICHXOTHLH (BKIIOUATEIIHO apHIMHIIPa3oi)
TPHEMECTDD Ha GPEMEHHOCTTA HMa PHCK OT HEKENaHH JIEKapeTBEHM Peakilny, Bk
EKCTPaHPAMUIHA CUMITTOMH /UMK CHAMITOMY Ha OTHEMANE CJIES PAXIAHETO, KO}



BAapHPAaT N0 TEXKECT M NPOXBILKITENHOCT. JIOKIaABaHH €8 C/Iy4ad Ha ph30yaa, XANCPTOHM,
XMTOTOHUA, TPEMOP, COMHONEHTHOCT, PECINPaTOpeH NHCTPEC HIIH XPAHUTEIIHHA pascTpoicTaa.
3arora, HOBOPOZeHNTE Tpafisa BHUMATENHO MOHHTOPUPAHH (BX. T. 4.8).

K’I:QMCHG

Apunuanpason/merabomuture ce 0TAENAT B KbpMata. Tpaba aa ce B3eMe pelieHue Jamu a ce
TPEYCTAHOBY KbPMEHETO MM Ja C€ IIPEKPATH/NPEYCTAHORH TEPaNys C ApUNIUIPA3ON, KATO e B3EMAT
IPERBUA NOM3aTa OT KbPMEHETO 32 JIETETO U IIOI3ATA OT JeYeHHETO 33 KEHaT4.

DepTunuTeT
ApUIHDpa3on He yBpexkAa (GepTHIATETA Bb3 OCHOBA HA IAHHU OT NMPOYYBAHUA 38 PENPORYKTHBHA
TOKCHIHOCT.

4,7 EdexTn BLPXY cnocofHocTTa 12 Modupane n paGoTa ¢ Mamuay

APpHIHNIIpason NOBAHABA B MaJIka J0 YMePeHa CTeneH cnocobHocTTa 3a mogmpase H pabora ¢
MaUuIHN B PE3YIITAT Ha NOTEHNMANHATE eekTy BHpXy HEPBHATA CHCTEMA H 3PEHHMETO KATO CeIalis,
COMHONEHTHOCT, CUHKOMN, 3aMBIVICHO 3peHHe, AuIUonis (px. T. 4.8).

4.8 Hexxenann IeKapCTBERM PeaKium

Pestome na npoduna Ha GezonacHoct

Haji-uecTo ROKNA/BAHKTE HEXE/NAHH ASKAPCTBEHH PEeakuHy B nnanefo KOHTPONHPAHY NPOYYBAHKA Ca
61U aKkaTHSHA | raicHe, MOABABAH ¢e IPA Bax 3% OT NALKEHTHUTE, AEKYBAHH ¢ nepopaNeH
APUITHTIDAON.

Hexenau peaxuys g TabnuyeH Bua
YecroTaTa Ha HexkenaHu JiexapcTienH peaxuun (HJTP), cepp3an ¢ apunHnpazo, ¢a nabpoeHn B

Tafumua no-gony. TaGnHuarTa ce 0CHOBaBA Ra HEXeNaHn CLONTHS, JOKNAABAHM TI0 BPEME Ha
KRUHHYHH PpOYIRaHHA H/WIK NOCTMapKeTHHI'OBA ynorpeda.

Bewakn HJIP ca wsGpoeHn no caeTeMe-opraieH KNac v YeCToTa; MHOMO 4ecTH (>1/10), yecrn (>1/100
a0 <1/10), rewectn (=1/1 000 mo <1/100), peaxn (>1/10 0060 mo <1/t 000), Mroro peaxn (<1/10 000)
¥ ¢ HEN3BECTHA HecToTa (0T HANMMYHUTE SaHHH He MOXKe 212 63 4e Hanpabena onenka). [Ipy Beaxo
TPYIHPAHE M0 HECTOTa, HEKEIAHHTE PeaKIMH Ca NPEACTABEHM B HU3XOAAW pej] 110 OTHOICHHE Ha
TYXHATA CEPHO3HOCT.,

Hecrorara Ha HEXETaHHTE peaknyy, cho0IIeHY [0 BpeMe Ha NOCTMAPKeTHHTOBATa YoTpeda, He
Moxe Aa Opne onpenencHa, Thi KaTo Te Ca MONYYEHH OT COHTaHHM Chobutenna. Clie/loRaTENHO
4eCTOTATa HA Te3H HeXeAaHH CHOHTHA ce Onpedend XaTo & HEH3BECTHA TecToTa",

Yeemn Hegecetn C HeniBeCTHA
ecTOTa

Hapymiennn na Jlerkonenns
KPbBTa B THMGHATA HeyTtponenus
CHCTEMA TpoMOourTONEHHS

Hapyulenns #a AnepruuHa peakuns
HMYHHATA CHCTEMA (nanp. anadgmnakryida
peaKUHA, aHTHOCACM,
BIJIIOYHTENHO
NONYBaHE Ha €3HKA,
efeM Ha

Han

np

Hapymenwn Ha XHnepnponakTHHEMHS




CHAOKPHHHATS
cHCTeMa

XHOEPOCMONapHa KOMA
Huaberia
KeTOAHI03a

Hapywienus na
MeTaloansMa B
 XpAHEHETO

3axapen ampadet

XunepraukeMus

XumnoHaTpemus
AHopexcHs

Tcnxauun
HapYUleHAS

Besceine
Tpepoxknoct
BesznoxolicTeo

Henpecus
XunepcekcyanHocT

CyuummeH onur,
CYHI{U/IHE RACALHA H
M3RBPINEHO
camoybaticTro (8xK.
TOvK2 4.4)
[laroroneri4so
BACHEHHE KM Xa32pT
PascrpoiicTea B
KOHTpOa Ha
HMIyncute
INpexxnane
Kommyncugno
nazapyBaHe
TTopuomanus
Arpecun

Bralyma

HepgrocT

Hapywienna ua
HCpBHATA CHCTCMA

AKaTHIHA
ExcrpanipaMHIHA
HapyIIeHus
TpeMop
IMasobonue
Cenaunn
COMHONIEHTHOCT
3amagHoCT

Tapaupha AUCKVHE3AS
JIvicroHHA

CuaapoM Ha
HECTIOKOHUTE Kpaka

Hepponentuien
MAajHTHEH CHHIAPOM
(HMC)

Tpurmageuy grand mal
CepoTOHNHOB
CHHADOM

Hapywen#e Ha rosopa

HapyiiteHns Ha oguTe

3aMEIIIeHO 3penue

Junnonus
{Dorodobus

OxynorupuaHa Kpusa

Cupneunn
Hapymenns

Taxurapaus

BHeszanna cMEpT
HeoOACHUM
Torsades de pointes
Kamepru apurmsn
Coprneyen apect
Bpapuxapis

Cpa0BH HADYINEHHA

OprocTarayuda
XHUTIOTOHUS

Berosha
TpomGoeMGonua
{BKTIIOUHTENHO
Genoapobua eMGonua
¥ AenGoka BeHO3Ha
Tpombo3a)
Xuneprouus

Cuukon

Pecrmpatopnn,
TPBIHK K
MESHACTHHAIHR
HAPYLICHHHA

Xnanase

AcnpalnodHa
ITHEBMORMA
Jlapunrocnass!

CromMaiHo-1peBHn
HApPYIIEHHA

3anek
Jucnencns
lanene
XHunepcanusauns




IMospsinane

Cromamen
JuckombopT

Xenarofnauapun
HApYHICHUA

Yeproapobua
HEAOCTATBYHOCT
Xenarur
XKoatenuua

Hapyuienns ha
KOJKATS H
NOJKOKHATA ThKaH

O0pus

Peaxuus Ha
OTOTYBCTRUTENHOCT
Anorenus
Xunepxunposza
Jexapcrpera Peaknua
¢ EozuHodunns 1
Cacteman CumnroMu

(DRESS)
Hapymenns Ha Pa6gomuonirsa
MYCKYJIHO- Mnuanrus
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Excmpanupamuonu cumnmonmu (EPS)

Lilusoghperus.; NPy NPOIBIAHTENHO, 52-CeMUTHO KOHTPONHPAHO NPOYYBAHE, NPH NIAUHEHTATE Ha
JIEYEHHE © APUNHNPA30f KaTo OAN0 € HaGMoJapaHa Mo-HHCKA 4ecToTa (25,8%) na EPS, BRIOYHTENHO
NapKMHCOHH3bM, aKATH3UA, JHCTOHUA U AHCKHHE3NY, B CPABHEHHE ¢ NAIlACHTUTE NeKYBAHY C
xanonepunon (57,3%). Tlpn npobmKuTenHO, 26-ceIMHYHO, TIALEG0-KOHTPOMHPAHO MPOYyYBaNe,
vecTorara ha EPS npy naiwenTHTe Ha A¢4eHHe ¢ apHIIHTpasol e 19% » cpoTBeTHo 13,1% npu
MaUHeHTHTE OT IpynaTa Ha nnanebo. B npyro 26-ceAMHYHO KOHTPONMHPAHO NPOYYRAHE, YECTOTATA HA
EPS npu nanueHTATE Ha JieueHKe ¢ apununpason € 14,8% u crotsetHo 15,1% npn nauMeHTHTE HA
NeYeHue ¢ OTaH3IANUH.

Manuinu enusodu Ha 6unonapro pascmpoticmso mun I: IpR 12-ceAMHMHO KOHTPOIUPAHO
npoy4sane, wectorara na EPS e 23,5% npu naugenture Ha neyeHne ¢ apuimnpason # 53,3% npu
NMANMEHTATE HA NeYeHue ¢ Xanonepuaon. B apyro 12-ceamudno npoydsare yectorata Ha EPS e
26,6% npd nangenTHTE Ha JEYERHE C ApUIMMpason U 17,6% npH NaNHeHTUTE HA edeHHE ¢ JUTHIL
Ipn neirocpounata 26~ceAMUYRA NOAKBPKAINA (a3a Ha Nale00-KOHTPONHPARO NIPOYYBAHE,
wecrorara Ha EPS e 18,2% npr naunentyTe Ha nevenue ¢ apununpason 0 15,7% npH nau#enTHre OT
rpynara na nanebo,

Axamuzus

[Mpu nnaneGo KOHTPONNPABH NPOYUBAHUA, YECTOTATA HR AKATH3HA NPH NAUMEHTH ¢ GUTIONSPHO
pascrpoiicTro ¢ 12,1% npu nekypanuTe ¢ apuimanpason ¥ 3,2% npu rpynara ua mrane6o. Mpu
NALUVEHTHTE ¢ MH30QPEHUS HECTOTATA Ha aKkaTH3AA ¢ 6,2% npH JexyBaHuTe ¢ apununpazon u 3,0%
TIpH rpymara a naaneto,

Hucmonus

Peaxipd, Cppp3ana ¢ JeKapCeTBEHHS KIAc: CHMITTOMYTE HA AMCTOHHA, YABIDKEHH aGHOPMHH
KOHTPAKIMH Ra MyCKYJIHY IDYIH, MOTAT [ C€ TUABAT P YYBCTRUTENHA UHAHBHAM 11O BPEME Ha
OBPBUTE HAKOJIKG AHH Ha Jevenye, CHMITTOMUTE Ha AMCTORAR BRIHOYBAT CNA3BM HA BPATHHTE
MYCKYIH, IOHAKOTA NPOrpecHpaill A0 CTATAHE B TEPOTO, 3aTPYAHER0 NPLrbiiane, 3aTPYAHERO
AMluane WHIH TPOTPY3AA Ha e3HKa. BBRIpPEeKH de Te3d CHMITOMI MOTAT Ja ¢e TIOSBAT H HPH HHCKH
D038, T Ce HOABABAT MO-YECTO M CA NO-TEXKH MPH MO-MOLIHHTE H OpH HpUNaraHnuTe B 0o-BHCOKH
J03H AHTUNCHXOTHYHH JICKapCTBEHH HPOAYKTH OT ABPBO HoxoneHue. [IORMLIEH PUCK OT ocTpa
ZHMCTOHHA Ce Habmonasa NP MbXKETE W [IPH NMO-MNAUTE Bh3IPacTORH rPYITH.

Hponarmun
B xnuHMYHM NpoyyBaHuA 33 0f00PEHUTE NOKA3aHUR ¥ B IOCTMAPKETHHIOBUA NIEPHOI, TIPH

H3NMO/I3BaHE Ha apHITHIPasoN ce HabmoAapa KakTo YBEIMYCHHe, Taka i HAMANeHVUE HA CepPyMHHA
NpoJIaKTHH, B CPABHEHME ¢ U3XOAHOTO HUEO (RK. T. 5.1}

Habopamopnu napamempu

Tpn cpaBHeHHETO Ha APUIMITPA30a H Iiauedo, N0 OTHOMEHNHE Ha 6Pod mamw
Ha0mIORaBAHM KIMHHYHO 3HAYMMH NPOMEHN B PYTHHHUTE 1aC0opaTopHu H JIHI
T. 5.1), He ca HaOMmoAaBaky KNHHUYHO 3HAYUMHA pasnuyns. Iloputnasane Ha CP



docdoxnnazata), OGHKHOBEHO NPEXOAHO M aCHMIITOMATHIHO, € HalaroasaHe npy 3,5% or
MALUMSHTATE Ha NeYeHHe ¢ apHIHapa3od, B cpapHenue 2,0% OT nalMeHTHTE Ha IaneGo.

Heduampuuna nonvranua

HTusogpenus npu 1onowu na 15 200unu u noseve

B kpaTkocpouyHo KIKHHYHO IUtanebo-KoHTponEpaHo npoydasane Ha 302 ounomi (ot 13 1o 17 rogung)
¢ wsodpedns, 9eCTOTATA U BHIA HA HEXKENAHNTE PEAKLHY ¢a MOAO6HH Ha HabMmOIaBanuTe Ipy
BEIPACTHH NAUHEHTH, ¢ H3KITOUCHHE HA CICHHTE HeXXelaHM cx0MTHA, KonTo ¢a HabntofaBandu no-
YECTO MpPH ICHOMH, NPHEMAIH IIEPOPANHO APUNHNPa3oN (M N0-YeCTO B CpaBHeHde ¢ mianebo):
COMHONEHTHOCT/CEJANMA B eKCTPANIMPaMHTHE HapYIUEHHA ¢a JOKNAJBAHW MHoro yecro (1/10), u
CYXOTA B yCTaTa, HOBHLIER aHETHT H OPTOCTATHYIHA XHTIOTOHHA ca JOKNaNBaHy yecto (>1/100, <1/10).
IlpodnaeT #a Ge3onacHOCT B 26-CeAMHUHO, OTBOPEHO PA3LIHPEHO NPoyuBaHe ¢ nogoben Ha npoduia
Ha 6e30MmacHOCT Ha KPaTKOCPOHHO, iLiauefo-KOHTpONpaHo NpoyUBaHe.

[podmasT Ha 6e30naCHOCT B TBITOCPOYHO, ABOKHO-CIIANG, TUTALEGO-KOHTPOAHPAHO IPCYIBAHE €
CBIIC CXOACH, ¢ M3KMOUEHUe Ha CASAHUTE peakiyy, KOHTO Ce CROBIUARAT NT0-YeCTo, OTKONKOTO [IpU
nefHaTPHYHA MallHeHTH, NpHeMamy wianefo: ecTo ce cho01lasa 3a HaMangBaHe Ha TernoTo,
NOBMINABAHE HA HHCYTIHHA B KPBBTA, ApATMEA ¥ NeRKoneHHa (=1/100, <1/10).

B n30pana oHOeCKa NonynammA ¢ uissodpernas (ot 13 fo 17 rogyuu} ¢ excnoInya 2o 2 roauHn,
CrmydanTe Ha HUCKU CEPYMHM HUBA Ha MPOAaKTHH NPH IOHOWIH OT JKeHCKH 1101 (<3 ng/ml) # oT MBXKH
noa (<2 ng/ml) ca crorseTHo 29,5% 1 48,3%. B Mnanexkara (ot 13 go 17 rogunm) nonynamua ¢
mMB3ohPeHns, ¢ eKCIOIMINA Ha apunumpason ot 5 mg a0 30 mg B oponwibxenue Ha A0 72 Mecena,
CITyYauTe Ha HHCKH CEpYMH¥ HHBa Ha IPONAKTHH IIpH xeHnTe (<3 ng/mi) u Mukete (<2 ng/ml) ca
CBOTBETHO 25,6% 1 45,0%.

B ape AparocpodHo NpoyysaHHA npH lonomH (oT 13 1o 17 ronusu) ¢ iM3chpeHns u NAHEHTH ¢
GunonApHO pa3cTpoHCTRO, IEKYBaHH C apHITMNPA3I0, HECTOTATA Ha HECKH CepYMHH HHBA Ha
NpoNaKTHH NpH xeHu (<3 ng/ml) n Mbxke (<2 ng/ml) e cxoTBeTHO 37,0% 1 59,4%.

Meanuiiny enusou npu Gunonapuo pascmposicmso mun I npu onowu na 13 20011u 4 noseve
YecToTara ¢ THITA HAa HOXENAHUTE SKAPCTREHN PEakiiny NIPY 10HOMIN ¢ SHIONAPHO pascTPORCTBO THIT
1 ca monoOHK Ha Te3n NPH BB3PACTHY, C MIKNIOHNEHUE HA CHEIHATE PeakKIiui: MHOro yecTH (>1/10)
comHonenTHocT (23,0%), ekcrpanupaMuaro Hapywenne (18,4%), akarusug (16,0%) ¥ yMopa
{11,8%); u wectn (1/100, <1/10) 6onka B roprara abnoMUHANNA 0614CT, YCKOPABAHE HA CHPAETHATA
YECTOTA, MOBHIIARAHE HA TETNIOTO, IOBHMINCH ANIETHT, MYCKYJTHO MIOTPBLIIBAHE X TUCKUHE3MA.

Cneanure HeXkenany NEKAPCTBEHH PeakKUMH Ca HMATH BEPOATEH A0303aBHCHM XapaKTep;
eKCTpanHpaMHINo HapyiierHe (che ceanara vectoTa 10 mg, 9,1%,30 mg, 28,8%, nnanebo, 1,7%); 1
axaTH3Ax {che cnenHaTa yecrora 10 mg, 12,1%, 30 mg, 20,3%, miauebo, 1,7%).

Cpennnte MpOMEHH B TENECHOTO TErNO NP YOHOIN ¢ GUIIONAPHO pascTpoiicTeo Tun I Ha 12-1a u 30-
TA CeAMMIIA 33 apunMnpazon ca 2,4 kg u 5,8 kg u npu nnauebo cvoteerno 0,2 kg w 2,3 kg.

Ipu neauarpyyHaTa MOy NALKL, COMHONEHTHOCT H OTNANHAROCT ¢& HAGMONaRatH HO-4eCTo NIpH
TIalUeHTH ¢ GUTIONAPHO pascTPOHCTRO, OTKONKOTC NPY NALHEHTH ¢ WzodpeHus.

Ipu nexuarpuinara GunonapHa momynauys (ot 10 zo 17 roaguun) npy excnozuims Ao 30 cepmuuy,
4eCTOTATA HA HHCKH HHBA Ha APOJNAKTHH B CePYMAa IPH HHAUBHAM OT XeHcky noj (<3 ng/ml) #
HHEAHBUIN OT MBEKK Non (<2 ng/ml) e ceotseTno 28,0% u 53,3%.

Hamonozuyno sieuenne KoM Xazapm it OpY2u pascmpolicmed 8 KOKMPOIa Ha WMPPIC
BraMoxkHa € TOARA HA MATOJIOTHSHG BACHECHHE KBM Xa3apT, XANEPCeKCYaaHoCT, K
nasapyRaie H NpemiaHe IWIH KOMOYICHBHO Npeiate Npy MAUUEeHTH, TeKyBa
(Bxk. 1. 4.4).

%00 aye Ha noJo M HEXKENAHN PeakKlIMK



CuobwapateTo Ha NOAO3NPAHH HEKEIASH PEaKIMH cle]l paspelnasane 33 ynorpe6a Ha fexapcTheRns
NPOAYKT € saXno. Topa no3ponisa Aa NPOALIDKY HaOMONEHHETO HA CHOTHOUIEHUETO NON3a/PUCK 38
NEKapCTBEHUA MPOAYKT. OT MEAHUHHCKATE CIICHANHCTH ¢ W3HCKBA Ba ¢1o0MmaBaT BeAKa
NOZOINPAHa HEXKeNlaHa PeakiuA Ypes HauHOoHaNHa CHCTeMa 3a cholmapane XM HsimbnHuTenHaTA
areHUnA MO NeKapeTsara, i , Jamau [pyes* Ne 8, 1303 Codns, Ten.: 35928903417, yeboalit:
wwwbda.bg

4.9 Npenosupane

Hpusuayu u cumnmomu

Mpu xHHKYHE NPpoyYBaHHA H OT BOCT-MAPKETHHIOBUS OTIMT € YCTAHOBEHO, Ye ChayvatiHoTo wim
YMHIUIEHO OCTPO APEA0IHPAHE CaMO ¢ apUNNNPA3O)] iPH BH3PACTHH NAHEHTH, 38 KOUTO ¢
cBoblIeHD, Ye ¢a npHend NpubaIH3ATeRHO A03H A0 1260 mg, He ¢ foBeno OO HaTANHEN MOCHETHNY.
HabnonapanuTe CHMITOME U [IPH3HALM, ¢ MOTCRIRATHO IIHHHTHO JHAYCHHE BKIIIOYBAT JICTAPTHA,
MOBHIICHO KPBRHO HANATAHE, CHHAMBOCT, TAXHKADP/IUK, FANCHE, OBPhIlAHE H AHApHA. B JombaHeRue,
HMa chOOIIEHNA 32 HHIHASHTHO NPE/IO3HPAHE CAMO € APHTTHMPAlIoN (JoCcTHraimo Ac 195 mg) npu
peua Ge3 garanan nocneauun. IIOTCHUKANHO CCPHOIHKTE NPHIHALIH H CUMITTOMHE OT MCIHLHHCKA
rllenHa TOMKa, BXmoyBaT Ge3chiKe, MpexoHa 3aryfa Ha Ch3HAHMC M CKCTPATTHPAMHAAHA CHMITTOMH.

Jlevenue na npedosspane

Jledenuero npH npeaoinpane, Tpab3a A3 BIIOIBA NOAXEPXAIIO ICICHES, OCHTYPABAHE Ha
MPOXOAUMH JHXATEAHH THTHING, OKCHICHAIIHA B BEHTWIALMA, KAKTO H HA3HAYARAHETO Ha
CHMITOMATHYHO JieqeHue. Tpabsa aa ce UMa NPSABHA BEPOATHOCTTA 0T yioTpeba Ha HAKONKO
nexapcTreHy cpelcTsa. ITopamyn ToRa ¢ HeoOXx0AHM He3a0aBeR XORTPON HA CHPAEYHO-CHA0BATA
CHCTeMA M BKIIOYBAHETO HA HENPEKBCHATO eNIeKTPOKAPAHOrpad)cke NpoCcheNBARE 32 YIRBAHETO Ha
PL3IMOXHA apuTMuA. [Ipn BCAKO NOTEBPACHO MM NOJO3MPAHO NPeNOMPaHe C APHIKIIPAION €
HEoOX0HMO MOCTORHHO NPOCTeAARaHe Ha NAHEHTA /10 HETOBOTO ITRIHO BL3CTAHOBABAHC.

AkTbes ppried (50 g), npuAciKeH A0 eAHH Yac C/e/l IPHEMa Ha APHIHIIPA30I, HAMANABA Crax HA
apununpasox ¢ oxono 41% n AUC ¢ okono 51%, xoeTo npeanonara Bp3IMOKEOCT 33 JTe4eHHe HA
MPefO3HPAHETO C AKTHBEH BHIVIEH.

Xemoduanuza

Brnpek, u¢ HIMa AaHHH OTHOCHO eieKTa HA XeMOHANH3AT] [pH NIeIeHHE Ha HPEAO3HPAHETO ¢
APHITHUTIPA3ON, HE C¢ OHAKBA XEMOJIHANHM3ATA /1A ¢ OKAXe [T0/le3Ha B To3u cy4alf, Tall kaTo
apHIMIIPA3IOT CE CELP3BA BHE BHCOKA CTEIICH ¢ INAIMEHATS ITPOTEHHH,

5. SAPMAKOJOTHYHH CBOHCTBA
5.1 DapMaKoHHAMENY CBOlicTRS

dapMaxOTEpaleBTHYHA IPyNa: NCHXOMENTHIH, AHTHIICHXOTHIM, ApyrH anThnckxotiim, ATC xon:
NO5SAX12

MexanHisM Ha feilcTeHe

Ilpeanonara ce, ye e¢eXTUBHOCTTA Ha ApHNHNIPa30N NpH ti3odpennus H GUNONAPHO pascTpolicTBo
7un | ce apmxs Ha KOMOKEANYATA OT YaCTHYEH ATOHU3EBM CIIPAMO R0NAMUHOBUTE D2 n
cepoTorunosuTe 5-HT, peuerTopl B aHTATOHU3EM CpAMO ceporoHanoBHTe SHT2, penenropu.
ApHAHIPARON [IPOABABE AHTArOHHCTIIHH cBoiCTBA MPH KHBOTHHCKU MOJENH C JIONaMHHEPTHYHA
XHMEepPaKTHBHOCT H ArOHACTHYHHA CBOHCTBA NPH HKUBOTHHCKH MOAENH C JONAMWHEPTHYIHA
XMNOAKTHBHOCT. APHIHIPA30Jl NPOSBARE BHCOK AQHAHTET HR CBLPIBAHE in Vilro ¢ A0

1 D3, ceporonunonure 5-HT), n 5-HT2, peuerrropn H ymeper aduHATET CRPAMO 0 e
ceporoHuHOBUTE 5-HT3 1 5-HT7, anda-1 agpenepruunnre n Hi xucTaMHHOBHTE pe st
Apununpa3osi NpoSBABa H ymepeH abHHHTET KbM MECTATA Ha O0PATHO rnoeMake Ha !ﬁ d
HesHauuTeNneH apHHATET KM MYCKAPHHOBHTE penenTopi. BlaumoneficTauero ¢ np ;

at




pasaH9HH OT JONAMMHOBHTE H CEPOTOHHHOBUTE NOATHNOBE, OGACHARA HAKOH OT APYTHTE KIHHHIHH
etextn Ha apummnpason. Josu apununpason sapupau ot 0,5 mg 1o 30 mg, NpUIAraHH BeAHBX
JIHEBHO Ha 31paBH JOGPOBOMIIK 33 NEPUOA OT 2 CeAMUIIM, BOAAT A0 JO303G8BHCHMO HAMaABAHE Ha
cebp3BaHeTo ¢ 'C-pakronpad, cnetrdnden D2/D3 peyentopen fAurady, 8 061acTTa Ha ONAMIKATA M
fyTaMeHa, YCTaHOBEHO ¢ TIOMOIITA HA NO3UTPOHHA eMUCHOHHE TOMOIpadus.

Kaynyuna edukacHocT ¥ {esonacHocT

Byapacmuu

lusopenus

B 1pu kpartkotpaiiuu (4 go 6 cemwﬂuu) nnane6o-KOHTPOIUPaHy POYYBAHHA, BKTIOYRaH 1228
BB3PACTHH MAlHEHTH ¢ MH30$PEeHN, NPOABIABAINA CE C TO3UTYBHH H HEFATHRHI CHMIITOMH,
apUNUNPa3oN € NOKa3a! CTATHCTHYECKH 3HAMHMO MO-TOTAMO TOROGpeHe HA NCHXHYHATE CHMNTOMH,
B cpaBHeHUE ¢ manebo.

ApHIHRPa30a e eeKTHREH JI0 OTHOLICHHE Ha 3analBaHe Ha KIMHIYHOTO mogobpedue npH
NPONBDKUTENHO JICUEHHE NIPH BB3PACTHH MALHEHTH, HOKa3aJH OTTOBOp NPH 3aNi04Bale Ha
neveHyeTo. JIpH CPABHHTETHO NPOYUBRAHE € XAJIONEPHAOA, GPOAT Ha NAMEHTHTE, TIPH KOUTO
OTTOBOPA COPAMO TEKAPCTBEHHA IPOAYKT C& & 32Na3uy B IPOIBIDKEHNE Ha 52-CeIMUIM € CXOAEH TIpH
npete rpynu (apununpasen 77% u xanonepuaon 73%). Io otHowerue Ha Gpon nauHeRTH
3aBBPINKIN IPOYYBAHETO, IpH IPYNAaTa Ha APHNUNPA3ON TOM € 3HAUMTENHO o-roaaM (43%), B
cpaBHen¥e ¢ xanonepunon (30%). Pesynrature OT cKanHTe, H3MOAIBAHY 32 HPOCICIABAHE Ha
BTOPHYHHTE KpaliHi TOYKH, BrmounTenHo PANSS u Ckana 3a oleHKa Ha fienipecusTa Ha
MonTtroMep — Ac6epr (Montgomery-Asberg Depression Rating Scale (MADRS)) nokaspar
SHAYRTENTHO ROAODPEHNE CIPIMO XANONEPHAOIL.

[pa 26-ceamuuno, M1anebo-KOHTPONMPAHO NPOYYBAHS NPU BL3PACTHH CTAGHIAIUpAH NALHEHTH
XPOHHYHA MU30dPEHHS, APUITHIIPA30T € NOKA3AT 3HAYHTEIHO 10-TOMO pelyLdpaHe 4eCTOTaTa Ha
OpuCTEIATE, 34% NpH rpynaTa Ha apHIUNpason U 57% npu mianeo.

Vaeruuasane na meznomo

B knuBa4H" NpOoYUBaHHA, aPHITHNIDAZ0N HE € NOKA3al, 4¢ BOAY J0 KMTHHHYHO 3HAYHMO IIORHINABAHE
Ha Ternoro. 1lpu 26-ceqmuino, ABORRO-CIANO, MEKAYHAPOARC, CPABHATENHO IIPOYIBAHE C
OfaH3aNHH npk 314 FE3paCTHH NalMEHTH ¢ MIAH30(PEHMA, B KOETO YREMHUEHHETO HA TErTOTO €
ITbPBHYHA KpalHa TOYKa, 3HAYMTENHO [TO-MATKC NANHEHTH C2 HMAITH Hali-Manko 7% yBendeHye Ha
TEFJIOTO, CIPAMO B3XONHHTE cToliRocTy (Hanp. yBenudenHe HA TernoTo ¢ Half-Manko 5,6 kg npu
cpeaHo u3xonHo Terno ~80,5 kg) npn rpynara Ha apununpason {n=18 wnu 13% ot oneHerHuTe
NalHesTH), B CPABHEHHE ¢ ONAH3anuH (n=43 W 33% oT ollcHeHHTE MALHEHTH).

Jlunuonu napamempu

IMpu o6a6ineH anann3 Ha AUNUAHATE NAPAMETPH OT IWIanefo KOHTPONHPAHY KITWHHYHHA MPOYHBAHEA
TIPM BB3PACTHH, HAMA AHHU, Y€ APHITMIIPA30N HPHIHHABA KIHHHYHO IHaYHMH IpOMeHH B HABATA Ha
06xIHA XonecTepol, TPUNTHLEPHIUTE, TMNONPOTERHHUTE ¢ BUCOKa InbTHOCT (HDL) 1
JHMNONpOTeHHUTE ¢ HIucKa wTbTHOCT (LDL).

IIponaxmun
HiBaTa Ha NpONaKTHH ca OLEHABAHH RBB BCHYKY MPOYIBaAHUSA 38 BCHYKH JO3M APUITHIIP230]]
(n=28,242}. CryqanTe Ha XHACPNPONAKTHHEMAS WY YREIHUABAHE Ha CEPYMHHA IPONAKTHH [1PH
NALHEHTH, JIeKyBaHK ¢ apununpason (0,3%) ca paBHH Ha Tesu npd ianebo (0,2%). Ilpn nanvenTH,
KOHTO IPHEMAT apHITHIIPA30]L, MEIYAHATA HA BPEMETO JI0 HACTBIBANE Ha edexT e 42 HHM.
MeIMaHaTa Ha HPOTBIDKMTENHOCT Ha ediekra e 34 ann.

CryyanTe Ha XMIONPONaKTHHEMHA UAH HAMAIABAHE HA CEPYMHHY NTPOJIaKTUH IIp
JEKYBaHH ¢ apununpasosn, ca 0,4% B cpasdedye ¢ 0,02% npu naiyeHTH, 1eKyBay
TIALIMEHTH, [OTy4YaBallR APHITHNIPa30J], MeuAHATA Ha BPEMETO [0 HaCThrBaHe Ha
Me/IHaHaTa Ha NPOMBIDKUTENHOCTTa Ha edexta e 194 muH.



Manuiinu enuzodu npu Gunonapro pascmpoticmeo miun I

B nse 3-ceaMuuny, nianefo-kOHTpONMpPaHH H3INHUTBAHNA Ha MOHOTEPANNA ¢ IPOMEHJIHBH JO3H NPH
NIalMEHTH ¢ MaHHeH HITH CMECER eNH30A Ha SMnonspHo THN 1 ¢ apHNMNpazon e nokasan no-BRcoKa
epukacHOCT CHPAMO Ianeto NpH HaMAIBAHE Ha MaHWITHHTE CHMITTOMM 32 3 ceaMmuy, Tesn
HIMHTBRHHA ¢& BRIIOUBANM NALUHEHTH ¢ YN 6e3 NCHXOTHYHHN CHMITOMY H ¢ HiIH 6e3 6Bp20 UHKIHIHO
IpoTHYAHE,

B eaHo 3-ceaMuHO, HAanefo-KoHTPGIHPAHO OPOyiBaHe Ha MOHOTEPAIHA ¢ (PUKCUPAHA A03A TpH
TIAIHEHTH ¢ MAHUEH MITH CMeceH eMu30A ha GuNonapHo pasctpolicteo THN 1, apununpason ve e
nokaszan Ho-BHCOK2 S(PHKAcHOCT CIpAMO TinaneGo,

B aBe 12-cenMM4HY, KOHTPONHPAHH ¢ MNaue6o W AKTHBHO BeLIECTRO, HITHTBAHHA HA MOHOTEPANHA
TIPY NAlHEHTH ¢ MABMEH HWIH CMEceH enn30] Ha GHNoNApHO pascTpoiicTso Tvn I, ¢ nmu Ges
NCHXOTHYHH CHMITTOMH, apUNNpa3olN e oKa3am no-Bycoka ediukacHocT capamo mwianebo Ha 3-ta
CeaMHua ¥ moAAbpaate HA epeKT CPABHUM ¢ AHTUN WK xanonepuion, Ha 12-1a cegMuria.
ApPHIMIPa30N e MOKazaN U JOCTHTaHe Ha CHMITOMATHYHA PeMMCHI Ha MAHMNTA Ha 12-Ta ceiMuia
NP 9acT 0T NAUKSHTHTE, CPABHAMA ¢ Ta3¥ NPH JUTHIA H XalonepuIomn.

B enno 6-ceaMutiHo, rnanedo-KOHTPONMPAHO NPOYYBAHE OPH NALHEHTH ¢ MAHHEH NIIH CMeCeR
‘enu30] Ha SHAONIPHO pas3cTpoicTBo THN I, ¢ MM 63 NCHXOTHYHM CHMIITOMH, KORTO YaCTHYHO HE C&
NOBNHABAT OT MOHOTEPANYA ¢ JUTHIH AIH BaNIpoar NP TePaNeBTHYHN CePYMHHI HUBA 32 2 CeIMHLM,
JMoDABAHETO HA APHIMNPATON KaTO aI0BAHTHO JIEYEHHE € JOBENO A0 MO-BHCOKA edHKAaCHOCT pH
HAMAJABRAHE HA MAHRHHHTE CHMIITOMH B CpapHCHHE C MOHOTEPATIHATA C JUTVA Uy BAJITIPOAT.

B eano 26-ceaMuyHo nnalebo-KOHTPONHPAHO NPOYYBAHE, CbC T4-ceIMUYHO MPOXBIDKEHHE, TPH
MaHRHHY NaUWeHTH NOCTHIHATM pEMUCHS C apHIHIIpason 00 BpeMe Ha cTabunnsannonnara dasa
npeny paHROMH3ALYSA, apHITRIIPA30I e NoKa3an NPeRL3X0ACTRO Haj Miaiebo 3a NMpenoTEpaTIBaHe Ha
6unonapmi pPELUHAUEBH, NPEAHMHD 34 TPEAOTBPATABAHC HA MaHHA, HO HE € NOKasan Npepp3XCACTRO
Haj wianebo 3a NnpeJoTEpaTABAHE HA PELMIMBH Ha ASTPECcHi.

[Tpn egno 52-ceaMuuHo, Nae60-KOHTPONAPAHO NIPOYYRaHe, NPY NalmedTd ¢ Sunonapuo
paszcTpoiicTso TN I ¢ HacTOAIN MaHHEH MITH CMECeH eNA30/, KOUTO ¢4 AOCTHIHAMAH CTa0HAHa peMUCHS
(Cxana Ha Fnur 3a olieHka Ha Mans = Young Mania Rating Scale [Y-MRS] u MADRS ¢ o6
pesynratn <12) Ha apununpason {10 mg/neeBno a0 30 mg/nuesno), 1o6asen XM TUTHHA UK
BaJpoar 32 12 nocIeaoRATeHK CeAMHIM, 100aBeHHAT APMNANIPa30N € HoKa3ail IPeBb2X0ACTBa
cnpaMo mnanebo ¢ 46% MOHMKER PHCK IIPH NIpeBeHLINS Ha OHnongped pentane (koedrunenT Ha
pHck 0,54) 65% MOHFUKEH PUCK NPH NPEBCHUMN Ha PEIHMANE HA Maxug (KoedHIHeHT Ha pHck 0,35)
citpaMo JobasenoTo mianebo, Ho He e NoKala NPEEL3X0ACTBO CHPAMO TIANeO0 NpY NPEBeyIys Ha
penHAnB Ha Jenpecus. JHoGaBeHHAT apHITHIIPa30.1 € HOKA3AJ HPEBE3XOJICTBO CIPAMO IaneGo B
HIMEPHTENR Ha BTOPHUHHA pe3ynTat, cnopen Crana O6110 KIHHUYHO BIIEYaTIeHHE - BROONAPHO
pascrpoticteo (Clinical Global Impression - Bipolar version (CGI-BF)) 3a Texect Ha 3afonseaHero
(SOI; orenka Ha MaHuATa). B ToRa Npoyusane, U3GpaHiTe OT HICTSAORATENUTE NANEATY £ HA
OTBOPEHA MOHOTEPAINA C JIATHH WIH ¢ BANIpOAT, 32 Xa CE YCTAHOBA YACTHYHA JUIcA Ha OTrOBOD.
TNauxenTtTe ca cTAGUIM3HPAHHA 3a TIoHE 12 OcHeoBATENHY CeAMALY ¢ KOMOWHALMATA OT
ApHAHNIPaloN M ChINNA cTabWin3aTop Ha HacTpoeHHeTo. CTabMIM3HpaHyTe MAUUEHTH C/ISN TOBa Ca
paHIOMH3IHPaHN & NPOXBKAT CHIIHA CTabRITA3ATOp HA HACTPOEHHETO ¢ ABOHHO3ACIENICHH
apununpason wm mnatedo. HeTHpH NOATPYIH ¢he CTA0HIH3ATOPH HA HACTPOEHHETO €2 OLIEReHH B
pangoMHsHpaHaTa hasa:

apunMnpason + NUTH; apHIUNpPa3on + BAANPoat; miauedo + nuTnii; niaue6o + BanAMpoaT.
Crenennre no Kaplan-Meier 3a pelfua#B Ha eNH30/ Ha HACTPOSHUETO 3a PAMOTO ¢ A0
Tepames ca choTBeTHO 16% 33 apununpason + nuthil n 18% npu apununpason + B
¢ 45% npu nnauebo + naTuif ¥ 19% npu mnaueGo + painpoar.

Heduampuyna nonynayus

Hlusoghpenus npu ronousy



B §-ceamuano nnanebo-kOHTpOIMpaHO KIMHUYHG NpoyuBaHe, BkmovBamo 302 wHoum ¢
wmsodpenns (ot 13 go 17 roguen), ¢ MOIMTHBHY AN KETATHBHHE CHMIITOMY, APANNANIPA30N ce
CBEP3Ba ChC CTATHCTHYECKH 3HATAMO N0J00peHue Ha ICUXOTHIHUTE CHMIITOMHE, B CPABHEHHE ¢
nnatebo. B cySananus Ha nomyNaliMA Ka IOHOWIN Ha BH3pacT Mexay 15 u 17 roqunm,
npeAcranisramy 74% oT ANaTa U3CIeABaHA IOy NALMA, TOATEpXKaHe HA edekra ce Rabmozapa B
NPOABIDKCHAE Ha 26~CeIMHYHO OTBOPEHO Pa3IMPEHO IPOYHBAHE,

B enHo pangoMusupano, ABOHHO-CIAN0, Naale60-KOHTPONHPAHO NMPOYUBAHE ¢ NPOLBILKUTENHOCT OT
60 z0 89 ceMuny npH 1oHOIH (0=146; BB3pacT oT 13 10 17 rogHHK) ¢ WH30(PEHNs & OTYETEHA
CTATHCTHYCCKH 3HaYHMa Pa3iiKa B YeCTOTATa HA PELIHAMB HA ICHXOTHIHHM CHMITTOMH MEXAY rpynara
Ha apununpason (19,39%) 1 Tasu ua nnatebo (37,50%). TouykoBara oleHKa Ha KOe(QHIIMEHTa Ha PUCK
(HR) e 0,461 (95 % norepuTenes uATepsai, ot 0,242 no 0,879) B wanara nonynauna. B aHanuia Ha
TOATPyNara ToYkopara ouerka Ha HR e 0,495 3a naunenTute Ha BB3pact ot 13 no 14 rogusy 8
cpasnenye ¢ (0,454 3a nanMeHTHTE Ha BB3pacT oT 15 fo 17 roauny. Bropexu Tosa ouenxara Ha HR 3a
o-MAafaTa Bh3pactora (o1 13 ao 14 rogynu) rpyna He € TOYHA M OTPa3ABA NO-MaNkus 6poit
NANUEHTH B Ta3H 'pyna (apununpason, n=29; nmnaiedo, n=12), a AOBEPHTEIHAIT HHTEPBAT 33 TA3H
oneHka (sapipaut or 0,51 no 1,628) He n0O3BONABA J1a ¢€ HATIPABAT M3BOIH 33 HAMYMETO HA edekT OT
nedeHneTo. 3a painuka OT ToBa 95%-uAT nosepuTeneR HuTepian 32 HR B no-Bp3pacTHATA MOATPYIA
(apemanpason, n=69; nnauebo, n=36) e or 0,242 no 0,879 u creOBATENHO MOXKE 4 CE HATIPABH
H3BOJ 32 ¢leKT OT NEYEHHETO NP HO-BH3IPACTHHTE NALHEHTH.

Manuitnu enusodu npu deya u 1onown ¢ bunondpno pasempoticmso mun [

Apununpazon e uicneapan B 30-ceaMH4HO, NNAUEO0-KOHTPONHPAHO KITHHHYHO NPOYYBAHE,
BETI0YBaIo 296 gena ¢ ronoum (or 10 no 17 roquum), XOMTO ca NOKpUBaNu Kputepuute Ha DSM-IV
(Diagnostic and Statistical Manual of Mental Disorders = JHariocTH4€H H CTATHCTHYECKH
HapBUHHK HA IICHXHYHHTE pascTpoHcTBa) 3a bulonapxo paicTpoiictso Tui I ¢ MaHuiiHn My
CMECEHH eNMU30 M ¢ WK 6e3 NCHXOTHYHA KOMIIOHEHTA H ca uMan Y-MRS peaynrar >20 npn
H3X0IHKTe HHBA. CpeJl naluenTHTE BKNIOYEHN B ITBPBAYHUS ananma 3a edrkacHocT, 139 manuesTyd ca
MMAJH ChITBTCTRAMA auarnoza ADHD.

ApHIUNpPa3cn € NOKa3aT NPEEb3XOACTBO B CpaBHEHHE ¢ Ialefo 3a NPoMANA OT U3XOIHATE HBBa Ha
4-ta ¥ 12-1a cenmuua neo Y-MRS 061w peynrar. B nocneapam anamus, nogoGpeHHeTe cnpaMmo
mnane6o ¢ no-u3pazeHo npH MANHEHTH Ch¢ ChIBTCTRALNA Adarno3a ADHD s cpasHenue ¢ rpynata
6e1 ADHD), kbieTo HAMa pasnuka crpamo nnauebo. [TpepeRUHMATA HA PEHANEH He € YCTAHOBEHA.

Hali-yectiTe cHOUTHA, CBBPIANH ¢ JedeHHeTO NPH NalueHTH npueMamy 30 mg ca ekcTpanupaMUAHO
Hapymenne (28,3%), comHonenTHOCT (27,3%), rmaBobonue (23,2%) u ragene (14,1%). Cpeanoto
YBeJIHYEHHE HA TEMNOTO 3a 30 ceAMUHEH nepuo Ha eyenye e 2,9 kg cparneso ¢ 0,98 kg npu
NanMeHTATE, NpUeManu nnaiedo,

Pazopasnumennocm, cevpsana ¢ aymuszem npu neduampury nayuenmu (soic. n, 4.2)

ApHURAPason € NpOY4BaH IIPH NaNMenTH Ha Be3pacT oT 6 o 17 ropunu B Ase 8-ceAMuuny, nmuauedo-
KOHTPONHPAKH TIpoY4uBaund {ef{Ho ¢ rhBkaBa A03a (0T 2 mg/arenso ao 15 mg/nreBHo) B enHO C
¢mxcHpada xo3a (5 mg/npesno, 10 mg/AHeRno, UM 1S mg/uHeBHO)] # eAHO 52-CeIMUYHO OTROPEHO
npoyusane. JJO3upaHeTo B Te3H NPOYyHBAHHUA € 32N0THAN0 ¢ 4033 2 mg/HeBHO, YBelHYeHa 10 5
mg/aBeBBo clie eHa ceMHIA | YBelHNdaBaHa ¢ 10 5 mg/HeBHO BCsAKA CeAMHLIA 4O JOCTHTaHe Ha
TapreTHara go3a. flosede ot 75% ot nauHenTHTe ca oA 13-ronuiuna B3pacT. ApHNUIIPA3ON €
TI0Ka3aN CTATHCTHYECKH THAUHMa 1T0-ToNaMa e MKacHOCT B cpaBHeHHe ¢ aHebo no noackanara 3a
pazapasmauTeaHocT Aberrant Behaviour Checklist. BEnpeks TOBa, KIHHHYHATA 3HAYMMOCT Ha TE3H
OTKPUTHS BCE OLIE He € YeTaHOBeHa, [TpodHabT Ha fe30nacHocT BOYB2 YBeIHYasale Ha TErNoTo U

TMALHEHTATE, NEKYBAHM ¢ apUIUpason & coTaeTHo 27/46 (58,7%) u 258/298
KOHTPONHPAKY MPOYYBAHMA, CPEHOTO YRenHdedue Ha Ternoro ¢ 0,4 kg g rpy
kg npu apununpason.




ApUNHNpaso: ChiLo € NPOy4BaH B XBITOCPOYHO MOAXEPKAMO M1anefo-KoHTPOIMPaHO NPOYYBaHE,
Cren crabunusnpane ¢ apununpasodn 3a 13 no 26 cenmuim (ot 2 mg/nHerno 1o 15 mg/nHesHo}), uact
OT NMALMEHTHTE Che CTAOHNHY MOKA3ATENM €A OCTAHANY Ha aDHIHIPa3ON, 2 OCTAHANHTE C2 IPEMWHATH
Ha rmanebo 3a ome 16 ceamann, Yecrorara Ha pequgusure no Kaplan-Meier Ha {6-Ta ceaMuia ca
35% 3a apununpazon u 52% 3a mianedo, kaTo KoeQUUHEHTa Ha PHCKa OT PEILMB 3a 16 cenMunu
(apununpason/nnane6o) e 0,57 (cTaTHCTHYECKH He3HAYHTENHA pasnuka). CpeHOTO YBENHYEHHE Ha
TernoTo cien Pasara Ha crabunusupane ¢ apumANpason (go 26 ceamuuy) e 3,2 kg, a BBB Broparta
daza Ha nmpoy4saHeTo (16 ceamuin) ce HabmonaRa cpesHo yennueHue ot 2,2 kg 3a apUnunpasen &
cpapresne ¢ 0,6 kg 3a nnaneGo. ExcrpanApaMunsu cuMmroMu ca cp001ananN TIagHO O BPEME HA
crabunisupamara (aza nps 17% oT nauHeHTHTE, KATO ¢ TpEMOp ca 6,5%.

Tuxose, cevpsanu cve cundpoma wa Typem npu neduampuyunu nayuenmu (exc. m. 4.2)

EdmxacHocTTa Ha apununmpazon ¢ NpoyveHa NpH NeANaTPMYHH TAUHEHTH CBc CHHAPOM Ha Typer
(apamunpason: 1=99, nnauebo: n=44) B ¢1HO PaHIOMH3UPAHO, NBOHHO-CIATIO, Tnaueo-
KOHTPOJHPAaHO, 8-CeIMUMHO MPoyYBaHe, N3NON3BALIO NTAHOBA TPYIIa 32 AcUeHHe ¢ HKCHpAHA 1022
Bb3 OCHOBA Ha TErI0TO i A030B AHANA30H OT 5 mg/nneRHO 10 20 mg/HepHO IPH CTAPTOBA 4032 OT 2
mg. TlanpenTHTe ca HA BH3pacT OT 7 Ao 17-rofHInNa PRIPACT H TOKAZBAT Cpeaua ouenxa 30 no
noxasaTenuTe 3a obina oleHxa Ha THKoBETe 1o Menckara ckana 1a o6ma Texect Ha Tixosere (Total
Tic Score on the Yale Global Tic Severity Scale (TTS-YGTSS)) npu HaqanHo HHBO. APHIIHIPA3ON
nokasea nopadpedue oT 13,35 Ha noxasatesnnte no ckanara TTS-YGTSS ¢cnpaMo HaYanHOTO HUBO 10
8-7a ceiMHLA 34 rPYTIATA Ha HUCKA 1032 (5 mg unu 10 mg) u 16,94 3a rpynara #a Bucoka gosa (10 mg
wiH 20 mg), 8 cpaBHeHUe ¢ nogabperue ot 7,09 npu rpynara Ha niauebo.

EukacHOCTTa Ha apUOMIPA3ON TP NIEANATPHYHE NANMEHTH CBC CHAApoM Ha Typer (apunumpason:
=32, nnaniefo: n=29) ¢ oneHeHa NPH THBKAE 10308 ANANA30H OT 2 mg/zHeBno no 20 mg/quesHo ¥
CTapToBa no3a o1 2 mg B 10-ceaMHIHO, paHAOMH3HPAHO, NBOHO-CIANO, ALEeG0-KOHTPOIMPAHD
npoyupane, nposeneHo B IOxua Koped. ITanuenTrTe ca HA BB3PACT oT 6 K0 18 roauHH ¥ noka’sar
cpenua ouenka 29 no TTS-YGTSS npa n3xouno Huso. I'pynaTa Ha apunRnpazon nokassa
nogobpenne ot 14,97 no TTS-YGTSS crpaMo u3xonHoTo HERO Ko 10-Ta ceamiNa B cpaBHeHHE C
nogoGpetne ot 9,62 & rpynara Ha naaneto,

U B nBeTe KPATKOCPOUHH H3NHTBAHHA, XTHHIYHATA THAUMMOCT HA NIONYueHUTEe AaHHH 32
ebHKaCHOCTTA He € YCTAHOBEHA, B3eMaliki IPEABHI CTETIEHTa HA TeqeGHHA eexT B CPaBHEHHE C
rojieMus nareo edexr X HeACHHTe ePeKTH OTHOCHO ICUXO-COLMANHOTO GyHKIMOHNpane. Jluncsar
ABITOCPOYHNE JAHHH IO OTHOLIEHHE Ha e(pHKACHOCTTA H 6€30NaCHOCTTa Ha SPHITHITPa30N IpH TOBA
MPOMERAARO pascTpoficTRO.

Epponefickara arcHUHS [0 JeKAPCTBATA OTHATA 33B/DKEHHETO 3 NPEJOCTABAHE HA PEIYITATATE OT
NpoyYsaHMATA ¢ APHIMIIPA3ON B €HA WK NOBeYe MOATPYNH HA NeAHaTPUIHATA TIOYNAlHA TIpH
NEeHEHUETO Ha IMH3odpenud i 6uncnapHo agekTHBHO pazcTpoiicTBo (8X. T. 4.2 3a undopmanus
OTHOCHO YROTpeba B NeTHATPHUATA).

5.2 PapMaKoKHHEeTHUHA CBOHCTBA

Abco A
Apununpason ce alcopbupa gobpe, KaTo UHKOBH IVI23MEHN KOBUEHTPALMH ¢e MOCTUMAT B PAMKHTE Ha
3 po 5 waca cnen npuema. ApUNUIPaION NPETHPIARA MUHUMANEH NPe-CHCTEMEH METAGOMHIBM.

ABcomoTHaTa nepopaiia SuoHanHIHOCT NTpH TabneTHata ¢opma e 87%. Boratara Ha Ma3HUHM XpaHa
He NoB/MLiBa PapMAKOKMHETHKATA Ha ApUITMIIPa3Oi.

Pasgpenenenue
ApPHITANPA3ON C¢ PANPSAENS B UCAHA OPraHiybM, KaTo obeMa Ha pasnpeneNeH
TIOK23Ball EKCTEH3UBHOTO EKCTPaBacKyNapHo pasnpenenenue. ITpu repaner
APHIUNPA30 U AeXHAPO-APHITHIIPAION CE CBBP3IBAT CHC CEPYMHHTE NPOTEHHE,
anbymnna, noseye oT 99%.



EHO IQN{CQDEM?_EHH

Apynunpaszon ce MeTaGoNH3npa akTABHO B YepHwi Apob, upes TpA GHOTpaHCHOPMAURONHH LTA:
JeXHAporesupane, XUApokcHanpate B N-Jeankuinpade, Bp3 ocHoBa Ha in vitro npoyyBaHAY,
ensumuTe CYP3A4 n CYP2D6 ca oTroRopHE 33 AEXHAPOreHHPAHETO H XUAPOKCHAHPAHETO HA
apununpason, a N-feankunipanero ce katanisupa oT CYP3A4. ApHnunpasoln e JieKapeTReH
NPOAYKT, HAMOAOBHHA pasnipeaeNALl Ce BPEAEMHO B CHCTEMHATa UMPKYTauua. ITpH CTAHOHAPHO
CECTONHHAE, JEXUPO-apHITHIIPA30], KOHTC € akTHReH MeTalosmuT, Npedcrapmisa oxono 40% or AUC
Ha apHIMNPa’on B IUIAIMATa.

EmmmuHupape .
CpeaHHAT eXMMHHALEOHEH NONYXHBOT HA apunuIpalon e npubnusnrento 735 yaca npr GbpsH

Metabonusaropu Ha CYP2D6 u okomo 146 waca npn Hanuu Metabomazatopu Ha CYP2D6.
O6iuAT Teieced kiHpsHC Ha apunnnpason € 0,7 ml/min/kg, kato Toll € MpeMMHO YepHOAPOGEH.

Cnen ennoxpartHa nepopansa nosa [“Cl-mMapkupas apununpason, okono 27% npuerara
PamMOaKTHEHOCT Ce OTKPHBA B YpHHATa, a OKojio 6(0% B uinpaxHennsta. [lo-manke ot 1% ot
HENPOMEHEHHAA apUIMIIPAA0]T C& EKCKPETHPA ¢ YpuHaTa, okonoe 18% ce OTKpHBAT B W3NPAKHEHHATA B
HellpoMeHeH BUA.

Teduampuyna nonynayun

$apMakOKHHETHKATA Ha APUNHIPA30)l B NeXUIPO-apUIHNpa3on Npy NeJHaTpU4HH NalueHTH Ha
Bp3pacT ot 10 Mo 17 rogvuu € nofo6HA Ha Ta3H NPH BEIPACTHH NAUWEHTH Cle KOPUrHpaHe Ha
paiiHKaTa B TENECHOTO TEIO.

(DaQMHKOKHHCTHKa NPH CIIENHANKH IDYITH TaHEHTH

Cmapuecka evspacm

He ca ycranopenu pasnuuna BbE QapMakoKMHSTHKATA Ha SPHIHIIPA3ON] TIPH 34PABY Bh3PAaCTHH
AOOPOBONIIM M FIO-MIAAK UHAHBKH, KaKTO ¥ HAKAKBY 3a6enexuMy eeKTH HA BE3PACTTa NPH
MOy TAUYOHHREA (PapMAKOKHHETHYEH AHANH3 Ha NMALHEHTHUTE C MIH30(PEHN.

Hlon

He ca ycraHoBeHu pasnnysa ReB $apMaKoKHHETHKATa HA APUNIMNIPA30N [P 3[APABH MEKE H %KEHH,
KaKTO M HAKaKBH 3abenexuMu edexTH Ha ONA NPH NOMYTANMOHHHA PApMAKOKHHETHYEH AHATNAS Ha
NAUAEHTHTE ¢ WH30QpeHns.

Ihiauene
TomynanHonyata hapMakoKHHETIYHA OLEHKA HE € YCTAHOBWIIA KIHHWYHO 3HAMAMY eeKTH NpH
nylleHe BLE (hapMAKOKMHETHKATA Ha APUOATIPA3oT.

Paca
INonynaunonHara GpapMakOKHHETHYHa OLIEHKA He MOKA33 AOKA3aTeNCTBa 33 CBBP3aHy ¢ pacara
pasnuns BBE HapMAKOKHHETHKATA Ha APUIHIIPA30I.

Bvbpeuno yepenucoane
YcranoseHo e, 4e dapMakoOKMHeTHYHUTe CBOACTBA Ha apHNINNIPAIon M AEXAIPO-apUNIHITPAIOT MPH
MIANMENTH ¢ Texko 6u0peino sabongpane ca CXOOHH ¢ Te3M IPY MIANH 31PaBK HAIWBKIH.

Yepnodpobne yepexcoane
INpu npoyuBane ¢ ¢JHOKPATHA /1038, TPH NAHEHTH ¢ PavlyHa CTENCH Ha YepHoaApobya s
(Child-Pugh xnacope A, B, v C) e e ycTaHoBeH 3HaUMTeNeH eeKT Ha YEPHOAPOGHQHS )
BbPXY (apMakoKRHETHKATa HA apHIHNPA3ON U ASXHAPO-apUNUIPa30n, HO B NPOYUHAKE
BKJTIOUEHH camo 3 namuenra ¢ kiac C uepHoApobHa HHPO3a, KOETO € HeAOCTATHYH,
3aKJII04EHNE OTHOCHO TeXHNA MeTabO0IUTEH KanaluTeT.



5.3 Hpeakanuuunyu Aanny 3a GezomacHocT

[peaKmMHMYHNTe JAHHA He NOKA3BAT HAKAKEB cueHGHYeH oTpHIaTeneH edekT IpH YOBEKa HA
6a3aTa Ha KOHBEHIIMOHANHHN NPOY4BAHKA BBPXY dapMakonorunTa Ha 6e30NaCHOCTTA, TOKCHYHOCTTA
NpH MHOFOKPATHOTO MPEITOKEHAE, TEHOTOKCHYROCTTA, KaHIlepOreHHOCTTA ¥ PENPOLYKTHRHATA
TOKCHYHOCT ¥ PasBHTHETO.

3HAYHMI TOKCHKONOTHYHHM edeKTH ca HAGmoNaBaHY, eAARCTREHO TIPK AO3H HAN eKCIIOIMIRA,
NPEBHIIABALIY 3HATHTETHO MAKCHMaNHATa 032 HIM EKCITOIHNITHA NPH Y0REKa, KOSTO [IOKA3RA, Ye Te3H
epeKTH ¢a OTpAHMYEHH WIH He ¢a CRBP3aHY ¢ KNIMHAYHOTO NipuioxeHue. Te BinouBar:
AO3038BHCHMA 2IPEHOKOPTHKAIHA TOKCHIHOCT (MMNOhYCUAH NRTMEHTHO aKYMYJIBpAHe W/iwTd 3ary6a
Ha KJIETKH) Npw ITbX0Be, pH 104-ceamurHo nprroxeRue Ha AosH ot 20 mg/kg /nuesno no 60 mgke
/muesHo (3 po 10 meTH cnpaMo cpenHara cTauroHapua AUC npur MakcuManHaTa penopsyana 4033
TIPH 90BEK) 1 NOBHILABAHE 4ECTOTATA Ha AlPCHOKOPTHKATHHTE KaplMBOMH H KOMOGHHApaHUTeE
2/IPEHOKOPTHKANHH ANCHOMEB/KapUBHOMH IPH XEHCKH IUTEXOBE, IpH 033 60 mg/kg/anesro (10 bt
CTpAMO cpefHa cTanoHapHa AUC npd MakcHMaTHaTa IpenopbuMTENIHa 033 pH 40BeK). Hali-
BHCOKaTa HETYMOPOreHHa eKCIIO3MIHA TTPH JKeHCKH IUIbX0BE € HAABHINABAIA 7 TbTH EKCIIOIUIHATA
Ha ApPEenopeUMTENHATA KO3A IPH XOpa.

JomeiHATenHO € Hal/moRaBala ¥ XoNeNNTHA3A B Pe3yNITAT HA NIpeliuNHpaHe Ha cyndaTHuTe
KOHIOPaTH HA XHAPOKCHIHPAHUTE MeTaboMUTH Ha apHITHIIPA3ON B RUTEIKAT2 HAa MaliMYHHE el
MHOTOKpPaTHH fiepopaniH fo3d ot 25 mgfkg /nuerno no 125 mg/kg/aresno (1 10 3 opTa cnpamo
cpenHa cTanuonapHa AUC Ha MakcHMaNHaTa MpenopsYHTeNHA KIHEHYHA 1033 B 16 10 81 nuTH
MaKcHMaJTHaT2 NPeNophYHTeNHa 1032 PH H0BeKa Ha 6a3a mg/m?). OcBeH TOBA, KOHIEHTPALHUTE Ha
cyn(bamme KOHIOTaTH HA XHAPOKCH apHITRIIPA3(JI B FOBCINKATA X ThukKa npn MakCHMaTHaTa
AONYCTHMA /1033 0T 30 mg AHeBHO, He Ca NoBeve OT 6% OT KOHUCHTPALWKTE YCTAHOBESHH B KITbUKaTa
Ha MalMyHM py 39-CeIMHYRO NPOYIBAHE H €2 NOX TEXHUTE IPaHULM (6%) Ha in vifre paITBOPHMOCT.

Ilps Mangr mIbXoBe H Xy4eTa, TOKCHYHOCTTA Ha aDHINIPA30Jl IPY MPOYUBAHHS ¢ MHOMOKPATHO
NpHIATaHe € CPARHMMA C TOKCHYHOCTTA NPH Bh3PAcTHH JKHBGTHH, KaTO HE €2 HAGmORaBaHH
HEBPOTOKCHYHOCT HIAN HEXEeNAMH peakuyH, 3acAralii pacTexa.

B3 0CHOBA Ha pe3yATATHTE OT ILIHUTE CTAHAAPTHH TECTOBE 33 FEHOTOKCHUHOCT, € YCTAHOREHO, Y€
ApUIUNPA3ON He ¢ TeHoToKeudeH. ITpd IpoyyBatig BepXy pPenpoAyYKTHUBHATA TOKCHYHOLT €
YCT2HOBEHO, Y€ APUIHTIPA30] He YRpekaa depTHIHOCTTa. K'bCHa TOKCHYHOCT, BRIIOYHTENHO
A0303aBHCAMA KBCHA (PeTanHa OCHQHKAIAA H RE3MOKeH TepaTorenen eext e HaboAapana npH
IUIBXOBE, NPH 031U BOAEINM IO CyCTepaneRTHYHH KOHUCHTpPALHY (853 ocHoBa Ha AUC) H npn 3afium,
TIPH AC3H BOXEUIH B0 KOHREHTpaum# 3 # 11 wbTH cnpaMo cpeHata AUC npu focTHraHe Ha
CTALHOBAPHO CHCTORHUE MPH MAKCHMATHATA NPETIOPBYBAHA 032 B KITHHHIHATA [TPAKTHKA.
TokcHYHOCT NpH MaiixaTa ce NogBARa NPU JO3M, NOLOOHHM Ha Tz NPOBOKUPAIIN KBCHA TOKCHUHOCT.

6. PAPMATEBTHYHIT JAHHH

6.1 CnnchLK Ha NOMOHHHTE BeIECTBA
MMUKPORPHCTAIIHA Lenyio3a

Mannron

DpykToza

YacTu4HO 3aMeCTeHa XUAPOKCUIPONAILETYI03a
CumuiMes MoxcHi, bessonen

Marnezues cTeapar

0.2 HecnamecTHMOCTH

Henpunoxnmo.




6.3 Cpox Ha roanocT
36 mecena
6.4 CheiHaIH YCI0BHS H ChXPaHeHHe

To31 NeKapCTBEH NPOAYKT HE H3UCKBA CHELHATHY TEMIIEPATYPHH YCJIOBHA Ha ChXPaHEHHE,
Ha ce chxpandsa B opurHHanHaua SnucTep, 3a ia ce Npe/niaf OT BJiara,

6.5 BHa H coALPRKEHEE AR ONIAKOBKATA

4x7, 8x7 wm 12x7 rabnetku, xucneprupany ce B ycrara B OPA/Anymunuit/PVC//PET/Anymunnes
6mHCTep, B CTLBAEMA KAPTOHEHA Ky THA.

He BcHYKH BRIOBE ONAKOBKY MOTaT Jla GBAAT IyCHATH B ipoxaxkia.

6.6 CrienuaTHy npeAnasHH MEPKH IPH W3XBLIAHE K pafoTa

HamMa crelpaniy HINCKBaHHA,

HeuznonssauusT nexapcTaeH NPOAYKT WIH OTHALBYRHTE MATEPHATH OT HETo TpaOBa Na Ce UIXBBPIAT
B CHOTBETCTBHE ¢ MECTHHTE HINCKBaHHA,

7. IIPUTEXATEJ HA PAIPEINEHHETO 3A YIIOTPEBA

Egis Pharmaceuticals PLC

1106 Budapest, Keresztari Gt 30-38.

VYHrapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YHOTPEBA

Excrutemen Pammun 10 mg tafneTkn, Aucheprupauy ce B yerara: Per. Ne: 20150225

ExcnneMen Panup 15 mg tabneTu, Aucneprupauty ce B yerara: Per. Ne: 20150226
ExcrineMen Panug 30 mg tabaeTky, Adcneprupaly ce B yerara: Per. No: 20150227

9. AATA HA 'BPBO PAPEMIABAHE/MIOJHOBABAHE HA PASPEIHEHHETO 3A
YIHOTPEBA

Jara na mepeo pa3pemasade: 14.07.2015r,
Hara da uspBo noguosasane: 19.10.2020 r.

10.  JATA BA AKTYAJIMSHPAHE HA TEKCTA
deppyapy, 2022 r.




