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1. HME HA JEKAPCTBEHHA OPOAYKT

SHKAJIOP 10 mg rabnerxu
ZYKALOR 10 mg tablets
SUKAJIOP 15 mg tabneTku
ZYKALOR 15 mg tablets

2, KAYECTBEH H KOTHYECTBEH CbCTAB

Bcaxa Tabnerka 3SUKAJIOP 10 mg cxaspika 10 mg apununpason (aripiprazole).
Besika tabnerka 3UKAJIOP 15 mg cbapprka 15 mg apununpason (aripiprazole).

TToMOIIHO BemEeCTRBO ¢ H3BECTHO AeficTBHe: JIaKTo3a MOHOXUAPAT.
Beska tabnerxa 3HKAJIOP 10 mg cbaaspxa 62.33 mg nakrosa.
Besika Tabnerka SHKAJIOP 15 mg ceabpika 93.42 mg nakrosa.

3a OBpAHMA CIACHK HA NOMOIITHUTE BEUIECTBA BHKTE TOUKA 6.].
3. JEKAPCTBEHA ©®OPMA

Tabnerxa.

3ukanop 10 mg: Posory, npaBobrenHn tabnerku ¢ npubausurteney pasmep 8.5 x 4.0 mm ¥ fennTeHa
4epTa OT €/1HaTa cTpaHa. Tabnerkata Moxe Aa Gbpie pasleneHa Ha ABe paBHU J03H.

3ukanop 15 mg: CeTnoxsATH, KpbIH TablieTkd ¢ npubAH3HTENeH AHaMeTsp 7.0 mm,

4. KIHHAYHHA NAHHHU

4.1 TepaneBTHYHE DOKAIAEAN

SUKATJIOP e nokasaH 3a neueRHe Ha u3o@peHis npy BB3IPACTEH M IOHOIOH Ha ¥ HAZX 15 romqHHM.
3UKAJIOP e nokasaH 3a neueHHe Ha YMePEHH 10 TEXKH MaHHHHE €NTH30AH IPH SHNOASPHO pazcTpoiicTao
THM [ ¥ 3a NpeBeHUHA Ha HOBM MAHHIHM emU300H NMPH BB3IPACTHH, KOHTO CTPAIAT NMPEIHMHO OT MAHHIHH
€NH30H H YHHTO MaHMHKY eNH3014 Ce MOBNHABAT OT JICUEHHE C apHNHNpa3ol (BHXKTe Touka 5.1).
3UKAJIOP e nokasad 3a neyenme no 12 cepMuny Ha yMepeHH IO TeXKKH MAHHHHH eNH30NH Tpu
ounonapHo pascrpoiicTso THN [ npH 10HOMH Ha ¥ Hax 13 roauuyu (BEXTE TOUKA 5.1),

4.2 Jo3npoBKa H HAYHB HA NPHJIOKEHHE

HO3HMBK&

Buvapacmny
Hlusogpenua: npenopbyadaTa HauanHa go3a 3MKAJIOP e 10 mg unn 15 mg aHeBHO, ¢ MOAnspKAlIA

AHEBHA Ao3a 15 mg, npHeMaHa BeANbHK AHEBHO, He3aBHCHMO oT XpaneHero. 3UKAJIOP e edukacen B
Jo3oe uHTepBan 10 mg a0 30 mg nnepno. He e Ha0monapata noeHlena eQUKACHOCT NpPH AHERHHM AO3N
TO-BHCOKH OT 15 mg, BBNPeKH 4e NpH OTIENHH TAlHEeHTH NO-BHCOKM JO3H MOXe Ja ¢a OT mojsa.
MaxkcuMansara AHEBHA A03a He TpaOBa na npesumaga 30 mg.

Mamuiinu enuzoou npu 6unonspro pazcmpoticmso mun I: npenoppyaHara HayaIHa go3a 3K

(euxTe Todka 5.1). ITpH HAKOH HanHEHTH ITO-BHCOKH IO3H MOXKe Aa Ca OT nomsa. M
Io3a He TpadBa Aa npesumasa 30 mg.
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IHpesenyusa na peyudusu na manuiinu entsodu npu 6unoaapuo pascmpoticmeo mun I: 3a npeseHUnd Ha
PeLHAHBH HA MAHHHHH €NH30JH NpH NalMEeHTH, KOUTO ca NeKyBaHH ¢ apHIHNpa3oNn KaTo MOHOTEpanHd
HIH KOMOHRHpaHa Tepanid, TepanunTa Tpabsa Ja NPOXLIIKH CBC Chinata jo3a. IIpoMeHy B THEBHATA J033,
BKIIOYHTENHO NOHMKABAHE HA 103aTa, TPAORA 13 ¢ 0OMHCIAT B 3aBHCHMOCT OT KIMHHYHOTO CLCTOAHHE,

Heduampuyna nonyrayus

Luzoppenus npu ronowiu va u Had 15 z00unu. npenopbuanara fo3a 3UKAJIOP e 10 mg, npunoxena
BedHEX AHEBHO, HE3HBHCHMO OT xpaHeHero. Jledenneto Tpabea ja sanodHe ¢ mosa oT 2 mg (kato ce
H3I0N384 apHIHITPa3oll Nepopalied pastBop 1 mg/ mil) B npoasbkeHne Ha 2 HH, THTPHPaHa 10 5 mg B
NMPOABDKEHKHE Ha owle 2 M 3a NOCTUIaHe Ha NpenopbYHTETHATA JHEBHA 0033 oT 10 mg. [locTHrane na
H03a OT 2 mg AHEBHO 32 B JHH He e Bb3MoxHO chc SHKAJIOP. Tpatea na ce H3nom3ea APYr NOAXOAALY
NpoAYKT mpu Ao3upaHe 2 mg AHerHO. [IpH HeobxoauMocT, nocneasamio THTpHpaHe Ha Ao3ara Tpabsa Aa
Ce H3BbLPIIBA C HHTEPBANH Ha yBENIW4YEHHE OT 5 mg, Kare HEe Ce NpeBHLIABA TIPEHOPHUHTENIHATA
MaKCHMA/IHA JHERHA 1034 oT 30 mg (BmiTe Touka 5.1). SHLKAJIOP e eduxaced B 20308 HHTepean 10 mg
Jo 30 mg nueeHo. He e mabmoznasana nopuineHa eHKacHOCT Mp# JHEEHH A03H NO-BHCOKH oT 10 mg,
BRIIPEKH 4Ye NPH OTACIHH NAUMCHTH TI0-BHCOKH J03H MOKe aa ca oT non3a.3MKAJIOP He ce npenoppusa
3a fe4yeHUe Ha MAUMEHTH ¢ MK30(peHHs nox 15-roguimna BE3PAcT NOpagH JIMOCA HA JOCTATHYHO JaHHU
3a GesornacHoct ¥ edukacHoeT (BHxTe Touk# 4.8 1 5,1).

Manutinu enuzoou npu bunorapno pasempoiicmeo mun I npu onowu na ¥ Had 13 200unu; NpenopeYanara
no3a 3UKAJIOP ¢ 10 mg, npueMana BeAHEXK AHEBHO, HE3ABHCHMO OT XpaneHeTo. JleueHHeTo TpaOba na
3anovHe ¢ 1033 oT 2 mg (xaTo ce M3Mo/I3Ba APHITHNPAa3ol nepopaiex pasreop 1 mg/ ml) B npoaskenue
Ha 2 THH, THTPHMpaHa A0 5 mg B NpoAb/DKEHHE Ha owe 2 JHH 32 JOCTHraHe Ha IPenopuuUTeHaTa THeBHa
no3a ot 10 mg. locTHrase Ha Ao3a oT 2 mg IHEBHO 3a ABa AHH He e BE3MOxKHO cb¢ SUKAJIOP. Tpatea
Ja ¢e H3M0I3Ba APYT MOAXOAAL IPOAYKT NpY AO3Hpare 2 Mg NHEBHO. [IpOALIDKHTENHOCTTA Ha IEYEHHETO
Tpa6Ba Ja e MEHHMANHATA HeoOXoaumMa 33 KOHTPONHpAaHe Ha CHMITTOMMTE H He TpA0Ba Aa npesumasa 12
cepmuii. He e HabmozapaHa noBuiena epRKaCHOCT P AHEBHM A034 N0-BHCOKH OT 10 mg, a AHepHA
Ao3a oT 30 mg ce acolMHMpa ChC 3HAHMTENIHO TOBHIUEH PUCK OT CEPHOIHH HEXXENaHH PeakuuM KaTo
eKCTpanupaMHAHH CHOHTHA, CHHIHBOCT, OTOAIHANOCT H NMOBHIIABAHE HA TernoTo (BHXKTe TOuKa 4.8).
Iopany Tas# npudHHa Jo3d MO-BHCOKH oT 10 mg aHesHo TpfGBa Ja OLAAT NpHIaraHu camMo npH
H3KIIIOUHTENHH CIy4ad W MOA CTPUKTHO KNMHWYHO MOHHTOpUpaHe (BHXTe Toukd 4.4, 4.8 u 5.1). Ilo-
MIaHTE NAUMECHTH Ca H3NOXKEHH Ha PHCK OT HEXENaHH JIEKapCTBEHH PeakllHH, CBLP3aHH C APHITHAPA30.
Ttopaam Tasu mpuynHa SUKAJTIOP He ce npenoprysa 3a ynorpeba rpu nanHeHTH noA 1 3-roJHimna pE3pacT
(pwxTe Touxu 4.8 1 5.1).

Pasopasnumennocm, cevpzana ¢ aymusvm: 6e30MaCHOCTTA H e()MKACHOCTTA Ha APMITMIPA3ON NMpH AeLa H
IOHOIIH MoK 18-rofiMiIHa BR3pacT He € ycTaHoReHa. HannyHHTe KbM MOMEHTA HAaHHH ¢a ONMCAHH B TOUKA
5.1, HO He Moxe a ObJe NafeHa NpenopbKa Mo OTHOLIEHNE Ha HOZHPOBKATA.

Turose, acoyuupanu cve Cundpoma na Typem: Oe30nacHOCTTA H €DHKACHOCTTA HA APUTIMNPA30J NIPH fela
H IOHOLLH Ha BB3pacT ot 6 a0 18 rogunu He ca ycTaHoReHn, HanH4HHTE KbM MOMEHTA JAHHH Ca OHMHCAHH
B To4ka 5.1, HO He MoXe Ja Obie HanpaBeHa NPeropRka 3a J03HPOBKAE.

Cneyuanmnu nonyiayuu

Yepnoopobro yepexcoare
He ¢ HeoGxoauMo ajfanTupaHe Ha J03aTa NpH MAUHEHTH ¢ JIEKO 10 YMEPEHO uephoapobHo YRpe
ITpu nauueHTH ¢ TexkKO 4YepHOAPOOHO YBpeKIAHE He ca HATHYHU JOCTATHYHO JAHHH, 3a Aa
npenopbkd. [Ipu Te3n maumenTn ao3ata TpaGBa fna ce onpedens BHUMATENHO. Bbop




NanMeHTH ¢ TEXKO YEPHOAPOOHO yBpekaane MakCHMATHATa AueBHa Jo3a ot 30 mg Tpabea na ce npunara
€ MOBHIIEHO BHUMaHH® (BHOKTE TOYKa 5.2).

Bwopeuno yepexcoare
He e HeoGxonumMo afanTHpaHe Ha Jo3aTa NpH nauuenTH ¢ Gp0peuno yepexaane.

ITayuenmy & cmapyecka ev3pacm

BeszonacHocTTa H eHKACHOCTTA HA apHIMIPa3oN 3a JeueHHe Ha p3odpeHss 4 MaHARHE eNH304M NIPH
6umnonapHo pascTpoiicrso THN | nNpu mannenTH wa ¥ Haj 65 roAKHE He € ycTaHOBeHa. BBR Bpw3ka ¢ no-
ronaMaTa YyBCTBHTENHOCT Ka Ta3H nonynatu, Tpabea Aa ce HMa NpeapRj 32N0YBaHe Ha NeYeHHeTo C 10-
HHCKa HaYaNBa A03a, KoraTo TOBAa ¢ KINHUYHO ONpaBIaHo (BIKTE Touxa 4.4).

IHon
He e HeoGxonuMo ananTupane Ha 103aTa IIPM KEHH B CPaBHEHME ¢ MEKe (BHXKTE TOUKa 5.2),

Iyuene
CrobpazHo MeTabONMTHHS BT HAa ApUNHIpa30n HE € HeoOX0AMMO aJanmTHpaHe Ha A03aTa NP ITYIadH
{mKTe TOUKA 4.5).

Adanmupane na dozama nopadu s3aumodeticmeais

B cnyyait Ha ceBMecTHO npunoxenne Ha Mok CYP3A4 unu CYP2D6 uHxuOHTOpH M apununpason,
Ao3dra apunHnpason Tpabra fa 6sae nonmwxkera. IlpH npeycranopspane npueMa Ha CYP3A4 wm CYP2D6
HHXMOHTOP B KOMOMHHpPaHATA TEPaITHA I03ATa apPHITHIIPaz0l TpAOEa fa Ob e MOBHINEHA (BUXKTE TOUKA 4.5).

B ciuydafi Ha CbBMECTHO NpHIOKEHHE ua Mommup CYP3A4 MHmyKropm ¥ apuMnunpason, 103aTa
apunnnpason tpabepa na Obnle nopHuieHa. [Ipu npeycraHosaBaHe npuema na CYP3A4 umaykrop B
koMOHHHpaHATa Tepankf [03aTa apHNHNpazon Tpa6sa Aa Onje moHWkeHa O NpenopbuuUTEeNHATa A033
{BiATE TOuKa 4.5).

HauiH Ha npuacxeHne
3UKAJIOP TabnreTkH ca 3a HePOpanHo NpHIOKeHHe,

4.3 IlpoTHBOnOKA3ANAN
CBpBXYYBCTBHTECIHOCT KBM aKTHBHOTO BEHISCTBO HJIH KEM HAKOE OT MOMOLIHATE BelllecTia, H36poenu B
To4ka 6.1,

4.4 CnenaanHs gpeaynpexieHHN H NPEINaIdN MePKH OpHE yuorpeba

Te BpEMe HA aHTHNCHXOTHYHOTO ACUCHHE, nonoﬁpanaﬂem HA KIHHUYHOTO CECTOAHHE Ha NALIHCHTA MOXE
Ja OTHEME OT HAKONKO AHWU NO HAKOJIKO CENMMUIIH, KATO TIpE3 TO3H MCpHOJ NAINHCHTHTC Tp!lﬁBa Ia Opnar
oA MOCTOARHO Haﬁmo,nenue.

Cy¥uHIHO NOBENEeHUE
TloABara Ha CYHRMAHO MOBEAEHHE € NPUCHINA 34 NNCHXMYHHTE 3abongpanna ¥ aeXTHBHHTE pa3CTPOiCTRa

M B HAKOH Cily4au € cho0maBaHO CKOpO Clej| 3anoyBaHe WIH NPOMSHA Ha AHTHNICHXOTHYHATA Tepamnus,
BKJIIOUUTENRHO H IPH IeYEHUE ¢ APUNKIpasol (BiKTe Touka 4.8). AHTHIICHXOTHYHATA Tepamus TpaGea 1a
6be CHITBTCTBaHA OT Habmojenle Ha BUCOKOPHCKOBHUTE TALHEHTH.

ChpaesHO-ChA0BH HapyilieHHS
Apunnunpason TpabBa Ja ce Npwiara ¢ BHPMaHuE HpPM NalMEHTH ¢ YCTaHOBEHO

3abongeaHe (aHaMHe3a 3a WHGAPKT Ha MHOKAapna WIH HCXeMH4YHA 0ONecT Ha
HEIOCTATBYHOCT HIM HapyLICHHA Ha NPOBOAHMOCTTA), MO3BHHO-CEAOBO 3ab0nABaHe



MPEApasnearaT KeM XHNOTOHHA (JeXHApAaTalidd, XUMCBONEMHS WM JeYeHHe ¢ aHTHXMIEPTEH3UBHH
JIEKapCTBEHH NPOAYKTH) HITH XHIIEPTOHHA, B TOBA YUCIIO YCKOPEHA HIIK 3OKAYeCTREHAE.

ITpu ynorpeara HA AHTHICHXOTHYHH JIEKAPCTBEHM NPOAYKTH ¢a ChOOIIABAHH CNY4YaH Ha BEHO3EH
rpombembonuzeM {(BTE). Teit kaTo npy naumeHTHTe, JEKYBaHH ¢ aHTHIICHXOTHUH, Y€CTO ce Habmoapar
npugoGKTH pHCKOBH $akropu 32 BTE, Bcuuky puckosd gaktopu 3a BTE tpafsa na Guaar ycranoseHu
npeld H N0 BPpEME Ha JISHEHHETO C APHITHIPA30. i Ja ObAaT B3eTH NPEBaHTHBHA MEPKH.

Yaemkapade Ha QT nnTeppana

Ilpy KIHHKYHKTE W3NHTBABHA HA APUIIHTIPA30N HecToTaTa ua yasinkes QT ulteppan ¢ 6una cpaBHuMAa C
Ta3y fpr nnauebo. Apununpazon Tpa6ea Ja ce Npiiiara ¢ BHMMalKe NPU NAUUEHTH ¢ GaMuiina aHaMHe3a
3a yawpkaBane Ha QT uRTeprana (ke Touka 4.8).

TapausHa AKCKHHEIUS

TpH KAKBUYHEMTE N3NMATBAHKA C NPOABIKHTETHOCT AHA FOAMHA WIH [O-MAIKO HEYECTO € CHODIIABAHD 33
HeoOXOAHMOCT OT JIEYEHAE Ha IOABHYIA Ce IO BpeMe Ha NIEYEHNeTO ¢ ApHIMNPa30N AMCKHHE3Hs. AKO ce
NOABAT NPH3HALK WK CHMIITOMH Ha JHCKHHE3HA NMPH NARWEHT Ha JeYeHMe ¢ apUITApazol, TpaOBa I3 ce
obMucny NOHMKABANE HA [03aTa WK NPEYCTAHORABAHE HA NeueHueTO (BRKTe Touka 4.8). Tesn cuMnrToMA
MOZKE BPEMEHHO Ja ce BIOINAT ¥ A0PH A4 C€ MOARAT CJie)] NPEYCTAHORABAHE Ha SISUEHHETO.

JpyrH excTpaninpaMuaEn CHMITOMA

Tlpn nenvaTpuuYHATe KIMHWYHY H3NATBAHMN HA apumEnpa3oli ca HabmonapaHM AKATHIUA W
HApKREHCOHA3bM. AKO Ce NOABAT NPHHALM WK cHMIToMu Ba ApyrH ElIC npH maureHT Ha HeycHHeE C
apHIHnpason, TpaGRa Aa ce oGMHUCAM NOHIDKaBaHE HA /103aTA ¥ BHEMATENHO KIHHIYMHO TIPOCTeSBaHe.

HesposenTaHder MaTHTHER CH M (HMC, NMS

HMC e noTenumanto gataneH KOMILIEKC OT CHMIITOMH, CBBP3aH C aHTHNCHXOTHITE, [Ipy KNHMUYRKTE
H3InHTBanKY ca chofaBany peakn ciyyan #a HMC no speme na neserune ¢ apanunpason. Knuuuvymire
nposisd #Ha HMC ca xuneprupexcus, MyCKy/H2 PHIHIHOCT, HapylleH MEHTaneH CTaryc W AaHHW 3a
ABTOHOMHA HecTabunHoCT (HEepaBHOMEpPECH MYAC WNH KPHBHO HANATAHE, TaXukapAHf, Anadopesa B
ChpAcHHA apWTMHA). JIODBAHHTENHHTe TPH3HANH MOraT L2 PBKIOUBAT NOBKIIEHH CTOMHOCTH Ha
KpeatnuuH Gocdoxunasara, muornobunypus (pabmomuonusa) M ocrpa OHOpedHAa HENOCTATHYHOCT.
Bropexn ToB2a ca ¢choOIaBaHM CHIIO W NOBUINEHH CTOHHOCTH HA KpPEeTHHHE ¢ochOKHHA3ATA H
pabnomHonu3a, KOWTO He ca HenmpeMeHHO cpbpsand ¢ HMC. Axo nmauMedT pasBue TpW3Haild WAK
CHMITOMH, XapakTeps# 3a HMC, nnu HeoOScHAMO BHCOKA TeMNepaTypa 6e3 Apyrn KIHHHYHE NPOSBH HA
HMC, nedeHHETO ¢ BCHYKH AHTHICHXOTHHYHM JIEKAPCTBEHH MPOAYKTH, BKIIOUMTENHO ApHIMITPA3OS,
TpabBa fia GbIe NPeyCTAHOBEHO.

'spuose

TIpy XIHHMYHHTE NPOYYBAaHHA HEuecTo ca ChoOlABaHM CIYYAH Ha rbPYOBE 110 BPEME H2 JISUEHHETO C
SpHIHIPa3OL.

Topany ToBa, apununpalon TpAORa Ja ce MPHITAra ¢ BHHMARHE NPH NaMEHTH ¢ aaMBe3a 33 rbpPUuoBe WM
CBHCTORHUA, CBLP3AHH C I'bPYOBE (BHKTE TOUKA 4.8).

IIQJJ,EEHTH B cTapyecKka BhIpacT ¢ NICHX03a, CBbpP3aHa ¢ JEMCHIIHA

Hoawtuena cmvpmuocm
TIpH Tpr nnauebo KOHTPONMPAHH NPOYHBAHMA HA APUNAIPA30N NPH NALUMEHTH B CTAPYECKA BB3PAcT (0=
938; cpeana prapact: 82.4 rOnMHY; Bb3PacTOB HHTEPBAN: 56-99 roaMHM) C NCHX03a, CBbp3aHa ¢ forecTra
Ha AnuxaiimMep, MAKMEHTHTE, NSKYBAHH C apHNMNPA30N c¢a OHIM H3NI0XKEHH Ha MOBHILIEH PUCK O
cpaBHeHHe ¢ mane6o, CMBPTHOCTTA NPH DALMEHTHTE, NEKYBAHH ¢ apunuipason & 3,5%
1,7% B nnaneGo rpynara. Heaaspcumo, 4e NpHYAHMTE 33 CMBPT €A PasIU4HH, NOB




CBLP3aHH HIIH ChC CHPALYHO-CHA0RM UEIIHACHTH (HaNp. ChpAeYHA HEJIOCTATHYHOCT, BHE3aNBa CMbBPT), HITH
¢ wHerumn (Hanp. NHeBMOHHA) (BHKTe TOUka 4.8).

Hepebpo-sackynapuy Hexcerarnu peaxyuu

Ilpu cemure npoyusaHus ce cpobinaBa 3a nepebpo-BaCKyNapHH HeXeNaHM peakiuuy (Hamp. HHCYAT,
NpexoaHa MCXeMUYHA aTaKa), BKIKYHTENHO H Gatanuu cnyyan (CpeiHa Bp3pact: 84 roauiH; Bb3pacToB
uurepran: 78-88 roaunu). Obuwo npu 1,3% or naukenTHTe, TEKYBAHH ¢ apUIHNPA3ON ca ChOOIABAHH
uepebpo-pacKynapHi HexeNaHH peakudd B cpaBHerue ¢ 0,6% npH nanuenTurte, nekypad ¢ nnauebo B
CHIIUTE NpOYYBaHuA. Painukara He € CTATHCTMHECKH 3HAYHMA. BhOpekd ToBa, B €AHO KIHHHYHO
npoytgaue ¢ (HKCHpaHa 21032 ce choOLIaBa 3a 3HaYMa BDPB3KA MEXIy J030BHs OTrOBOp M nepeGpo-
BACKYNIAPHUTE HEXeNaHH PeakUWH NPH NALHERTH, JEKYBaHH ¢ ApHITHOPA3os (BkTe Touka 4.8).

ApH[IHHpaSOH HE € TOK&3aH 3a JeYEHHE HA NAllMCHATH ¢ NICHX03a BCENCTBHE Ha AEMEHIINA.

XHIepruuxeMus U 3axapen nuaber
[Tp¥ nauneHTH, ACKYBAHA C ARTHACKXOTHYHH AreHTH, SXTIOYRTETHO APHITROPA30N ¢a Cho0ilaBani cliydan

Ha XMNEPTIMKEMHA, B HIKOH CYYau TEXKa H CBBpP3aHa C KeTOAlHA032 HIIH XMAEPOCMONapHA KOMA HITH
¢MBPT. PuckoBHTe (aKTOpH, KOMTO MOTAT ha AOBEJAT A0 NpPEAPasNONIOKEeHHE Ha MALHEHTHTE KEM TEKKH
YCIOXKHEHHS, BIKIIOYBAT 3aTABCTABAHE H amMunna anaMAesa 3a nraber. B KNMHUYHHTE DpOyYBaHHR Ha
apANUNpa30on He ca HaDNIOJABAKY 3HAYMMH Pa3/IHKH B YECTOTATA HA HEXXENAHRTE PEAKUMM, CBEP3aHH C
XHOEPraHKeMAs (RKTIOMHTENHO AMaber) WK N0 oTHouleHWe Ha aGHOpMHH naoparopHd CTOHHOCTH HA
TTIMKEMHS B cpaBHeHue ¢ mianebo. HAMa TouHu 12HAN 33 PUCKA OT CBHP3aHA ¢ XMNEPrIHKEMIs HeKeNaHH
peaxkudH NPy NauHenTyTe, AEKYBaHH ChC APHITANPA3ON # © APYTH ATHIOHYHH AHTHACHXOTHIY, 3a 13 MOXe
Ja ceé HanmpaBH JHPEKTHO cpaBHeHHe. IlalMeHTHTe, NeKyBaHM C KAKBHTO H Ja € aHTHOCHXOTHIH,
BKIIWOUATENHO apHMuOpazon, Tpabea Ja Opgar NpOCASASBAHY 33 TIPH3HAIM H CHMITOMH Ha
XUMepriuKeMus (KaTto NONMAMICHS, NONHYPHS, NoNH(ArHa M ¢a1abocT), KATO NAUHMEHTHTE CLC 3axapeH
zwaber unu puckosH thaxTopy 3a 3axapeH guaber Tpalea penoeHO Na GLAAT NPOCHEASBAHH 32 BAOIUARAHE
Ha MMOKO3HUA KOHTPOI (BHKTE TouKa 4.8).

CBQQX‘{!BCTBHTBJIHQCT
HpH JCYCHHE C APHUITHOPAI0N MOTaT A8 C¢ AOABAT PeaKIHH Ha CRPBXYYBCTRATENTHOCT, XapakTepyu3iupainy

Ce ¢ aJepridAN CHMIITOMH (BHXTe TOYka 4.8).

Hosnmagane Ha TernoTo

VBesiAyaBaHe Ha Ternoto ce Habmopaga vecTo nNpu GoNHY OT WH2o(pPeHHs K GHNOMAPHA MaHHS TOPAIH
CBITBTCTBAMM 3300onaBanid, ynmoTpeba Ha AHTHICHXOTHIM, 33 XOHTO € H3BECTHO, Y€ NPHYHHABAT
NOBUINEHHE HA TETJNIOTO, HE3APABOCIOBEH HAYHH Ha IHBOT H MOXE Ja NOBEJE IO TeXKH YCIOXKHEHHA,
TTopumiaBane Ha TETNOTO € CROGIABAHO B NOCTMAPKETHHIOBUS TISPHO/ MPH MALKEHTH, KOHTO IIPHEMAT
apununpason. Koraro #Ma TakkBa cay4an, Teé 0OMKHOBEHO Ca NIPH NALMEHTH CbC 3HAYHTENHH PUCKOBY
thaxkTop kaTo aHaMHe3a 3a gnalber, HapyIleHHs Ha WUTOBRAHATA XJ1e3a M aJeHOM Ha xunogusara, Tipu
KIHMHHYHATE NPOYYBAHMA HAMA AHHY, Y€ apUIIMIPa30N NPeAN3BHKBA KIHHHUHO 3HAYHMO YRENHYEHHE HA
TErNOTO NPX Bb3PAcTHH (BHXTE Toyka 5.1). TIpH WIMHHYHATE NPOYYBAHMA NPH IOHOMH ¢ OUnosspHa
MaHHsA, apUITHNIPAa30N C& acOUMMpa ¢ YBENHUCHHE Ha TErNoTo clel 4-ceMHyYHO nederne. HOuomuTe ¢
GunonapHa Masus TpAGBa na OBAAT NPoOCNeIIBAHM 32 YBENHYCHME HA TErNOTO. AKO YBEIHYCHHETO Ha
TErfoTo ¢ KIMHHYHO 3Ha4HMG, TpAbBa Ja ce oOMUCTY TTOKIKaBaHe Ha 103aTa {BHkTe Touka 4.8).

ﬂHCQaFHH

AHTHUNCHXOTHYHOTO JiCHEHHE, BKIIOYHTETHO apununpasoe’l ¢e CBLP3BRa C esoq;areanﬁa HETIOAB!

THEBMOHNH.




TTaToNor¥4Ha cKIOHHOCT KbM Xa3apT H APYTH Pa3cTpolicTBa B KOHTPONA HA MMITYJICHTE
TMauuenTHTe MOrar Ja HINHTBAT NOBHIIEHH BJIEYEHHA, 0COOEHO KBM Xa3apT, KAKTO H HEBBIMOXHOCTTA 38

KOHTPORN Ha Te3H BJICYEHHS, AOKaTO NPHEMAT apununpason. Jpyrure choOUIEHH BIEYeHUs BKIIOUBAT:
NOBHIIEHK CEKCYANHH JKEMaHUs, KOMIYJICHBHO NazapyBaHe, MpemkAaHe HITH KOMITYJICHBHO NpeikaaHe H
IpYrH BHAOBE HMITY/ICHBHO H KOMITYJICHBHO ITOBeJicHUE, BaxkHO € NekapiTe, npeANHCBAILH IEKapCTBOTO,
Jia pa3sNHTBAT NALMEHTHTE WM TexHuTe GONHOIIEAaqH CNEHANHO 38 Pa3BHTHETO Ha HOBO HIH NOBHLIEHO
BJICYEHHE KBM X383apT, CEKCYANHH eJANHsA, KOMIYJICHBHO MalapyBaHe, NpeskAaHe WM KOMUYJICHBHO
npesXkpaHe HIK ApyTH BICYEHHA MO BPEME HA JCUYEHHETO ¢ apunumpasol. Tpadsa ga ce orOenexu, e
CHMIITOMHTE Ha pa3cTpoHcTBa B KOHTPOIA Ha HMITY/ICHTE, MOTaT /13 A CBbP3aHH ¢ OCHOBHOTO 3aG0NABaHe;
BBIIPEKH TOBa, B HAKOH Cly4an ce ¢hoOllaBa 3a NpeKpaTRBaHe HA BICUCHUATA NIPH HaMasaBaHe Ha j03aTa
HJIH CNHpaHe Ha pHEMa Ha JieKapcTROTO. PascTpolicTBaTa B KOHTPONA Ha HMIYNCHTE MOTAT Ja HABpEIsaT
Ha NalMERTa M APYTH Xopa, ako He 6bJaT paznosHath. OOGMHCIeTe HAMaNABaHE HA JO3ATA WIH COMPAHE Ha
JEKapCTBOTO, aKO MALIHEHTHT pa3pue NoA0OHH BleUeRU, IOKATO IpHeMa apHIHnpa3on (Buxkre Touka 4.8).

INauneHT! CHC CHUBTCTRAN CHHAPOM HA XHNEPAKTHBHOCT ¢ JieduumT Ha puuMansere (ADHD)
Buapeks ye GumomspHoTo pascrpoiictBo tén I wecto ce cwmpTeTBa 0T CXJIB, JaHHKTE 3a CHBMECTHO

NPHUNOXKEHNE HA ADHUIHIIPA30N H CTHMYAAHTH Ca MIKTIOMHTEAHO OTpaHHYCHH; MOpajH T43H pHYHHA €
HeoOXOAHMO ITOBHIIEHO BHHMAHRE, KOraTo Te3H JCKAPCTBEHH TIPOAYKTH €A NpHEMaHH €IHOBPEMEeHHO.

[apanns

ApHIANIPA30]l MOKE Ja DPHYHHE CBHIMBOCT, NOCTYPAIHA XHIOTOHHE, MOTODHA H CEH3OpH2
HecTabMIHOCT, KOMTO MOraT 43 IoBenaTr fo nagaHus. HeoGxoauMo ¢ BHAMaHMe, KOraro ¢e [EKYBaT
TALKENTH C No-BKCOK PUCK ¥ Tpi6Ba Ka ce OOMHCHM MTO-HMCKA HAYAIHA 1034 (Hanp. NaLUEeHTH B CTApYecka
PE3PACT KIH H3TONICHH TTAMEHTH; BX TOYKA 4.2),

3MKAJOP Tabnerk ceybpxart naxrosa. [lanueHTHTE ¢ pelKH HACAEACTBEHH NpoGIeMH Ha ranakrTo3Ha
HernoHocHMOCT, Lapp naxTasen nedHLUT MK MIOK030-TanakTo3na Manabcopbuns He Tpabsa na mpueMar
TO3H JIEKAPCTBEH NPOAYKT.

3UKAJIOP cbaspka no-maiko ot 1 mmol Hatpu#i (23 myg) Ha enHa Tabnerka, T.e, C€& CHUTA, Y€ He
ChABPIKA HATPHIA.

4.5 BzagmogeiicTBHe ¢ APYTA AeKAPCTBEHA NPOAYKTH H APYTH (POPMH HA B3auMOAeHCTBHE

IMopanu cox ol-anpeHeprayeH PeLENTOPEH aHTATOHHIEM APHIHNPA30] MOXKE 1A YOHITH edeKTa Ha HAKOU
AHTHXHIIEPTCH3HBHH JIEKAPCTBEHH TIPOAYKTH.

[Topaau ocronuua edexT Ha apunHnpason BepXy LHHC e reobxoauMo BHHMaHHE, KOTATO ApHIAIPAIOIN €
Apuiara B kKoMOHHALWA C ankoXon MMM ApyrH Bnusemu BepXy LIHC nekapcTBeHH NpoAyKTH ¢
NOTEHLHAIHA Bb3MOXKHOCT 33 NOSBA HA HEXeNaHH NeXapCcTBEHH PeaklHH KaTo cegupaHe (BIKTE TOYKA
4.8).

Heobxoaumo € BHUMaHHe, aK0 apHITHIIPa30/l € PHEeMaR CbBMECTHO ¢ JIEKapCTBEHH NNPOJYKTH, 3a KOUTO €
M3BECTHO, ue yanwKasaT QT unrepBana win NPpUYHHABAT eNEKTPOJINTEH AxcOanaHe,

ToTeHuMan HA JPYry eKapcTBEHH NPOAYKTH Aa Bb3nelCTBAT BEPXY apHIHOpa30.N
HuxubHTopsT Ha croMamHata xHCeanHHocT, H2 anrarosucra (aMoT#IuH HaMmalgpa CKOPOCTTa Ha

aGcopOums Ha aPUTIANPA30a, HO TO3K edeKT HAMa KIMHUYHA 3HAYHMOCT.

Apunurnpazon ce MeraGonu3xpa ypes MEOKECTBO MeTaboAMTHA MBTHIIA, BrurroyBaly ensumute CYP2D6
H CYP3A4, no we CYPIA ensumure. [Topagy Ta3u npuduHHa He Cce Hajmara amanthpaHde Ha 4o3aTta npd
nymayH.

Xunvwoun u dpyzu CYP2D6 unxubumopu




B winnKYHO npoydBare NpH 3apas# cybextn mommusT uinabutop Ha CYP2D6 (xmHuanH) noenmasa
AUC na apununpazon cne 107%, noxaro Cmax ocrasa senipoMeneHa. AUC u Cmax Ha Aexuppo-
APHITHIIPA30J, aKTHBHHNT MeTabonuT ce NOHIKABAT ChOTBETHO ¢ 32% u 47%, [losara apununpasos Tpadsa
Ia 6bae NOHHXKeHa MPUOIKHIKTENHO HANIONIOBHHA cipaMo ofnyalinaTa npeANnCRaHa A03a NPH ChEMECTHO
OpRIOKEHNEe H2 apUnnnpasol ¥ XMHHAMH. Ouaxkea ce apyru cuand uHExubutopu Ha CYP2D6 karo
(hnyokceTHR ¥ MAPOKCETHH [1a HMAT CXOAHH e(eKTH H, OPAJHA TOBA C& NPEnophLuBa a Ce NPHIIOKH CXOAHO
NOHHXEHHE Ha jo3aTa,

Kemoxonason u opyeu CYP3A44 unxubumopu

B KIHHHYHO npoyYBane NpH 3apaey CybexkTy MoHMAT nEXubuTop Ha CYP3A4 (xeTokoHa301) NOBHIIABA
AUC n Cmax ¢ 63% u 37%, pecnextusao. AUC u Cmax Ha AeXHApo-apHIHIIPA3oN ce MOBHILNABAT ChC
77% H 43%, pecnextBHo. IlpH cnabure metaGonmnsaropu Ha CYP2D6 ¢bBMECTHOTO MPHIOKEHHE HA
mounn muxuburopu Ha CYP3A4 moxe aa aosese Ao NO-BHCOKH IUIa3MEHHM KOHMUEHTPALMH Ha
apununpasof B CpaBHEHHe ¢ T¢3M npu Owpsnte meraGonmsatopu #a CYP2D6. Korato ce obmucns
CBBMECTHO TIPH/IOKEHHE H2 KeTOKOHA30J niH Jpyr cunel MpxuOurop Ha CYP3A4 c apunumpason,
MIOTCHLHAHHTE NOAK TpaGBa Ja HAABMINABAT MOTEHNUANHATE pHCKOBE 3a MaldeHTa. B cnyval Ha
CHBMECTHO IPHIOKCHHE HA KeTOKOHA30L H apUMNKNPa30d, 103aTa apanunpason Tpadea 1a 6bAe noHWKEH
npubiu3NTenHO HaNoJOBHHA COpsMo obwyaiiHata npexnHceaHa Aoza. TlonoOHu edexkTd MoXe fa ce
0YaKBaT ¥ OpH ApyYrx Moy HEXHOuTOpK Ha CYP3A4 kato urpakoHazon H HIV nporeasHH REXHOMTODH,
Nopaau Koeto € HeoOXOoAHMO Ja ¢ NMPHIOKH CEHINOTO NOHWXEHHe Ha NosaTa (BMXTe Touka 4.2). Tpu
npeycTaHOBABaHE NpHeMa Ha HHXuOuTOpH Ha CYP2D6 wnn CYP3A4 no3ata apunmipason rpabsa fa 6rae
TIOBHLIIEHa R0 HHBATA OPE/IH 32M04Bane Ha CHBMECTHOTO nevenue. Koraro cnabu nrxuburopu na CYP3A4
(nanp. muntuazeM) ¥nu CYP2D6 (HanpuMmep eCUHTANONPaM) c€ NPUNATaT CHBMECTHO CBHC APMITHIIPA30N
MOKe Ja ce 04aKBat cabH NOBHIIEHMY B NNA3MEHUTE KOHUSHTPAUMY Ha apHITHAPA30N.

Kapbamasenun u opyzu CYP3A4 undyxmopu

Cnen CEBMECTHO MpUNOKEHHE Ha kapbamasenuM, chned usHaykrop Ha CYP3A4, u nepopaneu
APUITHIIPA30) HA NALHEHTH ¢ MU30HPEHHA WIH IH30a(eKTHBHO pascTpoiicTRO, H3MEPEHHTE FEOMETPHYHN
cpearn Cmax n AUC nHa apuninpazon ca Gunn croteetHo 68% # 73% DO-HMCKM B CPaBHEHHE CBC
cily4yauTe, B KOHTO apununpason (30 mg) e npueman caMmocrosrento. IlonobHo na ToBa, reoMeTpUYHATE
cpearit Cmax ¥ AUC Ha nexsapo-apunumpazoli clieli ChBMECTEH TpHeM Ha Kaplamasenud ca Ouaw
¢hoTBETHO 69% H 71% 1O-HHCKM OT Te3d Clel NeYeHHe CaMo ¢ ApHIIMIPA3OIL.

Ho3ara apunanpa3on TpadBa Na ce y/IBOK NPH CHBMECTHO NPHIOKEHNE Ha aPHIHITIPAa30a H KapbaMasenyH.
Tono6ny edexTy MoJKe Aa ce O%aKBaT H NMPH chBMECTHATA YHOTpeDa Ha ApUNMNPA3ON K APYIHM HHAYKTOPH
Ha CYP3A4 (xaro pudamimuumn, PpeHuroun, denobapburan, npaMHACH, edaBHEpeHL, HEBHDAIIUH H XBIT
KaHTApHOH), KOeTo Haslara nofobHO nopniaBaHe Ha folata. Criel, NpeycTaHOBABAHE NMpHEMa HA CHIHH
nuaykropu Ha CYP3A4 nosara apunuripason Tpabsa fa &pae Hamaneda 0 NpeNophYUTeNHAaTa 0348,

Bammpoam u numunu

TlpH chBMECTHO NpPHAOKEHHE Ha BAIMPOAT WIH NMTUH C apUNHUNpa3on ke € HabmoaasaHa WIMHHYHO
3HAYHMA [POMAHA B KOHUCHTPAMATE Ha apHOMNpason ¥ nopaid ToBa He € HeoOX0AUMO KOPHTHpase Ha
Iio3ara, KOraTo BANNPOAT HAM IMTHH Ce MpuiaraT CsBMECTHO ¢ apHIHNPa3oi.

[loTeHunan Ha apHIKIPa30n Aa BEINEHCTBA BEBPXY ADYTH AEKAPCTBEHH NPOIYKTH
B xaunnanuTe npoyveanus JHeBHH Ho3n 10 mg — 30 mg apHnunpason He ca MOKA3aTK 3HAGHM edexT

BEPXy Merabonmsma Ha cybcrpature Ha CYP2D6 (cnoTHomenwero pekcrpomeropdaw/  3-
meroxcumopuuan), CYP2C9 (Bapdapun), CYP2C19 (omeupason) 1 CYP3A4 (aexctpomeropdan). B
LONBJIHEHHE APHIHNPA30A H ACXHAPO-2PHIOHMNPAl0] He TIOKAa3BaT NMOTEHIMAN 32 BL3CHCTBHE B
CYP1A2-menunpanus MetabonussM in virre. Tlopagu ToBa He ce GuakBa apHIHIPA30n Ja
KITAHAYAO SHAYHMH B3aHMOJEHCTBUA C IEKAPCTBERN NPOAYKTH, MEANUPAHY OT TE3M SH3KMU.




Koraro apHnunpason cé NpaeMa CbBMECTHO ¢ BANNPOAT, AUTHH WK NAMOTPHIHE He ca HaGmioxaBanu
KMHRHYHO 3HaYAMH IPOMEHH B KOHLEHTPAUMHTE HA BANNPOAT, THTHA H TAMOTPUTKH.

Cepomonunos cunopom

Crobmapann ca cIydan Ha CEPOTOHHHOB CHHAPOM NMpH NALHEHTH, KOKTO NPAEMAT APHITHIIPA3Ol, KATO €
BBIMOKHA TOABa HA NPH3RALH HAH CHMIOTOMH Ha TOBA CHCTOAHAE 0CODEHO NIPH CHEMECTHO MPHAMKEHHE
Ha JApYTH CEpOTOHMHEPrHYHH NEKapCTBEHH MPOAYKTH Kare CeleKTHBHH HHXuOuTOpH Ha ofpaTHoTO
3axBalnare Ha cepotoHuna/ HopaaperanuHa (CHO3C/ CHO3CH) wnu Apyrd jieKapcTReHH NPOAYKTH, 32
KOHTO € H3BECTHO ,4€ NOBHINIABAT KOHIEHTPALIMKTE HA apHIuNpazol {BuxkTe Touka 4.8),

4.6 DepraanTeT, GPEMEHHOCT R KEPMeRe

Bpemennocr

He ca npoBexkAaHH aAeKBaTHH H J00pe KOHTPOITHpaHH NPOYYBAHHA Ha APRITMIPA30J NIPH GpeMeHHH XKeHH.
Cho0maBaHy ca KOHIEHHTATHY aHOMARHH,; BRIIPEKH TOB2 He MOXe Ja ce YCTAHOBHM NpAYMHHA BPB3Ka C
APHNKNPA3ON.

Hpoyusauuara npH AXHBOTHH He MOT'aT a H3KIIOYAT NOABATA HA MOTEHOMANHA TOKCHYHOCT (BIIKTE TOYKA
5.3). Mauuenture TpsbB2 A2 OLAAT NOCHLBETBAHM Ja YBENOMAT NEKYBALIYWA JISKap, aKo 3a0peMeHesT Wiu
nnagupar OpeMEHHOCT To BpeMe Ha JIEYEHHETO ¢ apHnHnpason. Ilopaam nwmiacara Ha JAOCTATBYHO
Hadopmanns Ha 6e30MACHOCTTA TPH XOpa H NMOPaAn ONAceHHA, BB3HUKHANH UpH PelpOAYKTHRHMTE
NpoyHBaHHA TIPH XHBOTHH, TO3H JEKAPCTREH NPOAYKT He TpabBa Aa ce npunara no speMe Ha SpeMeHHOCT,
OCBEH aK0 O4AKBAHHUTE [IO/I3U ACHO ONPaBAaBAaT NOTEHIHANHUS PUCK 33 IIOL4A.

Ypy noBopoaeHKTE, HINOKEHN Ha AHTUNCHXOTHUR (BKITIOUHTENHO apUIHNPA3ON) Npe3 TPETHA TPHMECTHD
Ha OpeMeRHOCTTa, CBHUIECTBYBAa PHCK OT HEXENaHH JICKAPCTBEHH PEaKUMH  BKIKOYHMTENHO
EKCTPANHPAMHIHH CHMITTOMH B/ MM CHMNTOMH Ha OTHEMaHe, KOHTO MOIAT A BAPHDAT N0 TEHKECT W
MPOLIKHTCHOCT clieq paxnanero. ChoOliaBaHM ca cAyYaH Ha Bs30yAa, XHNEPTOHHA, XHIOTOHHA,
TpPEMOp, CEHIHBOCT, PECNBPATOpeH AUCTPeC WIH HapyleHus B xpaHeHeTo. [lopasiu TOBa HOBOPOAEHUTE
Tpabea ga OsaT BHHMATENHG IPOCACAABAHH (BIXKTE TOUKA 4.8),

Kepmene
Apurmnpason/ MeTaSonUTHTE Ha ADHNMNPA30N Ce OTASHNT B KbpMata. Tpabsa a ce BieMe pelneHue Janu

A ce MPEeyCTaHOBH KbPMEHETO HITH A2 Ce MPEeKPaTH/NPeyCTAHOBY TEPAINA ¢ APHIMIIPA3O0J, KATO C& B3eMar
npeABH/ NOM3aTa OT KbPMEHETO 3a AETETO ¥ NON3aTa OT AEYEHHETO 38 KEHaTa.

QeprunnTeT
Apununpalon He yspexia (epTIIHTETa Bb3 OCHOBZ H2 NaHHH OT NPOYMBAHUA 3a PENpOAYKTHBHA
TOKCHYHOCT,

4.7 Edextn supxy crecoliocTra 38 modupane n pabora ¢ MalBHK

ApHIHIPA3ON NOBIMARA B MAIKa A0 YMEpeHa cTeneH citocofHocTTa 32 wodupane 1 paboTa ¢ MallkHH B
pe3yNTAT HA NOTEHIMANHNTE e)eKTH BEPXY HEPBHATA CHCTEMA M 3PEHHETO KaTo CeJaiiif, COMHOAEHTHOCT,
CHHKOII, 3aMBIJIEHO 3pEHHE, TUILIONHS (BHXKTE TovKa 4.8),

4.8 Hexenanu JOKAPCTBOHH PeaknAN

Pe3toMe Ha npotuna Ha 6e30macHocT

Haii-yecro chodimaBantTe HeKellaHY JEKAPCTBEHY Peaklvl B mianedo KOHTPOJIMPAHATE M3UTBAHUA Ca
AKATH3MA W TafeHe, BCAKAE NOABABALIE C& IPH fIoBeve oT 3% OT NanHenTHTe, NIEKYBAHA C APUITMIIPA30T
[EepopaNo.

Tabauuen CHHCHK HA HEWEIAHUTE PEAKIINY




YecToTara Ha HexXeTaHH nexaperBery peaxtus (HJIP), cepp3anu ¢ apununpason ¢a u3bpoeny s tabnuna
no-gony. Tabnuiara ce OCHOBaBA HA HeXenaHu ChONTIN, JOKIABAHH TI0 BpEME Ha KITMHHYHY TPOYUYBAHHA
W/HNM MOCTMAPKETHHIOBa ynotpeba.

Benuku HIIP ca n36poesn o cHCTEMO-0praHeH Kac ¥ 4eCToTa; MHOTO 4ecTi (>1/10), ueetu (>1/100 go
<1/10), Hevectn (=1/1 000 mo <1/100), peaxm (=1/10 000 a0 <1/1 000), MHOrO penku (<1/10 000) u ¢
HEeM3BeCTHA 4ecToTa (0T HANWYHUTE NaHHH He Moxe fa 6bae Hanpaeesa oueHka). [Ipy Bosko rpynapane
0O YeCTOTa HEXENaHHTE PEAKIIKH ¢a NPEACTABEHH B HU3XOMALI Peji IO OTHOMIEHHE HA TAXHATA CePHO3ZHOCT.
YecTorara Ha HeXENaHHTE PeaKi{HH, ChoDIeHH 0 BpeMe Ha IIOCTMApKETHHIOBATa ynoTpeba, He MOXe Ja
OB1e onpefeneHa, Thil KaTO Te ca MONYYCHH OT CIOHTAHHHE ChoOwWeHHA, CieIoBaTe/THO YeCTOTaTa Ha Te3H
HeXenaHu ChOMTHA ce OmpeAens Karo ,,0 HEH3BECTHA YecToTa (0T HAIHYHHTE JaHHH He MOxe 1a Obie
HanpaBeHa OLleHKa)",

Yectn Hevectn C HeH3BecTHA TecTOTA

Hapywenus Ha JleBkoncHAs

KPbBTA H JHMpHATA Heyrponenus

CHCTEMA TpomboLmTONEHAS

Hapymenus Ha ANeprudna peaKuus

AMYHHATA CHCTEMA (sanpumep
anauIaAKTHYHA
peaxuus, aHrHoeneM,
BKIIOYHTEIHO

ToAYyBaHe Ha e3HKa,
&HEM HA €31Ka, EAeM Ha
THILETO, ANEPTHYEH
IPYPHTYC HIIH

ypTHKapus)
Hapyuienns Ha Xunepnponakruemus | JuaberHa
€HIOKPHHHATA [TonwkeH NPONAKTHH B | XHTIEPOCMONAPHa KOMa
CHCTEMA KPBBTA JNuaGeTHa keToaunaoza
Hapymenns Ha 3axapen puaber XunepriukeMua Xunorarpuemus
merabonmsma B AHOpeKcHs
XpaHEHETD
Heaxuvay Be3cpHHe Henpecua CyHUnJeH ONAT,
HAPYIUECHMS TperoxHoCT XunepceKeyanHocT CYHLHAHA HACALHA
BeanokolicTeo R3BBLPUIEHO
caMoyOHicTBO (BHXKTE
To4Ka 4.4)
ITaronorunyno

BJIEYEHHE KBM Xa3apT
PazcrpoiicTea B
KOBTPONA HA
HMNYCHTE
Tpesxiane
KoMnyncuero
nazapyBaHe
Tlopriomanns
Arpecus

Br3byza
HepeHoct ﬁ
- <z

Vit o

S



Yeern

HevecTn

C HEH3IBECTHA UeCTOTA

Hapymenss aa
HEPBHATA CH(TEMA

AKaTH3INA
ExcTpandpaMa iy
HapyLicHHAs
Tpemop
I'aapoboine
Cenaums
COMHONEHTHOCT
3amanmoct

TapanBHa JucKMHE3HA
Jucronus

Cunapom Ha
HECNOKOHHHTE Kpaka

Hesponentided
MAIHTHEH CHHIPOM
(NMS)
Cenepanwanpann
TOHUYHO-KINOHHYRK
npunanbud THN “grand
mali!

CepoTOHMHOE CUHAPOM
Hapymienns Ha rosopa

Hapymenns ga o4uTe

3aMBrIeHO 3peHue

Juannommas
®orodobus

Oxynordpudia Kpia

Crnpaeans
HApYIeHns

Taxuxapaus

Buesanna HeobacunmMa
CMBpPT

TMonumopdua kaMepra
raxukapaus (Torsades
de pointes)

KamepHH apATMEH
CrppHeden apecr
Bpanuxapnus

CBaoRR HAPYNICHHA

Oprocratnuna
XHMOTOHUS

BeHe3na
TpoMBoeMGOTHA
(BKTIOUHTENHO
Genoapobua embonud u
I5n00Ka BEHO3HA
TpomGo3a)
Xunepronus

Culkon

Pecnuparopnan,
rpLAHE B
MEARACTHHAIHE
HApyUIeHHAs

Xvmaune

AcnHApaunoHHa
TTHEBMOKUA
JlapHurocnazemM
Opodapunreancn
CIIa3bM

CroMalnHO-9pesns
BAPYWeRHs

KoucTanauss
Hucmenceis
lagene
Xunepcanupais
IloBprinane

[NanxpeaTnT
Iucdarus

Juapus

Kopemer gackomgopr
Cromauien
Jnckombopt

XenaroOuanapun
HapymeRas

Yeproapobua
HEAOCTATEYHOCT
Xenatut
XKoarernna

Hapyorenss na
KO%ATa H
NOJKONKBATA TLKAR

Obpus

Peakius Ha
OTOUYBCTBUTENHOCT
Aunonenus

Xunepxugpos .
JlexapeTae, _:953
e03HHONIIY: ~




YeceTn

HeuecTn

C Hen3BecTHA 4ECTOTA

CHCTEMHH CHMITTOMH

(DRESS)
Hapymenns Ba PabpoMuonusa
MYCKYJHO- Muanrus
CKEJAeTHATA CHCTEMA Cxopanoct
H ChHeAHHHETEIHATS
ThKaH
Hapymenns Ha HHKOHTHHEHINHA HA
01.6pennre B ypHHA
HHKOYHHTE NHTHINA JanspikaHe Ha ypusa
Crnerodaus, CHHIPOM Ha OTHEMAaHE
¢BEP3AHE C NpH HOBOPOAEHH
6pemennoctTa, (BixTE TOUKA 4.6)
POROBHA H
HOCAePOAOBHS
mepuoa
Hapymenns Ha Mpranpzem
PEHPOAYKTRABRATS
CHCTEMA H I'BPARTE
O6mu sapymenng 8 | YnMopa Hapywienns B
e¢exTH BRa MACTOTO TepMoperyaaluaTa
HA DPRJIOGKEHRE {Hanpumep
XHIOTEPMHS,
MHPEKCHA)
bonka B repaiTe
TlepHepeH oToK
Hacneapanus Hamanaeaue Ha
TErN0To
YBemnyagaue Ha
TErNoTo
[ToenAIneHa aanHy
aMHHOTpaHCcdepasa
{(ALT)
[tosHineHa acnapTat
amMuEoTpaHcepaza
(AST)
INoexuena rama
rIIyTaMHI TpaHcpepasa
(GGT)
[MoBumena ankanna
docharaza
Yawmxen QT unTepran
IoruieHa KpoRHa
3axap

TMoBHIIEH ITHKKHpPaH
xeMornobux




Yectn Hevectn C Hem3BecTHA 9ecTOTA
TlopHuiena kpeaTHHMHA
docpoxnnaza

Onycanne Ha W30paHy HeXENaHy PeaKkiHH

Buspacmny

Excrpanupamuans cumutomi {(ENC, EPS):

Hluzogpenus — npH NPOXBIKUTENHO, 52-CEAMHYHO KOHTPOJHMPAHO NPOYYBAHE, MPH MAUHEHTHTE Ha
JjiedeHHe ¢ apHIHNPa3oNl KATO U0 e HabmonaBaHa no-HUCKa vecTota (25.8%) Ha EINC, skmounTtenHo
NIAPKHHCOHHMIbM, AKATH3HA, TUCTOHUA H AHCKHHE3HA B CPaBHEHHE C NIALHEHTATE, ISKYRAHH C XaNOnepuaon
(57.3%). Ilpn nponbmkHTENHO, 26-CEIMHMHO TNALE60 KOHTPONKPAH Hpoy4YBane, 4ectoTara Ha EINC e
6una 19% npu nauHeHTHTE, NeKYBaHH ¢ apunAnpazon, H 13.1% npH nansedTyTe Ha nnaueGo. TTpu apyro
NPOABIDKHTENHO, 26-CeMHYHO KOHTPOIHpaHO Npoywsane, decrorara ua EIIC e Ouna 14.8 % npu
DAUMEHTHTE, IEKYBAHH ¢ apununpazod, U 15.1% npH nalpentnTe, NeKyBaHH ¢ ONaH3amHY.

Manuiinu enuzodu npu Gunonapro pascmpoticmeo mun 1 — npn 12-ceIMAYHO KOHTPONHPAHO NPOYYBaHe
yecroTaTa Ha EIIC e Guna 23.5% npn naiudeHTHTe, JIeKyBanH ¢ apurunpasof, u 53.3% npy nauuenTHTE
Ha xanonepuaon. [1pu apyro 12-ceamu4no npoysueane yectorara Ha EIIC e Guna 26.6% npH nauueuture
Ha apununpason 4 17.6% npu Teaw, nexysand ¢ auTHi. IIps gearocpounara 26-ceqMuvHa NOAGBPKALLE
taza Ha nnanebo koRTpoNMpaHo mpoyusaHe uecrortara wa EIIC e Gmna 18.2% npu nauweHTHTe Ha
apununpason u 15.7% npu nauvenTHTe Ha niauebo.

Axamuzus

Ipu naauebo KOHTpOAHpaHHTE NpPOYYBAHMA 4HECTOTATA HA AKATH3UA NPM NAlMeHTuTe ¢ OumonspHo
pasctpoiicTeo ¢ 6una 12.1% npw apununpason u 3.2% npu nnauebo. Ilpy naiupeHTHTE © WH30PpEHNS
gecTOTATa Ba akaTniug e Ouna 6.2% npu apunnrmnpason | 3.0% npu mianeto,

Hucmonun

Peaxyus, cevpsana ¢ aekapecmsenus kiac: CAMIITOMHTE Ha AACTOHUS, YIBIKCHH a0HOPMHH KOHTPAKLHH
Ha MYCKYITHH TPYIiH, MOT2T 12 Ce NPOSBAT NPH YYBCTBUTENHY WHAWBUAA Npe3 TBPBHTE HAKOIKO OHU OT
nevednero. CUMOTOMHTE H& AMCTOHHMA BKTOYBAT: CHOAIEM Ha MYCKYNHTe Ha Bpara, MOHAKOTa
DPOTPECApAlI] 10 CTATAHE B IHPIOTO, TPYAHOCTH NPH NPETTbILANHE, 3aTPYARCHO AUITAHE B/ HIH TPOTPY3HA
Ha ¢3uKa. Balipeku 4¢ Te3H CHMETOMM MOTAT A3 C& NOABAT NPH HUCKH JO3H, T CE NOABABAT N0-YeCTo ¥ ca
NO~TEXKKA NPH NO-MOLTHATE W NPHKJIAraHH BBE BHCOKH RO3H aRTHIICHXOTHYHH JIEKAPCTBEHH NPOAYKTH OT
IIBPBa renepanys. IIoBHIleH PHCK OT OCTPa AUCTOHHA e HabMoaBaH NPH MbXe i HpU NAUHEHTHTE B To-
MJiaja Bb3pPact.

Hponaonun

Ilpy KIKHUYHH [POY4BAHHA NPH OROOPEHHTE NOKA3aHUA W B TNOCTMAPKETHHTOBHA MEPHON Npn
NPUNONKEHKE Ha apHUMNpalon ca HaGmoaapauH KakTo MOBRIIEHHe, Taka H NOHWXEHHe B HHBaTa Ha
CEpYMEH NPONAKTHH B CPABHEHHE C HIXOIHUTE CTOWHOCTH (BHXKTE TouKa 5.1).

Jlabopamopwu napamempu
Ipu cpaBHenHe MeXIy apHIMNPa3oN M TNAE00 1O OTHOUIEHME Ha Opos nAUMSHTH, TIPH KOHTO Ca
Ha0MofaBaHK KITHHHYHO 3HAaHAMH NPOMEeHH B PyTHHHBTE N1a00paTopHu ¥ INMHAHKTE MapaMeTpu (BHKTE
Touxa 5.1), He ca HaOMOJaBaHM KIMHAYHO 3HAYAMHA pasanyus. [osuurenn Aupa Ha KOK (kpeaTnun
Pochokunasara), 66MKHOBEHO IPEXOHH U ACHMITTOMATHYNH, ca Habmonasaud opH 3.5% ot o HTE,
NEKYBaHK ¢ aPUITHTIPA3oA, B cpaBHenue © 2.0% OT NalMenTHTe, oNyyaBany miaue6o.

Henuatpnuna nonynalua
LTuzogpenun npu onowu na u wad 15 200uny



[Ipu xpatkocpouHo niaue(o KOHTPOMHpPaHO KAHHHYHO H3NMHTBane, BrmouBamo 302 xoHowmwm (13-17
FOAMHH) C IIN30(pPEHNs, YeCTOTaTa H BHIDT HA HeXENARHTE PEeakDHH Ca OHAH CXONMR ¢ Te3H NpH
Bb3DAcTHH C H3KJIOYEHHE Ha CIeJHHTEC pPeakiiiH, KOHTO ¢a ChOGIllaBaHH MO-4ECTO MpPH IOHOWH, KOUTO
NpHEMaT apUTIKIIPA3oN, OTKOJKOTO NPH BE3PACTHH, KOHTO MPHEMAT APHITHIPA30N (M MO-4eCTO OTKOIKOTO
npH naanebo): CHHMMBOCT/ CEAUpaHe H eKCTPANHPAMUIHK HAPYIIEHHA ca ChOOIABAHA MHOTO 4eCTO (>
1/10), a cyxoTa B ycTaTa, TOBHIICH aNeTHT ¥ OPTOCTATHYHA XHTIOTOHKS ¢a chobmasauy vecto (> 1/100, <
1/10).

Tpo¢umeT Ha Ge3zonacHOCT NpH 26-CeAMHRHO OTBOPEHO Pa3lIHPEHO H3MUTBAHE € OWl CXOLEH C TO3H,
HabNofapaH B KPATKOCPOUYHO MIaneb0 KOHTPOIHPAaHO H3NHTBAHE.

IMpojunet Ha He30nacHOCT HA HBIrOCPOYHO, NROHHO-CIANO, 1aLe60 KOHTPONHPAHO BPOYYBAHE € CHIID
CXOlleH, C M3KMIOYEHHE HA CICAHWTE pPEaklyH, KOUTO ce ChroOIfaBaT MO-4ecTO, OTKOJIKOTO HpH
HEeJNATPHYHH TNAUMEeHTH, NpHeMailH miaiebo: decTo ce cpoOimaBa 3a HamansBaHe Ha TerAOTO,
NOBHTARaHE HA HHCYNHUHKA B KpbBTA, APATMHA H nepxonennd (> 1/100, < 1/10).

B u30paHa wHomiecka ponynauys ¢ wnsodpenua (13-17 roguun) ¢ eKCTo3Hius A0 2 roIuHH, 4eCTOTATA
Ha HHCKH HYB& Ha CEPYMEH NPOAAKTHH HPH IOHOWIH OT XeHekH nol (<3 ng/ml) u Mbxiku non (<2 ng/mi)
e Ouna cooteetRo 29.5% u 48.3%. B ionomeckara nonynanna (13-17 rogwam) ¢ musobpewus, ¢
€KCTI03HINA Ha apHITHnpason oT 5 mg A0 30 mg 8 npoxbAxKeHRe Ha Hal-MHoro 72 MeceLa, 4eCTOTATA Ha
HHMCKM HHBA Ha CEPYMEH NPONAKTHH NPH IOHOLIMTE OT xeHcku moa (<3 ng/ml) # mbaxks noa (<2 ng/ml) e
6una ceoTBeTHO 25.6% 1 45.0%.

B aBe gparocpousH Npoyysands nph ©HOWH (13-17 roguus) ¢ musodpenua U NauMeHTH ¢ OUIIONAPHO
PasCTpoICcTBO, NEKYBAHH C apUITKOPAION, YeCTOTATa Ha HUCKH CEPYMHM HHBA HA TIPONAKTHH NPH enH (<3
ng/ml) 1 Mbxe (<2 ng/ ml} e cporeerno 37,0% u 59,4%.

Manuiinu enuzodu npu bunonspro pascmpoticmee mun I npu wnowu #a u Hao 13 zo0uny

YecToraTa M BHABT HA HEXETAHN PeakUMHY NIPH OHOINH ¢ OHITONAPHO pascTpoiicTBO THA | ca UM CXOIHH
¢ Tesd, HabmMonapaHH NpH BBEIPACTHH, C H3KIKUEHHE HA CISIHMTE peakllud: MBOTO dectd (& 1/10)
crHnuBocT (23.0%), ekcrpanupaMunno Hapymense (18.4%), akariuzng (16.0%) u ymopa (11.8%); u yectn
(= 1/100,< 1/10) Gonka B ropHata 4acT Ha KOpeMa, YCKOPeH NYJC, YBENIHYEHHE HA TETAOTO, NOBHLIEH
aneTut, NOTPHIBARE HA MYCKYJIHTE U AHCKHHE3H.

ChnefHHTe HEXENaHH peakiiiH ca HMAIH BEPOATEH J0303aBHCHM XapaKTep: eKCTPaiHPaMEAHO HApyLIEHHE
(vectoTa e 6una 10 mg — 9.1%, 30 mg - 28.8%, nranebo — 1.7%,); n axaTmans (yecroTa e Huna 10 mg —
12.1%, 30 mg — 20.3%, mnane6o — 1.7%).

CpeasuTe npoMeHM B TENECHOTO TerNo NPy I0HOMM ¢ Gunonapyo pascrpoifcrso tun [ va 12 » 30 ceamiua
Ha apununpazon ca 6w 2.4 kg 1 5.8 kg, a 3a nnane0o - chorerno 0.2 kg u 2.3 kg,

B neanatpuynara nonynauys ChHIHBOCT H YMOpa ca HabmomaBaHu N0-4eCTO NP NAUMEHTH ¢ GHnonspuo
pascTpoficTBO B CPABHEHHE C NALMEHTH C IH30(peHys,

B nenuarpuurnara nomynauud (10 — 17 rogugn) ¢ GUNORAPHO pasCTpOHCTBO ¢ EKCNO3UINA 10 Hali-MHOrO
30 cepmuiy, YECTOTATA HA HACKY HHBA Ha CepyMeH NPONAKTHH [IPH IOHOLHK OT XeHcku noi (<3 ng/ml) u
MbXkH non (<2 ng/ml) e 6una csoTBeTHO 28.0% 10 53.3%.

Hamonozuyno enevenye KoM Xa3apm U 0py2u pazcmpoiicmea 8 KOHMPOAJ HA UMAVICUME
Bn3MoicHA € NOSBA Ha NATONOTHYHO BlleYeHHUE KbM Xa3a[iT, XUMEPCEKCYANHOCT, KOMNIYIC
H TpesskAaHe HIH KOMIYACHBHO NPETXJaHe NPH NALHEHTH, eKYBaHU C apHIHOPa3osn

CrofuaBane Ha NONOIAPAHN HEXENaHH PEAKIHH



CrobuaBaHeTo Ha NORO3IAPaHH HEXENaRH PEaKUMH Chiel| pa3perasaHe 3a ynotpe(a Ha JeKapcTBeHUS
NPOAYKT € BaKHO. TOBA MO3BOJABA Aa NMPOALIDKH HabMoZeHHETO Ha CHOTHOLICHWETO MoN3a/ PHCK 3a
NEeKapCTREHHS NPOAYKT. OT MEQHLIMHCKUTE CNIEUHANMMCTH C€ H3HCKBa Aa ChoOIIABAT BCAKA NOACIHPAHA
HexKeJaHa DEAKIINA 4pes HallMOHAIHATA CHCTeMa 3a chofllaBane:

Hsnsnunrenta areHuys no JeKapeTeaTa

vy ,Jamau Ipyes” Ne 8,

1303 Codma,

Ten.: +359 2 890 3417

yebcadiT: www.bda bg

4.9 Mpenosnpane

[pu3Hauy ¥ cCUMOTOMU

[lpu KIHHMYHKTE NPOYYBAHHSA ¥ B MOCTMAPKETHHTOBNS ONHT € YCTAHOBEHO CAY4YaHHO BAH YMHIUIEHO
OCTpO TIPEJO3ZHPAHE C APUNUNPA30N NpH BB3PACTHH ¢ 103W a0 1260 mg 6Ge3 datamuu cnydaw.
[orexnyanHuTe KAHHHYHO 3HAa4YMMHM HaOMONaBaHM TNpPU3HANM W CHMITOMHM BKJIIOYBAT JIETApruf,
MOBMIIEHO KPbBHO HANArase, ChHAMBOCT, TAXHKAPAHA, rafeHe, NOBpbIake N quapud. B nonbanenne ca
CHLOOIARAHY U Cy¥au Ha cly4aliHo IPeAo3upaHe caMo ¢ aprmHpason (Ko 195 mg) npu ena 6es darannn
cinyvad. [loTeHyManHO CepHOIANTE KIHHHYHY NPU3HAUN ¥ CUMOTOMH BKIIOYBAT CHHMMBOCT, MPEXGAHA
Jaryba Ha CBh3HAHME H eKCTPANUPAMHIHN CHMIITOMI.

Jleuene NpH Npeao3HpaHE

OsnansBaneT0 Ha npenosupaHero TpAOBa Ja BKIIOYBA NOAXbPKAWO JeUeHHE, OCHTYpHBaHE
NpPOXOAMMOCTTA HA AMXATCIHHTE ITHTHIA, OKCHTCHALMA M BEHTHNAUMA M OBNAABAHE HA CHMITOMATE.
TpnbBa na 6Ba¢ 0OMHUCICHA BE3IMOKHOCTTA 33 YIOTPeda Ha HAKOIKO NeKapcTaeHH npoaykta. [Topamm Tazu
npu4uHa He3abasHo TpaGRa N4 ce NpeanpHeMe MOHHTOPUPAHE HA CHPAEYRO-CHA0BATA QYHKUMS, KOEBTO
BKIIOYBA HENPEKBCHATO €EKTPOKAPAMOrpadcKo NpOCHeaARaHe 3a YIaBIHE HA NOTEHLMANHH APHTMUM.
Cre noTEBPACHO WK MOAO3NPAHO NPe03UPAHE C APUITHIIPA30NT € HEOGXOAUMO TOCTOSHHO APOCNeARBaHE
Ha TIAUKEHTA A0 HETOROTO MBJIHO BH3CTAHOBRRAHE.

AKTuBeH BbraeH (50 g), OpHIOXeH eqWH Yac Clel NPWEM Ha APHIHIIpa3on, noHmkasa Cmax Ha
apHOMIIPA3on ¢ NpubAHIHTEnHO 51%, X0eTo NpeAnonara, ye aAKTURHHAT BEITIEH MOXe Ja € edeKTHBEH Py
neyeHue Ha pefo3upane.

XeMozuanyza

B'bHPEKH 9 HAMa JAaHHH 32 ed)elcTa Ha XeMOJHMaNH3aTa DPH JICYeHYE Ha NPeAO3HPaHEe ¢ apHnUNpa3of, He
ce ovyakpa XemoAHanusaTa Aa 0hie nojesHa B caydad, Thil KaTo apuninpa3’ol Ce CBLp3BA BbB BHCOKA
CTEMNEH ¢ MNa3MEHHTE NPOTEUHH,

5. ®PAPMAKOJOTWYHH CBOMCTBA

5.1 ®apmakoauNaMHYEH CBOHCTBA
DapmaxkoTepaneRTH4HA IPYNA: APYTH aHTHNCHXOTAUA, ATC kox: NO5SAX12

Mexann3sM Ha geiicrBue

[Ipenmonara ce, 4e¢ epHKAcCHOCTTa Ha apHITHIPA30] IpH WH30dPeHNs ¥ GUIONAPHO pascTPOHCTBO THI | ce
IBJIKH Ha KOMOWHALMATA OT YACTHYEH arOHH3BM CNpaMo Jonamunosute D2 u ceporounuosute S-HT1A
PELLENTOPH U AHTATOHH3IBM CHPAMO cepotoHHHoBure 3-HTZA penenrtopu. ApHnunpazon npofBisa
AHTArOHMCTHYHM CBOECTBA MPH XUBOTHHCKH MOJENH ¢ AOIaMHHEPrHYHA XUNEPAKTHBHOCT H ATOHHACTHYHH




MecTara Ha o0paTHO MoeMaHe Ha CEPOTOHHH M He3HAYHTENEeH eheKT KhM MYCKAPHHOBHTE PELENTOpH.
BsauMopeticrereTo ¢ peLENTOpPH, PasTHYHA OT ZONAMHHOBHTE H CEPOTOHMHOBHTE TIONTHNIORE MOXE Ja
00SCHH HAKOH OT OCTAHAIHTE KNHHWYHH eJeKTH Ha APHITHIIPA3OL.

Ho3n apununpason B auanasora 0.5 mg — 30 mg, npHeMaHH BeAH®K AHEBHO OT 3apaBH CyOeKTH B
NPOABIKERKE HA 2 CeMHUM Ca NPEAM3BHKANA [030-3aBHCHMO NOHMXKeHHe B CBbp3pamero Ha 11C-
paxuionpnz, cnennduder D2/D3 peuentopen auraua B 001acTTa Ha OMAMKATA H IyTAMEHA, YCTAHOBEHO ¢
noMonTa Ha NO3UTPOHHA €eMUCHOHHA TOMOI‘paleﬂ.

Knunuisa epukacHocT H bezonacHocT

Byapacmnu
lusogpenun

Tlpu TpH xpaTkocpoudr (4 no 6 cemMuuy) Nnauebo KOHTPONMPAHH MPOYHBARWA, BRMOYBamu 1228
BB3DAaCTHH MalHeHTa ¢ MM30hpeHus, NpOARABalla CC C TOSHTHBHM WM HETATHBHH CHMITTOMH,
apUNyNpa3’on €€ acouMHpa CbC CTATHCTHYECKM 3HAYMMO HNO-ronaMo nojobpeHue HA NCHXMYHUTE
CHMIITOMH B cpaBHeHHe ¢ Manefo.

Apundnpazol € edexTHBREH N0 OTHOLIEHHE HA 3aNa3BaHe HA KIWHUYHOTO NOAOOpeHHe mpy
IPOABLIKUTENHO JEYCHHE HA BB3PACTHHA alHeTH, NOKA3aIH OTI0BOP NIPH 3aoveale Ha Neuennero. [Ipu
XANONEpPHAON KOHTPOIMPAHO TIpoydYBaHe OpoAT HAa NANHEHTHTe, OPH KOHTO OTIOBOPET CIIPIMO
nexapcTBeHHA MPOAYKT c¢e € 3amasii B NpOJNBIKeHWe Ha 52 ceAMHLH € CXGAEeH NpH ABETE T'PYOH
(apununpason 77% 1 xanonepunon 73%). BpoAT Ha nauHeHTHTE, 3aBBPIIWIK MPOYMBAHETO € 3HAYHTETHO
fIO-BHCOK NPY DAUMEHTHTE HA apunnnpason (43%) B cpasdenne ¢ xanonepujon (30%). Pesynrarure ot
cKajlHTe, H3NON3BANY 34 TpoCeAsBaHe Ha BTOPHYHITE KPUTEPHY, BIourTenHo PANSS u Montgomery-
Asberg Depression Rating Scale (MADRS) noxaspar 3HaUHTENHO NO06PEHNE CIPAMO XANOTIEPHAO,

Ipu 26-cenMuuno, nnanebo KOHTPOAHPaHO NPOYHBAHE NPH CTaOMIM3MPAHH BL3PACTHU MAlUHEHTH C
XPOHHYHa K30(peHUA, apUIUNPA30N € NoKa3al 3HAYHTENRO NO-TONAMO PERYIMPaHEe HA YECTOTATA HA
TIPHCTRINTE, 34% B rpynarta Ha apunHnpason k 57% npu nnanedo.

Yeenruvenue va meznomo

HpH KITHHAYMEATE NPOYYBAHHA ApUITHTIPa30J HE BOAH 00 KITHHHYHO 3HA4YHMO NOBHIUICHHUE Ha TCrIIOTO. I'Ipn
26-cenMuuHo, ONaHa3aNMH  KOMTPOJHpaHO, IBOHHOCHANO, MYITHHAUMOHAIHO TNpPOYYBAHE Ha
W30 peHHATa, BKIIOYRAINC 314 BE3aCTHH MAUHMEHTH W yBeIWYeHHe Ha TErNoTo KaTo TbpBHYHA Kpaiina
TOUKA, CHIIECTBEHO NO-MaTEK Opoil MauHeHTH ca UMaJIH MHHEManHO 7% yBeNHYeHUe HA TETNOTO OT
H3XoAHHTE cTofinOCTH (HanpuMep, YBENHHEHHE HA TeINIOTO € HOHE 5.6 KT IPH cpeAHO HIXOTHO HUEO ~80.5
Kr) npu apununpason (N= 18, um 13% oT onensBanWTe NALMEHTH) B CpaBHEeHHE ¢ onaHsanuH (N= 45,
HIH 33% OT OLICHABAHUTE NALHEHTH ).

JTunudnu napamempu

B 006061en agamt3 Ha IMNHIANTE NapaMeTpd oT wianeGo KOHTPONHPAHUTe KIHHAHYHA TPOYUBAHUS IPK
BB3PACTHH HAMA JAHHH, Y6 apHIHNPA3ON NPHYHASBA KNHHAYHO 3HAYHMMH IIPOMEHH B HHBATa Ha OO
X0MeCTEPOII, TPHINIHLEPHIUTE, AMTONPOTEHHATE ¢ BHcoKa mtTeocT (HDL) 1 nunonpoTedHnTe ¢ HUCKA
masTHOCT (LDL).

ponaxmun
Hueara na nponakTiH ca OlIEHABAHY BLB BCUYKHM NPOYYBaHUs 34 BCHYKH N03M apuninpalon (n=28,242).

CnyuadTe Ha XHIEPIIPONAKTMHEMHA WIH YBENIMYABAHE HA CEPYMHMA MPOJIAKTHH TIPH NANMEHTH, IeKYBaHH
¢ apununpazon {0,3%) ca paeam Ha tesw npu nnaueGo (0,2%). Ilpu naumentH, K
apumMnpazoN, MeJHaHATA HA BPEMETO JO HACTHIBaHe HAa edekT e 42 JHY,
NMPOALILKHTENHOCTTA Ha edexta € 34 THH.




CnyyanTe Ha XHTIOPONaKTHHEMHS WTH HaMallgBaHe Ha CepPYMHHA MPONAKTHH NPH NAUNEHTH, JeKyBaHH ¢
apununpason ¢a (,4% B cpasuende c¢ 0,02% npy naumenTH, nexysand ¢ mnaygeGo. Ipu nauweHTH,
NIONYYaBALIH APHIHNPAZ0N, MCAHARATA HA BPEMETO J0 HAcTbIBake Ha edexT e 30 aHM, a MenuaHaTa Ha
NPOABIDKATENHOCTTA Ha edekTa € 194 nHu.

Manuiinu enuzo0u npu 6unoaspro pascmpoticmeo mun I

[Ipu age 3-ceamuvinM, nnaiebo KOHTPONAPAHH M2MHTBAHAS HA MOHOTEpAanHs ¢ NPOMEHIMBU A03W NpH
NAIHEHTH C MaHHEH H/TH CMECEH eMU307 Ha OHIONZPHO PascTPOHCTBO THI 1 apunuMNpason e roxasan no-
BHCOKA €(PHKACHOCT CNpAMO Nnauebo NMpH HaMansBaHe Ha MaHRiHHTE CAMITOMY 3a 3 ceaMuim. Tesu
H3NHTBAHKA €A BKIIOYBATM NAHEeHTH ¢ HIH 6e3 NCHXOTHYHH CHMOTOMH H ¢ HiH 6e3 6bp30 HHKIHYHO
NPOTHYAHE.

Ilpu enno 3-ceamuqHo Nnauebo KOHTPONMPAHO W3NUTBAHE HA MOHOTEpanmus ¢ (HKCHpaHa [03a NpH
MALHEHTH C MaKHEH HIIH CMECCH eMH30 Ha GHNONAPHO pa3cTpolicTBo T™MN | apUNUNpason He € mokasan
HO-BHCOKA e(HUKACHOCT cnpiMo Mnane6o,

IIpn ase 12-cenMUMHHA, KOHTPOJIHpany ¢ nianedo ¥ AKTHBHO BEIIECTRO H3NKTBAHUA HA MOHOTEPANAA NPH
OAUHEeHTH ¢ MaHHeH HH cMeceH emu3oj Ha OMnojspHo pascTpolictso Tum I, ¢ Man €3 NCHXOTHYHM
CHMOTOMH, apHnHApasoil € nokalal HO-BHCOKA e(PHKAcHOCT cnpamo mianebo Ha 3-1a ceaMuua M
HoJabpKaHe Ha eeKT, CPABHHM C IHTHH HIH Xalonepuao, Ha 12-Ta ceMKLA. APHIMIPA3ON € NOKasal
¥ JOCTHTaHe HA CHMITTOMATHYHA PEMHCHN HA MAHHATA Ha 12-7T& ceaMHIa NPH YacT OT NAlHeHTHTE,
CpaBHUMa C Tasy MpH JIMTHHA W XaNOmepHIo.

Tpu é-ceamuuno nnanebo KOHTPONMPAHO M3NHTBAHE MPH NALMEHTA C MaHWEH WM CMECEH enu3on Ha
6unonaprc pasctpoitcTeo THN I, ¢ i 6e3 NCAXOTHYHH CHMITTOMM, KOMTO HACTHYHO HE C€ MORASBAT OT
MOHOTEPaNHsA C IHTHA HIH BANNPOAT MPH TEPANeBTHYHH CEPYMHH HHEA 32 2 ceaMMuM, No0aBaHETO Ha
apHNHNpa3osl KATO aAIOBAHTHO NiCYeHHE € JOBENO N0 M0-BHCOKa ePUKacHOCT IpM HaMalsBaHe Ha
MaHUHHUTE CHMIITOMH B CPABHEHHE ¢ MOHOTEPANHATA C MUTUI WIH BAIPOAT.

Ilpu 26-cenmuyno nnanefo XOHTPONMPAHO H3MATRAHE, TOCHEIBAHO OT 74-CeAMUYAO MPOABILKEHHE NIPH
MaHWHHH N&MHEHTH, TOCTHTHATH PEMHCHA ¢ apHIHNIPA30I IO BpeMe Ha crabunn3aunoHHata dasa npean
paHAOMH3MpaHe, apHNHNpAaIoN € okasal [0-BHCOKAa eQHKacHOCT B CpaBHEHWe ¢ mnjalebo 3a
MpeoTBpaTABaKE Ha OHNONAPHA PelWAMBH, MPEAMMAC 33 NPEJOTBPATABAHE Ha MAHHA, HO He € MoKasan
NPepL3XOACTRO B CpaBHEHHE ¢ Tanefo 3a IpefoTspaTABaHe PEUUANBUTE HA JCTIPECHA.

Tlpw 52-ceamuuno nnanebo KOHTPONMpAHO W3NWTBAHE IMPA NMALMEHTH C HACTORUl MaHWEH WK CMeceH
U307 Ba OHIIOJAPHO pa3cTpoficTBo THN I, KOUTO Cca JocTHrHANY CTabniHa pemucHA (ckana Ha Young 3a
oueHka Ha mMapud [Y-MRS] # MADRS ¢ o6 pesynrar < 12) na apununpason (10 mg/anesuo mo 30
mg/AHeBHO), AobaBeH KbM NHTHH Wix Bamnpoar 3a 12 nocneROBATENHM ceOMHUNH, A0OaBEHHAT
ApHIMNPA30] € nokasadl NPEBBLIXOACTRO cnpamo naauebo ¢ 46% noHKeH pHCK NPH NPEeBEHUHS Ha
Gunonapen penuank (koeduuneHT Ha prcka 0.54) u 65% noHWKeH PHUCK NPH NPeBEHLUA HA PELUAHE Ha
MauHs (koedHiMeHT Ha pucka 0.35) cnpaMo noOaBeHoro mianebo, HO He e MOKAa3aN NPERh3XOACTBO
chpamc nnaueGc NpH RPeBEHIMS HA peyyIHB Ha nmenpecHs. JoDaBeHHST apunMmpalon € mokazan
TIPEBB3XOACTBO CPSMO [Talebo B HIMEPHTE/IA HA BTOPHYRKS PE3YATAT, OLEHKUTE no ckanata .l nobanuo
KIUHHUYHO BleyaTneHne — Gunonapua sepcua (CGI-BP) 3a texect Ha 3abongsaneto {SOI; Manns)“. [pn
TOBA M3NHTBaHE W30PaHHTE OT HICNEOBATENUTE MALMEHTH ca OUIIH Ha OTBOpEHa MOHOTEpANHA ¢ NUTHH
WM BANTPOAT, 33 Ja C& YCTAHOBH 4acTHYHA NWTICA Ha oTrosop. [TauuenTture ca Ounu crabUnH3HpaH# 34
noHe 12 nocnenoBaTenHy CeAMHIM ¢ KOMOMHAlMATA OT APHOHNPA3’0N H CHLIUA CTAGHIM3ATOp Ha
HacTpoerueTo. [locaenpailo, cTabumisapannTe NAUHCHTH ca AN panJOMH3HpPaHY 3 npon - -
CTafHAM3ATOP HA HACTPOSHHETO ¢ NBOHHOCTENH apMIMIpa3on Wiy maueto. B paniomusipsfig
OUEHEHH YETHPH MOATPYIH ChC CTAOUITHIATOPM Ha HACTPOCHHETO: aPHIHNIPA3ON + NHTHH /
BaJINIpoart; miauebo + maTHiL, nnaneto + sannpoat. Crenennte 110 Kaplan-Meier 3a peunf

-




HaCTPOEHHETO 33 PAMOTO ¢ AOMBAHHTENHA Tepanug ca Omin crorBerHo 16% 33 apununpason + nuTai |
18% 3a apununpaszon + Banmpoar, B cpagHeHue ¢ 45% sa mranebo + nutnit ¥ 19% 3a nnanedo + RANAPOAT.

HNenparpruEa Honynanus
Hlusoghpenua npu ronowu

ITpu 6-ceamu4Ho nrauebo KOHTPOANPARC HINHTBaHe, BKMOYBamo 302 1oHoWN ke wmodpenus (13-17
FOZIMHH), C IO3HTHRHH HJIM HETATHBHY CHMITTOMH, APHITHIPA30I] C& SCOUHMPA CHC CTATHCTHYECKH 3HAYUMO
No-rolaMo mnoacGpeHHe Ha NCHXOTHYHHTE CHMNTOMH B cpaBueHWe ¢ mnanebo. Ilpu cybamanus ma
NaUHEHTH B JOHOIDECKa BB3pacT Mexay 15 n 17 roamun, npeAcraBisiBamy 74% oT UanaTa BRIIOYEHA
HOITyNalua, NoAbpXaue Ha efpexTa ce Habmoaana B NPOALIDKEHWE HA 26-CEMEYHO OTBOPEHO PasliMpeHo
poyuBaHe.

B enuo 60- no 89-ceimuuHO, pannOMM3UpaHO, ABOHHO-CIANOC, Miauebo KOHTPOIHPAHO NMPOYYBaHE NpH
odom (n = 146; ph3pact 13-17 roguHm) c wWH30(peHHS MMA CTATUCTHMYECKH 3HAYAMA Pa3JiHKa B
4eCTOTaTa Ha PEMHAHE Ha ICHXOTHYHE CHMIOTOMM MEXAY rpynara Ha apununpazon (19,39 %) u ta3u Ha
mane6o (37,50 %). ToukoBara oueHka Ha koedHumenTa Ha puck (HR) e 0,461 (95 % aomepHTeneH
HHTepBan, 0,242-0,879) B uanara nonynauud. B ananu3a Ha MOArpynarta Togkosara ouenka Ha HR e 0,495
3a NAUKEeHTHTE HA Bp3pacT oT 13 no 14 roaunn B cpardense ¢ 0,454 3a nanyeHTHTe Ha BB3PACT OT 15 A0
17 roauns. Benpeku toba olenxara Ha HR 3a no-mnanara ep3pactosa (13-14 roausn) rpyma He € TOUHA,
oTpasABaiiki no-mMankug Gpoit manuenTn B Tazm rpyna (apununpazon, n = 29; mnauebo, n = 12), u
AOBEPUTENMHUAT WHTEPBAN 33 Ta3H oleHka (Bapupaw( ot 0,51 no 1,628) ne no3ponspa na ce HampasAT
H3BOH 33 HAHYUETO HA ehexT OT NeueHueTo. 3a painkka ot ToBa 95%-HA KoBeputeneH HHTepsan 3a HR
B NO-BE3PACTHATA MOATPYTIA (apumunpason, n = §69; nnauebo, n = 36) e ot 0,242 no 0,879 u crenosarenHo
MOXKE A3 C¢ HanpaBH H3BOK 33 eheKT OT JeUeHHeTO MPH NO-Bb3PACTHUTE TAHEHTH.

Manuiinu enuzodu npu 6unoaspuo pascmpaticmeo mun I npu deya u ovowu

ApHNNNPazon e MpoyyeH npu 30-ceaMUYHO Naledo KORTPORKPAHO NPOYYBAHE, BKIKOYBAWIO 296 Aena u
ronomy {10-17 ronuAn), KOUTO NoxpuBaT KpurepuuTe Ha DSM-IV (JIUarHOCTHYHIA K CTATUCTHHECKH
HAPBYHHK HA NCMXUYHHTE Pa3CTpolcTsa) 3a GunonsapHo pascrpolicTso THN I ¢ MaHuliHM UMM cMeceHu
eNU300d C WIH 0e3 NCHXOTHYHH KOMIIOReHTH H Y-MRS pesynrar >20 nmpu usxoaunte HuBa. Cpern
Naly¥eHTHTE, BRTIOYEHA B MILPBHYHUS aHANH3 Ha edUKacHoCTTa, 139 nmauseHTa2 ca WMany CHITBTCTBALIA
Aviaraoza CHAIPOM Ha XHNEepakTHBHOCT ¢ AchUIuT Ha BHAMaHReTo (CXJIB, ADHD).

ADHITATPA30) € N0Ka3al RPeBE3X0ACTRO CIpAMOo nrauefo 3a IpOMAHA OT U3XOAHUTE HUBA HA 4-Ta ¥ 12
ceamuna o Y-MRS o6iun pesynrar. Ilpu nocneasain ananus nogobpesnero cnpamo nnauefo e 6o no-
W3pa3zeHo TIpH NalMedTH cbC ChLITbTeTRAma auarnosa CXJ/TB 8 cpasHeHue ¢ rpynara Oe3 cribrerBama
gnarsoza CXJIB, kbAeTo He ca HabmoAaBaHK pasiukk cnpamo nnanebo. [lpesesiusaTa Ha peUHIUEH HE €
YCTAHOBEHA.

Hali-uecTuTe HemenaHd CLOMTHA, CBBP3AHH C JCYCHHETO, HPH TAUMEHTHTe, npHeMand 30 mg ca
eKCTpalHpaMuIHu Hapymenna (28.3%), ceHnuBoct (27.3%), rnascbonne (23.2%) u ranene (14.1%).
CpeanoTo yBenRYeHUE Ha Ter10To 33 30-ceIMUUHHIS NepuoA ua jeuedne e 6uno 2.9 kr B cpagHeHue ¢ 0.98
KT fIpH TAUMEHTHTE, IEKYBAHH C mianebo.

Paz0pasnumennocm, C8bP3AHA C AYMIU3bM NP HeOUuampuyry nayuienmy (BIDKTE Touka 4.2)

ApHNHIPazo e NpoyYBaH NPH NalueHTH Mexay 6 u 17 roaunn B ABe 8-ceaMutiny maauebo KoHTPONHpasH
H3INHTBAHWA [€[HO ¢ TbBKaBa 032 (2-15 mg/nueBHo) M eaHO ¢ GuKkcHpana po3a (5, 10, nnm 15 mg/axerHo)]
H €AHO 52-CeAMHYHO OTBODEHO M3NNTRaHe. Jlo3HpAHETO NpH TE3W NPOYYBAHHIA € 3ANOUHATIO ¢ oT 2
mg AHEBHO, NOBHILEHA 10 5 INg AHERHO CAe eIHa ceaMHIIa M NocTeBANI0 NOBUILIEHA C
BCAka ceAMALA Jo JOCTHrAHE Ha TapreTHata xo3a. Ham 75% ot naumenture ca Guny
FOJIMHH. ApHOWNPA30N AEMOHCTPHPA CTATHCTHUECKN 3HAUMMC NPEeBbL3XOACTBO C




nojckajara 3a pasapazeurensoct Aberrant Behaviour Checklist Irritability. Bunpexu Tosa, KTHHMYHOTO
3HaYeHHe HA TORA OTKpPHTHe He € ycraHoBeHo. IlpodnasT Ha Ge30macHOCT BKAIOYBA MOBHINABAHE HA
TEr/IOTO M NPOMEEH B HUBATA HA MPoNAkTHHE. [TPOABIKATEAHOCTTA Ha ALATOCPOUHOTC NMPOYYBaHe 3a
He3onacHOCT € orpaHHueHa Ao 52 ceMuIy. B wabpanu npoyvBaHNs Cy4anTe Ha HHCKH HHBA Ha CEpYMeH
NPCAGKTHH NPH IOHCUIH OT keHCKH NoA (<3 ng/ml) 1 oHoMH oT MEKKH 101 (<2 ng/ml) nps naugeuntute,

- leKyBaHH ¢ apHnunpason e Gina pecriekTHBHO 27/46 (58.7%) u 258/298 (86.6%). Ilpm mnnaueGo

KOHTPONHpAHHTE NPOYYBaHUA yBenwveHHWeTo B Termoroe e Guno 0.4 xr npu mnane6o u 1.6 xr nph
ApHITHNPa30J,

ApMIATIPA30N € NPOYHMBAH H NPH ABATOCPOYHO, MOATEPKAuIO mnanefo KOHTPOIMpaHo H3nuTeave. Criex
13-26 cepmuuy crabunk3upane Ha apumuipason (2-15 mg/AHesHO) MalMesTHTe ChC cTalwien OTroBOp
HJIH €2 OCTAHANH HA apBITENPasol, WM ¢a NpeMHHANK Ha nhanebo 3a ome 16 ceammuum. Hecrorara Ha
pennnue no Kaplan-Meier Ha 16 ceamuny ca 6uny 35% 3a apununpason u 52% 3a nnauebo; xaro
KoepMIHEHTET Ha pHcKa OT peuMauB 3a 16-ta ceamumua (apununpazon/ Inanebo) e Sun 0.57
(cTaTHCTHYECKH HelHauWTenHa padmuka). CpenHoTo yBeNMHeHHe Ha TernoTo chex (a3ara Ha
crabmmsupase ¢ apumnpason (0o 26-1a ceimMuna) e 6mno 3.2 kr, a NoCAEABAIUOTO CPERHO YBEIHYCHUE
ot 2.2 Kr 3a apHnKrnpason B cpasHerHe ¢ 0.6 xr npu mnanebo e nabmopnapaHo BLE BrOpara ¢aza (16
Ce/MMIH) Ha NpOyYBaHeTo. EXcTpamdpaMHAHE CHMIITOMH €2 ChOOIABaAA OCHOBHO 110 BpeMe Ha dasaTa
Ha crabunusnpade npA 17% OT maureHTHTE, KATO ¢ TpeMop ca 6.5%.

Turoege, acoyuupanu cve Cundpoma na Typem npu neduampuvnu nayuenmu (guxcme movka 4.2)
EdukacHocrra wa aprmunpazon € MpoydYeHa IpPH NeJUATPHYHH MAIHEHTH ChC CUBApOoM Ha Typer
(apumanpason: n = 99, nnane6o: n = 44) B paHAOMH3HPAHRO, ABOHHOCAANC, MAaLefo KOHTPOIHpAHO, 8-
CeAMUYHO NpoYYBaHe, H3NON3BALIO IUIAHORA PYTia 32 neveHue ¢ GpHKCHpaHa 1033 Bb3 OCHOBA Ha TETNIOTO
H J030B AMANa3oH oT 5 mg/aex a0 20 mg/aen npr cTaproBa Jo3a OT 2 mg. [lauuenTATe ca Ha RBIPacT OT
7 mo 17 roguHH M NMOKA3BAT cpenHa oucHKa 30 fio moka3aTenHTe 38 OGIN2 oueHKa Ha THKOBETE MO
Metinckara ckana 3a obuia texect a tukosere (Total Tic Score on the Yale Global Tic Severity Scale,
TTS-YGTSS) npn HawanHOTO HHBO. APHITHIPa3on NMokasa mopoOpexse ot 13,35 Ha nmokasaTendre 1o
ckanara TTS-YGTSS cnpaMo Ha4aAHOTO HHBC A0 ceAMULA 8 3a rpynarta Ha HHcKa fosa (5 mg unu 10 mg)
u 16,94 3a rpynaTa Ha BHCOXa Jo3a (10 mg wiu 20 mg), B cpaBrense ¢ noaobpenne or 7,09 npu rpynara
Ha npanebo,

EduxacHOCTTa Ha apHITUIIPAION NPH NEIHaTPHMHH NaUHeHTH ChC CHEAPOM Ha Typer (apHnunpason: n =
32, nnauebo: n = 29) e oneHeHa CHUIO NPH I'bBKAB AOIOR AMAMA3CH OT 2 mg Ao 20 mg Ha JeH H CTapToBa
Ao3a or 2 mg B 10-ceqMHYHO, PaHNOMM3UPAHO, ABCHHOCHANO, Wiauedo KOHTPONHpAHO NPOy4BaHe,
nposeseno 8 FOxnpa Kopea. IaupenTtaTe ca Ha Bb3pact ot 6 Ao 18 roAvHKM ¥ NokaspaT cpeaHa oLUeHka 29
no TTS-YGTSS npu HawanHoTo Hueo. [pyniata Ha apHmHipason nokassa noxoGpenue ot 14,97 no TTS-
YGTSS cnpamo nayannoto HuBo o cenMuua 10 B cpasenue ¢ nogobpende or 9,62 B rpymara Ha
mranebo.

H B fipeTe KPaTKOCPOUHH H3ANWTBAHHS, KITHHHYIHATA 3HATHMOCT Ha ONYUEHHTE IaHHH 33 eQUKACHOCTTa He
€ YCT2HOBEHA, B3eMalki NPEJIBUA CTEeNenTa Ha neuebHus edekT B CpaBHERKE C roieMus miaucbo edext u
HeACHATE €(exTH OTHOCHO NCHXO-CONUATHOTO (yHKUHOHMpaHne. JIUmcBaT ABATOCPOYHH [aHHH IO
OTHOlIEHHE HA eHKACHOCTTa M De30RacHOCTTa Ha apHITHAPA30)] IPH TOBA IPOMEHIIKBO pasCTPOHCTBO.

EBponeiickara arenif no JEKapcTeara OTNara 3aNbKEHHeTO 3a NMPEAOCTaBARE Ha pe3yATaTHre oOT
Npoy4BaHHATA € APUINNPa3o] B eHA WM IOBede NOATPYNH Ha MeAHATPMYHATA NONYAalHs NpH
NedYeHUeTo Ha musodpenns U Gunonspro adextusno pazcrpoiicTeo (BHXKTEe TOYKA 4.2 3
OTHOCHO ynotpefa B neHaTpusTa).

5.2 @apmaxoxaHeTRIHA cBOHCTBA




AGcopbuns

Apununpason ce abcopbupa 106pe, KaTo THKOBATE NJIA3MEHN KOHLEHTPANMY Ce JOCTUTAT B PAMKHTE Ha
3-5 yaca cnen npueM. APHNUNIPasoN NPETHPNABA MUHHMANEH NpecHCTeEMeH MeTabonnssM. AGComoOTHATa
6HOHANHYHOCT NPH Nepopaner npHeM Ha TaGneThara dopma ¢ 87%. Borarata Ha MasHERU XpaHa He
NOBNHABE PApMAKOKHHETHKATA Ha aPRIAHNPA30.N.

Pasnpenenensie

ApPHIHIIPa30N ce pasnpeAcns B LAIOTO TATO karo oDeMbT Ha pasnpenencHue ¢ 4.9 kg, nokazsauy
€KCTCHIMBHOTO eKCTPABACKYNAPHO pasnpefcrcHue. 1IpH TepaneBTHYHH KOHUEHTPALHM, aPHITUNPA30N U
JEXHAPO-apUNHIPa30N ¢a CBLP3BaT Nosede 0T 99% Che CEPYMHHUTE NPOTECHHUHH, OCHOBHO C A10YMHH.

Buo copMaiiug

ApunHnpaszon ce MerabonusHpa OCHOBHO B 4epHHA Apo6 upes TpH NbTA Ha GHOTpanchopMmanus:
ACXHAPOreHHpane, XMApoXcHIupare u N-neankunupasne. B3 ocHOBa Ha in vitro npoyuBauuata CYP3A4
1 CYP2D6 eusuMuTe ca OTrOBOPHH 32 AEXHAPOTEHMPAHETO ¥ XHAPOKCHIHPAHETO Ha apununpazon, a N-
JeankupaHeTo ce karandsupa ot CYP3A4. Apununpa3od € OpoRYKT, pasnpefiendl] ¢& OCHOBHO B
cHCTemHaTa NupKynalus. [Ipyu cTallnOHAPHO CHCTOSHHE ASXALPO-APUNANPA3ONLT, AKTHEHUAT MeTaboauT,
npencrarnapa okane 40% or AUC Ha apBnunmpa3on B niasmara,

&]HMHHHQ&HC

CpenHusT eNHMHMHAUMOHEH NOJNYXWBOT Ha apununpason e npuGnusurenHo 75 daca npu Gupsure
Merabonusaropy Ha CYP2D6 u npubnusktenso 146 vaca npu cnabure merabonusaropu na CYP2D6.

O6wanAT Tenecen KMpbHe Ha apununpason e 0.7 ml/min/kg, xato Toli e npeauMKo YeproapoleH.

Cnexn mepopafien NpueM Ha efMHM4HA fo3a ['*C)-mapkupar apununpason npuGamsurento 27% ot
NIPHETATA PAAKOAKTHRHOCT CE OTKPUBA B YpUHaTa, a npubnusurento 60% e wanpaxuenunsrta. [lo-Manko ot
1% apunnnpason ce eKCKpeTHpa C YPHMHATa Henpomedened, a npubmasutemno 18% ce oTkpuBar B
M3TPAXKHEHUATA B HENPOMEHEH BHI,

DapMakoKHHeTHXa NPy CICUYANHH TPYIH NAUHEHTH
ITeduampuuna nonyaayus

PapMaKOKMHETHKATA Ha apUNENPa30J1 K ASXHAPO-apUTIANPA30N NPH CAHATPHYHH DAlMEHTH Ha BH3PACcT
or 10 go 17 ronuuu e CXONHA C TARH NPH REIPACTHH ClIe KOPEKIIUA Ha PA3AUKUTE B TENECHOTO TETTO.

Ilayuenmu 8 cmapuecka av3pacm

Hama pasnuky BbB (hapMakOKHHETHKATA HA apHIANPA3ON NPH 3ApaBH cyOexTH B CTAPHECKa BB3DACT H 110~
Miagd HHAMBAZH, KakTo R Hakaksd 3abenexximy edekty Ha RB3pacTTa MPH  MONYNAUHOHHMA
dapMakoKHHETHYEH aHATH3 NIPH NMAUHEHTHTE ¢ WH30dPEHUA.

Hon
Hsama paznuka BEB QapMakoKHHETHKATA HA APUIIHNPA3ON NPH 34PaBH MBXE H YKEHM, KAKTO H HAKAKBH
3abenexMMH edekTH Ha TONA NMpPH TMOMYJAUHOHHHS (APMAKOKHHETHYEH AHANM3 NPH TNAHHENTHTE C

HIH3O(PEHHA.

Tomononyuene

TonynaunonHata papMaKOKMHETHYHA OLIEHKA HE € YCTAHOBHNA KNHHHYHO 3HAUMMH eeKTH MPH mylieHe
BbB §apMaKOKHHETHKATA HA APUIHIIPazON.

Paca




INonynaimonHara hapMakoKHHETHMHA OLIEHKA He MOKalka JA0Ka3aTeNCTEA 3d CBBP3AHH ¢ pacarTa pasinHyng
BE8 QapMaKOKHHETHKAT2 H2 ADHIKIIPA30N.

Bwvbpeuno yepexcoane
DapMakOKHHETHUARTE XAPAKTEPHCTHKH HA APHIHBNPA30N H AEXMAPO-aPHIUNPA3ON ¢a CXOAHH NPH
NauHeRTH ¢ Texko Gp0peuno 3abondBane B cpaBHeHUe C MIaIH 3ApaBH HHAHBHIH.

Heprodpobno yepexcoare

TIpu npoy4sane ¢ eHHAYHA 1032 NPH NALMEHTH ¢ PAATHYHA CTENeH Ha YepHORpoGHa po3a (Child-Pugh
Knac A, B n C) He ca ycTaHOBEHH 3HaUMMH e(eKTH Ha YepHOAPOOHOTO YBPEXKAAHE HHPXY
thapMakoKMHETHKATA HA APUITHIPA30/ H AEXHAPO-aPHITHIIPA30J], HO FIPOYYBAHETO € BKMOYBANO CaMo 3-Ma
nauuenTa ¢ Knac C ueproapoGHa 1inpo3a, KoeTo e HETOCTATRHHO, 34 Ja ¢e HAPaBh 3aKJII0YeHHe OTHOCHO
TEXHHA METACONHTEH KANAUKTET.

5.3 lipeaxnapA9ad anaH 3a GezomacuocT

HexnmaaaayHTe RauHE 32 Oe30macHOCT He ca NoKasan crenuuyeH PUCK NpH XOpa BB OCHOBA HA
KOHBEHLHOHATHHTE NpoyyBasuA 3a dapmaxonoruisa He3pmacHOCT, TOKCHYHOCT NPH MHOTOKPATHO
H03Hpane, FeHOTOKCHYHOCT, KapHMHOTEHEeH TIOTEHLHAN H PePOAYKTUBHA TOKCHYHOCT ¥ Pa3BHTHE.

3HAYAMH TOKCHKOJIOTBYHH eheKTH ca HadmOAaBaRK CaMO TIPH HO3H MM EKCIIO3HLIMA, KOMTO ChUIECTREHO
HAJBHIAT MAKCHMANHHATE JO3Y WIH eKCTIO3HUMA PH X0Pa, KOETO NOKA3Ba, Ye Te3n eeKTH Ca OrpaHHYCHH
UM Ge3 3HAYHMOCT B KIHHHYHOTO npHaoxense. Te BKIIOYBAT: A0303aBHCHMA TOKCHKOKOPTHKAIHA
TOKCHYHOCT (Mnodycuys NIHrMEHTHO akKyMyIupatie i/ Wiy 3aryba Ha IapeHXHMHH KIETKH) TIDY TITBX0BE
cren 104-ceamuuHo npHnoKeHHe Ha A03H o1 20 mo 60 mg/kg/nuerno (3 no 10 weTH copsaMo cpeaHara
cranuorapya AUC tpd MakchHManHaTa npenopbyaHa Ji03a NPH XOpa) W IIOBHLIABAHE YECTOTATA Ha
alpeHOKOPTHKANTHHTE KAPUMHOMH H KOMOHHMPaHHTe aApeHOKOPTHKAIHR afcHOMH/ KapUHHOMM MNpH
JeHCKH mrpXose npH no3a 60 mg/kg/nrerno (10 meTH cnpsMo craumonaprara AUC npy MakcHManHaTa
npenopkyaHa n03a Npu xopa). Hail-Bacoxara HETYMOpPOTeHHA €KCIO3ZKLMS MPU KEHCKH TNBXOBE €
HAJBMIIABAJA 7 THTH KCTIO3HIMATA HA PENOPHYAHATA JI03a [IPH Xopa.

Jonenuutesnno ¢ nabmonasana ¥ Xoe/IHTAA3A B PE3yATaT Ha APELMNHTHPAKE HA CYN(ATHHTE KOHIOTATH
He XHAPOKCHNAapHuHTe MeTabONMTH HA apuMnUnpa3oli B XKITHYKATA Ha MaKMyHH Clel MHOTOKpaTHO
nepopanto aosupane ot 25 no 125 mg/ kg/ mesno (1 no 3 neTa cnpamo cpeanata cranuoHapHa AUC na
MaxKCHMalHATA NPEeNophLYaHa KIHHHYHA Jo3a HiH 16 qo 81 neTH MakcHManHaTa npencphyaHa Jo3a npH
Xopa Ha 6asa mg/m2). Bunpexu ToBa, KOHUEHTpauuuTe Ha CyN(ATHHTE KOHIOraTH H& XHAPOKCH
ApUNANDA3CI B X¥UTHYUKATA [PH XOPa NPH MAKCHMAJHATa A0NycTHMa 7032 OT 30 mg JHERHO He ca noBede
oT 6% OT KOHUEHTpAUWHTES, YCTAHOBEHH B X/THYKATA Ha MaliMyHy OpH 39-ceMIEUHO NpoyJYBaHe § ca non
TEXHHTE IpaHuLH (6%) Ba in vitro pasTBOPUMOCT.

Tpw npoyysauMaTa PR MHOTOKPATHO A03HPABE NPU MJIATH ITBXOBE H Ky4eTa, MpodHABLT Ha TOKCHYHOCT
Ha apuiunpalon e OMn CpaBHMM ¢ TO3W, HabmonaBaH MpPH BB3PACTHH KUBOTHH, H HAMA JAHHH 32
HEBPOTOKCHYHOCT WIIH HekeMaHK eekTH B pa3BHTHETO.

Bt3 ocHOBa Ha pe3yATaTHTe OT NBIHUTE CTAHAAPTHM TECTOBE 332 FEHOTOKCHYHOCT, APUMKIPA3ON HE €
PeHOTOKCHYEH., CTopen TpPOYUBAHHATA 33 PENPORYKTHEHA TOKCHYHOCT, APMITMIIPA’0i He YBpPekKha
depranyTera. KhcHa TOKCHYHOCT, BKAKOUUTENHO N03034BUCHMA KheHa deTanHa oCHGHKAUAS H BLIMOKEH
TepaToreHeH eQekT ca HabmonaRaly NpH NTBXOBE NPH A03H, BOAEIIM 10 CyOTepaneBTUYHN KOHIEHTPAMH
(13 ocHOBa Ha AUC) 1 npu saiius Npy JO3H, BOAEWH A0 KoHUeHTpausn 3 1 1] bTH cpely
MaxcuManHaTa npenophiuTenna A03a B KIHHWYHATA TpaKkTUKa. ToKCHIHOCTTA IIpH M
npn J03u, HO,E[OﬁHH Ha TC3H, KOHTO NPOBOKHPAT KBCHATA TOKCHYHOCT.
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6. DPAPMAUEBTHYHHA TAHHH

6.1 Cauchbk HA MOMOUNHHMTE BeDIECTBA
3a BcHYKR 2030BN ¢ABHANH

JlaxTo3a MOKOXUAPAT

Henynosa, Mukpoxpacransa (tin 101)
1japeBuuHO HHIECTE

KpockapMenosa HaTphii
XHAPOKCUNIPOTHA Bey03a
Maruesues creapat

10 mg: YepreH xenesen oxkcun (E172)
15 mg: XKnar xenesed oxkeng (E172)

6.2 HecbBMeCTHMOCTH
HenpunoxuMo.

6.3 Cpoxk ua roanocr
4 roauHu

6.4 Cneunaauu ycaoBHSA #8 CHXpAHERHE
To3y nexapCTBeH TPOAYKT He HINCKBA CTiCUUaNHK YCIOBHS HA CHXPAHEHHE,

6.5 BRa B epaALpkaBRe Ha ONAKOBKATA
Kytunm ¢ 14, 28, 30 56, 60, 84 1 90 rabneticii B OPA/AVPVC-Al Gnucrepu.
He BeHukH sy0Be ONAKOBKY MOTaT Aa OhJatT MycHaTh B npofaxta.

6.6 CuenHAJHE NpeaNaZHA MEPKH IIPH U3XBLPJIAHE
HeusmonipaHuaT NEKapCTBEH NPOAYKT KN OTNAXBYHHTE MATEPHANH OT Hero TpadBea fia ce U3XBBPIAT B
CBOTBETCTBHE ¢ MECTHHTE HIHCKBAHHA.

7. IPHTEXATEJ HA PAPEIIEHHETO 3A YIIOTPEBA
Medochemie 1td., 1-10 Constantinoupoieos Street, 3011 Limassol, Kumsp

8. HOMEP(A) HA PAIPEIIEHHETO 3A YNOTPEBA

Juxanop 10 me:
Per. Ne: 20150347

3uxanop 15 mg:
Per. Ne: 20150348

9. TATA HA IIHPBO PA3PEINABAHE/ NOJHOBJABAHE HA PAIPEIHEHHETO 3A
YIIOTPEBA

Jara Ha mepBO pazpeniasane: 22 oxromepu 2015 1.

Jara na nocnegno nonHoeasane: 13 despyapu 2020 1.

10. JATA HA AKTYAJUIHPAHE HA TEKCTA
06/2022




