KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA



1. UME HA JIEKAPCTBEHUS [MTPO/AY KT

Aobu3on 15 mg TadbneTkn

Abizol 15 mg tablets ‘7/3 - yeIvisNa

Jd N5~ 2N
2. KAYECTBEH U KOJIMHMECTBEH CbC' AB 6 ¥ Q 7 19 -05- 202

Bcsika Tabnerka cuabpxka |5 mg apununpason (aripiprazole).
[ loMOLIHHM BelleCcTBa C U3BECTHO JIEHCTBHE!

Beaka tabnetka ot 15 mg chaspxka 110,55 mg MaHUTOT KaTo MOMOIIHO BEILIECTBO M XKBJT JKEJIE3EH OKCHII
(E 172) xaTo ouseTHTell.

3a MbJIHKUA CNHMCHK HA NMOMOILLHHUTE BellecTBAa BHKTE Touka 6. ).

- JIEKAPCTBEHA ®OPMA

Tabnerka
TabneTkuTe ca KPBIJIH, XBJITH, ¢ pellepHo H3oOpaxkenue ,,15* ot egHaTa cTpaHa Ha TabieTkara.

4. KJIUHUYHHU JAHHHU

4.1 TepaneBTHYHM NoOKa3aAHNASA i

AOH30J1 € MOKa3aH 3a JIeYeHNEe Ha [N30(peHMs NPU BLIPACTHU U IOHOLIW HA BB3pacT Hal |5 roauHmM.
AOH30J1 € MOKa3aH 3a JIeYEHHWEe HAa YMEPEHH [0 TEXKKW MAHUMHU ENU304d TIpH OMMNoJIpHO adeKTHUBHO
pa3CTPOMCTBO M 3a NMpeaoTBpaTsiBaHe HA HOBU MAHMUMHHU €11M30/11 MPHU NMALUMEHTH, KOUTO CTpAIAT NMPEeIAUMHO OT

MaHHUITHN €NMU3041, © YUUTO MAHUIHM €MU30IH CE MOBJIUEBAT OT JICYEHHE C APUITUITPA30JI (BXK. To4ka S5.1).

ADOH30J1 € 1oka3aH 3a JieueHue 10 |2 ceaMHLK Ha YMEPEHH [0 TEXKH MAHMHWHHM €MU30[H NpPH OHIIONISPHO
aheKTHUBHO pa3CTpPONCTBO TUI | npu 10HOWIM HA ¥ HaJ |13 roanHm (BXkK. Touka S.1).

4.2 J03HpoOBKa H HAYHH HA NMPHJIOKEHHE

Jlo3upoBka

Bw3pacmuu:

LTuzogpeniia:

[IpenopbuBaHaTa HavyanHa AHeBHA J03a AOwu3on e 10 mg win 15 mg, ¢ nogabpxkama aHeBHa go3a 15 mg,
MpuUeMaHa BeIHbXK JHEBHO, HE3aBUCUMO OT XPAHEHETO.

Abu3on e edpextuseH 1pu no3u ot 10 mg g0 30 mg gueBHO. He e HabmoaaBaHa noBUmeHa e()eKTUBHOCT TTPH
J103H T10-BHCOKH OT MpEnopbYBaHaTa JIHEBHA J03a OT 15 mg, BbOPEKH, Y€ NMPHA OTACIIHH MALHEHTH MO0-BUCOKHU
1034 MOXe Aa ObaaTt ot noJsza. MakcuMaiHaTa IHeBHa [103a He TpsA0OBa aa Haasuuiasa 30 mg.

Manutinu enuzoou npu bunonsipro aghexmusro pascmpoucmeo mun I

[IpenopbuBaHaTa HavasHa ao3a AOu3on e 15 mg, npunoxkeHa BeIHBK NHEBHO, HE3aBHCHUMO OT XPaHEHETO
KaTo MOHOTepanusa WM KoMOMHupaHa Ttepanus (BxK. Touka 5.1). [Ipn HAKOM NMaLMEHTH MO-BHCOKH 103U MOXKE
na 6saaT ot noyza. MakcumasiHaTa JIHeBHa [103a He TpsOBa 1a Haasuiuasa 30 mg.

IIpedomepamsieane Ha peyuousu Ha MaHUUHU enu300U NP OUNONSIPHO AGHeKMUBHO pa3cmpolucmeo.
3a npenoTBpaTABaHE Ha HOBH MAaHMMHM €MU300M MPH TIALMEHTH, KOUTO Ca MpHEMaJIi apuIMMIpa3ofl KaTo
MOHOTEpanus Wi KOMOMHHMpaHa Tepanus, JICYEHHETO MpOoab/hKaBa B chuiata /103a. Ilpomg




AO3UPOBKA, BKIIYHATCIHO HaMadIBaH: Ha A03ATq, Tpﬂﬁﬂﬂ A4 ce ODMHUIAT B 3aBUCHMOCT OT KIHHUYHOTO
ChCTOAHHC.

Ileouampuuna nonynayus.

HTuzodhpenus npu ionowu Ha u Hao 15 200urts 1 BL3PACMHN.

IlpenopbuBanara go3a AGuszon € 10 mg nveBi:), ApWIOKEHA BEAHDBAK [AHEBHO, HE3AaBHCHMO OT XpaHEHETO.
Jleuenuero TpsabGBa na ObAe 3aMOYHATO C i03a OT 2 mg (C apyIHOpa3oN NEPOPAIEH Pa3TBOpP) B NPOABIDKEHHE
Ha [Ba JHH, THTPHpPaHa 00 5 mg 33 Oomie /iga AHH A0 JOCTUTrAHE Ha MPEMOPLUNTENNHATA JHEBHA J03a oT 10 mg.
[Ipu HeobxoaMMOCT, NOCIEBAIIO MOBHINABAHE Ha AO3UTE TpsOna Ia Ce HAMpaBH ChC CTBIKH OT 5 mg, Oe3 Oa
ce HagBHINAaBa MaKCHMayTHaTa AHeBHa 4033 oT 30 mg (BX. Toyxa 5.1).

AGmion e edpuxacen npu mo3u ot 10 10 30 mg nmeesno. llpm wHOIM He e HabmMogaBaHAa MOBWINEHA
edukacHOCT MMPH SHEBHH NO3W TMO-BHCOKH oT 10 mg, BHIPEKH 4U€ HAKOW MAUMEHTH MOXE [Ja CE TOBIHAAT
OnarompHATHO OT M10-BHCOKHTE JO3H.

AOHN301 He ce MPENMOPbYBA 33 MAUWSHTH ¢ WH3opeHNs Ha BB3pacT 104 15 roamuy, nopagd OTCHCTBHE HA
NaHHY 3a 0e30macHoCT U epukacHocT (BXx. Toykn 4.8 © 5.1).

Manuiinu enuzoou npu bunonspro apexmusHo pascmpoucmso mun | npu lonowu Ha u Hao {3 coounu.
[IpenmoprunTennara mo3a Abuson e 10 mg npuera BeOHbXK JHEBHO, HE3ABHCUMO OT XpaHeHeTo. Jledenuerto
TpAOBa Oa 3ariovuHe ¢ 2 mg (ApUTIHTIPA30A NEpOpAiEH pa3TROP) 3a 2 IHM, TUTPHpa Ce A0 5 mg 3a oine 2 AHM, 34
Ia ce JOCTHTHE NpenopbYNTEIHATa JHEBHA 1034 0T 10 mg.

[TpoMBLIDKATENHOCTTA Ha NledeHHETo TpgOBa fa ¢ MUHHMAaTHaTa HeoOXoAHuMa 3a KOHTPOJT Ha CHMITTOMHUTE 0¢3
na Hagermaea 12 cemmuin. He e HabmoaaBaHo NoBHAINABaHE HA €(PHKACHOCTTA IIPH A03H No-BHCOKM 0T 10 mg
IHEBHO, a JAHeBHa 103a oT 30 mg ce CBbLP3BA CBC CBLIICCTBEHO MO-BHCOKA HECTOTA HA HEXENAHUTE
NIEKApCTBEHH PEakHUHH, BKAIOYUTENHO excmaﬁhﬂﬁﬂumm“ c{'ﬁﬁmﬁ'hl;"”“ COMHOJIEHTHOCT, OTNAAHANOCT H
YReJIMUeHUE Ha Ter1oTo (BX. Touka 4.8). Ilo Tasu mpranHa, no3m no-sHcoku oT 10 mg aueBHo Tpadea ga ce
MPANAratT B M3KTMIOUMTEITHH CITydau B NPH CTPUKTHO KIIMHHWYHO HabmoneHue (Bx. Toukn 4.4,4.8. u 5.1).
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Pazopaznumentnocm, cavp3ana ¢ aymusa:if;' L
BezomacHocTTa M eduxacHocTTa Ha AGi30a npu Ziela ¥ IOHOUI® Ha Bb3pacT 0o 18 roAMHH Bce Ol HE €
ycTanoseHa. HanudHuTe 10 MOMEHT2 JaHHKW ca OMMCaHH B To4Ka 5.1, HO He MoXe ga Obie HanpaBeHa
Mpenopbka Mo OTHOLIEHHWE Ha TO3MPOBKATA.

Iayuenmu ¢ wepHoOpobHo yepesicoane:

He ce namara xopekUms Ha fo3aTa NPH NAUHEHTH € JIEKO JI0 YMEPEHO TEXKO YepHonpobHo Hapymenue. Hsma
JOCTATHYHO NAaHHH, 3a Aa ObJaT HanpaBeHH IPENOPEKY OTHOCHO PEXXKHMA Ha JO3NpaHe NMPH NAUHEHTH C TEXKO
yBpeXxJaHe Ha 4depHHA apob. [Ipnm Te3m maumenTdn ¢ HeoOXOAHMO BHMMATENIHO OMNpPENEAHE HAa [O3aTta.
Bbnpexku TOBa, NpH NAllHEHTHTE C TEKKO YepHOoApoOHO yBpeXaaHe, MakcaManHaTa JHeBHA Ao3a oT 30 mg
TpabBa Ja ce NpHnara ¢ NOBUIIEHO BHMMaHHe (BXK. ToUka 3.2).

Hayuenmu ¢ 6v6peuno yapexcoane: )

He ce Hanara xopekuus Ha 0o3aTa NpH naiideH1d ¢ 6bOpeuHo yBpekaaHe.
Hayuenmu ¢ cmapuecka ev3pacm: "
He e ycraHoBeHa e(ekTHBHOCTTA Ha apUNMNpa3oN 3a JIEYEHHWE Ha IIM30¢QpeHHT M GHNoNApHO aeKTHBHO
pa3cTpoiicTBO NpH MALUMEHTH Ha Bh3PacT Ha W Han 65 rommuiHa BB3pacT. B pesynatar Ha mno-rojaMa
qYBCTBHTEITHOCT Ha Ta3H TOMYNAlHS, 33aM09BaHETO Ha JedeHHe ¢ MIO-HUCKH No3K TpAOBa Ja ce HMa MpeaBH B
CTydaHTe, KOTaTO TOBA € KITHHHYHO ONpPaBIaHO (BX. To9Ka 4.4).




IHon:
He ce Hamara KopekuMs Ha 033 . 1DH MAHe-1° 1 0T XK' KM [IOJT B CPABHEHHE C Te3H OT MBXKKH fon (BX.

TOdKa 3.2).

Ihhuene:
Wmaiikyn npenpua MeTabonuTHUA MbT HA apiiikiipa3ofl, HE Ce Hajlara KOpekuus Ha n03aTa NpH MyladM (Bix.
Touka 4.3).

Adanmupare Ha 0o3ama, nopadu 3aUMO0eHCMEUs.
B cnyuait Ha enHoBpeMeHHa ynotpeda Ha apunHIpason ¢ Mol HHXHOUTOpH Ha CYP3A4 unu CYP2D6,

n03aTa Ha apHIATpa3on TpadBa na ce pexyuupa. Ilpy cmupane Ha nedenueTo ¢ MHXHOHTOPH Ha CYP3 A4 win
CYP2D6 (u3BakIaHETO MM OT KOMOMHHMPAHOTO JICHEHUE), 103aTa HA apUITHIIPas3on TpAOBa Ja ce MOBHIOH (BXK.
TO4Ka 4.5).

[Ipy eQHOBPEMEHHOTO TNPWIOKCHHE Ha apUNHMpa3oNn ¢ MOWHH HHAykTopH Ha CYP3A4, mozata Ha
apumnpason TpAbBsa ga ce nopuiny. [Ipu criupane Ha nededHeto ¢ HHAYkTOpH Ha CYP3A4 (MasaxknaHero WM
OT KOMOHMHMPAHOTO JIEdEeHHE), 103aTa Ha apHITANpa3o)T TpsaOBa a ce MOHWKA 00 ofuJalinaTa NMpenopLYBaHa
mo3a (BX. Touka 4.3).

HauuH Ha IPDHTOXKCHHUE

3a nepopaHO NPHTOKEHHUE.
4.3 IIpoTaBOnIOKAIaARNH

CBpBEXYYBCTBHTEIHOCT KbM 3KTHBHOTO BELIECTBO WIM KbM HAKOE OT MOMOLIHHTE BEIIECTBA, U3OGPOCHU B
Touka 6.1.
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4.4 ConenRaaHR NpeaynpexIeHAA A NpPeANa3Ind MEPKE NPA ynoTpeba

I'lo BpEME Ha aHTHNCHXOTHYHOTO JICHEHMHUC, HﬂﬂﬂﬁpﬂBﬂHE’I‘D Ha KJIHHHYHOTO ChCTOAHHE Ha NTALUHUCHTA MOXKE 4
rn*

OTHEME OT HAKOJAKO AHM /10 HAKONIKO c&nmuuﬁ ITpe3 To3u nepHoa NanueHTHTe TpADBa Aa ObuaT nog
TMTOCTOAHHO HaDroaeHKe.

BB3HMKBAaHETO Ha CYMLMIHO MOBEHCHHE € MPHCBHINO 33 ICHMXMUYecKMTe 3a60/sBaHMA N adeKTHBHUTE
pa3CcTPONCTBA U B HAKOM CJTy4ad 3a HEro ce cbolLasa cr.:upu clieq 3ano4yBaHe WIN Clield CMAHA Ha TepanusTa C
AHTHTICHXOTHIIH, BRIMOYHTEIHO U ¢ apUITHIIpa3on (Bx. Touka 4.8). Tepanwdara ¢ aHTANICHXOTHUHM TpAOBa fa ce
CBITbTCTBA ¢ HAOMONEHNE Ha BHCOKOPHCKOBHTE NMAUMEHTH. Pe3yNTaTh oT eNMIEMHONOTHYHO TIPOYYBAHE Cpell
NALMEHTH C WH30(pPeHUA WIH OunongpHo aQeKTHBHO pa3CTPOHCTBO NpeNlonarar, 4e¢ HAMa NOBULIEH PHCK OT
CKJIOHHOCT KbM CaMOyOmMiCTBO npn ynorpeba Ha apUIIHOPa3oN B CPaBHEHHE ¢ APYrH AHTHIICUXOTHIM.
HuadopManmsTa npy nMeguaTprdHaTa NMOMynawus He € JOCTaThuHa, 3a J1a c€ OIEHM PHCKa NPH TO-MIaaH
naumenTy (o 18 ronwmma BE3pacT), HO CHINECTBYBAT [0KA3aTENICTRA, € CYWLMAHMAT PHCK OCTaBa U ClleN
IBPBUTE 4 CCOMULM HA JICdEHNE C aTUIIHIHH AHTHTNICUXOTHLH, BKITFOTHTENTHO apUITHIIPa3oil.

CHpIe9HO-CBAOBH HAPYIICHHS:

Apunumpason Tpabsa Ja ce npuiara NpeAna3iuBo MPH MALHEHTH ¢ JOKa3aHO CBPIAECYHO-CHI0BO 3abonsBaHe
(npexapaH HMH(pApPKT HA MHOKapda WIH HCXeMHdYHa O0eCT Ha ChpUETO, ChpAEYIHA HEOOCTATHhYHOCT HIIH
HApYIIEHHA Ha TNpPOBOJAWMOCTTA), MO3BYHO-CHIOBO 3alonABaHe, YCIOBHA, KOUTO OHXa OOBEnMH 10
NpeApasnoioKEeHHe KbM XHIIOTOHMA (00e3BOAHABAHE, XMIIOBOJIEMHS M JIedEHHE € AHTHXHWIIEDTECHINBHH
JIEKAPCTREHH NMPOOYKTH) WNH KbM XHTIEPTOHHA, B TOBA THCJIO YCKOPEHA WK 3JTOKAYECTREHA.

CrobUIeHH ca cITydau Ha BEHO3eH TpoMGeMGOTH3BM (B'fE) [pA MALHEHTH, NPUEMAIIH AHTHUIICHKXOTHYHH
cpencTBa. Twit KaTo NMpM Te3u MALMCHTH decTo ce Habmonarat mpuaobuTH pruckoBH QaktopH 3a BTE, Bcuaku
BB3MOXXHY PHCKOBH (AKTOPH CliefiBa Oa ObaatT HI[EHTHq]HIIHpaHH Mpeay H Mo BPpeMe Ha TepanusaTa ¢ AOH3o0i u
fa OBAAT NPEANPUETH MPEBAHTHBHY MEPKH.




HapylueHus Ha DPOBOAWMOCTTA:

[TpH KMMHAYHH MPOYYBAHMA C &MYMANPA+0I yecToTara Ha yiin/bkasare Ha QT-uHTepBana e Ouna cpaBHAMA C
Tazu nipd wnauedo. Kakto u npy ApyraTe aHTHNCKHX OTHITY, aplTHIIpa:0 TPAOBa Oa ce U3MoN3Ba Npeaiia3ineo
MpH MalReHTH ¢ aMRUITHA UCTOpP WA 32 Ve kaBaHe Ha QT-uHTepBana.

TapauBHA JUCKHHEINR:
IIpy KIMHUUHM NPOYYBAHHUA B NPOABKENHE HA (T HA FOTHHA I1W T10-MaNKO, C/Ty4auTe Ha HEOOXOZMMOCT OT

NeYeHHe Ha MOABWIHTE ce NUCKHHE3INN 116 BPEME K2 feUCHHET ¢ APANUIIpa3o He ca yecTh. [Ipu nosBaTa Ha
MPU3HAOKA M CAMITTOMH Ha TApJWBHA JUCKHWHE3NA NPY NMAlHEHTH Ha NedeHHe ¢ A6uson, Tpabra na ce oOMECTH
BH3IMOKHOCTTA 3a HAMAIABAHE HA [103aTa WWIH TIpeKpaTABane Ha Ne4YSHHEeTO. Te3n CUMMNTOMH MOXE BPEMEHHO
Na ce RJIOIAT WIH Ja CE TIOABAT, JOPH CIIEa MMPEeKpaTABaHe Ha JIEYeHNETO.

Hpyry ekcTpanupaMHUIHH CHMIITOMH:
B KIMHWMHM NMpOY4YB3aHUA Ha ApHUIHMNPA30i MPH Aena ca HaOMoNABaHM aKaTW3Us KW NAapKHHCOHW3BM. [lpw

MosiBaTa Ha NPH3HAUM H CHMITOMH Ha npyru EPS mpu nauuweHTW iipueMaluy apununpason , TpadBa jma ce
0OMMCITH BB3MOXXHOCTTA 332 HAMAIBAHE Ha J03aTa W BHUMATETHO KIIHHHYIHO HabmoneHHe.

HepponenTuaeH ManurieH caaapoM (NMS):

NMS e noreHUHANHO (aTaneH KOMIUIEKC OT CHMIITOMH, KOHTO € CBbP3aH C aHTHIICHXOTHUYHHUTE JIEKAPCTBEHH
npoaykTd. B KIMHWYHK mpoydyBaHMA ca JOKNAIBaHA peakd cimydan Ha NMS mo BpeMe Ha JiedeHue ¢
apurmHIpasos. Kanawgrure mposer Ha NMS ca XUnNeprpekcHs, MyCKYJTHA PHTHIHOCT, HapyIeH MEHTANIEH
CTATYC U JAHHHM 3a aBTOHOMHa HecTaDWIHoCT (MpOMEHH B MyJCa W KPbBHO HAMFaHe, TAXHKApOuA, AHadopesa
H cbpaedyHa apuTMuA). JOMBIHHTENMHO MOXE Ja ca Havile H I[OBHIICHH CTOMHOCTH HA KpEaTHH
docoxrHazata, MHormobuHypHusa (pabaomuonnia) U octpa 6s0peuHa HeaocTateaHoCT. CHob6mAaRa ce ChIIO
Taka, o0ade, W 3a MOBHMIICHH CTOWHOCTH #a KpeaTHH dochokrHaza M pabooMHONIN3a, HE HEPEMEHHO BEHB
Bpbika ¢ NMS. Axko nauWeHTHTe pasBHWsT NPH3IHAUW WIH CHMITTOMH, XapakTepHu 3a NMS, wunu umart
HEOOACHUMO BHCOKaA Temnepa'rypa 6&3 JONBLIHUTENHH KIMYHHA NPH3HAUA Ha NMS, npueMa Ha BCHUKH
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["spuoBe:

B KNMHMUYHK NPOYYBAHNWS CA NOKNAUBAHM HEYECTH CMyWau Ha TbpPYOBE [0 BPEME HA JISUCHHUE ¢ apHOHIIPA3O.
ETo 3au0, apununpason Tpﬂﬁna Aa ce TpysTara ¢ NOBUIIICH) BHUMAHKE MPH NALMEHTH NpPEKapany B MHHANOTO
€IMH30AH HAa rbpYOBE WIH ChCTOAHNAA, cn‘&.paaHH c FbpyoBE,
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Bb3pacTHH MAUNEHTH ¢ MICHX03a, CBBHP3AHA ¢ IEMCHIVIA:
Hosuwena cMvpmuocm:

B tpu mnaueGo-kOHTPOIUpAHH npn}"mamm ¢ APUMMIIPa3oN NpH BE3PACTHW manueHTH (n=938, cpemHa
Bp3pacT 82,4 r., oT 56 Do 99 r.) ¢ ncuxoia, crbp3aHa ¢ Donecrra Ha ANxafMep, NalPeHTUTE HA JICYEHHAE C
apununpason ca OWIH H3NoXeHHW HA MO-TONSM PHCK OT CMBPTHOCT B CPaBHEHHE C rpynaTa Ha NEYEHHE C
mauebo. CMBbPTHOCTTa NPH NAUWEHTHTE HA JICYEHHE C apunnnpmun ¢ 6nna 3,5% B cpaBHeHue ¢ 1,7% npw
rpymata Ha JiedeHue ¢ Tuiauebo. Makap ye mpHIAHHTE 3a CMBPTTa ca OMITH pa3TH4YHH, MMOBEYETO ca OWIH
CEBP3aHM CbC CBHPAEUHO-CHAOBH HMHUMACHTH (HAND. CBHPAEYHA HEAOCTATRYHOCT, BHE3AMHA CMBPT) HIH
HHbexuWH (Hanp. MHEBMOHHUA).

-

[lepebpo-sackynrapru Hexxceaanu peakyuu.
B chimuTe nMpoyvBaHus ce cpobimasa 3a uepuﬁpn Bacxynapﬂn HEXKEITAHN peakidl (Harp. HHCYIT, MpexXoaHa
HCXEeMHYHA aTaka), B TOBa YUCIIO U tIJaTaJIHH uHUHAEeHTH (CpeaHa BbapacT 84 r., ot 78 mo 88 r.). O6wo npu
1,3% oT nalgeHTHTe Ha JieUeHHeE C apHIIAIIPA30II Ce c‘huﬁmana 3a uepeﬁpn-nacxynapnn HEXeJI2aHN peaKLiy B
cpasueHue ¢ 0,6% OT MaOMEHTHTE Ha JieYeHHe ¢ raneto. PaSJIHKﬂTa He € CTAaTHCTHYECKM 3HauuMa. B enHo
KIHHUYHO TIpOYydBaRe ¢ (HKCHpaHa /1033 uﬁatlﬁ ¢e croOmaBsa 33 3HATWMa BPB3KA MEXIY J03aTa H OTrOBOpa H
LepeOpo-BaCKyNapHHTE peaKkiiiy NipH MALMEHTH Ha AICYEHHE C APUITATIPAIOIN.

ApPHIUIPA30J1l HE € M0Ka3aH 3a JICYCHHe Ha ﬁcmoaa B cqe;;qu BHE Ha JIEMEHLMNA.

XUIepTIINKEMHUS W 3axapeH anaber: '

HAma cpoOIOEHWA 33 XHMNEPrIMKEMHS, B HAKOH CJy49aMd TPEKOMEPHA M CBBP3aHA ¢ KETOALMAO03a HWIH
XUNEPOCMONapHa KOMa WM CMBPT, NPH NAUMEHTH Ha JICYCHHE C aTHINYHA AHTHICUXOTHLM, BKITIOUH




3aTIIBCTABAHE M NPeaxXoaHy 3a0onysaHus OT AVuHET B ¢ceMeACTBOTO B KIMNWYHM [IPOYYBAHUA C apHITUIIPA3 ol
He ca HaDMoONaBaHH 3HAYMMH | . JHYMA 1O OTHOLIEHhY YECTOTATA HA HEXKENAHUTE PEaKLMH, CBbpP3aHHU ¢
XATIEPTIMKEMHA (BKITIOMHMTENHO :i¢abeT) mn 1o OTHo:eHHe Ha abHOpMHM Na0opaTOpHH CTOHHOCTH Ha
rMAKEMHA B cpaBHeHMe ¢ nnagebo. HiaMa TouHHM pUCKOBR JaHHW 3a CBBP3aHH ¢ XHMIEPTIHKEMHSA HEXEITaHH
PEaKIMM TIPYU NMALMEHTH NEKYBAHU C APHAUHNPAR0A U ¢ UPYTH aTHTHIHY aHTHIICUXOTHIM, 3a Jla MOXE Ha ce
HampasH cpaBHeHne. [laumenTHTe, [ICKY B2 ¢ 3iSKAKBH 14 THIICUXOTHLMH, BKIIOYHTENHO H ADuU30m, TpAOBa Na
Obaar HaOmonaBaHW 3a MNPH3HAUN W CUMNTQMH HAa XUNEpriayxeMmuy (Hanp. NONHAMNCHSA, NOIHYpHs,
nomadarus ¥ cnadocT), XaTo CHCTOAHWETO HA NAUMEHTH CbC 3axapeH ANabeT WM ¢ pUCKOBH (akTopH 3a
3axapeH AuaGer TpsOBa Ja c€ KOHTPOJINPa, NOpalH OMACHOCT OT KNOLIABaHE HA [TIOKO3HHUA KOHTPOJL.

CBpPBXTYBCTBHTEAHOCT:
KakTo npH Apyrd NEeKapCcTBEHW TMPOIYKTHA, Taka # [(PY apHUiUnpaiosl MoXe [a Bb3HHKHAT peaklpd Ha

CBPBXYYBCTBHTETHOCT, XapaKTEPHIHPALUH CE € JCPTUHHA CUMITTOMM (BXK. To49Ka 4.8).

Y BenuyaBaHe Ha TEIIOTO:

YrennMgaBaHeTO Ha TErnoTo ce HabimonaBa qec:‘m npy OondH oT mm3odpeHNs ¥ OUNoONApHa MAHUA [OPAIH
CBHITETCTBAINM 3a00/I9BaHNA, U3MOJI3BAHE Ha AHTHIICHXOTHIIM, 32 KOHTO ce 3Hae, 4e BOOAT A0 YBENHYABAaHE HA
Ters10, He3APABOCIIOBEH HATHH Ha JKUBOT, KATO MOKE M1 CE CTHTHE IO TEXKHM YC/I0KHEHNS. 3a YBeTHYaBaHe Ha
TErNnoTo ce chbo0luaBa B MOCTMAPKETHHFOBUA MEPHOI MPH MNALHEHTH CbLC 3HAYUTENIHH PHCKOBH (akTopH,
HampuMmep TIpegullHO 3abonsasade oOT aualeT, HapyledWs Ha IQWTOBHIOHATA OKJi€3a WM aJEHOM Ha
xunopuzata. B KIMHMGHH TTPOYYBAHMA HAMA JAaHHH, 9¢ APHMHNPA30/ NPEAU3BHKBA KITHHHIHO 3HAYMMO
YBETHYaBaHE HA TEITIOTO NpPH Bb3PacTHH {BXK. TOYKA 5.1). B XTMHHYHNA NpOYYBAHHUA TIPH IOHOLIH C ODUTNIONSApHA
MaHWA, apUIUIIpa3cN C¢ CBLP3Ba C YBENHMYABAHE HA TErfo ciel 4-ceaMu4Ho jedyenne. KOHowM ¢ OunosspHa
MaHuA TpaORa da ce NPOCIeOABaT 33 YBEIHYABaHE HA TETNOTO. AKO ce Habmoaasa KITMHWYIHO 3HAYHMO
YBEJIWICHHE Ha TEr10To, TpAdBa Oa ce 0OMHCIIA HAMAIMBAHE Ha 103aTa (BXK. Touka 4.8).
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ESﬂqJEFEBJTHa HEHGHBHH{HGCT H acmrpauuﬂ iLE CH'B[JEBB,T L JIEIIEHHETU C EHTHI'ICPIKDTHU.H BKITIOYMHTCITHO
b
APHIIHTIpa30JI. Ale‘lPﬂTpﬂZOﬂ H Ilp}fl"l’[ EHTHHCHXD'ITHHH clKTH'BHH BEIIIECTBH T[JHGBH ga CC H3I0J3BaT
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TIPEANA3THBO MPY MALHEHTH C pHCK OT nHeﬁMuHHa

N TEIVCIVE B CEhnt
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JloKITaIBaHH ca cnyqan Ha naTunnquHn aneqenﬂe KbM Xaaapm
110 BpeMe Ha nnc'rmaprcemﬂmam nepunﬂ an nalmemn npumamn apnnmrpaaon He3aBHCHMO OT TOBa
[IAJIK ¢a HMATIH TakaBa aHamHe3a. TTauueH iy ¢ aHiMHesa 33 TaTONOIMIHO BlIeYeHHE KbM Xasapra

Morar ga ObaaT N3JI0KEHN Ha HO-TOJISM PHCK M TpAOBa fa ce NpoCcnensaBaT BHUMATENHO (BX.

To49ka 4.8).
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Hayuent cbe cbmbTerBam ADHD (CHHIDOM i XMNEPaKTHBHOCT ¢ AeGULMT HA BHUMAHHETO):

Bhnpeku ue OHnonsapHOTO adpexTHBHO pascTpoiicTeo Tun | 1 ADHD yecto ca cxmbTeTBaIN
CBCTOAHHA Ca HAMIHH OrPaHWTICHH JaHHH 32 CIHOBPEMEHHOTO MPHIOKEHHE Ha apHTIHITPA3ON U
cTumynanTu. [lopagu tasu npUgnuHa Tezn nexapc'rna Tpa6Bz Ia c€ npunaraT ¢ ocofeHO BHUMaHHE,

KOTaTo ca B KOMOHHAL[HA,

L

4.5 BzanmoaeHcTRHE ¢ APYTH Jlelcaﬁ?cfj'nenn npo;lylcﬁi # apyra GopMH Ha BIAAMOcHCTRHE

Tlopanu cBos o-AlpeHEprydeH peuemuPeH aHTaI‘UHHB'hM apmmnpaann MOXKe Ja YCWIH edeKkTa Ha HSKOH
AHTUXUTICPTECHIWBHH CPENCTBRA. L .
Topany ocHosHuA edekT Ha apununpasos sbxpxy L{HC, e H:éif}ﬁ‘,’{{mHMD MOBHIIECHO BHUMAHWE TIPH yrioTpebara
Ha apUNUNpa3on B KOMOWHAUMS C alKOXOoN WM Apyru nékapcrea, neficrsainu BbpxXy LIHC, ¢ notrenumanya
BL3MOXKHOCT 3a M0ABA HA HEXETAHH JIEKAPCTBEHN PEAKLIMH, KATO CeIUpaHe (BXK. Touka 4.8).

TpsbBa Oa ce BHMMaBa MHOTO, akKo apnndﬁpamﬂ ce npnﬂﬁra ¢I[HOBPEMEHHO C JIEKApCTBEHH NMPOOYKTH, 3a
KOWTO € W3BECTHO, Y€ BOOAT [0 YIb/DKaBaHe 'na QT-MHTepBaNa WK enexTponuTeH auchananc.




BB3MOXHOCT 3a Bb3AeHCTRYE HA APYIH JieKapCeTReHY NPOOYKTH BEPXY AOH30:
Huxuburopure Ha croMaliHaTa Kut¢tHHHOCY. H2-aHTaAroH$cTa daMoTHAMH, HaManfiBaT CKOPOCTTA Ha
abcopOuua Ha apUNHUPa3o], HO TO3H ¢heKT HAMa KIHHHTHA sHAYHMOCT.

ApHNHIIpazon ce MeTabomanpa dpes MioxecRO MeTaboJIMTHM IThTHINA, BKIOYBAIHK CH3WMHHTE CHCTEMH
CYP2D6 n CYP3A4, Ho ue n CYPIA. 10 320, npi fTylIaUM HE ¢e Hanara KOpeKLua Ha N03aTa.

B xnMHMMHO mpoy4YBaHe ChC 3apaBd 1o0poromin, MouiHvwaT HHXuOuTop Ha CYP2D6 (XMHHMAWH) BOOM 1O
noeuinasadHe Ha AUC Ha apununpason ¢be 107%, noxaro ¢todHocTTa Ha Crmax OCTaBa HenpoMeHeHa. AUC u
Cimax Ha JEXUAPO-apUNIANPA30II, KONTO € aKTHBEH MeTadony r Ha apHUIMNpa3ol], HAMANABAT CHOTBETHO ¢ 32% M
47%. Ilpu eOHOBPEMEHHOTO TNMpPHMOXKEHWEe HA AOH3ON ¢ XWHMIOWH, Oo3ata Ha AOH3on Tpabma ma Onae
HaMaJleHa MOYTH HaToNOBHHA clipgMo o0MuaiHo TIpeanucBaHaTa 1o3a. [TogobHH edekTH MoXe Jla ce oJaKkBaT
A OIPH APYTH MOINHH HHXNOWTOPH Ha CYP2D6 KaTo menxcemn M TIAPOKCETHH, TIOPAIH KOETO € HeoOX0OMMO
CBIUIOTO peOyLHMpaHe Ha fo3ara.

B xnmyHMaHO npoyuBaHe npwH 31paBH A00poBONIH, MOLTHHUAT MHXHOHTOp CYP3A4 (keTOKOHa30) NOBHINABA
AUC n Cpax Ha apHNIHNpason ¢hoTBeTHO ¢ 63% 1 37%. AUC n Cnax Ha JEXHAPO-apUITHIPA30/ CE TIOBHLIABAT
chOTBETHO CbC 77% u 43%. [Ipm CYP2D6 GasHu GaBHM MeTaboMM3aTopH eJHOBPEMEHHOTO MPWIOXKEHNE Ha
MoILHK MHXHOHTOPH Ha CYP3 A4 moxe Oa JOBEAE 10 NO-BHCOKH IMJIa3MEHH KOHUGHTPALMH Ha apHNHNpa3on,
B cpaBHeHHE ¢ Te3u nipy CYP2D6 6wp3n Metabonuzatopn. [IpH eAHOBPEMEHHO MPUNIOKEHHE HA KETOKOHA30
WIH OpyrH MomHW uHxubuTtopr Ha CYP3A4 u AGmion, tpabpa na Obae HampaBeHa oOlleHKa Ha
CHOTHOIIEHHETO MOJ3a/pHCK 3a MauueHTa. [Ipn eagHOBpeMeHHa ynorpeda Ha KeTOKOHaszon W AGu3on, Jo3ata
Ha AGu3on TpabBa 1a ce HaManM HaNoJIOBKHA, CIPAMO 00MYAHHO npHiaraHara 103a. [loaobHn edekT MoXe
Aa ¢e o4YakpaT M mnipu ApyrH MolrHu WHXHOWTOpH Ha CYP3A4, kato wrpakoHazon u HIV-niporeasun
MHXHOUTOPH, TOpaIU KoeTo ¢ HeobXoauMo ChIOTO peXyUHPaHE Ha DO3aTa.

IIpu npeycraHoBsBaHe npnema Ha CY‘P?DG WA S“Adl HHKHGHTDP, ;[u:{a'ra Ha Aﬁﬂann TpaOBa 1a ce NOBKILH 10
TA3W [pHIaTaHa Npeau 3anoqnane Ha KﬂMﬁHHHpaHpTu .ner[eHHe:

Koraro cabn nnxuburopn Ha CYP3A4 HArD. JAMTHA3EM HIH ecuwranomnpam) win CYP2D6 ce m3mon3ear
€IHOBPEMEHHO C Aﬁnmn MOXKeE ,u.a ce o'”féxga ?ﬂaﬁn nonnmanaﬂe Ha lmHuequauHme Ha apUNHUNpaso.

Creq emHOBpEMEHHO TIPWIOXKEHHE Ha KapﬁﬂMHSEHHH MomeH wHOyktop Ha CYP3A4, wu3MepeHuTe
reOMECTPHIHH CPEIHH H& Cmax H AUC Ha apHUITHIIPa30JT Ca GHJIH MO-HUCKH CBC CBOTBETHO 68% u 73% cripsamo
Te€3W MPH CAMOCTOATENHO NMPMIIOKEHHE HA apHITHNPa30N (30 mg). [Tomo6HO Ha TOBa, TEOMETPUYHNTE CPeIHU
Ha Crmax M AUC Ha deXuapo-apununpason, chel eAHOBPeMEHHO NpHNokeHHe ¢ kapGamasenus ca GUnH mo-

HHCKH CBOTBETHO € 69% ¥ 71%, cnpAMo Te3H NpH CaMOCTOSTENTHO MMPIIOKEHUE Ha apHITHTIPA3ON.

Ilpn ennoBpeMeHHa ynorpeba Ha AOW30n m kapbamasenuH, Jo3ata Ha AOu3zon Tpabsa ga Owmne yIaBocHa.
[lonobun edexTH MoXke [a ce OYaKBaT U NpM ApyrH MoiuHK HHaykropn Ha CYP3A4 (kato pudamMiMiMH,
padabytuH, dennTonH, ¢eHobapbuTan, MpUMHAOH, e(aBHPEHL, HEBUPANTMH W XBJIT KAHTAPHOH), KOETO
Hanmara nogoOHO TNoBHIDABaHe Ha JAosaTta. IIpw npeycradHoBsBaHe Ha npHema Ha MmowHATe CYP3A4
MHIOYKTOPH, 103aTa Ha apununpaso;1 TpAOBa aa 0b/e HamaneHa o o0ugaiiHo npuiaraHara 103a.

[Ipn emHoBpeMeHHaTa ynoTpeba Ha BayITpoaT WIH JIMTHH ¢ apUNNNpasoln, He e Ha0monaBaHa KIHHWYHO
3HAYHMa IPOMAHA B KOHLICHTPALMUTE Ha apHTIHTIPa3oll.

CepoTOHHMHOB CHHAPOM: CHOOLUABAHM ca CNYYaH HA CEPOTOHUHOB CHHAPOM MNpH NaLMEHTH NPHEMallH
APHITHNPA30N, KATO € BB3MOXKHA 110983 Ha ITPU3IHALH W CHMITTOMH CRBP3aHH ¢ TOBa CBCTOAHHE,

ocoOeHo MPH ¢AHOBPEMEHHO TTpHeMaHe Ha CEPOTOHHHEPTHIHH JIEKAPCTBEHH MPOOYKTH, KaTo

HaripuMep SSRI/SNRI wnn Takuea, 3a KOUTO € H3BECTHO, Y€ TIOBHMINABAT KOHLIEHTpallUATa Ha

apurunpason (Bx. Touka 4.8). |

[ToreHIHanHa BE3IMOXKHOCT Ha AGU30/1 13 8Bb3eiiCTRBA BBPXY APYTH NeKapCTBEHH NPOAYKTH:

B wmnugHA npoyusaHua nosu ot 10-30 mg apummmpason THEBHO HE €A NMOKA3ATH 3HATHM edeKT BBPXY
meTabonuszma Ha cyberpature Ha CYP2D6 (ChOTHOWEHHETO nexcmomemptbaﬂ/?} METOKCHUMO
(BapgapuH), 2C19 (omenpazon) u 3A4 (ackcTpomertopgan). OcBeH TOBa, apUNKIIpa3




apMIIMIIPA30J HE ¢a NoKazaIu noTeHuMars 3a sp3achcreue Bupxy CYP1A2-MennupaHns MeTaO0IH3YM in vitro.
Eto 3amo, He ce 04aKBa apMIHNpa3oN Oa JOBLHE [0 KIWHHYHO 3HAYWMH JIEKAPCTBEHHW B3aUMOMAEHCTBHSA C
JIEKapCTBEHH MPOLYKTH, MEAHUPAHH OT TE3H EHINMHH CHCTCEM,

ITpu emIHOBPEMEHHOTO MPIIOKEHHE Ha APHNHATINA3ON C BAINNGAT JIWTHIY HITK JIAMOTPHTHH He ca HabmonaBaHH
KIIMHWYHO 3HAYHUMH [IPOMEHH B KOHLICHTpALMM1.2 Ha BANnpear, [TATHN WiH NaMOTPHTHH.

4.6 OeprRanTeT, HpEeMEHHOCT H KBPMENKC

bpeMeHHOCT
He ca mpoBexaHH CBOTBETHH KOHTPOITHPaHH npny’lmaﬂm ¢ apunuipa3on mpu 6peMeHHN keHH. JokmaxBaHu

ca KOHTCHUTATHH 2HOMATHH, 006a7e, HE MOXe Ja C¢ YCTAaHOBH TIPHIHHHO-CNICACTBEHA BPB3KA € APHITHITPA3OJ.
[IpoydBaHMATA TIPH KHBOTHH HE H3KMOYBAT BLIMOXKHOCTTA 33 NOABA HA TOKCHIHOCT (BX.TOMKa 5.3).
[TauMeHTHTE TpabBa fa Gbaar chBETBAHK A OCBEROMAT NIEKYBalLsA NicKap B CTy4ail Ha NoABa HA OPEMEHHOCT
WIH, aKO MIAHUPAT TakaBa N[O BPEME Ha JIEYEHHETO ¢ apununpazon. Ilopagd HemROCTaTBYHHTE JAHHH 3
6e30MmacHOCT TMPH XOpa M Pe3y/ITATHTE NOJYUEHH OT PEnpodyKTHBHUTE NPOYYBAaHWA IMPH XKMBOTHH, TO3M
NeXapcTBEH MPOAYKT He TpAOBa na ce mpunara NMo BpeMe H2 OpeMEeHHOCT, OCBEH B CiIyYaWTe, KOrato
04YaKBAHATA M0/13a ACHO OTIPaBIaBa TOTEHIIHATHUA PHCK 32 IUToAa.

[IpH HOBOpOOEHHU, W3N0XKEHH HA AHTHUNCHXOTHLUHM (BKTIOUHTENTHO 3pPHIIHIPA30/1) NPe3 TPeTHs TPUMECTHP Ha
OpeMEHHOCTTa UMa PHCK OT HEXENaHW JIEKAPCTBEHH pPEakUWH, BKTIOYBAINH EKCTpanmWpaMuIHH CHMITTOMH
W/WTH CHMITTOMM Ha OTHEMaHe cllefl PaXKIAHETO, KOHTO MOXKE I3 BapHpar 110 TEXKECT H MPOIB/DKHTETHOCT.
Ioxnagsan® ca ciydyanm Ha Bb30y[a, XUNEPTOHMA, XUIMIOTOHMHA, TPEMOpP, COMHOJICHTHOCT, pEeCHUPATOpPEH
AUCTEPC HIH XPaHUTENTHW pascTpoiicTBa. 3aroBa, HoOBOpojaeHuTe Tpsbsa Oa ObAaT BHUMATENHO
MOHHMTOPHpPaHH.

KbnpMeHe ” .

Apununpa3zon ce ﬂTI[EHH B I{'l:-pMﬂTﬂ Hauneu'rx ¢ Tpﬂﬁﬂa na 61.1aT C'I:BBTBB.HH ﬂa HE KbPMAT MO BpEMe Ha
f‘;. . .- -

JICYCHHETO ¢ apnnnnpasan
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4.7 EdexTH BEPXY cnncnﬁnucwa 3a motbupaue H P’.‘;?EH ¢ MAIUHHK

KakTo NnpH APYTHTE aHTMICHXOTHIM, NALMENTHTE TPAOBA 04 6LOAT ¢ NOBHIIEHO BHHMAHHE npu pafora ¢
TIOTEHIMATHO ONacHM MaUlMKK, BKTIOYMTENHO NPEBO3HW CPEACTBA, NOKAaTO HE €A HAIBIIHO CHTYDHH, 9e
NIe4EHHETO ¢ APHITHIIPA30TT HAMA mpnua*renen eekT BbpXY H3IMBIHEHUETO Ha Te3W AeHHOCTH. [Ipn Haxon
neANaTPHYHH MAalKMEHTH ¢ OunonapHo adekTUBHO pascTpodcTBO THN | ce Habmonasa MOBHIUEHA YECTOTa Ha
COMHOJIEHTHOCT ¥ OTNagnanocT (BxK. Touka 4.8).

4.8 Hexenann JieKapCcTBEHA pealmﬁﬁ

A

Pe3ioMe Ha mpoduna HA Ge30NacHOCT

Haji-4ecTo NOKTAIBAHHTE HEXENAHU JEKAPCTBEHN pPeaKLMH E nnauebo KOHTPOJIHpaHW TMPOyYBaHUA ca
AKATH3HA H ragcHe, NoABIBAIIN ce an Hazx 3% OT NalueHTuTe, HEK}'BHHH C IEpopaNieH apuITMNpa3on.

BcHUKkHM HexXenaHM JIeKapcTBEHHW PEaKIUK ca M3OPOEHN MO CHCTEMO-0PTaHeH KIlac ¥ HeCTOTa: MHOTO YECTH (>
1/10), gectu (= 1/100 mo < 1/10), vevectn (= 1/1000 mo < 1/100) peaxu (= 1/16000 go < 1/1000}), maOTO
penks (< 1/10 000) u ¢ Henm3BecTHa YecToTa (0T HANMYHATE NaHHH He MOXe 1a Objie HanpaBeHa olueHka). Ilpu
BCAKO IPyNHMpaHe MO 4ECTOTa, HEXEIAHHTE PeaKifid €a MPEeICTABEHH B HHM3XOOALL pel MO OTHOIICHHE Ha
TSXHATa CEPHO3HOCT. -

YecTh HevecTn C Hem3BecTHA 4ecCcTOTA
. (oT HANHYUHHATE AAHHH
. He MoxXxe ga Ownae
HANPABEHA OHECHKA)

HapyieRH Ha KPbBTA | ’ - JlepkomieHns
H THMPHATA CHCTEMA - ‘ HeyTporenns
TpoMmOoL
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Hapymenns Ha
HAMYHHATA CHCTEMA

e sslere s - -'-1

Anepruyxa
(HanpuMep
anHaQWIAKTHIHA peaKims,
aHTHOEOEM,

BKITIOUHTEITHO TOOYBaHE
Ha €3UKa, eIeM Ha e3MKa,
caeM Ha JIALIETO,

[PYPHUTYC WITH
YPTHKapHst)

peakiHsa

Hapyimenns HA
€RJOKPHRHHATA CACTEMA

XHIIEPIIPONIaKTHHEMAS

JnabeTHa
XUIepOCMOJ1apHa KOMa
JInadeTHa kKeToalMa03a
XHIMEepTIINKEMHS

Hapymennsa Ha
MeTaboam3ma H
XPAHEHETO

3axapeH quabeT

XHIEpriIHKEeMHAsA

XHMOHATPHEMHA
AHOpEKCHA

Hamanssane Ha Ternoro
YBEIWYaBaHE HA TETJIOTO

lNcaxauny HApYIDERRA

beschHHE
TpesoxHOCT
be3snoxo#icTBo

Jenpecns
XHIEPCeKCYATHOCT

Cyunuunex OITHT,
CYMUMOHA MOcalus U
H3BBLPIIEHO
caMOyOHHACTBO (BXK.
TOUKa 4.4)
ITaTonorniHo BlicHeHHE
KbM Xa3apT

Arpecus

B1abyna

HepeHOCT

Hapymennn Ha
HepBHATA CHCTEMA

AKaTH3ng
Excrpanupamuanu
HAPYHICHMA
Tpemop
['nasobonue
Cenanus
CoMHONIeHTHOCT
3aMasHOCT

TapaneBHa AHCKWHE3HA
JucToHns

HeBponentuuen
MalHrHEH
(NMS)
I'enepanuinpauu
TOHHYHO-KJIOHHYHR
npunaxsuyd THN “grand
mal”

CepoTOHWHOB CHHAPOM
HapyuieHye Ha roBopa

CHHIPOM

Hapymennd Ha o4UHTE

3aMBITIeHO 3peHHe

Aurnomus

CrLpaednn RApYIOeHAR

Taxukapiaua

BHezanmHa  HeoOACHMMA
CMBPT

Torsades de pointes
Yobmxapane Ha QT
HHTEpBANIA

KamepHu apuT™Mun
CopredeH apect

bpanukapaus

CruaoBR HapymIenns

OprocTaTuyHa
XHNOTOHNA

Benesna

TpoMbBoembonus
(BKTIOYHTENTHO
Oenonpoona embonua
aerboka BEHO3Ha
Tpomb03a)

XHNEepTOHHA

CuHKOMN

PecnApaTOpHH, IPpbLAHH
H MCIHACTHHAJIHHA
HapYIIeHHA

X1nhiane

AcCIHMpaHOHHA
ITHEBMOHHS '




CroMamAo-9peBHH
HApYINEHHH

KoHcTunauus
Hucngiiens
INagere
Xunepcanasalps
IToBpbuiane

XenaTobumapnan
HAPYIICHHAN

* e el

i e e ww wh

Hankpearnr

Hucoarus

Huapns

Kopemen nuckomgopt
CTomalleH auckomopt

YepHogpobua
HEOOCTATBYHOCT
XenaTuT

KenreHnua

TloBHineHa aNlaHWH
aMUHOTpaHchepala
(ALT)

[TorumieHa acrapTat
AMHHOTpaHCc(epasa
(AST)

IToBuinexHa rama
rmyTaMwl TpaHcdepasa
(GGT)
ITopnmena
docdaraza

AlIKalTHa

Hapymenna Ha KoXkaTa
H NOAKOXKHATS ThHKaH

Obpus

Peakuma Ha
GOTOTYBCTBATETHOCT
Anoneuns
XHNepXHapos3a

Hapymenna Aa
MYCKYJTHO-CK€JIETHATA

CHCTEMA H
| CheAHHHTEIHATA ThKaH

Paﬁqnuunma
Muanirus
CxoBaHoCT

Hapymenns ‘HA
0LOpennTe H
NMAKOYHHTE MLTHINA

a = = Fidrr —— —_—— L]

‘UHKOoHTHHEeRUNA Ha

ypuHa
3agspkaHe Ha YpHHA

CueToSHAN CBLP3AHRE ¢

CHHApDOM Ha OTHeMaHe

DpeMeHHOCTTA, P HOBOPOOEHW (BX.
pPOdOBHA | TOYKa 4.6)
NOCJEPOAOBHSE NEPHON

Hapymennsa Ha [Tpnannsnm
PEeNpoOAYKTHBHATA

CHCTeM2 B IbPAHTE )

O0mr napymenas =8 | YMmopa Hapymenns B
¢pexXTH Ha MACTOTO HA TepMoperyJanuiaTa

NpRJIOXKEnHE (HanpuMep XHMNOTEpMHA,
MAPEKCHS )
bonka B repanTe
__ Ilepudeper 010K
Hicaexsanns | Tlopnmena KpBBHA 3aXap

E=% " ]

IloBuineH IMTUKHpPaH
XeMOorj100uH
DTyKTYaUumns Ha
KpBbBHaTa 3aXxap
IfoBuineHa KpeaTHH

OCPOKHHa3a

P S -




OnucaHne Ha W30paHH HeXEIaHHW PCaKLIHN

Excrpanapamuagan caMaToMRA (EPS):

Hluzopenus

B mpoablDKHTENHO, 52-CeAMUUYHO KOHTPOJIMPAYO OPGYY3ads [;pH IMEUHEHTHTE HA JICYCHHE C apHITHNPa3ol
Kato Ao € HabmopaesaHa rno-Hucka decrora {25,8%) Ha EPS, BK/DOAUTENTHO NApDKHHCOHU3BM, aKaTH3HA M
OUCKHHE3NA, B CPAaBHEHUE ¢ MNALHCHTHTE NeKysaHy ¢ xanonepuaon (57,3%). Ilpn npoawmkutenHo, 26-
CeAMHWUHO, Nnanebo-KOHTpOIHpans MNpoydyBaHe, uecrorata Ha EPS 1npu nmandeHTHTE Ha JIe4eHHE C
apumanpazon ¢ Owna 19% w cwhoreeTHo 13,1% rpd mauMeHTHTE OT rpymnara Ha Inanebo. B apyro 26-
CeAMHUYHO KOHTPOJHpAHO NpoyuBaHe, yectoTata Ha EPS npu nauMeHTHTe Ha NeuyeHHe ¢ apununpason € 6mna
14,8% u croTBeTHO 15,1% NpH NaLBEHTHTE Ha JICUCHHE C OJTAH3AIIHH.

Manuiinu enuzoou na 6unorsapHio agexmusio pazcmpoucmeo — B 12-CeAMHIHO KOHTPOJIKPAHO NPOYYBaHE
yectorata Ha EPS ¢ Guna 23,5% npu nauneHTHTE Ha NeueHue ¢ apruauripason 4 53,3% npu nauMeHTHTE Ha
NledeHne ¢ xanonepuaon. B apyro 12-cenMuubo npoyupaHe yectorara Ha EPS e Ouna 26,6% npu nmagneHTHTe
Ha JieYcHHE ¢ apunumnpason u 17,6% npn nauedTuTe Ha neueHne ¢ autal. [pu aearocpodHara 26- ceMHYIHA
nogoepkama (pasa Ha rauebo KOHTPONUPAHO MpoyYBaHe, 9ecTorara Ha EPS npu nmaumeHTHTEe HA NedeHue ¢
apummunpazon e ouna 18,2% u 15,7% npu naumeHTHTE OT rpynara Ha mnanedo.

Axkamuzus

B nnane60 xoHTpOMHpaHH NPOYYRAHMA, HECTOTATa HA aKAaTH3HA Npk NMaUHEeHTH ¢ OUNOIPHO pasCcTPONCTBO €
6una 12,1% npu nexyeauure ¢ apununpaszon U 3,2% npu rpynata Ha ranebo. Tlpn naunuenture c
HIA30(peHnd YecToTaTa Ha aKkaTh3uA ¢ Ouna 6,2% npu nekyBanuTe ¢ apunumnpasoen U 3,0% npu rpynara Ha
rwranedo.

VI ucmﬂuuﬁ-—peaxuuﬂ cs'hpssana C NEKAPCMEEHUA KAAC.

qYBCTBHTEITHH HHJIHBHI[H O BpEeME. Ha ITbPBHTE HAKOITKO mm Ha JiedeHHeE. Cmmnmm‘e Ha HOHCTOHMA
BKJIOYBAT CMa3bM Ha BPATHATE MYCKY/TH, NOHAKOra MPOTPECHpall A0 CTATAHE B T'BPJIOTO, 3aTPYAHEHO
npermbllake, 3aTPYAHEHO AHIaHe HfH:.T_IH TIpQTPY3UA. HA €3MKa, anpem 9e Te3W CHMITOMH MOXe Ma ce
NOSBAT W NMPH HACKHK NO3H, TE CE nnﬂﬂﬂba'r I'ID-‘IE:CTU H f:*ﬁdrifg-'rhmxﬂ MNP MO-MOLIHATE H MPH NPHTAraHHTE B
NO-BHCOKH J03M aHTHUICHXOTHIH DT MbPBO nomneﬂue ﬁﬁanmeu PHCK OT OCTpa AUCTOHHS Ce Habmonasa npu

MBIXCTC H TIDH TTO-MJIANTC EESDECTQBH r'pynH
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Ilponaxmun
B KIHHMYHM NpOyu4BaHHWA 3a DﬂﬂﬁpeHHTé‘ NoKasalua u b NOCTMAPKETHHI'OBHA fepHOon, MPH W3NO0JI3BaHE Ha
ApPUITHIIPa3oNn ceé Hab/moJaBa KaKTo YBEIMdeHHe, Takd ¥ HaMaléHHE Ha CEpYMHHA MPOJAKTHH, B CPaBHEHHE C
M3XOJQHOTO HUBO (TOYKa 5.1).

Jlabopamopru napamempu

[Ipn cpagHeHNETO Ha apuUITHNpazon H rmaueﬁn NO OTHOLICHHE Ha 6pun NALHEHTH TIpH KOHTO ca HabmoJaBaHH
KTHHHYHO 3HAYNMH TPOMEHH B pyTHHHme naopaTopHH M anH):[HHTe napamMeTpu (BX. To9ka 5.1), He ca
HabMoAaBaHH KIMHWYHO 3HaYMMHK pasanaus. [loewinaBade "Ha CPK (xpeatunvH ¢octhokunazaTa),
06HKHOBEHO NPEXOOHO H ACHMIOTOMHO € HaGmonasaHo npu 3,5% 0T MalMeHTHTE HA JIEYEHMUE © apHIANpa3on,
B cpaBHeHnAe 2,0% oT nauueHTTe Ha mianebo.

[lenuaTpyudHa nonynaps:

[HTuzoppenun npu ronowy Hu u HAd 15 200unu

B kpaTkocpo4HO KIHHHYIHO IUTale00-KOHTpoIupano npoyssate Ha 302 rodomy (Ha sw3pact 13-17 rogunn) ¢
MA30PPEHNA, 9eCTOTaTa ¥ BHIA Ha HEXENaHWTE peakUuuK ¢a nomoOHM Ha HaGmoaBaHWTE MPM BBL3IPACTHH
NaLUeHTH, ¢ U3KINOYCHHE HAa CIEJHHTE HEH{BJ'IB.HH chONTHS, KOHMTO Ca HaOmogaBaHW MO-4€CTO NPH IOHOWIM,
MpHeMall¥ INepopaliHO apHImnpason (M nn-qecm B EpaEHE}HHE ¢ mnaue6o); COMHONEHTHOCT/CeNALUs U
eKCTpanupaMuIHH HapylieHus ca nnmauBaHH MHOI'0 Y&CTO (} ‘1/10) KCEepocTOMHAA (CYyX0Ta B ycTarta),
MOBHIIIEH aTISTHT ¥ OPTOCTATAYHA XWUTIOTOHHUS ¢4 NOKIAJBaHH 9eCTO (> 1/100, < 1/10).




TpodwreT Ha BesonacHocT B 26-ce.inii4HO, OTROPEHO P2 livdpeHo W3TMYBaHe € nojobeH Ha npoduna Ha
6e30MacHOCT Ha KPaTKCCpo4HO, Iuiilicbo-KoHTponupana apoy4dBance. [lpodgunnrt Ha Oe3omacHocT Ha
TBIITOCPOYHO, IBOWHO-CTATNO, MMMalledts KOHTPOSHPAHO +{pOYYBRAHE € CBIIO CXOACH, C H3KMOYEHHE Ha
CHEIHUTE pPeaKklHH, KOWTO ce ChOOINABAT NO-9€CTO, OTKUG/KOTO NPH [MEIUATPHYIHH NALHEHTH, NpHEMAaLTH
mnatebo: 9ecTo ce choOInaBa 3a HaMangRaHe Ha TETJIOTO. [IOBHINABAHE HA HHCYJINHA B KPBBTA, apUTMUA H
neskoneHna (>1/100, < 1/10).

B n3bpaHa IOHOWIECKA MOmynauus ¢ H3o¢ppeHud (13-17 roguHn) ¢ eKcrnosuuud A0 2 rogWHHM, cirydaiTe Ha
HUCKY CEPYMHH HWBA Ha NPOJIAKTHH MPH IOHOIH 0T XkeHCKH non (<3 ng/ml) u oT MmbxkkH mon (<2 ng/ml) ca
Ounu choTBeTHO 29,5% 1 48,3%. B mnanexkara (13-17 rognau) nonynauma ¢ wik30(peHn, ¢ eKCNO3NLMA Ha
apananpason ot 5 go 30 mg B MpoaBIDKEHME -HA OO 72 Mecela, CJIydaWTeé HAa HAUCKHM CEpYMHHM HHBA Ha
nponakTaH mpu xeHuTe (< 3 ng/ml) ¥ MBxerte (< 2 ng/mi) 6axa ceoTBeTHO 25,6% 1 45,0%.

B nse menrocpouHd mnpoyusanus npu woHomM (13-17 roawHu) ¢ mu3zodpeHUa W MALMEHTH ¢ GUNONAPHO

pascTpoiCTBO, IEKYBaHH C apUIAIMPa30Jl, 4YeCTOTAaTa HAa HUCKH CEpYMHH HHB2 HA MPOJAKTHH MPH XeHH (< 3
ng/ml) u MmBxke (< 2 ng/ml) e choTBeTHO 37,0% 1 59,4%.

Manuiinu enuzoou npu bunonapro agexmusro pazcmpouucmso mun I npu onowu na u #Hao 13 2o0unu
YectoraTa ¥ THTIA Ha HEXENIAHUTE JIEKAPCTBEHH PEAKIIMA NTPH IOHOIIH ¢ OMTOISIPHO aeKTHBHO
pa3cTpoiicTBO THII | ca NogoOHK Ha Te3M NPH BbLIPACTHH, ¢ HIKIMOYECHHE HA CNETHHTE: MHOTO YECTH
(> 1/10) comuonenTHocT (23,0%), excTpamupaMugHo HapymeHue (18,4%), akatusug (16,0%) u
ornagHanoct (11,8%); gectu (& 1/100, < 1/10) Gonka B ropuarta abaoMusanaa odnacr, ysenmucHue
Ha ChpAEYHATa YECTOTA, YBENWYABAHE HA TErNOTO, MOBHLIECH ANETUT, MYCKYJIHO TIOTPBIIBAHE U
TACKHHE3HA.

CrneJHHTE HeXENTaHH JIEKaPCTBEHN pPeakLMi ¢a MMaJih BEPOATEH J0303aBUCHM XapakTep:
EKCTPanUpaMHIHO HapYIUEHHE (CBC CENHATA YECTOTA 10 mg, 9,1%, 30 mg, - 28,8%, mnauebo, 1,7%);
H aKkaTu3na (Chbe EJIE,[IHHTE YecToTa 10 mg 12.1% 129 mg, 20 5%, nnaueﬁu 1 ,1%). ’_'_”

CpeaHuTe NPOMEHH B TEIECHOTO Terio hpn HJHU[IIH C 6m‘m.rrupﬂn aqaemﬂnhn pa.?-(:'l‘pDHCTBD THN | Ha
12-ta u 30~Ta cenMuLa 3a apHanpa'mJi ca 2 4 kg H S 8 kg " flpH nnaueﬁu CBOTBETHO 0 2 kg u23ke.
[Ipn nenuaTpuyHaTa NOAYNALMA, COMHONCHTHOCT B OTIIAQHANIOCT ca Hab/moJaBaHu No-4eCcTo NpH
NMalMEHTH ¢ OHITOIPHO pPa3cTPOHCTBO OTKOIKOTO MPY NAUHEHTH C N30 peHUA.

[Ipn nennatpuyHara OnnosnspHa nomymnauus (10-17 rouHHH) npu ekcno3uuug no 30 cegmuuy,

4eCTOTaTa Ha HHCKH HHBA Ha NPONAKTHH B cepyMa NpH. HHIMBAON OT KEHCKH TIOJT (<3 ng/ml) n
MHIWBHIN OT MBXKKHM oM (<2 ng/ml) e 6una cvoTBeTHO 28,0% ¥ 53,3%.

CrnobiaBare Ha NOAO3NPAHH HEXENAHU PeaKilHy

Cpo0maBaneTo Ha NOJO3MPAHN HEKEJIaHW PEaKidK ClIe/l pa3peliaBaHe 3a ynoTpeda Ha JIeKapCTBeHHs
NPOOYKT € BaXHO. TOBa MO3BOJIABA [fa MPOIBIDKH HaOMIOAEHNETO HA ChOTHOLICHUETO T0M3a/PHCK 33
NeKapcTBeHua NMpoaykT. Hexenanure peakiyu Moxke ga ObIaT ChOOLIEHH TUPEKTHO 9pes3:

HampnauTenHa aredius no gexapceraarta (MAJD
yn. . Jaman I'pyes®™ Ne §

rp. Codus 1303,

Ten. +359 2 8903417

en. noma: bda@bda.bg

yebcaliT: www.bda.bg

4.9 IIpexo3apane

ITpu3HalM ¥ CUMIITOMU
B xMAMIHH POYHBaHNS H ot nuc'maprcemﬂma OIHT € yCTaHOBEHO, ue CAY4aliHOTO HITH YMHIIIEHO OCTPO
nMpego3UpaHe CamMo0 C ApPUNHWINPA30y MNPH BB3PACTHH MALMEHTH, 38 KOHTO € ChOLIEHO,
npubnuzurenHo gosu no 1 260 mg, He e moseno no dartanHu nocneamuyd. Habmonasa




MPU3HAUHM ¢ MOTEHUMATHO KIMHWYHC *HAYEHHE BKIHOUBAT JETaprud, NOsBALIEHO KPBhBHO HAIATaHe, ChHIIMBOCT,
TaxHKapans, raeHe, NospbliaHe W jikapua. OCBeH ToBa, HMa choOLleHNs 33 HHLIMACHTHO Npeao3upaHe caMo
¢ apunmnpason (foctrawto Ao 195 mg) npu menz 6e3 dataruu nocneadiM. [loTeHUHANHO CEpHO3HMTE
MPH3HALM H CHMNTOMH OT MEOHLIMHCKA MIC/HA TOYKa, BKMOWRAT De3chHUe, MpexoaHa 3aryba Ha Ce3HaHHE H
€KCTpanHpaMHAHNA CHMITTOMH.

JleyeHue Npy npeaoivpate
JleueHwero NMpH npego3upare, TpAOBa La Bx::‘°YBa TORMBPKALNO JICHCHHWE, OCHI'YPABAHE HAa IMPOXOIMMH

OWXATETHH IThTHINA, OKCHIeHAlWsd W BEHTHAAL:T8, KAKTO M HAIHAYABAHETO Ha CHMITTOMATHYHO Ji€YEHHE.
Tpabsa na ce ¥iMa npeaBHI BEPOATHOCTTA OT yioTpedara Ha HAKONIKO JIEKAapCTBEHH NpoAykTa. Eto 3aito e
Heo6xoauM He3abaBeH KOHTPO/N HA ChPAEYRO-CHAOBATA CHCTEMA M BKTIOYBAHETO HA HEMPEKBCHATO
eIeKTpoXapaAorpacko TPOCHEOABaHe 3a Y/JaBAHETO HA BB3IMOXKHA apuTMHA. [IpH BCSAKO MOTBBPACHO HITH
MOXO3NPaHO TIPENO3HpaHe C aPUITHITPa30l € HEOOXOOHMO MOCTOAHHO MMPOCNCOABaHe Ha MAallMEHTa 10 HErOBOTO
TbJIHO BL3CTAHOBABAHE.

AxTtusen BbrieH (50 g), npunoxken oo | yac cnen npuemMa Ha apununpason, HaMansaea Cpax Ha apHIIHNPA30I C
okono 41% u AUC c¢ oxono 51%, .Koeto npeanonara Bs3MOXKHOCT 3a Je9eHHE HA NPEZO3HPAHETO C aKTHBEH
BBITICH. - .

XeMoaoyaiusa
Bwrpeky 9e HAMa JAHHH OTHOCHO ediekTa Ha XeMOIKATH3aTa [PH JIEYEeHHEe Ha MPEeI03NPAHETO ¢ apUITMITpa3on,

HE C€ 04Y9akKBa XCMOIHATH3aTa Ja CC OKAXKCE NONC3Ha B TO3H cnyqaﬁ, TBH KaTo APHITHIIPA30J]1 CC CBbP3Ba BLEB
BHCOKa CTEIICH C TUIA3MCHHUTC MPOTCHHMN.

5, DOAPMAKOJOIHYHHU CBOMCTBA
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dapMakoTepaneBTHIHA rpyna npym amuncmu*rmin ATC KDI.I NOSAXIZ

MexaHH3EM Ha JEACTBHE

Ilpeanonara ce, 49e e(EeKTHBHOCTT2 Ha apHIUNpason TpH mwr3ohpesus H  OumonspHO adeKTHRHO
pa3CTpONCTBO C€ OBb/DKH Ha I{UMﬁHHEIIHﬂTﬂ g'r YaCTHYEH aroHM3bM ChpAMO AONaMUHOBHTE D2 W
ceporoHMHosure S5HTla peuenropy un ﬂH‘i%,l"DHHS'I:M cnpsiMmo cepotoHunosute SHT2a peuenropn.
ApUNUNpasoyl MNpoABRBa AHTArOHUCTHYHH CBDﬁCTBE NPH XYBOTHHCKM MOIEIM C JONaMHHEPruyHa
XHATMIEPKTUBHOCT M ArOHHCTHYHH CBONCTBA MpPH XHBOTMHCKHM MOJENH ¢ JONaMHHEPrWIHa XHIOAKTHBHOCT.
ApMITHTIPa30JT NPOsABABA BHCOK aMHHUTET HAa CEBLP3BaHE in vitro ¢ gonaMuHosuTe D2 n D3, CepoTOHHHOBH
SHTla n SHT2a peuentopn ¥ yMepeH aduuureT cripamo ponamuHosute D4, cepotonusosute SHT2C M
S5HT7, andal -appeHepruunute ¥ H1 XHCTaMHHOBH peLleNTOPH. APUMNUTPa3onN NpoABABa H yMepeH abHHNTeT
KBM MeCcTaTa Ha oOGpaTHO MoeMaHe HA CEPOTOHWH W HE3HadHTeNneH edieKT KbM MYCKZpHHOBHTE PELENTOpH.
BiaumoneiicTsueTo ¢ ApYyryM pelenTopH, Pa3IHgHH OT JONAMHHOBHTE M CEPOTOHMHOBH MOATHIOBE, 00ACHABA

HAKOH OT XPYTUTE KIIHHUYHHN eeKTH Ha apununpason.

Hozu apurmnpaszon ot 0,5 mo 30 mg, mpueMaHH BEAHHX JHEBHO OT 3paBH N0GPOBONIM 32 MEpHOA OT 2
CEOMHIH, BOANT 0 N030-3aBHCHMO HaMalfiBaHe Ha cBBbp3BaHeTo ¢ |1C-paknonpua, criecupdmien D2/D3
pEUEITTOPeH JMraHA, B obNacTTa Ha OMMailKara W ITyTaMeHa, YCTAaHOBEHO C TMOMOINT2 HA TIO3HTPOHHA
€MHCHOHHA ToMorpadus.

Knwauana epukacHOCT H 6€30NaCHOCT

Hluzoppenua:

B Tpu kpatkoTpakiuu (4 no 6 cemMuuy) riaue6o-KOHTPONHPaHY MPOyYBaHMS BKOYBalM | 228 BB3pacTHH
NayerTa ¢ WH30ppeHnsd, NpoABsBalla C¢ ¢ TNOIHTHBHU. M HETaTHBHM CHMITTOMH, apHITIIpa3on € roKasan
CTATHCTHYECKH 3HAUHMO O-TOJIAMO nunuﬁpenue Ha ICHXMIHHTE CHMITTOMH, B CPaBHEHHE ¢ IUTaLie6o.




Apunumnpa3ol e edeKTHRCH M0 OTHOIGUHNWE H2 ana3Bale #a KIMHHYROTO NMOS(0DpeHKe NpH NPOABDKHTENHO
neyeHMe TPH BBb3PacTHH MALMCHTH, Li0Ka3aiy JTTOBOP L:pH 3anoysadHe Ha NedyeHHeto. Tlpn cpaBHHTENHO
NpoyuYBaHe C Xajonepunos, OpoA HA DALMEHTHTE MPH KOATO OTTOBOpA CIIPAMO JIEKapCTBEHHMA NMPOMYKT CE €
3ama3iul B NPOOBIDKEHHE Ha 52-ceAMHIM € CxXnUeH MpH jBere rpyitn (apumunpason 77% w xanonepnaon
73%). Tlo oTHolmeHHe Ha Opod MALMCHTH ARLPIIMMM NpoydBacTo, NMPH IpynaTa Ha apUIRNpPa3’on TOH €
3HauuTeNnHo no-roisaMm (43%), B cpasHen+ o ¢ xamonepangon (30%). Peaynratdre OT CKannre, H3MNOI3BaHH 3a
npociensiBaHe Ha BTOPHUHWTE KpHTepr.i, aknounTtesito PANSS u Montgomery-Asberg Depression Rating
Scale moxa3BaT 3HAYHTETHO TOZOOPEHHE CIPAMO XaNoONEpHAOIS.

Mpn 26-cepmuano, mnnaueGo-KOHTPOIHPAHO IipoydRaHe npi cTabWIH3HpaHH MalMEeHTH ¢ XpOHHYHA
K30 peHHA, apUNUNPA30J € NOKa3al 3HAYNTEIHO NO-TOJBIMO pelyUMpaHe 4ecToTaTa Ha npucTbhnute, 34%
IpH rpy1iaTa Ha apunrIpason u 57% npy nauedo.

Veenuuasane na me2nomo.

B KIMHHYHH TpPOYyYBAHW#, apUIINMNPa30jl HE € MoKasad, 4Ye ‘BOAM A0 KIMHHYHO 3HAYMMO MOBHMLIABAHE HA
Ternoro. B 26-ceamumiHo, ABOHHO-CNANG, MYNTH-HAIIHOHATHO, CPABHHTENTHO NMPOY4YBaHe C OJlak3anyA npy 314
BB3PACTHM NAalMEHTa ¢ IOW30(PEHAS, B KOETO YBENHWYCHHETO Ha TETJIOTO € MBPBHYHA KpalHa TOYKa,
3HA9HTENIHO T0-MaJIKO TAaIlHeHTH ¢a MMaTH Hal-Maiko 7% YyBeJIMUEHHE HA TETNIOTO, CNPAMO H3XOIHHTE
cTORHOCTH (HampHMeEp YBEJIHYEHHUE Ha TErJI0TO 'C Hal-mManko 3.6 kg npu cpeaHo uzxoaHo terno ~80,5 kg) npu
rpynata Ha apanunpason (N= 18, wiu 13% ot OLCHEHUTE NAUMEHTH), B CpaBHEHHME ¢ Os1aH3anvH (N= 45, unu
33% OT OLIEHEHUTE MMALIHEHTH).

Jlunuonu napamempu.

[Tpu o6o0LOEH aHaNM3 HAa JIMMMIHUTE MapaMeTpy oT mnauedo KOHTPONIUPaHK KIMHHYHH NPOYYBaAHHUS MApH
BBE3PACTHH, HAMA [AHHHW, Y€ ADHUITHTIPA3ON MPHIKHARA KIMHMYHO 3HAYMMH NPOMEHH B HHBATa Ha OOIIHA
xonectepon, Tpurynuepuaute, HDL w LDL.

-O6111 XOoNecTepon: YecToTaTa Ha TIDOMEHMTE 8 HUBATa OT HOpPMATHR (<5,18, mmnl/l) KbM BHCOKH (26,22
mmol/]) e 6una 2,5% npu apununpamn n2,8%] npu nnaueﬁu a cpenHaTa [MPOMAHA OT H3XOAHO HHBO € O6mna -
0,15 mmol/l1 (95% CI: -0 182, -0 115) npu z}punmrpa:?qﬁ_ n -0, If mmnl/l (95% CI: -0,148, -0,066) npu
raue6o.

-Tpurmunepuiy Ha TnagHo: tlecm’ra'ra Ha rrpnueme B HABAaT2 DT HﬂpMﬂJTHH (<1,69 mmol/l) xbM BHCOKH (>
2,26 mmol/l) e 6una 7,4% npu apunsrnpasoi 1 7,0% an nnaueﬁlo a cpelHAaTa NMPOMAHA OT W3IXOJHO HHMBO €
6una -0,11 mmol/l (95% CI: -U 18’2 -0 ﬂ-ﬂl‘-ﬁ)‘ npn apH’anpason H -O 07 mmol/l1 (95% CI: -0,148, (0,007) npn
rTane6o. Co

-HDL: gyecToTara Ha rrpumenme B HABATa OT Hupmamm 1 04 mmol/l) xeMm BuCcKH (<1,04 mmol/l) e Ouna
11,4% npwu apunumpason u 12, S% [pH rmaueﬁu a cpelfHaTa HpDMHHa OT W3XoaHO HUBO € O6mna -0,03 mmol/l
(95% CI: -0,046, -0,017) npu aprnunpazon u -0, 04 mmol/! (95% CI: -0,056, -0,022) npu nnate6o.

-LDL Ha rnmagHo: decToTaTa Ha TpoMeHWTe B HMBara oT HopMmamHH (<2,59 mmol/l) xeM Bucokn (>4,14
mmol/]l} e 6mna 0,6% npu apununpason u 0,7% nipu wiauedo, a cpegHaTa MpOMAHA OT H3IXOAHO HHBO € OMna -
0.09 mmol/1 (95% CI: -0,139, -0,047) npu pHIHMPason 1 u -0,06 mmol/l (95% CI: -0,116, -0,012) npu
rauedo. o

Iponraxmu

HuBata Ha NpoJiakTUH C3 OUEHSBAHH BHB BCHHYKH Hpﬂ}“:lEaHHﬂ 34 BCHYKM [O3H apununpazon (n=28,242).
CriyyanTe Ha XWUNEPMNpPONAKTHHEMAS WUNH yBEeNMHYaBAHE Ha CEpPYMHHA NPOJIAKTHH MPH NALHEHTH, JIEKYBAHH C
apurmnipazon (0,3%) ca paBHM Ha Te3M npH wiaue6o (0,2%). Ipy MaLMeHTH, KOWTO TIPHEMAT apHITHIIPason,
MeIHaHaTa Ha BpeMeTo 0 HacThlBaHe Ha eekT € 42 OHH, a MeJHaHaTa Ha MPOXB/DKHTETHOCTTa Ha eiekTa €
34 OHM.

CnyyauTte Ha xununpnnamrlemnn mm HaMaJI9BaHE Ha CEP}”MHHH HPDI[HKI'HH NpU NaUHEHTH, JIEKYBAHH C
apurmnpason, ca 0,4% B cpasuenwe ¢ 0,02% npu nauuedTH, Nékysaun ¢ mwiaueGo. TIpu maumenTH,
TOTy4aBallld apUIHIPaiolN, MEAMaHAaTa HA BPEMETO [0 HACTHNBARE Ha epext € 30 QHM, a MEeOMAHATA Ha
NMPOABLKUTETHOCTTA Ha ediekTa € 194 nHM.
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Manuiinu enusoou npu 6uUnoNApHO ahexmusHo pascmpoiicmso:
B nBe 3-cenMrdHA mnauebo KOHTPOIHPaHHU M3NHTBAHHA H2 MOHOTEPANHA ¢ MPOMEHHBH [03H NMPH MalHEHTH
¢ MAHHEH WIH CMECECH enu30d Ha ﬁuno.rmpﬂn aqaemunun pa3CTPONCTBO apHUIUNPA30/ € NoKasan ng-




e(pUKACHOCT CpAMO Miauebo Npy HaMa iuBAHE i MAHHK! ‘14T CHAHITOMH 34 3 ceIMHLM. Te3u W3NMHUTBaHUA ca
BKJTIOMBAJTA MALMEHTH CbC KK Oes NCHXOTHUHH C:3:AITTOME i1 ChC 1 1 0e3 Ohp30 HMKITUYHO NpoTHYaHe,

B enHo 3-cefMHIHO anefo KOHIPOJTHPAHO H3NATBAHE HA MOHO  2PAIMHA ¢ (IHKCHPAHA 032 MPH MALHEHTH C
MaHWeH WM CMeceH eIn304 Ha OUnosiAprRo adexTHBHO pascTpOiicTBO apHNUIIPa3on He € MOoKasal Mmo-BUcoka
eHKAaCHOCT CTIpAMO riauefo.

B npe 12-ceaMUYHN, KOHTponupaitt ¢ rLizueto B akivWBHO 8#¢UIECTRY, WINWTBAHKWA HA MOHOTEpANuA MpH
MalHEHTH ¢ MaHWEH WIH CMECeH enuicd Hy 6UnoaapHo adek THRRO Pi3CTPOHCTBO, ¢hC HAH 03 NCHXOTHYHH
CHMITTOMH, apHITUNIPa3o) e NoKa3all No- BACoka eUKACHOCT cnpsaMo nnauedo Ha 3-ta ceaMHlia ¥ MoLIbPHaHE
Ha e(eKT CpaBHMM C JIWTHI WK XAIONEpHAONn, Ha 12-Ta ceaMnIIa.

ApHNMUNpason e nNokKasajl ¥ A0CTUraHe Ha CHMITOMAaTHYHA PEMHCHA Ha ManuATa Ha 12-Ta cegmpiia npM yacT
OT NALHEHTHTE, CPABHAMA C Ta3H NMPH JIHTHIA H XANONIEPHAION.

B egHo 6-cenMHYRO Mauebo KOHTPONMHPAHO W3NWTBAHE MPH MalMeHTH ¢ MaHWEH WIH CMeCceH enu3ol Ha
OunonsapHo atheKTHBHO Pa3CTPONCTBO, ChC WK 0€3 NCUXOTHUHHA CHMITTOMH, KOUTO JaCTUYHO HE C€ MOBIHABAT
OT MOHOTEpanmua ¢ JUTHH AKX BANNPOAT IPH TEpaneBTHYHH CEPYMHH HUBA 3a 2 CEAMHLH, N00aBAHETO Ha
APMITHNPa30N KaTo adlOBAHTHO JIeYeHHe € JOB&IO 10 NO-BHCOKA e(pUKACHOCT NPH HAMalsBaHE HA MaHHUWHHTE
CHMITTOMM B CPaBHEHHE C MOHOTEPAITHATA C JINTHI WITH BATHIpOAT.

B enxo 26-ceqMugHo miauebo KOHTPONHPAHO H3MHTBaHE, CBC 74-CeAMHUYHO NPOXBIDKEHHE, TIPH MAHHIHH
NANVEeHTH ITOCTUTHATH PEMHCHA C apHIUIPa3oi o BpeMe Ha cTabmnulanyMoHHaTta ¢dasa npead paHIoMH3aLHs,
APUIIMNPA30N € MoKa3an NpeBb3XoACTBO Hal rfauedo 3a npedoTreparTaseaHe Ha OHNONAPHH PELMIHBH,
NpeIMMHO 3a NMPENOTBpAaTABAHE HA MaHMA, HO He € MOKa3a/l MPeBB3X0UCTBO Haj Mialiebo 3a MpeoTBpaTABaHE
Ha PELMBHTE Ha JenpecHs.

[Ipp emgno 52-cenmu™HO mnnauebo KOHTPONMPaHC WINHUTBaHE, NpH NAUMEHTH ¢ OHNONApHO adeKTHBHO
pa3cTpoiicTBO THN | ¢ HacTOAL MAHMEH WIH CMECECH EMNU3oN, KOMTO ca NOCTHTHalM cTabunHa pemucus (Y-
MRS u MADRS obu ckop < 12) va apurmupason (10 mg/aaesqo no 30 mg/aHeBHo), RoOaBeH KBM JHTHH
WM BHIPOAT 32 12 NOoCneaoBaTETHH CEOMHIIH, J0OABEHHAT apUITHITPAzON € MoKa3al MPEBB3XOACTBO CIPAMO
aueto ¢ 46% MIOHWXEH PHCK NP TPEBEHUNT Ha ﬁ_Hnuggipeu peunans (KDQ(I)HI.[HEHT Ha puck 0,54} u 65%

LhAT gL A3\

MOHHXKEH PHCK MpH npenerium Ha pelnags Hamr:a!aﬂm (Kumbuuuem Ha' puck 0 ,35) cnpsmo 106aBeHOTO

wrauedo, HO He € norcasan npénmxoncmn cn]gmn rmaur:ﬁo nﬁh npeaeﬁgyn 'Ha peLMOvB Ha MNETpecHs.
JloGaBeHMAT ApUITHIIPA3OT € nnn:aaan MPEBELIXOACTBO CIPAMO I_maueﬁu B mmepm‘enn Ha BTanqHHH pe3yIITar,
CGI-BP cxop 3a TeXecT Ha 3aGONABAHETO (MEHH}I) B

B ToBa M3NUTBaHE W3GPAHHTE OT M3cNieJoBaTeNyTe NalpenTi ca O HHa OTROPEHa MOHOTEpAIHA C IMTHA WIN
€ BaNNpoar, 3a Aa ¢e YCTAHOBH haCTHqiiia mmca Ha nTmep"ﬂali'ifeHTHTe ca Ounu crabunnsupaHy 3a noHe 12
NOCNESOBATEITHH CEIMMIIM ¢ KDMﬁHHaI.lHETﬂ o apHanpaann " c'mn-m c'raﬁmmza'rnp Ha HaCTPOEHHETO.
CraGunusupaHuTe TaUWEHTH cled ToBa ca ﬁmrh pamwmmnpal{n Ja NMpoab/oKaT ChIIHA CTaOMTH3aTOp Ha
HaCTPOEHHETO C HBOHHO3ac/eNeHH apunnnpaznn WK nimie6o. Hetnpn noarpymu CuC CTAOWIH3ATOPH Ha
HACTPOEHHETO ca OMITH OLICHEHN B paﬂnommupaﬂa'ra @asa ApUIIAINPA30. + JTHTHIE, apHIIMNpa3on + BAIMpPOAT;
rnate6o + awrul; wianebo + Bannpoar.

Crenennte no Kaplan-Meier 3a peuuaus Ha enmun Ha HECT]JDEHHE:TI} 33 paAMOTO ¢ JOITLITHHTETHA TEPAITHA Ca
6unu choTBeTHO 16 % 33 apununpa3on + NUTHH ¥ lh % 3a apﬂnnnpaznn + BanmpoaTr cpaBHeHH ¢ 45 % 3a

nnauebo + nutui 1 19 % 3a naauebo + Bannpoat. |

[leguaTpudHa MOTYIALNWS:

usogperus npu roHowiu:

B 6-cenMHYHO nNated0-KOHTPOIIHPAHO KITHHKUHO npoy4raHe Ha 302 mnumn ¢ ummzodpenns (13-17 rogunn),
¢ NMO3UTHBHH H HETATHBHH CUMITTOMH, apHIIHTIPA30JT CE CBBP3Ba ChC CTATHCTHYECKH 3HAYHMMO Togo0peHHe Ha
NCUXOTHYHHTE CHMITTOMH , B CpaBHEeHHE ¢ Tnanefo. B noanpoydeaHe Ha FOHOIIN HA BB3pacT Mexay 15 u 17
FOAVHH, TIpEACTaBisBalmM 74% OT W3C/CIBaHATa NONYIALHA, MObpXKAHE Ha edekra ce Habmonamsa B
NMPOALDKEHHE Ha 26-CeAMHYHO OTBOPEHO paamupeuu NIPOYYBAHE. |

oy
L

B enqno 60- mo 89- cemmuvHO, paHI_[{]MHaHpHHO ABOWHO-CNATIO, nnaueﬁu KOHTPOIIHPAHO MPOYYBAHE MPH
HOWHM (n= 146; sB3pacT 13-17 roaunn) ¢ mmucbpeam MMa CTaTHCTHHECKN 3HAYMMA pa3ivKa B YeCTOTaTa Ha
PEILIMONB HA NMCHXOTHYHHU CUMIITOMHU Mexc,:[y r]:»ynaTa Ha apHIIHNPa30 ('19 ,39%) 1 Ta3n Ha mwauebo (37,50%).
ToukoBaTa OlleHKa Ha KOoeHIHEHTa Ha pnck (HR) e 0,461 (95% IOBEPHTENICH WHTEPBA, 0,242 — 0,879) =
usnaTta nonyyjanus. B aHanmisa Ha nunrpyna'ra TB'IHGBHTE OIIEHKA Ha HR' ¢ 0,495 3a naupeHTHTE Ha BB3PACT OT
13 mo 14 romuum B cpaBHemme ¢ 0,454 33" ri'almemme HA BB3pacT of 15 go 17 rogwwu. Bampexn Tora
ouenkaTa Ha HR 3a mo-mnapara Be3pactosa (13-14 FOOMHA) TPYMa HE € TOYHA, OTPa3ABaWKH Mo-




(Bapupatt ot 0,51 mo 1,628) ne mo3Bongsa Ka Ce HANPABAT #IBOAM 33 HATHUHETO Ha edekT oT JiedeHHeTo. 3a
pasnuka OT ToBa 95%-ua nosepurener sutepsan 3a HR B rio-Bw3pacTHara noagrpyna (apununpason, n=69;
rnauebo, n=36) ¢ ot 0,242 no 0,879 u crienoBaTeo MoXKe 13 ce HANpaBH H3BoA 3a eEKT OT JIEIEeHHETO TIPH
MO-BB3pACTHHATE NALMEHTH.

Manuiinu enuszodu npu deya u Howiu ¢ dunoruo ahexmusho paicmpoticmao mun [
ApHnunpason ¢ uicnenpat s 30 ceammitio, mIaLedo KOHTHOIHPAHO INIMHUYHO NIPOY4BaHeE,
BKmo9Bamo 296 neua u rornomu (ot 10 go 17 rogunamn), kOMTO ca rnoxkpusanu kpurepunte Ha DSM-1V
33 ONMONMAPHO aEKTHBHO pa3CcTPONCTBO THH | ¢ MAHRMITHY IWTH CMECEHH ENMU3OAHN ChC WITH Oe3
MCUXOTHYHA KOMIIOHEHTa U ca nMany Y-MRS pesynrar >20 mpu naxonuute HUBa. Cpel nauyeHTHTE
BKITIOYEHH B TBPBHUHNS aHATH3 3a eukacHocT, 139 nanwenTa ca HMaH CHITBTCTRAIIA QUArHO3a
ADHD (cHHOpoM Ha XMNepakTHBHOCT ¢ JeHUNT Ha BHUMAHHETO). APHITAIIPA30]1 € IToKa3an
MPEBL3XOACTRO B CPAaBHEHHE ¢ Iwiatedo 3a MpoMAHa OT H3XOAHUTE HUBA Ha 4-Ta M 12-Ta cegMULa Mo
Y-MRS 06111 pesyntar. B nocneasain ananns, nodobpeHueTo cnpamo ruauedo € no-u3pazeHo npH
MALMEHTH CbC ChITBTCTBALA AHarHo3a ADHD 8 cpasnenue ¢ rpynara 6e3 ADHD, xbneto Hama
pa3nrka crnpamo mianebo. IlpepeHunsTa Ha PEUMIVEN HE € YCTAHOBEHa.

Tabanna 1: Cpearo nogobpenne COpPuMO M3XOARHTE HABA no YMRS pPe3yaTarT 3a
NCAXAATPHYEA KoMopbuanocT

IlcnxpaTpHEINa 4-1a 12-1a ADHD 4-Ta 12-1a
KoMopbnanocT cenMuLa - CeAMHUA _ ceMHLA CeZIMHIIA
APMITUIIPA30J] 14,9 15,1 aApUITUNpa3on 15,2 15,6

10 mg (n=48) 10 mg (n=44)
APHITHITPA3OI 16,7 16,9 APUTTHTIPA30] 15,9 16,7

30 mg (n=51) | ) 30 mg_@=48)
[Tnaue6o 70 82 .. fIJIauenn 6,3 7.0

(n=52)* o L (n=47)° .

Bes 4-Ta 12-Ta Bes ADHD 4-1a 12-Ta
NCHXAATPHYAA ceaIMHULIA CECIMULIA ceaMHLIa CeIMHILIA
KoMopbuaROCT s

apUIHITPaso 12,8 159 . apnmmpaaan 12,7 15,7
10 mg (n=27) e 10.mg (n=37) | |
ApUTTATIPA3OJT 15,3 14,7 - gPMITHIIPA3ON . 14,6 13.4
30 mg (n=25) . 30 mg (n=30)
[1nauebo (n=18) 0.4 9.7 . IInauebo 9,9 10,0
o (n=25)

8 n=51 Ha 4-ta ceaMHlLA
® n=46 ua 4-1a ceaMHLA

Hali-gecTiTe ChONTHA CBBP3aHH ¢ ICYEHUETO TPH NMAUHEHTH NMpHeMaly 30 mg ca eKCTpanHpaMUIHO
Hapyioenue (28,3%), coMHoneHnTHOCT (27,3%), rnaBobGonue (23,2%) u ragene (14,1%). CpentHoTo
YBEIHUCHUE Ha TernoTo 3a 30 ceaMuueH-nepuon Ha neueHue ¢ 2.9 kg cpaBHeno ¢ 0,98 kg npn
NauHeHTHTe ITPUEMAIH rnanebo.

Pasopaznumennocm, cebp3ana ¢ aymusbm npu neduampuyny nayuenmu (BX. Touka 4.2)
ApHNunNpason € NMpoy4BaH NpH MauUMEH]H Ha BB3pacT OT 6 Ao 17 roadHM B8 ABe 8-CeIMHMUHM, IUlaiebo-

KOHTPOJTMPAaHd MpOYYBaHHA [eiHO ¢ reBKaBa 03a (2-15 mg nHenHp) U eqHo ¢ dukcHpaHa go3a (5, 10 wm 15
mg JHEBHO)] ¥ eaHO 52-CeAMHIHO OTBOPEHO TIpoyYBaHe. JJo3ApaHeTo B Te3M MPOYUBAHHKA € 3aTlI0YHAIIO ¢ 1034
2 mg AHEeBHO, YBEIWYEHA N0 5 mg QHEBHO CNel elHa CeIMRLA M yBEnWyapaHa C Mo 5 mg OHEBHO BCAKA
ceaMuua A0 AOCTHraHe Ha TaprerHara aosa. [loeeue ot 75% m; MNAaLHEHTHTE ca oA 13-rogriuHa Bh3pPacT.
ApPHITHNIPA30N '€ MOKA3aJT CTATHUCTHYECKH 3HA4MMa MO-TONSMa’ ecbuxacnuﬂ B CpaBHEHHWE ¢ TUtauebo 1o
MOJCKANATA 3a pasgpasHHTenHocT Aberrant Behaviour Checklist. B'I:IT].‘JEKH TOBa, KIMHAYHATA 3HATHMOCT HA
T€3H OTKPHTHA BCE OlIE He e ycTaHoBeHa. TIpodiuthT HA 6€30MacHOCT BKTIOYBA YBE/TWdaBaHe Ha TETJIOTO H
NMPOMEHH B HUBATA HA TIPOJIAKTHH. |

[IpoasmKUTENHOCTTA HA TE3M ABLATOCPUYHY NPOYYBaHHA € OrpaHWyueHa oo 52 ceaMHLy
MpOydYBaHusl, C/IydaliTe HA HUCKM HUBA Ha MPONAKTHH WPH WHIHBHIM OT XXEHCKH non (<3
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OT MBLXKH noin (<2 ng/ml) B rpyna Ha [AIMEHTH JiEI(}’BHHl* & apunuiipason € cborBeTHO 27/46 (58,7%) n
258/298 (86,6%). B nnaueCo-KOHTpoNupaky IPOYYBAHWA CPEAHOTO yBenu4veHHe Ha Ternoto € 0,4 kg B
rpyfnarta Ha mmagedo u 1,6 kg nipu apununpaso.

ApPHTIHIIPA30J1 CBIIO € IIPQYHBAH B TBHITOCP: 170 MOIULP¥ N0 Milauefo KOHTPOIKPAHO MTPOYYBAHE.

Cnen crabunuinpane ¢ apunanpason 3a 13-26 cegMRany {2-15 mg/AHEBHO), 9acT OT NALUMEHTHTE ChC
CTaOWIHM N0Ka3aTENH Ca OCTAaHANH Ha apHITHIIPA30N, 3 OCT: HAIMT. ¢a IPEeMHHaNH Ha nnauebo 3a oile

16 cexmmm. YectoTaTa Ha permausrTe o Kaplan-Meiter Ha 16-Tara ceaMuua ca 35% 3a apunumpaszon U 52%
1a rranebo, kato koeduiMeHTa Ha pucKa OT peuMauB 3a 16 cegmumum (apummnpaszon/manebo) e 0,57
(CTaTHCTHHECKH He3HAYHTENHA pa3nnka). CpedHoTO YBENHYECHNE Ha TErNoTo ciel dga3aTta Ha cTaOWIH3HpaHe ¢
apurmarpason (oo 26-tata cegmuua) e 3,2 kg, a BpB BTOpaTa ¢aza Ha npoydsaHeTo (16 ceaMuum) ce
HaOmomaea cpelHo yBenudeHwe oT 2,2 kg 3a apunmmnpason B cpaBHenwe c 0,6 kg 3a mmane6o.
ExcTpanupaMuIHN CHMITOMH Ca ChODWWIaBaRH IJIaBHO MO BpeMe Ha crabwinsupamara dasza npu 17% ot
NnaLHeHTUTE, KaTo ¢ TpeMop ca 6,5%.

Turose, cevp3aHu cbve cunopoma Ha Tourelte npu neduampuurnu nayuenmu (8xc. mouka 4.2)

EdrkacHOCTTa Ha apHMUNpa3on € MpoydYeHa NpH NMEOWATPHYHH MAauMEeHTH ChC CHHApOM Ha Tourette
(apummmnipazon: n=99, nnanebo: n=44) B €aHO paHIOMHM3HpaHO, OBOWHOCNANO, IUIaleb0-KOHTpOIHpaHo, 8-
CeMHYHO MpoyuBaHe, H3MNOJ3Balio NJIAHOBA rpyna 3a JIeucHUe ¢ PUKCHpaHa 103a Bb3 OCHOBA HA TETNIOTO W
I030B AMana3oH oT 5 mg/men no 20 mg/nen npH cTapToBa 0033 oT 2 mg. [TalHeHTHTE ca Ha BB3pacT oT 7 10
17 rognHY | MOKA3BaT cpekHa oueHka 30 o Moka3aTesMTe 3a 06Ia OLiEHKa Ha THKoBeTe o Melickata cxama
3a o0ma Texect Ha THxoBete (Total Tic Score on the Yale Global Tic Severity Scale, TTS-YGTSS) npu
HAYAJTHOTO HHBO. ApPUIHNPa3o/ Mnokasa nojgobpenne or 13,35 Ha nokazarenute no ckanara TTS-YQOTSS
CITPAMO HAYaHOTO HUBO OO ceAMHUA 8 3a rpynara Ha HHCKa fo3a (5 mg wmu 10 mg) u 16,94 3a rpynarta Ha
Bucoka 103a (10 mg wim 20 mg), B cpaBHenne ¢ nogodpenue ot 7,09 npu rpynara Ha rnuauebo.

EdmkacHocTTa Ha apununpaso.ri npu ne,uua'rpuqﬂu HﬂHHEHTH ChC cnnnpum Ha Tnurette: (apununpazon: n= 32;
mnanedo: n=29) e oueHeHa cr,lun TPH THBKAB HO30B ANANE3oH oT 2 mg 10 20 mg Ha IeH U CTapTOBa 1033 OT 2
mg B 10-ceIMHUHO paHNOMH3HpaHo, nBoHOCISIIO, WaneO0OKORTPOMPaHO NpoydRaHe, nMposeneHo B KOxHa
Kopes. [TaiiueHTHTE ca Ha BB3PAcT OT 6 o 18 'TOZMHY H TIOKa3BaT CpedHa OUeHKa 29 rio TTS-YGTSS mpu

HAYATHOTO HMBO. prnaTa Ha Hpunnnpaapﬂ nmi”a‘:;ﬁa nnnuﬁ‘penﬂe or ‘14,97 no TTS-YGTSS CIIPAMO
HauaJHOTO HHBO 10 ceaMuita 1 B cpasHeHHe C nn;mﬁpeﬂﬂe or 9, 62 B rpynara Ha 1uaue6o.

U B OBeTE KPaTKOCPOTHH H3IHTBAHMS, KHHHHTIHHTH 3Hatmnmc'r Ha TIOJTyYeHNTE IaHHH 32 e()MKaACHOCTTA HE €
yCTaHOBEHA, B3eMalKH NpeABN] CTENeRTTa Ha nete6Hus eeKT B CpaBHEHHe ¢ ronemus raucbo edexT M
HEACHHTE eeKTH OTHOCHO NICHX0-COLIHANHOTO (lyHKUMoHMpaHe, JInncear AbNrocpoYHN JaHHH MO OTHOLICHHE
Ha e(ONKACHOCTTA H 0e30M1aCHOCTTA Ha apHITMIIPa3oll MPH TOBA MPOMEHIIHBO pa3cTPONCTBO.

EBponelickata areHuMs NO J€KapcTBAaTa OThnara 3aALIDKEHMETO 3a [pPEOCTaBfHE Ha pE3YyNTaTHTE OT
[POYYBAHHATA C APUIHUIIPA30ON B €AHA WIH NoOBeue NOArpyny Ha neauaTpudyHaTa [OMyJallds [PH JIeYEeHHETO
Ha A30QpeHus H OUTIONApHO acbemunﬂu pascmnﬁmn (B}I{ Toqka 4.2 332 HH(pOpPMALKA OTHOCHO YNoTpeOa B

megHaTpHATA).

5.2 PapMaKOKFRHETHIHA CBONCTBA

Abcopbipns

Apwurnonpason ce abcopOrpa mobpe, xaTo NWXOBH IMa3MEHU KOHLIEHTPALIMH Ce IMOCTUTaT B paMKHUTE Ha 3-5
yaca ciiefl npueMa, ApUIHMNpasos NPeTLPNABa MUHAMAJICH NPECHCTEMEH META0OIH3BM.

AbcomoTHaTa nepopanHa OHoHanwdHocr npH TabneTHata opma € 87%. boratara Ha Ma3HUHM XpaHa He
MOBTUABA (PAPpMAKOKHHETHKATA Ha apHOHIIpa3ol.

PasnpeneneHue .
ApHTIHIIpa30J1 ¢& pasnpenens B UEAHA OpraHuiiM, kaTo obema Ha pasnpenenenve e 4,9 kg, noxassam

€KCTEH3IUBHOTO €KCTpPaBacKy/apHo pasnpepencHue. IIpy TepanmeBTHIHM KOHUCHTPALMH, apHNUMpason W
AEXHUAPO-apHITHIIPA30JT CE CBLP3IBAT ChC CEPYMHUTE HpDTEHHH MpENNMHO ¢ anbyMmuHa, moBeue oT 99%.




buotpaHcdopmManus:

ApHnunpason ce MeTabonwsWpa axtsHO B HepHUs [pob, dpez tpH GHoTpaHCHOpMAUMOHHH TBTA:
AeXAOpOTeHUpAHEe, XUIpoxcunaupade ¥ N-icankanupaHe. B in vifro npoyusaHus, eHimmuTe CYP3A4
CYP2D6 ca OTTOROPHHM 33 AEXHAPOreRw 78T W XHIPOKCWIMPAHET G Ha apUITHNPa3oll, a N-IeTKUITMPAHETO
ce katanuimpa ot CYP3A4. Apumunpazon ce nasnpeiess NpeAuMHO B CHCTEMHaTa udpKynauua. [Ipu
CTAIMOHAPHO CbCTORHHE, ACXHUAPO-apHIi»NDAI0T, KONTO € aKkTHBEH METabONHT, npeacTasiasa okono 40% ot
AUC na apunumpa3on B ImasMara.

Enumunupane: |
CpeIHHAT eNMMHHALMOHEH TMONYXWBOT Hd apHmMnpazonl € TNpHONMIUTENHO 75 daca npH OBp3u
meTabonmsaTopu Ha CYP2D6 v okono 146 gaca npu dasHu Merabonusatopu Ha CYP2D6.

O61uuA TeneceH KTHpBHE Ha apunumpason € 0,7 ml/min/kg, xato Tolt € npeauMHo YepHOApoOEH.
Crnex enHokpaTHa nepopanyda fo3a ['*C]-mapxupaH apummnpasoi, okoso 27% oT npHeTaTta pajMOaKTHBHOCT
ce OTKpHRA B YpHUHaTa, a okoJio 60% B u3npaxnenusTa. [lo-Manko ot 1% OT HEMPOMEHEHHA apHITMITPA30N CE

CKCKpEeTHPA C YPHHATA, a 18% ce OTKPHBAT B H3NPAOKHEHHATA B HEMPOMEHEH BHIL.

@ﬂpMﬂKﬂF{HHEH’IHHﬂ APU CREYUATHU cPYRI nAYUEeHmu

IMeanaTpyiHa NoMynauus:
(PapMakOKMHETHKATA HA NEPOPATHUAA apUITHNIPA30J H ASXHAPO-AapHITHPa30oN NPH NeAHaTpHYHK NAaLHEHTH Ha

BE3pacT oT 13 no 17 roounm e nopgo0Ha Ha Ta3W NPH BB3PACTHH NAUMEHTH CJiell KOPHTHPaHE Ha pasNiHKaTa B
TEIIECHOTO TETJIO.

ITallHeHTH B cTapyecka BB3pPacT:
He ca yCTaHOBEHM pa3/IHIHA BEB q:apmarznmﬂemrca'ra Ha apHTIMIPa3oN Py 30PaBH DoOpOBOIIH B CTapUECKa
BB3PacT W MO-MNagy MHAHBUANW, KaKTO Y HAKAKBH 336e:.ne>ﬁmm e)eKTH Ha BB3paAcTTa MPH TOMYJANAOHHUSA
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hapMaKOKHHETHHEH aHaIH3 Ha naunemn;e 1c.: i]]]H?ﬂ(l)pEHHH
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He ca ycTaHOBEHM paznW4Hd BBB (]Japma‘lcmdmefuxa'ra Ha apANNIPa30N MPH 3IPpABH MBKE H KE€HH, KAKTO H
HAKAKBH 3abenexxMMu eexTH Ha NoJjia MpH MNOMYyTauHoNHHA (apMakOKHHETHUEH aHAH3I Ha MALMEHTHTE C
n3odpeHus.

HEHIEHE H ETHHYCCKH d!ﬂl{TﬂpH

TMomynaiponkata papMakOKHHETMYHA OLEHKA He € YCTAHOBMNTA KITMHWYHO 3HAYAMH CBBP3aHM C PAcaTa Wi
MYLIEHETO pa3iiHyidg BbB dhapMakKoOKHHETUKATa Ha apMAMNPa3oN.

bE0OpedHO yBpeXKIaH
YcTaHOREHO €, 4e (l)ﬂpMHKﬂKHHETPFIHHTE CBOKMCTBAa Ha apﬂnurrpasdn M JeXHAPO-apHITUIIPA30JT IPH MALMEHTH C

TeXKko O50pedHo 3abondBaHe ca CXOOHH € Te3H NPH MJIaH 3ApaBH HHIMBHIM.

YepHoapoOHO yBpeKIAHE:
[Ipm npoywBane ¢ eQHOKpaTHA 4034, NPH IMTALIUEHTH c pazIddHa cTereH Ha yepHoapoOHa umpoia (Child-Pugh

Classes A, B, and C) He e ycTaHOBEeH 73HaUMTENEeH eQEeKT Ha UYEepHOAPOOHOTO YBpeXIaHe BBPXY
dapMaKOKMHETHKATa Ha apUNKXOPA30I H NeXHPO-apHIUNpa3on, HO B MPOY4BAHETO €2 OHWIH BKJIIOYEHH caMo 3
nanpeHTa ¢ Kiac C depHonpoOHA LHPO3a, KOETO € HeJmCTaTLqHﬂ 32 [IPABEHETO HA 3aKMOYEHUE OTHOCHO
TEXHHA MeTa0OTHTEH KANalUTET.

3.3 Ipeax1AHAYHA JaHAH 3a fezonacHocT

Hex/TMHMYHMTE JaHHH HE MOKA3BaT ocobeH pHck 3a Xopa Ha 6a34Ta HA KOHMBEHIIMOHATHUTE (PapMaKOIOTHIHH
Npoy4YBaHHA 3a OE30MaCHOCT, TOKCHYHOCT MPH MHOTOKPATHO NpWIaraHe, reHOTOKCHWIHOCT, KaplHHOTEHEH
NOTEHUMATI, PENPOXYKTHBHA TOKCHYHOCT ¥ TOKCHYHOCT 3a Pa3BHTHETO.,




3HAaYUMH TOKCHKOJIOTMYHHM eDEeKTH ca Habmolssaii eOHIECTBEHO MPH N03W WM €KCNO3KHIINA, IPEBHINaBaIUY
3HAYMTENIHO MAKCHMAJTHATA 1032 HIN ¢KCMO3HIKA NPH HYOBEKA, KOETO T10KA3Ba, Ye Te3H eeKTH ca OrpaHmMEHH
WK HE Ca CBBP3aHH ¢ KIIMHKWUHOTO HPWIOXKEHHE. | ¢ BKMIOYRAT: J030-33BHCHM2 aApeHOKOPTHKATHA TEYHOCT
(MO YCIIMH TUTMEHTHO aKyMYIHMpaHe W 3aryba Ha napeHXMMHU KIIEeTKH) TIpH IUTbXoBe, mpu 104-
ceIMMYHO TIpWIoXKeHne Ha no3| ot 20 go 60 mg/kg/muerHo (3 o 10 mpTH cripgMO cpedHaTa cTallMOHApHA
AUC npu MakchuMajiHaTa MpenopsvaHa A032 'Y YOBEK) W MOBULIABAHE YE€CTOTATAa Ha afPEHOKOPTHKAIHHTE
KapIHHOMH 4 KOMOHHHpAHHTE APEHOXOPTHKA :ili aNEHCMH/KapUHUHOMM MMPH KEHCKHN NUTBXOBE, NPH 1034

60 mg/kg/nnesHo (10 meTH cripamo cpenHa cranmoHapia AL/C mpu makcuMaHaTa MpenopbuaHa [o3a NpH
qosek). Hati-BHcoxaTa HETYMOpPOT€HHAa €KCHO3HMILHA [MPH JKEHCKH I[UTBXOBE € HaIBHIIaBana 7 IIbTH
eKCIOo3HLUMATA HA Mpernopbyanara 103a npe Xopa.

HoITETHATENTHO € HaOMoaBaHa W XOJie/leTHa3a B pe3y/ITat Ha MpelMIHTHPaHe Ha CylQaTHUTE KOHIOTATH Ha
XUAPOKCHIMMpAHUTE MEeTabONUTH Ha apHITHTIpa3oil B AUThYKATa HA MaMyHH cliell MHOTOKpaTHH IepOpaTHH
no3m ot 25 mo 125 mg/kg/nuesHo (1 Ao’} nmbTH crpaMo cpeaHa craudosapHa AUC Ha makcuMmanHata
npenopbyaHa KNMHUYHA A03a WiK 16 1o 8| nmpTH MakCHMalHaTa NMpenopbyaHa a03a NpH 4osexa Ha Oa3za
mg/m?). OcBeH TOBa KOHUEHTpAUWHTE Ha CY;ipaTHUTE KOHIOTATH HA XMIOPOKCH-apHITHIIPA3oNl B YOBELIKaTa
ThUKA TIpM MaKCHWMaJTHaTa JomycTHMa fao3a ot 30 mg OHEBHO, HE ca noeede oT 6% OT KOHLEHTpPALMHTE
YCTAHOBEHM B XUThbYKaTa Ha MaMyHH ApH 39—cenMHqHu IpoydBaHe H ca 1o TEXHUTE TpaHuuM (6%) Ha in
vitro pa3TBOPHMOCT.

l_[pH MJIAJAH TUTBXO0OBC H KYHCTA, TOKCHYHOCTTA Ha APHITHITPA30J]1 TTPH TTpOoYy4YBaHHA C MHOIOKPATHO TTpHUJIaraHe ¢
CpaBHHAMa C TOKCHYHOCTTa HpPH B'b3pﬂCTi-IH AUBOTHH, KaTo He Ca HabmoaaBaHH HCBPOTOKCHYHOCT HIIH
HEXCIIaHH E(l]EI(TH, 3ACANALLH paCTCXKA.

B3 ocHOBa Ha pe3yATaTHTE OT ITBJIHHATE CTAHOAPTHH TECTOBE 33 TFEHOTOKCHYHOCT, € YCTAHOBEHO, He
apUITKITIPa3oyl He € F€HOTOKCHYEH. l'lpu MPOY4BAHHSA BHPXY PEMPONYKTHBHATA TOKCHMHOCT € yCTAaHOBEHO, e
apHIHIPA30N HE YBPEKAA cbep’mnﬂnma I(‘LCHE Tnxcﬂqunm BK.TIID'—IHTEJIHD A03a — 3aBHCHMA KbCHA eTanHa
ocupuKams ¥ BBIMOXEH ‘TepaTOTCHEH eq:}elrr Haﬁnm,uaﬂaﬂa Np¥ TUTBXOBE, TIPH IO3M BORCIIM IO
CyGTepaneBTHIHM KOHLEHTPAalHK (B3 0CHOBA Ha f'UC) M AP 3aiiln, fipy 103K BOJIEIH 10 KOHIIEHTpaIuH 3
p Il mpTH crpAMO cpeéoHaTa AUC npH HAoCTUraHe Ha cTauHoH]alpHu CHCTOAHHE TIPH MaKCHMAITHATA
npenopbUBaHa N03a B KIMHMYHATA nparrm;g ‘}'gﬁﬁgﬁmuum npn MBHK?TE ce MoABABA NPH A03M, MoAoOHK Ha
Te31 MPOBOKHPALLN KbCHA TOKCHYHOCT. - |

6. GOAPMALIEBTHYHHA JIAHHH
6.1 CoMcLK HA TOMONIARTE BeIeCTBA
ManuTon

KpocnoBunod (Pazmep Ha uactiuute: d90 < 60 u‘*
Kpocnoeunos (Pasamep Ha uactiumte: d90 < 100 n)
ITossnon K 30

XoaT keneseH okeug (E172)
Maruesues creapart

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha FroJROCT

3 roOvHu

6.4 CnenHa/tRR YCJI0BHS A3 ChXPAaHEHHE

Jla ce chbXpaHsABa Ha MACTO, HEJOCTHITHO 33 JIella.
Jla ce cbxpaHaBa B OPUIrHHAIHATa OMTAKOBKA.
Ha ce chxpansisa non 25°C.

= '1
3



6.5 Baa B ¢chOLpKaHNE HA ONAFGBKATA

Al/Al 6nmctep
Enun 6rmctep cbabpka 14 Opos Tabneiwn,
PaiMep Ha onakoBkuTe: 28 6pon TabnerkH ( bnycrepa ).

0.6 Cueurainn npeAna3ng MEPKH NPH HIXBLDIAAE

Hen3non3BaHHAT NEKAPCTBEH NPOAYKT WIH 0TAAALSHHTE MaTCPHANIA OT Hero TpAOBa Ja ce M3XBBPIAT B
CHOTBETCTBHE C MECTHUTE MINCKBAHHA.

7. [NPUTEXATEJ HA PASPEIMEHHETO 3A YIIOTPEBA

HOBEJI ®APMA EOOJ
6yn. “benrapua”’Nel09
Codusa 1404, brarapus

8. HOMEP(A) HA PASPELIEHHETO 3A YIIOTPEBA
PerncTpaunoren Homep: 20160005

9. JATA HA II'bPBO PA3PEUMIABAHEMIOJHOBABAHE HA PA3ZPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha mepBO paspemasifie’ 07 anyapu 2016 «.
Hara Ha nocrnegHo nogHoBsBaHe: 22 nekemepr 020 T,

10.  JATA HA AKTYAJIM3HPAHE HA TEKCTA

2o AOTeTa L
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