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1. HME HA JEKAPCTBEHHA OPOAYKT

A6mmon 10 mg Tabrerxu | W3NTLHUTENHA ATEHLWA NO NEXKAPCTBATA
Abizol 10 mg tablets Kpamsa XRpaxmepuciKe Ha npogyxma - Tipuaciwenue 1

o pos. . ELLEE0 ],

2.  KAYECTBEH H KOJHYECTBEH CbCTAB s /7;7 /7,6' P
Paspauamﬁb‘g / -,z,z--ﬁ-»m

.

B ipi] .
caka Tabnerka coabpka 10 mg apummmpason (aripiprazole) A ’

TomMoMHY peulecTRA ¢ W3BECTHO felicTBHE:
Beaxa rabnetxka ot 10 mg chaspika 73,95 mg MAHHTON KATO MOMOIIHO BEIIECTBO H 9YEPBEH JKENe3eH OKCHA

(E 172) xaro ouserwrel.

3a rEIIHEY CIHCHK HA MOMOIIHKTE BEIecTEa BHXTE TouKa 6.1.

3. JEKAPCTBEHA ®#OPMA

Tabnetxka
TaGneTkuTe ca NPABOLILIAH, PO3OBH, ¢ pefiedHo o6o3Hayenue ,,10% ot enHaTa cTpana Ha TabneTkara.

4. K/IHHAYHH JAHHHA
. 41 TepanepTHYHA HOKAZAHRESA
AGu301 € nokasaH 3a JieueHHe Ha INH30QPEHHS IPH BB3PacTHH H IOHOMIM Ha BB3pacT Hax 15 roauyH.

AGH30N € MOKA3aH 33 JICYCHHE H4 YMEPEHM [0 TEKKH MAHWIHH €mM30Qd NpH GHmonApHO adeKTHBHO
Pa3cTpOMCTBO H 3a TPEIOTBPATABAHE HA HOBH MAHHHHM ENH30/H NPH NALHEHTH, KOHTO CTPAAAT NPEAHMHO OT
MAHHIHH eTIH30/H, H YHATO MAHHHHH €MH30/IH CE NOBJIHABAT OT JIeYeHHE ¢ APHIMINpPazo. (Rxk. TodKa 5.1).

AGH307 e MOKaszaH 32 fieYcHHe A0 12 CeAMHIM HAa YMEPEHHM 10 TeKKM MAHWIHH eNM3oNH NpH GHmonspHO
adexTHBHO pascTpoiicTso Tan I mpM 1oHOINH Ha K Hax 13 roamAM (BXK. ToyKa 5.1).

4.2 J03RpoBKA B HAYHH HA OPHJIOKCHHE

Josnpopka

Byvspacmuu:

Hhsogpenus:

TpenopruBaHaTa HaYarHa OHEBHA 1032 AGu3on e 10 mg wiH 15 mg, ¢ nomrspXaiia AMeBHa fo3a 15 mg,
IMPUEMAHA BEHEK AHCBHO, HE3aBHCHMO OT XPaHEHETO.

A6u3zon e edexriBen npu 2osH ot 10 mg a0 30 mg anesno. He e Halmonanana nopuileHa e)eKTHBHOCT MPH
RO3H IO-BHCOKH OT IENIOpPbYBAHATA AHEBHA 1033 OT 15 mg, BBNPeKH, Y€ MPH OTACIHH NAUHCHTH NO-BHCOKH
mo3m Moxe Aa GBaaT ot monsa. MakcuManHaTa JHEBHa A03a He Tpabpa fa HaapHmana 30 mg.

Manuitnu enusodu npu unonapro apexmusuo pascmpoticmeo mun I:
[Tpenoprusanara Havansa no3a AGu3on € 15 mg, NPHAOKSHR BEAHIK AHEBHO, HE3ABHCHMO OT XPAHCHETO
KaTo MOHOTEpanui HWin KoMOHHHpaHa Tepamis (Rox. Touka 5.1). [IpH HAKOM MALMEHTH MO-BHCOKH JO3H MOXE
na 6BAAT oT Noma. MakcHMANHATa IHeBHA N03a He TpaOsa Aa HaapHrasa 30 mg.

IIpedomepamasane na peyudusy Ha ManuiHu enuzodu npu Gunorapro agexmusro pa ! poiicy

3a npepoTBpaTABAHE HA HOBH MAHMIHM eNMH3ONU NPH MNAMEHTH, KOMTO ¢4 MpPHE) [
MOHOTEpalHd Wi XKOMOMHHpaHA TepanHs, NeYCHHETO NPOARIDKABA B CHINATA 03§



JO3HPOBKA, BKHOYHMTCIHO HAMANABAHC Ha J034aT4d, TpﬂGBa Aa ¢¢ OOMHC/IIT B 3aBHCHMOCT OT KNMHHYHOTO
CECTOAHHE,

Ileouamptyna nonynayus:
Lituzodpenun npu ronowu na u wad 15 200unu u ev3pacmnu.

IpenopruranaTa Ao3a AGmson ¢ 10 mg AHeRHO, MPHIOKECHA BEAHBXK JHCBHO, HE3ABHCHMO OT XPaHEHETO.
Jlevennero Tpabea qa Gbae 3anouHaTo ¢ Ao3a oT 2 mg (¢ apUIANPa3ON NCPOPAIEH Pa3TBOD) B NPOABLKEHHE
HA /IBA JHH, TMTPHpaHa 0 5 mg 3a Olne JBa AHH A0 JOCTHIAHE Ha NPENOPHYHTETHATA JHEBHA 032 oT 10 mg.
TIpu HeoGXoAMMOCT, MOCHCHRAINO NOBHIIABAHE Ha J03HTe Tpabra Na ce HaNpaBH ChC CTHITKH OT 5 mg, 6¢3 na
c€ HAAEHIUABA MAKCHMAJIHATA AHEBHA 1032 oT 30 mg (XK. TouKa 5.1).

Abmzon e eduxaces npu mosu or 10 mo 30mg aneeHo. IIpw tosomH He ¢ HabmIOmaBaHa MORHIICHA
e(HKACHOCT NPH AHEBHH 03K NO-BHCOKH OT 10 mg, BBNpEKY Y€ HAKOM MAUMEHTH MOXE Ja Ce NOBIHAAT
6NaronpuUITHO OT O-BHCOKKTE A03H.

AGH301 He ¢¢ NpPenophYBa 33 NAUMEHTH ¢ IWH30QPERHS HE BB3PacT NOA 15 romHHH, Nopagy OTCECTBHE HA
JAHHK 32 Ge30MacHocT M edpuxacHocT (Bx. TOUkH 4.8 1 5.1).

Manuiinu enuzodu npu 6unonspro agexmusno pascmpoticmeo mun I npu onowsu ra u ad 13 zoownu:
TipenoppumTennara noza Abuson e 10 mg npHeTa BeAHBX THEBHO, HE3ABHCHMO OT XpancHero. Jledennero

TpabBa Aa 3anoune ¢ 2 mg (APHITMIIPA30N (IEPOPATEH PA3TBOP) 34 2 J{HH, THTPHpA ¢& A0 5 mg 3a omme 2 NHH, 32
Iia ce AOCTHTHE IPENOPHYMTEIHATA JHeBHA 1034 oT 10 mg.

TIpoLDKHTENHOCTTA HA JICYCHHETO TPAGBA A& € MUHUMAIHATA HEOOXOAUMA 33 KOHTPON Ra CHMITOMHTE 6e3
na Hanpumasa 12 ceqmma. He e Habmonasano noBrmasaHe Ha epUKaCHOCTTA NPH I03H No-BACOXM oT 10 mg
JHEBHO, a OHEeBHa #03a or 30 mg ce cBBP3BA CBC CBHINECTBCHO MO-BHCOXA YeCTOTA HA HEXKEIAHHTS
NEKAPCTBEHH PpeaKidy, BKIOMMTEIHO eKCTpPanHpaMuiHH CBOMTHA, COMHONCHTHOCT, OTHAJHANIOCT H
yBEMHYEHHE Ha TernoTo (BX, Touxa 4.8). Ilo Tasu npuanHa, KO3W No-BHCOKH oT 10 mg anesno Tpabea na ce
MPUIATAT B HIKMOTMTENHH CITyIad H IPH CTPUKTHO KIHMHIMHO HabmozneHne (Bk. Touxn 4.4,4.8. u 5.1),

ChIIecTBYBa NMOBMUICH PHCK OT HEXXENAHHW JICKAPDCTBEHH PEaKUHH CBLP3aHH C APHIIHTIPA30J 33 MO-MIAIHNTC
nawwenty. [1o Tasn npuunna AGu3on He TpaGBa A3 ce M3NOI3BA NPY NAIMEHTH oA, 13 romwmu (k. Touxky 4.8
us.1).

Pazdpasnumennocm, cevpiana ¢ aymussm.
BesonacHocTra H edukacnocTra Ba ASH301 MpHM Aela ¥ IOHOIDH HA BHIpAcT 70 18 roauHKM BCe oufe He €
ycTaioseHa. HanuvauTe 10 MOMEHTA NaHHH ca ONHCAHH B Touxa 5.1, HO He MOXe Aa 6bae HanpaBeHA
NpeniopBKa N0 OTHOICHHE Ha I03UPOBKATA.

Hayuenmu ¢ wepnodpobno yspexcdane:

He ce Hanara KOpeKUMs Ha J03aT4 [pH NALMEHTH C JIEKO 0 YMEPEHO TEKKO YepHOApoOHO Hapymenue. Hama
JOCTaTHYHO AAHHM, 33 Ja GB1aT HANpaBEeHH NPENOPHKH OTHOCHO PEKHMA Ha ZO3HPaHE NIPH NAUMEHTH C TEXKO
yBpexaaHe Ha uepHHA Apo6. IlpH Teaw nalMeHTH € HeoOXOAHMO BHUMATENHO ONpeNe/igHe Ha [03aTa.
Bropexy ToBa, MpH NAUMEHTHTE ¢ TEKKO ePHOAPOOHO YBPEKIAHE, MAKCHMAIHATA JHEBHa 103a oT 30 mg
TpAORA fia ce MPHNATa ¢ NOBMINEHO BHAMaHHe (BXK. Touka 5.2).

Hayuenmu ¢ bvbpeuno yspexcoane:
He ce Hajiara xopeKius Ha fio3aTa Nipy nalHeHT! ¢ 60peyHo yBpexnaHe.

Hayuenmu & cmapuecka evipacm.
He e ycTaHoBeHa e(eKTHBHOCTTA Ha apHTMIIPA3C) 3a JEYCHHE Ha IM3o¢peHns M GunonspHo adexTMBHO
Pa3CTPOHCTBO NPH TNALMEHTH HA BB3pACT HA M HaA 65 rogmumHa Be3pacT. B peaynrar Ba no-ronsma
YYBCTBHTEHOCT HA TA3W TIOMy/IAIHA, 3aTIOYBAHETO HA NEYCHHE ¢ NO-HUCKH J03H TpaOBa Aa
Cy9aHTE, KOTETO TOBR € KIMHHYHO ONpaBAaHo (BX. Touka 4.4).

Hon:



He ce Hanara KOpeKI{Hs Ha JO34TA TPH MAIHEHTH OT XCHCKH NON B CPABHEHHE ¢ TE3H OT MbKKH NOJ (BK.
TOuKa 5.2).

Iywene:
Hmalikn npenssn MeTaGONMHTHHA THT Ha APHITHIIPA30J, HE C& HANAra KOpeKuMs Ha [03aTa NPH Myllads (BiK.
ToqKa 4.5).

Adanmupane na 0o3ama, NoOpaou 83aUMOOEHCMEUA:

B ciyuaii Ha efHOBpeMeHHA ymoTpeGa Ha apUmMNpasoll ¢ MomHE HuxHGHTOpH Ha CYP3A4 win CYF2D6,
11038TA HA APHITMNPA3oN TPAGEa Aa ce peayipa. Ipy crpane HA AcUeHHETO ¢ HHXHOMTOPH Ha CYP3A4 wim
CYP2Dé6 (M3BakaaHeTO MM OT KOMOHHMPAHOTO JieYeHHe), 103aTa Ha ADHIIMNIPa30a TpAGBa Aa ce MOBHINH (BiK.
TOUXA 4.5).

[Ipy emHOBpEeMEHHOTO NPWIOKESHHE Ha apUIMUpason ¢ Momuu HHAYKTopd HMa CYP3A4, nosara Ha
apHnMnpa’on Tpadea ja ce noswu. [Tpu compake Ha TedesueTo ¢ ARAYKTOpH Ha CYP3A4 (H3paxaneTo uM
OT KOMOHHHMPAHOTO NICUCHHE), KO34TR HA SPHIHIPa30J TPAGBA A3 C¢ NOHIKH JI0 OOHYaiiHaTa nApenopriBaka
no3a (BX. Touka 4.5).

Hauny Ha npHnoxenue
3a nepoOpANHO HPMIAOKEHME.

43 Iporasonoxazanng

CBPBEXMYBCTBHTENHOCT KBM AKTHBHOTO BEIIECTBO WIH KbM HAKOE OT MOMOUTHHTE BellecTsa, H3OpoerH B
TOMKA 6.1.

44 Cnenuangn npeaynpexienss @ NPpeANAINE MEPKH UPA ynoTpeba

Ho speMe Ha AHTHIICHXOTHYHOTO JIEYCHHE, TIOA0OPABAHETO HA KIMHHIHOTO CHCTOAHHME HA MAIHEHTa MOMKE Jia
OTHEME OT HAKONKO AHH O HAKOAKO ceIMMUH. ITpes To3m mepHopx naupeHTHTe TpabBa Aa Omaar mon
MOCTOAHHO Had0moneHue.

BBSHHKBAHETO HA CYREMAHO TOBEJEHHE € MNPHCHINO 34 MNCHXPYECKHTe 3a00NABaHMA W adeKTHBHMTE
Pa3CTPOHCTBA H B HAKOH CIIy4aH 33 HEero ce crobmapa ckopo clel 3anovBase HIM Cel CMIHA Ha TePamHaTa ¢
AHTUNICHXOTHUM, BKIIOUKTETHO M ¢ apHIT4TIpason (Bxk. Todka 4.8). Tepannara ¢ anTuncHXoTHIH TpAGaa na ce
CHITFTCTBA ¢ HAOMOAeHNe Ha BHCOKOPHCKOBHTE MAaleHTH, Pesyarary or enuaeMHONOIEMHO IpoyYBaHe cpel
TIRUHEHTH ¢ HIH30(PPeHHA WiH OGHNONAPHO a()eKTHBHO PAa3CTPOHCTBO MPEANIONIAraT, 4¢ HAMA NMOBHIIEH PHCK OT
CKIOHHOCT KBbM CaMOYOHICTBO NpH ynoTpe0a Ha apHNHMpas’oNl B CPaBHEHHE C APYTH AHTHIICHXOTHLH.
HndopMammara npH NeAHATPUYHATA NOMyNauHs HE € JAOCTATHYHA, 33 A3 C¢ OLIEHM PHCKA NP NO-MIajH
naupeRTH (moa 18 rogminna BE3pacT), HO CHINECTRBYBAT JOKA3ATENICTRA, Y€ CYMIHAMHAT PHCK OCTABA H Cheld
ITbPBHTE 4 CCAMHIM HA JIEYeHHE C ATHITHYHH aHTUIICHXOTHIH, BKIIOTHTETHO 8PHITHIIPR3ON.

Crpaegn OBY CHHA:

Apununpazon TpaGsa Aa ce MpHNara NpeANa3IHEC NPH NALMEHTH C I0KA3aHO ChPACYHO-CHAOBO 3abonsBaHe
(npexapan HHPApKT Ha MHOKAPIA WM HCXEMHUYHA OONECT Ha CHPLETO, ChPACUHA HEAOCTATHYHOCT HIIH
HApYIICHHS Ha NPOBOAMMOCTTA), MOIBIHO-CHAOBC 3abonsiBaHe, YCHOBHA, KOHTO OHXa JAOBeNH R0
TIPEIPAsNONIOKEMHE KBM XHNOTOHHA (00€3BOTHABAHE, XMIIOBONEMHA H JICYEHHE C aHTHXHMIEPTEHIHBHH
JIEKAPCTBEHH NPOLYKTM) HIH KbM XHIEPTOHHA, B TOBA YHCIIO YCKOPEHA HITH 3MOKAYECTBCHA,

Crnobuiend ca ciywad Ha BenoseH TpomGembonnsem (BTE) mpn pauMeHTH, NPHEMAIH aHTMICHXOTHIHH
cpeactsa. Thil KaTO NPH TE3H NALMEHTH Y€CTO ¢ HabmonasaT npuaoGuTH puckoeH QakropH 3a BTE, scuixu
BBL3MOXKHH PHCKOBH (AKTOPH clie/iBa fa Obaar ACHTHOHUHPAHH OPSAH H 10 BpeMe Ha TepanuyTa ¢ AGu3on H
Jia 6baatT NIPEeANPHETH HPEBAHTHBHE MEPKH.

Hapyimenus Ha MpOBOINMOCTTA:




{Ipu kNHEKYHH TPOYHUBAHKA ¢ APHIIHIIPA30] 9ECTOTATA HA YAB/DKaBaHe Ha QT-unTeppana ¢ Grna cpasHHMa ¢
Ta3H npi manebo. Kaxro u npy apyryre aHTHIICHXOTHIH, APHITHIIPA30J TPAGBA A ce H3NION3BA NPEANA3IHBO
fpH NAUBEHTH ¢ PaMITHA HCTOPHA 33 yaAwDKasane Ha QT-neTepsana.

TapiueRa IMCKHHEIHS:

TlpH KTHHHYHM NPOYYBaHNA B MPOXBDKEHHE HA eAHA FOJMHA WIH NO-MAIKO, CIydaHTe Ha HeOGXOMUMOCT OT
neueHKRe Ha TIOABANNTE C& MHCKHHE3HH 10 BPEME Ha JICYCHUETO ¢ apUIHTIPa3oll He ca yecTH. Ilpu nospara Ha
MIPH3HALM H CHMITTOMH Ha T&pAHBHA AHCKHHE3HS IPH BAUHMEHTH Ha jedenue ¢ AGu3o1, Tpa0Ba 1a ce oOMucIH
BLIMOXKHOCTTS 38 HAMATIABAKE HA 103418 WIH NpeKparasaHe Ha JNedeHMeTo. Tean CHMITOMH MOXE BPEMEHHO
Jia e BIIOMIAT HAH Jia C€ MIOABAT, AOPH CIIE/| IPEKPATIBAHE Ha JIEUECHHETO.

ex c MM:
B xiMHMYHE NPOYUBAHMA Ha APHIIHNIPA3O] NMPH Aena ¢a HAGMIONABAHY AKATH3HA H NapKMHCOHWIBM. IlpH
[OABATA Ha MPH3HALH H CHMITTOMH Ha Apyra EPS npH nalmenTH npHeMally apRIGAIPason, TpaOpa Aa ce
OGMHCIIH PE3MOKHOCTTA 32 HAMAIIIBAHE Ha [03aTa M BHHMATENHO KIHHHYHO Habmoaeuue.

EBPONSIITHYEH MATHIHEH C M S)

NMS ¢ noTeHumanHe ¢aTaneH KOMILUIEKC OT CHMIITOMH, KOHTO € CBBP3aH C AHTHIICHXOTUYHHTE JICKAPCTBEHA
NpofykTh. B KIMHHYHM NMpOyuBaHHMA Ca AOKNANBAHH PelkH ciaydad Ha NMS no speme Ha nedeHne ¢
apunwnpason. KiuHuusmre nposey #Ha NMS ca xurepmHpeKkcHd, MycKy/IHa PHTHAHOCT, HAPYIUEH MEHTATICH
CTaTyC H R3HHH 34 ABTOHOMHA HECT20MIHOCT (IIPOMEHH B MYJICa M KPBBHO HaNATaHe, TAXMKApAWA, Auadopesa
H ChpAedHa apTMHA). JlOMLAHMTENHO MOXKe Jia €4 HAMMIE H NOBMINEHH CTOMHOCTH Ha KpeaTHH
tocdoxnnazaTa, MuOrIoGHHYpHa (pabnomuonusa) 1 ocrpa 6u6pedna nepocTarbuHOCT. ChobInaBa ce chHmo
Taka, ofave, H 32 MOBHINEHH CTONHOCTH Ha KpeaTwH docdoxnHaza ¥ paGAOMHONMH3A, HE HENPEMEHHO BHB
Bpb3ka ¢ NMS. Axo naumeHTHTE PasBHAT TPHSHALNM WIH CHMITIOMM, XApakTepHn 38 NMS, wm uMar
Heo0ACHHMO BHCOKA TeMreparypa 0e3 NOMBTHHTCTHH KIKHHA nphanagi Ha NMS, nppema Ba BCHYKH
aHTHIICHXOTHYHH JIEKapCTBEHH NPOAYKTH, BXIOYHTENHO AGU30, TpabBa a ce NMpeyCTaHOBH.

I'spuoge:
B xHHUYHE NpOYYBAHKA €A AOKIA/IBAHH HEMECTH CYYaH HA ThPUOBE 1O BpeMe Ha NedCHHe ¢ apHIMMIpPasoJl.

Ero 3amo, apunMnpaszon Tpa0Ba aa ce MpAIAra ¢ NOBHINEHO BHHMAHHE IIPH MIAUHEHTH NPEKAPATH B MHHAIOTO
©IM30/H HA FbPYOBE WK CECTOAHMA, CBBP3aHH C IBPYOBE.

B DNAIMEHTH ¢ NICHX033, CBE: C Jleme :

Hoswuuena cmepmuocm:

B Tpr mnaneGo-koHTpONHpaHM NPOYHYBAaHWA ¢ APHNHIPA30N IPH BL3PacTHM nanueHTH (n=938, cpepHa
Brapact 82,4 r., ot 56 o 99 r.) ¢ ncuxo3a, cBLp3aHa ¢ SonecTTa HA ANXxalMep, NMAUHEHTHTE HA JICUeHHE ©
ApHIMNPa30/ ca OWIH MANOKEHH HA IO-TOJIAM PHCK OT CMBPTHOCT B CPaBHEHHE ¢ IPYHIATa H2 JCYEHHE C
nnauebo. CMBLPTHOCTTA ITPH MIALMEHTHTE HA JIeYeHHe ¢ apunumpa3on e Omwia 3,5% B cpaBHenue ¢ 1,7% npu
TpynaTa Ha nevenHe ¢ wianebo. Maxap de mpHUMHHMTe 3a CMBPTTA Ca GWIH painuvHM, NoBedero ca Gwim
CBBP3AHH CBC CHPACYHO-CHAOBH HHUMACHTH (HANP. ChpAedHda HEAOCTATBMHOCT, BHE3anHA CMBPT) WM
HHPEKIUMH (HAITD. MHEBMOHHS).

Ifepebpo-sackynapnu nexceaanu peaxyuu;

B cuimuTe npoy4BaiHA ce choOmasa 33 HepeGpo-BacKyNapHH HEXKEJIaHW Peakiy (Hanp. MHCYJIT, TIpexXofHa
HCXEMHYHA aTaka), B TOBA YHCJIO H (aTATHK MHIMAeHTH (cpeaHa pB3pacT 84 r., ot 78 po 88 r.). O6mo npu
1,3% or nayMeHTHTE HA NEYEHHE C APUNUIPA3OI Ce CLoOmaRa 3a Nepelpo-BACKYIaPHH HEXKElaHH PEakiyH B
cpasHeHHe ¢ 0,6% or naupenTHTe Ha nedenne ¢ mauebo. Pazikkara He € craTucTHUECKH 3HawMMa. B exuo
KIHHHYHO MPOYHBaHe ¢ GHKcHpaHa fo3a obade ce cho0maBa 3a 3HAUHMA BPE3KA MEXIY K03aTa H OTTOBOpA H

uepeﬁpo—nacxynap}mre PEAKITHH NIPH NAIHCHTH HAa JICUCHHE ¢ apHIHMITPA30IL.
Apmnmpaaon HE € IOKa3aH 34 IC4SCHNE Ha MCHX034a B CNICACTEBHE Ha JCMEHLIHA.

Xunepr. H 38XApeH erT:
HMa crolmenHs 3a XMNeprIIHKEMHS, B HAKOH C/ydYaH INIPEeKOMEpHA H CBEP3aHA C K§
XHMEPOCMOJIAPHA KOMA WM CMBPT, NPH NAIMEHTH Ha NEYCHHE ¢ ATHIMYHH AHTHOICHXOTHIY
Abn3on. PuckoBure QakTopH, KOMTO MOXe Jia JIOBENaT NAIMEHTHTE A0 TEXKKH YCIQHks
3aTILCTABAHE H NIPEAXOAHH 3a60/IaBaHKA OT AHa0ET B ceMeHCTBOTO. B KIMHHYHY IPOYYBhE




HE Ca HAOMIONABAHH 3HAYAMM PA3IMYHA 10 OTHOINEHMe YECTOTATA HA HEXKEJAHMTE PeakiydM, CBhP3aHH
XHOEPIIHKeMHA (BKIOYMTENHO AMaler) HIM MO OTHOMEHHe HA aGHOpMHM NaGOpaTOpHH CTOHHOCTH Ha
IIIHKEMHA B cpaBHeHMe ¢ mianebo. HaMa TouHH PHCKOBH JAHHH 33 CBHP38HH C XMICPIIHKEMHA HEKENaHd
PCaKIMH NPH NAlMEHTH IEKYBaHH ¢ ApUIHIIPA307 H ¢ APYTH aTHIHYHH AHTHIICMXOTHIH, 38 Ja MOXe Ja ce
Hanpaeu cpasHenHe. [lanmeHTHTe, TEKYBaHH ¢ HIKAKBH QHTHIICUXOTHIIHM, BKIKOYHTENHO W AGH307, TpsaOea na
OpmaT HaOMoOJABaHM 33 NPHZHAIK M CHMITOMH Ha XMNEPIIMKEMAd (HANp. NOAWAWNCHA, TNOJHYPHI,
noymbarun ¥ caabocT), KaTO CHCTOAHHETO HA TALMEHTH ChC 3aXapeH auaber WM ¢ puckosd dakropu 3a
3axapcH AHaGeT TpAGBa a ce KOHTPONHpa, NIOPadH ONACHOCT OT BJCINABAHE HA NMIOKO3HHA KOHTPOIL.

Kakto npH apyrd nexapcrBeHH NPOXYKTH, TAKA W NpH APMIMNPA30N MOXKe Jia BE3HMKHAT peakiMi Ha
CBPBXYYBCTBHTEIHOCT, XapaKTepH3Hpaly €€ ¢ ANepriIHy CHMITOMH (BX. ToUKa 4.8).

Ypemiuasane Ha TernoTO;

YBenH4aBaHeTO Ha TETNIOTO ce Habmoaasa wecto mpH GoNHM OT mM30hpenns u OGHmongpHa MaHHd HOpaTH
CHIBTCTRAMY 3a00NABaHUA, H3TION3BAHE Ha AHTHIICHXOTHINH, 33 KOHTO Ce 3Hae, 9¢ BOAAT JO YBEIMIABAaHE HA
TerNo, He3APABOCNOBEH HAYMH Ha JKHBOT, KATO MOXE [ C€ CTHTHE JI0 TEXKH YCIOXKHEHHA. 3a ype/lifdaBaHe Ha
TETNIOTO ce ChoOIaBA B MOCTMAPKETHHTOBRS MEPHOA HpH MALHEHTH CHC 3HAMHTC/HH PHCKOBH (PaKTOpH,
HalpHMep npeAnmHO 3abonsBade or Awaler, HApyImIeHMd HA IMHTOBHAHATA #HJI€3a WIH AaJCHOM Ha
xunodusaTa. B KAMHHYHA TIPOYYBAHWA HAMA JAHHM, 4¢ APHITHUPA3ON NPESAHIBHKBA KIHHHYHO 3HAYHMO
YEBeJTH9ABAHE HA TETVIOTO IPH BB3PAcTHH (BX. TOUKa 5.1). B KiMHMYHH IpoyYBaHHA NPH I0HOMM ¢ GumonapHa
MaHWA, apHNHNPA30] C¢ CEBP3BA C YBeNHYaBaHe Ha Terno chex 4-ceqMHtHoO AedeHde. IOHomH ¢ GunonapHa
MaHHA Tpa0Ba Aa ce NpocieassaT 3a yBenuuaBase Ha TeroTo. AKO ce Ha0MonaBa KIMHHYHO 3HATHMO
YBEMYECHHE HA TETJIOTO, TPAGBA Aa ce 0OMHUCIM HAMATIABAHE HA I03aTa (BXK. Touka 4.8).

Oucharua:

EsodareanHa HeNOOBWKHOCT H aCIHpALHA CE CBBP3BAT ¢ JIEHCHHETO € AHTUNICHXOTHUM, BKIIOUHTENHO
apHIHNIPa3oN. ApHNMIPa30n H APYTH AHTHNCHXOTHYHH AKTHBHH BeuiecTsa TpabBa jAa ce M3monspar
NpeaAna3iauBo INPH NAHCHTH ¢ PHCK OT THCBMOHHA.

IaTonorAuHo BlIcYeHHe KbM Xa3aPTA:
JloknanBaHm ca CITy4aH Ha NATOJOTHMHO BIEYEHAE KbM Xa3apTa

TI0 BpeMe Ha NIOCTMAPKETHHTOBKA MEPHOA MPH NAlMEHTH NPHEMAIH apHITHIIPA3oN, HE3aBHCHMO OT TOBa
JATH ca MMAITH TAKABa aHaMHe3a. [TallHeHTH ¢ aHAMHe3a 33 NATOJIOTHYHO BEeHHE KEM XazapTa

MoraT a ObAaT M3TIOKEHH Ha NO-TOJIIM PHCK B TPAOBA Jja ce IPOCNeASBAT BHUMATEIHO (K.

Touka 4.8).

€HTH CHC CBITE AD ¢ M HA XHTl HOCT ¢ HA BHHMAHKETO):
Brnpexn we GunongproTo atexTrBRO pascrpoiicrso TeN I 1 ADHD 4ecro ca chibTeTBalIHA
CHCTOAHMA CA HANHYHH OIPAHHMCHH JAHHH 33 eHOBPEMEHHOTO NPUIIMKEHHE Ha APMITHNPA30i 1
cTaMynadTh. Ilopaau Tass nprsHEa Te3H NeKapCTsa TpAOEA a ce NMPHIATAT ¢ 0COOEHO BHUMAaHUE,
KOTATO ¢a B KOMOUHALMA.

45 BaanmogeficTere ¢ Apyra JexkapcTeens NPOXYKTH B APYTH $OpPME HA BIaEMOACHCTBRE

Topanu cBoa qu-afpeHeprHueH PeLENTOpeH AHTATOHM3EM, apHIMIIPAa3ON MOXKe /ia YCHIH eheKTa Ha HAKOM
AHTHXMIICPTEHIHBHH CPE/CTBA,

ITopaym ocHOBHMA eexT Ha apunumpason BepXy I{HC, € Heo6xonrMo MoBHINEHO BHHMAHHE IpH ynorpebara
HA apMITMIIPA30Jl B KOMOHHALMA ¢ ANKOXON MM APYTH feKapcTea, Aeiicrranm pupxy 1[HC, ¢ norennmanza
Bb3MOKHOCT 32 IOABA HA HeXe/aHH JICKapCTBEHH PEaKIMH, KaTo ceAupane (Bxk. Touka 4.8).

Brnam 0CT 32 BE3JICHCTBHE HA e HH Bb) Smzon:




Huxuluropure Ha croMammpata xucenuunocT, H2-anrarowncra ¢aMOTHAMH, HaMAIABAT CKOPOCTTa Ha
aGcopbLa Ha APHITMIIPA3ON, HO TO3H edeKT HAMA KIIMHHYHA 3HAYHMOCT.

Apunmnpason ce¢ MeTaGomH3upa upe3 MHOXKECTBO MeTabOIMTHH MLTHINA, BRILIOUBAWM SH3HMHUTE CHCTCMH
CYP2D6 1 CYP3 A4, 1o He u CYP1A. Eto 3310, nps Mymayy He c€ Halara KOpexIind Ha J038TA.

B KTHHH4HO NpOydYBaHE ChC 3ApaBH A0OpOBOMIH, MOMHHMAT HHXHOHTOp Ha CYP2D6 (xdHmaus) BOoIM 1m0
nosyuasase na AUC Ha apunmnpason ¢s¢ 107%, 1okaTo croifHocTTa Ha Conx OcTABA HempomeneHa. AUC u
Cuuax H2 CXAIPO-APHITMITPA30/, KOHTO € aKTHBCH METAGONHT HA APHITHIIPA30]1, HAMANABAT CHOTBETHO € 32% H
47%. TIpu emHOBPEMEHHOTO MpPHIOKEHWE HA AOW30 C XHHMAMH, n03aTa Ha AGmzon Tpabea na onge
HAMAJICHA TIOYTH HAITOJIOBMHA cIipsiMo obuualino npeamnuceanaTa Ao3a. Moxo6Hu edexty MOXke fa Ce 09aKBaT
W TIpM ApYTH MoK uHXuGHTOpH HA CYP2D6, Kato (UIyoKCceTHH H NAPOKCETHH, MOPAJH KOETO & Heobxoaumo
CHUIOTO pEAYLIEpaHe Ha H034TA.

B WIHHHYHO TIpOy9BAHE TIPH 3ApaBH A0GpoBomiE, MotHHAT HuXHOHTOp CYP3A4 (XeTOKOHA30:1) NOBHIIIABA
AUC 1 Coux Ha apymmnpa’on ¢boTsetHO ¢ 63% 1 37%. AUC K Cupax HA AEXHIPO-aPHITANIPA30N C& NOBHIIABAT
cBOTBETHO CBC 77% 1 43%. Ilpu CYP2D6 Gasun GasHH MeTaGOH3ATOPH €AHOBPEMEHHOTO MPUAOKEHHE HA
monyay paxubuTopy Ha CYP3A4 Moxe fia AOBEAE N0 NO-BHCOKH 11a3MEHH KOHIICHTPANMH Ha apHITHIIPa3od,
B cpaBHeHMe ¢ Te3d npu CYP2D6 6up3u Metabonusatopu. IIpH eTHOBPEMEHHO NMPHIOKEHHE HA KETOKOHA30M
wid Opyrd MomHu HuxuOuTopH Ha CYP3A4 u A6mzon, 1pabma pga Opae HanpaseHAa OLCHKA Ha
CHOTHOINEHHETO on3a/prack 3a naumenTa. Ilpu ennospeMenna ynorpeba Ha KeToxoHason ¥ AGm3on, po3zara
Ha AGm30n TpaGBa Ja Ce HAMAIM HANIONIOBMHA, cTIpAMO obKualino npunaranata no3a. Hoaobnu edexrn Moxe
Aa C¢ OYAKBAT M NpH ApyrH MowmH uHxuGuropn Ha CYP3A4, karo wmrpaxonaszon W HIV-nporeazun
HMHXHOHTOPH, NIOpai KOETO € HeOOXOIHMO CHILOTO peAyliHpaHe Ha [034Ta.

~ Ilpn npeycranoespase npuema Ka CYP2D6 win 3A4 maxuburop, nosara Ha AGm3on Tpatsa fa ce NOBYINM A0
T43M MPWIAraHa Ipeay 3ancyBaHe Ha KOMOMHMPAHOTO NIeYcHHE.

Koraro cnabu uuxuburopd na CYP3A4 (nanp. auntrazem uan ecuuranonpam) i CYP2D6 ce m3monssar
eIHOBPEeMEHHO ¢ AGH301, Moike Ja ce O4aKBa calo NoBHIIaBaHe Ha KOHUEHTPALMITE HA APHIHITPA30.1.

Crex emHOBpeMEHHO NpWIOKeHHe Ha kapbamasenun, momeH uuAaykrop Ha CYP3A4, namepenure
IeOMETPHYHH CpeK Ha Crax H AUC Ha apunanpason ca 61in No-HACKA CBC CHOTBETHO 68% 1 73% cnpamo
T€3H IIPH CAMOCTOATENHO TIPHIOKEHHE Ha apunmnpason (30 mg). llono6Ho Ha TOBA, FEOMETPUYHHMTE CPEAHH
Ha Cuax B AUC Ha HeXHADPO-aPHITHOPA30N, CNEJ EAHOBPEMEHHO NPRIOHKEHHE ¢ kapbamalenun ca Gum no-
HHCKH CBOTBETHO ¢ 69% 1 71%, CIIpAMO Te3K IPH CAMOCTONTENIHO TIPHIOKEHHE HA APHITHITPA30JL.

[Ipu ennoBpemenna ynorpe6a Ha AGHizon u kapGamaszerH, go3ara Ha Abmzon Tpibsa na 6bhe yapoena.
TonoGuu edextn MoXKe 4a ce OYAKBAT W IpPH JPYTrH MOWHH HHAyKTopH Ha CYP3A4 (xaro pudaMnuupH,
pudabyTan, dermroun, denobapburan, npEMUIOH, edABUPCHI, HEBMPANMH H KBIT KaHTAPHOH), KOETO
Hanara nopobuo nNoBMIIABAHE Ha Jo3ata. {IpH mnpeycraHopgBaHe HAa npuema Ha mompure CYP3A4
HHAYKTOPH, A038TA HA SPHIHIIPa30] TpaOBa A2 Gble HamaneHa 1o 0OHYaiiHO NPUIIATAHATS 1034,

Tlpu exmoBpeMeHHaTa ynorpeba Ha BANTIPOAT WK JHMTHI C APHOMNPA3ol, HE € HAGNIOJARAHA KIMHHHO
3HAYMMA NPOMAHA B KOHUCHTPALMHTS HA aPHITHIIPA3O.

CepoTOHHHOB CHHAPOM: CHOOIIABAHY Ca CNYIAH HA CCPOTOHHHOB CHHAPOM MpPH NMAIMECHTH NPHEMAITH
APHITHNPA30]1, KATO € BE3MOXKHA TIOARA HA TIPH3HALM H CHMITTOMM CBBP3aHK C TOBA CBCTOAHME,
0cobero MpH eNHOBPEMEHHO NpHEMaHEe HA CEPOTOHHHEPIHIHH JIEKAPCTREHH IPOAYKTH, KaTo
Hanpumep SSRI/SNRI unm TakpBa, 3a KOHTO € H3BECTHO, Y€ NIOBHINABAT KOHLCHTPAIMATA HA

apHIMIIpason (Bx. Touka 4.8).

Tore BBEIMOKHOCT Ha AGu3on f1a eficTBa BB ne HH

B xnuunyam npoyusanud nozm or 10-30 mg apummMnpaszon AHEBHO HE ca MOKA3ANH
metaGonmsma Ha cySerpature Ha CYP2D6 (cnoTHOmeHWeTo aekcrpoMeropdan/3-MeTos
(sapdapun), 2C19 (omempason) u 3A4 (pexcrpomeropban). OcseH TOBa, ApHIMIRS
APUMMNPAZ0J HE CA MOKABANH NOTEHIMAN 3a BRIACHCTRHE BHPXY CYPIAZ-MGWD&R]IA( ey




Ero 3amo, He ce 0uAKBA APHIMIIPA3ON AR AOBERE RO IIMHHYHO 3HAYHMH JIEKADCTBEHH B3AHMOJCHCTBHA C
JIEKAPCTBEHH NPOXYKTH, METHMPAHH OT TE3H EH3UMHH CHCTEMH.

YIpu eAHOBPEMEHHOTO NPWIOKEHNE Ha APANMNPA3ON ¢ BANPOAT, JIHTHIT WIH TAMOTPHIHH He ca HaGmoaaBaHN
KIMHWYHO 3HAMHAMH TIPOMEHH B KOHUCHTPALMHTE HA BAJINPOAT, TMTHH WM JAMOTPHTHH.

4.6 DeprranTeT, GPeMEHBOCT H KbPMeRe

BpeMeRHOCT

He ca npoBeXIaHH CHOTBETHH KOHTPOIHPaHH POYYBAHHA ¢ SPHITHIIpa3on npH Opemennn xeru. Joknansamm
€8 KOHTCHHTAIHM AHOMAJIHH, 0Gaye, He MOXKe [a C€ YCTAHOBH NPHIHHHO-C/ICCTBEHA BPH3KaA C SPHITAIIPA3ON.
TIpoyuBsaHuATa TpH XMBOTHH HE FBKJIOUBAT BB3MOXHOCTTA 32 MOABA HA TOKCHYHOCT (RK.Touka 5.3).
HamenrATe Tpadna 1a GBUAT CHBETBAHH Na OCBEIOMAT JICKYBAIINS JIEKap B crydali Ha nosea wa OpemeHROCT
H/M, aKO [UIAHMPAT TAKABA N0 BPEME HA NIEYEHHETO ¢ apummmpaszon. IlopaH HeJOCTATHYHMTE AAHHM 34
6€30MacHOCT MPH XOpa H Pe3YATATHIC IOMYHEHH OT PEMPORYKTHBHMTE NPOYYBAHHA NMpPH KHBOTHH, TO3H
NEeKapCTBEH NMPOAYKT He Tpalea Ja ce npwiara 110 Bpeme Ha OPeMEHHOCT, OCBEH B CIIyJaWTe, KOraro
OYSKBAHATA TI0JI38 ACHO OTPABJAARa NOTCHIMAHHA PHCK 33 IUTONA.

TIpH HOBOPOLEHM, M3NIOKEHH HA AHTHNCHXOTHLM (BKIFOYHTENHO ADHITMIPAZ0)) MPe3 TPeTHA TPHMECTHD Ha
OpeMEeHHOCTTa MMA PHCK OT HeXEJIAHW JCKAPCTBEHH pPEeakKUMH, BKIOYBAINM CKCTPANUPAMHAHW CHMITTOMH
/MMM CHMITTOMH HA OTHEMA@He Cl¢j POKAAHETO, KOMTO MOXKE ZIa BADHPAT MO TEKECT H MPOABGKHTENHOCT.
Joxnaneaun ca cioydam Ha BB30yJa, XWUNEpPTOHHA, XMIIOTOHHA, TPEMOpP, COMHONEHTHOCT, DECIHMPATOPEeH
OWCTEPC WIM XPAHHTEIHH pascTpoiicTsa. 3aToBa, HOBOpOAEHMTe TpsOBa saa OBIaT BHHAMATNHO
MOHMTOPHpAHH,

Kupmepe
Apunanpason ce otaens B kppmata. [TaimenTkure Tpa6Ba na 6pAAT CHECTEAHH Aa HE KBPMAT IO BpeMe Ha

JICYSHHETO C ApAIHIIpAs3ol.

4.7 Edextn BBpxy cnocobnoctTa 38 modEpane A pabora ¢ MalmuER

Kaxto npu Apyrume AHTHNCHXOTHIM, MAIHEHTHTE Tpa6Ba A2 OBJaT ¢ MOBYINCHO BHMMaHue NpH pabora c
MOTEHIHAITHO ONACHH MALNWHM, BKIIOYHTENHO IPEBOIHH CPEACTBA, JOKATO HEe Ca HAMBIHO CHTYPHM, Y€
NIEYeHHETO ¢ apHINNPA’0N HAMA OTPHLATENeH ebeKT BBPXY H3ITHIHEHHETO HA TE3H JCHHOCTH. IIpH Hakom
NEAHATPHYHH NAUHEHTH ¢ GunonsapHo adexTuBHO paizcTpolicTeo THN I ce HaOMoOAaBa NOBHINEHA YECTOTA HA
COMHOJNIEHTHOCT M OTTIAQHANOCT {BK. TouKa 4.8).

4.8 Hexemapn SeKapCTBEHE PEAKTHA

PeziomMe Ha gmpma Ha fe30nacHOCT

Haii-qecTo NOKNAIBAHHTE HEKENAHH JEKAPCTBCHH PCAKIMM B MNAIe60 KOHTPONHPSHH NPOYYBAHHA Ca
AKATW3MA H rajieHe, MOABSBAINH ce NPH HaxX 3% OT NaLHEHTUTE, ICKYBaHH ¢ NICPOPANICH SPHUITKIPA3ON.

BcHYKHA HejKelaHH JEKAPCTBEHH peakiy ca H30poeHH No cHCTeMO-OpTaHen Kiac H 9ECTOTa: MHOTO YeCTH (=
1/10), uects & 1/100 mo < 1/10), neuectn (= 1/1000 po < 1/100), peaxu (& 1/10000 no < 1/1000), mHOTO
penxn (< 1/10 000) u ¢ nemsBecTHa YecToTa (0T HANHUHHTE JZAHHA HEe MOXe A3 Obae HanpaBeHa oucHka). Ilpu
BCAKO TPYMHPAHE N0 9€CTOTA, HEOKEAAHHTE PEaKkUHH ca NPEACTABEHH B HH3XOAAIN ped NO OTHOIIEHWE Ha
TAXHATA CSPHOZHOCT.

YeeTn HeuecTn C HeH3BecTHA YeCTOTA
{or EanwuHETe AsHEH
He Moxe pma  Omne

HAOPABCHS ONEHKA)
Hapymesns Ha KpLBTA s ——~
H IAMPHATE CRCTEMA

Hapymennn HA




BMYHHATA CHCTEMS

(namprMep
aHaHNaKTHYHA peakiius,
AHTHOREM,
BEKIMOYHMTENIHO NOLYBAHE
HA e3HKa, €ASM Ha ¢3HKa,
caeM Ha JIMLIETO,
TIPYpHTYC HIH
YPTHKADHS)

Hapymennsa HA
eNIOKPHHEATA CHCTEMA

XHNeprpoaKTHHEMHA

Jlnaberna
XHIIEPOCMOaPHa KOMR
JnaGeTHa KeToalHao3a
XuneprnavukeMis

Hapymenns HA
metabonnima n
XpaHeHeTO

3axapen guaber

XunepriasxkeMus

XunoHATpHEMHS
AHoOpekcna

HaManssane Ha Ternoro
YeennuaBaHe Ha TErNIOTO

IcaxEYSE BApPYIIEHRS

BeacrHue
TperoxkHocT
BesnokoiicTso

Henpecus
XumepcekcyanHoct

Cyunnaen onyr,
CyMIlMOHa MJealHi H
H3BBPIICHO
camMoybmiicTso (Bx.
Touxa 4.4)
IlaronormqHo BICUCHHE
KBM Xa3apt

Arpecus

Br36yna

Hepsroct

Hapymenns Ha
HCPBHATA CHCTEMA

AxaTinaua
ExcrpanmupaMyTHA
HapylIeHHA
Tpemop
I'napobomme
Cenais
COMHOREHTHOCT
3amasHOCT

TapnHBHA THCKHHE3US
Jucronma

Hesponenmuuer
ManHrHeH
(NMS)
Ienepamsipany
TOHMMHO-KJIOHHYHH
npunangsid THR “‘grand
ma‘l’b

CepoTOHHHOB CHHAPOM
Hapyinense na ropopa

CHHIAPOM

Hapymienny B 0UHTE

3aMBINIeHO IpeHNe

ChpAevnn HAPYIICHHS

@E!Ollﬂﬂ

Taxuxapras

BHezanHa HeolacHHMa
CMBPT

Torsades de pointes
Vobmkagane wa QT
HHTepBaNa

Kamepun apurMus
CrpaedeH apect
Bpaznkapans

CoaoBH Bapymenng

OptocraTudda

XHIIOTOHHA

Benosna
TpoMboeMbGonmua
{BTIOMHTENHO
Oenoapobna emGonmmua u
Ienboxa BeHO3Ha

Pecnaparopnu, rpbase
H Me¢AHACTHHANHE
HApYIIEHHS

Xomane

CTOMAINHO-9UPEBHA

Koncrananws




HApyHIeHRS Jucnencas Hucharus
Tapene Huapus
XunepcanuBanysa Kopemen anckomdopr
Ilosprimane CroMainieH auckombopt
XenaTobnmapnn Yeprogpobua
HApYmieHHS HEJOCTaTBMHOCT
XeraTur
XerTeHAna
TToemupena aNaHUH
aMHHOTpaHC(epasa
(ALT)
Hopmuiena acnaprar
aMHHOTpaHC(epa3a
(AST)
IosHmena raMa
rIyTaMBn  TpaHcdepasza
(GGT)
[loprieHa aKarHa
docdaraza
Hapymennu HR KORATS O6pus
H BOAKOKHATA THKAH Peaxims Ha
(OTOUYBCTBHTEIIHOCT
Anornerms
Xunepxuaposa
Hapymenng Ha Pabaomuomma
MYCKY/IHO-CKeJICTHATA Muanrus
CRCTEMA H CkoBaHOCT
CheAHRHTEHHATS THKAH
Hapymenna Ha HHKOHTHHERIIMA Ha
6n.OpennTe H ypHHA
NHXOYHHETE NLTHIMA 3aabpxade HAa ypHHA
CepeTouBNS CEBLP3ANE ¢ CHHIpOM Ha oOTHeMaHe
OpemennocTTa, npH HOBOpOAEHM (BK.
poxoBag H TouKa 4.6)
HOCEPOAOBHE NEPHO],
Hapymenns Ha IpEanu3LM
PeUPOXYKTHBHATA
CHCTEMR H I'sPAHTE
O6mr smapymemsEs H | YMopa Hapymenus B
epeKTH HA MICTOTO HA TepMOpETyIaLHATa
OpRIGKEeHES (HampuMep XHNOTEPMHA,
THPEKCHA )
Bonka B repaHTe
Tlepudepen oTok
Hacaeasanns TopmneHa KpLBHA 3aXap
TToBumen ITTHKHPaH
XEeMOrobHH
Dayxryauus Ha
KpbBHATA 3aXap
IToBMimeHa KpeaTHH
dochokunaza
Onpcanrie Ha WIGDAHY HEXKENAHA PEAXIIMA

Excrpanapamugas camoromn (EPS):




Wusodpernun

B npoxnmiutento, 52-CeAMWYHO KOHTDOHMPAHO MPOYYBaHE, NP NaOHEHTHTE Ha JICYCHHC ¢ APHITHIPA3ON
KaTo W10 ¢ HabmonasaHa MO-HACKA 9ecTOTa (25,8%) Ha EPS, BKMOYMTENHO NAPKHHCOHH3LM, aKATHIMA H
JWCKHHE3HS, B CPaBHEHHE C NAlHEHTHTe Nekyeand ¢ xamonepupon (57,3%). Ilpd nmpoawmxurenHo, 26-
CeMHMHO, TUIALEe60-KOHTPONIHpaHO Tpoy4BaHe, uecroTata Ha EPS npH nauWeRATHTE HA JedeHKE ¢
apurmpazon € 6una 19% u ceorserno 13,1% npr nmaumeHTHTE OT rpynara Ha mwauebo. B apyro 26-
CEAMHYHO KOHTPOJIHPAHO NIpOy4Bane, yectoTata Ha EPS npH nalMeHTHTe HA NeYende ¢ apummmnpason ¢ 6una
14,8% u croreeTHO 15,1% NpH NauHeHTHTE HA NIeTeHHE C OJIAH3AITHH.

Manuiinu enuzo0u na bunonspuo agexmusno pazcmpoiicmeo — B 12-ceAMAYHO KOHTPOMHPAHO MPOYy4BaHe
gecrotara HA EPS e 6una 23,5% npd naumeHTHTe Ha NIedcHHe © apHnMnpason # 53,3% npH nanMeHTHYE Ha
AetueHRe ¢ xanonepuzon. B apyro 12-cemuano npoyusane Yecrorara Ha EPS e Ouna 26,6% npu nanpenTHre
Ha JICueHHe ¢ apununpazon ¥ 17,6% npu naupeHTUTe Ha neyenne ¢ aiTHiL IIpH apirocpovHara 26- cegMuaHa
nojmbpxama ¢gala Ha nnanebo KOHTPOIMpaHo NMpoyuBaHe, YectoTara Ha EPS npn naupeHTHTe Ha JIedeHMe ¢
apunEnpason ¢ 6una 18,2% u 15,7% npu naunenTHTe 0T rpynata Ha rualebo.

Axamicus

B nnauefo KOBTPONHPaHH NPOYIBAHHN, YECTOTATA HA AKATH3MA NPH NALMEHTH ¢ GMIIONAPHO PA3CTPOMCTRO €
6mna 12,1% npm nexypamwre ¢ apunmmpason H 3,2% npu rpynara Ha mianefo. Ilpn naupenTHTe C
IMA30¢peHHd 9ecToTaTa HA akaTH3us e Gmna 6,2% nph nexyeatsure ¢ apumanpason H 3,0% npu rpynara Ha
mranebo.

Hucmonun-peaxyus, cevpssana ¢ 1exapCMEeHUR KAAC:

CHMOTOMHMTE HA THCTOHMS, YASDKEHH a0HOPMHH KOHTPaKUMH HA MYCKYJIHM IDYNH, MOXKE Aa C€ TIONBAT NpH
YyBCTBHTEIHH MHIAMBHIH MO BPEME HA NThPBHMTE HAKONKO JHH Ha JedeHHe. CHMIITOMHTe Ha AMCTOHMS
BKMOYBAT CIIA3LM HA BPaTHMTe MYCKY/IW, IOHAKOTA IPOTPEecHpAlll A0 CTATAHE B I'BPJIOTO, 3TPYAHCHO
Npermbilale, 3aTPYAHEHO OHINAHE W/HAH MPOTPY3HA Ha €3HKA. BuOpexs 4e Te3H CHMITTOMH MOXE Ja ce
NOABAT H NIPH HUCKH JIO3H, T C€ NOSBABAT II0-YECTO H €4 MO-TEXKKH NPH NO-MOUIRHTE M IPH NMPHIAraHWTe B
I0-BHCOKH /103H AHTHIICHXOTHIM OT ITBPRO MokoneHue. [IoBRIIeH pHCK OT OCTpa AMCTOHHA ce HaGmonasa nmpu
MBXKETE H MPH NIO-MIIAINTE BE3IPACTOBH IPYTIH.

Hponaxmun
B KnRHHHYHH NPOYYBAaRHA 32 CAOOPEHHTe MOKA38HMS ¥ B MOCTMAPKETHHIOBHA NEPHOJ, IIPH M3MON3BaHE HA

APHMHNPA30oN ¢¢ HAOMOAABA KAKTO YBEMMYEHHEe, TAKA U HAMANCHUe HA CePYMHHSA TIPOJAKTHH, B CPABHEHHE C
H3XOJHOTO HMRO (TOMKa 5.1).

JIabopamopu napavempu

Ilpa cpasHeHHETO Ha apuTIHApa3on B AnaneGo, o oTHOEHKE HA OpOs NALMEHTH NPH KOKTO ¢a Hab/MmonaBaHM
KIMHWYHO 3HAYHMM NIPOMEHH B DYTHHHHTE naGopaTOpHH M JMITMIHHTE NapameTpH (BX. Touka 5.1), He ca
HabMONABAHM KJIMHMYHO 3HAYMMHM pa3mwund. [lopumasane Ha CPK (kpeatHnun docdokmHazara),
00OHKHOBEHO MPEXONHO H ACHMITOMHO € Habmonasano npu 3,5% OT nanMeNTHIe Ha JIeYeHHe C APUIATIPA3OI,
B cpasHenne 2,0% oT naimmeRTHTE Ha IWaneto.

Ienuarpyasa monmynaum:

Husodhpenun npu ronowu na u nad 15 200w

B kpaTkocpouHO KIHHHYHO Ialefo-KOHTPONMHpato mpoyysaHe Ha 302 roHomu (Ra Bw3pacT 13-17 rogunn) ¢
MA30PPCHHA, 9eCTOTaTa M BHAA H8 HEXKENAHHTE peakUHM ¢a noJo0HH Ha HaOmonaBaHMTe NPH BE3PACTHH
MAIMEHTH, ¢ M3KIIOYCHNHE HA COETHUTE HEXKENAHW CHOMTHA, KOWTO ca HabmonaBauyd no-4ecTo NPH KOHOIM,
MpHEMAIIE NCPOPATHO apUIUNpasoil (M NMO-YeCTC B CpaBHEHWE ¢ IUIane(0). COMHONEHTHOCT/CeZaIMA U
CKCTPANMpaMMIHH HAPYUICHHA Ca JOKJNANBAHH MHOro uecto (> 1/10), xcepocrommsa (cyxora B ycTara),
MOBUIIEH ANIETHT M OPTOCTATHYHA XHTIOTOHMA €A AOKIaTBaHK Yecto (= 1/100, < 1/10).

Npodmurer Ha GezonacHoCcT B 26-CeNMUTHO, OTBOPEHO PAsIIHPEHO W3IMTBAHE © non i Ve



TIpodumeT Ha Ge3omacHOCT B 26-CEOMUYHO, OTBOPEHO PA3LIMPEHO WINHTBaHe € noaobeH Ha mpodHna Ha
GesonacHoCT HA Kpamkocpouno, nnaneGo-koHTpoympano mpoywsase. IlpodmmsT Ha GesonacHocT Ha
TBATOCPOTHO, ABOMHO-CAANO, Mmane(o KOHTPOAHpAHO NpoydBaHe € CBIIO CXOJEH, ¢ M3KMOYeHHe Ha
CTEqHUTE PeaKIHH, KOHTO C¢ ChODIABAT NO-4€CTO, OTKONKOTO NPH NMEAMATPHYHH [ALMEHTH, MPHEMAIIM
mnauelo: 9ecTo ce ¢hoOmaRa 3a HaMaNABAHE HA TEITIOTO, MOBMIUTABAHE Ha MHCYNHMHA B KPBBTA, apUTMud ¥
sieekonienns (>1/100, < 1/10).

B 36pana ronomecka nonynaima ¢ muzoppenns (13-17 rogues) ¢ eKcno3Hipd A0 2 FOAHHM, ciiydalite Ha
HHACKH CEPYMHH HHBA Ha NPOJIAKTHMH NPH IOHOIIH OT XEHCKH non (<3 ng/ml) u or MExau non (<2 ng/ml) ca
61m cLoTBETHO 29,5% 1 48,3%. B Mnagexkara (13-17 roannu) nomyxaims ¢ MH30PPeHns, ¢ EXCIIOHIHA Ha
apunmnpazon or 5 Ao 30 mg B NPOABDKCHHE HA 40 72 Mecelia, CIYYaHTe HA HHCKH CCpyMHM HHMBa Ha
nponaxTHH apu xennte (< 3 ng/ml) u Mexere (< 2 ng/ml) Guxa crorseTHO 25,6% K 45,0%.

B aBe AWITOCPOUNM NpOyuBaHMs MpH roHomM (13-17 romunu) ¢ mmodpeHss W MawHeHTH ¢ GunonspHo

PA3CTPOICTBO, JICKYBAHH ¢ ADMITHNPA30]], YSCTOTATA HA HHCKH CEPYMHM RHBA HA NPOJAKTHH IpH eHH (< 3
ng/ml) 1 MBxe (< 2 ng/ml) e crorBeTHO 37,0% U 59,4%.

Manuiinu enuzodu npu Gumonapro agexmusno pascmpoticmso mun I npu 1onowu na 4 #ao 13 z00unu
YecTOTATA H THNA HA HEXENAHHTE NEKAPCTBSHH PEaKIMK IIPH Y0HOIIH ¢ SHIIONApHO adeKTHBHO
pascTpoiicTeo Tvn | ca moAoOGHH Ha Te3H TIPH BEIPACTHH, ¢ HIKIFOUCHHE Ha CTEMHHTE. MHOTO YeCTH
(= 1/10) comronertrocT (23,0%), excrpanapamMuaHo Hapymienne (18,4%), akamsus (16,0%) u
ornagaanoct (11,8%); wectn (> 1/100, < 1/10) Gonka B ropuara abnoMpuHanHa obnact, ysenHyeHne
HA CHPAEYHATA YECTOTA, YBEMHYABAHE HA TEFNOTO, MOBHIIEH aNeTHT, MyCKYTHO NOTPHIBayE H
JHCKHHE3HSA,

ChefHHTE HEXENAHH IEKAPCTBEHH PEaKIMy ¢a HMAITH BEPOATEH JIO303ABHCHM :
EKCTPANMpaMHIHO Hapymenve (Che cnegnara uecrora 10 mg, 9,1%, 30 mg, 28,8%, mlalleﬁo 1,7%);
H akaTH3Ha (Che cnemnarta yecrora 10 me, 12,1%, 30 mg, 20,3%, mwiauebo, 1,7%).

CpeAHHTE NPOMEHH B TEJIECHOTO TEIO NMPH I0HOIH ¢ Gunonspro adexTHRHO pascTpolicTeo THI | HA
12-Ta 1 30-Ta cenMuma 3a apumanpason ca 2,4 kg 1 5,8 kg 1 npu nane6o croreetho 0,2 kg n 2,3 kg,

Tlpu neAATPUYHATA NI0ITYAAUHA, COMHONEHTHOCT H OTIIANHAJIOCT €a HabJIoAaBARY MO-4eCTO MPH
TAMEHTH ¢ GHNONAPHO PA3CTPONCTEO OTKONKOTO MPH NALMEHTH ¢ MM30QpeHNEA.

IIpu neauarprunara GunonspHa nomynaums (10-17 ronusm) npH excrosuuma 2o 30 ceamuim,
qecToTaTa Ha HHCKH HHBR Ha MIPOSIAKTHH B CEpyMa IIPH HHAMBHIM OT XKEHCKH nod (<3 ng/mi) u
HHOHBHAH OT MBKKH 1o (<2 ng/ml) e Guna croTeTHO 28,0% H 53,3%.

C’bOﬁM& Ha NOJO3NPAHN HEMENAHH DEAKIIMH

CpofinaraneTo Ha NOMOIUPAHH HEXKENIAHH PEAKIKN Ccllef, paspellaBaHe 3a ynoTpeOa Ha AeKapCTBeHMA
TIPOAYKT € BaxkHO. TOBA NO3BOMNBA 1a NPOALDKH HAOMOAESHHETO HA CHOTHOMIEHHETO MON3A/PHCK 38

nexapeTBeHMs npoaykT. HexenaHWTe peakiMH MOke fa GbaaT choOmeHn JHpeKTHO qpes:

HameiiaBTenya areHUps no nexapersara (MAJT):
yi1. ,,JJamsaun I'pyes” Ne 8

rp. Codua 1303,

Tem. +359 2 8903417

en. noma: bda@bda.bg
yeGcaitT: www.bda.bg
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HIHALN ¥ C MH
B wIMHWYHA NPOY4BAHUA ¥ OT NOCTMAPKETHHIOB ONMT € YCTAHOBEHO, He Cy4alHOTO M/

GpeAo3HpaRe CaMO ¢ GPHMHAPAa3oi NpH BE3PacTHH DNALMCHTH, 33 KOWTO € CuOmEb./ue
npHGIH3HTENHO 03M N0 1260 mg, e e noeeno ao aransu nocnemmm. Habmonge@pm




DPH3HALI M CHMITTOMH OT MEIMUMHCKA FIeJHa TOUKa, BITOYBaT He3cpHHE, IPeXoaHa 3aryba Ha Ch3HAHNE H
EKCTPAIHPAMITHN CHMITTOMR,

evueHre NIpH 03 e

JlewenieTo NpH NpeAO3HpaHe, TpaOBa A BKITIOMBA MOAXBPXKAINC JICYEHHE, OCHTYPABAHE HA IPOXOJHMH
IMXATEIHH THFTHINA, OKCHI'CHALMA M BEHTWIAIMMA, KAKTO H HA3HAYABAHETO HA CHMITTOMATMYHO JEYeHMe.
Tpabra fa ce KMa (PEABHR BEPOATHOCTTA OT YNOTpeGaTa HA HAKOJIKO JiekapcTRenM npoaykra. ETto 3amo ¢
HeoOXo/MM He3abaBeH KORTPOJ HAa CHPACYHO-CHAOBATA CHCTEMAa H BKIKOYBAHETO HA HENPEKBCHATO
eNEKTPOKAPHOTPadCKO MPOCASANBAHE 32 YASBAHETC Ha BH3MOXKHA apHTMuS. IIpH BCAKO NOTBBPACHO WM
[ON03UPaHO MPEAo3HpaHe ¢ APHITHIPA3ON € HeoOXOMHMMO NOCTOSHHO MPOCeAABaHe HA MALMEHTA A0 HETOBOTO
THIHO BB3CTRHOBABAHE,

AxtuseH BuraeH (50 g), mpunoxeH Ao 1 yac cnex NpHeMa Ha APHIMNpPa3o), HAMANABA Crax HA APMITAIPA3ON ©
okono 41% u AUC ¢ okono 51%, koeTo npeanonara BH3MOXKHOCT 34 JIEYEHHME HA MPENOIHPAHETO ¢ AKTHBEH
BBIJIEH.

Xemonuanusa

Bropexs ue HIMA JAHHH OTHOCHO e(PEKTA HA XeMOAMAIIHIATA [TPH JICHYCHHE Ha MPECAOIHPAHETO ¢ APHIIHIIPA3ON,
He C€ OYAKBA XeMOJHAIH3ATA a4 ¢ OKAXKE MOAe3Ha B TO3H cnyqa!‘i, THi Kato ApHIMIHNPAa30) ce CERLP3BA BHB
BHCOKA CTEIICH C IU1a3MEHHUTE NIpOTCHHH.

5. @®APMAKOJIOTHYHH CBOHACTBA
5.1 PapmMaxogEEAMBETHE ¢BolHcTBA
PapmaxkoTepaneRTHHHA rpyna: Apyry avTuncuxotdiy, ATC xon: NOSAX12

MexanuInpM Ha fAelicTBHe

Ipenrionara ce, ue eeKTHBHOCTTa HA apuNWmpason npu lsodpeHns H OumnonspHo a)eKTHBHO
pascTpoiicTBO Ce IOBDKM HAa KOMOMHAIIMSTA OT Y4CTMYEH ArOHM3BM CNpAaMo jonaMuHoBure D2 H
ceporonnHoBHTe SHTla peuermrrop H AHTaroHM3BM cnpsMo ceporoHumoeure SHTZa peuenropu.
ApHNMIIPa30/ ApOABABA AHTATOHACTHYHH CBOHCTBA IpH JKHBOTHHCKH MOIE/MH C JONAMHHEPrHYHA
XHIIEPKTHBHOCT H 8TOHHCTHYHH CBOHCTBA NP XXWBOTHHCKH MOJIENH C JIOTIAMHACPrAYHA XHIOAKTHBHOCT.
ApHImTIpas’on Nposssea BUCOK aQHHHTET HA CBLP3BaHE in vitro ¢ nonmamuuoBHTe D2 M D3, ceporonunors
5HTla u 5HT2a peuenTopH ¥ ymepeH abuuurer cnpamo AonaMuHoBHte D4, ceporonunoerTre SHT2c #
SHT7, andal -anpenepruqnure ¥ H1 XHcTAMHHOBH peuenTOpH. ApHIHOPa30N NPOABABA H YMEPEH aHHMTET
KBbM MECTATA HA OOPATHO MOEMAHE HA CEPOTOHHH M HE3HAYMTYENCH eeKT KbM MyCKApHHOBHTE PELETITOPH.
B3anMOAEHCTBHETO C APYTH PELICTITOPH, Pas/HYHE OT AONIAMHHOBHTE H CEPOTOHHHOBM MOATHIIOBE, 00ACHABA

HAKOH OT APYTHI¢ KIHHIIHH e(eKTH Ha apHITHIIPasod.

Jlosr apurmmmpazon ot 0,5 mo 30 mg, mpHeMaHH BEeAHBX AHEBHO OT 3ApaBH A0OPOBOALM 32 NEpHOX OT 2
CEIMHLH, BOAAT AO A030-3aBHCHMO HAMANABAHE HAa CBEp3BaHeTo ¢ 11C-paxnonpma, cnemugmuen D2/D3
peLeTITOpeH JTHTaHf, B o0NacTTa HA ONAIMKATA W NyTaMeH4, YCTAHOBEHO ¢ MOMOINTR HA NO3HTPOHHA
€MHCHOHHa ToMorpadus.

Knnnung QQHKGGHOCT H GesonacHoCT

HIuzogpenun:

B Tpu kparxorpaiins (4 10 6 ceamMuin) wiaue6o-XOHTPOIHPaHH NPOYIBaHHS BMouBaly 1 228 Br3pacTHH
nanueHTa ¢ mMH30MpenHns, NposBABaIia ce ¢ MO3HTHBHM H HETATHBHH CHMITOMH, ApHIHYIPAa30] € MoKasan
CTATHCTHYECKH 3HAYAMO [O-TOAMO NIOA0DPpEnRHe Ha HCHXHYHHTE CHMITTOMH, B CpaBHEHHE ¢ ruiale6o.

APHUHITPa30/1 € eeKTHBEH [0 OTHOIICHHE A 3aNa3BaHe HAa KWIMHHYHOTO NoAobpenye
NIGUEHHE NPH BE3PACTHH MAUMCHTH, MOKA3AIM OTrOBOP MpH 3aNlOYBAHE HA JeuCHHETY
MPOYXBAHE C XATONCPHAON, OHPOS Ha NALHEHTHTE NIPH XOHTO OTTOBOPA CIIPAMO JIEKs
3a0a3M1 B NPONWDKEHHE HA 52-CeZAMMUM € CXOASH NPH ABETE IPyNH (apHIHmpasc




73%). Ilo orHomenne Ha Opod NMANMEHTH 3aBBLPIIMANA NPOYYBAHETO, MPH rpyNaTa Ha APHNHNPA30N TOH €
3HauHMTeHO no-ronsM (43%), B cpaBHeHHe ¢ xanonepupon (30%). Pesynrarure ot ckanure, H3NMOM3BAHH 33
npocjaengBaHe Ha BTOPMuHMTE KpHrepHH, skmouuTesnHo PANSS n Montgomery-Asberg Depression Rating
Scale noxa3BaT 3HaYHTENHO NOAOOPEHRE COPAMO XAJIONEPHON.

Npu  26-cepmuuno, M1aneGo-KOMTPOJMPAHO MpPOYUBAHE NPH CTaOWIM3YPAHK MAIHEHTH ¢ XPOHHYHA
IIM30PPeHEd, aPHIHNPA3IN € MOKa3al 3HAYHTENHO NO-roNAMO PEAyLHPAHE JECTOTATA HA NMPHCTHIMTE, 34%
IIPH IPYNIATa Ha apumMmnpason ¥ 57% npu rmauebo.

Yeenuuasane na meznomo:

B xrHBH9EH nNpOYYBaHAA, APHIHNDA3CJ HE € NOKA3a)l, 9€¢ BOAW A0 KIMHMYHO 3HAYHMO TOBMINABAHE HA
Ternioro. B 26-ceMuuno, ABOIHHO-CANO, MYITTH-HAHOHAIHO, CPABHHTEHO NPOYYBAHE ¢ ONAH3AIMHA npH 314
BB3PAaCTHH NALMCHTA ¢ MH30QPEHHS, B KOETO YBEJIHYCHHETO HA TETJIOTO € ITEPBHYHA KpaiHa Touka,
3HAYMTEIHO NO-MATKO NALMEHTH ca MMAamd Haii-Manko 7% YBeNHYEHME HAa TEMOTO, COPAMO H3XOJHHTE
CTOKHOCTH (HAnpHMEp YBETHUCHHE HA TETNIOTO ¢ Hakl-Manko 5.6 kg npu cpeaso wsxoano Terno ~80,5 kg) npn
rpynara Ha apurmmanpason (N= 18, win 13% ot oueHeHHTe NaLMeHTH), B cpasyenne ¢ onansanpH (N= 45, wm
33% ot ongHeHHTE NALIHEHTH).

JTunudnu napamempu:

Ilpa obo6men aHaMM3 Ha NWIMOHHTE NapaMeTpH OT IUIale(o KORTPOIMpaHH KNHHHYHH NpPOYYBAHHA ITpH
BB3DACTHH, HAMA JAHHW, Y€ APMITANPA30N NPHYHANBA KIHHWIHO 3HAYHMH NMPOMEHH B HWBaTa Ha oDmms
XonecTepon, Tpurmunepamare, HDL s LDL.

~Of XonecTepon: YeCTOTATA HA NPOMEHMTe B HMBara OT HopMamHH (<5,18 mmol/l) xem Bucokn (>6,22
mmol/l) e 6ina 2,5% npu apununpason u 2,8% npn wiane6o, a cpeaHATa IMPOMAHA OT HIXOJHO HHBO ¢ Ouna -
0,15 mmol/1 (95% CI: -0,182, -0,115) npu apunumpaszon 4 -0,11 mmol/l (95% CI: -0,148, -0,066) npu
naanedo.

~TpHrauMiepHy Ka IIaAHO: 4ECTOTATA HA IPOMEHMTE B HHBATA 0T HopMarHH (<1,69 mmol/l) xEM BHCOKH (>
2,26 mmol/) e 6una 7,4% npn apurmnpason u 7,0% npr mianebo, a cpenHara NPOMAHA OT H3XOAHO HHBO €
6una 0,11 mmol/1 (95% CI: -0,182, -0,046) npu apumamnpason » -0,07 mmol/1 (95% CL: -0,148, 0,007) npr
mane6o.

-HDL: yecToTara Ha MPOMEHHTE B HHBaTa OT HopMamuy (> 1,04 mmol/l) xeM HucKkH (<[,04 mmol/]) ¢ Guna
11,4% npn apymmanpason ¥ 12,5% npu mwiauebo, a cpemHaTa NpOMIRA OT HIXONHO HHBO ¢ 6Haa -0,03 mmol/l
(95% CI: -0,046, -0,017) npu apununpason # -0,04 mmol/1 (95% CI: -0,056, -0,022) nps nnanebo.

-LDL Ha rnmamHO: 9eCcTOTATA Ha NPOMEHHTe B HUBATa OT HOopMalHH (< 2,59mmol/l) keM BHcokd (> 4,14
mmol/1) e 6una 0,6% npu apummanpaszon & 0,7% npwr mwiane6o, a cpesinaTa NPOMAHA OT H3XOAHO HHBO € 6una -
0.09 mmol/l1 (95% CI: -0,139, -0,047) npr apurnnpazon u -0,06 mmol/l (95% CI: -0,116, -0,012) npu
wianeGo.

Hponaxoum

Husara Ba NpONakTHH Ca OLEHABAHH BHB BCHUKH ITPOYUBAHHA 38 BCHMKM J03M apunumpason (n=28,242).
Cryyaure Ha XMIepnpONaKTHHEMHA HWIH YBE/IAUABAHE HA CCPYMHHS NMPONAKTWH NpH MNALMEHTH, JIEKYBAHH €
apurmampason (0,3%) ca pasan Ha ez npH mwianeSo (0,2%). [Ipy nallmeBTH, KOMTO MPUEMAT apUITHIIpasoll,
ME/IMAHATA HA BPEMETO N0 HACTHNBAHE Ha edekT ¢ 42 aHu, a MeHaHATA Ha MPONRDKUTCIHOCTTa Ha edexTa €
34 ppm.

CiyyanTe Ha XHDIONIPOJAKTHHEMHA WIH HAMANMBAHC HA CEPYMHHA NPOJAKTHH NpPH NALUMEHTH, JICKYBaHH ¢
apunumpazon, ca 0,4% B cpaehenwe ¢ 0,02% npu naumeHTH, NeKkyBaHW ¢ nuaue6o. IIpH nanpeHTH,
TIOMy4aBAINA apWITMIIPA30ll, MeJHAHATA HA BPEMETO NO HACThiBaHe Ha odexr ¢ 30 nuM, a MeAwanaTa Ha
NPOIBLDKHTENHOCTTA Ha eexra ¢ 194 npm.

Manuimy enuzo0u npu bunorapro apexmusno pascmpoiicmeo:

B nse 3-cemvuann nae6o KOHTPOJIMPAHH M3NHTRAHMA HA MOHOTEpANNS ¢ NPOMEHIHBH JO3H NPH NAUMEHTH
¢ MaHHEH WiIH CMECEH ¢IM30[ Ha OMIONApHO ateKTHBHO PACTPONCTRO apMITHIIPa3o) € MoKa3an Mo-BHCOKA
eduxacHOCT cpaMO MiaueGo Npu HaManApaHe Ha MAHWHAHHTE CHMITTOMM 32 3 CeJIMHIH. :

B enHo 3-cepmuuHo mnaneGo KOHTPOMHPAHO HIAHTBAHE HA MOHOTEPANHS ¢ PUKCHPAHA )
MAHVIEH WIH CMECeH efIu30]i Ha GHnONAPHO adleKTHBHO PascCTPOHCTBO APHIMNPAlON HE 4
e(MKaCHOCT cripaMo Taneso. 1



B npe 12-ceqMHuHM, KOHTPONMPAaHH C WiaLe(O H AKTHBHO BEIIECTBO, MRMHTBAHHA HA MOHOTCpPAIHA NIPH
MALHEHTH ¢ MAHMEH WIH CMECEH enu3o] Ha GHnonApHO adeKTHBHO pa3cTpoHCTBO, CHC HIHM 6€3 NCHXOTHYHA
CHMOTOMH, APHNHIIPAION € NOKAZAN 0-BHCOKA eMKACHOCT CIPAMO Maneto Ha 3-1a CeaMHUA # TORRBPKAHE
Ha e(heKT CpaBHMM C JIATHI WM Xanonepuaos, Ha 12-ra ceaMuiE.

ApPHIHIIPA3ON € MOKA3AT H JOCTHTAHE HA CHMITTOMATHYHA PeMHCHY HA MBHUATA Ha 12-Ta CeAMHLIA NPH 4ACT
OT NAXHEHTHTE, CPRBHAMA ¢ Ta3H NPH JINTHH H XAJONCPHAON.

B enHo 6-ceaMuuno TTauebo KOHTPONHPAHO H3MATBAHE NPH NAIMCHTH ¢ MAHHEH WA CMECEH €MH30J Ha
6HonApHO adeKTHBHO Pa3CTPOHCTBO, CHC WIH 03 NCHXOTHYHH CHMINTOMH, KOHTO JaCTHYMHO He C€ NOBTHABAT
OT MOHOTCPaIAS ¢ JTATHH MM BaIPOAT MIPH TEpaNeBYHUHH CEPyMHH HHBA 3a 2 ceqMMilH, NoGaBSHETO Ha
APHIMOPA3ON KATO AMOBAHTHO JICUEHHE € JOBEJIO 10 MO-BHCOKA eHKACHOCT IpH HAMANABAHE HA MAHHHHHTES
CHMITTOMH B CPABHEHME ¢ MOHOTCPATHATA ¢ NHTHI HIIH BANIIPOAT.

B eano 26-ceqMHIHO Maneb0 KOHTPOIHpAHO H3MKTBAHE, CHC 74-CEAMMYHO NPONRDKEHHE, NMPA MAHMAHY
MAUHEHTR NOCTHTHANIH PeMHCHA ¢ APHITMIIPA30M No BpeMe Ha cTabumzaunonHaTa ¢asa npefd paHAOMH3aLNA,
ApMITMTIPA30N1 € FIOKA3al TPeBBLIXOACTBO HAx mianebo 3a npeforsparapaHe HA OHIONADHM PELMAMBH,
MPeAMMHO 33 MPEAOTBPATABANE HA MAHHA, HO HE € MOKa3a1 NPeBh3XOICTBO HaA INanebo 3a NpenoTepaTABaHe
HA peLHBHTE HA ACTIPECHS.

Ipr emno 52-<ceAMHMYNO WIALE00 KOHTPONMPAHO H3MMTBaMe, NPH NAIMEHTH C OwnondpHo adexTHBHO
pascTpoiicTBo TH [ ¢ HACTONI MAHMEH WM CMECEH €NH30[, KOHTO ¢a HOCTHIHAMH cTabhnna pemucns (Y-
MRS u MADRS o6m ckop < 12) Ha apummunpazon (10 mg/auesno po 30 mg/menHo), AobaBeH KM JIHTHI
WM BRJANPOAT 38 12 MOCNEAOBATENHN CeMMLM, NOOABCHMAT APUITHIPA3ON € MOKA3a/l MPEBL3X0ACTBO CIPAMO
mnane6o ¢ 46% NOHW:KEH PHCK NPM NpeBeHllks Ha OHIoNApeH permuus (koeduumenT Ha prck 0,54) 1 65%
NOHIDKER PHCK NMPH MNPeBeHLHS Ma PSIAAMB Ha Manua (koeduiment nHa puck 0,35) cnpamo pobaseHoro
miauebo, HO He € MOKA3al MpeBB3XOACTBO CIpAMO IvTauebo NMpH NpeBeHIMA HAa PEUMAMB HA JCHPECHS.
JobaBeHHAT apUIMITPason € noKa3an NMPeEs3XoACTBO CNPAMO IU1ale(o B M3MEPHTENA HA BTOPHYHHA PE3yATAT,
CGI-BP ckop 3a TexecT Ha 3a0019BaHeTO (MagHA).

B ToBa M3nHTBaHE WIGpaHHTE OT H3CHEAORATE/INTE NALHEHTH ca OHIM Ha OTBOPCHA MOHOTEPANNS ¢ JINTHHA WK
C BaNTIPOAT, 32 /8 C€ YCTAHOBH YaCTHIHA NMIIca Ha oTToBop. IlatmenTire ca 61 cTabunusupanH 3a noke 12
NOCHEIOBATENHH CEIMMITE ¢ KOMOHHALAATA OT ApHIHNPA30 A CHINMA CTAOMIM3ATOP Ha HACTPOBHHETO,
CrabuiMaapaHiTe MAUMEHTH clieZl TOBa ca GHNM paHIOMM3HPAHM Ja MPOXBIDKAT CHINHA CTafHIH3ATOp Ha
HACTPOEHMETO ¢ ABOWHO3ACHENICHH ApMNMIpa3o] WM miauebo. YeTHpH noarpyns che cTaOMIM3aTOpH Ha
HACTPOCHHETO ca MM OllCHEHH B PaHIOMH3IWpaHaTa (ala: apUIMIpa3on + JIHTHHA; 8PHITATIPA30a + BANAPOAT;
mnane6o + nuruii; maneo + Bammpoar.

Crenenure no Kaplan-Meier 3a petiHane Ha 10304 H3 HACTPOCHHUETO 33 PAMOTO C NONTBJTHHTE/HA TEpanud ca
6unH cvorBeTHO 16 % 3a apemmunpazon + auTHii k¥ 18 % 38 apununpazon + BanmpoaT cpasHeHN ¢ 45 % 3a
ranebo + auriii 1 19 % 3a nnane6o + sanmpoar.

HennaTpyaHa nomyJsaiuds:
Ulusogppenun npu onoueu:

B 6-cenmuuno miaueGo-KOHTPOIHpao XIMHHIHO Npoyusane Ha 302 woHowH ¢ mazodpenns (13-17 rogunn),
¢ MO3HTHBHH W HEraTHBHH CHMIITOMHE, ADHIHIIPA3ON Ce CBHPIBa ChC CTATHCTHYECKH 3HAUMMO NoAoOpeHue Ha
[CHXOTHYHUTE CHMITTOMH , B CpaBueHue ¢ IianeGo. B nommpoyvrane Ha I0HONIH Ha BB3pacT MeXKy 15 1 17
roAMHY, NpencTasnspamu 74% OT U3CeABaHATAa TIOMYNALMA, NOANLpXkAHe Ha edekra ce HabmonaBa B
TIPOABIDKEHHE Ha 26-CEAMHTHO OTBOPCHO PA3NIHPEHO IIPOyUBaHe,

B exno 60- gc 89- cepmuMBO, PAHZOMM3HPAHO, ABOHHO-CNANO, 1aneo KOHTPONHpAHO MPOy4BaHE MPH
1oHOIH (0= 146; sBapact 13-17 rogunn) ¢ m3odpeHHs HMa CTATHCTHYESCKH 3HAWHMa PAINKA B J€CTOTaTa Ha
PeLIMME HA NICHXOTHYHH CHMITTOMH MEXXy rpynara Ha apunmmpason {19,39%) u Ta3n Ha mnauebo (37,50%).
ToukoBara ouenxa Ha xoedpupenta na puck (HR) e 0,461 (95% noeepurenen murepsan, 0,242 —- 0,879)
1aTa nonynaimi. B aHanisa Ha noArpynara Toukopata otlenka Ha HR e 0,495 3a naumseHT¢Te Ha BR3pAcT OT
13 no 14 romuum B cpasHeHne ¢ 0,454 3a naupeHTHTe HAa BR3pacT oT 15 jgo 17 rogwun. Brnpexn ToBa
onenkara va HR 3a no-miazara Bu3pactosa (13-14 roquan) rpyna He € TOYHA, OTPa3sBAHKHA No-MATKHA 6poi
NallHeHTH B Ta3H rpyna (apunumpa3on, n=29; niane6o,n=12) u NOBEPHTENHHAT HHTCPBAT 38 Ta3H OLCHK2
(eapupam ot 0,51 mo 1,628) He mo3BOMARA Ja Ce HAMPABAT H3BOMH 33 HAMHIHETO HA eeKT oL Aeus ayero. 3a

NO-BE3PACTHHTE NALASHTH.



Manuiinu enuzodu npu deya u 1oxou ¢ bunonspro agexmusuo pascmpoticmeo mun I
Aprnunpasost € macnefBad B 30 ceamudio, nnaebo KONTPONIHPAHO KIHHAIHO NPOYYBARE,
BKIDOYBAmO 296 aena u joxowmH (0T 10 no 17 ronunu), KOHTO ¢ NOKpHBAIH XpuTepyunTe Ha DSM-IV
3a GUNIONgpHO A¢EKTHBHO PascTpolcTBO THN | ¢ MAHWITHY HITH CMECEHH SNH308H Che WK Oe3
NCHXOTHYHA KOMIIOHEHTA K ca uManu Y-MRS pesynrar >20 nph n3xoanuTe Huga. CpeJl NalMeHTHTe
BKITIONEHH B ITHPBHYHHAS aHANHS 34 edukacHocT, 139 nauMenTa ¢a HMAH CHITRTCTBAINA JHAIHO3A
ADHD (cHrapoM Ha XHIIEPAKTHBHOCT C AethHImT Ha BHUMAHMETO). APHITHIIPA3ON € MOXA3aN
NPERB3XOACTEO B cpasHeHKE ¢ Ianebo 3a MpOMAHA OT H3XOAHHTE HUBA Ha 4-Ta H 12-1a ceMmia no
Y-MRS o6y pezynrar. B nocnensain ananns, nopoSpennero cnpaMo Iwianebo € No-H3paseHo npu
DIAIMEHTH Che CHITETCTRAA AuarHosa ADHD B cpasreHue ¢ rpynara 6¢3 ADHD, xpaero HiMa
pa3nyka crpsmMo naaneGo. [IpeseHumMATa Ha pelMAMBY He € YCTAHOBEHA.

Tabnuna 1: Cpenno nogobpenne cnpamo a3xoxaaTe sEea 1o YMRS pesyarar aa
OCHXHATPHIHR XoMOpORAROCT

HcaxuaTpRana 4-Ta 12-ma ADHD 4-1a 12-Ta
KoMOpGHAHOCT CeqMMLA CeHMHIA CeMHALIA CEAMMLA
APHITHIIPA3OJN 14,9 15,1 APKITAITIPA3ON 15,2 15,6
10 mg (n—=48) 10 mg (n=44)
APHUITHIPA3OT 16,7 16,9 APHIHAPA30N 15,9 16,7
30 mg (n=51) 30 mg (n=48)
Inanebo 7,0 8,2 Mnanebo 6,3 7.0
(=52 (n=47)°
Bes 4-1a 12-1a Bes ADHD 4-Ta 12-Ta
OCAXHATPHIHA cenMHLA ceaMHLR ceamMMLa ceMMLA
KOMOpORANOCT
apHTTHIPasoN 12,8 15,9 APMITHIIPA3ON 12,7 15,7
10 mg (n=27) 10 mg (n=37)
APHIIHIIPA3ON 15,3 14,7 apUNMIIPa3 o 14,6 134
30 mg (n=25) 30 mg (n=30)
IInaneGo (n=18) 9.4 9,7 Inaueto 9,9 10,0
(n=25)

2 n=51 ua 4-ra ceqMMIIA
b n=46 na 4-Ta ceMHLIA

Haii-qectre CHOHTHA CBBP3EHH C JISYEHHETO NpH NateHTH npremainy 30 mg ca eKcTpanHpaMuIHO
Hapymenue (28,3%), comHonenTnoct (27,3%), rnasobonue (23,2%) v rapene (14,1%). Cpegnoro
YBEJIMYEHHE Ha TErOTO 3a 30 ceammuyen nepuox Ha nedenne e 2,9 kg cpaeneno ¢ 0,98 kg npu
TIALHEHTHTE IpHeManH miauebo.

Pazdpasnumennocmn, cevpsana c aymuzem npy neduampuyny nayuenmy (Bx. Touxa 4.2)
ApPHIIMNPA3On € NpOoyYBaH MPH NAIMEHTH HA BB3pacT oT 6 g0 17 ropweu B e 8-ceamuinM, LtateGo-
KOHTPOIIHPAHH MPOY4BaHHA [€qHO ¢ rbBKaBa 203a (2-15 mg AneBno) n exHo ¢ duxcHpana nosa (5, 10 wm 15
mg JHCBHO)] H €1HO 52-CeAMHMHO OTBOPEHO NpoyuraHe. Jlo3MpaHETO B TE3H NPOYUBAHHKA € 3aNOTHATIO ¢ 034
2 mg JHERHO, YBENHMEHA 10 5 mg AHEBHO el e/Ha CeAMMIA H YBeIHYABAHA C IO 5 mg AHEBHO BCAKA
CeMHANA O JOCTHraHe HA TApreTHaTa Aosa. [loseue or 75% oT naigieHTHTE & nox 13-rojplina BB3pacT.
ApHIINPa3on € MOKASAT CTATHCTMYECKH 3HAYMMA [O-To/sMAa e(pHKACHOCT B cpaBHEHHE ¢ Iuiaueho no
nojcKanara 3a pasapasHuTeHocT Aberrant Behaviour Checklist. Brlipekn ToBa, KIHHMYHATA 3HAUYMMOCT Ha
TE3W OTKPHTHA BCE Oille He € ycraHobeHa, [IpoduntT Ha GesomacHOCT BRMIOYBA YBENHYABAHE HA TErIoTo H
MpPOMEHH B HHRATA HA IIPOJIAKTHH.

TIpOOWDKHTENMHOCTTA HA TE3HW ABITOCPOMHH MPOYUBAHMS € OrpaHMMeHa 10 52 ceamui. B usbpamn
TIPOYYBAHRA, CITyYaiiTe HA HECKH HHBA HA TIPONAKTHH TIPH HHIMBHAM OT XeHCKH nion (<3 ng/ml)
or MbxkH noi (<2 ng/ml) B rpyna Ha NAIMEHTH JEKYBAHM C 3PHITKIIPA30N € CHOTBETHO
258/298 (86,6%). B nnauefo-kxoNTPOINDAHH NpPOYUBAHHA, CPEHOTO YBENHUCHHME Ha T
rpynata Ha inaneGo ¥ 1,6 kg npu apurmmnpason.

ApHITHIIPA30JT CHIO € MPOYHBEH B ABATOCPOTHO AOLTHPRAMIO IIANe50 KOHTPONHMPAHO TIoE




Crnep crabunusnpane ¢ apHmanpason 3a 13-26 ceamuim (2-15 mg/mHeBHO), 94CT OT MALMEHTHTE CBC
CTa0HIHA NOKA3aTEIM ¢4 OCTAHAJIA HA APHITHIIPA30)L, & OCTAHAIHTE CA MPEMHHANH Ha NIanebo 3a ome

16 cepnvmm. Yectorara Ha perausute no Kaplan-Meier Ha 16-Tata ceamuna ca 35% 3a apunumpason u 52%
33 nianebo, karo Koe(HIMEHTA HA PHCKA OT pelEaHB 3a 16 cenqmuum (apunmmnpasos/mnaue6o) e 0,57
(CTaTHCTHYECKH He3HAYMTENHA panHKa), CpefHOTO YBEAHYCHHE HA TErVIOTO chej (asara Ha crabwmmsupane ¢
apunEnpason (o 26-tata cemmuua) € 3,2 kg, a Boe BropaTa (aza Ha mpoyusaHero (16 cexmuimM) ce
Habmonasa cpenHO yBenmdenHe or 2,2 kg 3a apunmnpazon B cpaBHenme ¢ 0,6 kg 3a mmaueGo.
ExcTpalHpaMUAHH CHMITTOMM C4 CHOOIMABAHM rNaBHO MO BpeMe Ha cTabwmmupamara ¢asa mpu 17% or
NaliHeHTHTE, KATO ¢ TpeMop <a 6,5%.

Tuxose, cevpzanu cve cunopoma na Tourette npu neduampirinu nayuenmu (axc. mouxa 4.2)

EjpukacHOCTTa Ha apHIHmpason € NpoyYeHa npH NeMATPHYHH INAI[HEHTH ChC cHHApoM Ha Tourette
(apunEnpazon: 1=99, nnauebo: n=44) B eaHO PAHAOMM3HPAHO, ABOHHOCHIANO, IWIANEG0-KOHTPOMHPAHO, §-
CeAMHYHO NMpOYy4BaHe, H3NIOIZBAIIO TUIAHOBA IPYNIA 33 JieyeHHe ¢ (UKCHpaHA 038 Bh3 OCHOBA HA TEMVIOTO H
FI030B AHAana3oH oT 5 mg/laen zo 20 mg/aeH NpH cTaproBa a03a oT 2 mg. IlankesTHTe ¢a Ha BB3PACT OT 7 N0
17 roauMHu U MOKA3BAT Cpe/IHA oleAKa 30 o MoXasaTeNHTe 3a o6IA OLEHKA Ha THKoBeTe no Meiickara ckand
3a obma Texecr Ha THxoBete (Total Tic Score on the Yale Global Tic Severity Scale, TTS-YGTSS) npn
Ha4aJdHOTO HHBO. ApHIIMKpason Nokasa moaoGpenue ot 13,35 Ha nokasarenwre mo ckanata TTS-YGTSS
CNpAMO HAMAHOTO HHBO A0 ceAMHIA § 3a rpynata Ha HHCKa Ao3a (5 mg wiH 10 mg) n 16,94 3a rpymara Ha
BHCOKa A03a (10 mg wmm 20 mg), B cpaBHense ¢ nogodpenre or 7,09 npu rpynara na mnauebo.

EdnxacHocTTa Ha apHNMNIpasos MpH MeQUATPHIHH NAHEHTH ChC CHRAAPOM HA Tourette (apunumpaszon: n= 32;
nnanebo: n=29) e olieHeHa CHINO NPH I'bBKAB 0308 AHANMAZ0H OT 2 mg Ao 20 mg Ha AeH H CTapTOBA 033 OT 2
mg B 10-CeaMHYHO paHAOMH3HPAHO, ABOHKHOCAANO, IWIAUCGOKOHTPOIHPAHO MpPOYHBAHE, NPoBeAcHO B IOxHa
Kopes. IlaunenTure ca Ha sp3pact ot 6 10 18 rogunu H moxasear cpeasa ouenka 29 mo TTS-YGTSS npu
Ha4antHOTO HHBO, ['pymata ma apHmmmpason nmokaspa nopobGpenme ot 14,97 no TTS-YGTSS cnpamo
Ha4aJTHOTO HHBO JI0 ceMANa 10 B cpaBHeHHe ¢ noxoOperne ot 9,62 B rpynara Ha 1uauebo.

H B npere KpaTKOCPOUHH H3ATBAHMYA, KIHHMYHATA 3HAYHMOCT Ha NOUIyYEHHTE JAHHH 33 e(HKACHOCTTA HeE €
YCTAHOBCHA, B3EMAHKH TPE/IBU] CTENCHTTa HAa NedeOHHA eeKT B cpaBHeHHe ¢ roleMmi mwiauedo edexr u
HEACHHTE e()eKTH OTHOCHO NMCMXo-coLHanHoTe Gynxiponnpase. JIMNCRAT ABINrOCPOYHY JAHHH N0 OTHOMIEHHE
Ha e(pHKACHOCTTA H DE30MACHOCTTA Ha APHITHIIPAZ0)] fIPH TOBA IPOMEHIHBO PA3CTPOICTED.

Esponeiickata areHims N0 JekapcTBaTa OTIAra 3aARKEHHETO 3a NPEJOCTABIHE HA PEIyNTATHTE OT
NPOYYBAHMATA C APHIHIPA30N B €[HA WIH NOBEYE MOArPYNH HA MEIHATPHYHATA AONYNALHAA NPH JNEUCHHETO
Ha um30dpeHns H GunonapHo adekTHBHO pa3cTPOCTBO (BXK. ToIKa 4.2 3a HHbOPMAIH OTHOCHO ynoTpeba B
NCOHATPHATA).

5.2 PapMaKOKHEETHTHH cBOHCTEA

Ab6copbung

Apunonpazoln ce abcopbupa ao0pe, KATO NHKOBH TIa3MEHM KOHICHTPAllHH CE€ TIOCTHIAT B PAMKHTE Ha 3-5
Haca clie]] NpreMa. ApHITHIPAa30JI IPETHPIIABA MHHHMANICH IIPEeCHCTEMEH METaGONHIBM.

AbGcomoTHaTa nepopanHa GHOHANMYHOCT mpH TabnerHaTa dopMa e 87%. Boratata Ha MasHHHM XpaHa He
NIOBR/IHABA (HapMAKOKHHETHKATA HA apHITAIIPa3Ol.

Pasnpenenenue
ApHIHTIpazoN Ce pasnpelesis B LCJHs OPraHH3bM, Kato obema Ha pasnpenenenue e 4.9 kg, nokaspam

€KCTeH3HBHOTO €KCTDaBACKYJapHO pasyupencicHue. IIpn TepaneBTHYHM KOHLICHTDAlMM, apHITMNPa3onl H
HEeXHAPO-aPHITHIIPA3O/ C€ CHBP3BAT ChC CEPYMHHTE IMPOTEHHH, NPEAHMHO ¢ albyMHHA, oeeye oT 99%.

bu OPM;

ce karamusupa or CYP3A4. Apumunpason ce pasnpesens MPERHMHO B CHCTEMHATS




CTALMOBAPHO CHCTOSHME, IEXHAPO-apHNIHIIPa3oi, KOHTO € aKTHBeH meraboaMT, npeacrasmaBa okono 40% or
AUC Ha apHIMOpa3o B M143MaTa,

Emmvunupane;
CpeHHAT eNHMHHALMOHEH TIONY’KHBOT Ha apuimmnpason e npuOmmsurenso 75 uaca npm 6Bpau
merabomiaropu Ha CYP2D6 1 okono 146 vaca npu 6asru MetaGomusaropn Ha CYP2D6.

Obuma Tesecen KIAPHAC Ha apurmmpason € 0,7 ml/min/kg, kaTo Toii ¢ npeauMHO YepHOApPOGEH.

Cnep egHOKpaTHa NepopanHa jo3a [“Cl-mapkuipan apununpaszon, okono 27% OT MPHETATa PAIHOAKTHBHOCT
C¢ OTKPHBA B YPHHATa, a oKoJio §0% B m3npakHeHusTa. [fo-Mamko or 1% OT HempoMeHEHHS APHITMIIPA3ON C&
€KCKPeTHpa ¢ ypHHaTa, 4 18% ce OTKpHBAT B H3NPAKHEHHATA B HEIIPOMEHEH BH]I.

DapMaKOKUREMUKA NPU CREYUATHY ZPYIU RAYUERMY

IlepuaTpHana nomynanms:

PapMaKOKHHCTHKATA Ha TICPOpaTHUS APHITHIIPA3ON H ASXHAPO-APHITHIIPA30Il NPH NeAUATPHIHH MIAIMEHTH HA
BB3pacT ot 13 go 17 roannn e nofo6HA Ha Ta3u NpH BE3PACTHH MAIMEHTH Cliell KOPHTHPAHE HA PAsTHKATA B
TEJIECHOTO TETNO.

IlarueHTH B YecKa BH3PACT:

He ca ycTaHOBGHH pas3itidig BLB GapMaKOKHHETHKATA HA APHIMUIIPA3ON HpH 3ApaBH ACOGPOBONIH B cTapUuecka
BB3PACT H NMO-MIAIH HHAHBHIH, KAKTO H HAKAKBH 3a0eiekHMM e(eKTH Ha BB3pAcTTa IPH HOMy/IAHOHHHA
¢apMaKOKHHETHYCH aHATH3 Ha NalHeHTHTe ¢ mmu3ogpeHns.

Ion:
He ca ycTaHOBeHH pasiHuMs BhB (apMAKOKHHETWKATa Ha aPHIMIIPA30N NPH 3APABH MBXKE H XKEHH, KAKTO H
HAKAKBH 3a0enexHMH edeKTH HA N0/a NpH NOMYJAMOHHMA (apMAKOKNHETHHIEH AHANM3 HA TIALHEHTHTE C

[IyimieHe H eCKH DaAKTOpH:
TlonmynamorHata ¢papMaKOKHHETHYHA ONCHKA HE € YCTAHOBHIA KIMHMYHO 3HAMMMH CBBLP3AHH C pacaTta Wik
IYIIEHETO PANTHIHA BBB (PAPMAKOKHHETHKATA Ha APHITHIIPA30I,

Br6peuHo YBpexkiaHe:
VCTaHOBEHO €, 4Y¢ apMakOKHHETHYHHTE CBOUCTBA Ha APHIMIIPA30M H AEXHAPO-APHITHIIPA3ON IPY TALMEHTH ©

TEHKKO G’LGPC‘IHO 3abonaBale ca CXOJHH ¢ TE3H NpR MIaOH 3ApaBH HHAHBHIH.

YepHo HO aHe:

TIpu npoyusale ¢ AHOKPATHA 1038, IPH NALMEHTH ¢ PA3THYHA CTENEH HA YepHOApoOHa umposa (Child-Pugh
Classes A, B, and C) He e ycTaHOBeH 3HauMTeneH e(eKT Ha YEPHOAPOOHOTO YBpeXIAHE BBHPXY
thapMakOKMHETHKATA Ha APHITMITPA30] H JEXMAPO-aAPHITHITPA30J, HO B IIPOYYBAHETO ca OHIH BIJIIOYEHH CaMO 3
naupeHTa ¢ knac C uepHoapoOHa IHMpPO3a, KOETO € HEAOCTATHYHO 34 NMPABEHETO HA 3AKMOYEHHE OTHOCHO
TeXHMA MeTabOUIHTeH KanaluTer.

53 IIpeaxmenvan Zannad 38 Gezonacnoct
Hex/MHHYHHTE JAHAH HE NOKa3BaT 0COGEH pHCK 38 X0opa Ha GazaTa HA KOHBEHITHOHANHMTE GapMaKONIOrHIHH
TpOyYBaHUA 3a 6€30MacHOCT, TOKCHIHOCT NPH MHOTOXPATHO MPHNATaHe, TeHOTOKCHYHOCT, KAPLMHOTEHEH

NOTEHIHAN, PENPOAYKTHBHA TOKCHMHOCT H TOKCHYHOCT 33 PA3BATHETO.

3HAYMMH TOKCHKONOTHYHH ethekTH ca HabMOAaBaHM €AMHCTREHO IPH AO3H MIIH SKCTIO3HILHA, npenmnananm

(nEmodyCliMH NHrMEHTHO aKyMY/IHpaHe - WHIH 3aryﬁa Ha napenxnmm KJeTKH) I
CeAMHYHO NMpHIOXeHHe Ha Jo3H ot 20 ao 60 mg/kg/nnerHo (3 mo 10 mern cnpmq



AUC npH MaxcHMaNHaTa IMpenophyaHa 0328 NPH YOBEK) H NMOBHINABAHE YECTOTATA HA AJPEeHOKOPTHKATTHHTE
KAPUMHOMH H KOMOHHRPAHHTE AAPEHOKOPTHKATHH aA¢HOMH/KADIIHHOMH TIpH JXEHCKY ILTbXOBe, 1IPH A103a

60 mg/kg/auesno (10 memi cpaMo cpeaHa craimpoHapsa AUC npH MakCHMMAIHATA NPENOpLIaHa A03a IpH
yopck). Haji-BMCOKATA HETYMOPOTGHHA €KCMO3MIMA NpPH JKEHCKH IUTHXOBE € HaZBUIABANTA 7 MHTH
€KCIIO3HIHATA Ha NPeNophYaHaTa [03a IpH Xopa.

JomenanTenHO € HAOMOAABAHA M XONEETHA3A B Pe3yNTaT Ha NPELHITHTHPAHE HA CYN(ATHHTE KOHIOraTH Ha
XHIPOKCHITHpAHHTe MeTalONMTH HA apHHNpPa3oN B XOUTEYKATA HA MAHMyHH Cliell MHOTOKPaTHH NEPOpPAIHH
nosu or 25 ao 125 mg/kg/muesro (1 a0 3 meTH cnpaMo cpeaHa cranponapHa AUC Ha MakcumanHata
OpenopsyaHa KIHHAYHA [o3a Biau 16 no 81 meTe MakcHManHaTa MpenopLyuaHa [03a NpH YoBeKa Ha Gasa
mg/m?). OcBeH TOBa KOHIEHTPAUHMTE HA CY/iQaTHHTe KOHIOFS8TH HA XMAPOKCH-APHIHMPA30/ B YOBEINKATA
AUTHYKA NMPH MAKCHMAIHATA AOMycTHMa o3a or 30 mg AHeBHO, He Ca moBede OT 6% OT KOHIEHTPALMHTE
YCTAHOBEHH B KTHUKATA HA MAUMYHH NnpH 39-CeaMITHO Mpoy4BaHe H Ca NOJX TexHUTe rpaHuIiM (6%) Ha in
vitro pasTBOPHMOCT.

Tlpu MIAJH ITEXO0BE H KY4€T4, TOKCHUHOCTTA Ha aDHITHIIPA30]l IPH NPOYBaHMA ¢ MHOPOKPATHO MpPHIAraHe e
CPABHHMA ¢ TOKCHYHOCTT MM BL3PACTHM JXMBOTHH, KaTo HE ¢a HAOMONABAMM HEBPOTOKCHYHOCT HIH

HeXkelTaHA edekTH, 3acaray pacTexa.

BB3 ocHOBA Ha pE3yNTATHTE OT MBIHHTE CTAHJAPTHH TECTOBE 334 TCHOTOKCHYHOCT, € YCTEHOBEHO, 1€

apHNMIPA30A He € reHoTokcHYeH. [IpH MpoyvuBaHHA BBPXY PeNpONYKTHBHATA TOKCHYHOCT € YCTAHOBEHO, Y6
ApPHITMIIPazoN He yBpexaa deprunsoctTa. KBeHa TOKCHIHOCT, BRIIOMHTENHO /1034 — 3aBHCHMA KbCHA (eranua
ocudMKANHA W BBHIMOXEH TepaToremen edekr e HabmonmasaHa NpH IUTBXOBe, NpPH NO3H BOAEM A0
cyGrepanesTHuIM KOHUEeHTpamuk (BH3 ocHoRa Ha AUC) M npy 3aifii, MpH J03# BOAEHH 10 KOHUEHTPALHH 3
H 11 mere crnpamo cpesHara AUC mpm JocTHraHe HAa CTalMOHAPHO CLCTOAHWE IPH MaKCHMAlTHATA
APENOPHLYBAHA /1038 B KIHHHYHATA NMPakTHKa. TOKCHUHOCT Ipy MaiikaTa ce NOABABA NIPH AOGH, NoaoGHU Ha
Te3H POBOKHPANTH KbCHA TOKCHIHOCT.

6. PAPMAINERTHYHA JAHHH

6.1 CaHchbk Ha NOMOIBATE BellecTBA
Manuton

KpocnoeupaoH (Pasmep na wactuumre: d90 < 60 p)
Kpocnoeuaon (Pazmep Ha gactaimre: d90 < 100 p)
Nosunon K 30

YeppeH xenesed oxcHy (E172)

Marnesues creapat

6.2 HecnBMecTEMOCTH

HenpunoxxaMo

6.3 Cpox ua roauoct

3 roquHn

6.4 Coensainy ycioBas B CoXpaHeHEe
Ja ce cbXpaHdBa HA MACTO, HEAOCTRHITHO 38 eLa.
Jla ce chXpaHsaBa B OPHrHHANHATA ONAKOBKA.

Ja ce crxpaHaBa noa 25°C.

6.5 Bug # chAbpkanne HA ONAKOBKATA

Al/Al Gmacrep
Exmmn 6mucrep chappxa 14 6pos Tabnerkn.




PAl

PasMep Ha onakorxute: 28 6poa TabnerkH (2 GmmcTepa).

6.6 Croenmaimm mpeAnaiIEH MepKH DPE HIXBELPASHE

HeM3nom3saHuaT NeKapcTBeH NPOAYKT HIH OTNagbYHHTE MATEPMATH OT Hero TpAGBa Jla ce M3XBBPIAT B
CHOTBETCTBHE C MECTHHTE H3HCKBAHHA.

T IIPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

HOBEJI ®PAPMA EOOJ

ya. ,,Oxonoepecren b1 Ne 36
rp. Codns 1415, Brurapns
Tem.: +359 2 962 62 80

dakc: +359 2 962 90 36

en.noma: info@nobelpharma bg
8. HOMEP(A) HA PAZPEIIIEHHETO 3A YHOTPEBA
PeructpammoneH Homep: 20160004

9, JATA HA NOBPBO PA3PENIABAHEMIOMHOBABAHE HA PA3SPEIIEHHETO 3A
YOOTPEBA

Jata Ha wspBO paspeinasaHe; 07 sHyapy 2016 1.
JlaTa Ha nocneaHO NOAHOBABAHE:

10. JATA HA AKTYAJIHIHPAHE HA TEKCTA
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