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1. HME HA JEKAPCTBEHHA MPOAYKT

AGuzon 15 mg TabneTkn WN3NLNHUTENRHA ATEHLAA NO NEKAPCTBATA
Abizol 15 mg tablets Koameia XapaxMepUCITNINE Ha NDOGYKME - [PUAGHEHU |

Ko Poe. ... AOLE 202 iz
2.  KAYECTBEH H KOJIMYECTBEH CbCTAB N R& /M Wﬁ oo JAF
Besika TabneTka chabpia 15 mg apurmnpason (aripiprazole). -, 22 11. XN

 Ogospenue N
IIOMOIIHN BEINECTBA C HIBECTHO NEHCTBHE:
Beaxa Tabnerka or 15 mg ceappika 110,55 mg MaHHTON KATO MOMOITHO BEIIECTBO H KBAT JKENE3CH OKCHA

(E 172) xaro onperuTen.

3a reAHKY CIIHCBHK HA TIOMOLIHATE BEINECTBA BIOKTE TOUKA 6.1.

3. JAEKAPCTBEHA ®OPMA

Tabnerxa
Tabnerkure ca KpBIH, JKBITH, ¢ penedHo H300paxeHue ,,15“ oT eaHarTa cTpaHa Ha TabneTKaTa.

4. KJIMHAYHHA JAHHH
4.1 TepanepTHYHE HOXAIAHES
AGH30/1 € IoKa3aH 3a JIeueHHe Ha MI30¢peHHs NPH BE3PACTHH H IOHOLIN HA BE3pacT HaA 15 roaynu.

AGH305 e mMoKa3aH 33 JleYeHHe HA YMEPEHH AO TEeXKKH MAHHAHM enH304M npu OGunosipHo adexTHBHO
PascTPOHCTBO H 3a MPEACTBPATABAHC HA HOBH MaHWIHM €MH30AM NPH NAIMEHTH, KOMTO CTPAJAT MPEIHMHO OT
MAaHHIHH eNH301H, H YHHTO MAHMITHH SITH30AM Ce MOBJIHARAT OT JICUeHHE C apHITHNPa3oN (BX. Touka 5.1).

Abm3on e nokazaH 3a Nevende 10 12 cenMMIM HA YMEPEHH X0 TEKKH MAHWHHW eNH30MH Npn GHOONIpHO
a(peKTHBHO PasCTPOHCTRO THN I NMpH 10HOIM HA M Haj 13 roauHH (BX. TOuKa 5.1).

42  Io3HpoBKA H HAYHH HA UPHIOKEHHE

03] BKA

Bvspacmuu:

Hlusodpenua:

IlpenophusanaTa HauwanHa JHeBHA Ao3a A0m3on e 10 mg wnH 15 mg, ¢ noaaepxama AHEBHa Ao3a 15 mg,
MpHEMAaHA BEAHEBK AHEBHO, HE3aBHCHMO OT XPaHEHeTo.

A6wuson e edexruren npu no3u ot 10 mg no 30 mg auesno. He e HabmionaBaHa NoBAIMERa eeKTHRHOCT MPH
JO3H NO~BHCOKH OT NPENopHYBAHATA JHEBHA 033 OT 15 mg, BEOPEKH, He NpH OTAE/HH NAlHEHTH No-BUCOKH
J03H MOXe ia OBat ot noma. MakcimanHaTa qHeBHA /1034 He TpaGba Aa Haasrmasa 30 mg.

Manuiinu enuzodu npu 6unorapro adexmusno pascmpoticmso mun I
[IpenoprypanaTa HauamHa no3a AGmon ¢ 15 mg, NMpUIOKEHA BeIHBX JHEBHO, HE3aBHCHMO OT XPaHEHETO
KATO MOHOTepalid WIH KoMOHHNpaHa Tepamud (Bxk. Touka 5.1). [Ipn HIkoN DALHEHTH NO-BHCOKH JI03H MOXE
na 6e7ar ot noasza. MakcHManHaTa AHeBHa 1032 He TpA6Ba Na HamBHmasa 30 mg.

Ipecomepamasane Ha peyudueu Ka manuiinu eni300u npu bunoRRPHO agexmusHo
3a NMpeAOTBPATABAHC HA HOBH MAHWHHH eNMM30M NPH NALMEHTH, KOHTO ¢4 np
MOHOTEpANHA WIH KOMOWHHpaHa Tepamnus, JEYeHHETO NMPONL/DKABA B CHINATA ]

TS
’I‘ ;.



JO3HPOBKA, BKHIOYATCTHO HaAMAIABAHC Ha AO03ara, 'l'pxﬁna A3 ¢ OOMHCIAT B 3aBHCHMOCT OT KIHHHYHOTO
CBECTOAHHE.

Ileduampuuna nonyrayus:

Hluzoppernun npu ionowyt na u nad 15 200unu u eb3Ipacmuu:

IpenopsuBanata A03a AGmzon e 10 mg nHepHO, MPHIOKEHAa BEAHEK THEBHO, HE3ABHCHMO OT XPaHEHETO.
Jleuennero TpaGea Aa GBae 3anouHaTo ¢ K034 OT 2 mg (C APHIHIIPA30N HEPOPATIEH PA3TBOP) B NPOARDKEHHE
Ha J(B& HH, THTPHPaHA A0 5 mg 3a owle ABa JIHH A0 AOCTHraHE HA MPENOPHYMTENIHATA AHEBHA no3a ot 10 mg.
TIpH HeOGXOMMMOCT, MOCAEABANIO NOBHINARAHE HA JO3MTE TPAOBA 2 Ce HANPABH CHC CTHIKH OT 5 mg, Ge3 aa
ce HAJBHIIABA MAKCHMANHATA qHEBHA N03a oT 30 mg (Bx. TouKa 5.1). :

A6uson e eduxacen npr jgosu or 10 mo 30 mg aHesHo. IlpH ioHOmWHM He ¢ HaGmonapaHa MOBHMLICHA
e(HKACHOCT NpH AHEBHH AO3M MO-BHCOKH OT 10 mg, BHNpeKH Ye HAKOH NALHEHTH MOXKE lia C€ NMOBIHAAT
OaronpMATHO OT ITO-BHCOKHTE JIO3H.

AGH30J He ce NMpemopLYBa 3a NAUMEHTH ¢ mKU30(QpeHns Ha BB3pacT Noj 15 roauHy, NopagM OTCHCTBHE HA
AauHK 3a Ge30macHoCT H eduxacHoCT (B, ToukH 4.8 1 5.1).

Manutinu enuzodu npu 6unonspro agpexmusno pascmpoiicmso mun I npu 1onow na u #ao 13 zo0unu:
IpenopbuurenHaTa 103a AGmion ¢ 10 mg npuera BeAHBAK JHEBHO, HE3ABHCHMO OT XpaHeHeTO. JleueHnero

TpabBa Aa 3anoune ¢ 2 mg (apHNMANpa3o) NEPOPAIEH Pa3TBOP) 32 2 IHH, THTPHpA ce 0 5 mg 3a ome 2 1HH, 32
Ia ce IOCTHTHE NpeNophUHTe/THATA THeBHA 033 oT 10 mg.

TIpOXEIDKATENTHOCTTA HA JIeYeHWETO TPAOBA 12 ¢ MAHMMAITHATA HEeOOXOHMA 33 KOHTPOI HA CHMITTOMHTE Ge3
a2 Hameumasa 12 ceamuiy. He e HabmopapaKo NOBHINABaHE Ha eHKACHOCTTa NPH AO3H MO-BHCOKM oT 10 mg
AHEBHO, a JHeBHAa Oo3a or 30 mg ce CBLP3Ba CBC CHIIECTBEHO NO-BACOKA YECTOTA HA HERKENAHHTS
NIEKAPCTBEHH PpEAKIWH, BKNIOYHTEIHO EKCTPANHPAMHIHM CBOMTHA, COMHONEHTHOCT, OTTMAJHANOCT H
YBE/IMYEHHE HA TernoTo (Bk. Touxa 4.8). [To Ta3u npuyHHa, 103K No-BACOKH ot 10 mg anesHo TpaGsa na ce
NIPHAATAT B K3KMIOMMTENHE CTy4al M TIPH CTPHKTHO KIHHHYHO HabmozneHue (k. Toukn 4.4, 4.8. 1 5.1).

CrinecTsyBa NOBHLIEH PHCK OT HEXKEJAHM JIEKAPCTBCHH PEaxUMH CBBP3aHH ¢ ADHIMIPA3QMN 38 I0-MJIaJUTe
naupenTH. o Task npuamHAa AGU30 He TpAGBA A2 ce M3MON3BA TIPH NAlMeHTH noA 13 roamnn (ex. Touku 4.8
n3.1).

Pazopaznumennocm, Cevp3ana ¢ aymuibm.

BesonacHocTra B edHKacHocTTa Ha AGH30I mpH Aelia ¥ IOHOWM Ha Bh3pact Ao 18 roguHM Bee ome He e
ycranosena. HamuuumTe 1o MOMEHTA JaHHHM ca ONMCAaHM B Touka 5.1, Ho He MOxe Ja Gbae HampaBeHa
npenophKa 0 OTHOLICHHE Ha IO3HPOBKATa.

Hayuenmu ¢ weprodpobuo yepexcoane:

He ce Hamara KopeKUMA Ra /103aTa IIPH NAUHEHTH € JIEKO 0 YMepeHO TexKO 4epHoApoGHO HapyineHne. Hama
JOCTATHYHO JAHHH, 34 Ja GhJAT HANPABCHH MPENOPBHKH OTHOCHO PEXHMMA HA /IO3HPAHE MPH MALMEHTH C TEXKKO
yBpexaaHe Ha uepHus apoG. IIpu Te3u nauveHTH e HEOOXOMMMO BHUMATENIHO OMpEAEAHC Ha JI034Ta.
Bripexd TOBa, NPH MALMEHTHTE ¢ TEKKO YePHOAPOOHO YBpek/aHe, MAKCHMAJTHATA AHEeBHA no03a or 30 mg
TpaGBa Aa Ce MPHIATa ¢ NOBHINEHO BHUMaHue (BXK. Touka 5.2).

Ilayuenmu c Gu6pevno yspedcoane:
He ce nanara KOpeKUHs Ha 103aTa NpH naleHTH ¢ 6e0pedHo yBpexaane.

Hayuenmu 6 cmapyecxa evspacm.

He e yctaHoBeHa e(beKTHBHOCTTa HAa ADHIMIIPA30N 3a JieueHHe Ha WIM3O(PCHHS M GHMONAPHO apeKTHBHO
pascCTpOlCTBO MpH NALMENTH Ha BB3pACT Ha M Hajg 65 rogMmHa BB3pacT. B pesyarar Ha no-rojiaMa
YYBCTBHTENIHOCT HA Ta3H MOMyJALMA, 3AM0YBAHETO HA JIeUeHHe C NO-HHCKH JO3H TpAGBa Aa ce ,unanpennrm B
CJTydaMTe, KOTATO TOBA € KIIHHHYHO OlpasaaHo (B, Touka 4.4). :




Ilon: _
He ce Hanara KOpeKIHA Ha [03aTa MpPH MALHMEHTH OT XEHCKH MO B CPABHEHHE ¢ Te3H OT MBEXKH non (Bxk.
TOUKA 5.2).

Ihuene:
Hmalixu npenpraa MeTaGoONMHTHAA IBT HA APUNHNPA30N, HE C€ HANAra KOpeKUHs Ha HO34Ta IPH MymavH (BK.
Touka 4.5).

Aodanmuparte na dozama, nopacu 83auMoOeticmaus.

B ciyuali Ha enHoBpeMeHHA ynoTpe(ba Ha apunmnpasoi ¢ MomuH HHXHOHTOpH Ha CYP3A4 unu CYP2DS6,
I034TA HAa apHITHTIpa3oll TpsOBa Aa ce peayumpa. [Ipu cnMpale Ha AedeHBeTo ¢ HEXHORTOPH Ha CYP3A4 wn
CYP2D6 (u3paKaaHeTO HM OT KOMOHHHPAHOTO JIeYCHHE), J03aTa Ha apUITMIIPa3oN TpAGEa Aa ce MOBHIIH (BXK.
TouKa 4.5).

TIpy enAROBPEMEHHOTO NPHIOKEHHE HA ApHIHIIPa3od ¢ MomHH MHAykTopd Ha CYP3Ad4, nosara Ha
apunMnpazon TpAGBa 1a ce nopuuy. [Ipu ciiupane Ha nedenreto ¢ HHAYKTOpH Ha CYP3A4 (M3BKIaHETO HM
0T KOMOHHHPAHOTO JIeYeHHe), A03aTA HA APUNUNPA3on TpaOra Na ce NOHWKH a0 ofudaliHaTa npenoprysana
Zo3a (BXK. Touka 4.5).

HauwH ha npHioxkenye
3a nepopasiHo NPINOKEHHE.
43 HpoTEBONOKA3ANHY

CBPBXYYBCTBHTETHOCT KbM AKTHBHOTO BEIIECTBO HIH KbM HAKOE OT MOMOINHHTE BeLIECTBA, W3OPOEHH B
Touka 6.1.

44 CoenHanHH NpeaynpeXxicHHs H NPeANAIHH MEPKH OpH ynoTpeba

Mo BpeMe Ha AHTHIICHXOTHYHOTO JICYCHHE, NOACOPABAHETO HA KIIHHHYHOTO CHCTOSHHE Ha MALMCHTA MOXKE Ja
OTHEME OT HAKONKO OHH A0 HAKONMKO ceamuuM. Ilpes Tosu mepmon naumeHTHTe Tpabea na 6bnar nop
MOCTOAHHO HaOMOACHHE,

BE3HHKBaHETO Ha CYMUMIHO TNOBEJEHHE © NPHCHINO 3a TCHXHueckHTe 3alonspanis H adeKTHBHHMTE
PasCTPOMCTBA H B HAKOH CJIyHaM 3a Hero ce crobimasa cxopo ciief] 3anouBaHe WIH Clie/] CMAHA HA TePAMATA C
AHTUICHXOTHIH, BKIKOYHTEHO U ¢ apHIMmpa3on (Bx. Touka 4.8). TeparmaTa ¢ aHTHICHXOTHLI Tpabea ra ce
CHITFTCTBA ¢ HAOMOACHHE HA BHCOKOPHCKOBHTE MALMCHTH. Pe3yiITaTi OT eMHAEMHONIOrHYHO POYydBaHe cpell
TIALHEHTH ¢ MH3odpenns WK GHNONApHO aeKTHBHO pascTpoiicTBo MPeANONnarar, 4¢ HAMA NOBHINEH PHCK OT
CKJIOHHOCT XbM caMOyOHiicTBo IpH ynoTpeba Ha apHIHMNpasoNl B CPaBHEHHE C APYTH AHTHIICHXOTHIIH.
HudopManuara npH nmeaMarpyuHaTa NOMyJanMs He € AOCTaThUHa, 33 Ja C¢ OUEHH PHCKA NPH NO-MIagH
nauHeHTH (nox 18 rommnHa BB3PAcT), HO CHINECTBYBAT JOKA3ZATENICTBA, Y€ CYHUMAHUAT PHCK 0CTaBa H Clex
wepsHTe 4 cCeAMHLE Ha NeYeHHe ¢ ATHIMYHN AHTHIICHXOTHITH, BIUTIOYHTETHC apHIHNIPA3o,

ChpAeYHO-CHAOBH HAPYIICHHA:

Apurmnpazon Tpsabsa aa ce mpmiara NMpeANavIABO IPH MALMEHTH ¢ JOKA3AHO CHPJEYHO-CBHIOBO 3abonsBaHe
(npexapaH uHpAapKT Ha MHOKApPJA WIH HCXeMHYHa OojlecT Ha CBpLETO, CHPACYHA HEAOCTATHIHOCT HIH
HAPYWICHHA HA NPOBOAMMOCTTA), MO3ZBUYHO-CHAOBO 3aloisBame, ycnopud, Kouto Ouxa JoBenu [0
NpeApasnonokeHHe KbM XHMMOTOHHA (00e3BoAHABAHE, XHIIOBOJNEMHA M JICYCHHE ¢ AHTHXMIIEPTEHIHMBHH
NeXapCTBEHH MPOAYKTH) HIH KbM XHIIEPTOHHSA, B TOBA YHC/IO YCKOPEHA WIH 3/10KA9€CTBEHA. '

Crobmenn ca ciydaH Ha BeHO3eH TpoMOemGommssm (BTE) nmpu nampeHTH, npHeMamy aHTHICHXOTHYHH

BB3MOKHH PHCKOBH (haKkTOpH clieZipa ia 66AaT HASHTH(OHITHPAHA NPENH H N0 BpeME HA
na ObAaT npeanpHeTH IPEBAHTHBHH MEPKH.



HapymeHua Ha IPOBOHMOCTTA:

Ipy }WIMHHYIHA POYYBaHHA ¢ APUIMIIPA30N YECTOTATA HA YARDKaBaHe Ha QT-HAHTepBana ¢ GHila cpaBHHMMA ¢
Tasd nph mnane6o. Kaxro 1 npu apyrHTe aHTHIICHXOTHIMH, APHITANPa30) TpAOEA A C€ HINOM3BA IPEATasTHEO
IpPH NALMEHTH ¢ GAMMIIHA HCTOPHA 34 yowpkapane Ha QT-unreppana.

TapaupHa NMCKHHEIMA:

IIpH KIHHHYHH MPOYYBAHKA B MPOALIDKEHME Ha €HA NOAHHA HIH MO-MAIKO, CIydaHTe Ha HeoOXOMHMOCT OT
JICYCHHE Ha NIONBHIHTE C¢ QHCKHWHE3MH MO BpEMe Ha JISUCHHETO ¢ apHMIMNpa3oN He ¢a yectH. [Ipu nogsara Ha
MPH3HALA H CHMITTOMH HA TAPAUBHA JUCKMHE3Hs NPH NALMEHTH Ha feueHne ¢ AGuson, TpabBa aa ce oOMucu
BE3MOXHOCTTA 33 HAMAIABAHEe HA JAO3ATA WIM MPEKPATABAHE Ha JIeYeHHETO. Te3H CHMITOMH MOXE BPEMEHHO
Jla ce BIIOMIAT MITH Jja ¢e NOKBAT, OPH CE] MPEeXpaTaBaHe Ha JICYEHHETO.

JpyTH eKCTPANMpaMAHY CHMITTOMH:

B KIMHWYHH NPOy4YRaHHA HA apHIHIPa3on NpH Jeua ca HaGMmonaBaHM aKaTH3HA M napkuHCOHH3BM. Ilpn
MOSBATA HA TPH3HAIIA M CHMITTOMHM Ha ApyrH EPS Npy NalMeHTH NMpHEMAl ApHIHNpasoln , Tpabea jJa ce
O0OMHCIIH BE3MOXHOCTTA 332 HAMANSBAHE A JI03ATa M BHUMATENHO KIHHHYMHO HabmoneHne.

HepponenTuyeH ManHrHeH ¢ M S):

NMS e noreHIAanHO daTaneH KOMIUIEKS 0T CUMITTOMH, KOHTO € CBLp3aH ¢ AHTHIICHXOTHIHHTE JICKAPCTBEHH
nponykTH. B KIMHWMHM TIpoydBaHMA Ca NOKIANBAHH PeiKM ciyuad HA NMS mo speme Ha seuenme ¢
apunempason. Knunsrmre nposasi Ha NMS ca XHNEepIHPEeKCHA, MyCKY/THA PHTHIHOCT, HApYIIEH MEHTAICH
CTaTyC H AaHHH 33 ABTOHOMHA HeCTAGHIHOCT (IIPOMEHH B MYJICA M KPHBHO HAATAHE, TaXMKapaus, JHadopeza
H ChLpieYHA apHuTMHA). JIOMBIHHTETHO MOXeE Ja ¢a HajlWue H NOBHINEHH CTOHHOCTH HA KPEaTwH
docdhoxnnazara, Muornobunypus (pabnommonisa) B ocTpa 6n6peuna HemocTarsdHOCT. ChobmaBa ce Chilo
Taka, obaye, H 3a NOBHIUIECHH CTOMHOCTH Ha KpeaTHH ¢ocoKHHa’a H pabIOMHOIM3A, He HEMPEMEHHO BLB
Bpp3ka ¢ NMS. Axo naumeHTHTe pasBHAT NpH3HAUH WIH CHMIITOMH, XapakTephu 3a NMS, wiu uMmar
HeoOACHMMO BHCOKA TeMmepaTypa 0e3 NOMBIHWTENHM KNMYMHM npHiHand Ha NMS, npueMa Ha BCHYKHM
AHTHIICHXOTHYHH JIEKAPCTBEHH IPOAYKTH, BRIIOUHTEAHO AGH3I01, TpAGBa Aa ce NPeyCTaHOBM.

I'epaobe:

B xiHHHYHH NpOYYBaHHA Ca JOKJIAJBAHH HEUeCTH CAy4aH Ha MbPYoBE N0 BPEME HA JieYeHHE C APHIMIPA3OIN.
Ero 3amo, apununpason Tpabsa na ce npuaara ¢ NOBHINCHO BEUMaHKE NTPH MAIHEHTH NpeXapaid B MHHANOTO
€304 Ha FBPYOBE HIIH CHCTOAHHA, CBBP3aHH ¢ IbPUOBE.

B13pacTHH NAlHEHTH ¢ IICHX033, CBBLP3aHa ¢ JEMEHIHA:
Hosuuena cmvpmuocm:

B TpH mnauebo-KOHTPONMpAHH NPOYYBAHHA C APUIMIIPA30] MpH BB3PAcTHH nauMeHTH (n=938, cpemma
Bn3pacT 82,4 r., or 56 g0 99 r.) ¢ ncHxo3a, cBbP3ana ¢ OonecTra Ha AsXakiMep, AIHEHTHTE HA JIEYCHHE C
apHIHMAPa30N ca GHIM M3OKEHH HA NO-FoJiIM PHCK OT CMBPTHOCT B CPaBHEHHE C rpynara Ha JIEUCHHE C
wiaxe6o. CMBLPTHOCTTA IIPH NAIHEHTHTE Ha JIEYCHHE C apHIHTIpason € 6mna 3,5% B cpaBHenme ¢ 1,7% npr
rpynaTa Ha nevense ¢ mnaneGo. Makap ue npuuMHMTE 38 CMBpPTTA ca GHIM PaIWVHH, nMoBedeTo ca Onu
CRELp3aHH CBC CHPAEYHO-CHAOBH MHLUMIEHTH (HANp. CBPACYHA HEAOCTATHYHOCT, BHE3ANMHA CMBPT) HIH
HH}EKIMHE (HANp. MHEBMOHMS ).

Hepebpo-sackyrapru nexcenanu peaxyuu:

B cpumre npoyusaHus ce cho0imara 3a uepeSpo-BacKylapHH HEXENaHH peakiMH (Hamp. HWHCYAT, IPEXOAHa
HCXEMH4YHa aTaka), B TOBa YHCHO H Garanun MHIpMAeHTH (cpeaHa Bu3pacT 84 r., or 78 no 88 r.). O6mo npu
1,3% oT naiMeHTHTE HA JIedeHHe ¢ APHNHIPA30N ce ¢hoOmasa 3a HepeOpo-BaCKYIAPHH HEXKEIAHH peakildH B
cpasnense ¢ 0,6% ot naipeHTHTe Ha neueHHe ¢ wianebo. Pavmkara He e cTaTHCTHYECKH 3HadMMa. B emxo
KIHHIYHC MPOYYBaHe ¢ GHKCHpaHa 1033 obave ce cHODIMABA 33 3HATHMA BPB3Ka MEXKIY 103aTa H OTTOBOPA H

LiepeGpo-BacKyJIAPHATE PCAKIHH TIPH MAUMEHTH HA JIEY€HHE C ApHITMIIPA3ON.
ApHITMIIPa307 He © MoKa3aH 3a JIeYeHHe Ha NCHX03a B CICACTBHE HA JCMEHIHA.

XunepriukeMus H 3axapeH auaber:
HMa croOmeHHs 3a XHNEPIIIMKEMHS, B HAKOH CAydYaH NPEKOMEpHA M CBLp3aHA



3ATITBCTABAHE M MpeAXonHH 3a6onasanms oT AHaler B cemelicTBOTO. B KiIHHMYHHE IPOYYBAHHA C APHITHIIPA3ON
He ca HaOMoJABaHH 3HAYMHMM PATHYMA NO OTHOLICHHE YECTOTATA HA HEKENAHWTe PEaKIMM, CHBP3aHH C
XHIEPIIMKeMHAs (BRIOUHTENHO IHabeT) WIH no oTHOWeHWe HA aDHOPMHH N1abopaTOpHH CTOMHOCTH Ha
ITIHKeMMs B cpaBHeHHe ¢ mane6o, HaMa TOYHM PHCKOBH JaHHH 33 CEBP3aHH ¢ XHIIEPITIHMKEMHS HEKeaH!
peaKi(K ITpH DAMCHTH JICKyBaHK C apHIHINIPA3o H ¢ APYTH aTHIHIHH aHTHIICHXOTHITH, 3a a MOXE Jia ce
HampasH cpasHeHne. IlarmenTHTe, NeKyBaH! ¢ HAKAKEH aHTHIICHXOTHIHH, BKIOYMTENHO H AGW3on, Tpabea na
OpOaT HAOMIOAABAHM 332 NMpPH3HAM W CHMITOMH HA XHMEPIMKEMHA (HAND. NOMMAMINCHA, NONHYDHA,
nonudaria B cnabocT), KATO CHCTOSHMETO HA MAIHEHTH CBHC 3aXapeH AuabeT MM ¢ PHCKOBH (akTopH 3a
3axapeH quabet TpOBa sa ce KOHTPONMPA, NOPANH ONACHOCT OT BICIIABAHE HA ITIIOKO3HHS KOHTPOI.

CBPBXIYBCTBUTENHOCT:
Kaxro nmpu ApyrH JiekapcTBeHH NpONYKTH, TAaka M NPH apHIHIIPa3oNl MOXCE Ja BE3HHKHAT DeakiHM Ha
CBPBLXYYBCTBHTETHOCT, XAPAKTCPHIHPAIIH C¢ ¢ a/IEPTHYHH CHMITTOMH (B2K. TouKa 4.8).

Vaenuyabasie Ha TEMIOTO;

VBeM4aBaHeTO HAa Ternoro ce Habmogaea decTo npH GoaHM OT mimodpeHns A GHNONAPHA MAHNA TOPAIH
CHITBTCTBAITH 3a00N9BAHMA, HIMON3BAHE HA AHTUIICHXOTHIMH, 38 KOHTO C€ 3HAE, Y€ BOAAT A0 YBEIH4ABAHE HA
TErjio, HE3XPABOCAOBEH HAYTHH HA JKABOT, KATO MOXKE Jia C& CTHTHE A0 TEXKH YCJIOXHeHHd. 3a yBemMvaBaHe Ha
TETrNoTO ¢e ChoOllaBa B MOCTMAPKETHHTOBHA NEPHOA NPH MALMEHTH CbC 3HAYMTEIHM PHCKOBH (akTops,
HapHMEp MpeAMIOHO 3abonaBane oT Aualer, HApPyMICHHA Ha MMUTOBHAHATA XJic3a MAH AACHOM Ha
xunodmiata. B WIMHWYHH NpoyuBaHHsA HAMA AAHHH, Ue APHITHIIPA30)I NIPEAM3BHKBA KJIHHHYHO 3HATHMO
YBEJTHYABAHE Ha TETJIOTO NPH BB3PACTHH (BX. Touka 5.1). B KIHHMYEM Npoy4BaHHd NIpH IOHOMH ¢ Gumonapua
MaH¥s, ADHIMIPA30N C¢ CHFBP3BA C YBENHYaBaHe Ha TeTTIo ce 4-cefMuHO Jieuchue. FOHomM ¢ GHnondapya
MaHHA TpsOBa Aa ce MPOCAeABAT 2a YBe/IHIaBaHe Ha TErN0To. AKO ce Hab/monaBa KIHHWIHO 3HAYHMO
yBEIMUYEHHE Ha TErNIOTo, TpAbBa fa ce OOMHCIH HAMANABAHE HA A03aTa (BXK. TOUKA 4.8).

C :
Ezojareansa HeNMONBIDKHOCT M aciMpanus ce CBBP3BAT ¢ AEYEHHETO ¢ AHTHNCHXOTHIM, BKTIOYHTEIHO
apHnMIpazon. ApHIMNpa3oN H APYTH AHTHNCHXOTHYHM AKTHBHH BEILIECTBA TP#0BA Ja ce HW3MONIBAT
Npe/MA3IHBO NPy NAIMEHTH C PHCK OT THEBMOHHS.

IaTonoruyso BIeYeHNE KbM Xa3apTa;

JloKna/zBaNH ca CJIy4aH Ha NATOJOTHMMHO BIIEYEHHE KbM Xa3apTa

O BPEME HA NOCTMAPKETHHIOBHA NEPHOJ NPH NAlHEHTH NPHEMAIH ADHITANIPA30J, HE3aBHCHMO OT TOBa
[ATH ¢4 AMAJTH TAKABA aHaMHAE3a. [aMeHTH ¢ aHAMHE3a 34 TIATONOTMYHO RACUSHHE KbM Xa3apTa

Morar Jia OBAaT H3NOKEHH Ha TIO-TOJIAM PHCK H TPAOBA JIa ce MpocleIARaT BHHMATENHO (BXK.

TouKa 4.8).

©HTH CBC CBITE ADHD (¢ M Ha Xuil OCT © HA BHHMaHHETO):
Brnpexs ye GunonaproTo adexTHRHO pascrpoticTso THI I 1 ADHD becTo ca cEIBTCTBAIIM
CBCTOAHHA Ca HATHYHH OrpaHMYCHH JaHHH 34 eJHOBPEMCHHOTO IPHJIMKCHHE HA DHIIHIIPA30I H
cruMynasTH. [lopamH TasH NpUIHka Te3H NexapcTsa TpAORa Aa ce Npunarar ¢ ocoleHo BHAIMaHHUe,
KOaTo ¢a B KoMOMHawms,

4.5 BaammozeiicTeEe ¢ APYTR NeKapCTB¢HH NPOXYKTH B APYrd $opmMn Ha B3aBMoAelicTBRE

Hopany ¢Bos @;-aApEeHEPrHYEH PELIENTOPSH AHTATOHMIbM, APHITHIPAZON MOXE 1a YCHIH edhekTa Ha HAKOH
ANTHXMIEPTEHIUBHH CPEACTRA.

Mopanu ocHoBHHA edekT Ha apumunpason eepxy LTHC, ¢ Heo6x0oauMO MOBHIIEHO BHAMAaHHKE NpH ynotpebara
Ha apUITHNPa30oi B KOMOMHALMA C ANKOXOJI MNH APYrH jexapcrsa, Aefictsami pepxy L[HC, ¢ noteRmmanna
BB3MOKHOCT 3a NIOABA HA HEXKEJIAHM JIEKAPCTBEHH PEAKLMH, XaTO ceaMpaHe (BxK. Touka 4.8).

Tpabea na ce pHMMAaRa MHOYO, AXO APHIMIIPA3O) CE NPHIAra ¢JHOBPEMEHHO C JeKa
KOHMTO € H3BECTHO, e BOIAT A0 YAbDkaBaHe Ha QT-uHTepBana Wik elexTposniTeH auachan



BraMoxsHOCT 3a BB3jelicTBHE HA ADYTH JIeKaPCTBEHN NPOAYKTH BEPXY AGH305:
NpxubuTOpHTe HA CTOMAIDHATA KHMCeTMHHOCT, H2-anTaroHscra ¢aMOTHAMH, HaMalIfBaT CKOPOCTTA Ha
abcopOims Ha APHIATIPA3MI, HO TO3H e(eKT HEMA KITHHHYHA 3HAYHMOCT.

Apurmnpazon ce MeraGonM3Hpa upe3 MHOXKECTBO MCTaDOJIHTHH ITBTHINA, BKMOYBANIH €H3HMHATE CHCTEMH
CYP2D6 1 CYP3 A4, no e u CYP1A. Ero 3amo, IpH NMyIIa4yM He C¢ HAMATA KOpEKLHA Ha A03aTa.

B KABHMYHO MPOYUBAHE CBC 3/paBH AoGpoBonuH, Momuuar MHXuGHTOp Ha CYP2D6 (xuHuMguH) BOAH 10
nopumasase #a AUC wa apurunpason cec 107%, aoxate croliHocTTa Ha Cnax OCTaBA HenpoMeneHa, AUC u
Cuax HA AEXHAPO-APHITHAPA3ON, KOATO € aKTHBEH MeTaGONMT Ha APHITMIIPA30N, HAMANABAT CHOTBETHO ¢ 32% H
47%. TIpH enHOBPEMEHHOTO NpHAOXKeHMe HA AGH30N ¢ XMHWAMH, Ao3ara Ha AGm3on TpabGea na Gmae
HaMaJIeHa IOYTH HANONOBHHA CIPAMO o0H4al{HO npeanHceaHaTa No3a. [TonobHu edexrn Moxke aa ce OYaKBaT
H [IpH ApYTH MOIHK HIxuGHTOpH Ha CYP2D6, Kato (uIyOKCETHH H IAPOKCETHH, OPaH KOeTo ¢ HeoOXommo
CHINOTO PeayLMpaHe Ha A03ATA.

B xnommEoe npoyusaHe npu 3apaEn Ao6poeoaim, MOIAHAT vHxuOHTOp CYP3A4 (keTOKOHA30) NOBHIIABA
AUC # Cuyx Ha apumunpazon chotBeTHO ¢ 63% 1 37%. AUC H Cnyx Ha NE€XHAPO-aPHITHNPA3ON CE NOBHILABAT
cBOTBETHO ¢BC 77% 1 43%. [Tpu CYP2D6 GaBun GasHH MeTaboMW3aTopH €MHOBPEMEHHOTO MPHIOKEHHE Ha
Moy naxuOnTopy Ha CYP3A4 MoXe Oa moBeae A0 MO-BHCOKH IUIa3MEHH KOHLICHTPAUHH Ha apHIHIpason,
B cpaBHeHHe ¢ Te3H npH CYP2D6 Obpan MeTabommaroph. IIpy eaHOBpeMEHHO MpWIOXKeHHEe HA KETOKOHA30M
HnH apyrd Mommu unxuOuropu Ha CYP3A4 u AGwson, tpafea na Owjle HANpaBeHa OLEHKa Ha
CHOTHOIIEHHETO NOM3a/pUCcK 33 nanmenta, Iipy ennoBpemenna ynotpeSa Ha keTokoHa3on M AGH3on, Ao3ara
Ha AGzon Tpa6Ba Aa ce HAMAIH HAMNOJIOBMHA, cnpsaMo oGutaiiHe nprnaranarta Jo3a. [onobuu edexmn Moxe
DA Ce OMAKBAT M NpH APYrH Mo uHXuOwTOpH Ha CYP3A4, kato mrpakonason H HIV-mporeasau
HHXHOHTOPH, MOPajy KOETO € HeOOXOAUMO CHIOTO PeyI[HPAHE HA JI034Ta.

Tlpu npeycranopssane npheMa na CYP2D6 win 3A4 mHxuGHTOp, nosara Ha AGK30M Tpa6Ba Aa ce NOBHIIM 110
Ta3H NPUIATAHA IPEH 3ar04BaHe Ha KOMOHHHPAHOTO JICUCHHE.

Koraro cnabu uaxuburopu Ha CYP3A4 (Hanp. marreazeMm wid ecuyranonpam) Wi CYP2D6 ce m3nonsear
€HOBPEMeHHO ¢ AGHM30JI, MOJKE J1a C€ 01aKBa C1ab0 NOBMINABAHE Ha KOHICHTPALMHTE HA APHITHIPA3IL

Cnen €IHOBPEMEHHO NpWICKEHHEe HA KapOamasemus, moieH HHAykrop Ha CYP3A4, m3mepenure
PeOMETPHYHHM CPeAHH Ha Cmax 1 AUC Ha apHTIMNIpasos ca GHIH IO-HHCKH ChC CHOTBETHO 68% 1 73% crpsmo
Te3d NMPH CAMOCTORTENHO NPHIOKEHHe Ha apurmnpason (30 mg). logobHo Ha TOBA, reOMETPHYHUTE CpeHH
Ha Cuax B AUC H& NeXHpo-apHIHNPA30n, Clief ¢JHOBPEMEHHO NPHIOKESHHE ¢ KapbamaseriH ca G no-
HHCKH CBHOTBETHO ¢ 69% 1 71%, cipaMo Te3H MPH CAMOCTOATEHO NPHICKCHHE HA ADHNHTIPA3O).

IIpu emHompemenHa ynorpe6ba Ha AGuson W kapOamasermH, fHosata Ha AGuson Tpabea Za Gsae yABoeHa.
Toxofru edexTH Moxke 12 ce O%AKBAT M TIPH ApYry MoumHH HHAyKTOpH Ha CYP3A4 (xarto pudamimiipi,
pudabytun, dexuroun, benobapburan, NpUMHACH, edaBHpeHl], HEBHPANHH M JKBIT KAHTAPHOH), KOETO
Hajlara NoAOGHO NOBHOIaBaHe HA xo3ara. Ilpn npeycraHoBsBaHe Ha mpreMa Ha wmoummure CYP3A4
HHIYKTOPH, A038TA HA apHIHMIpa3o) Tpabea Na Gbae HaManeHa 10 00HUARHO pUAraHaTa 03a.

Ipu enHoBpeMeHHaTa ynotpeGa Ha BannpoaT WIH JWTHH C APMIHIIPA30], He € Hal/momaBaHa KIHHHYIHO
3HAYHMA NIPOMAHA B KOHLIEHTPALMHTE Ha apHITHIIPA30]l.

CepOTOHHHOB CHHAPOM: ChOGIIABAHM Ca CJIydYal Ha CEPOTOHHHOB CHHAPOM NMPH MALHEHTH NpHeMaIlH
apHITMITPA30.1, KATO € BH3MOXXHA NIOABA Ha MPH3HALH H CHMITTOMH CBBP3aHH ¢ TOBA CHCTOAHHE,
o0co0eRo NpH eHOBPEMEHHO NPHEMaHe HA CEPOTOHHHEPTHYHH JICKAPCTBCHH IIPOAYKTH, KaTo
HanpuMmep SSRI/SNRI Wi TakHBa, 33 KOHTO € H3BECTHO, Y€ NOBMINABAT KOHLIEHTPALHATA Ha
apurnaIpazo (Bx. Touka 4.8).

B KIMHHYHM OmpOyYBaHMA AO3H OT 10-30 mg APHIUIIPA3oN mienno He ca ToKAzanM /
metabonuama Ha cyGerparure Ha CYP2D6 (choTHOmCHHETO nexcrpoue'roptbaHIB-M :



APHIHNPA30 He Ca NoKA3ANH NOTeHIHan 32 Bh3aelicrene BspXy CYP1A2-Menunpanna MeTabomisyM in vitro.
Ero 3amo, He ce¢ OYaKBa apHIHIPA30J A4 JOBEE A0 KIMHHIHO 3HAYAMH JICKAPCTBCHH B3aHMoneHCTBMA
JIEKAPCTBSHH MIPOAYKTH, METHHPAHH OT TE3H CHIHMHH CHCTEMH.

TIpn eAHOBPEeMEHHOTO MPWIOKEHHE HA APHITHIIPA30X C BANNPOAT, JIATHI HIH TAMOTPHIHH He ca HaG/moaBaHu
KIHHWYHO 3HAYHMM MPOMEHH B KOHLEHTPALMHTE HA BAJIIPOAT, JIATHHA IWIH JIAMOTPHIHH.

4.6 ®epTHauTET, peMEeBHOCT H KEpMeHe

BpeMeHHOCT

He ca npoBeXknaHH CHOTBETHH KOHTPOIMPAHH MpOyYBaHHA ¢ ApHIMIIPa3o/l OIpH GpeMeHHH xeHH. JoxnaxsaHu
ca KOHMEHWTATHH aHOMan#H, obaue, He MOXKe J]a C€ YCTAHOBH NPHYHHHO-CIEACTBEHA BPB3KA ¢ apHIHIPA3OlL.
TMpoyusasMATa NMpH KHBOTHM HE M3KIOYBAT BB3MOXKHOCTTA 33 TOABA HA TOKCHIHOCT (BiK.TOUka 5.3).
IManwenTrTe TpaGea A2 FHIAT CHBETBAHH /1a OCBEIOMAT JIEKYBAIHA JieKap B Cy4ail Ha nofBa Ha GpemeHHoCT
WIH, 8KO TUIAHHPAT TAKABA MO BPEME HA JIeUeHHeTo ¢ apunmkmpason. [Topanu HeNOCTATHYHHTE AaHHH 32
$e30NaCHOCT MPH XOpa H PE3YNTATHTE NOJYYCHH OT PenpOAyKTHBHHTE NpOYIBAHHA NpH KHBOTHH, TO3M
nexapcTBeH NpOAYKT He TpaGBa Aa ce MpWiara No BpeME Ha OpeMEHHOCT, OCBEH B CIYyYaHTe, KOraro
O4aKBAHATA TOM3a ACHO ONPABAABA MIOTEHIMHAIHHS PHCK 33 IUIOAA.

IIpn HOBOPOJICHH, HAI0XKEHH HA AHTHIICHXOTHIH (BKIIOYHTETHO APHITMIPA30N) Npe3 TPeTHA TPUMECTHP Ha
GpeMEHHOCTTa MMA PHCK OT HEXENAHW NEKAPCTBEHHM DEeaki, BIMOUBAINH CKCTPANMPAMUJHH CHMOTOMH
H/WIH CHMIITOMH HA OTHEMaHe Cliel pakAaHeTO, KOHTO MOXKE Ja BAPHPAT 1O TEKECT H NPOIB/DKHTEIHOCT.
JToknageann ca cnmy4ad Ha BB36yja, XHNEPTOHHA, XHIIOTOHHMA, TPEMOP, COMHONIEHTHOCT, PECIHPATOpeH
IMCTEPC WM XPaHWTEJHH pascTpoiicTa. 3atosa, HoOBOpoJeHHTe TpaAOBA JHa OnmaT BHHMATENHO
MOHHTOPHPAHH.

KppMeHe
Apunvripason ce oraehs B xepmara. [lanveHTkure Tpabsa fa ObAaT cpBeTBAaHM Ja He KBLPMAT NO BPEME HA

NEeYCHHETO C APHIIMIIPA3O0N.

4.7 Edexrn pupxy cnocoluocTTa 33 modapane B paloTa ¢ MAIEEE

KakTO NpH ApyTHTe aHTHICHXOTHLWM, NALMEHTHTe Tpabsa ma ObIAT ¢ MOBHINCHO BHHMaHHE mipH pabora c
NOTCHUHANIHO OTNACHH MAIIHHM, BKIIOUMTE/HO IMPEBO3HH CPEACTBA, MOKATO HE Ca HAIBJIHO CHIYPHH, e
ACUEHMETO ¢ APHTMIIPA30) HSMA OTPHIATENCH e(eKT BhpPXy HIMTHLIHCHHETO HA Te3M NCHHOCTH. IIpH HAKOM
NeAHATPHYHH DALMEHTH ¢ GMnomapHo ageKTHBHO pascTpoiicTeo THN I ce HabmozaBa NOBHINEHA YeCTOTA Ha
COMHOICHTHOCT H OTHagHANoCT (B, To4uka 4.8).

4.8 HexeaHl NeKAPCTBEHH PeAKIEE
Me Ha 11a Ha GesonacHocT

Haii-gecTo OoknafiBaHiTe HEXENAHH JEKAPCTBEHH peakiid B IDIalebo KOHTPOJMpAaHH NpOy4yBAHHA ca
AKATH3NA H TAACHE, MOSBABALIM Ce ITPH HAZ 3% OT NalMeHTHTE, JEKYBAHH ¢ NEPOPAieH APHITHIIPA3OI.

BoHMKHE HeXeNaHH JIEKAPCTBEHH PeaKiM ca U3GPOeHH N0 CHCTEMO-OPTaHeH Kijac H 9eCcTOTa: MHOTO YeCTH (=
1/10), wects (> 1/100 no < 1/10), rewecn (> 1/1000 mo < 1/100), peaxn (= 1/10000 go < 1/1000), MHOTO
penxa (< 1/10 000) 1 ¢ Heu3BecTHA YecTOTA (OT HAMYHMTE SaHHH He Moxe Ja Onie HanpaeeHa oneHka). Ilpu
BCAKO TPYIHpaHe NO YeCTOTA, HEKENAHWTE PeakiHH ca NMpeICTaBeHH B HM3XOAAM PeA MO OTHOWIGHHE Ha
TAXHATA CEPHOIHOCT.

Yecrn HeuecTn C HeH3BecTHA YECTOTA

Hapymenns 53 KPLBTA
H TEMQHATR CHCTEMA




Hapymienna HA
HMYHHATA CHCTEMA

Aneprudsa PpeaKiLHs
(Hampumep
aHAQWIAKTHIHA PEAKIH,
aHTHOEAEM,
BKMIOYHTENIHO TNOAYBaHE
HA €3HK4, eJeM HA C3IHKA,
eneM Ha JIHIETO,
NIPYPHTYC HITH
YPTHKApUA)

Hapymienus Ea
€BIOKPHHHATA CHCTEMA

XuneprponakTHHEMHS

JuaberHa
XHIIEPOCMOJIAPHA KOMa
JluabetHa keToaumnosa
XHneprovkeMas

Hapymenns HA
MeTaGonmE3IMa [
XpaHeHETO

3axapen auabet

XuneprioMxkeMus

XunonaTpueMHus
Anopekcus

Hamansaeane Ha TETIOTO
YBeMuaBaHe Ha TEMIOTO

IcHXNYHA BAPYIIenHA

Beizcnuue
TpeBoXHOCT
BesnoxoficTeo

Jenpecus
XHIICPCEKCYATHOCT

Cymmaen OIHT,
CYMIMAHA HAeamHd M
H3IBLPIHEHO
caMoy6HiicTBO (Bx.
TouKa 4.4)
Iaronormano BrCYECHHE
KBbM X43apT

Arpecus

Br3byna

Hepeuoct

Hapymenas HA
HEPBHATA CHCTEMA

AKaTH3HA
ExcrparmipaMuaan
HApYIICHHA
Tpemop
FraeoGomue
Cenaan
COMHONEHTHOCT

3aMagHOCT

TapnuBHa AUCKHHE3HS
JrcToHNs

HepponenmudcH
MAJIHTHEH
(NMS)
IeHepanv3upani
TOHMMHO-KIOHHIHH
mpunageud THN “grand
mal”

CepoTOHHHOB CHHAPOM
Hapyinesne Ha rosopa

CHHIPOM

Hapymenng H3 09HTe

3aMLIieHO 3peHHe

Jlnmnomas

Cupaeusn Hapymenns

Taxuxapans

BHezanna HeoOacHHMa
CMEPT

Torsades de pointes
Voemkagase Ha QT
HHTEpBaia

Kamepnu apumvimm
CepacdeH apecT
Bpampxapaus

Coa0BH HApYmIEHHS

OprocraTHuHa

XHIIOTOHHA

Beno3na

TpomboemOoIHA
{BKIFOMHTENHO
Genonpobua embomua H
IeaGoKa BEHO3HA

PecnupaTopsn, rpuass
H MeTHACTHHAIHE
HApymeHES

XnimaHe




CroMamHO0-1peBnn Koncrumatiya TlankpeaTHT
HAPYHIEHHEA Jiucnencua Hucdarua
Fagene Juaprs
XHnepcamupauys Kopemen auckomgopr
IToeprimane CroMamen guckompopT
XenaTobunuapan YepHoxapoOHa
HAPYmEeHHEH HEHOCTATEYHOCT
XenaTur
X rorennia
Iopmuena ATIAHHH
amMMHOTpaHC(epasa
(ALT)
TNoeuiena acnaprar
aMmuHOTpaHC(epasa
(AST)
Iosnmena raMa
TIyTAMEN Tpaucgepasa
(GGT)
TToeumicHa ANKANHA
docdaraza
HapymieEHS Ba K0XKATA Obpne
# DOAKOAKHATA THKAH Peaxung Ha
$OTOUYBCTBHTEHOCT
Anonenus
Xunepxuaposa
Hapymenus HA PabnomMuonmsa
MYCKY/IHO-CKe/ICTHATA Mpnuanrng
cHCTeMA H CKOBaHoOCT
ChEIHHHTE/AHATE ThKAN
Hapymenas HA HHKOHTHHEHLHA Ha
0n0pennTe ] ypuHA
DEKOYHETE ML THIR 3agnpKaHe HA YpHHA
CobcrogHAS CBLP3AHE € CHHIpOM Ha OTHEMaHe
GpeMennocTT], NpH  HOBOPOACHH (BXK.
PUNOBES H TOUKA 4.6)
IOCAEPOAOBRN LIEPHOA
Hapymenns HA ITpuarmazsm
PeNPOAYKTEBHATA
CHCTEMA H 'hpARTE
O6me mBapymenns u | YMopa Hapymenns B
eheKTH HA MECTOTO Ha TEPMOpEryIalHaTa
NpHACKCHEE (HanpHMep XHMIOTEPMH,
MpeKcHs)
bonka B repanTe
Tepndepen oTox
Hicneapanug {IoBHmeHa xpbBHa 3axap
TloBumeH TUKHPAH

xeMorinobuu




Omucanue Ha W3OPAHM HeXENaHN PeakKiHU

Excrpanupamans camiaroma (EPS):

Huzoppenusn

B mpoxbmxurento, 52-c6AMHYHO KOHTPOJHPaHO MpOYYBaHE, NpH NALMEHTHTE Ha JIEYeHHe ¢ apHITHIIPason
KaTo IAno € HabmonasaHa no-Eucka 4dectora (25,83%) Ha EPS, BRMIOUMTENHO MAPKMHCOHHIBM, AKATH3HA M
OMCKMHE3HMA, B CPABHCHHE C NALMEHTHTE JieKyBaHH ¢ xanonepunon (57,3%). Ilpu mpoRwpkATENHO, 26-
CeAMHYTHO, IUIALE0O-KOHTPONHPaHO NpoyusaHe, decrtorata Ha EPS mpu paumeHTHTE Ha JIcUcHHE ©
apununpason € Owia 19% u cworBetno 13,1% npu nmauHeRTHTE OT rpynara Ha mwianebo. B apyro 26-
CEIMHMHO KOHTPOJIMPAHO NPOYy4BaHe, 4ecToTaTa Ha EPS npH nauueHTHTE Ha JICUeHHEe ¢ apHIMIpason ¢ GHna
14,8% u cpoTBeTHO 15,1% NpH NaUMEHTHTE Ha JIEYSHHE ¢ ONAH3aNHH.

Mauuitnu enuzodu na bunonspro agexmusno pazcmpoiicmeo — B 12-ceqMHYHO KOHTPONHPAHO NPOYYBAHE
gectorata Ha EPS e Guna 23,5% npd naigicHTUTE Ha JeYcHUe ¢ apunMnpa’on ¥ 53,3% npH nauMeHTHTe Ha
NeueHne ¢ xanonepraon. B apyro 12-cemmuuno npoyusaHe dectorara Ha EPS e Onna 26,6% npu naumenTuTe
Ha JIeYICHHE ¢ apHIHNpa3on 1 17,6% npu naupeHTHTe Ha JeueHue ¢ iaThid. [Ipa apnrocpovHaTa 26- ceqMHyHa
noaappkaima ¢asa Ha mnale6o KOHTPONMpaHO Mpoyusase, dectorara Ha EPS npu naupeHTATE HA JTedeHHe ©
apurnpaszoj e Ouna 18,2% u 15,7% npH naiyeHTHTE OT rpynara Ha naneto.

Awxamuzun

B nnane6o KoHTpoMpaHd NPOY4BAHKA, Y€CTOTaTa Ha AKATH3IMA MPH NAMeHTH ¢ OGUMONAPHO pascTpolcTeo €
6uma 12,1% npH nexysanure ¢ apurmmpason H 3,2% mpH rpynara Ha nianebo. Ilpuw naimenture ¢
mH3odpeHHs yecToTaTa Ha akaTH3ua € 6una 6,2% npu JleKyBaHuTe ¢ apumHnpason 1 3,0% npu rpynara Ha
nanebo,

Hucmonus-peaxyus, cevp3eana ¢ AeKapCmeeHus Kaac:

CHMITOMHATE H2 AMCTOHMA, YIBDKeHH aGHOPMHH KOHTPAKIIHA Ha MYCKYJTHH I'PYTIH, MOXE Jia c¢ MOABST TIpH
YyBCTBHTC/IHH HHIMBHAM MO BpEME HA MBEPBHTE HAKOJKO AHHM Ha sedenwe. CHMITOMHTE HA AHCTOHMA
BIIIOYBAT CAAsbM HA BPAaTHMTE MYCKYJIHM, TOHAKOra NpOrpecHpall N0 CTATaHe B T'BPJIOTO, 3aTPyAHEHO
npermeiiaHe, 3aTPYAHEHC AHINAHE W/HIM NMPOTPY3HA HA €3MKa. BBOpeKkH de Tesn CHMIITOMH MOXe ja ce
NOABAT H NPH HUCKH NO3H, T Ce MOABABAT MO-YECTO M €4 MO-TEKKH NPH NMO-MOMIHATE H MPH IPHIaTaHHTe B
[0-BHCOKH A03H aHTHIICHXOTHIIM OT ITEPRO Nokonenue, [JoBAmeR pick oT ocTpa AUCTORHA ce Habmonasa npu
MBKETE H IIPH [I0-MAQJHTE BE3PAacTOBH IPYTIH.

Hporaxmun

B xiMEMNEM Npoy9YBaHHA 38 OZOOPEHATE NOKA3aHHA H B NOCTMAPKETHATOBHA NEPHOM, TIPH H3MOI3BAHES HA
apuTIHnIpa3on c¢ HaluoaBa KaKTO YBEJIMYCHHE, TAKA W HAMAJIeHHe Ha CepyMHHH NPOJAKTHH, B CPaBHEHHE C
H3XOAHOTO HEBC (TodKa 5.1).

Habopamopru napamempu

ITpu cpaBHEHHETO Ha APHIHIIPA30N H MIane(o, IO OTHOWCHHE HA GO MAIHEHTH NPH KOMTO ¢a Habmonasanu
KIHHWYHO 3Ha4YHMH MpPOMEHH B pyTHHHuTe nabOpaTOpHH H IMIMAHHTEe NapamerpH (Bik. Touka 5.1), He ca
Ha0mofaRaHM KIHHWYHO 3HAuMMy paznuund. [losumasane Ha CPK (kpeatmnvn  dochoxunasara),
OOHKHOBEHO NPEXOAHO H ACHMMITTOMHO € HaGmoAaBaHO npH 3,5% 0T NALMEHTHTE Ha JeYeHHe ¢ APHITHIpPa3oll,
B cpaBHeHHe 2,0% OT naimeHTHTE Ha manebo.

Hezmarpuana ponyimanys:

IHuzodpenun npu 1onoutu va u 4ao 15 200unu

B KpaTKOCpOUHO KIMHHYHO MaueGo-KOHTPOMMpaHo npoyasaHe Ha 302 oHomH (Ra pb3pacT 13-17 romumm) ¢
m30(peHHA, YECTOTATA ¥ BHA HA HEXXCIAHMTE PeakldH ca MOAOCHH HAa HAGMIOZABAHMTE NPH BL3PACTHH
MALMEHTH, ¢ M3KMOYCHHE HA CIICAHATE HEXeTaHH CHOHMTHA, KOMTO ca HaOMOAABAHM MO-YSCTO NPH IOHOIN,




Hpodurer Ha GesonacHocT B 26-cemMAYHO, OTBOPCHO pa3llIHpeHO H3MHTBaHE ¢ mojobeH HA npodwia Ha
fesomacHoCT Ha KPaTKOCPOYHO, MIalebo-KOHTPOMHpaHo npoyusaHe. IIpogumer Ha GesomacHocr Ha
ABITOCPOYHO, NBOHHO-CiANO, MNalebo KOHTPONHPaHO NPOoy4BAHE € CHUIC CXO/IeH, ¢ HM3KMOYCHME HAa
CNEMHHTE peakiMH, KOHTO ce CHOOIIABAT MO-4€CTO, OTKONKOTO NPH NEAHATPHYHH MAIHEHTH, NpHeMAallH
mnanebo: uecTo ce cholinapa 3a HAMANABAHE HA TErJOTO, MOBHINABAHE HA HHCY/MHA B KPBBTA, 4PHTMUS H
aepkoniennd (>1/100, < 1/10).

B m30pana oxomecka nomynauss ¢ musodpenns (13-17 roqusn) ¢ excnosHima A0 2 FoAHHY, ciyuaite Ha
HHCKH CepyMHH HHBA Ha MPOJIAKTHH NPH IOHONIM OT JXeHCKM non (<3 ng/ml) u ot MuxkkH mon (<2 ng/ml) ca
6umH croTBeTHO 29,5% 1 48,3%. B Maanexxkara (13-17 rogunm) nonynaims ¢ mezodppesns, ¢ €KCIO3HIHS Ha
apumEnpasoa o1 5 Ao 30 mg B NponDkeHHe Ha 10 72 Mecella, CIyYAMTEe Ha HMCKH CepyMHH HHBA Ha
TPONIAKTHH Ny skeHuTe (< 3 ng/ml) 1 MBxkere (< 2 ng/ml) 6sxa cboTBeTHO 25,6% H 45,0%.

B npe muarocpouns npoyusaHHi npH 1oHomH (13-17 roammy) ¢ mH30QpPeHHA H MAUMEHTR ¢ GHOOIApHO
PascTpoiCTBO, NEKYBAHH C ADHIMIIPA30J], YeCTOTATA HA HHCKH CEPYMHM HHBA HA NPOJIAKTHH MpH xeHH (< 3
ng/ml) u Mmexe (< 2 ng/ml) e croreerso 37,0% u 59,4%.

Manwiinu enuzodu npu bunoaspuo aexmusno pazcmpoisicmseo mun I npu wonowu na u wad 13 200uny
YecToTaTa H THNA HA HEXENAHHTE JIEKAPCTEEHH PEaKLMK NPH IOHOMH ¢ GHIONIPHO apEeKTHBHO
pascrpoiicTeo THN | ca MofoOHM Ha TeIH NPH BL3PACTHH, ¢ H3KTIOYEHHE HA CIICMHTE: MHOTO YECTH
(= 1/10) comnonenTHOCT (23,0%), excrpamspamuauo Hapyiense (18,4%), akatusna (16,0%) 1
ornaauanoct {11,8%); uectu (> 1/100, < 1/10) Gonka B ropHara abaoMHHATHA 00NIACT, YBETHICHHE
Ha ChpAeIHATA YeCTOTa, YBS/IHYABAHE HA TEIVIOTO, IOBHINICH ANIETHT, MYCKYJHO NOTPBIIBAaHE H
JUCKHHE3HA.

CrnefHUTe HeXKEIAHH JIEKAPCTBSHH PEAKLIHH Ca HMATH BEPOSTeH J03038BHCHM XApaKTep:
EKCTPAaNTMpaMHTHO HapyIIeHMe (Che ceauara yectota 10 mg, 9,1%, 30 mg, 28,8%, nnauebo, 1,7%);
H akaTH3HA (B¢ ceqHara yecrota 10 mg, 12,1%, 30 mg, 20,3%, mnanebo, 1,7%).

Cpeanirre NpoMeHH B TENIECHOTO TETNIO NPH IOHOMH ¢ 6HNONApHO adeKTHBHO pascTpolicTeo Thil | Ha
12-Ta u 30-Ta ceaMuuAa 3a apununpason ca 2,4 kg v 5,8 kg n npu nnane6o croreerro 0,2 kg n 2,3 kg,

Ilpx neanaTpu4HATA NONY/IANMA, COMHONICHTHOCT H OTNAAHANOCT Ca Hab/MONaBaHH N0-4eCTO NPH
NAMEHTH ¢ GHNOMAPHO Pa3cTPOHCTBO OTKONKOTO IPH NAIMEHTH C INH3O(hPEHHA,

IIpn neauaTprvHaTa 6umongpra nomyaaima (10-17 roguan) npu excro3Hima A0 30 cepmuim,
YecTOTATa Ha HUCKH HMBA Ha MPOJAKTHH B CepyMa NPH MHIMBHIH OT JKeHCKH ron (<3 ng/ml) »
HHIMBHIH OT MBXKKH NoJ1 (<2 ng/m)) e 6mna croteetHo 28,0% 1 53,3%.

Crobuasane Ha NOJO3UPAHH HEXEIAHH PEAKIIMH

Cro0imaraneTo Ha NMOAOIHPAHM HEXENAHW peakiu Cle]] paspewaBaHe 3a ynoTpeGa Ha JIeKAPCTBCHHA
TIPOAYKT € BaXKHO. TORA MO3BOMABA Aa NPOXEDKM HA0MOAEHWETO Ha CHOTHOIIEHHETO NMON3a/PHCK 22
JIeKapCcTBEHHA POAYKT. Hexkenanwre peakiuy Moxke Aa 6bA2T cho0LIeHH AUPEKTHO dpes:

HsmrenadTenHa areHnms no aekapersara (MAJT):
yi. ,,Jlaman I'pyes” Ne 8

rp. Codus 1303,

Ten. +359 2 8903417

enn. noma: bda@bda.bg
yebcaiiT: www.bda.bg
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Ipwr3iyaum # CHMITTOMH
B wimHH4YHH NpOyuBaHHA H OT MOCTMAPKETHHTOB OINHMT € YCTAHOBEHO, Y€ C/Ty4afiHOTO
NpPeRO3UpaHE CAMO C apMIHNpPa30J NPH BH3PACTHH NALMEHTH, 334 KOHTO €
npuGma3uTenHo A03u Ao 1260 mg, we ¢ noreno Ao daranmm nocnenuuy. Hab



TIPH3HALH ¢ MOTEHUMANHO KIHHHYHO 3HAYEHHE BKIIOYBAT JIETaprys, NOBHIIEHO KPBEHO RANIATAHE, CHH/IKBOCT,
TAXUKAPIHA, rajiede, MOBpbiNaHe 1 AHapus. OCBeH TOBa, HMa CHOOIIEHNA 32 HMITHACHTHO MPEAO3APAHe CAMO
¢ apHmHmpasen (mocTHrame a0 195 mg) npu nena 6e3 daramu nocnemnu. IloTerumamHo cepuozHHTe
MpU3HALIA H CHMITTOMH OT MeJHIMHCKA [MIeHa TO4Ka, BKIO4BaT Ge3chHue, IPEXOAHA 3ary0a HA CH3HAHHE H
eKCTpaNHpaMHUIHH CHMITTOMH. :

Jledenwue nipH mpefio3Npare

Jleuenwero mpH npeao3HpaHe, TpAOBa fa BKNOYBA MONTBPMKANIO JICUEHHE, OCHrypiBaHe HA NPOXONHMH
JHUXATEIHH NHTHINA, OKCHICHAIMA M BEHTHJIAMSA, KAKTO H HA3HAYABAHETO HA CHMITTOMATHWHO JeHCHHE.
Tpn6Ba Aa ce MMa NpeABUA BEPOATHOCTTA OT YNOTpeOaTa Ha HAKONKO JIEKAPCTBeHH MpoxyKTa. ETO 3amo e
HeoOXOAHM He3a0aBeH KOHTPON Ha CBHPAEHHO-CHAOBATA CHCTEMa H BKMOYBAHETO HA HENPEKbCHATO
EJIEKTPOKApANOrpacKO NpocnelssaHe 3a YAABIHETO Ha BB3MOXHA apuTMud. IIpH BCAXO MOTBBPACHO WIH
NIOAO3HPAHO MPSAC3UpPaHe ¢ APHITHIIPA30)] € HeOOXOMHMO NOCTOAHHO MPOCIIENABAHE HA NALHEHTa A0 HETOBOTO
ITRAHO Bh3CTAHOBABAHE.

AKkTHBeH BbrieH (50 g), npunoxeH 2o 1 9ac ciex npyeMa Ha ApMNHNPaso, HAMANABA Crgx HA ADHITHITPA30N C
okono 41% u AUC ¢ oxono 51%, xoeTo npeAnonara BE3MOXKHOCT 3a JieeHHe Ha NPEeNo3HpaHeTo C AKTHBEH
BBIJIEH.

Xemonuanuza

Brnpekn ue HIMa JaHAH OTHOCHO e()eKTa HA XEMOJHATH3ATA NIPH JICUCHHE Ha NPeNO3HPAHETO ¢ ApUITHIIPA3O,
HE¢ C€ OMaKBa XeMOIHANH3IATA Ad C¢ OK&LKE INOJie3Ha B TO3H cnyqaii, THH KaTO APMITHTIPA3OHA cE CBBP3BA BEHE
BHCOKA CTEICH C TUIAIMEHHTS NPOTCHHH.

5.  ©®APMAKOJIOTHYHM CBOMCTBA

5.1 PapMaKoAEHAMATHE CBOHCTBA

QapMaxorepanesTHyHa rpyna: Apyru aHtancHxoraiw, ATC xox: NOSAX12
Mexanu3sMm Ha JelicTBHE

[ipemonara ce, 4e eQEKTHBHOCTTA HA ADHIHMNpPA30d NpH mH30QpeHHS M OHNonApHO adeKTHBHO
pascTpoiicTRO ce NRDKH HA KOMOHHALMATA OT 4YacTHMEH ArOHM3BM CHPAMO JomaMHAOBHTE D2 H
ceporonnnoBute SHTla penenTopn W aHTaroHM3bM <NpsMo cepoToHHHoBHTe SHT2a pererrropu.
ApHNMIIpa3o] TIPOABABA ARTATOHACTHYHH CBOHCTBA MNpPH JMBOTHHCKH MOJAEIH ¢ JOMAMHHEPrHYHa
XMIIEPKTHBHOCT H arOHHCTHYHH CBOMCTBA NMpPH MMBOTHHCKH MOIENH C JONAMHHEPIHYHA XHMIOAKTHBHOCT.
Apurumpason nposBABa BUCOK aHHHTET Ha CBBp3BaHe in vitro ¢ gonammmosure D2 1 D3, cepoToHHHOBH
5HT1a u 5HT2a peuemmop M yMepeH aduHHTET cnpsmo JonamuHoswre D4, ceporonmsoBure SHT2c u
5HT7, andal-anpenepruunnre 1 H1 XHcTaMHHOBH PELICITOPH. APHITHIIPA30N NpPOABABA H YMEPeH aduHHTET
KBbM MECTATA Ha O0paTHO MOEMaHe HAa CEPOTOHHH M HE3HAYMTENCH e(exT KbM MYCKADHHOBHTE PELeIITOpH.
BaauMozelicTBHETO © APYrH PELENTOPH, PA3THYHH OT JOTMAMHHOBHTE H CEPOTOHMHOBH MIOATHIIOBE, ODACHABA

HAKOH OT APYTHTE KITHHHYHH eeKTH Ha apHITHIIPasoil.

Hosn apumanpason ot 0,5 o 30 mg, NpHeMaHN BEAHLK AHCBHO OT 3ApaBH AOOPOBOJIM 3a MEPHOA OT 2
Ce/IMHI, BOOAT JO HO30-3aBHCHMO HaMalsBade Ha cswpssanero ¢ 11C-paxnonpua, cnemnduien D2/D3
peLenTopen NMraHi, B ofnacTta Ha onalllkara M TyTaAMEHA, YCTAHOBEHO C MOMOINTA HA MO3MTPOHHA
€MHCHOHHA ToMorpadus.

Knunimuma ebHkacHOCT B 6e30NacHOCT

Hhuzogpenun:
B Tpu kpatxotpaiinu (4 no 6 cenMuy) maueGo-kOHTPOANPAHH NPOYUBAHHA BKIIOUBE
NALMEHTA ¢ MA30¢PeHHs, MPOABABALIA Ce ¢ TNO3WTHBHM M HETATHBHM CHMITTOMH, Apygl
CTATHCTHYECKH 3HAYMMO TIO-TOJIMO nofio0peHHe Ha NCHXHUHHTE CHMITTOMM, B CpaBHEH)




ApHIHNpason € eeKTHBEH 10 OTHOLIEHHE HA 3aNa3BaHe HA KIHHHYHOTO NoA0OpeHHe NpH MPOAWDKHTEITHO
JieueHHe NPH BH3PAcTHH NALMEHTH, MOKA3&TH OTroBOp PH 3ano4BaHe Ha jedeHHero. [IpH cpapHHTENHO
OpoydBaHe ¢ Xanonepuaoi, Opos Ha MALMEHTHTE MPH XOHTO OTTOBOPA CIPAMO JICKAPCTBEHHA TIPOAYKT CE €
3anaswi B MPOOWDKCHUE HAa 52-CeIMHIIH ¢ CXOAeH MpH ABETE rpynH (apumanpaszon 77% H xanonepHaon
73%). ITo orHomeHue Ha Gpos MALMEHTH 3aBBEPIIWIN IPOYYBAHETO, MPH IPYNATa HA APHIHAPAa3ol TOH e
3HAYHTENHO no-ronaM (43%), B cpasHenne ¢ xanonepuaon (30%). PesynraTuTe oT cKanmTe, H3NON3BaHH 32
npociesBaHe HA BTOpHUHHTE KpHTepun, sxmoudTenso PANSS w Montgomery-Asberg Depression Rating
Scale nokassat 3HaYHTENHO NOAOGPEHAE COPAMO XATONEPHAOL.

Ilpu 26-ceaAMHYHO, MNALECO-KOHTPOIMPAHO NpPOYYBaHE HPH CTAOWIMIHPAHHW MNAUMEHTH ¢ XPOHHYHA
WH3o(PEHUA, APHITHIIPA30) € MOKA3AN 3HAYMTEHO T0-roJiIMO peiylHpaHe 4ecTOTaTa HA PHCTBHIMTE, 34%
NIpH IPYTIATA Ha apHIMOPA3o H 57% npH mnanebo.

Yeenumasane na meznomo:

B KIMHHYHH MpOyYBAHMA, APHMITMIIPA30A He € NOKA3AJ, Y€ BOAH JIO KIHHHYHO 3HAYMMO IIOBUINABAHE Ha
Tersioro. B 26-ceqMHuHO, ABOHHO-CIATIO, MyITH-HALMOHATHO, CPABHHTE/THO NMPOYHBAHE ¢ ONAH3ANNH Mpu 314
BB3PACTHH MALUMEHTA ¢ mM30(peHHH, B KOSTO YBEIHYCHHMETO HA TErNOTC € MBPBHYHA KpafiHa TOdKa,
3HATMTENHO NO-MANKO NAUMEHTH ca wMany nali-Manko 7% yBenvdeHME Ha TErNoTO, COPAMO HMIXOAHHTE
crofiHOCTH (HANpHMEP yBENHYEHHE Ha TETNoTo ¢ Hadi-manko 5.6 kg npu cpeaHo w3xoaHo Terno ~80,5 kg) npu
rpynara Ha apumunpason (N= 18, wm 13% ot olieHeHMTe NALMEHTH), B cpaBHEHHE ¢ ofansamiH (N= 45, wm
33% OT OLCHEHHTE NALHEHTH).

Jhunuonu napavempu:

IIpu o6o6med aHANW3 HA NHIMAHHTE NAPAMETPH OT IIALEOO KOHTPOIHPAHH KIHHHYHH NpPOYyHBaHHA NPH
BB3PACTHH, HAMA JAHHH, Y€ APUMMINPA30N NPHIMHABA KIHHHYHO 3HAYHMH NPOMEHM B HHBATA HA OOIMA
xonectepol, Tparaauepsamure, HDL 1 LDL.

-O611 xonecTepON: 4eCTOTATA HA NPOMEHHTE B HMBATA OT HOpMatHH (<5,18 mmol/l) kem BucokH (26,22
mmol/l) e Guna 2,5% npw apunempason u 2,8% npH wiauebo, a cpeAHaTa IPOMAHA OT HIXONHO HHBO ¢ OHa -
0,15 mmol1 (95% CI: -0,182, -0,115) npu apumwmpason u -0,11 mmol/l (95% CI. 0,148, -0,066) npn
anebo.

-TpurnunepuH Ha TIAAHO: YECTOTATa HAa NPOMEHNTE B HHBAaTa OT HOPMANHH (<1,69 mmol/l} xem BHcoxn (>
2,26 mmol/l) e 6una 7,4% npu apununpason 1 7,0% npu niauebo, a CpeAHATA MPOMAHA OT H3XOAHO HHBO €
6mna -0,11 mmol/1 (95% CI: -0,182, -0,046) npu apurmunpason u -0,07 mmol/l (95% CI: -0,148, 0,007) npa
mnatie6o.

-HDL: uectoTata Ha NpOMEHMTE B HHBATa ot HopMamHH (> 1,04 mmol/l) xem Huckn (<1,04 mmol/l) e Guna
11,4% npu apununpaszon u 12,5% npu mwiane6o, a cpeaHaTa NpoMsHa OT H3XOMHO HUBO e OHaa -0,03 mmol/]l
(95% CI: -0,046, -0,017) npu apurmmpazon u -0,04 mmol/l (95% CI: -0,056, -0,022) npu nnanedo.

-LDL Ha raagHo: 4ecTOTaTa Ha NPOMEHMTE B HHBaTa OT HOpMainHH (<2,59 mmol/l) keM BucokH (24,14
mmol/1) e 6una 0,6% npu apumnpason u 0,7% npy wianebo, a cpefHATA MPOMAHA OT H3XOAHO HMBO € 6Hna -
0.09 mmol/l (95% CI: -0,139, -0,047) npu apurmnpazon u -0,06 mmol/l (95% CI: -0,116, -0,012) npu
nnaueGo.

Hlporaxmun

Hupara HA NPONAKTHH C& OLEHABAHH BBB BCHYKH NPOYYBAHHA 33 BCHUKH N03H apHnumpason (n=28,242).
Crnydaire Ha XHIIEpIIPONAKTHHEMUS WIH YBeJIH'UaBaHe HA CEPYMHMA TPOAKTHH TIPH NANMEHTH, IEKYBAHH C
apunanpason (0,3%) ca paBHH Ha Te3H npH rwianebo (0,2%). Ilpn NauUHCHTH, KOWTO NPHEMAT apHITMIIPa3OlL,
MeIHaHATa Ha BPEMETO A0 HACTLIBAHE Ha edeKT € 42 THH, a MCAHAHATA HA MPOAWDKHTENHOCTTa Ha edexTa e
34 pum.

CnydJauTe Ha XMTIOMIPONAKTHHEMHA WIM HaMalSBaHe Ha CEPYMHHS INPONAKTHH NpH DALMEHTH, NEKYBAHH C
apurmnpason, ca 0,4% B cpasuense ¢ 0,02% npu naoweHTH, JNeKyBaHW ¢ mnanefo. IIpu manmeHTw,
MIOJTY9ABaIIH APHITHIIPA30/], MeQHAHATA Ha BPEMETO N0 HacTenBaHe Ha edexT e 30 guW, a MeaHaHaTa Ha
NMPORBILKMTENHOCTTE Ha edexra e 194 nHu.

Mamuiinu enuzoou npu 6umonnpuo agexmusro pascmpoiicmeo:
B nBe 3-cenmmyHy nianefo KOHTPOIHPaHH H3NMHTBAHHA HA MOHOTEPAIHA C ITPOME:
¢ MBHHEH HIIH CMECEH N30/ Ha OHnonspHo aheKTHEHO Pa3CTPOCTBO APHITMIPAYIIE



e(bUKaCHOCT CpAMO 1nnale6o npy HaMAIABAHE HAa MAHMMITHITE CHMITTOMH 3a 3 cenMuii. Tean M3NMTBAHKA Ca
BK/TIOYBA/IH AIMMEHTH ChC ITH €3 IICHXOTHYHM CHMITTOMH H CBC HiM 663 6530 UMKIMYHO NpOTHYAHE.

B exno 3-ceaMAYHO ITale6o KOHTPONHMPAHO H3NMTBAHE Ha MOHOTEpanHs ¢ GHKCHpaHa /1033 NPH NALACHTH C
MAHHEH WITH CMECEH enm30 Ha GHnoapHO ad)eKTHBHO pascTpoHCTBO APHIMITPA3O/ HE € MOoKa3an No-BHCOKa
e(HKaCcHOCT crIpaMo foianebo.

B jmBe 12-ceMHUHM, KOHTPOJHMpAHH ¢ TUIanebo M akTMBHO BCIISCTBO, M3NWTBAHHA Ha MOHOTepANHA TpH
NIAIMEHTH ¢ MAHMEH WIH CMECCH enu3o/] Ha CHNoNApHO adeKTHBHO PasCTPOHCTBO, CHC WIH 6e3 NCHXOTHIHH
CHMITTOMH, apHITHIIPa301 € MOKA3AN N0-BHCOKa eHKACHOCT cnpamo mutanebo Ha 3-Ta ceamuua K NONALPXKAHE
Ha e()eKT CpaBHHM ¢ JIHTHIA WIH Xanonepuao, Ha 12-Ta ceaMHLA.

ApHNMnpason e nokasan B OCTHraHe HA CHMITTOMATHYHA PEMHCHA HA MaHMATA HA 12-Ta ceMuELA NPy HacT
OT MALMCHTHTE, CPABHHMA C Ta3H MPH JIHTHA H XaIonepuao.

B eano 6-ceaMHYHO miane0o KOHTPONMPAHO H3MHTBAHE NPH NAIHEHTH ¢ MAHMECH HIH CMECEH eMH30A Ha
6unonapro abeKTHBHO Pa3CTpoiCTBO, ChC HIH 6€3 NCHXOTHIHH CHMITTOMM, KOMTO YACTHYHO HE Ce NOBIIAABAT
OT MOHOTEpANMA ¢ AMTHII MM BANNpOAT MPH TEPaNcBTHYHH CePYMHH HHBA 3a 2 CeAMHIM, JobaBiHETO Ha
APHUIHIIPA30J1 KATO aII0BANTHO JIeYEHHE € JIOBENO [0 NO-BHCOKA ¢(MKACHOCT NPH HAMANABaHe Ha MaHWHHWTE
CHMITTOMH B CPABHEHHE ¢ MOHOTEPAIHATA C JIMTHI HWIH BaANpoar.

B eaHo 26-cenMHNHO TUIane6o KOHTPOIMpPAaHO HAMMTBAHE, CBC 74-CEIMMYHO NMPOAL/DKEHHE, MPH MaHHAHH
HAUHEHTH MIOCTHTHANM PEMHCHA ¢ APHTTHIPA30) 110 BpeMe Ha CTabHiHIAlHOHHATA (a3a mpeM paHIOMH3AIHA,
APHITHTIPa30/1 € TOKA3al NPEBBIXOACTBO HaA MianeGo 3a NMpefOTBpaTABAHC HA OHNONADHH PELMIHBH,
MpeAHMHO 33 NPeOTBPATABAHE Ha MAHKSA, HO HE € MOKa3a] NMPERB3XOACTBO HaA IUTane6o 3a NpefoTBpaTABaHEe
HA PELMBHTE HA JICMPECHS.

Tpu exno 52-ceamuqno mianefo XOHTPONMPAHO W3NHTBAHE, NPH NalMeHTH ¢ OCHNonApHO adeKTHBHO
pascTpoiicTeo THI | ¢ HACTOAIN MaHWEH WIH CMeCEH eNH30Jl, KOHTO Ca JIOCTHTHAIH cTabmina pemuchs (Y-
MRS u MADRS 06m cxop < 12) sa apurmnpazon (10 mg/anesno go 30 mg/anesHo), nobasen KM JMTHHA
MM BA/IIpoar 3a 12 noc/ieAoRaTeNHA ceAMHLM, JOOABEHHAT APHIMAPA3OoN € MOKa3al NPeBL3X0CTBO CHPAMO
wianeo ¢ 46% NoRMKEH PACK NpH TpeBeHLMA Ha GuronapeH peummue (koeduipent na puck 0,54) 1 65%
IOHIWKEH PHCK NpH TpeBeHMA HA peIauB Ha MaHma (koeduiment Ha puck 0,35) cnpamo poGaeenoro
nnaueGo, HO HE € ToKas3aj TNPERL3XOACTBO CIPAMO MIaneho NMpH NPEeBEHIMS HA PENHAMB Ha JICTIPECHA.
JloGapeHHAT apHIIANPA3ON € NOKa3al IPEBH3XOACTBC CAPAMO MaeO0 B HIMEPHTENA Ha BTOPHYHHS PE3yNTaT,
CGI-BP cxop 3a TexecT Ha 3a00/aBaHeTO (MaHHH).

B T0Ba H3NHTBaHe H3OPAHHTE OT M3CAEAORATE/INTE NALMEHTH ca GIWIH Ha OTBOPEHA MOHOTEPAIMA C JIATHI WM
C BAJTIPOAT, 32 /I c€ YCTAHOBH YaCTHYHA JiMIica Ha oTroBop. IlaiyenTrTe ca 6WM cTabWiAIHpaHH 3a noHe 12
NOCAEAOBATENHH CEAMHIM C KOMOHHALIMATA OT SPHUITHIIPA30Jl H CHITHA CTAGHIH3ATOP Ha HACTPOSHMETO.
Cra6WIH3HpaHHTe NAIMEHTH CAeA TOBa ca GWIH paHIOMH3IHpAHM Aa MPOAWDKAT Chika crabmimmsaTop Ha
HACTPOCHHETO C NBOHHO3AC/IETICHH APHIHAIPa3oN W iane6o. YeTHpH noarpynH che crabHIM3aTOpH Ha
HACTPOEHHETO Ca GIUIH OLIEHEHHM B paHAOMH3HpaHaTa $asa: apHIHMIPa3on + JMTHIA; apUIHIPa3on + BAIIPOAT;
mnatebo + nHTHiL; wianeGo + Basmpoar.

Crenennre no Kaplan-Meier 3a pelMIHB Ha €NA30 HA HACTPOSHHETO 33 PAMOTO ¢ JOITHIHHTE/HA TEPalHA ca
6umu croteeTHO 16 % 33 apunknpason + nuTwii M 18 % 3a apummpason + Bammpoar cpaBHeHH ¢ 45 % 3a
nnane6o + muTwii u 19 % 3a miane6o + Banmpoar.

IlennaTpHdHa nonynalHa:
Hhuzodpenus npu ronown:

B 6-CeMHIHO MIaneG0-KOHTPOIMPAHO KITHHHYHO npoyusaHe Ha 302 roHomH ¢ umsoppenns (13-17 ropums),
C NO3UTHBHH H HETATHRHH CHMITTOMH, PHITHIIPA3oN C& CBLP3Ba CHC CTATHCTHYECKH 3HAUHMO MOAOGpeHMe Ha
TICHXOTHHHHTE CHMITTOMH , B CPABHEHHE ¢ iaueGo. B noanpoyusane Ha JOHOMM Ha BE3pacT Mexay 15 u 17
TO/IMHH, TIPEACTARIABAIH 74% OT W3IC/IeIBAHATA NONYNALHA, NOAXbpXAHE Ha edekra ce nabmonasa B
NPOABL/DKEHHE Ha 26-CeAMUYHO OTBOPEHO Pa3lIMPEHO NPOYIBaHE.

B emno 60- no 89- ceaMHYHO, paHAOMM3IMpAHO, ABOHHO-C/ANO, IIaue(o KOHTPONHPaHO MPOYYBAHE IPH
toHouH (0= 146; Bpapact 13-17 roguuu) ¢ WH3cdpeHAs HMa CTATHCTHYSCKH 3HAYHMA PA3iIHKa B 4ecTOTaTa Ha
PeLMHB Ha NCHXOTHYHH CHMITIOMH MEXHy IpynaTa Ha apununpason (19,39%) u Tasu na nnaneGo (37,50%).

13 no 14 roguuu B cpasHenue ¢ 0,454 3a nauMeHTHTe Ha BB3pacT oT 15 jmo 17
oueHkara Ha HR 3a no-mnazara pr3pacrosa (13-14 roguns) rpyna He € TO4HA, OTps
NAUKEHTH B Ta3u rpyna (apummnpason, n=29; rane6o,n=12) 1 AOBEPUTEIHHAT n’



(sapupam ot 0,51 a0 1,628) He no3BONABA A CE HATIPABAT H3BOAH 33 HAJIHYHETO Ha eeKT OT NedeHHeTo. 3a
panHxa oT ToBa 95%-usg mosepurenen murepean 3a HR B no-ee3pacTHaTa MOATpYNa {(apHIHIpason, n=69;
nmnanebo, n=36) e ot 0,242 po 0,879 u cneaOBATENHO MOXKe Ia C& HANPABH H3BOJ 32 €(eKT OT JIeUEHHETO IIPH
MO-BB3PACTHHTE NALMEHTH.

Manidimu enuzodu npu deya u onowu ¢ bunorspro agexmusno pascmpoticmso nrun 1
Apunmnpason € wscnensaH B 30 ceqMITIHO, MaNe60 KORTPOIHPAHO KITHHAYHO NTPOYy'iBaHe,
prmo4Bamo 296 nena u oHoms (ot 10 70 17 roguMH#K), KORTC ca MOKPHBATH KpHTepHHTE Ha DSM-IV
3a GunonApHO aeKTHBHO pa3cTpoiicTeo Tan | ¢ ManniiHu WK cMEeCeHH eNH30/H ChC HIH 6e3
ICHXOTHYHA KOMIIOHEHTA U ca uMamd Y-MRS pesysrrar >20 npu w3xomaute HuBa. Cpe/l nanHeHTHTe
BKHOYCHH B ITbPBHYUHHA anamys 33 eduxacHoCT, 139 naupeHTa ca MMAIH CHIIFTCTBAINA AHATHO3a
ADHD {crHapoM Ha XHIIEPAKTHBHOCT C AepHIHT Ha BHUMAHHETO). APHITHIIPA30J € IOKa3an
NPEBB3XOACTRO B CPABHEHHE ¢ ILTALE0O0 32 IPOMAHA OT W3XOAHWTE HHBA HA 4-Ta K 12-Ta ceAMHIIA IO
Y-MRS o6 pesynrar. B nocneasain ananus, mogobpenuero cnpaMo mianebo e no-a3paseHo NpH
MAIEEHTH Che CHITBTCTBamA quarioza ADHD e cpasHeHHe ¢ rpynara 6e3 ADHD, xpaero Hama
pasiHKa cnpamo mnane6o. [IpeseHINATa Ha PEMHBH He € YCTAHOBEHA.

Tabanna 1: Cpeano noxoGpense cupamo A3xoanaTe HEEa no YMRS pesyarar 3a
NCEXHATPHYIAA KOMOPORAHOCT

IcRxBaTpEIHA 4-1a 12-Ta - ADHD 4-1a 12-Ta
KoMopbnaHocT CeAMHLEA ceaMHLA ceIMHIIE CeiMHIA
APHITHIIPA30N 14,9 15,1 apUITHNPA3ON 15,2 15,6
10 mg (n1=48) 10 mg (n=44)
APHIIHIIPA3CN 16,7 16,9 apUITHIIPa30N 15,9 16,7
30 mg (n=51) 30 mg (n=48)
InaneGo 7,0 82 TInane6o 6,3 7,0
(n=52)" (n=47)

Be3 4-ta 12-1a Be3 ADHD 4-Ta 12-1a
NCHXHATPHYHA ceMHLa ceqMHLA ceMHER ceIMHIIA
KoMOpOHAHOCT

ApHIHITPA30J 12,8 15,9 ApUITHIIPA30T1 12,7 15,7
10 mg (n=27) 10 mg (n=37)
APRIHIIPAsON 15,3 14,7 apHITHITPa3oN 14,6 i34
30 mg (v=25) 30 mg (1=30)
ITnauebo (n=18) 9,4 9,7 ITnane6o 9.9 10,0
(n=25)

8 n=51 Ha 4-Ta ceamMHALIA
b n=46 ga 4-Ta ceqMMuIa

Haif-uecTiTe cHOMTHA CBBP3aHH C JICYEHHETO NPH NAIHEHTH NpHeMamiH 30 mg ca eKCTpanHpaMHIHO
Hapymenne (28,3%), comHonerTHOCT (27,3%), rnaBobosme (23,2%) n ragene (14,1%). Cpeasoro
yBeJIMUEHHE Ha TernoTo 3a 30 ceamuden nepuoa Ha neyeHue e 2,9 kg cpasreno ¢ 0,98 kg npu
naupeHTHTe NPpHeMATH Iianeso.

Pazdpasnumennocm, cebp3aHA C QYMUTLM NPU Neduampuyry nayuenny (BxX. Touka 4.2)
ApHIIHIIpa3on e NpoyuBaH NMpH MAUMEHTH Ha BE3pact ot 6 o 17 romwsm B Ase 8-cenmuuny, mnanebo-
KOHTPONMpaHH NPOy4BaHHsA [eqHO ¢ rbBKaBa no3a (2-15 mg gHeBHO) ¥ efHO ¢ dHKCHpaHa no3a (5, 10 wm 15
mg JHEBHO)] H eAHO 52-CeAMMMHO OTBOPEHO npoyypaHe. JIo3HpaHeTO B TE3H NMPOYYBaHMS € 3aII0YHANO C 033
2 mg AHEBHO, YBEJIM4EHA 10 5 mg OHCBHO CNEA €fHA CeAMMIIA H YBEIHYABAHA C N0 5 mg AHEBHO BCAKA
ceqMHLIA 0 JOCTHUraHe Ha TaprerHata Aosa. Ilosede ot 75% or mammeHTHTE ca noj 13-rogMmiHa BBH3PACT.
ApHNHIIPasoll € NOKa3al CTATHCTHYECKH 3HAYMMa TO-TOJIMA epHKACHOCT B CpPaBHEHHE ¢ nnaueﬁo no
MoAcKanaTa 3a pazfpasHurendoct Aberrant Behaviour Checklist. Benpexu ToBa, =

Te3H OTKPHTHA BCE Ollie He € ycTaHoBeHa. [IpodumeT Ha Ge20nacHOCT BKIIOYMBA
INpPOMEHH B HHBATa Ha MPOJIAKTHH.

IMpoghDKHTENHOCTTA HA Te3H ABITOCPOYHH IIPOYUBAHMA € orpaHMuena no 52 ffcg
MpOYMBAHHA, c/TydaliTe Ha HHCKH HMBA Ha NMPOJIAKTHH NPH HHOHBHIH OT JXCHCKH IO [




OT MEXKH mon (<2 ng/ml) B rpyna Ha NMALMEHTH JIEKYBaHH ¢ apHIHNpa3on € choteerHO 27/46 (58,7%) n
258/298 (86,6%). B mianeGo-kOHTPONIHPAHH NPOYYBAHHA, CPEQHOTO yBeaHueHMe Ha Ternoro ¢ 0.4 kg B
rpynarta Ha rutanebo u 1,6 kg nmpM apunmnpason.

ApHTIHNP&30J1 CHINO € MPOYYBaH B THIFOCPOYHO MOAXBPKAIIO MIAlc6o KOHTPONHPAHO NPOyUBAHE.

Cnen crabumsupane ¢ apurmnpason 3a 13-26 ceamuuu (2-15 mg/aHeBHO), 9acT OT NALHEHTHTE CBC

cTaOHIHH MOKA3aTe/IH CA OCTAHAIIM HA apHITMIIPa30il, & OCTAHAINTE Ca MPeMHHANM Ha mane6o 3a ome

16 cepmuipm. Yecrorara Ha peupauerTe no Kaplan-Meier Ha 16-rata cegmuua ca 35% 3a apanunpazon u 52%
3a mnanebo, kaTo koedHuMEeHTA HAa pHCKa OT pelmame 3a 16 cenmumim (apunmanpason/miaune6o) e 0,57
(CTaTHCTHMECKH HE3HATHTENHA paxiHKa). CpeHOTO YBeHMYeHHe HA TErNIOTO cien ¢asara Ha crabuiMaHpaHe ¢
apurunpason (Ao 26-tata cepmmia) e 3,2 kg, a mee Bropara daia Ha npoydsadero (16 cexmuum) ce
HaOmonasa cpenHo ysenuuende or 2,2 kg 3a apunmmunpazon B cpaBrenme ¢ 0,6 kg 3a mnnaue6o.
ExcTpanupaMHIHH CHMITTOMH ca CHOOINABaHH ITIaBHO N0 Bpeme Ha crabunmmsupamara daza opa 17% or
MAaLHEeHTHTE, KATO ¢ TpeMop ¢a 6,5%.

Tuxoee, cevpsanu cbe cunopoma na Tourette npu neduampuuny nayuenmu (6xc. mouxa 4.2)

EdwuxacBOCTra Ha apunMmpason € npoydena [OpY NEJHATPMYHM MAMEHTH CBC CHHAPOM Ha Tourette
(aparanpason: n=99, nrane6o: n=44) B eaHO PaHAOMM3HPAHO, ABOHHOCIANO, TWIANEO0-KOHTPOJIHMpPAHO, 8-
CeZIMHYHO TIPOyYBaHe, M3TION3BAINO TUIAHOBA MPYIIA 33 JieYeHHe ¢ PHKCHPAHA 1033 Bh3 OCHOBA HA TErTIOTO H
AO30B AManazo or 5 mg/nen xo 20 mg/neH npu craprosa Aosa ot 2 mg. [laumentTe ca Ha BB3pacT or 7 1o
17 romHHM W mOKA3BaT cpeaHa oleHka 30 no moxazarenyre 3a ofina OLEHKA HA THKORETE IO Meiinckara ckana
3a ofma Texect Ha THKoeere (Total Tic Score on the Yale Global Tic Severity Scale, TTS-YGTSS) npu
HaYanHOTO HWBO. ApuMnMnpasol noxasza nogobpenve or 13,35 na nokazarenure no ckanara TTS-YGTSS
CTIPAMO HAYaHOTO HHMBO [0 cemMHIa 8 3a rpynara Ha Hhcka no3a (5 mg win 10 mg) u 16,94 3a rpynara Ha
BHcoka no3a (10 mg wm 20 mg), B cpaBHeHHe ¢ nogoOpenye ot 7,09 npu rpynara Ha nuianebo.

EdruKkacHOCTTA HA APHNIHINIPA3OJN MPH NEAMATPHYHH NAIMEATH Ch¢ CHEApoM Ha Tourette (apananpazon: n= 32;
mwnaue6o: n=29) e oueHeHa CHINO NPH F'HBKAB JO30B AHana3oH ot 2 mg no 20 mg Ha AeH M cTaprOBa 033 OT 2
mg B 10-CeqMuUIHO paBAOMIBBpao, AroiiHOCATO, MnaneGOKOHTPOIHPaHO NpoyyBaHe, nposeaeHo B HOkHa
Kopes. ITanmenTHre ca Ha BB3pact ot 6 no 18 roguuu W mokasear cpensa oueHka 29 mo TTS-YGTSS npu
HA4YANHOTO HHBO. [pynara Ha apummmpason nokaspa noaoOperme or 14,97 no TTS-YGTSS copamo
HAYAIHOTO HMBO 10 cenmiiia 10 B cpasnenme ¢ nonodpenne or 9,62 B rpynata Ha mianeto.

H B nBeTe KPATKOCPOYHH H3MHTBAHKA, KIMHHYIHATA 3HAYMMOCT HA TONy4eHHTE AAHHH 32 epHKACHOCTTA HE €
YCTAHOBEHA, BieMaikii NPeABKA CTETICHTTa Ha neueOnma edexT B cpaBHEHHE ¢ ronemusa Inauebo edexr H
HEACHUTE e(peKTH OTHOCHO NCHXO-COLMANHOTO (yHKIMOoHHpaHe. JIMNCBaT ABITOCPOTHH JAHHH N0 OTHOUICHHE .
Ha e(pHKaCHOCTTA H Ge30MacCHOCTTa HA APHITHTIPA30/ IPH TOBA NIPOMEHIHEO Pa3CTPOHCTRO.

EsponeiickaTa areHIMA N0 JEKAPCTBaTa OTNara 3aqWDKCHHETO 3a MNPEAOCTABAHE HA PE3YNTATHTE OT
NPOYYBAHHATA ¢ APHIHIIPA30] B €HA WIH 0BEYE MOATPYNH HA NEAHATPHYHATA NOMYJALMA NPH JEICHHETO

Ba INBodpeHs K GumonipHo adexTuBnO pascTpolicTBo (BX. Touka 4.2 3a HHbOpMaLIHS OTHOCHO yrioTpeba B
MeJHATPHATA).

5.1 PDapMakOKNHETHYHE CBOHCTBA

A6copGrma

Apunornipason ce abcopbupa a00pe, KaTo0 NMMKOBH TUIA3MEHH KOHIEHTPAlMH C€ MOCTHTAT B PAMKHTE Ha 3-5
4aca cneji MpHeMa. APHITHITPas0s NPeThpIiBa MHHHMAJICH HPECHCTEMEH METabOIHIEM.

AbGcomoTmnara nepopanHa OuoHamMuHocT npu TabnetHara dopma e 87%. Borarara Ha Ma3HHHH XpaHa He
noBnHABa HApMAKOKHMHETHKATA HA APHITHIPA3ON,

Pasnpenenenue

Apunmnpazon ce pasnpeiens B LieJqHs OpraHM3bM, karo obema Ha pasmpezencHHe e
€KCTeH3HBHOTO EKCTpaBaCKyJNapHO pasnpeneicHHe. IIpM TepanmeBTHUHM KOMLICHTpayyi,,
JCXHAPO-aPUITHIIPA3OJ C& CBBLP3BAT CBHC CEPYMHMTE IIPOTEHHH, ITpeAUMHO ¢ anOyMHuHAa, J0F e




Buorpancdopmans:

Apumunpazon ce MeraGoNM3HMpa AKTHBHO B YepHMA Apob, upez TpH OHorpanchOpMAIMOHHH ITLTA:
AEXMAPOTeHHpAHE, XMAPOKCHIMpawe W N-neankwnmpanie. B in vitro npoydsanus, emuvre CYP3A4 n
CYP2D6 ca o1roBOpHH 3a JEXHAPOI¢HHPAHETO H XMAPOKCHWIMPAHETO HA apHITHIPa30i, a N-JeaTkWIHpaHeTo
ce kKatammupa or CYP3A4. Apunmnpason ce pasnpejelis NpeAHMHO B CHCTeMHara LMpkynamud. [Ipm
CTAMOBAPHO CHCTOAHME, NCXHAPO-apHITMIPa3ol, KOHTO ¢ akTHBeH MeTabonuT, npeacrasiisa okono 40% or
AUC ga apHNunpason B na3Mara.

Ennvunppane:
Cpepnuar enMMMHALEOHEH [OMYXWBOT Ha apununpazon ¢ npGmwswrensio 75 dYaca npm Onpom
MetaGomrzaropd Ha CYP2D6 u okono 146 yaca npH Garam Metabomasaropk va CYP2D6.

O6ums Tenecen KIMPLHC Ha apurmnpason e 0,7 ml/min/kg, kaTo Toi e NpeqUMHO YepHONPODEH.

Cnen eanoxpaTHa nepopansa nosa [“Cl-mapkupan apununpason, okono 27% OT HpHETATA PAXUMOAKTHEHOCT
ce OTKpUBA B YpHHATa, a 0koao 60% B M3npaxneHusTa. Ilo-Manko oT 1% OT HENPOMEHEHHA aPHITHAIPA30Il ¢
EKCKPeTHDPa ¢ YpHHaTa, a 18% ce oTKpHBAT B U3NPAKHEHUATA B HEIPOMEHCH BHA.

DapMaKOKUREMUKA NPU CREYUATHI ZPYIU RAYUCHMY

Heamarprgna nonynaumya:

®apMakOKHHETHKATA Ha NEPOPATHHS APHIMIIPa30l H AEXHIPO-apHNIMIIPA30) IIPH NCARATPHYIHH NALMEHTH Ha
BE3pact ot 13 no 17 rogusu e nofo6HA Ha Ta3y NPH BPR3PACTHH NAIHEHTH CJIEJ KOPHTHPAHE Ha pa3NuKaTa B
TENECHOTO TETJIO.

€HTH B YEcKa B

He ca ycTaHOBeHM pa3nsyms BbB (apMaKOKHHETHKATA Ha APHITHIIPaso)l MPH 3ApaBH AoGPOBONIM B CTapyecKa
BB3pAcT H MO-MIaJH HHAMBHAH, KAKTO H HAKAKBH 3alenekuMH e(peKTH Ha BB3PACTTA NPH MOMYJIALMOHHHS
(hapMakOKHHETHYCH aHANTH3 HA MANMEHTHTE ¢ IMH30hpeHns.

Ilon:
He ca yctaHOBeHHM pasnu<aud BBB (papMaKOKMHETHKATA HA APAIIMNIPA3O/ TIPH 3APABH MBXKE H XKCHH, KAKTO H
HAKaKBH 3a0enexiMH edekTH Ha Mona MPH MOMYJAIHOHHHA (PapMAKOKMHETHYCH aHANHM3 Ha NalUMEHTHTe C

Ie3odpeHHA.
Ilymiene ¥ erHHuecky dakropu:

HonynaruoHHaTa (apMaKOKWHETHYHA OLEHKA HE € YCTAHOBHIA KIMHHYHO 3HAMHMH CEBP3aHH C Pacata MM
YIEHETO pasiuvuA BB (PapMAKOKHHETHKATA Ha APHITHIIPA3O.

Bbx6peuno yspexnane:
YcTaHOBEHO €, ye (hapMaKOKHHETHUHHTE CBOMCTBA HA APHITHIIPA30N H ACXMIPO-aPHITATIPA30] NP} NAIHEHTH C

TexKo 6x0peuno 3abonaBane ca CXOAHHM ¢ TE3H NPH MIATH 3PABH HHIHBHIIH.

Yepho HO ane:

Ilpu npoyuBaHe ¢ €OHOKpaTHA 033, NIPH NAIHEHTH C Pa3IM4HA CTENcH HA YepHOApoOHa 1upasa (Child-Pugh
Classes A, B, and C) He e ycranoBeH 3sHaumTesiecH edekr Ha UYepHONPOOHOTO YBpeKNaHE BBPXY
(apMaKOKHHETHKATA Ha APHITMITPA30N H AEXHAPO-APHITHIPA30I, HO B MPOYYBAHETO ca GHIIA BKIIOYCHH CaMo 3
naupenTa ¢ knac C uepHogpoOHa mHpPO3a, KOETO € HEJOCTATHYHO 33 MPAaBEHETO Ha 3aKMOUEHHE OTHOCHO
TeXHHA MeTabOIHTEH KANalMTer.

53 IlpeaxiaEEYHE AREHH 38 fe30macCHOCT

TNOTCHIHATI, PCITPOAYKTHBHA TOKCHMHOCT H TOKCHYHOCT 38 Pa3BHTHETO.




3Ha4yHMH TOKCHKONOTHYHH €deKTH ca HaGmonapaHH €AHHCTBECHO TIPH AO3H HIH eKCIO3MIHS, IPSBHINABAIIH
3HAYHTENHO MAKCHMANHATA 4034 WIH eKCTIO3HLMSA [PH YOBEKA, KOCTO NOKA3Ba, e TE3H e(heKTH ca OTPAHMUCHH
WM HE Ca CBLP3aHK ¢ KIMHHYHOTO Nprioxkenne. Te BKMOUBAT: [030-3aBMCHMA 8IPCHOKOPTHKAIIHA TEHMHOCT
(modycIMH NMATMEHTHO BKyMY/HpaHe WHid 3aryba Ha NApeHXHMHH KI€TKH) IPHM IUThXoBe, Mpu 104-
CeMHYIHO MPHIOKeHHe HA 103 oT 20 mo 60 mp/kg/muesno (3 no 10 MBTH COpAMO CpeAHATA CTALMOHAPHA
AUC nps MakCHMAIHATA MPENOPHYAHA A034 NPU WOBEK) H MOBHIIARAHE YECTOTATA HA ANPEHOKOPTHKANIHHTE
KapLUHHOMH M KOMOHHMpPAHHTE ANPEeHOKOPTHKAITHH aAcHOMH/KAPIHHOMH KIPH XKEHCKH IUTbXO0BE, TIPH 1032

60 mg/kg/nmenno (10 meTH cnpsMo cpeaHa craiponapHa AUC nmpn MakcHManHaTa npenopbyaHa fo3a npH
qosek). Haili-BucoKaTa HETYMOPOTSHHR €KCOHOSHUMA HpPH JKCHCKM ILUThXOBE € HajBHMIIaBana 7 ITETH
€KCITO3NMATA Ha IpefiopbMaHaTa A03a MpH Xopa.

JomsnuumrenHo ¢ nabmozasaia 4 XOJe/leTHa3a B PE3Y/ITAT HA NPEIMIHTHPaHE HA CY/KPAaTHMTE KOHIOTATH Ha
XHAPOKCHIMpaHWTe MeTabOoNMTH Ha ApUIMIIPasoN B JUTHYKATA HA MAHMYHHM Chiell MHOPOKPATHH MEPOpaJHH
Ao3d oT 25 go 125 mg/kg/ameeno (1 ao 3 meTH cupamo cpemHa cramoHapHa AUC Ha MakcHMamHara
npenopbyasa KAHHHIHA A03a Wik 16 no 81 mWeTH MakCHManHaTa MpenopsvaHa 034 MPH HOBEKA Ha Gasza
mg/m?). OcBeH TORa KOHLEHTpAIMHTEe HA CyA(ATHHTE KOHIOTATH HA XMAPOKCH-DHIHNPA30J] B YOBELIKATA
JTHYKA NPH MAKCHMANHATA AOMyCTHMa A03a OT 30 mg AHEBHO, He ca mopede oT 6% OT KOHLEHTpaLMHTE
YCTAHOBEHH B XUTHUKATA HA MaHMyHM TpH 39-ceIMMYHO IpOYYBAHE H Ca MOJ TeXHMTe rpaHuiM (6%) Ha in
Vifre pa3TBOPHMOCT.

Tlpu MagH UILXoBE M KyHeTa, TOKCHYHOCTTA Ha apHITMIIPasof TIPH NPOYYBAHWUA ¢ MHOTOKPaTHO IpHiaraHe €
CPaBHMMA ¢ TOKCHYHOCTTA NpH BBE3PACTHM >KMBOTHH, KAaTO He CA HAGMIONABAHH HEBPOTOKCHUHOCT HITH
Hexe/AHH e(PeXTH, 3aCATAIIH PACTEXKA. :

B3 ocHoBa Ha pe3yNTATMTE OT IRJIHUTE CTAHAAPTHH TECTOBE 38 NEHOTOKCHIHOCT, € YCTAHOBEHO, de
apunMIpPaszoN He e renorokchued. IIpu npoyupaHna BEPXY pelpoAyKTHBHATA TOKCHYHOCT € YCTAHOBEHO, Ye
apHITEITpa3oN He yBpesknaa deprunHocTra. KBcHa TOKCHHHOCT, BKIIOYHTENHO A03a — 3BUCHMA KBCHa QeTamHa
OCHpHKAIMA W BB3MOXKEH TeparoreHeH edekT ¢ HaOmolaBaHa NpH IUThXOBE, NpH N03H BOJCIH MO
cybrepanepTHYHE KOHUeHTpawyH (Bb3 ocHopa Ha AUC) B npn 3aiiii, NpH 1034 BOAEINH 10 KORUEHTPaiMH 3
H 11 meH cnpamo cpemsata AUC mpH AocTMraHe Ha CTAIMOHAPHO CBCTOAHHE NPY MAaKCHMAanHaTa
NpenopLUBaHa 033 B KIHHAYHATA NpaxTkKa, TOKCHUHOCT MpY MaiiKkaTa ce MOABABA IPH JO3H, MoNobHH Ra
Te3H ITPOBOKHPAITH KbCHA TOKCHYHOCT.

6. OAPMANEBTHYIHHA JAHHH

6.1 CoHcbk Ha HOMOIMHBHETE BEMECTBA
Manwvron

KpocnopunoH (PasMep Ha 9acTunmTe: d90 < 60 p)
Kpocnosuaon (Pasmep Ha uactumpre: d90 < 100 p)
Toeuaon K 30

JCuit xkeneseH okcua (E172)

MarnesueB cTeapart

6.2 HecbBMeCTEMOCTH

Henpunoxumo

6.3 Cpoxk B2 rogaocT

3 roaumu

6.4 ChnenmajifH yc/i0oBHS HA CHLXPAHCHHE
Ja ce cpxpaHfABa HA MACTO, HEAOCTBITHO 33 )iena.

Ja ce cpxpansBa B OPHIHHAIHATA ONAKOBKA.
Ha ce cexpanasa nox 25°C.




6.5 Buj H ¢HALPEAREE HA OHAKOBKATA

AV/Al 6macrep
Emun 6nuctep cpabpxa 14 6pos rabnerxy.
PasMep Ha onakxoekute: 28 6poa Tabnerkn (2 Gmuctepa).

6.6 ChenBaans mpeAna3AN MEPKH NPH HIXBLPJAUHE

HeH3nonssaHBsT NEKAPCTBEH NMPOAYKT WM OTHAALYHMTE MaTepHamH OT Hero TpabBa 1a Ce H3XBBPJAT B
CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA.

7. INPFATEXATEJI HA PASPEHIEHHETO 3A YHHOTPEBA

HOBEJI ®APMA E0O]

OxonoBpreTeH et Ne 36

Codusn 1415, brrapus

Ten.: +359 2 962 62 80
thakc: +359 2 962 90 36

en.noma: info@nobelpharma.bg
8. HOMEP(A) HA PAJPEIIEHHETO 3A YIIOTPEBA
Peructpamuonen Homep: 20160005

9. JATA HA DOBPBO PA3SPEIABAHE/MOAHOBABAHE HA PA3IPEIIEHHETO 3A
YHOOTPEBA

Jata Ha repso paspemasane: (7 sHyaps 2016 r.
JIaTa Ha NOCACTHO NOAHOBABAHE:

10. JATA HA AKTYAJIHIHPAHE HA TEKCTA

11/2020




