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KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
G777  31-p-mu

1. AME HA JIEKAPCTBEHMUS ITPOAYKT

ApukoraH 15 mg TabyieTku
Aricogan 15 mg tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika Tabnetka ceabpaka 15 mg apununpa3zon (aripiprazole).
[ToMOLIHO BELIECTBO ¢ U3BECTHO AeHCTBHE: 59.89 mg 1akTO3a MOHOXHMApPAT B €1Ha TabJieTKa.

3a MbJIHUA CIIUCHK HA MOMOLIHUTE BEleCTBA BUXKTe To4ka 6.1.
3. JEKAPCTBEHA ®OPMA

Tabnerka

Tabnerkure ca »bATH ¢ KpbIvia opma, ckoceH pp0, rpaBupanu ¢ Haanuc "253" or eaHaTa cTpaHa U
rJ1aJIKM OT aApyrarta crpaHa. /luamerspsT € 7.3 mm.

4. KIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3aHHUA

APUKOI AH e noka3aH 3a jiedeHHe Ha IK30(PEHUS NIPHU Bb3PACTHH M FOHOLIM HA M Haa 15 roauHM.

APHUKOI'AH e noka3aH 3a n1e4eHUe Ha YMEPEHH 10 TEKKH MAHUHHM €ITU30/1M TTPpH OUNONIAPHO

a(peKTUBHO Pa3CTPOMCTBO M 3a MPENOTBpaTABaHE HA HOBU MAHUMHHM €MMU30/11 IPU Bb3PACTHHU, KOUTO
cTpajar NpeaMMHO OT MAHUMHHU €MU30/IM, U YUUTO MAHUHMHHU €TTM304 CE€ MOBJIMABAT OT JICYEHHE C

apUIUIPa30J1 (BXK. ToUka J.1).

APUKOI AH e noka3saH 3a jiedyeHue 10 12 ceAMHULIM HA YMEPEHH J10 TEKKH MAHUHUHHU €TTU300U TPH
OMNOJIAPHO aPEeKTUBHO pa3CTPOUCTBO THI | npu rOHOLIKW Ha ¥ HaA 13 roauHM (BXK. Touka 5.1).

4.2 J103MpOBKA H HAYHH HA NPHJIOKEHHE

ﬂﬂ'SH[_)OBKﬂ

Bw3pacmnu

[luzoghpenus: npenopruBaHara HavyaiHa AHeBHa no03a APUKOI'AH e 10 mg wim 15 mg, ¢
MoJAbpoKalla JHeBHa J03a 15 mg, npyuera BeAHbX JHEBHO, HE3aBUCHUMO OT XPaHEHETO.

APHUKOI AH e edexruBen npu no3a Bapupauia ot 10 mg no 30 mg aueBHo. He e HabmronaBaHa
[MOBHULIEHA €()EKTUBHOCT IPH 103U MO-BUCOKH OT MpenopbyYBaHaTa JAHEBHA /103a OT 15 mg BbIIpekH, ye
[IPU OT/JEJIHH IMALIMEHTH MO-BUCOKH 03U MOXE J1a ca OT rnoJiza. MakcumaliHaTa IHeBHa 103a He
TpsAOBa Aa HaaBuLasa 30 mg.

Manuunu enuzo0u npu OunoaspHo aghexmueno pazcmpoucmeo mun I npenopbyBaHa
APHUKOI'AH e 15 mg, npuiiokeHa BeIHbK JHEBHO, HE3aBUCUMO OT XPaHEHETO, KaT
WM KOMOMHUpaHa Teparnus (BxkK. Touka 5.1). [Ipu HAKOU NaLMeHTH NMO-BUCOKH JI03H
roJjiza. MakcumasiaHaTa JHEeBHa J103a He TpsOBa na HaaBuinasa 30 mg.



[Ipeoomepamseane Ha peyuousu Ha MAHUUHU enu300uU NPU OUNONAPHO APEKMUBHO PA3CMPOUCINEBO.
3a NPeA0TBPATSIBAHE HA HOBU MAHUMHHU €MU30/H PH MALMUEHTH, IPHUEMAJIH aPUITMITPA30J1 KaTo
MOHOTEpanus Wik KOHOMHUpaHa Tepanus, JICHEHUETO NPOoAb/KaBa B cbluara 103a. [Ipomenu B
JIHEBHATA J03MPOBKA, BKJIIOYMTEIHO HaMaJIsBaHE Ha J103aTa, TpsOBa /1a ce OOMHUCIIAT B 3aBUCHMOCT OT
KJIMHUYHOTO CHCTOSIHHUE.

[leduampuyna nonyarayus
APUKOI'’AH tabnerku 5 u 10 mg He € HanMW4YeH Ha OWIrapckus nasap. 3a TATPUpPaHe Ha 103aTa WK

JIeYeHHE C JIO3M 0 HUCKH oT 15 mg TpaOBa na ce uzbepe moaxoasill JEKapCTBEH MPOAYKT.

HTuzoghpenusa npu ionowu na u Hao 15 eoounu: npenopbuBaHaTta 103a Ha APUKOI'AH e 10
mg/AHEBHO, IPUJIO)KEeHA BEeIHBXK JIHEBHO, HE3aBUCUMO OT XpaHeHeTo. JleueHueTo 3anousa ¢ 103a oT 2
mg (¢ APUKOI'AH nepopaneH paztsop 1 mg/ml) B npoab/keHHe Ha 2 IHW, TUTPUpaHa 10 S mg 3a
olle 2 JIHM 3a JOCTUraHe Ha MpenopbUYMTeIHaTa JHeBHA A03a oT 10 mg. IIpu HeoOxonumocT,
[MOCJeIBallO YBEJIUYEHHUE Ha 1I03UTE, TPAOBA Ja C€ HANpaBH CbC CTHIKMU OT 5 mg, 06e3 1a ce
HaJBULlIaBa MaKCUMasiHaTa AHeBHa 103a oT 30 mg (BxK. T 5.1).

APUKOI'AH e epukacen npu go3u ot 10 go 30 mg/nneBHo. He e HabnionaBana yBennyeHa
e(pUKaCHOCT IpU JHEBHHM 103U MO-BUCOKH OT 10 mg, BHIIPEKHU Y€ HIAKOU MALMEHTH MOXKE J1a Ce
MOBJIUAAT O1arONpPUATHO OT MO-BUCOKHMTE /103H.

APUKOI'AH He ce npenopbyBa 3a NaUMEHTH ¢ IUM30(QpEeHUs HA Bb3pacT noa 15 roauHu, nopaau
OTCHCTBHE Ha JJaHHU 3a €(PUKACHOCT U Oe30macHOCT (BWXK ¢blo T. 4.8 1 5.1).

Manuunu enuzoou npu bunonsapno agekmueno pazcmpoucmeo mun I npu wonowu na u Hao 13 200unu:
npenopburTenHara 103a APUKOI'AH e 10 mg npuera BeaAHbK JHEBHO, HE3aBUCUMO OT XPaHEHETO.
Jleuenuero TpsaOBa na 3anouHe ¢ 2 mg (M3noa3Ba ce nepopaieH pazrsop 1 mg/ml) 3a 2 guu, TuTpUpa
ce 0 S mg 3a oule 2 AHHM, 3a J1a Ce JOCTUIrHE MpEenopbYUTEIHATA JHEBHA J03a OoT 10 mg.

[Ipoab/mKUTETHOCTTA HA JICYEHUETO TPAOBA 1a € MMHMMaJIHaTa HeOOX0AMMa 3a KOHTPOJI Ha
cumrnromure 0e3 1a Haasuwaea 12 cenmuum. He ce HabnionaBa noBuinaBaHe Ha epUKaCHOCTTA MPH
J103M 10-BUCOKH OT 10 mg aHeBHO, a AHeBHA 103a OT 30 mg ce CBbp3Ba ChC ChIIECTBEHO MO-BUCOKA
4eCTOTa Ha HEXKEJIAHUTE JICKAPCTBEHHU PEaKLMM BKJIHOYMTEIHO eKCTparnkupaMUIHU ChbOUTHS,
COMHOJIEHTHOCT, OTIAAHAJIOCT U YBEJIMYEHHUE HA TEI10TO (BK. To4YKa 4.8). 110 Ta3u npuynuHa, 103U 1o-
BUCOKHM OT 10 mg aqHeBHO TpAOBaA Aa ce npujiarat B U3KJIIOUYMTEIHU CJIy4au U MPH CTPHKTHO KIIMHHYHO
HabmoneHue (Bx. Touku 4.4, 4.8 u 5.1).

CpluecTByBa MOBUILIEH PUCK OT HEXEJIAHHU JIEKAPCTBEHW PEaKLIMH CBbP3aHH C apUITHUITPA30J1 34 110-
miiaauTe naurMeHTy. [1o Tasu npuunna, APUKOI'AH He TpsaOBa aa ce u3nosn3sa nNpu NalueHTH I0/1
13 rongunm (BK. Touku 4.8 1 5.1).

Paszopaznumennocm ceévpsana ¢ aymuzvm.: 0€30MacHOCTTAa U €(pUKACHOCTTA Ha apUITMIPAa30J1 MPH JIelia
1 IOHOLLIM Ha Bb3pacT 10 18 roauHu Bce ollle He ca yctaHOBeHH. HanuuHuTe 10 MOMEHTA 1aHHHM ca
OMUCAaHU B T. 5.1, HO NpenopbKHU 3a JO3MPOBKATa HE MOraT Ja Ob/1aT JaeHH.

Tukoee, cévpzanu cvc cunopoma Ha Typem: 6e3onacHoctTa U epukacHoctra Ha APUKOI'AH nipu
Jela ¥ FOHOLIHM Ha Bb3pacT oT 6 10 18 roauHu Bce ollue He ca yctaHoBeHH. HannwunuTe 10 MOMeHTa

JAHHH ca OMUCAHHU B T. 5.1, HO NMpenopeKH 3a 103UpPOBKATa HE MOraT Ja ObaaT JaJIeHH.

Cn CYUIHU nonyiaayuu

Heproopobro vepeacoane
He ce Haslara nmpomsiHa Ha 103aTa MpU NALUEHTH C JIEKO 10 YMEPEHO YePHOAPOOHO Hapi/iiR P
JIOCTAaTh4YHO JaHHH 3a MPENOPBKH OTHOCHO peKMMa Ha J03MpaHe NMpH MaUMEeHTH C TEX {- FENG by
Ha YyepHus 1po0. IIpu Te3n nauMeHTH € HeOOXOAMMO BHUMATEITHO ONpeNeIiHE Ha N03afaIBbIpEK: .




TOBa, IIPH [TALKMEHTHTE C TEXKKO YEPHOAPOOHO YBpeKaAaHe, MAKCHMAJTHATA JHEBHA 103a oT 30 mg
TpaOBa [a ce npuwiara ¢ NOBHIIEHO BHUMaHHe (BXK. TOYKA J.2).

bvbpeuno yepeosicoane
He ce ni3uckBa npoMsiHa Ha 103aTa MpH nauueRTH ¢ O60peyHo HapyIlleHHE.

Ilayuenmu 6 cmapyecka 6b3pacm

He ca ycranoreHH O€301acHOCTTa K e(PMKacCHOCTTa Ha apPHITHITPa30Jl 3a JICYEHHE Ha W30 peHN WIH
MaHMHHH erMH30,1H TPy OUNONAPHO a(PEeKTHBHO Pa3CTPOHUCTBO MPU MALIMEHTH HA M HAJ 65 roaMiliHa
Bb3pacT. B pe3ynrat Ha nO-ronsiMata YyBCTBUTENHOCT Ha Ta3H NOIMYJIALMA, 3aMI0YBAHETO Ha JICYEHHE C
[Mo-HUCKHM JO3H TPAOBA Aa ¢e UMa MPEABHUI, B CJIy4auTe KOraTo TOBA € KJIMHUYHO ONpaBAaHo (BX.
TOUKa 4.4).

[lon
He € HeoOxoaumMa rnpoMsaHA Ha 103aTa [IPH MALMUEHTHTE OT XKEHCKH [10J1 B CPABHEHUE C TE€3U OT MBXKH
noJa {BxkK. Touka 3.2).

Iywene
Mmaiiku npeapua MeTaboIHTHHS [THT HA APHITMIIPA30Jl, HE C€ Hajlara npoMsHa Ha J03aTa MpH IyIa4yH
(Bxk. TOUKA 4.5).

Adanmupane na 003ama nOPacu 3auMoOeucCmaus.

B cimyyait Ha eZHOBpeMeHHa ynoTpeba Ha apununpason ¢ MowHu HHXHOuTOpH HAa CYP3 A4 mnu
CYP2D6, nozaTta Ha apunurpason Tpsadsa aa ce peayudpa. [Ipy ciypaHe Ha JIEYECHHETO C
uHxuOHTOpH Ha CYP3A4 vnu CYP2D6 (M3BaKaaHeTO UM OT KOMOHHHPAHOTO JIeUeHHE), 103aTa Ha
apunMmpaso Tpadea aa ce nosuiuy (BxK. Touka 4.5).

[Ipn enHOBpEeMEHHOTO IIPUITOKEHHE HA apUnMOpa3oll ¢ MOlHU uHAykTopu HA CYP3 A4, no3ara Ha
apununpason Tpadsa na ce nopuiuy. Ilpu cnupane Ha nedyeHHeTo ¢ HHAYKTOpH Ha CYP3A4
(M3BAYKJAHETO UM OT KOMOMHHPAHOTO JICUEHHUE ), J03aT4 HA apHITHIIPpa3o) TpAOBa Aa ce MOHIKH J10
oOHyaiiHaTa npenopbUYBaHa A03a (BAK. Touka 4.5).

HauyuH Ha NpuIoXKeHHe

APHKOI' AH tabneTku ca 3a nepopasHO NPUIIOKEHHE,
4.3 IIpoTuBonoOKa3aHHA

CBpPBXYYBCTBHTE/IHOCT KbM AKTHUBHOTO BELLECCTBO WIH KbM HAKOE OT MOMOIIHUTE BELECTBA,
u3bpoeHH B Touka 6.1.

4.4 Cnenua/HH NpeayapexIeHua H NPeANAIHE MEPKH NpPpH ynoTpeda

[Io BPpCMC Ha aHTHIICUXOTHUYHOTO JICHCHHC, HD,E[OSPHB&HGTO Ha KJIHHUYHOTO ChCTOAHHE Ha ITal(UCHTA
MOXEC & OTHCME OT HAKOJIKO JHH JO HAKOIIKO CCAMHLHA, KAaTO HPC3 TO3H NEPHUO ITALIHEHTHTE mﬂﬁna
Ja 0Bp1aT Nox NOCTOSHHO HAOIIoONEHHe.

CYHULIMHOCT
B1B3HMKBAHETO HA CYHLIMAHO MOBEACHHE € MPUCHLLIO 3a NICHXHYECKUTE 3a00NaBaHKuA U adeKTHBHHUTE

pasCcTpOMCTBA H B HAKOM CJTYYaH 3a HEro ce cho0ulaBa CKOpO Clie] 3arovBaHe HIH ClIe CMAHa Ha
JICYEHHETO ¢ AHTUINICUXOTHLIY, BKJHOYHTEHO K C apurMnpa3on (Bxk. Touka 4.8). JleueHunero ¢
AHTUINCHUXOTHLM TPAOBa 11a ce ChIOBTCTRA ¢ HaOMoAEHHE HA BUCOKOPHCKOBUTE MALIMEHTH.

CepAeyHO-CBA0BH HAPYIIEHHUA
Apununpason Tpsadsa ga ce npunara npeaAnasjiuBo IIPH MALMEHTH ¢ J0KA3aHO Chpae
3abongBaHe (npexapaH HH(}apKT Ha MHOKapAa WIH HCXeMHYHA (0JiecT Ha CHPLIETO, CHR




HEAOCTATHYHOCT W/IH HAPYLUEHHSA HA NMPOBOAUMOCTTA), MO3BYHO-CBAORO 3ab0aBaHe, yCAOBHA, KOUTO
OKxa IOBEJIM 0 MPEeAPa3noN0KEHHE KbM XHIIOTOHUS (00e3BOAHABAaHE, XHITOBOJIEMHS H JICYEHHE C
AHTHXHTIEPTEH3HBHH JICKAPCTBEHH MTPOAYKTH) WU KbM XHIIEPTOHUA, B TOB2 YHCJIO YCKOpPEHA HIH
3JI0Ka4eCTBEHA.

CooOleHy ca ¢iaydad Ha BeHo3eH TpoMbemboan3eM (BTE) npu naiueHTH, npreMaim
AHTHUIICHXOTHYHH CPeACTBa. Thif KATO MPH TE3U MAUKMEHTH 4eCTO ce Habmoaasat npuaoOUTH pHCKOBH
¢daxropu 3a BTE, BcHukn Bb3MOXHHM pHCKOBM QaxkTOpH cieBa 1a OpaaT HASHTHQHUIUPAHHU TTPpEeaU H
[0 BpeEMe Ha TepalHATa ¢ ApUNIMIPA30N Y Ja ce NpeaNpHUeMaT NPeBaHTHBHHU MEPKH.

Y abibkapaHe Ha QT-uHrepBana
[Tpn KTHHHYHH H3NMHTBAHUA Ha apHIMIIpa3ol, yecTorarta Ha Q1 yabpkaBaHe € OWi10 CpaBHHMO C
nnanebo. Apunurnpa3son TpabBa Ja ce U3ION3Ba MPEAIa3IHBO MIPH NAUKEHTH ¢ paMIIIHA HCTOPHA Ha

QT yamipxaBaHe (BxX. TOYKA 4.8).

TapouBHA AUCKUHE3UA
[Ipy KTHHHYHH NPOYUYBAHHA B NPOJAB/DKCHUE HA €1Ha FOJIMHA HITH NT0-MAJIKO, CIIYYaHuTe Ha

HeOOXOAHUMOCT OT JIEYEHHE Ha MOSBUIIM C€ ANCKHHE3HH IO BPEME HA JICUCHHUETO ¢ APUITMITPA30J HE ca
yecTH. [Ipy nosBara Ha NpuU3HaLK H CHMITTOMH Ha TApAUBHA AUCKWUHE3HA TIPH NALMECHTH Ha JIEYeHHe C
aAPUITHITPA30J1, TPAOBa da ce OOMHUCIH Bb3MOXKHOCTTA 33 HAMAJIABAHE Ha J03aTa WIH MPEKpaTaBaHe Ha
neyeHHeTo (BX. Touka 4.8). Tezn CUMITTOMH MOXKe BpeMEeHHO ia Ce BIIOLIAT WM Ja ¢ MOABAT, AOPH
clieql CIUpPaHE Ha JICUCHHUETO.

LApyry ekcrpandpaMHMIHH CHMOTOMH
B kIMHUYHY NpOy4YBaHUS HA apHITMITPA30JI MPH Acla ca HabmoaaBaHW aKaTU3UA U MAPKWHCOHUIBM.

[Ipu nosBaTa Ha MPU3HALM U CUMOTOMH Ha Apyrd EPS npu nauyeHTH npueMalny apUMIIpasos,
TpA6Ba na ce 0OMUCITH BBE3MOXKHOCTTA 3a HaMaJIABaHe Ha 103aTa H BHUMATENTHO KIMHHYHO

HaOJIrONeHHE.

HesponenrHueH MaTUraed cHHApoM (NMS)

NMS e noreHnHanHo QarancH KOMILUIEKC OT CHMITTOMH, CBBP3aH ¢ aHTHIICHXOTHLHTE. [1pH KITUHWIRH
NPOYYBAaHMUA Ca JOKIAIBAHH pelku cirydyay Ha NMS no BpeMe Ha JieueHHe ¢ apUITUIpa3olL.
Knuuuysure mposed Ha NMS ca xunepnupexcus, MyCKyJIHa pUTHAHOCT, HapyllieH MEHTAIEH CTATYC
M IaHHH 338 ABTOHOMHA HeCTaOHIHOCT (ITPOMEHH B IMyJIC2 ¥ KPBBHOTO HAIATaHe, TAXUKApIHi,
avadopesa U CbpieuHa apuTMHA). JIOITBIHHTEIHO MOJKE 1a Ca HANIMIIEe H NOBHIIEHH CTOHHOCTH Ha
kpeaTiH pocdokruHazaTa, MUOTTIIOOUHYpHS (pabaoMHoIH3a) H ocTpa 6p0peyHa HenOCTaTHhYHOCT.,
CroblaBa ce cblIO Taka, 00aye, H 3a NOBUIIEHH CTOMHOCTH Ha KpeaTHH PochoKHHA3a U
pabaoMuonmu3a, He HEIPEMEHHO BbB Bpb3ka ¢ NMS. AKO NaldeHT pa3BHEe NPU3HALIM WIH CHMITTOMH,
XapakTepHH 3a NMS, unu uma HeoOACHHUMO BUCOKA TeMIICpaTypa 6e3 JONbIHUTENHHA KITHHHYHH
npu3Haiy Ha NMS, NIpHEeMBT Ha BCHUKH aHTHIICHXOTHLH, BKIKYHTEIHO apUIIAIpason, Tpadea aa ce
NpeyCcTAHOBH.

[ bpHOBE
[Ipy xIHHKWYHH NIPOYYBaHHKA ¢4 JOK/IAABAHH HEYECTH CJTy4YaH Ha bpUYOBE [0 BpeMe Ha JICYCHHE C

apurnunpasoi. ETo 3aio, apununpason tpabsa na ce npunara ¢ NOBHLICHO BHUMaHKE NMPH MalHEHTH
NpeKapanyd B MUHAJIOTO EMU304H Ha TEPUOBE WIH ChCTOSHUA CBBP3AaHH ¢ IbpyoBe (BX. ToUKa 4.8).

BBSP&CTHH NaltMcHTH C IICHX034, CBhpP3aHd C JCMCHIHA

[logutuena cmvpmuocm
B TpH ru1ane60-KOHTPOJIHPAaHH IIPOYYBAaHKMA Ha apHTNIMITPAa30/1 NPH Bb3PACTHH MALMEHTH {
cpeaHa Be3pacT 82,4 r ot 56 1o 99 r) ¢ ncuxosa, cepp3aHa ¢ 6onecTra Ha AxaiiMep
JIEKYBaHH C apHITHIIPa30J1 ¢a OMIIH H3NI0XKEHH Ha MO-TOJIAM PHCK OT CMBPTHOCT B Cpay
¢ auedo. CMBPTHOCTTA PH JEKYyBaHUTE ¢ APUITMIIPA30/ NalHeHTH € Omna 3,5 % B
% nipu rpynara c wianedo. Makap, ye npuuvHUTE 32 CMBPTTA ca OWIM pasNMYHHU, MOk




CBBP3aHH CbC CHPACYHO-CHAOBH HHLMACHTH (HAIp. ChbpACYHA HEAOCTATEYHOCT, BHE3alIHA CMBPT) HIH
HH(pEeKUUH (Hanp. IHEBMOHMS ).

Lepebpo-sacxynrapru nexcenranu peaxyuu

B chinuTe NMpoy4BaHUA ce choOLIaBa 3a Lepedpo-BaCKyIapHH HEXENIAHH PEAKLHK (Hanp. HHCYIIT, 43
npexoAHa HCXEMHYHA aTaka), B T.4. U (aTanHd HHUHICHTH (cpeana Bu3pacT 84 r., ot 78 no 88 r.).
O61o npu 1,3 % OT IEeKYBaHHTE C apUITUIIPA30J1 MALKEHTH ce cprobmasa 3a 1epebpo-pacKyiapHi
HEXXeJIAaHK peakUHH B cpaBHeHHE ¢ 0,6 % nmauedo-nexypaHu nauMeHTH. Painukara He €
CTAaTUCTUYECKH 3HauMMa. B enHO KITHHUYHO Opoy4yBaHe ¢ pUKcHpaHa Aosa odaue, ce cbo0I11aBa 3a
3Ha4YMMa BpPb3Ka MEXKIy J03aTa H OTTOBOPa H LepeOpo-BaCKyJapHUTE PEakilW MPH NMaLUEHTH
JIEKYBAaHH ¢ apUIMIIpa3on (BxK. To4ka 4.8).

ApUIMNpa3os He € [TOKAa3aH 34 IEYEHHE Ha NMCHX03a BCJICACTBUE HA NEMEHIIUA.

XuneprivkeMus ¥ 3axapeH quader

HMma croblieHNs 3a XHNECPriuKEMHS, B HAKOH CITy4Yad IMPEeKOMEPHA U CBBP3aHA ¢ KETOALMA03a WIH
XMIICPOCMOIapHa KOMA WK CMEPT, NTPH ITALMEHTH JICKYBAHH C ATHIHYHH AHTHIICHXOTHLIM,
BKJIIOUMTE/THO apUITMITPa3oil. PUCKOBUTE PaKTOPH, KOMTO MOTaT Aa A0BEAAT NAUMUEHTHTE 10 TEXKKH
YCIOXHEHHS, BKJTIOUBAT 3aTIBCTABAHE H NpeAnIlHHK 3a601aBaHus oT auaber B ceMelicTBOTO. B
KAMHHYHH NPOYyYBAHUA C apUMUIIpa30il He ca HabIoAaBaHH 3HAYKHMH pa3IMMHs 10 OTHOHIEHHE
4YeCcTOTATa Ha HEXKETAHHTE PeAKLIWH, CBBP3aHH ¢ XUIIepridkeMius (BKIFOUXTENHO AuabeT) Wiy 1o
OTHOlIleHHe Ha abHOpMHM J1abopaTOpHH CTOMHOCTU HA MIMKEMHUA B cpaBHeHHUe ¢ rutauefo. Hama
TOYHHM PHCKOBH JAHHH 38 CBBbP3AHH C XHICPrIMKEMHATA HEXKETAHH peakliMK NPH MAlMEHTHTE
JIEKYBaHH € apUITHIIPA30J K ¢ APYTH ATUITHYHH aHTHIICHXOTHLH, 34 Ja MOXE [1a C€ HallpaBH JUPEKTHO
cpaBHeHue, [lallHeHTHTE, TeKyBaHHU ¢ HIKAKBH AHTHIICHXOTHLIH, BKIIOYMTENIHO U apHITMIIPa30jL,
TpadOBa na ObaaT HabnloJaBaHH 3a NPU3HALIM H CUMIITOMH Ha XHNEPrAHKEMHs (HaNp. NOJIUIHIICHA,
MoKy pHs, nomudarus ¥ cnabocT), KaTo CbCTOAHHETO Ha MALIMEHTH Che 3axapeH quader wim ¢
PUCKOBH (PaxTOpH 3a 3axapeH Auader Tpsadra peJOBHO Aa ce KOHTPOAMPa, NOPaIH ONACHOCT OT
BAOLIABAHHE Ha MNIHOKO3HHA KOHTPOJI {BX. TOUKa 4.8).

CBpBXYYBCTBHTEJIHOCT
[Ip1 apHnMIIpa3os MOTaT Ja Bb3HUKHAT peakilid Ha CBPBXUYYBCTBHTENHOCT, XapaKTepH3UPALIH Ce C
ANIepru4HU CUMITTOMH (BX. TOUKa 4.8).

YBenHyagaHe Ha TErJIOTO

YBenuuaBaHeTO Ha Teriioro ce Habmoaasa yecto npH 60/1HU oT WM30dpeHHUS ¥ OMITOJISpHA MaHUA
Nopajy ChITbTCTBAIIU 3a00JABAHNUA, U3TION3RBAHE HA aHTHIICUXOTHLIH, 38 KOUTO C€ 3Hae, Y€ BOAAT A0
YBEJIHUYEHO TEIJIO, HE3APABOC/IOBEH HAYHMH HA XKUBOT, KATO MOXKE 1A C€ CTUTHE 0 TE€XKH YCIIOKHEHH.
3a yBemMUaBaHE HA TEMIOTO ¢e chodIaBa B ITOCT-MAPKETUHIOBUS MEPHOA MPH NAlLlMEHTH, HA KOHTO €
MPEeANUCaH apHITMNPa3ol. AKO HMa TaKHBa CTy4yal, Te ¢a OONKHOBECHO MPH NALMEHTH ChC 3HAYHTEIIHH
PHCKOBH (PaKTOpH, HAIIPUMEP NpeaHIlHO 3a00naBaHe OT AuadeT, HapyleHUA Ha IHTOBUIHATA #Ule3a
KM aJ€HOM Ha XHIIodH3aTa. B KTHHUMHY H3NMTBaHUS HAMA JaHHH, Y€ apUITHITPa30Jl MPeAM3BHKBA
KIIMHWUYHO 3HAYHMMO YBE/IHYABAHE HA TEIJIOTO NPH Bb3PACTHHU (BXK. TOUKa 5.1). B KIIHHHMHH
[MPOYYBAaHUA NPH IOHOIIH ¢ OMNoNApHa MaHHA, apHNUMIPA30] Ce CBBP3BA C YBEIHYABAHE HA TETJIO Clel
4-ceaMuuHoO JeueHue. KOHomn ¢ GunonspHa MaHua TpA6Ba a ce NPOCIENNBAT 33 yBe/IMUaBaHe Ha
Ternoro. AKo ce Hab/moaaBa KIMHHYHO 3HAMHMO YBETMYEHHE Ha TErNoTo, TpA0Ba Ja ce oGMHUCIH
HaMaJIABaHe Ha ao3arta (BX. Touka 4.8).

Hucdarng

aCIIMPaUYOHHA MTHEBMOHHA.




[TaTOIOrHYHO BAEYEHHE KbM Xa3aPTa M JPYrH Pa3sCTPOHCTBA B KOHTPOJA HA HMIYJICHTE
[TauMeHTHTE MOTaT Ja M3MHMTBAT [TOBHILICHH BJIeYeHUA, 0COOEHO KbM Xa3apT, KaKTo H

HEBB3MOXKHOCTTA 33 KOHTPOJ Ha T€3H BlIeYeHHs, JOKATO MpUeMaT apuIMIIpason. [pyrure BieyeHns
BKJIIOYBAT: TIOBHILCHH CEKCYATHH XKEJTaHHA, KOMITYJICUBHO M1a3apyBaHe, NPesDKAaHE WIH KOMITYJICHBHO
npesKaaHe, U Apyrd BUAOBE HMITYJICHBHO H KOMIYJICHBHO NOBEACHHE. BaxKHO € nekapure,
NMpeAnUCBaLlM JEKAPCTBOTO, Ja Pa3MUTBAT MALKMEHTHTE WM TeXHUTE OONMHOrIe a4y HaCOYeHO 3a
pa3sBHTHETO HA HOBO WIH NOBHUILIEHO BIEUE€HHE KbM Xa3apT, CEKCYATHH >KelaHMs, KOMITYJICHBHO
a3apyBaHe, [pesKIaHe WK KOMITYJICHBHO NIpesokAaHe, M APYTH BUIOBE HMITYJICHBHO H
KOMITYJICHBHO NOBEAEHHKE 10 BPEME HA JICYCHUE ¢ apununpason. TpsOBa aa ce ordeliexu, ue
CHMITTOMHTE Ha Pa3CTPOHCTBA B KOHTPOJIA HA HMITYJICHTE, MOraT [ja ca CBhpP3aHH ¢ OCHOBHOTO
3a00JIABaHE; BBIIPEKH TOBa, B HAKOH CITydaH ¢e Cho0LliaBa 3a NPEKPaTABAHE HA BJICYCHUATA PH
HaMaJIABaHE HA J03aTa MM NPEyCTAHOBABAHE Ha NMPUEMA HA JIEKapcTBOTO. PascTpoiicTRaTa B
KOHTpOJia Ha UMITYJICUTE MOTAT [1a HaBPEAAT Ha MALMEHTa ¥ Ha IPYTH Xopa, ako He ObaaT pasno3HaTH.
Tpsbea na ce 0OMHCIH HAMaNIABaHEe Ha f03aTa WIM NPEKpaTABaHE Ha IPUEMA, aKO MALMEHTHT Pa3BHe
TAKHUBa BICUYECHHUA, JOKATO NPpHUEeMa apunMnpasoi (Bx. Touka 4.8),

JlaKkTo3a
APHKOI'AH tabnetku cpabpiat nakrosa. [lammenmiure ¢ peakH BpoJeHH NpoblieMH Ha rajlakTo3Ha

HENIOHOCHMOCT, TOTA/IHA JIAKTa3HA HEJOCTATHYHOCT WIM IMIOKO30-ralakTo3Ha Manabcopuusd, He
TpsaOBa 1a NMPHEMAT TO3H JIEKAPCTBEH MMPOAYKT.

[latmentu cbe cpnbTeTBAIl ADHD (cHHAPOM Ha XUIIEPAKTHBHOCT ¢ A€ UT Ha BHUMAHHETO
Bwnpeku de GunonapHoTo adpeKTHBHO pasctpoiicTBo THI I 1 ADHD yecTo ca CBITBTCTBALIH
ChCTOSHHUSA Ca HAJTMYHH OTPaHWYEHH JAaHHH 3a €AHOBPEMEHHOTO NPWIOKEHHE Ha APUITHIIPa3oll U
cTUMyNaHTH. 1lopany Ta3u npHyKHa Te3U ekapcrsa TpadBa ga ce npunarar ¢ ocobeHo BHHMaHHE,
KOraTo ca B KOMOHMHALIHA.

[laganud

APHITHIIpa3o/ MOXe Ja IPHYKHH CBHITHBOCT, NNOCTYpallHa XHIIOTOHHSA, MOTOPHA M CEH30pHA
HECTAOHITHOCT, KOMTO MOTAaT Ad AoBenart no najaHuis. Heo6xoaumo e BHHMaHKE, KOTATO Ce JIEKYBAT
MALMEHTH C MO-BUCOK PUCK, U TpAOBa Ja ce OOMUCIH NO-HUCKA HavalHa A03a (Harnp. MalMeHTH B
CTapyecKa Bh3pacT WIK H3TOLICHH MALHEHTH; BX. Touka 4.2).

4.5 BiaumoaeHCTBHE ¢ APYI'H JIEKAPCTBeHH NPOAYKTR 4 ApYrd GopMH Ha B3aEMOoJelicTBHe

[lopanu cBog 0 ]1-anpeHepruyeH peLenTOpeH aHTaroHU3bM, apUITUOPa30a MOXE da YCIIH edekTa Ha
HAKOW aHTHXHUMNEPTEH3IUBHHU JIEKapCTBEHH MPOAYKTH.

[Topagu ocHoBHMA edeKT Ha apununpason epXy LIHC, e Heo6xo1uMO NOBHIIIEHO BHHMAHKE NPH
ynotpebara Ha apuIIMNPa3o B KOMOHHALMA ¢ AIKOXON WIH APYTH JIEKApCTBA AeliCTBAIIH BBPXY
LIHC, ¢ noTeHHa/IHa BE3MOXKHOCT 3a [10siBa Ha He)KeNaHH JIEKAPCTBECHH peaKIiH, KaTo ceaupaHe (BxK.
Touka 4.8).

Tpsabea 1a ce BHUMaBa MHOTO, aKO apHIMIIPA30JI CE MpHJIara eHOBPEMEHHO C JIEKAPCTBEHH
NPOAXYKTH, IPHYMHABALIM YABDKkaBaHe Ha QT-uHTepBana wmu eNexKTponHTeH Aucbaianc.

B13MOKHOCT 34 Bb3TEHCTBHE HA JPYIH JIEKAPCTBEHU NMPOAYKTH BhDPXY aPHITHIIPA3OJ]

HHXuOUTOPHT Ha CTOMAILIHATA KMCEMUHHOCT, Ho-aHTaroHMCeTET (haMOTUAMH, HAMAIA
abcopbLua Ha apMITHIIPa30l, HO TO3H e(eKT HAMA KJIHHHMYHA 3HAYHMOCT.

ApHIIMIpa3on ¢e MeTabOIH3UPa Ype3 MHOXKECTBO METAOOIHTHH THTHILA, BKIKOYBE
cucteMr CYP2D6 u CYP3 A4, Ho He 1 CYP1A. ETo 33110, NpH Myl1a4yy He ce Ha:
103ara.

Ba CK




Xunuoun u opyveu mownu CYP2D6 unxubumopu

B knMHUYHO MpOyYBaHe Mpu 3aApaBH A0OPOBOILM, MOIMHUAT HHXUOUTOP HA CYP2D6 (XvHMONH) BOAH
no nopuiliasade Ha AUC Ha apunumpason csc 107 %, nokaro crofitHocTTa Ha Cmax ocrasa
HerpoMeHeHa. AUC u Cmax Ha JeXHAPO apMIIMIPA30, KOWTO € AKTHBEH MeTabOJIHUT Ha
apUITUIPA30J1, HAMAJIABAT CbOTBETHO C 32 % u 47 %. Ilpu eAHOBPEMEHHOTO MPUIOKEHHE Ha
ApHKOraH ¢ XHBMOUH, 103aTa HAa ApUKOraH TpabBa Aa ce HaMalM MOYTH HAMOJIOBKHHA CIPIMO
obnuaitHo npeanuceaHata go3a. IlogoOHu edexT MOXKE a ¢€ OYAKBaT H IIPH APYTH MOIIHH
UHxuoHuTOpH Ha CYP2D6, KaTo QIyOKCETHH H IMAPOKCETHH, MOPAAH KOETO € HEOOXOAUMO CHUIOTO

peayuMpaHe Ha Jo3ara.

Kemoxouazon u opyeu CYP3IA4 unxubumopu

B KIMHUYHO MpOy4YBaHe NpU 34paBH A0OPOBOJILM, MOIHHUAT UHXUOHTOP Ha CYP3 A4 (xeTOoKOHA30)
noeuaea AUC 1 Cmax Ha apununpason ¢boTBeTHO € 63 % u 37 %. AUC u Cmax Ha aexuapo-
APUNIMIMPA30J1 Ce [MOBHIIABAT CHOTBETHO ChC 77 % U 43 %. [1pu CYP2D6 6asHu MeTabonuzaropu
eAHOBPEMEHHOTO MPUIOKEHHE Ha MOLITHK MHXHOKTOpU Ha CYP3 A4 Moxe Ia qoBene A0 MO-BHCOKH
[UTa3MeHUH KOHLEHTpALMM Ha apUITHIIpa3ol, B cpaBHeHHe ¢ Te3H npu CYP2D6 6np3u
meTabonusaTopu. I1pu eaHOBpEMEHHO MPHWIOKEHHE HAa KeTOKOHA30J1 WM APYTH MOLITHH HHXHOHTOPH
Ha CYP3A4 u Apukoran, Tpa0Ba z1a ce HalpaBH OLICHKA HA ChOTHOUIEHHETO MOJ3a/PHCK 324 NALIMEHTA.
[Ipu eqHOBpeMeHHA ynioTpeda Ha KeTOKOHA30a H ApHKOraH, Jo3aTa Ha ApMkoraH TpaOea na ce
HaMaJTH HaIoOJIOBHHA, CIIPAMO 0OM4YaiHO npuiaraHara 103a. [lonoOHu edekT MoXke 1a ce OYaKBaT H
[pH ApYrd MOLIHHA UHXHOUTOPU HAa CYP3 A4, kato urpakoHason 4 HIV nporeasan uuxuburopy,
[opagu KoeTo € HeoOXOOUMO CBILIOTO PeaAYLIMpaHe Ha Jo3aTa (BxK. TOMKA 4.2).

IIpu npeycranossasaHe npueMa Ha CYP2D6 wnu CYP3 A4 uuxuburop, ao3ata Ha ApuxkoraH tpsbea
/1a ¢e MOBHILUHU A0 Ta3U MPWIAraHa npejiy 3ano4BaHe Ha KOMOHUHUPAHOTO JICYEHHE.

Korato cnabu unxuburopu Ha CYP3 A4 (Hanp. quntuaszem) win CYP2D6 (Hanp. ecuutanonpam) ce
U3I10J13BAT €JHOBPEMEHHO ¢ APHUKOraH, MOXKE 4 ¢€ O4aKBa ¢1ado NOBHMIIABAHE Ha TUIa3MEHHTE

KOHLICHTPALIMH Ha apHITUIIPa3on,

Kapbamazenun u Opyeu CYP3A4 undyxmopu

Cnen eqHOBpEMEHHO Npuiiarade Ha kapbamasenus, MouieH uHaAykrop Ha CYP3 A4, u nepopaneH
ApHITHIPA30J1 TIPH MALUKEHTH ¢ [IX30MpeHHs HIH LH30a(PeKTUBHO PasCTPOMCTBO, H3MEPEHHUTE
reomerpudHHM cpeaAHd Ha Cmax u AUC Ha apununpa3zon ca OHIH MO-HHCKM ChC CHOTBETHO 68 % 1 73
%, CIIPAMO TE3M NPH CAaMOCTOATEIHOTO NPINIoKEHUE Ha apununpa3on (30 mg). [TomobHo Ha ToBa,
reoMeTpHiHUTE CpeaHH Ha Cmax 1 AUC Ha pexuapo- apurmunpasol, ciel €AHOBPEMEHHO
[MPHIMKEHHE ¢ KapOaMa3enuH ca OWIHM NO-HUCKH cLOTBETHO ¢ 69 % u 71 %, cnpamo Te3u npu

CAMOCTOATETHOTO INMPWICKECHHEC HA apUITHNIPA30t.

[Ipu enHorpemMeHHaTa ynoTpeda ¢ kapbamazelnH, [o3aTa Ha apMITMNIpa30J1 TpAGBa fa ObJe yIaBoeHa.
[Tono6Hu edexT MOXKE Aa ce O4aKBaT NPHU €JHOBPEMEHHO MPHAaraHe Ha apUITHPA30J ¢ APYTH
HHIyKTOopH Ha CYP3A4 (karo pudamnuuuy, pudabyTuH, heHuroun, penobapouTan, NpUMHAOH,
epaBUpEHL, HEBUPANHUH U )KBIT KaHTapHOH ), KOETO Hajlara NoA0OHO MoBHIIaBaHe Ha Ao3ara. [IpH
npeycTaHoBABaHE Ha npueMa Ha molnHuTe CYP3 A4 mHaykTopH, nozarta Ha ApukoraH Tpsa6Ba 1a ce
peaAyuMpa a0 odH4adiHO npuiiaraHa J03a.

Baanpoam u aumiuii
[Ipu enHoBpeMeHHaTa ynoTpeba Ha BajpoaT WM TMTHIA C apHITHIIPa30J1, He € HabmoiaBaHa

KIHHHYHO 3Ha4Y¥Ma IIpOMAHa B KOHUEHTpaUMHTe Ha apununpason. [Iopagu Toea He e HeoOXoauMo
KOpHMTHpaHe Ha 03aTa, KOraTo BAJINPOAT WIH JIMTHH Ce NMPWIAraT ¢ ApHITHITPa3ol.

lToreHuManHa Bb3IMOXXHOCT apUIKINPA30Jl a Bb3AEHCTBA BBPX

B knMHU4HHM npoy4yBadus, 2034 oT 10-30 mg nHeBHO apunuNpaszoll, He ¢a MoKa3asl
BLpXY MeTabonusma Ha cybctpaTute Ha CYP2D6 (CHOTHOLIEHHETO JEKCTPOMETOPQMEE3



meTokchMopdhuHaH), CYP2C9 (Bapdapun), CYP2C19 {omenpaszon) u CYP3 A4 (aekcrpomeropdan).
(OcBeH ToBa, apHITUIIPA30J K IEXHIAPO-aPHIIMIIPa30J1 He ¢a NOKA3a/IH MOTCHLMAN 33 Bb3OSHCTBHE
BEpXY CYP1A2-mequupanuns MeTabonu3eM in vitro. ETo 3ai110, He ¢¢ O4akBa apHITHIIPa3oil Ja JoBeje
10 KITMHUYHO 3HAYMMH JICKAPCTBEHH B3aUMOAEHCTBHA C JICKAPCTBEHH IIPOAYKTH, MEJIMHPAHU OT TE3H
€H3UMHH CHCTEMH.

[Ipy enHOBPEMEHHOTO MPWIOKEHHE HA APUITUNPA30 C BAINPOAT, IMTHH WIH TaMOTPHTHH, He ca
Ha6/IoAaBaHH KIMHHYHO 3HAYMMH MPOMEHH B KOHLEHTPALMWTE HA BAJINPOAT, JIHTHH HIH
JTAMOTPHTHH.

Cepomonunos cunopom

Cp0obLaBaHM ¢a CIy4yau Ha CEPOTOHMHOB CHHAPOM MNpPH NALMEHTH NPHEMALH ApHITHTIPa30Jl, KaTo €
Bb3MOXKHA [10ABA Ha MIPU3HALIU ¥ CHMITTOMH CBbP33aHH C TOBA CHCTOAHKE, 0COOEHO NMPpH eAHOBPEMEHHO
MpHeMaHe Ha CEPOTOHHHEPIUYHU JeKapcTBEHU NPOayKTH, kaTo HanmpuMep SSRI/SNRI win TakHea, 3a
KOUTO € U3BECTHO, Y€ MTOBHIIABAT KOHILICHTPALIMATA Ha apUnunpason (Bx. To4ka 4.8).

4.6 ®epTHIANTET, OpeMEeHHOCT H KbPMERe

bpeMeHHOCT

He ca npoBexaaHH CbOTBETHH KOHTPOJIMPAaHU NMPOYUBAHHUA C APHITHITPA30/ MpH OPpEMEHHH >KEHM.
HoknanpaHH ca KOHFCeHHUTATHH aHOMATHH, 00ade, He MOXKe Aa C€ YCTAHOBH NMPHYHHHO-CIEACTBEHA
Bpb3Ka ¢ apumunpas3o. [IpoyusanusTa npH *KABOTHH HE H3KIIFOYBAT BE3MOXKHOCTTA 34 MOABA Ha
TOKCHYHOCT (BiK. Touka 5.3). [lanmenture TpabBa na ObaaT CHBETBaHM A OCBEOMAT JIEKYBALIMA
JeKap B C/Ty4ai Ha noABa Ha OpeMEHHOCT MITH, aKo IJIAaHHPAT TaKaBa 110 BpeMe Ha JEeHEHHETO ¢
apununpaszon. [lopagu HepocTarbuHUTE NAHHK 32 6€30MACHOCT MPH XOpa K Pe3y/ITATHTE NOMYYEHH OT
pPeNnpoOaAYKTHBHUTE NMPOYYBAHUA NPH JKUBOTHH, TO3H JICKAPCTBEH MPOXYKT He TpaOBa Aa ¢e nmpuiara rno
BpeMe Ha OpeMEHHOCT, OCBEH B CJTy4aWTe, KOraTO OYaKBAHATA IMOJI3a ACHO ONpABAaBa MOTEHIHATHHSA
PHCK 3a ILU10Ja.

IIpn HOBOPOJEHH, H3NOKEHH HA AHTHIICUXOTHULM { BKITIFOUMTENHO APUTTHNIPA30/) PE3 TPETHA
TPUMECTHP Ha OPEMEHHOCTTA HMA PHCK OT HEXENaHH JICKaPCTBEHH PeaKluH, BKIKOYBALLIH
eKCTpanMpaMHIHH CUMITTOMH H/WIN CUMITTOMHM Ha OTHEMAHE Clie]] PAKAAHETO, KOMTO MOTaT Ja
BapHpaT Mo TEKECT H NPOABLKUTENHOCT. JIOKIaaBaHH ca ciiydad Ha Bb30yaa, XUMepTOHMA,
XHIOTOHHA, TPEMOP, COMHOIICHTHOCT, peCIIHPATOPEH AUCTEPC WIH XPAHUTE/IHA pa3CTpOHCTBA.
3aTopa, HOBOpOJAEHUTE TpAOBa na ObaaT BHUMATEIHO MOHHTOPHPAaHH (BXK. Touka 4.8).

Kspmene

ApHIHUIpa30/i/MeTaboNUTH Ce OTOEAT B KbpMaTa. Tpa0Ba a ce B3eMe pellieHHE JaJIH 1A ce
NPeyCTAHOBH KBPMEHETO HIH A2 C€ MPEKPATH JCYCHHETO C apUITHIIPAa30J1, KaTo C¢ B3¢MaT NpeaBH
[10J13aTa OT KEPMEHETO 33 AETETO M MOJI3aTa OT ACYCHUETO 34 XKEHaTa.

OepTuaurer
APHIIMIIPA30N He YBpeXIa GepTHINTETA, B3 OCHOBA HAa JaHHHU OT NPOYYBAHHA 34 PeNpoyKTHBHA
TOKCHYHOCT.

4.7 EdexTn Bhpxy cnocofHocTTa 32 modHpane H paboTa ¢ MAIHHH
APHIIHOPa30J NOBAXABA B MAJIKA 10 YMEPEHA CTENeH crocoOOHOCTTA 32 ogHpaHe H paboTara ¢

MAallIHHH, B PE3yJ/ITAT HA [TOTCHUHMAIHHITE €(EeKTH BbPXY HEPBHATA CHCTEMA U 3PEHHETO, KATO Cenalus,
COMHOJICHTHOCT, CHHKOII, 3aMbITI€HO 3peHHe, AMILTONHUA {BX. TO4YKa 4.8).

4.8 Hexxenanu JieKapCTBEHH PeaKIHH

PestoMe Ha nmpoduna Ha HezonacHoCT




Haii-1ecTo AoKIaABaHATE HEXKEJIAHH JIEKAPCTBEHH PEaKLIMH B IUIALECO0 KOHTPOJIHPAaHH NPOYYIBaHHA Ca
OWIH aKaTHU3UA U raficHe, TIOABSBALIM Ce IIpH Had 3 % OT NalMeHTHTE, JIEKYBaHHU C NEPOpaicH
apUITHIPAa30Jl.

TabnuueH cnHCHK HA HEXEJTAHHWTE PEAKLIMH

YecroraTra Ha HexkelaHH JiekapcTeeHU peakuuu (HJIP), cepp3anm ¢ apurmnpasosn, ca u3bpoeHn B
Tabnauila no-goy. Tabnuuara ce 0CHOBaBa Ha HeXKEJIaHH CHOWTHA, NOKIIaIBaAHH 1O BpeMe Ha
KITMHHYHH TPOYUBAHUA W/HUITH MTOCTMAPKETHHIOBA yrioTpeda.

Bewuxu HJIP ca u3bpoeHu 1o cucTemMo-OpraieH Kaac M 4ecrora; MHOro uectu (= 1/10), yectu

(> 1/100 mo < 1/10), veuectu (> 1/1 000 go < 1/100), peaxu (= 1/10 000 oo < 1/1 000), mMHorO
penku (< 1/10 000) 1 ¢ Heu3sBecTHA YecTOTa (OT HANHYHHUTE JaHHH HE MOXKe Aa Objie HanpaBeHa
ouLeHKa). IIpy BCAKO IpyNuUpaHe IO YeCTOTA, HEXKEAHUTE PpeakLMU ¢a NPEACTABCHH B HH3XOIALI
pell 10 OTHOLISHHE HAa TAXHATA CEPHO3HOCT.

YecToTaTa Ha HEXENAHWTE PEaKUYH, CHOOIICHH MO BPEME HA MOCTMApPKETHHIOBaTa ynorpeba, He
MoXe Aa Onje onpeneNieHa, Thil KaTo Te ca MOIy4YeHH OT CNOHTaHHH ¢hoOIeHHs. CleqoBaTeIHO
YeCTOTaTa Ha TE3W HEXKEIAaHH CHEOHTHA ce onpeleis KATO ,,¢ HEH3BeCTHA YecToTa (0T HUTMYHHTE

JaHHH He MOXKe A2 OBb/Je HarpaBeHa OLICHKaA) .

Hapyiienus Ha KpbBTAa H JHMQHATA CHCTEMA

C neuzgecmua yecmoma. NEBKONEHUA HEYTPONCHUS TPOMOOLHTONEHHS
Hapymenusd aa HMYHHATA CHCTEMA

C neuzgecmHa yvecmoma. alepruyHa peakuus (HanpuMep aHadHIaAKTHYHA PEAaKLg, aHTHOedeM,
BK/HOYMTENHO MOAyBaHE Ha €3HKa, €IeM Ha e3UKa, eleM Ha JIMLIEeTO, ajiepruYeH MPYPHTYC WIH
_YPTHKap¥)

Hapymenns HA eHIOKPHHHATA CHCTEMA

Hevecmu: XxunepnpojakTUHEMHs, TOHHKEH NMPOAAKTHH B KPhBTA

C neuszgecmua yecmoma: nMaberHa XunepocMoapHa KomMa, 1HabeTHa KeToaruao3a
Hapymenng Ha MeTal00IH3IMA H XpAaHEHETO

Hecmu. 3axapeH adaber

Heuecmu: xuneprimkeMus

C reuzgecmna yecmoma.: XUINOHATPEMHS, AHOPEKCUSA

IlcHXHYHHY HADYIICHHS

Hecmu: 6e3CbHHAE, TPEBOKHOCT, H€3MOKOHCTRO

Heuecmu: penpecusa®, XunepceKkcyasHoOCT

C Heusgecmna wecmoma: CyULIMIEH OINUT, CYMLMAHA HOSALMS H H3RBPIIEHO CaMOyOUICTBO
(BXK. TOuKa 4.4), IaTOJNOrHYHO BICYEHHE KbM Xa3apT, pa3cTPOMCTBA B KOHTPOJIA HA

HUMIIYJICHTE, ITpesDKIaHe, KOMITYJICHBHO Ia3apyBaHe, [IOPHOMAHMA, arpecusd, Be30ya,

' HEPBHOCT

HapymeHHS HA HEPBHATA CHCTEMA

Yecmu. akaTHU3Hs, eKCTpaNMpaMUIH{ HapyILIeHHs, TPEMOP, I1aBoOOIHE, ceaalus, COMHONEHTHOCT,
3aMasHOCT

Hevecmu: TapivBHa AMCKMHE3MA, IUCTOHHA, CHHAPOM HA HECMIOKOMHHTE KpaKa

C neusgecmna wvecmoma: HEBpONENTHYECH MaJMrHeH cuHapoM (NMS), reHepannsupanu
TOHHYHO-KJIOHHYHH MpHIIaALLM THI “‘grand mal”, CepOTOHHHOB CHHAPOM, HapyIIEHHE Ha
roBopa

HapymeHHa HA OMHTE

Hecmu.: 3aMBrieHO 3peHHe

Hevecmu: punnonus, gotododus

C neusgecmna yecmoma:. OKyJIOrHpU4Ha KpH3a
CuvpaeynH HapyHIeHHS

Heuecmu: Taxukapnusa™




C neuzgecmna yecmoma: BHe3armHa HeoOACHHMa CMBPT, torsades de pointes, KaMepHH
apUTMHH, CbPICYEH apecT, Opanukapaus

Cba0BH HAPYIDEHRA

Hevecmu: OpTOCTaTUYHA XHUIIOTOHUA

C neusgecmua wecmoma. BeHo3Ha TpoMboembonua (BxmrounTenHo 6enogpodbua embomia u
AbN0oKa BeHO3HA TpoM003a), XMIIEPTOHHA, CUHKOTI

PecnHpATOPHH, (PBAHM H MEAHACTHHAIHHE HAPYIUICHHUS

Heuecmu: xpnaHe

C Heuzgecmua yecmoma: aCIHPALIMOHHA ITHEBMOHMS, JIAPHHIOCTIa3bM, OpOodaprHHIreasieH Cnasbpm
CToMAIIHO-YPEeBHH HAPYUICHHS

Yecmu: KOHCTHNIALMA, OHCTIETICUS, TaJeHe, XHIIEpCalMBaLHs, TIOBPBIIAHE

C HeuzgecmHa yecmoma. NAaHKpeaTHT, aucdarui, AMapHs, KOPEeMeH

IUCKOMOpT, CTOMAIEH AUCKOMQOpPT

XenaToOunHAPHH HADYIIEHHSA

C neusgecmua wvecmoma. YepHOOpOOHA HEAOCTATHYHOCT, XENATHT, XbITSHHLIA

Hapymenus Ha KOXKATA H NMOAKOXKHATA THKAH

C neuzsecmna vecmoma: OOpHB, peakums Ha POTOTYBCTBUTENHOCT, ANONCLUSA, XHIIEPXHIPO3a,
NICKAPCTBEHA peaklMA ¢ €03HHOPHIHA H CHCTeMHH cHMITOMH (DRESS)

HapymeHus HA MYCKYJIHO-CKe/J1eTHATA CHCTEMA H CHEIAHHTE/IHATA ThKAaH

C neuzgecmua wecmoma. pabJOMHOIIH3a, MHAJITHA, CKOBAHOCT

Hapymenns Ha 0b0pennTe H NHKOYHHTE ALTHINA

C neusgecmua wecrnoma.: VHKOHTUHEHLUS Ha YPUHA, 3aIbp)KaHe Ha YpUHA

CoheTosgHuS, CBLP3aHH ¢ OpeMenHOCTTA, POAOBHE H NOCACPOAOBHAS NEPHO

( neuzgecmna yecmoma. CHHAPOM Ha OTHEMAHE NPH HOBOPOIEHH (BXK. Touka 4.0)
Hapymenns Ra penpoiyKTHBHARTR CHCTEMAa H I'bpAHTeE

C neuseecmna wecmoma: NPHANUIBM

OO01H HapYIIeHHNA H e(PpeKTH HA MACTOTO HA NMPHJIONKEHHE

Yecmu: ymopa

C Heuzgecmua yecmoma: HapyllieH’s B TEPMOPEryJalMaTa (HAMPpHMED XUMIOTCPMHUA, IMHPEKCH),
Gosika B repaMTe, NepHPEpeH OTOK

Hicaensannn

C Heusgsecmua yecmoma: HAMATIABAHE HA TEIJIOTO, YBE/IMYABAHE HA TEMJIOTO, NOBHIIEHA AlaHHH
aMHHOTpaHc(epa3a, [I0BHLIEHA acnapTat aMHHOTpaHChepa3a, NOBHIICHA raMa-riTyTaMH
TpaHcdepasa, OBHIIEHA ankaiHa QocdaTasa, yawnkeH QT uaTepran, nopHiieHa KpLBHA 3axap,
MIOBHIIICH MMIMKHpaH XeMornoOuH, GIyKTyalnus Ha KpbBHATA 3axXap, NOBHIIESHA KPECaTHH
docthokHHaza

Onucanue Ha H30paHu HexeNIaHH peaKiHH

Bw3pacmuu

Excmpanupamuonu cumnmomu (EPS)
Hluzogppenus: NpH NPOABIDKHTENIHO, 52-CEAMUYHO KOHTPOJIMPAHO MIPOYYBAHE, NPH NMALIMEHTHTE HA
JIEUEHHUE C apHIIMIIPA30JI KaTo L0 € HabmionaBaHa mo-HUcKa yecrora (25,8 %) Ha EPS,
BKJTFOUHUTETHO MAPKUHCOHH3IBM, aKATH3IUA U IMCKUHE3UA, B CPaBHEHHE C MALMEHTUTE JIEKYBaHH C
xanonepuaon (57,3 %). Ilpu npoasmkurenHo, 26-ceAMHYHO, 1U1aLE00-KOHTPOIUPAHO ITPOYYBAHE,
yectoTaTa Ha EPS npu nauueHTHTe Ha neyeHue ¢ apumnumpason € 6una 19 % u ceorBetHO 13,1 % npH
MaliHeHTHTE OT rpynarta Ha wiauedo. B apyro 26-ceAMU4YHO KOHTPONMPAHO NMPOY4YBaHE, YECTO
EPS nipu naiueHTHUTE Ha JIeueHHE ¢ apynMnpaso € 6una 14,8 % u croteetHo 15,1 %
NALIMEHTUTE HA JISYEHHUE C OaH3aIHH.

Manuiinu enuzoou na bunorapro agexmueno pascmpoiicmeo mun I: npu 12-cen
KOHTPOJMpPaHO Mpoy4BaHe YecToTara Ha EPS e 6una 23,5% npu naumenTHTe Ha TcHespiods.:
apMIMnpason M 53,3% npH NallMeHTHTE Ha JICYCHHE ¢ xanonepuaon. B apyro 12-¢ .-.\ ~



npoyusaHe yectorara Ha EPS e 6una 26,6% npu nauMeHTHTE Ha JICYEHHE ¢ apuITHIIpa3o U 17,6%
[pH NalHeHTHTE Ha jicueHHe ¢ TUTHi. [Ipa apiarocpovyHarta 26-ceAMHUYHA NOAABpKaLla (a3a Ha
ranedo KOHTPOJIHpaHo Npoy4BaHe, Yectorara Ha EPS npu nauveHTHTE Ha JleYeHHe ¢ apHnunpasos €
6una 18,2 % u 15,7 % npu maiideHTHTE OT rpynara Ha mwianedo.

Axamuzus

[1pu mnane6o KOHTPONUPAHHU MPOYUBAHMUA, YECTOTATA HAa AKATU3MSA TIPH MALMEHTH C OHUIONAPHO
pazcTpoiicTBo € 6una 12,1 % npu neKysanuTe ¢ apununpason # 3,2 % npu rpynara Ha riaue6o. [Ipu
MalHeHTHTE ¢ LIM3U(PEHHs YecToTaTa Ha aKkaTH3HA € Ouna 6,2 % npH IeKyBaHHWTE C apUITHITPA30yl U

3,0 % npu rpynara Ha ruauebo.

Hucmonun

Peakuus, CBBp3BaHa ¢ JIEKAPCTBEHUS KJIAC - CUMITTOMUATE Ha JUCTOHHUA, YAB/IXKEHH aODHOpMHHU
KOHTpaKLUH Ha MYCKYJIHH IPYIIA, MOTaT [a C€ NMOABAT [IPH YyBCTBHTEIHH HHAWBHUIH IO BpEME Ha
NBPBUTE HAKOJIKO AHHU Ha JieueHHe. CUMITTOMHUTE HA AUCTOHHA BKIIFOUBAT CIIA3BbM Ha BPATHHTE
MYCKYJIM, MTOHAKOra MporpeCupall 0 CTATAHE B IbPJIOTO, 3aTPYAHEHO NPEriTblUAHE, 3aTPYAHEHO
OMIIaHE WWIH NPOTPY3HA Ha e3vKa. Buhpekd ye Te3d CUMIITTOMY MOraT J1a ¢e NMOSABSAT U IIPH HHCKH
IO3H, TE€ CE TIOABABAT IIO-YECTO M €A MO-TEXKKH NPH MO-MOLIHUTE W NPH MPUIAraHATE B MTO-BUCOKH
0034 aHTHUIICHXOTHLM OT ITbPBO MOKONeHue. [IoBHIeH pUCK OT OCTpa IMCTOHHMS ce Habmoaasa npu
MBIKETE ¥ NPH NO-MJIAAUTE BH3PacTOBU I'PYIH.

Iponaxmun

B xnuHUYHM npoyyBaHHs 3a 0AO0pPEHUTE MOKA3aHUs U B IOCTMAPKECTHHIOBUA NEPHOI, ITPH
M3MIOA3BAHE HA apUITHITPA30)l ce HaliioaBa KaKTO YBEIMYEHHE, TaKa ¥ HaManleHHe Ha CepYMHUA
[PONIAKTHH, B CPaBHEHHE C U3XOIHOTO HUBO (TOUKa 5.1).

Jlabopamopru napamempu

[Ipu cpaBHEHHETO HA apHUNIPa3oN M Iauebo, O OTHOLWIEHHE Ha OpoA NaLMEHTH NPH KOHTO ¢a
Ha0moaaBaHH KJIMHUYHO 3HAYHMH NPOMEHH B pYTHHHHTE 1a00paTOpHU M JIMIMIHMTE napaMeTpH (BXK.
TOMKa 5.1.), He ca HabmofaBaHW KNUHWYHO 3HaUUMMHM paznuuus. [Tospmaeane Ha CPK (kpeatun
tochokunaszara), 0OOMKHOBEHO NPEXOAHO U ACHMITTOMHO € HabmoaaraHo npH 3,5 % oT nalHeHTHTE
Ha JIEYCHUE ¢ apMIIMIpasol, B cpaBHeHHE 2,0 % OT nauneHTUHTE Ha ruauedo.

Ileduampuung nonyaayus

HTuzoppenun npu onowu Ha u nao 15 200unu

B kpaTkocpouHO KNIHHHYHO IU1aue®o-KOHTponupaHo npoy4ysade Ha 302 roHowH (13-17 rogunn) ¢
IIKM30(pEeHNs, YECTOTATA W BHJA Ha HeXeNlaHUTe peaKlUH ca NoxoOHH Ha HabmoaapaHuTe Npy
BB3IPACTHHU NALMEHTH, ¢ H3KTIOUEHHE Ha ClIeAHHTE HeXKellaHH CHLOUTHS, KOUTO ¢a HaOmoaaBaHH ro-
YeCTO NP IOHOLIH, IPHEMALIIH [TEPOPATHO apMITHITPa30 (M MNO-4eCTO B CpaBHEHHE ¢ ruianecho):
COMHOJIEHTHOCT/CeAalis U eKCTpandpaMHIHA HapYLUCHHMS ca JOKJIaABaHU MHOro YecTto (> 1/10),
KCEpPOCTOMHMA (CYXO0Ta B yCTaTa) , MOBHULLIEH aNCTHT H OPTOCTATHYHA XHITOTOHHUA Ca NOKIaABaHH 4eCTO
(= 1/100, < 1/10). IlpopunsT Ha GezonacHOCT B 26-ceAMMYHO, OTBOPEHO Pa3llIUPeHO MPOyYBAHE €
nogobeH Ha npoguna Ha 6€30MacHOCT Ha KPAaTKOCPOUHO, 1aueGo-KOHTPOIHPaHO NpoyYBaHe.
[IpodunsT Ha 6€30MACHOCT HA ABJITOCPOUHO, ABOHHO-CIANO, IIaLe00 KOHTPOIMPAaHO NMPOYYBaHe €
CBLIO CXO/IEH, ¢ M3KIIOYECHHE HA CJICTHUTE PEaKLMH, KOUTO Ce ChOBIIABAT MI0-4eCTO, OTKOJKOTO MPH
eIMaTpHYHH NALMEHTH, MpHEMAILH IL1a1le00: YecTo ce Crobmana 3a HAMAIABAHE Ha TErJIOTO,
MOBHLLIABAHE HA HHCYJIMHA B KpBBTa, apuTMuA U jieskonenus (= 1/100, < 1/10).

B u3bpana roHomecka nmomynauus ¢ mmzodperus (13-17 rogMHy) ¢ eKCno3uuus 10 2 roapse
CJTy4alTe Ha HHCKH CEpYMHH HMBA Ha MPOJIAKTHH NPH IOHOLUH OT KEHCKH 1o (< 3 ng/nf

MBXKKH non (< 2 ng/ml) ca 6um crotBeTHO 29,5 % 1 48,3 %. B Mmnagexkara (13-17 rf f
MOITy ALK ¢ IWH30(PEHHS, C EKCITO3ULMA HA apUnMMnpasoa oT 5 xo 30 mg B npoxE |

Mecela, CITy4yauTe Ha HUCKM CEPYMHM HHBA Ha MPOJIAKTHH MpH xeHuTe (< 3 ng/ml)
ng/ml) 6sxa croTBETHO 25,6 % M 45,0 %.



B aBe OBIroCpOYHH NPOYYBaHKA NPH IOHOWH (13-17 rogMHu) ¢ musogpeHns U NalUeHTH ¢
OMITONIAPHO pa3sCTPOACTBO, ICKYBAHHU C apHITHIIPa30J1, Y€CTOTaTa HA HUCKH CePYMHHM HHBA Ha
MPOJIAKTHH TpH keHH (< 3 ng/ml) v MBbxke (< 2 ng/ml) e crotBeTHO 37,0 % H 59,4 %.

Manuiinu enuzoou npu bunoaapuo athexmueno pascmpoticmeo mun I npu wonowu na u nao 13 2oounu
HecToTaTa M TMIIa Ha HEXKEJIAHHUTE JICKAPCTBEHM peakLMH NPH I0HOILM ¢ OHnonapHo adeKTHBHO
pazcTpoiicTBo THN | ca MoAOOHM Ha Te3H MpH BB3PACTHU, C U3KIKOYECHHE Ha CIEIHUTE: MHOIO YECTH (>
1/10) comuonenTHocT (23,0 %), excTpanupamugHo HapymeHue (18,4 %), akatnsusa (16,0 %) u
ornagHanoct (11,8 %); wectu (= 1/100, < 1/10) Gonka B ropHara abnoMuHaHa 006/1aCT, YBEIHYEHHE
Ha ChbpAeYHaTa YeCTOTa, YBEIU4aBaHe HaA TErIOTO, IOBUIUEH aNleTHT, MYCKYJIHO MOTPBNBAHE M
IUCKMHE3U.

CnegHuTe HEXXEITaHM NIEKapCTBEHH PEeakliMK Ca UMATIM BEPOATEH 10303aBHCHM XapaKTep:
eKCTpalupaMHIHO HapylleHHe (e cnearara yecrora 10 mg, 9,1 %, 30 mg, 28,8 %, miauebo, 1,7
%); 1 akaTn3usa (cue cneanaTa yectora 10 mg, 12,1 %, 30 mg, 20,3 %, nnauebo, 1,7 %).

CpeAaHuTe MPOMEHH B TEIECHOTO TEIJIO NPH IOHOUIH ¢ OUNIONGpHO adeKTHBHO pa3cTPOHCTBO THII | Ha
12-Ta u 30-Ta cenmuua 3a apununpason ca 2,4 kg v 5,8 kg n npu nnauedo crorsetHo 0,2 kg u 2,3 kg.

[Ipu neguaTpy4HaTa NOMynauMs, COMHONEHTHOCT M OTIIAAHAJIOCT ca HabmoAaBaHK MO-4eCTO NpH
NaLMEHTH ¢ OUMONAPHO pAa3CTPOMCTBO OTKOJIKOTO MPH MAILHEHTH ¢ [IH30(PPEHH.

[Ipu neauarpuunata SunosapHa nomynauus (10-17 rogusaun) npx ekcriozuums 10 30 ceaMHIM,
YECTOTaTa Ha HHCKHM HHBA Ha MPOJIAKTHH B CEpyMa IMPH HHAKWBUIH OT 3KeHCKH 1o (< 3 ng/ml) u
WHOUBHAH OT MBXKKH NoJl (< 2 ng/ml) e 6una crotBeTHO 28,0 % 1 53,3 %.

Ilamonozuuno aneverue koM xazapm u Opy2u pazcmpoucmea 6 KOHMpORQ Ha umnycume

BB3MoKHa € 1M0siBa Ha MaTOIOFMYHO BICYEHHE KbM Xa3apT, XHIEPCEKCYATHOCT, KOMITYJICHBHO
nasapyBaHe M NPEDKIAHS HIH KOMITYJICHBHO NPesDKAAHE MNPH NALMEHTH, JIEKYBaHH C apHITHIIPa3on
(BXK. Touka 4.4).

ChobulapaHe Ha NOAO3HPaHH HEXENAHW PEAKIIHK

ChoOlLiiaBaHeTo Ha MTOA03UPAaHM HeXEllaHK peakLiyy ciiel] pa3pelaBaHe 3a ynoTpeba Ha JIEKapCTBEHHS
MPOZYKT € BavkHO. ToBa Mo3BoisABa aa NPOAB/DKH HabNIOAEHHETO HAa CHOTHOLIEHHETO IOJI3a/PHUCK 34
NEeKapCTBEHUA NPOAYKT. OT MEAMLIMHCKHUTE CIICLIMATHCTH C€ H3MCKBa 11a ¢hoOImMAaBaT Beska
MOAO3HpaHa HeXKellaHa peaklMs Ype3 HallMOHATHA CUCTEMaA 3a choblnaBaHe: MsmpiHATEIHA areHIus
no JiekapcTeara yi. ,,Jlaman I'pyes” Ne 8, 1303 Codus, Ten.: +35 928903417, yebeaiit: www.bda.bg.

4.9 llpenozupane

lipn3sauy ¥ CHMOTOMM

[Ipy KTHHMYHH NPOYYBaHHA U OT MOCT-MAPKETHHIOB OMMT € YCTAHOBEHO, Y€ CIYYaliHOTO WK
YMHIIUIEHO OCTPO MpeIo3HpaHe CaMo ¢ apUITMIIPAa30J1 MPH BB3PACTHHU MAL[HEHTH, 32 KOHTO €
CBOOMIECHO, Y€ ca mpHend npubmuaurento ao3u Ao 1 260 mg, He € goBeno A0 GaTaTHH MOCAESAKIIH.
HaOmonasaHure CHMIITOMH U NPH3HALM, ¢ MOTEHUMANHO KJIMHUYHO 3HAYEHHE BKJTIOYBAT JIETAPrus,
NOBHILIEHO KPBBHO HANATAHE, CHHIIHBOCT, TaXMKapAus, raicHe, noBphllaHe U auapusa. OCBeH TOBA,
HMa CbOOIEHHS 3a HHUMAECHTHO NPeJO3HPaHe CaMo C apHIMNpa3on (JOCTHramo A0 195 mg) npu
neua 6e3 gartarHy nocnesuuy. [loTeHHanHO ceproO3HUTE MPH3HALM M CHMITTOMH OT MEAMLIMHCKA
rNieAHAa TOYKa, BKIOYBAT Oe3ChbHMe, NpexoHa 3aryba Ha Ch3HaHHE H eKCTPANKHPAMHIHN CHMITTOMH.

JleyeHue Npy npeao3upaHe WO . N
Jleuennero npH npeAo3upaxe, TpA6Ba Ja BIIOYBA MOAABPXKALIO ICUSHHE, OCUTI'YPABA] @\ A
NPOXOIUMH JHXATe/IHH MbTHIIA, OKCHI€HALlMA H BEHTHNALIMA, KAKTO H HasHauaBaHeTH 1 %

CHUMITTOMATH4HO JiedyeHHe. Tpsa0bBa na ce Wma npeaABHA BEPOATHOCTTA OT ynoTtpebarTa o
NeKapcTBeHHU cpeAcTia. ETo 3amo, € HeoOxoauM HezabaBeH KOHTPOJT Ha CBPAEYHO-C l‘: :
U BKIIIOYBAHETO HA HEMPEKbCHATO €JIEKTPOKapAMOrpadCcKo NpociesBaHe 3a YIaBAHEX b R o

> ;




APHTMHA. HpH BCAKO [NOTBBPACHO WIH INOOO3HPAHO I[IPpE€A03HPAaHT C apHUIIHIIpAa3o0)I € HeoOX0aAHMO
NNOCTOAHHO IIPOCJICAABAHC Ha MNAUMCHTA 1O HCrOBOTO ITBJIHO BB3CTaHOBABAHC.

AxtuBeH BbriieH (50 g), npunoxkeH a0 1 4ac cnen npyueMa Ha apuIunpasof, HaMangea Cmax Ha
apunuipaszon ¢ okono 41 % u AUC ¢ okono 51 %, koeTo npeanonara Bp3MOXHOCT 34 JIeHEHHUE Ha
NPEeAO3UPAHETO C AKTHBEH BELIJIEH.

XeMOAMAIN3a
Bbnpeky, 4e HAMa JaHHH OTHOCHO e(peKTa HA XeMORHAIIU3AaTA IIPU JICYEHHE Ha OpeaO3UPaHETO ¢

APUITHIPA30J1, HE Ce OYaKBa XeMOAHANM3aTa 4 ¢€ OKaXKe IoJie3Ha B TO3M CITy4aid, ThiH KaTo
ApHITHITPA30J1 C€ CBBP3BA BHB BHCOKA CTEIEH C IUTA3MEHUTE MIPOTEHHH.

5. PAPMAKOJOIMYHHU CBOMCTBA

5.1 PapMaKOAMHAMHYHEA CBOHCTBA

dapMakoTepaneBTHYHA Ipyna: NCUXONENTHLM, ApYrd aHTHICHXOTHLH, ATC xon: NOSAX12

MexaHU3IBM Ha geﬁcml{e

[Ipeanonara ce, 4¢ €(EKTHBHOCTTA Ha apHITHIIPA30J1 MPH WH30(PeHUA X CUIIONIAPHO aeKTHBHO
Pa3CcTPOMCTBO CE€ AB/DKU HAa KOMOHHALMATA OT YACTHUYCH arOHU3bM CNPAMO JonaMHHOBHTE D2 H
cepoToHMHOBHTE SHT1a penenTopy ¥ aHTaroHU3BEM CNpAMO cepoTOHHHOBUTE SHT )2, perenTopH.
APpHIIMIIPA30J NpOABABA AHTArOHUCTHYHHM CBOACTBA MPU KUBOTHHCKHU MOJAEIH ¢ JOTTAMHHEPrHYHA
XHUITEPKTHBHOCT H arOHHCTUYHU CBOUCTBA NPH XKUBOTHHCKHU MOAEIH ¢ JONIAMUHEPTUYHA
XHMIMOAKTHBHOCT. APUITHIIPA3oJ NMpOABABA BUCOK aHHUTET Ha CBBHP3BAHE in vitro ¢ AonamMuHoBHTE D>
U D3, cepoToHUHOBH SHT 1, 4 SHT2, peuenTopu v ymepeH aduHHTET CIIPAMO HONMAaMHHOBHTE Dy,
ceporoHHHOBHTE SHT 2 U SHT,, andal-agpenepruunmre u Hi XUCcTaMHUHOBH peLICIITOPH.
ApHUIIMIPA30I MPOABABA H YMepeH apMHUTET KbM MecTaTa Ha 00paTHO moeMaHe Ha CEpOTOHHH H
HEe3HAuMTeNIeH €deKT KbM MyCKapMHOBHTE pelenTopH. B3anmoaeicTBHETO ¢ APYTH peLIENTOPH,
pa3yiMiHU OT JOIIAMHHOBHTE U CEPOTOHMHOBH MMOATUIIOBE, OOACHABA HAKOH OT APYTHTE KIHHHYHM
e(peKTH Ha apunumpason. [Jo3u apununpason ot 0,5 1o 30 mg, npyeMany BEIHEX AHEBHO OT 37[paBu
AOOPOBOJILH 32 [IEPHOL OT 2 CEAMMLIH, BOAAT A0 A030-3aBMCHMO HaMajiBaHe Ha CBBp3BaHero ¢ 11C-
paknonpun, cneurgudeH Dy/D; petenrropen nurana, B odnacrra Ha ONALIKAaTa M ITyTaMeHa,
YCTAHOBEHO C NMOMOLUTA HA MO3HTPOHHA EMHCHOHHA TOMOrpagHs.

KnnnanyHa eHKACHOCT U 6€300acHOCT

Bvapacmmu

Hluzoghpernun

B Tpu kpatkoTpaiinu (4 1o 6 ceaMHuLM) ru1anebo-KOHTPONUPAHH NPOYUBAHKHA BKIIOYBalM 1 228
Bb3PACTHH MALUMEHTA ¢ LIH30(PEHHA, MPOABIBALIA C€ C IO3UTHBHHA M HETATHBHH CHMITTOMM,
apHITHITPa30Jl € NOoKa3al CTATHCTHYECKH 3HAYHMO MO-TOIAMO NogodpeHne Ha NCHXWYHHTE CUMITTOMH,
B cpaBHeHHe ¢ IU1anebo.

A3UNUNpa3on € eQpexTHBEH MO OTHOLIEHHE Ha 3aNa3BaHe Ha KIMHMYHOTO MoJo0peHHe npu
POAB/DKHTEIHO IEUeHHE NMPH BB3PACTHH [TALIMEHTH, MTOKA3AIH OTTOBOP MpPH 3aM0YBaHe HA
JAe4eHHeTo. IIpu CpaBHUTENHO NMpOYYBAHE ¢ Xanonepuaon, Opod Ha NALMEHTUTE NPH KO
CIIPAMO JIEKaPCTBECHHA NMPOLYKT CE € 3aMa3u B IPOXBDKCHUE Ha S52-CeIMHIIH € CXOACH M
rpynu (apuniunpason 77 % v xanonepugon 73 %). Ilo otHowienne Ha Opos NaLMeHTH & 3 :\,L
[MpOYy4YBaHETO, MPH rPYNaTa Ha apHITHIIPAa30a TOM € 3HAYHTEIHO NO-rojiaM (43 %),
xanonepuaon (30 %). Pesymratiute oT ckajuTe, M3NON3BAHM 3a MPOC/IeidBaHe Ha BTOf




(Montgomery-Asberg Depression Rating Scale, MADRS) noka3ssar 3HaUHTEIHO NOLOOPEHHE CIIPAMO
Xanonepuaos.

[Ipu 26-ceAMH4HO, U1aLE00-KOHTPOIHPAHO NMPOYYBAHE MIPH Bb3PACTHU CTAOWIH3UPaHH NALMEHTH C
XPOHHYHA HIH30PPEeHUA, AapUITATIPA30JT € MOKA3AJ 3HAYHTENHO NO-TONAMO peAyLIMpaHe YeCTOTaTa Ha
npuctbnuTe, 34 % npH rpynara Ha apununpason 1 57 % npu mnauedo.

Veenuuasane na meznomo
B KIMHMMHH NPOYHBaHHA, APHITHIIPA30J HE € MOKA3AJ1, Y€ BOAM 0 KIMHMYHO 3HAYHMO MMOBHIIIABAHE

Ha TeroTo. B 26-ceAMUYHO, ABOHHO-CIATIO, MYyATH-HAUMOHAITHO, CPABHUTEIHO [TPOYYBAHE C
oJlaH3anMH npd 314 Be3pacTHH NalldeHTa ¢ HU30PPEHHA, B KOSTO YBEJIHICHHUETO Ha TErJIOTO €
DTbPBHYHA KpafiHa TOUYKA, 3HAYMTE/IHO MO-MANKO NMALMEHTH ¢a UMM Hal-manko 7 % yBenudeHHe Ha
TETIIOTO, CIIPAMO U3XOHUTE CTOHHOCTH (HANPUMEP YBEIHUCHHE HA TErNIOTO ¢ HAA-MaNKo 5.6 kg npu
cpeaHO H3XoZHO Terno ~80,5 kg) npu rpynara Ha apununpason {(n = 18, nau 13 % ot oucHeHnTe
NMAUHEHTH ), B CPAaBHEHHE C olaH3anuH (n = 45, uiH 33 % OT OLCHEHWTE MAUKCHTH).

Junuonu napamempu
[Ipu 060011ieH aHaNW3 Ha JIMNIMAHUTE NapaMeTPH OT IUTaLed0 KOHTPONHMPAHH KIHHMYHHK NPOYyYBaHHs
[Ip4 BB3PACTHH, HAMA JaHHHU, Y€ apUITUITPA30/1 NPUHUHABA KIMHHYHO 3HAYUMH [IPOMECHH B HUBATA Ha

obmua xonecrepon, rpurmuuepuante, HDL u LDL.

Ilporaxmun

Hupara Ha MpoNakTHH ca OLEHIBAHHM BbB BCUUKH NMPOYUBAHHUA 32 BCHYKH JO3H apHITHIIPA30ll

(n = 28,242). CiyuyanTe Ha XMIEpNpoNakKTHHEMHS WIH YBEJIHUABAHE HA CEPYMHMS NPOJIAKTHH NpU
MauMeHTH, JIeKyBaHHU ¢ apununpa3od (0,3 %) ca paraui Ha Te3d npH 1uiauedo (0,2 %). [Ipu nauneHTH,
KOWTO MPHEMAT apUITUNpPa3of, MeAXWAHATA Ha BpEMETO 10 HacTbIIBaHE Ha e(eKT € 42 AHU, a
MEIHAHATA Ha MPOIBIDKKHTEIHOCTTA Ha edeKkTa € 34 qHU.

CryyauTe Ha XMNIONPOJAKTHHEMHA WK HaMAJIABaHE HA CepYMHHUA NPOJIAKTHH MPH MALIHEHTH,
JeKyBaHHU ¢ apurMnpasol, ca (0,4 % B cpaBHenue ¢ 0,02 % npu naiuenTy, neKyBanu ¢ mnaueto. [Ipu
NaUMEHTH, NOTyYaBallif apHITHNPa30/1, MEAUAHATA HA BPEMETO 10 HacThNBaHe Ha edekT € 30 quu, a
ME&JMaHaTa Ha MPOABDKUTEITHOCTTA Ha edekta € 194 aHM.

Manutinu enuzoou npu bunonapro agexmusno pazcmpoticmso mun [

B nee 3-cenMH4HM Mialebo KOHTPOJIUPAHH H3NMKTBAHKA Ha MOHOTEpAITHA C IPOMEHIMBH JO3H NPH
MalMeHTH ¢ MAHUEH WIH CMECEH €130 Ha OMNonApHO aeKTUBHO pa3CTPOHCTBO apHITHITPA3OoJI €
NOKa3aJ No-BMCOKa ePHKACHOCT CIIPAMO IUTaliebo NpH HaMalsRaHe HA MAHHHHHWTE CUMITTOMM 32 3
CEeAMULH. Te3d UINHTBAHUA Ca BKIOYBAIU NALMEHTH CbC MM 6€3 NCUXOTUYHH CUMIITOMHU H CBC WIH
be3 Obp30 UMKJIMYHO MPOTUYAHE.

B enHo 3-ceaMHYHO m1anedo KOHTPOIUPaHO MPOYYBAHE HA MOHOTEpAITHA ¢ (PHKCHpAHA X032 IIPH
MALHEHTH ¢ MAaHHEH HJIIH CMECEH €MHU30 Ha OHNOAPHO adeKTHBHO Pa3CTPOHCTBO ApMITHIIPa30il HE €
0Ka3all [10-BHCOKA €PHKACHOCT cnpaMO IJiaueto.

B npe 12-ceqMHYHK, KOHTPOJIMPaHH C M1aledo H aKTHBHO BELLECTRO, M3HNHTBAHHA HA MOHOTEpaNus
NPH NallHEeHTH ¢ MAHHEH HITH CMECEH €MH30/ Ha OMMNONAPHO a()eKTHBHO Pa3CTPOMCTRO, ChC WIH Oe3
ICHXOTHYHH CHMITTOMH, apHIIHINIPA30Jt € [10Ka3aJl 10-BUCOKa eQUKACHOCT crpaMo mnauedo Ha 3-Ta
CeIMHILIA ¥ MTOAObPKaHE Ha €(EeKT CPABHHUM C JIMTHH WK XaJIONEpUAo), Ha 12-Ta ceAMULIA.
APpPHIIMIIpa30J1 € NOKa3aj X JOCTUraHe Ha CHMITTOMAaTHYHa PEMUCHA Ha MaHHATA Ha 12-1a ceaMuna
MPH YacT OT MAUMECHTHTE, CPpaBHHMA ¢ Ta3H NPH JIUTHI B XaJI0NEePHAON. '

B enHo 6-ceaMHYHO IUTaled0 KOHTPOHPAHO MIPOYUBAHE MPH MALHEHTH C MAHHEH HIH CMEOCH T

)
Ha OUIONAPHO adEKTHBHO Pa3sCTPOHCTBO, CHC WIH 6e3 NCUXOTHYHH CHMITTOMH, KOUTO YISO HE ve (.\
[TOBJIMABAT OT MOHOTECPAINA ¢ NHTHH WIH BAJINpOoAT IIPH TEPANEBTHYHH CEPYMHH HHB AR ’é
S A
A00aBAHETO Ha apUITHNIPA30N KaTO aJIOBAHTHO JIEYEHHE € JOBENO 0 MO-BHCOKA ehHHRAR0L i & i\ >

HaMaJiABaHe HA MAHHHHUTE CUMIITOMH B CPaBHEHHE ¢ MOHOTEPAITHATA C JIHTUH WK BRdr SR TARL %




B enHo 26-ceqMHYHO Mnaiedo KOHTPOJIUMPAHO NpoyvBaHe, ¢bC 74-CeAMUMHO NPOIBDKEHUE, ITPH
MaHHHHH MalfHeHTH NOCTHTHAIH PEMHCHA C apHITHIIPA30JI MO BpeMe Ha cTabunu3auuoHHaTa dasa
Npeay paHIoMH3aLMA, ApHITHITPA30J1 € NOKAa3aJl MPEBb3XOACTBO HA IUTanlebo 3a MpeAoTBpaTABAHE Ha
OMMIONIAPHH PeLHAMUBY, IPEJUMHO 32 NMPEIOTBPATABaHE HA MaHUA, HO HE € TIOKa3all MPeBb3X0ACTBO
Hal ruianefo 3a npeIoTBpaTIBaHe Ha PELMBHTE Ha JENpECcH.

[Ipu eaHo S52-ceAMUYHO TUTaLle00 KOHTPOJMPAaHO NpOYYBaHe, MPU NalUEHTH ¢ OUNONSPHO aPeKTHBHO
pa3cTpoHCTRO THI | ¢ HACTOAL MAHUEH WIH CMECEH elM30]], KOUTO €a JOCTHIHANM cTadDWiHA peMucus
(cxana Ha Young 3a oueHka Ha MaHHA [Y-MRS] n MADRS o611 ckop < 12) va apununpason (10
mg/nHeBHO A0 30 mg/aHerHO), 1o0aBeH KbM JIUTHH WIM BAINPOAT 34 12 mocneaopaTellHi CeAMHULIM,
A00aBEHHAT APHUITHITPA30IT € MOKA3a/1 MPERB3IXOACTBO CIIPAMO ILnauedo ¢ 46 % noHmwxKeH pUCK NpHU
npeBeHLHA Ha OMnoapeH pelnanB (koepuumeHT Ha puck 0,54) u 65 % nmoHWwKEH PUCK NMpH
npeBeHLIMs Ha peuMAUB HA MaHuA (koepuumeHT Ha pHcek 0,35) cnpamo aobaseHoTo rwauebo, HO He e
OKA3aJ1 MPEBb3XOACTBO CIPAMO ILIacOo MpH NPEBCHUMA HA peunauB Ha genpecusd. JlobapeHusr
APHIHOPA30J] € NIOKa3al NPeBbh3XOACTBO CIPAMO IU1alebo B H3MepUTels Ha BTOPHYHUS pe3yJiTarT,
OLICHKHUTE IT0 ¢KanaTa ['nobamHo IMHKHYHO BrieuatneHue — bunonsapHa sepcud (CGI-BP) 3a TexxecT Ha
3abosigBaHeTo (SOI; MaHuA).

B ToBa npoy4BaHe U30paHHTE OT H3CICOOBATCIIHTE NALMEHTH ca OMIM Ha OTBOpEHa MOHOTEpAITHA C
JTATAA WIH C BaJIPOAT, 3a Ja ¢c€ YCTAHOBH YaCTHYHA JIHIca Ha oTroeop. IlauneHTHTE ca Hmnn
cTabWIM3KpaHH 3a MOHE 12 nocnenoBaTeIHH CeAMULM ¢ KOMOHMHALIMATA OT apUITUIIPA30J U CHLIMA
cTabUIU3ATOP HA HACTPOECHUETO.

Crabunusupanure MaluUeHTH ¢lie/] TOBa ca OUITH paHIOMHM3UPaHH Aa NPOIB/DKAT ChIIHs
cTabunu3aTop Ha HACTPOCHHETO C ABOMHO3acIeNeHH apHITUNpaso Wid mnauebo. Yernpu noarpynu
ChC CTAOUNH3aTOPH HAa HACTPOSHHUETO ca OUIIM OLICHEHM B paHAOMH3WpaHaTa dasa: apunMipasosn +
JIMTHI; apunMnpasol + sannpoar; mianedo + auTui; mauebo + Bannpoar.

Crenenure no Kaplan-Meier 3a peLanB Ha €H30 HA HACTPOEHHETO 3a PaMOTO ¢ JONBJIHHTEIHA
Tepanui ca OMiIH CroTBEeTHO 16 % 3a apurvnpason + muTHA U 18 % 3a apununpason + pannpoar
cpaBHeHH ¢ 45 % 3a rnanedo + nutHi B 19 % 3a wiauebo + pannpoar.

[leduampuuna nonyaayus

LIuzoghpenus npu ronowu

B 6-ceaMuno nialedo KOHTPONNPAaHO KIIHHHYHO Npoy4YBaHe BKIMOUBAaIHO 302 0HOIH ¢
wH30¢ppeHus (13-17 ronuHu), ¢ MO3UTHBHH WIH HEraTHBHH CHMITTOMMU, aPUITHIIPA30JT C€ CBBP3Ba ChC
CTATUCTUHECKH 3HAUYMMO NOJOOPEHHE HA TICUMXOTHYHHUTE CHMIITOMH , B CpaBHeHHe ¢ Ianebo.

B cy6aHanuz Ha nomyauys Ha FOHOLIM HA BB3PAcT MexKIy 15 U 17 roaunu, npeacrasnasamu 74 % or
LSUTaTa W3C/IeIBaHa TIoMylanys, NOAAbPIKaHe Ha edeKTa ce HabnoaBa B MPOAB/DKEHHE Ha 26

CEIMHYHO OTBOPEHO pa3lIMPEHO NPOY4BAHE.

B eauo 60- 1o 89-ceaMHYHO, paHAOMHU3HPAHO, ABOHHO-CIIANO, TUTaLe00 KOHTPOJIUPAHO MIPOYUBAHE
npu roHou (n = 146; Br3pact 13-17 ronuny) ¢ wn3odpeHUs UMa CTATUCTHYECKH 3HAYMMA PA3/IHKAa B
YE€CTOTaTa HAa PeLMANB Ha [ICHXOTHYHH CUMIITOMH MEXIY Ipyrara Ha apununpason (19,39 %) u razu
Ha rutaueto (37,50 %). Touxosara oueHka Ha koeduumeHTa Ha puck (HR) e 0,461 (95 % nosepurenen
uHTepBai, 0,242-0,879) B uanara nonynaums. B aHanu3a Ha oArpynara To4koBaTa oleHka Ha HR e
0,495 3a maumeHTHTE HA BB3pacT OT 13 no 14 roguny B cpasHeHue ¢ 0,454 3a nalMEHTHTE HA BB3PACT
ot 15 go 17 roguuu. Benpekd ToBa ouenkara Ha HR 3a no-mnagara eb3pacrosa (13-14 roguHu)
rpyna He € To4YHa, OTPa3AiBaHKH [10-MaJIKuA Opoi MallMEHTH B Ta3K rpymna (apunMnpason, n = 29;
auedo, n = 12), 1 JOBEpUTETHUAT HHTepBaAT 32 Ta3H oueHKa (BapHpail ot 0,51 no 1,628) He
[M03BOJIABA JIa C€ HAMPABAT H3BOAH 33 HAIHYMETO Ha e(eKT OT JICYECHHETO. 3a pa3nuKa oT ToBa 95%-ua
noBepuTeneH HHTepBai 3a HR B mo-Bp3pacTHaTa noArpyna (apununpasoi, n = 69; nnauetg ‘—“‘{'ﬁ)

ot 0,242 no 0,879 u cnenoBarenHo MoXke 1a ce HANMpPaBH U3BOZ 3a €(eKT OT JICYSHHETO Jf M ﬂe&t\
BB3PACTHHUTE NALIHEHTH.




BKJTFOUBAILO 296 aeua u 1oHo1IH (0T 10 10 17 roaHHH), KOKTO ca NMOKPHBANH KPHTEPUHTE HA
JIAarHOCTHYHHA Y CTATUCTHYECCKH HAPBYHMK HA MCUXUYHHUTE Pa3CTPONCTBA, YUETBBPTO U3JaHHE
(DSM-IV) 3a 6unonsapHo aheKTUBHO pasCTPORCTBO THIT I ¢ MAHHHHM UM CMECEHH €MTU30U CBhC UITH
0e3 NCHXOTHYHA KOMIIOHEHTA U ca uManu Y-MRS pesyarar >20 npu u3xoanure HuBa. Cpen
NalMeHTHTE BKIIOYEHH B ITbPBUYHMA aHAIM3 38 epuKacHOCT, 139 nauueHTa ca IMaJld CHITHTCTBALLA
nuargosa ADHD (cuHOpoM Ha XMITEpPaKTHBHOCT ¢ Ae(PUIIUT HA BHUMAHUETO).

APHITHIIPA30J1 € MOKa3a/l MPERB3XONCTBO B CPaBHEHHE C IUIALeO0 32 MPOMAHA OT H3XOAHKTE HUBA HA
4-ta 1 12-Ta ceaMuua no Y-MRS o6i1n peaynrar. B nocneasawn ananus, nogobpeHuero cnpamo
r1aneto € no-u3pa3eHo NpH NaLMeHTH cbe ChnbTCTBaLla auarHo3a ADHD B cpasHeHHe ¢ rpynarta
6e3 ADHD, xpaeTo HIMa pa3iivka crpaMo miauebo. IlpeseHUMATA HA PELIMAHBY HE € YCTAHOBEHA.

Haji-uectrTe CHOMTHA CBBP3aHM C JICUCHUETO INPpHU NalMeHTH npueMainy 30 mg ca ekcTpanupaMHIaHO
Hapyiuenue (28,3 %), comHonentHoct (27,3 %), rnaBodonue (23,2 %) u ranene (14,1 %). Cpeanoro
yBeaHUueHHe Ha TernoTo 3a 30 ceamuyeH nepuon Ha JieueHue € 2,9 kg cpasdeno ¢ 0,98 kg npu
NMalHEeHTHTE NIpUeMaNu rnauedo.

Pazopaznumennocm, c8vp3aHa ¢ aymussm npu neouampuynu nayuenmu (6sc. mouxka 4.2)
APpHMNMIIPa3oJi € NpOy4YBaH NpH MALKEHTH Ha BB3pacT oT 6 no 17 roauHu B nBe 8-ceaMuyuHH, 1Uiauebo-
KOHTpOJHMpaHH IMPOYYBaHUA [€4HO C I'bBKaBa Ao03a (2-15 mg n1HeBHO) M enHO ¢ PuKcHpana no3sa (5, 10
iy 15 mg QHEBHO)] H €0HO S2-CeAMHYHO OTBOPEHO Npoy4dBaHe. Jo3HpaHeTo B TE3H MPOYUBAHUS €
3aMIOMHANO ¢ J03a 2 Mg JHEBHO, YBEJIHYEHA 40 5 mg AHEBHO CNEA €AHA CCAMMLIA H YBEJId4YaBaHa ¢ 1o
5 mg NHEBHO BCAKa CeAMMIIA O JOCTUraHe Ha TapreTHara Ao3a. [loseue ot 75 % oT naipedTure ca
noA 13-rogHiuHa BB3pacT. ApHIUNPa3ol € MOKa3ajl CTATUCTHYECKH 3HAYHMA NO-FOJIAMA S(PHKACHOCT
B CpaBHeHME ¢ IUT1auebo mo noackanara 3a pasapasHuTenHOCT Aberrant Behaviour Checklist. Brripeku
TOBa, KJIMHUYHATA 3HAYHMOCT Ha T€3d OTKPUTHA Bce OlIE He € yctaHoBeHa. [IpodunsT Ha
6e30nMacHOCT BKIIKOUBA YBEJIMYABAHE HA TErOTO U MIPOMEHHU B HUBATA HA MPONAKTUH.
[1poaBIDKMTENHOCTTA Ha TE3W OBJFOCPOURHM MIPOYyUBAHUA Ha 0e30MacHOCTTa € OrpaHuyeHa qo 52
ceaMuun. B H3bpaHu Npoy4uBaHus, ClrydanTe Ha HUCKM HHBA Ha ITPOJIAKTHH TIPH HHAWBUIM OT XKECHCKH
noJ (< 3 ng/mi) 1 HHOAUBHAHM OT MBXKKHU Mo (< 2 ng/ml) B rpyna Ha NalMEeHTH JEKYBaHM C
apPMITHIIPA30J1 € cboTBETHO 27/46 (58,7 %) u 258/298 (86,6 %). B nnauebo-koHTpOIHpaHH
Npoy4BaHMs, CpeJHOTO yBenuieHHe Ha Ternoto € 0,4 kg B rpynara Ha wiaueto u 1,6 kg npu
apUNMIIPA30.

ApUITMIIPAa30J CHIIO € TIPOYYBAH B ABJAMOCPOYHO MOLTBPKALIO [1aleb0 KOHTPOIIHPAHO IIpOyYBaHe.
Cnen crabunuzgpaHne ¢ apununpasof 3a 13-26 cegMuLM (2-15 mg/aHeBHO), YacT OT MALHEHTHTE ChC
cTaDWIHU NOKA3aTeNH Ca OCTAHAMU HA apUMMIIPA30l, 2 OCTAHAIMTE ca MPEMHHANM Ha IU1anebo 3a oine
16 cenmuun. Yecrorara Ha peunaueure no Kaplan-Meier Ha 16-TtaTa ceamuna ca 35 % 3a
apurnunpason u 52 % 3a rmanebo, kato koepHLMEHTa HA pUCKa OT peLMAMB 3a 16 ceaMUnH
(apununpazon/iaunebo) € 0,57 (cTaTHCTHYECKH HE3HAYUTENHA pa3iuKa). CpeAHOTO YBEJIHYEHHUE Ha
TErJ0TO cnel ¢aszata Ha crabunusupane ¢ apunuipason (1o 26-rata ceaMuua) e 3,2 kg, a BbB BTOpata
¢asa Ha mpoyusaHeTo (16 cenmuiu) ce Habmonasa cpeAHO yBenUYeHHE OT 2,2 kg 3a apMnunpa3on B
cpaBHeHue ¢ 0,6 kg 3a nnane6o. ExkcTpanMpaMyMIHH CHMITTOMH €a ChOOIIIABAHM TTIABHO I10 BpeMe Ha
crabunuauparuara ¢aza nmpu 17 % ot naiMeHTHTE, KaT0 ¢ TpeMOp ca 6,5 %.

Tuxoee, cevpanu cvc cunopoma na Typem npu neduampuunu nayuenmu (8xc. mouka 4.2)
EduxacHOCTTa Ha apHITUIIPA30/ € MPOYyYeHa NpU NeAHATPUYIHH NALHEHTH che CHHApOoM Ha Tourette
(apurmmnpaszon: n = 99, maue6o: n = 44) B eAHO paHIOMH3HPAHO, JBOMHOCIANO, maueto-
KOHTPOJIMPaHO, 8-CeAMHYHO NpoyYBaHe, H3MOM3BALI0 [UIAHOBA IPyTia 3a JieueHue ¢ pUKCHpaHa Ao3a
Bb3 OCHOBA Ha TEIJIOTO M J030B JHAMA30H OT 5 mg/ned no 20 mg/neH npu cTapToBa 1034 OT, 225§
[TlaumeHTHTE Ca HAa BB3PAcT OT 7 10 17 roonHH M NoKa3BaT cpefHa oneHka 30 mo nokazapS g
061ma olcHKa Ha THKOBeTe N0 Melinckara ckana 3a o6uia TexecT Ha Tukoeere (Total I/

:

Yale Global Tic Severity Scale, TTS-YGTSS) npu HauanHOTO HHBO. ApHNMNpazon
nogobpenue ot 13,35 Ha nokazarenure no ckanara TTS-YGTSS cnpamo HauaaHOTO



ceqMuLa 8 3a rpynarta Ha HMcKa f03a (5 mg wid 10 mg) u 16,94 3a rpynara Ha Bucoka a03a (10 mg
wid 20 mg), B cpaBHeHuUe ¢ roaodpenue ot 7,09 npu rpynara Ha rwianedo.

E¢ukacHOCTTa Ha apUIIMITPA30J1 NPH NEAMATPUYHU NMALIMEHTH CHC CHHIAPOM Ha Tourette
(apunumpazon: n = 32, mnanedo: n = 29) e oueHeHa CHLIO NP 'EBKAB J030B JUana3oH ot 2 mg 1o 20
mg Ha JIeH H CTapToRa A03a oT 2 mg B 10-ceaMuuHO, paHIOMU3UPAHO, JBOKHOCIIANO, IUalebo-
KOHTPOJIHpaHO npoyuBaHe, nmposeaeHo B [OxHa Kopes. [laumenture ca Ha spapact ot 6 10 18 roannu
M TIOKa3Bar cpenHa oueHka 29 no TTS-YGTSS npu HauanHoTO HHBO. I pynara Ha apyununpason
nokaspa nopobpenue ot 14,97 no TTS-YGTSS crnpaMo HayaHOTO HHBO A0 ceaMHua 10 B cpaBHEHHE
¢ nopobpenue ot 9,62 B rpynara Ha iaue6o.

H B aBeTe KpaTKOCPOYHH M3IMMTBAHMA, KITHHUYHATA 3HAYUMOCT Ha MOTYy4YEHHTE JAaHHH 3
e(PHKaCHOCTTA HE € YCTAaHOBEHAa, B3eMalKy npeABU CTENCHTa Ha JiedeOHUA ¢(EKT B CpaBHEHHE C
roseMus rianebo edexr u HescHUTE €PEKTH OTHOCHO MCHXO-COLIMATHOTO (PYHKLIMOHUpaHe. JIuncBar
ABArOCPOYHH JAHHH NO OTHOLICHHWE HA €PUKACHOCTTA U OE30MacCHOCTTa Ha apHITMITPA30II PU TOBA

NPOMEHIIHBO Pa3CTPOHCTRO.

EBponeiickara areHLHA 10 JieKapcTBaTa OTJlara 3aJb/DKEHHETO 3a IIPEAOCTABAHE Ha PE3YITATUTE OT
NpOY4YBAHHATA ¢ peEePEHTHHA JICAKPCTBECH NPOJYKT, ChABPIKALLl ApUNPa30N B €1HA WIU NIOBEYE
NOArpyIH Ha MeAUATPHYHATA NTOMYJIALMA MPH JEUYEHHETO Ha U330 peHHA H OHIOAAPHO aQeKTHBHO
pascTpoicTBO (BXK. TO4YKA 4.2 32 HH(pOpMaLMa OTHOCHO ynoTpeba B neJuaTpusaTa).

5.2 GPapMakOKHHETHYHH CBOHCTBA

Abcopbius

Apununpazon ce abcopbupa n1o6pe, KaTo MHKOBH IUIa3MEHK KOHLICHTPALIMH €€ [TOCTUraT B pAMKUTE Ha
3-5 yaca cjeq npueMa. APHITUIIPA30J MTPEeThPNABA MHHUMANEH NPe-CHCTEMEH MeTabOIM3BM.
AOcoroTHaTa NepopaiHa OHOHATHYHOCT NpH TabnerHaTa dopMa € 87 %. boraraTa Ha Ma3HUHH

XpaHa He NOoBIHABA ()apMaKOKHHETHKATA Ha apUITHIIPA3ol.

PasnpeneneHue

ApHOUIIpa3of ce pasnpexens B LN OpraHM3bM, KaTo obeMa Ha pasnpenenenue e 4,9 1/kg,
NOKa3Balll EKCTEH3UBHOTO €KCTPABACKYIAPHO pasnpeacicHue. [1pu TepaneBTHYHM KOHLIEHTPALKH,
APUITUIIPA30J1 M AEXUAPO-aPHUIIHIIPAz0Jl C& CBbP3BAT ChC CEPYMHUTE NTPOTEHHH, TTPEIHUMHO C
anbyMHHa, roseye ot 99 %.

buorpaHchopmMaling

Apununpasoft ce MeTabonu3npa akTUBHO B YepHUA Apo0, upe3 TpH OHoTpanchopMalMOHHH BT
AECXUIPOreHHpaHe, XuAPOKCHIHpaHe H N-geankuiupane. B in vitro npoyusaHus, eHsuMuTe CYP3A4
U CYP2D6 ca oTTOBOpPHH 3a AEXHAPOTCHHUPAHETO H XHAPOKCHWIHPAHETO HA apHITMNIpa3on, a N-
NeankuIMpaHeTo ce Katanusupa oT CYP3A4. Apununpasorn € JIeKapcTBeH HPOAYKT, HAITOJIOBHHA
pasnpenensiy e MpeIMMHO B CHCTEMHATa LMpKynauus. [IpyH crailuoHapHO ¢bCTOSIHHME, AEXHAPO-
apHITMIIPA30J1, KOMUTO € aKkTHBEH MeTaboNHT, npeacTasiasa okono 40 % or AUC na apununpason g
[1a3Mara.

EnMMuHHpaHe

CpenHUAT eTMMHHALHOHEH MOYKUBOT Ha apUITHIIPA3o) € npHOnu3uTeNHo 75 yaca npt T 1o
A &k .
meTabonuzaropu Ha CYP2D6 u okono 146 waca npu 6aBHu MeTabomrsaTopu Ha CY P21




Crnen eqHOKpaTHa nepopanHa no3a [*Cl-MapxkupaH apununpaszon, okoino 27 % npuerara
paJHOaKTHBHOCT C€ OTKPHUBA B ypUHaTa, a okoJio 60 % B wanpaxxHeHusrTa. [lo-Manko or 1 % ot
HEITPOMEHEHHS APMITHITPA30J C€ EKCKPETHpa C ypHHAaTa, okoyio 18 % ce oTkpuBaT B H3NPaXKHEHUITA B

HEMPOMEHEH BH]I.

llennarpyyHa nomyalusd

MDapMaKOKHHETHKATa HA apUNIMMPA30/ K AEXHAPOAPUITMITPA3O) IPU NEAHATPHYHY NALIMEHTH Ha
Bb3pacT oT 10 o 17 roauuu e nonobHa Ha Ta3u Npu Bb3PACTHU MALIMEHTH CJIeT KOPUFHpaHe Ha

pa3JiIMKaTa B TCJICCHOTO TCIJIO.

DapMakOKHMHETHUKA NTPH CHeLMANnHU MPYNH NALUEHTH

Cmapuecka év3pacm

He ca ycraHOBEeHH pa3nvyius BbB (apMAKOKUHETHKATA HA APMITMIIPA30Ji MPH 37IPaBU BL3PACTHH
A0OpOBOJILM H NO-MJIAM HHAMBHAH, KAKTO U HAKaKBH 3abene)kxuMH edeKTH Ha BB3pacTTa NpH
NOMyJIALIMOHHKA (PapMAKOKHUHETHYEH aHAIH3 HA MAlMEHTHTE ¢ MIH30(PEHHS.

IHon
He ca ycraHOBEeHH pa3iiH4us BBB (PApMAKOKMHECTHKATA HA APHITUIIPA30J] MPH 3[paBH MBXE H )KEHH,
KaKTO ¥ HAKaKBH 3a0enexuMH epeKTH Ha noja rnpH NOoMmynaiuoHHus hapMakoOKHHETHUYEH aHATH3 Ha

NalMEHTHTE C LWIH30PpEeHH .

Tiomiononyuene
IlonmynauuoHHata (papMaKOKHHETHYHA OLIEHKA HE € YCTAHOBWIIA KIIMHMYHO 3HAUHMM CBBP3aHHU C

[TYLICHETO Pa3/iHuHs BEB (JapMaKOKHHETHKATA Ha apHITHIIPA3OJL.

Paca
[lomynanmoHHaTa papMakOKHHETHYHA OLIEHKA HE II0Ka3a JOKA3aTeNICTBA 33 CBbP3aHHM C pacara
pa3MyHs BBB (PAPMAKOKHMHETHKATA HA apUIIMITPA30N.

bvbpeuno yapeocoane
YCTaHOBEHO €, Y€ HapMakOKHHEeTHUHUTE CBOHCTBA HA apHITHITPa30i U AEXHADPO-apHITHITPa3o/ MpH
MaLHEHTH ¢ Texko OBOpeuno 3abonsBaHe ca CXOAHH C TE3M MPH MJIAAH 3APABH HHAHBH/IM.

Yeproopobro yepescoane

[Ipu npoyuBaHe ¢ €IHOKPATHA 1034, NPU NALMEHTH € pa3/IidHa CTEINeH Ha YePHOAPOoOHA LHpOo3a
(Child-Pugh Classes A, B u C) He € ycTaHOBEH 3HauUTeNEH €eKT Ha YEPHOAPOGHOTO YBpeskaAaHe
BBPXY (PapMaKOKHHETHKATA HA APUITHIPa30 H AeXHAPO-apUIIHIpa3osl, HO B NPOyYBaHETO ca S1UnM
BKJIKOYEHH ¢aMO 3 maumeHTa ¢ kaac C yepHonpobHa LMpo3a, KOeTo € HEAOCTAThYHO 3a IPaBeHeTo Ha
3aKJIIOYCHHE OTHOCHO TEXHHA MeTa0OAHTEH KallallHTeT.

5.3 HIpeAKNTHHHYHH JAHHA 32 0€30MACHOCT

[IpeAKTMHUYHHUTE AaHHH HE Ca MOKAa3alM HAKAKEBB CrieLHpHYeH OTpHLATE/IEH edeXT MpK YOBEKa Ha
6a3aTa Ha KOHBEHLHOHAIHM NPOYYBAaHUA BHPXY (apMaKoJoruaTa Ha 6e30nacHOCTTa, TOKCHYHOCTTA
NPH MHOT'OKPaTHO NPHJIOXKEHHE, F€HOTOKCHYHOCTTA, KAHUEPOTEHHOCTTA, PENPOAYKTHBHATA
TOKCHYHOCT W PasBHTHETO.

3HaYHMH TOKCHKOJIOTHYHH e(peKTH ca HabmoxaBaHK, €AMHCTBEHO MPH 03K HITH €KCIO3HLINA,
IPpeBHIIABAIIH 3HAYMTETHO MAKCHMAJIHATA 1033 WIH SKCTIO3HHHA MPH YOBEKa, KOETO MOKAa3Bé

MapeHXMMHH KJIETKH) IpH ILTEXOBE, NpH 104-ceiMUYHO npHiokeHHe Ha 1034 OT 20
mg/kg/nuerno (3 no 10 mbTH cnpaMo cpeaHara craioHapHa AUC npu MakcuMans
1034 IPH YOBEK) H NOBHIIABAHE YE€CTOTATa HA a/IPCHOKOPTHKAIHMTE KAPLHHOMHU U K&




aJIpeHOKOPTHKAIHU a/IeHOMMW/ KapLIHHOMH [pH JKEHCKH IUThXO0BE, npu go3a 60 mg/kg/aHesHo (10 meth
crpaMo cpeaHa crauHoHapHa AUC npu makcuManHaTa IpernopbuaHa 103a npH 4oeek). Hai-Bucokara
HETYMOPOT€HHA €KCIO3ULIMA MPH KEHCKHU MTbXOBE € HAABHIIABala 7 [TbTH €KCMIO3HLUATA Ha
npenopbp4YaHaTa qo3a npu Xopa.

JomenHauTeIHO € HalmonaBaHa M XOJIEJIMTHA3a B PE3Y/ITAaT HAa MPCHUITHTHPAHE HA CYNATHHTE
KOHIOTATH Ha XKIPOKCWIKpaHUTE METAOOTHTH Ha apHITMIIPA30J B XKITHUKATA HA MAHMYHM Cleq
MHOTOKPATHH NIepopaiHK 103K oT 25 1o 125 mg/kg/aHesno (1 1o 3 mbTH CNpAMO cpeaHa
ctaimoHapHa AUC Ha MakcMManHaTa npernopbyaHa KIIMHAYHA 103a Wi 16 1o 81 neTu
MaKCHMAaJTHaTa npenopryYaHda 1034 IpH YoBeka Ha 6aza mg/m?2). OcBeH TOBa, KOHUEHTPALIMHTE Ha
CyN(aTHUTE KOHIOraTH Ha XUIPOKCH apHIMIIPa30i B HOBELIKAaTa HTbUKa MPH MaKCHMAallHaTa
ponycruMa ao3a ot 30 mg AHeBHo, He ca noeede oT 6 % OT KOHUCHTPALMHUTE YCTAHOBEHH B AThYKATA
Ha MaitMyHH NpH 39-ceIMHYHO MpOYYBaHe M ca Mo TEXHUTE rpaHuuH (6 %) Ha In vitro

pa3TBOPUMOCT.

HpH MJIanH IUTbXOBC H KYHCTA, TOKCHYHOCTTA Ha apHITIMITIPa30J1 IIpH NIpOyYYBaHHWUA C MHOT'OKPDATHO
NpUiIaradHe € CpaBHHUMa ¢ TOKCHYHOCTTA IIPpHA Bb3PpaCTHH KHBOTHH, KATO HE Ca Hﬂ.ﬁﬂlﬂﬂ,aB&HH
HCBPOTKCHYHOCT WIH HEXKEAAHHU PCAKIINH, 3aCiarailli pacTCiKd.

B13 OCHOBA Ha pe3yNTATHTE OT TBJIHKTE CTAHAAPTHH TECTOBE 338 NEHOTOKCHYHOCT, € YCTAHOBEHO, Y€
aPHITMIIPA30J HE € NreHOTOKCHYEH. [IpH npoy4yBanys BbpXy PENPOAYKTHBHATA TOKCHYHOCT €
YCTAaHOBEHO, Y€ apUNHIPa30 He yBpexkaa gepTinHocTTa. KECHA TOKCHYMHOCT, BKIIIOYHTENHO 103a-
3aBHCHMA KbCHA (eTaiHa ocH(HUKALIMA H Bb3MOXKEH TepaToreHeH epekT e Ha0m0AaBaHa MpH
IUTBXOBE, TIPH 1034 BOZELM 10 cyOTepaneBTHYHU KOHUSHTpaluu (Bb3 0cHOBa HA AUC) v npu 3aiium,
TIPH BO3HM BOZCLUH A0 KOHUCHTpAUuM 3 U 11 mpTH cipamo ¢peanata AUC nipy gocTHraHe Ha
CTALMOHAPHO CHCTOSHUE ITPU MAKCUMAJTHATA NPENOPbYBaHA 1034 B IUTMHHYHATA NPaKTHKA.
TokcuunoCT npu MaMkara ce MoABABA NMPH 03U, NOAOOHH HA TE3H NPOBOKUpPALIH KbCHA TOKCHYHOCT.

6. PAPMAIIEBTHUYHHA JAHHH

6.1 CnucbKk HA NOMOIIHATE BEIECTBA
JIakT03a MOHOXHApAT

LlapeBHYHO HHILIECTE

MukpokpucTanHa ueyio3a
XUnpomenosa

KpocrnioBHIOH THIT A

Konounex 6e3poaeH CHIHMLIMEB AHOKCH/
Marhe3ueB creapar

Xent xenesen okcup (E172)

6.2 HechbBMECTHMOCTH

Henpunoxumo.

6.3 Cpox na roanoct

4 rOJAUHH

6.4 CnenuanHn YC/1I0BHA HA ChbXpaAHEHHE

To3u nekapcTBEH NPOIYKT HE U3KUCKBA CNELIMATHH TEMIIEPATYPHH YCIOBHS 34 CEXPayf
CexpaHsBalTe B OpUrHHAHATA OMTAKOBKA, 32 J1a ce MIpeanasH OT BJiara.




6.5 Bua H ¢cbABPKAHHE HA ONIAKOBKATA

OPA / airymunuii / PVC-anymunueBH OJIMCTepH B KAPTOHEHHM KYTHH, ChABpKaluM 7, 10, 14, 20, 28,
30, 50, 56, 60, 72, 90, 98 unu 100 Tabnerkn.

He BcuukM BUAOBE OMAKOBKHM MOraT Aa Obaar mycHaTy B npoaaxoa.
6.6 Cnenra/IHH npeANa3HHd MepPKH NPH H3XBLPJISHE

Hen3non3paHUAT JICKAPCTBEH MPOAYKT WIH OTNaIbYHUTE MATEPHAIH OT Hero TpAOBa Aa ce U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE U3HCKBAHMUS.

7. IPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

G.L. Pharma GmbH
Schlossplatz 1, 8502 Lannach

ABCTpHSA

8. HOMEP (A) HA PA3PEIIEHHETO 3A YIIOTPEBA
PeructpaumoHes Ne 20150335

9. 1ATA HA ITBPBO PAZPELHIABAHE/MIOJHOBABAHE HA PAZPEINIEHUETO 3A
YIIOTPEBA

Hata Ha mepBO paspemaeade: 19.10.2015

IlaTa Ha nocaeaHo noaHosBaHe: 21.10.2020

10. TATA HA AKTYAJINIUPAHE HA TEKCTA

Cenrempu/2024




